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INTRODUCTION

Nowadays the value of each pregnancy is in-
creasing drastically with infertility becoming an
extremely acute problem, often provoked by an
intrauterine pathology. Nobody today will dis-
pute the feasibility of a hysteroscopic study of
women with infertility.

The results of one of the largest studies on
the subject were very convincing. It collected
data from 1000 patients who were preparing for
ART programs and did not have clinical mani-
festations of intrauterine process. All women
had a one-step colpo-cervical hysteroscopy. As
a result, more than one-third (38%) of women
demonstrated various intrauterine formations,
moreover some of them had more than one.
Consequently, every third woman (32%) was di-
agnosed with polyps of different sizes, 3% had
submucous fibroids and the same number of
women had adhesions [1].

ANALYSIS OF PUBLISHED DATA AND

FORMULATION OF RESEARCH TASK

Today, endometrial polyps (EP) are the most
common “structural abnormalities” of endome-
trium, among those that cause unexplained in-
fertility [2]. The mechanism of their negative im-
pact on fertility is poorly studied, however, there
have been a number of assumptions in recent
publications. It is generally considered that EP:
=% cause a mechanical obstruction for sperm
migration, especially if the place of their location
are the fallopian tubes;
= provide an anatomical obstacle for implan-
tation [3];
= increase production of inhibitory factors,
such as glycodelin, which are able to oppress
functioning of natural killer cells [4];
= reduce secretion of implantation factors such
as IGFBP-1, TNF-a and osteopontin [5].

Despite the development of new diagnostic
techniques, general agreement on the causes
of EP does not exist. There is also no unequivo-
cality in pathogenic aspects. Some researchers
believe EP are estrogen dependent tumors aris-
ing in conditions involving hyperestrogenemia
[6]. Other authors attribute the formation of EP
to an imbalance in the expression of estrogen
and progesterone receptors [7]. Some declare
EP the product of genetic mutations that lead to
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increased mitosis and reduced apoptosis [8, 9.
But lately, more and more researchers actualize
theory of inflammatory origin of EP [10, 11].

Chronic endometritis (CE), which is fraught
with the potential of hyperplastic and neoplastic
growth, contributes not only to the pathogen-
esis of benign endometrial changes, but also to
the formation of infertility. According to different
authors, CE rate in infertile women ranges from
12 to 60%, and in patients with multiple failed
IVF attempts exceeds 60% [12]. Highest frequen-
cy indices of CE were observed in patients with
recurrent miscarriage, where the disease rate
was from 33% to 70% or more.

Micropolyps are inextricably linked with the
phenomenon of CE. In 2005, E. Cicinelli et al. af-
ter numerous hysteroscopic studies identified
specific macroscopic aspect: polypoid tumors of
the mucous membrane, 1-2 mm, have always ac-
companied a histologically confirmed diagnosis
of CE [13]. Those formations have been described
as micropolyps (MP) and referred to the mostim-
portant hysteroscopic signs of CE.

The fact that MP are formed by the accumula-
tion of inflammatory cells in endometrial stroma,
as a consequence of an active and strong inflam-
matory response, explains the need for further
study and comparison with conventional EP.
Both of these lesions potentially provide a hos-
tile environment for the receptivity of the endo-
metrium, and thus, may have something in com-
mon in their etiopathogenesis.

Thus, endometrial polyps and chronic endo-
metritis are an extremely unfavorable duo, that
drastically increases the risk of infertility and re-
quires correction of therapeutic approaches in
general.

There is a well-established view of the lead-
ing role of the imbalance between the hormonal
and immune systems of the body in the genesis
of chronic inflammation in the endometrium on
one hand, and pathogens on the other. Infec-
tious agent is recognized as a common trigger of
the development of an inflammatory process in
endometrium. Given the lack of data in a com-
prehensive study of the mucous membranes of
the genital tract in women of reproductive age
with EP and MP, it seems appropriate to examine
the role of urogenital infections in the formation
of the tumors mentioned above.
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OBJECTIVE: To conduct a comprehensive study of microbio-
cenosis in women with EP and MP in order to establish new
links in the mechanism of their development and further opti-
mization of treatment.

MATERIALS AND METHODS

The authors carried out a comprehensive clinical and labora-
tory examination of patients between the ages of 18 and 35
who consulted the Department of Endocrine Gynecology, the
State Institution “Institute of Pediatrics, Obstetrics and Gyne-
cology of the NAMS of Ukraine” with the purpose of planning
a pregnancy.

After studying their history, holding an ultrasound of the pel-
vic organs, 30 healthy fertile women of reproductive age were
allocated and placed into the control group lll. This category of
women had no gynecological diseases, did not use intrauter-
ine contraception, had no spontaneous, artificial abortion and
history of intrauterine interventions.

All patients with a variety of detected violations of reproduc-
tive function (infertility, miscarriage, endometrial polyps) had
hysteroscopy. After the analysis of hysteroscopic signs and histo-
pathological study results women were divided into two groups.

Group | consisted of 70 women with endometrial polyps
whose EP were suspected during ultrasound, defined during
hysteroscopy as a leg protruding formation of the uterine cav-
ity and confirmed histologically.

Group Il included 30 women with endometrial MP whose
polypoid bulge, 1-2 mm in size, were first discovered during
hysteroscopy and were not revealed at the previously held so-
nographic study.

According to the literature, a significant discrepancy is pos-
sible between the frequency of micropolyps detection during
hysteroscopy and their presence in tissue specimens. It is be-
cause of their extremely small size that MP may be lost in the
process of preparation of histological material [14]. Given that
the specificity of the detection of MP with CE is 99%, the MP
group included women whose identified through hysteros-
copy micropolyps combined with histologically confirmed CE.
The accuracy of morphological verification of CE was increased
at the expense of mandatory detection of plasma cells using
marker CD138.

To exclude the possible presence of concealed CE, patients
in the control group had endometrial biopsy with the help
of suction curette Pipelle de Cornie on the 7*"-10* day of the
menstrual cycle and subsequent morphological and immuno-
histochemical (CD138) study of the resulting material.

All patients gave written consent to participate in the study.
When forming groups, the following exclusion criteria were
taken into account: malformations of the sexual organs; severe
endocrine pathology; any extragenital diseases in the acute or
subacute stage; antiphospholipid syndrome; pregnancy and
lactation; malignant tumors of any localization; use of systemic
or local antibiotic therapy within the previous three months.

