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INNOVATIVE METHODS OF TREATMENT OF BACKGROUND AND
PRECANCEROUS DISEASES OF THE CERVIX

Khamdamova M.T., Barotova M.M.

Bukhara State Medical Institute named after Abu Ali Ibn Sina. Uzbekistan.

v' Resume

Relevance. The article is devoted to the early diagnosis and treatment of background and
precancerous diseases of the cervix is one of the important problems of gynecology, the ultimate goal
of which is to reduce the incidence of cervical cancer.

Obijective: To increase the effectiveness of the treatment of background and precancerous diseases
of the cervix by photodynamic therapy.

Material and methods of the study: In accordance with the purpose and objectives of our study, 255
women with background and precancerous diseases of the cervix, who were in the gynecological
departments of the regional perinatal center of the Bukhara region, were examined and treated for the
period 2018 to 2020.

Conclusions: photodynamic therapy can be successfully used in the treatment of ectopia,
leukoplakia, and endometriosis, dysplasia, not accompanied by pronounced deformation of the cervical
tissue.

Key words: cervix, ectopia, leukoplakia, dysplasia, endometriosis, photodynamic therapy.

HHHOBAILIMOHHBIE METO/IbI JIEYEHUSI ®OHOBBIX U ITPEJIPAKOBBIX
3ABOJIEBAHUM LIIEMKU MATKHA

Xamoamosa M.T., bapomosa M.M.
Byxapckuii ['ocynapcTBeHHBIH MeqUIIMHCKHI HHCTUTYT nMeHn A0y Anu MOH CuHbl. Y30ekucTaH.

v’ Pestome

Axmyanvnocms. Cmamoa noceéAuwiena 6 pAHHIOW OUAZHOCMUKY U JleueHue (QOHOo8bIX U
npeopaxkoevlx 3a001€8aHUIl WIEHKU MAMKU AGIAEMCA 0OHOU U3 GAXNCHBIX NPOOIEM ZUHEKOI02UU,
KOHEUHOIl Yelbl0 KOMOPOil A6/IAEMCA CHUNCCHUE 3A001€6AeMOCIU PAKOM WelKU MAMKU.

Ilenv uccneoosanusn: Iloevicumov IPhexkmusnocmes JnedeHus (PoHOBLIX U NPEOPAKOBHIX
3a001e6aHUll WIEHKU MAMKU MEMOOOM (POmMOOUHAMUYECKOU mepanuu.

Mamepuan u memoodvt uccnedoeanus: B coomeemcmeuu c uyenvio u 3adauamu Hauezo
uccneoosanusn 3a nepuod 2018 no 2020 z.2. ovinu obcredosanvt u nponeuenvl 255 xHceHwuHbl C
donoevimu u npeopakoevimu 3a001€6AHUAMU WIEHIKU MAMKU, HAX00UBUIUECA 8 CUHEKOI02UUECKUX
omaoenenuax 00aacmmnozo nepuHamaibHozo yenmpa byxapckoi oonacmu.

Buot60oob1: @omoounamuyueckas mepanus yCneuiHo MoMicem NPUMEHAMbCA NPU JleYeHUU IKIMOnUU,
JNIeUKONIAKUU, IHOOMEmpPuUo3a, OUCHIA3UU, HE CONPOBOIHCOAIOUWUXCA 6GBIPAINCEHHOU Oedhopmanueil
mMKanu weiKy MamKu.

Knrouegvle cnoea: weilku mamku, IKMOnus, JelUKONAAKUA, OUCHAA3UA, IHOOMEMPUO3,
domoounamuyeckan mepanus.
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BAYAJIOH BYWHHA ®OH BA PAK OJIJIN KACAJUIMKJIAPUHA UHHOBAITMOH
JABOJIAII YCYJIVIAPU

XampgamoBa M.T., baporoBa M.M.

