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According to the sources, vaginal candidiasis develops on the background of papillomavirus infection in 36—41% of cases. The violation of the vaginal bioceno-
sis decreases the immunological potential of the epithelium, and creates favourable conditions for the carcinogenic effect of the human papillomavirus.

We have examined 100 patients (18-40 years old) in order to evaluate the efficiency and safeness of Fluzamed (active ingredient: Fluconazole-150 mg) usage
in treatment of vulvovaginal candidiasis with cervical dysplasia caused by papillomavirus infection. The treatment control was performed three times: after the
first course of treatment, in 3 and 6 months. The study has shown that due to Fluconazole-150 mg treatment, the disease recurrences at 3 and 6 months were
occurred significantly rarely as compared to the cases of Butoconazole-20 mg/g application. The complete eradication of PVI was clinically and laboratory con-
firmed after 3 and 6 months of treatment. In our study, we have confirmed the safety of a systemic drug Fluzamed (active ingredient: Fluconazole-150 mg)
usage by the lack of adverse reactions after its administration.

Key words: vaginal candidiasis, papillomavirus infection, Fluzamed.

E(heKTMBHICTb BUKOPUCTAHHA aHTUMIKOTUYHUX Npenaparis

Y XiHOK i3 BariHanbHUM KaHAWAO030M Ha TIIi naninomasipycHoi iHdekuii
0. B. lop6yHoBa, X. B. 3apiyaHcbka
HauioHanbHa MeanyHa akagemis nicnsaunnomMHoi oceit imeHi MN.J1. Wynuka, M. Kuig, Ykpaina

3a faHumn nitepatypu, BariHanbHUIA KaHAWA03 PO3BMBAETLCA HA TAi NaninomaBipycHoi iHdekuii y 36-41% Bunaakax. Mpu LbOMY BiAOMO, L0 NOPYLLEHHS
6i0LLeHO3Y MiXBM 3HWKYKOTb iMYHOMOTYHNIA NOTEHLian eniTenito i CTBOPIOKTL peanbHi YMOBU N1 KaHLEPOreHHOro edoekTy Bipycy naninomu nwoguHu (BMJT).
3 MeTol OUiHKM edpeKTMBHOCTI Ta 6e3neyHocTi npenapaty «®nysamen» (gitoya pedosuHa: Fluconazole-150 mr) y cxemax nikyBaHHS KaHAMLO3HOrO
BYNbBOBATIHITY B NOEAHAHHI 3 ANUCNNA3IEI0 LWNIAKA MATKW, BUKITMKAHOKO NaninomaeipycHO iHdekuieto, 6yno obctexxeHo 100 nauieHTok y Biui 18-40 pokis.
KOHTpONb NikyBaHHS NPOBOAMBCA TPUYi: MiCNA NepPLIOro Kypcy NikyBaHHs, Yyepe3 3 micaui i 4epe3 6 micauis. [ocnimpKeHHs Nokasano, Wo KNiHiYHUA edekT
nicns npoBefeHoro nikyeaHHs npenapatom Fluconazole-150 Mr nonsrae y HacTynHOMY: peLnanBm 3aXxBOptoBaHHs Yepe3 3 Ta 6 MicALiB BUHNKANN JOCTOBIPHO
piawe, HX nicns 3acTocyBaHHs Butoconazol-20 mr/r. MoeHa enimiHauis BINJ1 6yna niaTBepakeHa KNiHi4HO Ta nabopatopHo Yepe3 3 micaui: y 27,0% nauieHTok
| rpynu rpynu 12 17,0% nauieHTok Il rpynu rpynu; vyepes 6 micauis: y 58,0% nauientok | rpynu rpynu Ta 49,0% nauieHtok |l rpynu rpynu. besneyHictb
3aCTOCYBaHHA CUCTEMHOro npenapaty «®dnysamef» (gito4a pevosuHa: Fluconazole-150 mr) nigTBEpMAKYETbCA BIACYTHICTIO MOBIMHWUX peakuiii nicns ioro
32CTOCYBaHHSA B HALLOMY AOCHiIKEHHI.

KntoyoBi cnoBa: BariHanbHuUii KaHANL03, NaninomasipycHa iHdekuis, ®nysames.

3ththeKTMBHOCTb MCNONb30BAHUA NPOTUBOrPUOKOBbLIX NpEnapaTos

Y XEHLUH C BaruHanbHbIM KaHAWA030M Ha (I]OHe nanunnomaBupvcHoﬁ MH(I)EKUMM
0. B. lop6yHoBa, X. B. 3apuyaHckas
HauuoHanbHas MefMUMHCKas akagemus nocreannioMHoro o6pasosanus umenn M. J1. Wynuka, r. Knes, Ykpanna

Pestome. [10 AaHHbIM UTEpPaTypbl, BarMHabHbIA KaHAMA03 Pa3BUBAETCA HAa (DOHe NanunoMaBupycHoON UHeKLn B 36—-41% cnyyasx. Mpn 3ToM U3BECTHO,
4TO HapyLUeHUs BUOLIEH03a BAranuLia CHINKAOT UMMYHONOMMYECKMIA NOTEHLMAN 3NUTENNS N CO3AAI0T PeanbHble YCN0BUA A8 KaHLEPOreHHOro adhdekTa
BMpYyCa nanunnombl Yyenoseka (BM4).

