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LEUKOPLAKIA ON THE BACKGROUND OF HORMONAL CHANGES

Xamraev O.A., Sadikova D.I., Rustamov U.M., Boboyev R.A., Minavarova G.,
Shadmanov M.A., Abdulazizov S.A., Hojamberdiev U.E.,

Andijan State Medical Institute, 110000 Uzbekistan, Andijan Navoii avenyu 126.

Y Resume,

A survey of sick women with leukoplakia of the bladder who underwent inpatient treatment in the urology
department of the clinic of Andijan State Medical Institute was conducted. Among the infectious agents determined by
the polymerase chain reaction method, in the examined patients. When studyng the level of hormones in blood plasma,
a significant decrease in the secretion of estrogen level was revealed,which is associated with the use of 79 (69%)
patients with combined oral contraceptives for contraception and for the purpose of restoring an irregular menstrual
cycle. Thus, we believe that the presence of viral infection and hormonal imbalance should also be considered as
etiopatogenetic factors in the development leukoplakia disease.

Keywords: bladder, leukoplakia, metaplasia, polymerase chain reaction, hormone, estrogen, blood plasma,

contraception, viral infection.

TOPMOHAJ V3TAPUIIUIAP ®OHUJATU JEMKOIIJIAKUSA

Xampaee O.A., Caduxosa J[.U., Pycmamoe Y.M., boboes P.A., Munassaposa I., llladmanose M.A.,
Ab60dynazuzoe C.A., Xyscambepoues V.5.,

AHAVXOH AAaBIaT TUOOUET WHCTUTYTH.

v Pesiome,

Anduxcon dasaam mub6b6uém uncmumymu KAuHuUKacu ypoaoz2us Oyaumuda cuiidux nygazu aelixonaaxuscu
Ouaan cmauuonap 0aso oaaémean aéarapoa mexwupyeaap ymrasuaou. III[P mexwupyeu ycyauoa acocuii 3smu6op
0y aéarapoa eupycau ungexuus 6op éxu iyxaueuza xapamuadu. by Gemopaapoa xon naasmacudazu zopmomnaap
MUKOODU KeCKUH KAMAlieHAU2U QHUKAGHOU 64 GHAMHE3AAp2d ACOCAAHZAH Xoada yaapuune uxwuda 79 (69%) aéarap
opaa Koumpauenuus moodarapuoan doiidaranzanaueu anuxaandu. Illy w3acudan wxopudazu mexwupysearapea
acocaanu6 6u3 Oy aéasapoa cutioux nyghazu AelKoONAAKUACUHU IMUOA0UK omuaiapu 6yaub 2opmonaa gonu Oyzuauwmu
xamoa eupycau UHQPEKUUAHU WWMUPOKU OOPAUSUHU AHUKAAOUK.

Kaaum cyzaap: Cuiidux nygaeu, aelikonsaxus, memanaasus, noiumepas 3aHHCUPAU PeaxKyusl, ICMPo2eH, 20PMOH,

KOH naazmacu, KOHMpauenuus, eupyciu UHQexuus.

JEUKOIIIAKHUSA HA ®OHE TOPMOHAJIbHBIX U3MEHEHUI

Xampaee O.A., Cadukosea JI.U., Pycmamos Y.M., boboes P.A.,
Munaseaposa I., lllaomanoe M.A., A6dyrazuzoe C.A., Xysucambepdues V.5.,

AHIMXAHCKUI TOCYIapCTBEHHBI MEAULIMHCKUIT MHCTUTYT.

v Pesiome

IIposedeno ob6caedosanue 60abHLIX HceHWUH C AeliKonaakKueil MO4e6020 Ny3vipsi, NPOXOOUGUWIUX CMAUUOHAPHOE
Aeuenue 6 omoeaeHUU ypoao2uu KiuHuku AHOUNCAHCK020 2ocyoapcmeenH020 Mmeduyunckozo uncmumyma. Cpedu
UH(EKYUOHHBIX A2eHMO8, OnpedeasiemMblX MEMoOOM NOAUMEPA3HOU WEnHOol peaxuyuu, ocoboe éHumanue 06vL10
obpauwieno na naauvue eupycnoii ungexuuu y oocaedyemoix 6oavnvix. Ilpu uccaedoeanuu ypoeus 20pmonoeé é naazme
KpOoBU Y 6bl6A€HO 00CMOGEPHOEe CHUNCEHUE CeKpeuuu YpOGHS ICMPO2EH08, MO CEA3AHO C NpUMEHeHuem GOoAbHbIMU
79 (69,3%) KomGunUpOBAHHBIX OPAALHBIX KOHMPAUENMUBOE 6 UEAAX KOHMPAUENuuu U C 4eavlo 60CCIMAHOGACHUS
HapywieHHo020 meHcmpyaivHoz2o uuxaa. Taxum obpazom, mvl cHumaem, ¥mo K IMuonamozeHemu4uecKum gaxmopam
6 paseumuu 3a60.1€6aHUA ACUKONAAKUU CAeOyenm OMHOCUMb MAK}Ce HAAuYue GUPYCHOU UHQeKuuu Ha one nHapywenue

20pmonaavnozo ¢ona.