A6y Amu N6H cuuo Homunaru byxopo maBnaTt THOOMET MHCTUTYTH

v' Pesrome

Jonzaponuzu. Marona 2uHeKoNO2UA MYXUM MYamMmoaapoan Oupu 0auadoH capamonu
KAcannauuwiuny Kamaiumupuuwl y4yH, 0auaoon O0yiinu ¢on eéa pax 010U Kacaiiukiapunu 3pma

mawxuciau 6a 0aeonauI2a OAZUIAHZAH.

Taokukomuunz marcaou. @omoouHamuKk 0asonawl opKaiu 6a4aoon O6yiHu on eéa pax onou
Kacaniuxkaapiu 0agoaaus camapadopauun Ouupuul.

Mamepuan ea ycynnapu. Taokukomumusnunz maxkcao eéa easugpanapuza mysoux, 2018 niunoan
2020 auncaua o6ynean oaep mobaiinuda byxopo eunoamu eunoam nepunaman MapKazuHuHZ
2UHEKON02UK Oynumaapuoa 6auadon Oyunu on eéa paxk 010u Kacaiiukiapu oOunan ozpuzan 255
Hachap aén mudoUIl KypUKOAH YIMKA3UIOU 84 0ABOTAHOU.

Xynocanap: @omoounamuk mepanusa 6auadoH myKUMACUHUHZ GHUK Oehopmayusicu ounan oupza
Keimazan IKMORUA, JCUKONIAKUA, IHOOMEMPUO3, OUCHIA3UAHU Oagonawioa mysaddakuamiu

KINAHUAUMMU MYMKUH.
Kanum
domoounamux oaso.

Relevance

T he need to identify and treat background and

precancerous diseases of the cervix is due to
the high frequency of background and
precancerous diseases of the cervix in the
structure of gynecological pathology in young
women, significantly impairing reproductive
function, a significant degree of danger of
malignant  degeneration and  insufficient
effectiveness of existing treatment methods. It is
known that the process of carcinogenesis is
multistage and the preclinical existence of a
tumor usually lasts for years. According to the
WHO, the transition of cervical dysplasia to
cancer in situ lasts about 3-8 years, another 10-15
years passes before the development of

microinvasive cancer. _
Thus, early diagnosis and treatment of

background and precancerous diseases of the
cervix is one of the important problems of
gynecology, the ultimate goal of which is to
reduce the incidence of cervical cancer. To date,
a lot of scientific works have been devoted to the
problem of treating cervical pathology, and
various methods of treating background and
precancerous diseases of the cervix have been
introduced. The most common are methods based
on the use of electrocoagulation, cryodestruction,
and vaporization lasers as a therapeutic effect.
According to domestic and foreign authors, the
therapeutic effect of the above treatment methods
is 67-98.7%.

However, each of these methods has its own
indications, contraindications and a number of

cyznap: 6auadon  OyUHU, IKMORUA,

JNIeUKONaKus, OUCHIA3us, IHOOMEMPUO3,

oophoritis,  bleeding, the occurrence of
endometriosis, cicatricial changes in the cervix,
stenosis of the cervical canal, impaired
reproductive function. In pursuit of the goal of
preventing cervical cancer, the treatment of
background and precancerous diseases should be
radical, but at the same time careful, while
maintaining the anatomical and functional
usefulness of the cervix, which largely
determines the state of the reproductive system.

In this regard, methods of treatment are
currently being developed that combine the
optimal therapeutic effect in the absence of
unwanted complications. One of the newest
approaches to the treatment of cervical pathology
is photodynamic therapy (PDT). This method
causes selective death of pathological cells,
which is ensured by the selectivity of drug
accumulation in the pathological tissue and local
light supply. According to foreign sources,
isolated cases of successful treatment of
dysplasia and cervical cancer with the use of
hematoporphyrin derivatives as a photosensitizer
are known.

In the sources available to us, no information
was found on PDT in the treatment of
background and precancerous diseases of the
cervix, and the effectiveness of the drug
"Photoditazin” in PDT was not sufficiently
evaluated, which determined the purpose of our
study.
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Objective of the study: To increase the
efficiency of treatment of background and
precancerous diseases of the cervix uteri by the
method of innovative photodynamic therapy.