Complex microbiological examination included assessment
of vaginal microbiocenosis according to Gram staining micros-
copy and culture studies of vaginal discharge; study of cervical
microflora and biopsy of endometrium in aerobic, microaero-
philic and anaerobic culturing conditions.
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Bacteriological profile of vaginal contents included research
of norm biota (Lactobacillus spp.), aerobic flora (Enterobacte-
riaceae, Streptococcus spp., Staphylococcus spp.), anaerobic flora
(Gardnerella vaginalis, Prevotella bivia, Pophyromonas spp., Eu-
bacterium spp., Sneathia spp., Leptotrihia spp., Fusobacterium
spp., Megasphaera spp., Veilonella spp., Dialister spp., Lachnobac-
terium spp., Clostridium spp., Mobiluncus spp., Corynebacterium
spp., Peptostreptococcus spp., Atopobium vaginae, Mycoplasma
hominis, Mycoplasma genitalium, Ureaplasma urealiticum, Urea-
plasma parvum) and yeast-like fungi of the genus Candida.

“Femoflor” test-system was used in order to obtain the most
complete quantitative characterization of normal and con-
ditionally pathogenic flora of the urogenital tract in women
studied. Investigation was conducted by the PCR method with
result detection in real time (RT-PCR) (sensitivity 88.7%, speci-
ficity 89.6%). In the course of the analysis, relative amount of
the respective group of microorganisms was calculated in the
total bacterial mass, and later presented in the form of com-
mon logarithm. Upon detection of conditionally pathogenic
bacteria, indicators > 104, and for fungi > 10° CFU / ml were
used as diagnostic titer.

Bacteriological examination of material from the cervical
canal was carried out on a traditional scheme. Material
collection was done with disposable sterile gynecologic
brushes - cervix brush was injected into the cervical canal by
1-1.5 cm and rotated for 3-5 seconds. After extraction, with
avoidance of contact with the vaginal walls, it was placed in a
test tube with a disposable sterile transport medium.

To eliminate contamination of endometrial biopsy with
microflora of the lower divisions of the genitals, different loci
were consistently treated with antiseptic.

To identify potential viruses or bacteria, polymerase
chain reaction method was used (PCR). The contents of the
cervical canal and the endometrial biopsies of all women in
the research were studied for the detection of specific DNA
fragments of Chlamydia trachomatis, Mycoplasma hominis,
Mycoplasma genitalium, Ureaplasma urealiticum, Ureaplasma
parvum, Neisseria gonorrhoeae, Trichomonas vaginalis, Herpes
simplex virus type 1, 2 and 6, Cytomegalovirus, Enterovirus,
HPV with genotyping.

Microbiological testing of the endometrial biopsies was
performed using a culture method in order to identify
facultative anaerobic bacteria and fungi.

All studies were performed in “Dila” medical laboratory.

Statistical data processing was carried out using a standard
software package “Statistica for Windows” V. 13.0, StatSoft
Inc. (USA).

RESULTS OF THE STUDY

The groups were represented on the basis of age (the
average age in group | was 30.2 + 4.11 years, in group Il - 32.4
+2.57,in lll - 31.0 + 2.77 years, p = 0.175) and BMI (the average
BMl in the | group - 23.0 £ 4.10 kg/m? in Il - 20.9 + 2.26 kg/m?,
inlll - 21.0 £ 1.52 kg/m?, p = 0.188).

The average age at menarche in females of group | was 13.1
+ 1.34 years and did not differ from that in group I1- 13.3 + 0.76
years and in the control group - 13.3 + 0.95 years. The average
duration of the menstrual cycle also did not vary significantly,
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and lasted 28.0 + 3.02 days in representatives of group |, group
Il - 28.1 £ 1.95 days, group lll - 29.1 £ 3.58 days. The median
duration of menstruation in group I was 5 days (5-6), in group llI
-4 days (4-6). In group Il the average duration of menstruation
was similar to the comparison groups and was 5.3 + 0.95 days.

The study design was determined by the principle of
consistent study of the microflora of different habitats: the
vagina, the cervix, the uterus cavity (endometrium).

When assessing the condition of vaginal environment,
where the titer of Lactobacillus spp. was below 109, lactoflora
deficiency was found present in group Il of women significantly
more often than in groups | and Il (30% vs. 10% and 3%,
respectively) (p,,=0.018,p, = 0.012).

Presence of a sufficient amount of Lactobacilli (more than 107)
was naturally characteristic of healthy women (63%). Whereas,
in cohort with EP and MP significantly lower figures were
found (39% and 23%, respectively) (p,, = 0.023, p,, = 0.004).

Interestingly, almost half of group | patients (51%) and group
Il (47%) titer of Lactobacillus spp. had borderline significance -
10%-107 CFU/ml (Table 1).

Table 1. Lactoflora of women from study groups
Number of Lactobacillus spp.

<10° CFU/ml 110°-107 CFU/ml > 107 CFU/ml
Modulus 7 36 27
(Lgf‘;g) % 10 51 39
95%(l 4.1-19.5 39.2-63.6 27,2-51,0
Modulus 9 14 7
:Lgf;‘g) % 30 I 23
95% (I 14.7-49.4 28.3-65.7 9.9-423
p-value I-1l 0.018° 0.663° 0.213°
Modulus 1 10 19
i'r'] 9:"’3‘:)‘; % 3 3 63
95% (I 0.1-17.2 17.3-52.8 43.9-80.1
p-value I-Ill 0.429¢ 0.096° 0.023°
p-value II-1ll 0.012 0.292° 0.004°

@ — Pearson’s chi-squared test;
b—Yates' chi-squared test;
¢— Fisher’s exact test

The results of quantitative assessment of the content of
pathogens (that exceed 10* CFU/ml) in the vagina are presented
in Table 2.

It is important to note that no statistically significant
differences in the quantitative composition of the vaginal
microflora were detected in all groups studied. Group | as well
as group Il and Ill shared 3 main pathogens according to the
frequency of occurrence: Gardnerella vaginalis, Eubacterium
spp. and Ureaplasma spp. The percentage distribution of these
microorganisms in a cohort with EP presented the following
data: 34%, 36% and 36%, respectively, in a cohort with MP —
30%, 17% and 17%, in healthy women - 53%, 30% and 30%.

