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To determine the correlation of local non-progressive abrup-
tion of placenta and the development of placental dysfunction
with undifferentiated connective tissue dysplasia (UCTD),
we have conducted the case-consequence research with 100
patients. The research included two stages. At the first stage,
all the predictors of this complication were divided into 4
groups: somatic anamnesis, obstetric, gynecological and in-
fectious anamnesis, course of the given pregnancy and results
of tests for Phase-II detoxification gene polymorphism. At the
second stage, all the significant predictors were included in a
multifaceted logistic regressive analysis.

The most significant causes of local non-progressive abruption
of placenta at placental dysfunction are the following: UCTD
(OR-18,86; 6,58—54,02), its visceral markers such as scoliosis
(OR 5,76; 2,08—15,97), heart diseases (mitral valve prolapse,
hypertensive neurocirculatory dystonia, supplemental chord)
(OR 8,61; 3,11-23,83), myopia (OR 6,25; 2,26-17,29), platy-
podia (OR 4,49; 1,61—12,55), renal diseases (OR 7,94; 2,87—
21,98).

The sheer presence of UCTD in this category of patients in-
creases by 18 times the risk of disorder of trophoblast invasion
and development of placental dysfunction.

Key words: local placental abruption, undifferentiated connective
tissue dysplasia, placental dysfunction, gene polymorphism.

As it is known, connective tissue dysplasia includes a group
of genetically and clinically polymorphic conditions that
are considered to play and important role in the development
of many pathological conditions [1, 4]. In the majority of cases
clinicians have to deal with the so called undifferentiated forms
of connective tissue dysplasia (UCTD), with prevalence of up to
70-80% in the population [5, 6]. In obstetrics and gynecology
this problem attracts special attention at present in view of the
evidence of its influence on the course of gestation and labor, the
perinatal morbidity and death rate [3].

There are known scientific sources that point out negative
influence of connective tissue dysplasia both on the development
of endometrium in the cycles preceding pregnancy and on
the processes of development and invasion of chorion in early
gestational period, there are also indications of the very fact of
pregnancy increasing the manifestations of UCTD symptoms
in the dynamics of the gestational process. However, the issue
of UCTD influencing the course of early gestational period
remains controversial and contestable. The genesis of local non-
progressive abruption of chorion and placenta in pregnancy
is influenced by many factors. Among them are inflammatory
diseases of female genital organs, in particular chronic
endometritis and intraamniotic infection, multifetation, uterine
malformations, certain somatic diseases of the mother, etc. [1, 2].

At the same time, in spite of the high prevalence of UCTD, its
role in the genesis of local non-progressive abruption of placenta
and the development of placental dysfunction in the given
category of patients is not sufficiently researched, which makes
this study relevant.

This study aims at determining the role of UCTD in the
genesis of local non-progressive abruption of placenta and the
development of placental dysfunction.
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MATERIALS AND METHODS

To assess the risk factors for local non-progressive abruption of
placenta, we have conducted the case-consequence research with
100 patients. The basic group consisted of 50 patients with local
non-progressive abruption of placenta and the development of
placental dysfunction in relation toit. The reference group included
50 women with normal term labor selected at random. The groups
are comparable in terms of age and social characteristics.

In all the pregnant women we have studied the potential
risk factors for local non-progressive abruption of placenta. The
research included two stages. At the first stage, all the predictors
of this complication were divided into 4 groups: somatic
anamnesis, obstetric, gynecological and infectious anamnesis,
course of the given pregnancy and results of tests for Phase-II
detoxification gene polymorphism.

The diagnosis of placental dysfunction was done by ultrasonic
examination of the placenta condition, examination of uterine
and placental blood circulation, of blood flow in funic vessels and
major fetal vessels with the use of ultrasonic scanners as well as
by assessing the levels of placental proteins.

At the second stage, all the significant predictors were
included in a multifaceted logistic regressive analysis. On the
whole, over 100 potential risk factors were analyzed. The statistic
analysis procedures were carried out by means of STATISTICA
6 and SPSS-20 packages. When verifying zero hypotheses, the
accepted critical value of the statistic significance level was 0.05.
To analyze the correlation between a single qualitative sign
standing for a dependent effective indicator and a big number
of qualitative signs, we used the multifaceted logistic regressive
analysis with a stepwise algorithm of inclusion of predictors [3].