Material and methods

In accordance with the goal and objectives of
our study for the period 2017-2020. 255 women
with background and precancerous diseases of
the cervix, who were in the gynecological
departments of the regional perinatal center of the
Bukhara region, were examined and treated. The
age of the examined women varied from 21 to 65
years (mean age 43.2 + 0.3 years).

The maximum number of patients (67%) was
between 21 and 35 years old (mean age 32.2 +
0.3 years). The following pathology of the cervix
was revealed: ectopia - in 52 patients (20.4%),
eroded ectropion - in 14 (5.5%), leukoplakia - in
21 (8.2%), grade I-II dysplasia. - in 11 (4.3%),
endometriosis - in 13 (5.1%). The diagnosis of
the disease was made in accordance with the
International Statistical Classification of Diseases
and Problems Related to Health, 10 - revision
(ICD-10), adopted by WHO in 1995. To get a
true idea of the nature of the pathological process
of the cervix, we carried out a comprehensive
clinical, microbiological, colposcopic,
cytological, histological examination.

The clinical examination included a thorough
analysis of the premorbid background, the study
of complaints, past and concomitant extragenital
and gynecological diseases, the characteristics of
the menstrual, sexual, generative function. The
state  of the cardiovascular, respiratory,
endocrine, urinary and digestive systems,
mammary glands was assessed. In the process of
work, a standard range of laboratory tests was
used: general blood test, general urinalysis, blood
for RW, HBs, HCv, HIV. The gynecological
status was determined on the basis of
examination of the external genital organs,
examination of the vagina and uterus using
mirrors, and bimanual vaginal examination.

Colposcopic examination was carried out with
a Leisegang colposcope with a resolution of 15
times magnification. With the help of
colposcopic examination, we determined the size,
shape of the cervix and external os, the color and
relief of the mucosa, the features of the vascular
pattern, the boundaries of the squamous and
cylindrical epithelium, revealed the true lesion
area of the ectocervix, as well as signs of atypical
transformation. Microbiological research was
carried out using a bacterioscopic and
bacteriological method.

Bacterioscopic examination made it possible
to determine the belonging of microorganisms to
obligate-anaerobic species, lactobacilli, to assess
the invasiveness of the fungal flora, and to assess
both the qualitative and quantitative composition
of the bacterial flora. The determination of
specific pathogens in the mucus of the cervical
canal was carried out by the method of
polymerase chain reaction (PCR). Cytological
examination of smears - prints from the surface
of the cervix and cervical canal is one of the main
methods for diagnosing precancerous and
malignant diseases of the cervix.

Cytological  examination revealed the
morphological characteristics of cells, the
relationship of individual cell groups, the location
of cellular elements in the preparation. Much
attention was paid to the identification of the
nuclear-cytoplasmic index, the distribution of
chromatin in cells, an increase in the nucleoli,
and the detection of figures of mitotic division.
We described the results of the cytological
examination according to the Papanicolaou
classification. Histological examination of
biopsies of the cervix and scrapings of the
mucous membrane of the cervical canal made it
possible to make a final diagnosis. We
interpreted the histological pictures in accordance
with the classification of Ya.V. Bohman (1989).

Preoperative preparation was carried out for
all women with a detected genital tract infection
and included etiotropic, immunomodulatory
therapy, followed by the appointment of eubiotics
to normalize the vaginal microbiocenosis. The
treatment was carried out in the first phase of the
menstrual cycle. PDT did not require anesthesia.
The PDT session was carried out 2 hours after the
application of the FS "Photoditazin" 0.5% in the
form of a gel to the pathological zone of the
ectocervix. A semiconductor laser device "ALT-
Vostok-03" was used as a source of laser
radiation.