The range of other infectious microorganisms was also very
extensive and similar in all three groups. Streptococcus spp. was
found in the vagina of 20% of women of group |, 177% - group
I, and 29% - group lll. Candida spp. was found in 16% of the
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representatives of group |, 3% - group Il, 13% in healthy women
from group lll. A detailed analysis of the vaginal microbiocenosis
in each of the groups studied is shown in Figure 1.
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Figure 1. Quantitative composition of the vaginal microflora

Despite the seeming similarity of species composition of the
vaginal microflora of representatives from all the groups, the
true state of affairs emphasizes the ratio of lactic acid bacteria
and the colonies of the pathogen. Thus, out of all the groups
represented, only healthy women, who had any infectious
microorganisms in amount of 10* CFU/ml or more, also had a
sufficient number of lactobacilli (more than 107). In cohorts with
EP and MP, this ratio changed, and high titers of conditionally
pathogenic microorganisms could no longer be balanced out
by the normal content of lactobacilli.

Given that the cervixis the first barrier to ascending infection,
the next step was to conduct a study of contamination of the
cervical canal, the results of which are shown in Table 3.

Analysis of the data showed a relatively high percentage
of cervical sterility in all of the groups of women. Growth of
microorganisms was not detected in 20 women from group |
(29%), 14 (47%) from group Il and 9 (30%) from group lII.

The spectrum of pathogenic agents isolated from the
cervical canal was much narrower, compared with that of the
vagina. Ureaplasma was equally often present in the acquired
samples (29% - 1, 20% - I, 13% - Ill) as well as mycoplasma
(6% —1, 7% — 11, 13% - III).

Ne6(32) / rpyaeHb 2016 WWW.REPRODUCT-ENDO.COM / WWW.REPRODUCT-ENDO.COM.UA



Table 2. Microbiocenosis of the vagina of women from study groups
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= o £ = = g 2 g ] 2
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2 g s E & = 2 8 S 8 E EE=- =
g g = 3 = s g 2 S z s =282E =&
8 g = 5 = £ < S = g E SEZ =
g 2 2 g g g £ 2 3 3 £ f§5& %
2 = S & & = =
| Modulus 14 7 24 25 2 7 7 7 11 11 25 11
(ngf’;g) % 2 10 3 36 3 10 10 10 16 16 36 16
95%(C  11.4-313 41-195 234-46.6 246-481 04-93 41-195 41-195 41-195 81-264 8.1-264 - 334-38.1 8.1-26.4
Modulus 5 3 9 5 1 2 2 1 2 3 0 5 1
Il group
(n=30) % 17 10 30 17 3 7 7 3 7 10 0 17 3
95%C  5.6-347 21-265 147-494 56-347 01-172 08-221 08-221 0.1-172 08-221 2.1-265 - 56-347 0.1-17.2
p-value |-l 0.787¢ 1.000¢ 0.863 0.062¢ 1.000° 0.720¢ 0.720¢ 0.429¢ 0.334 0.544¢ 1.000¢ 0.062¢ 0.101¢
Modulus 8 4 16 9 4 4 4 4 4 4 2 9 4
Il group
(n=30) % 29 13 53 30 13 13 13 13 13 13 7 30 13
95%C  123-459 3.8-307 343-717 147-494 38-307 3.8-307 3.8-30.7 3.8-307 3.8-307 3.8-30.7 08-22.1 147-494 3.8-30.7
p-value I-1ll 0.639° 0.729 0.075° 0.752" 0.064¢ 0.729¢ 0.729 0.729¢ 1.000¢ 1.000¢ 0.088¢ 0.650¢ 1.000¢
p-value II-Ill 0.532° 0.712 0.116° 0.243 0.353¢ 0.433¢ 0.433¢ 0.353¢ 0.433¢ 1.000¢ 0.492¢ 0.243 0.203¢
*— Pearson’s chi-squared test;
b—Yates' chi-squared test;
¢—Fisher’s exact test
Table 3. Microbiocenosis of the cervical canal of women from study groups
8 8 , 4 -
= = = = E £
E Zg 3, s £ 2 £2
g s & s 2 e £ s 33
S EX E = g 2 £ = §
g P 2 E = 8 $ 2
= g g g = 5 ==
] ] o =N ]
= = = =
Modulus 20 0 0 22 4 20
| group 0
(n=70) % 29 0 0 0 31 29
95% Cl 18.4-40.6 - - - 20.9-43.6 1.6-14.0 18.4-40.6
Modulus 14 1 1 2 6 2 6
[I'group 0
(n=30) % 47 3 3 7 20 7 20
95% (I 28.3-65.7 0.1-17.2 0.1-17.2 0.8-22.1 7.7-38.6 0.8-22.1 7.7-38.6
p-value |-l 0.080° 0.300° 0.300° 0.088¢ 0.357° 1.000¢ 0.517°
Modulus 9 0 0 2 4 4 9
[l group 0
(n=30) % 30 0 0 7 13 13 30
95% Cl 14.7-49.4 - - 0.8-22.1 3.8-30.7 3.8-30.7 14.7-49.4
p-value I-Ill 0.920° 1.000¢ 1.000¢ 0.088 0.081¢ 0.236¢ 0.920¢
p-value Il 0.289° 0.50" 0.500° 1.000¢ 0.731¢ 0.671¢ 0.549¢

* — Pearson’s chi-squared test;
b—Yates' chi-squared test;
¢—Fisher’s exact test

High risk strains of HPV had the highest prevalence of
viruses, and even though revealed differences in the frequency
of occurrence were not statistically significant, it is impossible
not to note a significantly higher infectious load in the | group
compared with the control group and with group Il (31%
vs. 13% and 20% respectively). The rest of the viruses (HSV,
CMV) colonized cervical biotope of women from group Il in
insignificant amounts, and were not present at all in group I.
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Combination of viruses + CPF (conditionally pathogenic
flora) were rarely found in equal amounts in all of the groups
(6% -1, 7% - ).

Summary data about the frequency of detection of microbial
factor from endometrial biopsy in examined patients on the
basis of culture research and PCR are shown in Table 4.

