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In recent years, there has been a steady increase in chronic relapsing
vulvovaginal candidiasis (CRVVC). In the structure of gynecological pathology, it
accounts for about 65% of cases and at present this infection ranks second among all
infections of the vagina. In the USA, 13 million cases of this disease are registered
annually. According to J.S.Bingham (1999), 75% of women of reproductive age have
at least one episode of vulvovaginal candidiasis in their lifetime, and 50% have a
repeated episode. 5% of women on the planet suffer from recurrent vulvovaginal
candidiasis. Thus, according to the literature, it has been established that changes at
the level of microbiocenosis, impaired immune and hormonal status should be
considered not only as the cause of the development of chronic vulvovaginal
candidiasis of VVC, but also as its possible consequences.

ICD-10 software code

N76.0 Acute Vaginitis.

N76.1 Subacute and chronic vaginitis
N76.2 Acute Vulvitis

N76.3 Subacute and Chronic Vulvitis
N76.4 Abscess of the vulva

N76.5 Vaginal Ulceration

Candida vulvovaginitis is caused by yeast-like fungi of the genus Candida.
Fungi of the genus Candida - which are conditionally pathogenic microorganisms - as
saprophytes live on the skin and mucous membranes of healthy people. Currently,
more than 190 species of yeast-like fungi are described, among which in the vast
majority of cases (85-90%) C.albicans is the causative agent (Sobel J. D., 1998).

Among other Candida species, C.glabrata (according to the old classification
— C. torulopsis), C.tropicalis, C.Parapsilosis, C.krusei, C.guilliermondi are of
clinical importance, much less often - C.pseudotropicalis and Saccaharomyces

cerevisiae. Despite the existence of numerous studies, the method of infection and the

485



transmission route of the pathogen in candidal vulvovaginitis remain the subject of
discussion [Benyuk V.A. et al., 2009, 2010, 2013, 2014, 2016-2018, Bayramova
G.R., 2007].

Usually candidiasis occurs endogenously as a result of dysmetabolic disorders
and dysfunction of the immune system. It is also possible sexually transmitted
infections, although this point of view is still controversial (despite the fact that
partners may be the carrier of the same strain of the pathogen). The pathogenesis of
candidal vulvovaginitis is complex and not well understood. Given the fact that the
C.albicans strains isolated from patients with vulvovaginal candidiasis and carriers do
not significantly differ in terms of a number of biochemical characteristics, it can be
concluded that the state of the microorganism plays a leading role in the development
of vulvovaginal candidiasis and not the properties of the pathogen. The trigger for the
development of the disease is not a change in the properties of the fungus, but a
decrease in the resistance of the host organism.

In this aspect, therapeutic and prophylactic methods with the use of modern
drugs deserve special attention, which will allow for effective correction of genital
tract microbiocenosis disorders in sexually active women * with CRVVC
[Mirzabalaeva AK et al., 2010, D.V. Blinov, 2011, V.E. Radzinsky et al., 2014].

There are many drugs of both systemic and local action and treatment
regimens for CRVVC. However, there is currently no optimal drug that meets all the
requirements and one hundred percent efficiency [Benyuk V.A. 2013, 2016 - 2018,
Kuzmin V.N., 2003, Medyannikova 1.V.2007, Radzinsky V.E. et al., 2011]. It has
been established that the use of drugs of local action is not inferior in its effectiveness
to systemic antifungal agents. According to the literature, intravaginal antifungal
drugs should be recognized as optimal due to low absorption, rapid creation of high
therapeutic concentrations of the drug in the lesion and significantly reducing the risk
of adverse reactions.

It is known that prolonged or frequent use of secondary courses of antibiotic

* Kon L.S. Sexology and sexopathology. 2005.
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therapy is complicated by dysbiosis, urogenital candidiasis and the development of
resistance of pathogenic microflora. For the prevention of such complications, timely
assignment of probiotics is recommended.

The term "probiotics" was first proposed by D.M. Lilly and R.H. Stilwell
(1965) for the determination of microbial substarts that stimulate the growth of other
microorganisms. Subsequently, based on the accumulation of scientific data and
practical experience, the definition of probiotics was clarified, and in 2001 the WHO
Working Group and the Food and Agriculture Organization of the United Nations
(FAO) presented the final wording: "Probiotics are living microorganisms that, when
used in adequate amounts, have a positive effect on the health of the host. " It is
established that probiotic bacteria exert their activity at three levels:

* 1st — microbe-microbe interaction;

* 2nd - microbe - the epithelium of the digestive tract interaction;

* 3rd - microbe - immune system interaction;

In this aspect, special attention should be paid not only to medical, but also to
prophylactic methods using modern drugs, which will allow for effective correction
of disorders of the genital tract microbiocenosis in sexually active women with
CRVVC.