The output wavelength was 662 nm in
continuous mode for 1 0 - 2 O minutes
(depending on the affected area), the output
power was -1 W, the energy density was 80 - 250
J | cm2. Assessing the process of cervical
epithelization, we took into account the presence
of complications during manipulation, the nature
of the scab, the period of its rejection, the timing
of regeneration, the dynamics of the results of
cytological and bacteriological studies, as well as
the presence of complications in the early (4 - 10
weeks) and late (6 - 9 months) terms of
treatment.
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Result and discussion

Anamnesis analysis, clinical picture of cervical
pathology, the effectiveness of diagnostic methods,
immediate and long-term results of treatment
carried out in 105 patients with background and
precancerous diseases of the cervix, made it
possible to obtain data on the causes of the
development and features of the course of
background and precancerous diseases of the
cervix, the nature of reparative processes after PDT
in comparison with the diathermy surgical method
of treatment, to develop methods and indications
for PDT.

Basically, the nature of the complaints presented
by the patients: leucorrhoea (39.8%), burning
sensation in the vagina (12.6%), pulling pains in the
lower abdomen (21.9%), itching (7.6%) was
associated with concomitant infectious
inflammatory diseases of the vagina, cervix and
uterine appendages. The study of the somatic
history showed a fairly high percentage of
infectious diseases, especially those suffered during
the formation of menstrual function (29.2%) and
the presence of chronic foci of endogenous
infection in 41.1%, which, possibly, is an indicator
of immunosuppressive conditions that reduce the
body's resistance to infections and contributing to
the chronicity of infectious and inflammatory
diseases of the external and internal genital organs.

According to a number of authors, in women
with menstrual irregularities, cervical pathology is
more common than in the population. We have
identified  various  menstrual irregularities:
algomenorrhea (17.9%), oligomenorrhea (10.7%),
hyperpolymenorrhea (6.9%), metrorrhagia (2.8%),
which may indicate hormonal imbalance as a
provoking factor of development pathology of the
cervix. It was found that the risk factors in the
development of cervical pathology are unprotected
sex, numerous partners, early onset of sexual
activity. Analysis of the use of contraceptive
methods by patients revealed that 37 (35.2%)
patients did not use any methods of contraception.

Hormonal contraception was used by 10 (9.5%)
women, 31 (29.5%) used a condom, 5 (4.7%) -
spermicides, 19 (18.1%) - interrupted intercourse.
The rare use of barrier methods of contraception in
the surveyed women contributed to the infection of
the genital tract and the development of cervical
pathology. When studying the reproductive
function, we found that the patients had 255
pregnancies, of which 199 had births and 56 had
abortions. The first pregnancy ended in abortion in
21.9% of women. Ruptures of the cervix during
labor were detected in 31.1% of patients. The
analysis of reproductive function testifies to the
great role of postpartum and

after abortion traumatization of the cervix in the
development of cervical pathology.

The high level of concomitant gynecological
pathology draws attention to itself: a history of
colpitis was detected in 54% of cases; chronic
inflammation of the uterine appendages was found
in 29.3% of patients, and 15.8% of them repeatedly
underwent inpatient treatment for exacerbation of
the inflammatory process; in 58.5% of cases,
various  hormone-dependent  diseases  were
identified (uterine fibroids, hyperplastic processes
of the endometrium, menstrual irregularities).

Thus, the analysis of anamnestic data revealed
extragenital, behavioral and genital risk factors for
the development of cervical pathology, which
create not only the background for the development
of background and precancerous diseases of the
cervix, but also cause the development of
background and precancerous diseases of the
cervix.

The laboratory and instrumental examination
carried out by us made it possible to obtain data on
the causes of the development of background and
precancerous diseases of the cervix, the
peculiarities of their course, to reveal the true
dimensions and to study the structure of the
pathological process.

Colposcopic examination in the majority of
patients (71.3%) revealed the presence of sections
of columnar epithelium on the surface of the
ectocervix. Colposcopic signs of leukoplakia were
detected in 21.4% of patients, endometriosis - in
5.8%. The normal transformation zone was
observed in 65.6% of patients. Important
colposcopic signs of precancerous diseases of the
cervix are certain markers, which can be used to
judge the high probability of dysplasia of stratified
squamous epithelium. As a rule, their appearance is
associated with an increase in the concentration of
DNA in cells (aceto-white epithelium) or the
formation of atypical vascularization.