In general, the uterine cavity infection rate was 83% in
women with EP, 73% — with MP, 77% in healthy women.
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Among the pathogenic microbial agents in group |
and group Il, ureaplasma predominated (29% and 27%,
respectively). From the endometrium of healthy women
this infectious microorganism was isolated with almost
the same frequency (30%), however, the leading result
belonged to Enterococci. Interestingly, the resident of colon
microbiocenosis, Enterococcus faecalis, was detected in the
endometrium of the representatives of the control group
significantly more often than in those from group | and group Il
(43% vs. 11% and 17%, respectively) (p,,, = 0.001, p, ,, = 0.049).
Given that this microorganism did not colonize the vaginal
and cervical biotope of women surveyed, it can be assumed
that the inclusion of Enterococcus into the microecology of
the uterus cavity occurs by translocation through the wall of
the colon. The essence of this mechanism lies in the activity
of immunocompetent dendritic cells that provide active
migration of bacteria from the colon lumen to mesenteric
lymph nodes and from there into the bloodstream.

Itisimportantto notethatwomenfromgroupldemonstrated
significantly greater incidence of endometrial infection with
Candida spp. than women from other groups (p, , = 0.012).
For example, Candida spp. did not show in the endometrial
samples of control groups and its occurrence in cohort with
the MP turned out very rare (7% vs. 21%). Moreover, upon
comparison of the intensity of colonization with this infectious
microorganism in vaginal and uterine lining, the following
tendency was revealed: this microorganism was isolated 1.5-2
times more often from the endometrium of women in groups |
and Il than in the vagina, but the difference was not statistically
significant.

Among other representatives of CPF, high frequency of
occurrence of Streptococcus spp. in the endometrium cannot

Table 4. Microbiocenosis of the endometrium of women from study groups

go unnoticed: every fifth woman with EP (17%), every eighth
woman from the control group (13%) and one in ten with MP
(10%). However, the same microorganism was found more
frequently in the vagina: almost twice in group Ill (29%), and
one and a half times in group Il (17%) and 3% more than in
group .

The rest of the microorganisms colonized endometrial
habitat in insignificant small quantities.

High specific weight of the viruses is a distinctive feature
of patients with EP (26%). Contamination indicator of the
endometrium with HSV type 1, 2 and 6 in women of this group
was significantly higher than in those from the control group
(17% vs. 0%) (p,,, = 0.016). The differences in the frequency of
detection of the pathogen in the cervical canal and the uterine
cavity were insignificant. As for the remaining infectious
microorganisms, the opposite trend was observed: high risk
HPV strains were more often detected in the cervical discharge
than in the endometrium (31% vs. 6%) (p = 0.0002).

The spectrum of viruses isolated from the endometrium
of women with MP was much smaller in number and not
significantly different from that in the control group.

DISCUSSION OF THE RESULTS

We conducted a comprehensive microbiological study
and found an interesting peculiarity: the frequency of
infection of the uterus cavity with CPF was rather high both
in patients with EP and MP and in healthy women. This fact
once again put forward several questions. What do we know
about microecology of the uterine cavity? What does modern
science imply in the very notion of physiology of endometrial
biocenosis? And whether sterility of the uterus lining is an
unshakable dogma?

E 3 = g 2

= = = v 3

E g = = 2 gge & Z &

5 = & = s, © 8.2 5 ] S =

= Ev g = E s E 2 = S g

2 LA £ = =2 g8 s 2 S e

S w - = S g s

= - £ » g == S g g

g S é & E

Modulus 12 12 2 4 20 15 12 8

('n9:°‘7‘g) % 7 7 3 6 3 29 2 7 1
95% (I 92-280  92-280 04-99 16-140 04-99 184406  125-329  92-280  51-213

Modulus 8 2 2 1 1 8 2 3 5

('ng°3“(§’) % 7 7 7 3 3 27 7 10 17
95% (I 123459 0821 0821 01172 01-172 123459 08-221  21-265  56-347

p-value |-l 0413 0.219 0.581¢ 1.000¢ 1.000¢ 1.000° 0.087¢ 0.543¢ 0.523¢

Modulus 7 0 4 0 4 9 0 4 13

z'r'lg_“;‘g; % 3 0 13 0 13 30 0 13 B
95% (I 9.9-423 = 38-307 = 38-307  147-494 = 38-307  255-626
p-value Il 0.655° 0.016¢ 0.064¢ 0313¢ 0.064¢ 0.920° 0,012 0.771¢ 0.001
p-value lI-1I 1.000° 0,492 0.671¢ 1.000¢ 0.353¢ 1.000° 0.49¢ 1.000¢ 0.049

* — Pearson’s chi-squared test;
b—Yates' chi-squared test;
¢—Fisher’s exact test
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Analysis of numerous literary sources on this issue gives
conflicting information. On one hand, a number of domestic
and foreign researchers who have studied the role of
infectious factors in the genesis of EP and CE, unanimously
postulate that the uterine cavity is sterile, and a cascade of
inflammatory reactions arise when microorganisms penetrate
the endometrium [15].

On the other hand, some scholars believe that the cyclical
rejection of the endometrium provides the physiological
antimicrobial protection of the uterus lining, which cannot be
sterile due to continuous microbial influence from the lower
genital tract [16].

The problem with most studies reviewed, in our opinion, was
a strictly limited number of studied infectious microorganisms
or small groups of control, which inevitably affected the
“correct construction of” conclusions. Researchers viewed
the results from healthy women as a norm, hence each study
turned out to have its “own” norm.

According to modern views, the human body is densely
populated with a wide variety of microbes and cannot
function without them. In order to at least roughly systematize
human symbionts, National Institute of Health of the United
States launched a 5-year project “Human Microbiome” (2007).
Its purpose was to identify all the species and quantitative
composition of the microbiota of a healthy person by analyzing
the DNA sequence of these organisms. To get an idea of the
structure of a normal human microbiome, the researchers
collected tissue samples from 15 sites on the body of 129 men
and 18 sites of 113 women [17, 18]. The reproductive tract was
presented by the samples of vaginal fluid. Unfortunately, the
project did not include endometrial microecology, but the fact
that the results of this study have been used in more than 250
articles on human microbes proves the highest interest of the
scientific community on this issue. And it allows us to treat a
non-sterility as a norm.

Undoubtedly, the microbial composition of the vagina
in the development of endometrial microbiocenosis plays
an important role. The analysis of our data showed that the
frequency of discharge and the intensity of the colonization
of the vagina and the cervical canal with CPM in patients
from surveyed groups generally corresponded with the index
of microflora in the uterine cavity, there were only minor
differences for certain types of microorganisms.