To determine the phenotypic markers of UCTD we used the
following method of diagnosing phenotypic signs: light degree
— when two major or six minor signs, according to Milkovska-
Dimitrova’s and Arkashova’s classification, are identified;
medium degree — when three-four major and two minor signs are
identified, severe degree — with five and more major signs and
three-four minor ones [8,9]. The diagnosing was done by clinical/
phenotypic examination of patients (taking into consideration
their family anamnesis) and by instrumental examination
methods (echocardiography and ultrasonic examination of the
abdominal cavity organs and kidneys).

Since the basis for the development of UCTD lies in the
metabolic disorder of collagen formation, we have analyzed
the result of tests for carrying Phase-1I detoxication gene
polymorphism [2, 7].

RESULTS

The UCTD prevalence in the reference group was 6% and in
all the women of this group it was of light degree, with no major
signs and no more than six minor signs. In the basic group the
UCTD prevalence was statistically significant — 72%, of which
50% had UCTD of light degree, 36,1% — of medium degree and
13,9% — of severe degree. The most frequent signs were myopia
(in 46% of the examined women), scoliosis (54%), platypodia
(38%), heart diseases (mitral valve prolapse, hypertensive
neurocirculatory dystonia, supplemental chord) (42%), urinary
system diseases (52%).
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As for phenotypes, the most frequent one was MASS
phenotype diagnosed in 55,5% of cases, of which 45% presented
dysplasia of light degree, 35% — of medium degree and 20% of
severe degree. The second most frequent phenotype was the
marfanoid one — 30,5%, with dysplasia of light degree in 54,5%
of the examined women, of medium degree in 36,4% and of
severe degree in 9,1%. The Ehlers—Danlos syndrome phenotype
was diagnosed in 10% of women of the basic group, of which no
one presented dysplasia of severe degree, 60% had dysplasia of
light degree and 40% that of medium degree. When assessing the
risk of local abruption of chorion in the early gestational period,
we found out that the very presence of UCTD increased it by
18 times (OR 18,86; 6,58—54,02). The most significant signs of
UCTD considerably increasing the risk of local non-progressive
abruption of placenta were scoliosis (OR 5,76; 2,08—15,97), heart
diseases (mitral valve prolapse, hypertensive neurocirculatory
dystonia, supplemental chord) (OR 8,61; 3,11-23,83), myopia
(OR 6,25; 2,26-17,29), platypodia (OR 4,49; 1,61-12,55), renal
diseases (OR 7,94; 2,87—21,98).

In the set of factors representing obstetrical and gynecological
anamnesis, the risk of local non-progressive abruption of placenta
and, as aresult, placental dysfunction, was credibly higher in cases
of spontaneous abortion and intrauterine death (OR 3,45; 1,22—
9,76) before the given gestational process, premature rupture of
membranes (PROM) and premature labor in anamnesis (OR
8,29; 2,99-23,01).

The analysis of the course of the given pregnancy has shown
that local non-progressive abruption of placenta was more often
preceded by a clinically significant threat of abortion in the first
gestational trimester (OR 10,13; 3,65-28,12).

In spite of lack of clear-cut differences, we found out that
in the group of women with local non-progressive abruption
of placenta, placental dysfunction diagnosed before the 20
week of gestation occurred 2,6 times more often: 22,2% vs.
8,3% (OR 3,17; 1,43-7,02). Tt is the early start of disorder
of placental perfusion that accounts for arrested intrauterine
development of the fetus in every fourth patient of the basic
group, which is credibly higher than in the reference group
(p<0,05). Recurrent cases of bloody discharge are also a
credible predictor of placental dysfunction, increasing the risk
of the latter by 5 times (p<0,05).

There is also a close link between placental dysfunction
related to local non-progressive abruption of placenta and
inflammatory diseases of the genital tract, in particular
chronic endometritis, asymptomatic bacteriuria and bacterial
vaginosis (OR 11,96; 4,29-33,40). In our research, we
should note a significant percentage of genital infections in
the examined patients. For instance, bacterial vaginosis was
diagnosed in 62% of cases, nonspecific bacterial vaginitis — in
48% of the examined patients. Obviously, bacterial infections
increase the risk of local non-progressive abruption of placenta
by 11 times.

At present there are not many studies searching for the
genetic markers of placental dysfunction and the data on
their association with the development of the said pathology
are controversial. When analyzing scientific sources, we
came across only isolated pieces of information dealing with
the study of glutathione-S-transferase gene polymorphism
at placental dysfunction in relation to habitual prematurity
[4]. Yet, the number of works dealing with the research of the
intensity of free radical processes and the antioxidant state
of women with placental dysfunctions and prematurity is
growing from year to year [3].