One of the promising probiotic preparations of local action for the prevention
of recurrent VVC is Florica (Lekhim-Kharkov JSC). It comes in the form of vaginal
suppositories (one suppository contains at least 5x10° lactic acid bacteria
Lactobacillus acidophilus and Bifidobacterium).

Florica is a complex of specially treated live lactic acid bacteria in optimal
quantities that help maintain a healthy balance of the female genital microflora and
prevent the multiplication of pathogenic bacteria on the vaginal mucosa. Lactic acid
bacteria, which are part of the drug, have high antagonistic activity against
pathogenic and conditionally pathogenic  microbes, including Shigella,
enteropathogenic E. coli, staphylococcus, proteus, which determines the effect of the
drug, and also corrects the composition of the vaginal microflora during its

violations.
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The drug helps to maintain a healthy balance of microflora in the female
genitalia and prevents the multiplication of pathogenic bacteria on the mucous
membrane of the vagina, and also adjusts the composition of the vaginal microflora
during its disorders.

Purpose of the study. Evaluate the efficacy and safety of treating sexually

active women suffering from chronic recurrent vulvovaginal candidiasis (CRVVC).

Materials and research methods

A study of 68 sexually active women aged 18-38 years (average age 20.3 1.2
years) was conducted. Patients suffering from acute and chronic pelvic diseases (in
the acute stage) are excluded from the sample; patients with sexually transmitted
infections; with the presence of individual intolerance to the components of the drug.
In addition, none of the patients used fungicides for 6 months prior to the start of
treatment. Of these, 48 patients with clinical manifestations and microbiologically
confirmed diagnosis of chronic recurrent VVVC, which (according to the protocol) met
the inclusion criteria (availability of laboratory confirmation of VVC of at least 1
year duration with a recurrence rate at least 4 times a year). The control group
included 20 gynecological healthy women.

For the diagnosis of VVC, a questionnaire-anamnestic method, a general
gynecological examination, clinical and laboratory studies of the obsessed vagina and
cervical canal were used for microscopic examination and bacteriological studies of
the possessed vagina with species identification of Candida fungi (by the presence of
potassium hydroxide, fungal hyphae in the native smear) and measuring the pH of the
vagina. Extraction of the fungus culture is used to exclude other strains (not C.
albicans) in the case of recurrent vulvovaginal candidiasis. Were also carried out
ELISA studies of serum for the determination of antibodies.

All patients were randomized into two groups before the start of therapy. | -
(main) group consisted of 28 women with verified vaginal disease who underwent the
proposed therapy. As part of the combination therapy, we prescribed the drug Livarol

according to the standard scheme: 1 suppository of 1 daily intravaginal dose for 10
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days, followed by the use of the probiotic preparation Florica. This is a vaginal
suppository with pronounced antagonistic activity, contributing to the improvement
of the barrier function of the vaginal mucosa, maintaining colonization resistance and
the formation of immunological tolerance of the organism. The drug was
administered 1 suppository 1 time per night, after the end of the course of treatment
with Livarol, for 10 days. Group Il included 20 patients with CRVVC who underwent
therapy, which included systemic antimycotic agents, but without the probiotic
Florica.

Evaluation of clinical efficacy was carried out according to the following
criteria: the full effect - the absence of patient complaints, clinical symptoms of the
disease, as well as the eradication of fungi.

Partial effect - the absence of clinical manifestations and / or significant
improvements, while the spores and mycelium of fungi were microscopically
determined. Lack of effect - preservation of complaints, clinical manifestations and
laboratory confirmation of VVC.

The control of the effectiveness of therapy was evaluated after 7 days and 6
months after the end of therapy.

Results of the study and their discussion

Clinical analysis showed that the main complaints were discomfort in the
external genital organs in 42 patients (88.1%), itching, aggravated by walking, after
intercourse, during menstruation of varying intensity and pain during intercourse, as
well as the presence of pathological discharge 30 women (63.5%) were noted from
the vagina. Leucorrhea could be liquid mixed with curd inclusions or thick, greasy,
white, yellowish-green. In 8 patients (17.8%) there was only dyspareunia, in 3 (6%)
only itching. Also, 36 patients (74.2%) complained of dysuric disorders (frequent
urination).

Erythema was observed in 12 (24.6%) patients in the area of the vulva and the

entrance to the vagina on the background of dyspareunia, dysuria, general malaise
(Fig. 1).
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Fig.1 Structure of anamnestic complaints in the examined patients (%).