Karoueevie caoea: moueeoli ny3vipv, AeliKonaaxus, Memanaiazus, NOAUMEPA3HAsl UENHAS PeAKyus, 20PMOH,
ICmpozen, naazma Kpoeu, KOHMpPAuyenmue, GUPYCHAA UHQPeKuus.

Relevance

C urrently, in clinical practice, there is the concept of
squamous metaplasia and epithelium of the bladder
mucosa (morphological) and a narrower concept (clinical)
- leukoplakia [2, 6, 10, 17, 23]. The latter is applicable to
patients with squamous metaplasia and with apoptosis,
keratinization and the formation of typical plaques.
[11,30,31].

According to modern data, leukoplakia of the bladder
is a poliethyology - a disease based on many predisposing
factors [7, 11, 22, 25, 26].

In the etiology of bladder leukoplakia, two main groups
of factors are distinguished: exogenous (infectious,
traumatic) and endogenous (hormonal homeostasis
disorder) [5, 7, 8, 14, 32].

According to many authors, the most common factor
in the development of bladder leukoplakia is the presence
of urinary tract infections. [5, 8, 13, 15, 22, 29]. It is known
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that uncomplicated urinary tract infections are one of the
most common diseases of women of reproductive age [13,
14, 18, 26, 28, 29]. During the year, at least one episode of
lower urinary tract infection occurs in 25-35% of women
aged 20-40 years.

Most authors believe that bladder leukoplakia constantly
proceeds in combination with chronic cystitis [13, 14, 26].
Moreover, the number of patients increases with
increasing age. According to other authors, leukoplakia of
the bladder itself is a histological form of chronic cystitis,
thereby confirming modern judgments about the most stable
form of the existence of stratified squamous epithelium
among epithelial tissues [2, 23, 29, 30]. It should be noted
that in almost all published works, the symptoms of
leukoplakia are identified with symptoms of chronic cystitis.
Unlike patients with chronic cystitis; in patients with
leukoplakia - there is a constant feeling of heaviness in the
bladder, dull pains over the pubis, perineum, inguinal
areas, on the eve of the vagina, pain and prolonged
cramping, both during and after urination [6, 10, 16].

The theory of viral genesis is currently gaining many
supporters [1, 19, 20, 25, 29]. The human papilloma virus
contributes to a change in the function of epithelial cells,
which leads to the growth of sections of the mucous
membrane and the formation of genital warts.

The development of bladder leukoplakia can be caused
by prolonged mechanical, chemical, and thermal irritations
(stone, foreign body, infectious agents, carcinogens,
radiation) [7, 13, 16, 18], as well as traumatic effects on
the bladder wall due to intravesical manipulations, such
as catheterization of the bladder after surgery,
catheterization of the bladder to collect urine culture [11,
12, 14].

In the 70s of the last century, the theory of hormonal
development of leukoplakia began to take shape [3, 16, 17,
24, 27]. It should be noted that under the influence of
hormonal factors, the formation of squamous metaplasia
occurs [27, 30, 32]. According to some authors, as a result
of functional changes in the hypothalamus-pituitary-ovary-
uterus system, the ovulation process is disrupted. Violation
of ovulation is the result of relative or absolute
hyperestrogenism and progesterone deficiency, leading to
the development of hyperplastic processes in target organs,
which include the bladder [16, 24, 32].

Objective: To identify the most frequent predisposing
etiological factors of bladder leukoplakia.

Material and methods

In order to fulfill the assigned tasks, 45 women with
various stages of bladder leukoplakia were selected from
the number of patients hospitalized in the urology
department of the clinic of Andijan State Medical Institute
named after Y. Otabekov from 2016 to 2019.

Indications for the examination were complaints of
patients with a constant feeling of heaviness in the bladder,
both when it is full and in the absence of urine in the
bladder, pain and prolonged cramping after urination,
discomfort or burning sensation over the pubis,
perineum, inguinal regions and on the eve of the vagina.

Patients were divided into three groups depending on
the biopsy data.