As it is known, the role of placenta is determined by the
realization of a number of functional mechanisms — trophism and
protein synthesis, hormonal function and hormonal modulation,
synthesis of biologically active substances, antitoxic function
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of metabolite discharge, regulation of the processes of lipid
peroxidation and antioxidant protection. Glutathione-S-
transferase takes active part in the neutralization of lipid
peroxidation products and peroxides of DNA, reducing organic
hydroperoxides to alcohols and isomerizing some steroids and
prostaglandins. The intensification of lipid peroxidation is
known to be linked with the detoxification system polymorphism
and it produces a toxic effect on cell membranes. It is also
proved that imbalance in the system of lipid peroxidation —
antioxidant protection may also be caused by a decrease in the
concentration of steroid hormones that possess antioxidant
properties, which also influences the pathogenesis of placental
dysfunction. Thus, one may assume that certain glutathione-S-
transferase gene polymorphisms lead to the exhaustion of the
glutathione-dependent antioxidant protection and inhibition
of the detoxification function of placenta, which results in
the progression of placental dysfunction. These data confirm
indirectly the involvement of detoxification systems in the
development of this pathology.

The conducted research has found in women with local non-
progressive abruption of placenta and placental dysfunction
related to it a credible increase in the frequency of the GSTM1
0\O genotype «functionally weakened» by one gene and the
combination of «functionally undesirable» genotypes by two
(GSTM1 O\O+ GSTT1 0\0) and three genes (GSTM1 O\O+
GSTT1 0\0+ GSTP1 A\S and GSTM 0\0+ GSTT 0\0+ GSTP1
S\S) (p<0,05). And women with the GSTM1 0\0 genotype
present a higher risk of disorder of trophoblast invasion, which
manifests itself clinically in local non-progressive abruption of
placenta (OR 4,49; 1,61-12,55).

The inclusion of all the most significant factors studied in this
research in the regressive model has enabled the identification
of the most independent and constant among them, while the
significance of other potential risk factors decreased after the
adjustment.

The data obtained by us show that local non-progressive
abruption of placenta is the result of many factors that produce
their effect in various, often intersecting pathophysiological ways
and it’s hardly possible to single out the predominant etiological
factor.

CONCLUSIONS

The prevalence of undifferentiated connective tissue
dysplasia is credibly higher in the group of women with local
non-progressive abruption of placenta and placental dysfunction
related to it than in healthy pregnant women.

The predominant phenotype is MASS phenotype while the
Ehlers-Danlos syndrome phenotype is less frequent.

A credibly high percentage of UCTD in women with local
non-progressive abruption of chorion and placenta is a risk
factor for the development of disorders of the reproductive
function. The sheer presence of UCTD in this category of
patientsincreases by 18 times the risk of disorder of trophoblast
invasion and development of placental dysfunction. The most
significant visceral markers here are scoliosis, myopatia,
platypodia, cardiopathy and diseases of the urinary system.
Women with the GSTM1 0\0 genotype present higher risk
of disorder of trophoblast invasion, which manifests itself
clinically in local non-progressive abruption of placenta (OR
4,49;1,61-12,55).

The significant prevalence of undifferentiated connective
tissue dysplasia (from 30 to 80% ) and low controllability of
this risk factor account for the necessity of defining the criteria
of regular medical check-up of pregnant women and of further
research and accumulation of knowledge in terms of clinical
significance of this nosology in the course of the gestational
process.
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Jo nuTaHHA NnaToreHesy nnaueHTapHol ANchYHKLIT
Y XiHOK 3 HEBUHOLUYBaHHAM

M.I. Pumapuyyk, A.P. Yepenapuyk,

Okonox Ounieka FN6coH

Jl711 BU3HAUEHHS KOPEJIALii JTOKaJIbHOTO HEIPOrPecyiouoro Bifmapy-
BaHHS IUIAIEHTH Ta PO3BUTKY ILIalieHTapHoi auchyHKIi 3 Hexnde-
pentitioBanoo aucmasieio crnoryunoi tkannmau (H/ACT) nposexeno
JOCJIi/KEHHsT BUMIAKOBUX HacinkiB 3 yvactio 100 mamientis. [lo-
CJT/pKeHHS BKIIOYAIo ABa etam. Ha mepmiomy etarmi Bei mpeAnKTOpH
1[BOTO yCKJIA/IHEH st OyJIi PO3/Iiieni Ha TPyIn: COMaTHIHUI, akyiep-
CBKWIA, TIHEKOJIOTI YNl Ta iH(peKniitHnil anaMHes, nepebir naHoi Barit-
HOCTI Ta Pe3yJIbTaTH TeCTy Ha nosriMopdism rena getoxcukaiii asu 1.
Ha apyromy erarni Bci cyTreBi npeaukropu Oysin BKIOYeHi y HaraTo-
TPAHHUI JIOTICTUYHUIT PerpecuBHUI aHaJIi3.