Enterococcus, that was found by us in the endometrium, is a
representative of microbiota of the colon, may be a confirmation
of the phenomenon of migration of microorganisms. It's now
known that migration of microorganisms occurs hematogenously,
lymphogenously or via intracellular transfer (translocation). It
is proved that the latter mechanism secures various bacteria
in the umbilical cord blood, amniotic fluid, placenta and bowel
of healthy infants (which is contrary to the original postulate of
fetus sterility), as well as in mother’s breast milk [19]. Does this
mechanism work outside the process of gestation?

Dendritic cells, macrophages are indispensable allies of
endogenous microbiota. They not only present antigens to T
and B lymphocytes, but also transport bacteria through the
lymphatic system, building a path of transmission through
translocation. In addition, macrophages are a constant
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cellular element of endometrial stroma, whose migration is
under constant cyclic hormonal influence, and the highest
concentration is observed just before menstruation due to
the simultaneous decrease in the expression of estrogen
and progesterone as a result of luteolysis. The fact that the
number of macrophages in the endometrium under CE almost
doubles suggests an idea: change in the microbiome of the
endometrium is the cause or the consequence of a disease?

A limitation to this study was the fact that the selected
pathogens in the endometrium of women surveyed were not
correlated with their discovery in the colon. The lack of data on
the qualitative and quantitative composition of the intestinal
microbiota did not allow us to exclude disbiotic changes in the
gastrointestinal tract, which in its turn could affect the results.

An imbalance in the ratio of proliferation/apoptosis is one of
the pathogenetic mechanisms of origin and development of
EP. Viruses are a recognized “genius” in this matter. Disabling
apoptosis is possible due to the virus's ability to inactivate
tumor-suppressor proteins that block natural cell death. By
stimulating the growth of tumors the virus realizes its potential,
because cell division also means doubling the genetic material
of the virus. When a cell transits to effective and constant
virus support, it provides a sufficient number of daughter viral
particles as well as high contagiousness of infection.

The study of viruses has long been parallel to the study of
the nature of cancer. HPV has been isolated from malignant
tumors of virtually all organs except for heart and kidney. New
studies keep suggesting the evidence that not only HPV has
the carcinogenic potential in the cervical epithelium but also
HSV type 2 [20]. The question on self-carcinogenic potential of
HSV type 1 is yet to be solved.

Another interesting aspect is found in the modern scientific
literature. It contains data on the relationship between
formation of morulae and HPV infection of the tissue. Morulae
are inflammatory accumulations of flat epithelial cells, a sign
of squamous differentiation of the endometrium. These are
not tumor cells yet, but intermediate cells that are found not
only in adenocarcinoma, but also during benign endometrial
processes such as hyperplasia, submucous myoma of uterus,
senile transformation, lUD and chronic endometritis. According
to various studies HPV has been found in 9.1 - 46% cases of CE
and endometrial hyperplasia, which suggests involvement of a
virus in their pathogenesis [21].

This was an important point that our study strived to
highlight.

Ourfindings showed the highest percentage of virusinfection
of the endometrium in women with EP. A comparative analysis
of each type in the groups did not reveal statistically significant
differences. However, the total number of HSV types 1,2 and 6
significantly prevailed in this group of women.

Throughout the study, a clear trend was present: the more
endometrium was compromised, the more frequently viruses
were detected in it. Thus, HSV and HPV was not detected at
all in healthy women, yet those diagnosed with micropoliposis
demonstrated presence of the viruses 10 times more often,
and those diagnosed with EP 23 times more often!

Specificity of infection process during penetration of a
virus is that the immune system is under attack. The immune
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hypothyroidism is a significant aspect of the pathogenetic
picture of a viral infection. On one hand, previously overloaded
or improperly functioning immune system is not able to
recognize and completely eliminate an infection, on the other
hand, virus infestation can itself cause immunosuppression.
Perhaps, in order to obtain reliable data, one must specify
the nature of the immune response of women with a variety
of viral agents, group them according to the obtained change
and build a more extensive research.

Additionally, there is a relevant association of “HSV + HPV” and
the question of the mutual influence of different types of viruses
to this day remains open. Equally important is the fact that herpes
infection is always systemic. Persisting in the nerve ganglia,
the virus shows tropism towards many tissues of ecto- and
endodermal origin. What exactly provokes it to appear in uterine
mucosa is yet to be found. Our study did not find a similar pattern,
the viruses in the uterine cavity were recorded as a monoculture
or in the composition of bacterial and viral associations. It is quite
possible that this dependence is a perspective research objective
for the future more powerful studies.

In addition to viruses, the endometrium of women with EP
was significantly more often populated by fungi of the genus
Candida. There are three mechanisms found in the literature
that describe how Candida can stimulate growth of tumors.

The first one is related to its ability to isolate specific Candida
proteins (eg p43), that possess potent immune-suppressive
properties and prevent from the struggle against an infectious
aggressor. These proteins inhibit the activity of macrophages,
NK-cells and cytotoxic T-lymphocytes, block the synthesis
of antibodies that are informative for immunity with B-
lymphocytes, and thus reduce the antiviral defense.

influence of Candida infection cytokine synthesis is broken,
including IFN-y (the main protein chain in antiviral defense).

The third one is related to the ability of Candida to
produce mycoestrogens that potentially enhances local
hyperestrogenia and points to a possible role of this infectious
microorganism in proliferation processes.

CONCLUSIONS

Thus, in the course of the study the following results were
obtained:
= EP and MP are a pathology that runs in the background of
dysbiotic disorders in the vagina;
= Presence of microbial agents in endometrial tissue does not
always indicate an inflammatory process;
= No conclusive evidence has been found on etiologic role of
an infectious agent in the development of MP;
= EP diagnosis often combines with herpes simplex virus and
Candida;
= Detection of representatives of intestinal microbiota in the
endometrium suggests a possible role of dysbiotic changes of
digestive tract in the uterine cavity infection;
= Evaluation of concordance of infection in the cervical canal
and the endometrium convinces in diverse predominance of
microbial representatives with uneven occurrence in different
niches.