The atypical transformation zone was found in
31.5% of patients and was mainly associated with
the presence of inflammatory changes in the cervix,
leukoplakia, and dysplasia. The results of our study
confirmed the high information content of
colposcopy in the diagnosis of background and
precancerous diseases of the cervix. Many
researchers have proven the role of infectious
agents in the development of background and
precancerous diseases of the cervix [1,3]. In this
regard, we paid great attention to the identification
of infectious agents using bacterioscopic,
bacteriological research and diagnostics by PCR.

At bacterioscopic examination, the majority of
patients showed the 2nd and 3rd degrees of vaginal
cleanliness (46.9% and 37.8%, respectively), less
often the 1st and IVth degrees of vaginal
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cleanliness (5.8% and 6, 9% respectively).
According to the  bacteriological  study,
Staphylococcus epidermidis (27.2%),
Staphylococcus saprophyticus (31.1%),

Staphylococcus aureus (24.4%), Candida albicans
(22.1%), Bacteroides (22.4 %), Esherichia coli
(18.2%), Peptostreptococcus (16.2%), Enterococcus
(11.7%). Moreover, in 82.4% of cases, a mixed
infection was detected.

The data of microbiological studies revealed a
sharp decrease in the frequency of isolation of the
main obligate representatives of the
microbiocenosis of the vagina and cervix - lacto-
and bifidobacteria, which contributes to the growth
of opportunistic microorganisms. When examining
the mucus of the cervical canal, various pathogens
were found: Gardnerella vaginalis in 21.6% of
patients, Ureaplasma urealiticum in 17.6%,
Mycoplasma homenis in 11.8%, Candida albicans
in 11.8%, Clamidia trachomatis in 7 , 8%,
Trichomonas vaginalis - in 5.9%. The presence of
mixed infection was found in almost every third
patient.

Recently, a number of researchers have paid
great attention to the herpes simplex virus (serotype
I1) and human papillomaviruses, especially types
with a high oncogenic risk (types 16 and 18), in the
development of precancer and cervical cancer. The
human papilloma virus was detected by us in 12.8%
of patients, of which HPV 6.11, 40 types were
found in 6.9% of patients with ectopia and
leukoplakia of the cervix. HPV of high oncogenic
risk was detected in 5.9% of patients with grade I-I1
dysplasia, confirmed by cytological and histological
examination.  All  patients with identified
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papillomavirus infection had no clinical symptoms
of infection.

The cytological method is one of the main ones
in the diagnosis of diseases of the cervix. A number
of authors point to the coincidence of cytological
findings with the results of morphological studies of
the cervix in 79.2% -93.4% of cases [2.5].
Cytological examination of the exo- and endocervix
in 18.6% of cases did not reveal any pathology. In
66.7% of patients, cytological examination revealed
cells of columnar epithelium in smears - prints from
the surface of the cervix. Cytological studies carried
out by us have shown low information content in
the detection of leukoplakia.

So, among 23 patients with colposcopic signs of
leukoplakia, 8 did not find cytological signs
characteristic of leukoplakia. The cytogram of
inflammation was observed in 41.2% of patients.
Cytological signs of dysplasia against the
background of ectopia, leukoplakia and
concomitant inflammation were detected in 14.7%
of patients. After a course of anti-inflammatory and
antibiotic therapy, these patients underwent a
biopsy of the cervix with subsequent histological
examination, which confirmed the presence of
dysplasia in 8.8% of patients with a colposcopic
picture of ectopia and leukoplakia in combination
with an atypical transformation zone.

Conclusion
Thus, photodynamic therapy can be successfully
used in the treatment of ectopia, leukoplakia,
endometriosis,  dysplasia, which are  not
accompanied by severe deformation of the cervical
tissue.
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