The results of the study:

Given the role of infection in the development of
bladder leukoplakia, all patients underwent a comprehensive
microbiological study, including urine culture on the flora

N

to determine the sensitivity of the isolated microorganisms
to antibiotics and a polymerase chain reaction to determine
the herpes simplex virus and human papillomavirus, which
may be etiological development factors leukoplakia.

It should be noted that when urine was examined for
microflora in 28 (24%) cases, uropathogens from the group
of intestinal bacteria were sown in small concentrations in
patients, and there were no significant differences in the
groups of patients. In 6 (5.3%) patients, a combination of
uropathogenic flora was revealed. In this regard, patients
required etiotropic antibacterial therapy.

When choosing an antibacterial drug, the following
criteria were taken into account: the spectrum of
antimicrobial activity, the level of antibiotic resistance in
this region, the pharmacokinetics of the antibiotic, safety
profile, pharmacoeconomic assessment of the regimen,
the results of comparative randomized trials proving the
effectiveness of the drug.

It should be noted that the herpes simplex virus type
was detected in 8 (17.7%) patients with leukoplakia of the
bladder and human papilloma virus in 4 (9%) patients,
respectively. There were no significant differences in the
frequency of detection of the virus in the examined groups,
and in 3 (6.6%) patients from all patients, a viral infection
(herpes simplex virus type 2 HSV-II) was detected for the
first time, and in 9 (20%) women it was diagnosed earlier,
which confirms the participation of aviral infection in the
etiology and pathogenesis of this disease and requires
appropriate treatment.

All patients with bladder leukoplakia who were
diagnosed with a viral infection were given antiviral therapy.
When other pathogens were identified (Ureaplasma
urealiticum, Chlamidia trachomatis, Micoplasma hominis,
Micoplasma genitalium, Gardenerela vaginalis), etiotropic
antibacterial therapy was performed. When evaluating the
effectiveness of treatment, the main criterion was a negative
PCR (polymerase chain reaction) test, which was carried
out 20 days after the end of taking the drugs.

A study was made of the hormonal status of patients.

Due to the fact that one of the factors leading to the
development of bladder leukoplakia is hormonal imbalance,
special attention was paid to the data on the use of combined
oral contraceptives, both for contraception and for the
treatment of hormonal disorders, when collecting the
medical history of the disease. It is known that prolonged
use of oral contraceptives can lead to hormonal imbalance
in the form of hypoestrogenism, due to which, the transition
of the bladder epithelium from transitional to multilayer
flat is possible. Data on the frequency and duration of the use
of combined oral contraceptives are presented in table 1.

The duration of the use of combined oral contraceptives
in the studied groups was significantly different and
averaged from 5 to 24 months.

When studying the level of hormones in blood plasma
in 5 (25%) patients of group I, in 2 (20%) of patients of
group II and in 7 (46%) of women of group III, a
significant decrease in the level of estrogen secretion was
revealed, however, when comparing these parameters in
patients all groups revealed no statistically significant
differences. When analyzing individual indicators of the
level of follicle-stimulating hormone (FSH) and prolactin
(PRL), the latter were within normal limits.

In all likelihood, a decrease in estrogen in the blood is
associated with the use of combined oral contraceptives
by individual patients for contraception and in order to
restore an irregular menstrual cycle. Combined oral
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Table 1.

Distribution of patients with bladder leukoplakia in the examined groups according to the duration
of taking combined oral contraceptives (COC)

Duration of use of COCs
Patient groups (in months) COCs not used Total
to 5 5-12 12-24 Over 24
Group | 4 6 2 - 8 20
Group II 1 - 5 - 4 10
Group 111 1 6 2 4 15
Total 6 8 13 2 16 45

contraceptives were used by 20 (44%) women from the
total number of examined patients.

However, the determination of the hormone content
in blood serum by itself does not always provide an adequate
assessment of the functional state of the endocrine system,
since it does not take into account the content of steroid-
binding globulins and albumin, as well as the state of the
receptor link of the reproductive system, that is, the ability
of target organs to perceive or other concentrations of
hormones.

Conclusions

Among the infectious agents determined by the
polymerase chain reaction method, special attention was
paid to the presence of viral infection, as one of the most
important links in the etiology and pathogenesis of bladder
leukoplakia, which confirms the participation of viral
infection in the etiology and pathogenesis of this disease
and requires appropriate treatment - inclusion antiviral
preparations.

When studying the level of hormones in blood plasma,
a significant decrease in the secretion of estrogen levels
was revealed, which is associated with the use of 79 (69.3%)
patients with combined oral contraceptives for
contraception and in order to restore an irregular
menstrual cycle.

Thus, we believe that the presence of viral infection
and hormonal imbalance should also be attributed to
etiopathogenetic factors in the development of leukoplakia.
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