In conclusion, it should be noted that microbiological
examination of the endometrium is difficult to standardize. The
transformation speed of microbial landscape does not always
enable to trace its evolution even in normal endometrium.
Therefore, in detection of CE and EP, microbiological diagnosis
is still a “weak link”. And the question of an infectious trigger in

The second mechanism lies in the fact that under the
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ENDOMETRIAL POLYPS AND MICROPOLYPS. MICROBIAL LANDSCAPE OF THE UTERINE CAVITY AND ITS ROLE IN THEIR FORMATION

T.F. Tatarchuk, MD, professor, corresponding member of the HAMS of Ukraine, deputy director for research work, chief of the Endocrine Gynecology Department, SI”“Institute of Pediatrics, Obstetrics and
Gynecology of the NAMS of Ukraine”
D.G. Herman, postgraduate student at the Endocrine Gynecology Department, SI“Institute of Pediatrics, Obstetrics and Gynecology of the NAMS of Ukraine”

Endometrial polyp is the most common structural abnormality of the mucous membrane of the uterus (endometrium) detected in unexplained infertility. Endometrial micropolyps are a hysteroscopic sign of
chronic endometritis, detectable in 60% of women suffering from infertility. Both of the lesions provide an unfavorable environment for the endometrium receptivity and therefore may have common features in
their etiopathogenesis.

Study objective: to study the composition of microbiota in the vagina, the cervix and the uterine cavity in women of reproductive age diagnosed with endometrial polyps and micropolyps.

Study design: the study involved 130 patients aged 18-35 years: 70 patients with endometrial polyps (group ), 30 patients with micropolyps (group Il) and 30 patients of the control group (group lll).

Study methods: group | and Il were diagnosed by hysteroscopy with histological confirmation, endometrial samples from healthy women were obtained by aspiration biopsy. Test system “Femoflor” was used
to study the quantitative composition of vaginal microbiota, bacteriological examination of the cervix and the endometrium was performed by PCR and by cultivating aerobic and anaerobic microorganisms on
special growth media.

Study results: no statistically significant differences in the quantitative composition of vaginal microbiota have been identified in all study groups, the only changes recorded have been in the number of lactobacilli.
The control group reported sufficient content of lactobacilli in 63% of women studied, the group | — 39%, the group Il — from 23%. The cervical canal was sterile in 29% of women with polyps, 47% of women with
micropolyps and 30% of healthy patients. The spectrum of pathogens isolated from the cervical canal was much narrower as opposed to the vagina and had no statistically significant differences between the groups. The
frequency of the uterine cavity infection was 83% in women of group |, 73% in group Il and 77% in group Ill. The endometrium of the patients from the control group has been seeded with noticeably more Enterococcus
faecalis (43% vs. 11% in group | and 17% in group I1). Endometrial samples of women from group | were characterized by significantly higher detection of Candida spp. — 21%, and herpes viruses type 1, 2, and 6 — 17%.
The spectrum of microorganisms isolated from the endometrium of women with micropolyps did not significantly differ from that in the control group. Evaluation of concordance of the vaginal and endometrial biotope
inall groups has not shown any significant differences but in Enterococcus faecalis in the | group (0 vs. 11%) and group Il (0 to 43%). When comparing cervical and endometrial biotope the only significant difference has
been detected in the group of women with endometrial polyps and concerned herpes virus type 6 (0 vs 11%) as well as the high-risk strains of HPV (31% vs. 6%).

The limitations of this study: isolated endometrial pathogens were not correlated with the qualitative and quantitative composition of the gastrointestinal microbiota; further reliable data can be obtained
from the detailed study of the nature ofimmune response in women with a variety of viral agents detected in the uterine cavity, as well as from classifying them according to the obtained results and building a
more large-scale research.

Conclusions: endometrial polyps and micropolyps — a pathology that results from dysbiotic changes in the vagina. The presence of microbial agents in the uterine cavity is not always indicative of the
inflammatory processes. No convincing evidence of the etiologic role of any infection in the micropolyps formation has been obtained. Women with endometrial polyps demonstrated higher content of (andida spp.
and viruses.

Keywords: endometrial polyp, micropolyps, chronic endometritis, infertility, microbiota.

NONINK | MIKPOMOMINY EHAOMETPIA. MIKPOBHUI NEA3AX NOPOXXHUHI MATKM TA 10T0 PONIb B IXHbOMY OOPMYBAHHI

T. . Tatapuyk, 4. Meg. H., npodecop, une-kop. HAMH Ykpaitiu, 3acT. aupeKTopa 3 HaykoBoi po6oTy, 3aB. BiaZineHHAM eHgokpuHHoi rinekonorii Y «IMAT HAMH Ykpaiu»
1. T. Tepman, acnipanT igainenHa enpokpunHoi rikekonorii Y «IMAT HAMH Ykpaitu»

Monin eHpoMeTpia — HaiinoLuMpeHilua CTPYKTypHa aHOManis C1M30B0i 060NIOHKM MaTK, ika 3yCTpiYaETbCA Npy igionatuuxomy 6e3nniaai. Mikpononiny enomeTpia — ricTepockoniyHa 03HaKa XpoHiyHoro
€eHOMETPUTY, L0 BUABNAETLCA Y 60% HennigHux xiHok. Lii 06uaBa ABMLLa 3a6e3neuytTb HeCnpUATINBE cepeaoBHLLE ANA PELENTUBHOCTI éHAOMETPIA, a 0TXe, MOXYTb MaTK AELLO CiNbHe B CBOEMY
eTionaroreHesi.

Merta pocnimKeHHA: BUBYUTY Cknaz MiKpodnopu Nix, LiepBikanbHOro kaHany Ta NopoxHHI MaTK Y XKiHOK penpopyKTMBHOro Biky 3 noninamu i Mikpononinamu eHgomeTpis.

[lu3aitH pocnimkenHa: obcrexeno 130 nauienTok y Billi 18—35 pokis: 70 naujientok 3 noninamu engomerpis (| rpyna), 30 — 3 mikpononinamu (Il rpyna) i 30 — konTponbHoi rpynu (Il rpyna).

MeToau AocnimKeHHA: B 0CHOBHIX rpynax AiarHo3 6yN1o BCTaHOBNEHO NPY TicTepocKoniuHOMY AOCTIZKeHHi | NiATBEAXEHO ricToNoriuHo, Y 310POBUX XiHOK AN1A OTPUMAHHA eHJIOMETPianbHyX 3paskiB
BUKOPUCTOBYBANN acnipauliiiHy bioncito. [InA BUBYEHHA KinbKicHOro cknapy BariHanbHoi Mikpognopy 3acTocoyBany Tect-cuctemy «Demodnop, 6akTepionoriyHe AOCHIMKEHHA LiepBikanbHOTO kaHany Ta
eHpomeTpia npoBoauu Metogom MIP i WnAXom KynbTUBYBAHHA aepoBHYIX i aHaepoOHIX MiKpOOPTaHI3MiB Ha CneLianbHIX NOXUBHIX CepefOBULLaX.