Analysis of anamnestic data showed that the development of primary vulvitis
was promoted by: various inflammatory processes in the perineal area in 25 patients
(53%), chemical, thermal or mechanical effects (wearing synthetic underwear,
calculations, abrasions, etc.) in - 16 (33%) , extragenital diseases (diseases of the
kidneys, lungs, gastrointestinal tract, intestines, diabetes mellitus) noted women
(60%).

It should also be noted that 7 patients (15%) noted iatrogenic factors
(violation of the hygienic regime, casual sex and sexual perversions, oral
contraceptives, etc.). Factors predisposing to the occurrence of vulvovaginitis in

sexually active women are presented in Figure 2.
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Fig.2 Risk factors for the occurrence of vulvovaginitis in sexually active women

It was established that 88.2% of patients were treated once and unsuccessfully
for treatment (CRVVC), and at the same time pointed to exacerbations that were
most often observed during the premenstrual period. At the same time, there were no
statistically significant differences in the duration of CRVVC, menstrual, sexual and
reproductive functions in patients with CRVVC (P> 0.05).

In the structure of genital pathology in 33.2% of women, there were
indications of recurrent cervical erosion, chronic cervicitis, salpingoophoritis, colpitis
of various etiologies.

A gynecological examination of the external genitalia revealed hyperemia,
swelling of the mucous membrane of the vagina with a white homogeneous and
cheesy bloom of a rounded or irregular shape, often of a draining nature. Sometimes,
especially with repeated episodes, calculations with expressions and a pussy bloom
were observed, whiter than yellowish-greenish. Based on the analysis of the clinical
picture of the disease, depending on the type of pathogen and the frequency of
relapses (4 episodes of exacerbation and more than 1 year), we reliably found that the

time since the first complaints appeared in sexually active patients with CRVVC
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caused by Candida fungi. Ailbicans before treatment ranged from 10 days to 3
months. (55%), against 24% of patients with CRVVC caused by Candida non
albicans - from 3 to 6 months.

The data of a laboratory study carried out by us confirmed the infectious

genesis of vulvovaginitis in all patients. Figure 3.
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Fig.3 Data of cultural research in sexually active women (%)

At the same time, we noted that, in sexually active women, the causative
agent of Candida.albicans disease as a mono culture is more than three times less
common than the combination of Candida.albicans with other Candida species (P
<0.001) (Figure 3).

In one case (3%), despite the presence of a clinical picture and data from a
Candida laboratory test, the pathogen was not detected.

An analysis of the bacteriological examination of the cervical canal revealed
bacteria of the genus Enterbacterium, Staphylococcus, and Candida fungi in an
amount ranging from 10* to 10’ KOE / ml. In parallel, all examined women were
diagnosed with the growth of colonies of facultative aerobic microorganisms:
S.epidermidis (80.0%), S.aureus (7.1%), Str. Faecalis, Str.pyogenus, Str.oralis / mitis,
Escherichia coli (86.1%).
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It should be noted that already 10 days after the start of treatment in patients
of group I, in 91.6% of cases, itching in the region of the external genitalia and a
decrease in discharge from the reproductive tract were observed against the
background of a significant increase in lactoflora compared with patients in group Il
only in 77 , 4% (P <0.001), which is confirmed by clinical and laboratory data and
long-term results. The dynamics of the effectiveness of treatment after the treatment

IS presented in Fig.4.
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Fig.4. Dynamics of treatment efficacy in the examined women

Analyzing the microbial landscape of the vagina of women in the course of
treatment, we noted that patients of the main group reliably in a greater percentage of
cases normalized the vaginal biocenosis: a decrease in leukocyte response and a
decrease in the growth of facultative anaerobic microorganisms, compared with
patients of the second group, which indicated the eradication of pathogens, those.
bacteriological cure was observed (P <0.05).

At the same time, 15.2% of patients in group Il noted the absence of positive

dynamics, 6 months after treatment, in the form of discomfort, which was caused by a
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violation of the hygienic regime and required an additional course of treatment. It
was also recommended to patients that the use of intimate gels and deodorants were
excluded.

It should also be noted that no undesirable drug reactions were observed by

us.

Conclusions:

1. Adequate and timely treatment of infections of the mucous membrane of the
vagina and vulva caused by various types of Candida fungi, especially mixed
forms, in sexually active women is not only an effective method of preventing
the recurrence of this disease, but probably improves its medical and social
health.

2. We Dbelieve that the treatment regimen developed by us can be recommended
for widespread use for CRVVC, especially when there is a difficulty in the
specific identification of the pathogen.
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