Haii6inpinr 3HauynMMy IPUYHHAME JIOKQJIBHOTO HEIPOTrPECYI0YOro
Bi/IIApYBaHHs IJIAllEHTH TpHu Twianentapuiil aucdynkiii e: HACT
(OR 18.86; 6,58—54,02), iioro BiciepasibHi MapKepH, Taki, Ik CKOJII03
(OR 5,76; 2,08—15,97), cepiieBo-cy/iHHI 3aXxBOptOBaHHs (MiTpaJIbHi,
rinepToHiuHa HEHPONUPKYJIATOPHA AMCTOHIdA, JoAaTKoBa xopaa; OR
8,61; 3,11-23,83), miomnist (OR 6,25; 2,26—17,29), niockocromicts (OR
4,49; 1,61-12,55), saxBoprosants aupok (OR 7,94; 2,87-21,98).

Cawma nasiBhicts [ICT y wi€i kareropii narientis 36iibinye y 18 pasis
pusnK iHBasii Tpoho6IACTIB | PO3BUTOK IIAICHTAPHOT ANCHYHKILT.

Knrouoei caoea: rioxanvie sidwapysanis niavenmu, nedugdepenuivio-
8ana OUCNLasisi CNOAYUHOT MKAHUHU, NIAUEHMAPHA OUCPYHKUIS, HeBl-
HOULYBAHHSL.

K Bonpocy natoreHe3a nnaueHtapHomn auchyHkunum
Y )X€HLUUH C HEBbIHALULMBAHUEM

M.N. Peimapyyk, A.P. Yepepap4yk,

Okosiox Oumneka M6CoH

[t onpesiesieHust KOPPEJSIIIIK JIOKATBHOTO HETPOTPECCUPYIOIIEr0 OT-
CJIOEHUSI TUIALIEHTDI M PA3BUTHSI TUIAlleHTapHO /icdyHKImm ¢ Hemdde-
peHnupoBaHHON auctasueil coexmnurenbroil Tkann (HACT) mposene-
HO HCCJIeI0BAHNE CIIYYAUHBIX TTOC/eACTBHUIT ¢ yyactreM 100 marmeHTos.
Uccnemosane BRIOYAso aBa atama. Ha mepBoM artarie Bee TTPeTHKTOPDI
ATOTO OCIIOKHEHNS ObIIN Pa3/IeIeHbI Ha TPYIIIbL: COMATHIECKHUI, aKyIIep-
CKUi, THHEKOJIOTUYECKN 1 MH(DEKIIMOHHBIN aHAMHe3, TeueHne TaHHOM
6epeMEHHOCTH 1 Pe3yJIbTAaTh TeCTa Ha TIOMMMOP(PH3M TeHa AeTOKCHKATIIN
(azbl 1. Ha BTOpom atarie Bce CylecTBEHHbIE TIPENKTOPbI ObLIN BKJIIO-
YeHbl B MHOTOTPAHHBII JIOTUCTUYECKUI PerpecCHOHHbII aHaIn3.
Haubosiee 3HaUMMBIMU IPUYMHAME JIOKAJIbHOTO HEIIPOTPECCUPYIOIe-
TO OTCJIOEHUSI TJIAIEHTDI IPH MJIANEHTAPHON AUCHYHKINHU SBJSIOTCS:
H/ICT (OR 18,86; 6,58—54,02), ero BucIepaabHble MapKePbI, TaKIe,
kak ckomo3 (OR 5,76; 2,08-15,97), cepaeuno-cocyaucroie 3aboie-
Banus (MUTPAIbHBIEC, TUIIEPTOHUYCCKAST HEHPOIMPKYJIATOPHAS IVC-
Tonusi, nonosnuTenabhas xopaa; OR 8.61; 3.11-23.83), muormmsa (OR
6,25; 2,26—17,29), mnockocromnue (OR 4,49; 1,61—12,55), 3aGosieBanus
novek (OR 7,94; 2,87-21,98).

Camo nasmmune J[CT B 9T0ii Kateropun nainueHToB yBesandnpaet B 18 pas
puck nHBa3umn Tpoobacta 1 pasBUTHE MUIAIEHTAPHON ANChYHKIIUHL.
Knrouesvte caoea: noxanvioe omcioenue niauenmot, neoudgepen-
UUposannas OUCNIA3Us. COeOUHUMELHOU MKAHU, NIAUEHMAPHAsL OUc-
Qynruus, HesviHawUBanUe.
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