Pe3ynbTati fOCHiAMKEHHA: CTaTVCTYHO 3HAUYLLWX BIAMIHHOCTEI! B KiNbKiCHOMY CKaai BariHanbHOI MiKpodnopy B YCix AOCTIZXyBaHUX rpynax BUABAEHO He 6yno, 3miHu 3adikcoBani TinbKi B KinbKocTi
nakTobauun. Y KOHTPONbHIN rpyni AOCTaTHIN BMICT NakTo6aLmn 3apeectpoBaHo y 63% XiHok, y | rpyni—y 39%, y Il rpyni — y 23%. LiepBikanbHuii kaHan 6yB crepunbHUM Y 29% XiHOK i3 noninamu, y 47% — 3
Mikpononinamu 1a y 30% 340poBiIX NaLlieHToK. CnekTp natoreHis, BUANEHVX i3 LiepBiKaNbHOTO KaHany, BUABUBCA 3HAUHO BYXXUMM Y NOPIBHAHHI 3 NIXBOK i HE MaB CTaTUCTUYHO 3HAYYLLVX BIAMIHHOCTEI B
rpynax. Yactota iHGikyBaHHA MOPOXHUHM MaTKM cknana 83% y xiHok | rpynu, 73% — |l 7a 77% — Il rpynu. B engomeTpii npeAcTaBHULb rPyNin KOHTPONHO 4OCTOBIPHO YacTilue BUciBany Enterococcus faecalis (43%
npot 11% | rpynu i 17% Il rpynu). 3pasku eHAOMETPiA XIHOK i3 noninamu xapakTepu3yBanuca 3HauHo binbLuoto Aetekuieto (andida spp. — 21% Ta Bipycis repnecy 1, 216 Tuny — 17%. CnekTp Mikpoopraniamis,
BUAINEHNX i3 €HAOMETPIA XIHOK 3 Mikpononinamu, He BiApI3HABCA Bif TaKoro B KOHTPONbHiil rpyni. OLiHKa KOHKOPAAHTHOCTI BariHanbHOrO Ta eHAOMETpianbHoro 6ioTony B rpynax NPOAEMOHCTPYBaNa 3HauHy
pi3HuLo TinbKw cTocoBHo Enteracoccus faecallis 8 | rpyni (0 npotin 11%) 7a 8 IIl rpyni (0 npoti1 43%). Mpu nopiBHAHHI LepBikanbHoro | eHAoMeTpianbHoro bioTony 3HauyLua pisHuLA byna 3adikcoBaHa nuLLe B rpyni
KIHOK 3 noninamu eHgomeTpis i crocyBanaca Bipycy repnecy 6-ro Tuny (0 npotv 11%) i BT BucokooHKoreHHux wramis (31% npotu 6%).

06Mmex<eHHA aHOr0 AOCIAMEHHA: BUINEH] B eHAOMETPIi natoreHi He CNiBBIAHOCATLCA 3 AKICHIM i KiNIbKICHIM CKNa/0M KMLLIKOBOT Mikpo6ioTy; AnA 0TpUMAHHA 0CTOBIPHIX AaHIX HEOOXiAHO AeTani3yBaT
XapaKTep iMyHHOI BIANOBIAi B XIHOK i3 Pi3HVM BIpYCHUMI areHTaMu, BUSBNEHIMM B NOPOXHIHI MaTKW, rpynyBaTH iX 3riHO 3 OTPUMaHNMM 3MiHaMK | opmyBaTH BinbLu MacLUTaOHi JOCTIAKEHHS.

BucHoBKu: noniny i Mikpononinu eHA0METpiA — natonoria, Lo NPoTiKae Ha Thi AUCOIOTMYHNX NOPYLUEHD B NiXBi. HAABHICTb B NOPOXHYHI MaTK1 MIKPOOHIX areHTiB He 3aBX/1 CBiAYUTb NPO 3ananbHuii
npoviec. He 0TpumaHo nepekoHniBIX A0Ka3iB eTionoriuHoi poni 6yab-AKoi iHGeKwiT'y popmyBaHHi Mikpononinis. Y xiHok i3 noninamm eHJ0MeTpia NOPOXHMHA MaTKI XapaKTepu3yeTbea binbLu BUCOKIM BMICTOM
Candida spp. i Bipycis.

KnioyoBi cnoBa: nonin eHzoMeTpis, Mikpononin, XpoHiuHui eHgoMeTpuT, be3nniaas, MikpobioweHos.

NONUMbI M MUKPOMONUNbI SHAOMETPUA. MUKPOBHbI NEA3AX NONOCTU MATKM U EFO POJIb B UX ®OPMUPOBAHNM

T. ©. Tatapuyk, A. Meg. H., npodeccop, uneH-kopp. HAMH Ykpautbl, 3am. supekTopa no HayuHoii paboTe, 3aB. oTAeneHnem SHA0KpuHHoii rukekonoru Y «AMAT HAMH Ykpauhbi»
[1. T. Tepman, acnupaHT otaeneHna 3HA0KpuHHoI rukekonorun Y «UMAT HAMH Ykpanbi»

MNonun 3HK0MeTpYA — Haubonee pacpoCTpaHeHHas CTPYKTypHaA aHOManusa CIM3NCTON 0607I0YKY MaTKIA, BCTPEYAIOLIAsACca Npil HeobbACHUMOM becrnoguu. Mukpononunbl JHE0METpUs —
TICTEPOCKONIYECKIiA NPU3HAK XPOHUYECKOTO SHLOMETPUTA, BIABNAEMOT0 Y 60% XeHLLuH, cTpajatoluyx 6ecnnoguem. 06a 3 nopaxeHus 06ecneynBatoT HeONaronpusTHyIo Cpezy Ans peLenTUBHOCTH
SHZOMETPWA, a CN1eZl0BaTENbHO, MOTYT METb HeuTo 06LLee B (BOEM THONaToreHe3e.

Lienb nccnepoBanma: U3yuuTh COCTaB MIUKPOGNOPbI BNAraniLLa, LepBUKaNbHOTO KaHana It NonocTiA MaTkil Y XXeHLLUH penpoayKTVBHOTO BO3pacTa C Noavnamit Ml MIKPONONUNamm1 SHAOMETPHUA.

[Jlu3aitH nccnepoBanma: 06cnesosaHo 130 nauvenTok B Bopacte 18—35 net: 70 nauneHTok ¢ nonvnamu sHaometpud (| rpynna), 30 — c mukpononunamu (Il rpynna) v 30 — kontponbHoii rpynnbi (Il rpynna).

MeTopb! Mccne0BaHNA: B 0CHOBHbIX Fpynnax AvarHo3 6bin yCTaHoBMEH NpU r1CTEPOCKONNYECKOM MCCNIeZl0BaHIM 1 NOATBEPXKAEH FUCTONOTUYECKM, Y 3LOPOBbIX KEHLUMH ANA NONyYeHua
3H0METPUaNbHbIX 00pa3LOB MCMONb30BANM aCNMPALIMOHHYI0 G1oNCUto. [INA 3yyeHnA KONMYECTBEHHOTO COCTaBa BRAranyLLHoil MIUKPodnopbl ncnonb3oBany Tect-cuctemy «Oemodnop», 6aktepuonornyeckoe
CCNIeA0BaHIE LiePBYUKANbHOIO KaHana U SHAOMeTpUA NpoBoawnn Metogom MLIP v nyTem KynbTuBMPOBaHHNA a3PO6HbIX 11 aHAIPOBHbIX MUKPOOPraHU3MOB Ha CMELMaNbHbIX MUTATENbHBIX CpezaX.

Pe3ynbTaTbl NCCNEeAOBAHNA: CTATUCTUYECK 3HAUNMBIE OTNINYIA B KONMYECTBEHHOM COCTaBe BRAranMLLHO MUKPOGNOpbI BO BCEX UCCNEAYEMbIX FPyNNaX BbIABNEHDI HE Oblk, U3MEHEHUA 3aduKC1poBaHbI
TONbKO B KONMYECTBE NIaKTOOaLMAN. B KOHTPONbHOI rpynne AOCTaTOYHOE COfepraHue NakTobaLunn 3aperncTpupoBaqo y 63% xeHiwuH, 8 | rpynne —y 39%, 8o Il rpynne — y 23%. LiepBukanbHblii kaHan
6bin cTepuneH y 29% XeHLUUH ¢ nonunamu, y 47% — ¢ Mukponoaunamu 1y 30% 3A0poBbIX NaLveHTok. CneKTp natoreHoB, BbiAeNeHHbIX U3 LiepBIKA/IbHOTO KaHana, 0Ka3anca 3HauuTenbHo Gonee y3kim no
CPaBHEHMI0 C BNAr/NLLIEM 1 He MMeN CTaTUCTYECKI 3HAUMMbIX OTANYMI B rpynnax. YacTota MHGUUMPOBAHMA NONOCTM MaTky cocTaBina 83% y xeHwwmH | rpynnbl, 73% — Il ny 77% — |1l rpynnbl. B 31aomeTpun
npezCTaBUTeNbHIL FPYNMbl KOHTPOAA OCTOBEPHO Yallie BbiceBany Enterococcus faecalis (43% npotv 11% | rpynnbl u 17% Il rpynnbi). SHAOMETpUanbHble 00pa3Libl XKeHLUMH C noMUnamit 3HAOMETpHA
XapaKTepu30Banuch 3HauMmo bonbLueit fetekumeil Candida spp. — 21% v BupycoB repneca 1, 2 v 6 Tuna — 17%. (nekTp MUKPOOPraHI3MOB, BbifieNIEHHbIX U3 HZOMETPUA XKeHLLMH C MUKPOMOAMNaMK, 3HauVMo
He OT/INYANCA 0T TAKOBOTO B KOHTPOAbHOIA rpynine. OLeHKa KOHKOPAAHTHOCTY BarvHaNbHOTO U 3HA0METPUaNbHoro brotona B rpynnax nokasasna 3HauvMble OTNYUA TONIbKO B 0THOLLEHUM Enterococcus faecalis
8 | rpynne (0 npotug 11%) v 8 IIl rpynne (0 npotus 43%). Mpu cpaBHeHUN LiePBIKANbHOTO U 3HAOMETPUANbHOTO 6110TONa 3HAUMMAA pasHyLa Gbina 3aduKCMpoBaHa ToNIbKO B FpyNNe XeHLUMH ¢ nounamin
3HA0METpUA 1 Kacanacb Bupyca repneca 6-ro una (0 npotus 11%) u BIY BbIcoKoOHKOreHHbIX WWTammoB (31% npotus 6%).

OrpaHunyeHa faHHOTO UCCTIef0BaHNA: BbIAeNeHHbIe B 3HAOMETPHY NaToreHbl He COOTHOCUMNA C KAYeCTBEHHbIM 1 KONMYECTBEHHBIM COCTaBOM KMLLUEYHOI MUKPOBUOTbI; AA NONYYeHNA JOCTOBEPHBIX AAHHbIX
Heo0X0AMMO AeTaNN31POBaTb XapaKTep UMMYHHOTO 0TBETa Y XKeHLLMH C Pa3NMYHbIMIN BUPYCHBIMM areHTaMy, BbIABEHHbIMU B NONOCTIA MATKM, FPYNMIPOBATH UX COFMACHO MONyYeHHbIM U3MEHEHUAM 1
dopmupoBartb 6onee MacluTabHble NccnefoBaHNA.

BbiBoABI: M0NMMbI ¥ MYKPOMOAMIbI SHAOMETPHA — NaToN0rA, NPOTEKaloLas Ha GoHe AMCOMOTYECKIX HapyLLeHNii Bo BnarauLLe. Hanuume B nonocTvi MaTkit MKPOGHDIX areHToB He Bcerga
CBUAETENbCTBYET 0 BOCTAnUTENbHOM npoLiecce. He nonyyeHbl yoeauTeNbHble J0Ka3ateNbCTa STMONOTNYECKOil ponin Kakoii-nubo MHOEKLMY B GOpMUPOBaHUN MUKPOMONUTIOB. Y eHLLMH ¢ nonunamm
3HJ0METpUA NON0CTb MaTKY XapaKTepu3yeTca Gonee Bbicokvm cofepxanuem Candida spp. n BUpYCoB.

KnioueBble cnoBa: nonun 3HA0METPUA, MUKPOMONIMbI, XPOHUYECKNIA SHAOMETPUT, 6ecnnogne, MUKpobuoLeHo3.