C uenbio oueHKn adhheKTUBHOCTM 1 6e3onacHocTy npenapata «dnysamef» (AeicTaytoLLee BelecTBo: Fluconazole-150 Mr) B cxemax neveHns KaHAULO3HOMO
BYNbBOBATMHITA B COMETAHWUN C AMCNNA3NeN LRk MaTKW, BbI3BAHHOW NanunnoMaBupyCcHOI WHdekLmei, 6bin0 o6cnesosaHo 100 nauneHToK B BO3pacTte
18-40 net. KoHTpoNb neveHns NpoBOAMNCS TPWKAbI: NOCSe NepBOro Kypca neveHns, depes 3 mecaua n Yepes 6 mecaues. VccnefoBaHne nokasano, 4to
KNWHUYECKNA 3dpheKT nocne NpoBeAeHHOro neveHus Fluconazole-150 mr 3akntoyancs B cnefylowlem. Peumanebl 3a6onesaHus 4epe3 3 1 6 Mmecsues
BO3HWKaNK JOCTOBEPHO pexe, Y4em nocne npumeHeHus Butoconazol-20 mr/r. MonHasa anuMuHaums BITY 6bina nogteepxaeHa KNMHUYECKN U N1abopaTtopHO
yepes 3 mecaua: y 27,0% naumeHTok |-i rpynnbl ny 17,0% naumueHTok l1-i rpynnbl; yepe3 6 mecsues: y 58,0% nauneHTok I-i rpynnbl vy 49,0% nauneHTok
Il rpynnbl. Be3onacHoCTb NPUMEHeHUs CUCTEMHOrO npenapara «®dny3amen» (LencTBytoLLee BellecTso: Fluconazole-150 Mr) NOATBEP)XAAETCS OTCYTCTBUEM
no60YHbIX PeakLuit Nocne NPUMEHEHIS B HALLEM UCCReA0BaHNN.

KnroueBble ¢noBa: BarnHanbHbIil KAHAKMA03, NANUANOMaBMpycHas uHdekuus, dnysamen.

Vaginal candidiasis is one of the most common
women diseases. Large-scale research has shown
that 3/4 of world female population have experi-
enced vaginal yeast infection at least once in their
lifetime, 1/4 of female population are concerned
about the discharge caused by fungi of Candida spp.,
and 5-10% of females suffer from chronic forms
of candidiasis [1, 3]. We should also have in mind
the fact that every fifth woman considers as
an asymptomatic carrier of fungal infection |2, 5].

As for today, there are about a hundred
known Candida species (C.). Among them
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C. albicans, C. tropicalis, C. pseudotropicalis,
C. krusei, C. parakrusei, C. parapsilosis,
C. Guillermondi are patogenic for a human.
They have a pronounced enzymatic activity and
ability to produce proteolytic and lipolytic enzy-
mes. These properties cause their high adhesion
and deep penetration in the vaginal epitheliocy-
tes [3, 6].

Papillomavirus infection (PVT) of the genital
tract is one of the most common sexually transmit-
ted infections (STIs). It is considered to be the
leading factor of cervical carcinogenesis [5].
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More than 290 millions of women in the world are
infected with papilloma viruses [3].

Based on the recent medical research, 50-70%
of sexually active adults in the world are infected
with PVI. At the same time, only 7-2% has the
clinical signs. The largest annual increase of PVI
rate is observed among young people aged from
14 to 24 years |3].

Abnormal  vaginal  biocenosis reduces
the immune potential of the epithelium, and crea-
tes conditions for the carcinogenic effect
of the human papillomavirus (PVT) [6].

According to the sources, vaginal candidiasis
develops on the background of papillomavirus
infection in 36—41% of cases, but the problem
of combination of these two infections is not fully
investigated yet. That is why we decided to study
the possibilities of modern medical therapy
of vaginal candidiasis caused by papillomavirus
infection.

The key aim of the study is to evaluate the effi-
ciency and safety of the agent Fluzamed (active
substance: Fluconazole) in the treatment
of women at the stage of preconception care suffe-
ring from vulvovaginal candidiasis combined
with cervical dysplasia caused by papillomavirus
infection.

We have defined the next tasks:

1. To study the etiological agent of vaginal
candidiasis in women with cervical dyspla-
sia caused by papillomavirus infection.

2. To study the clinical efficiency of Fluzamed
(active substance: Fluconazole-150 mg) as
compared to Butoconazole-20 mg/g during
follow-up monitoring in 3 and 6 months.

3. To evaluate the safety of systemic drug Flu-
zamed as compared to locally acting Butoco-
nazole-20 mg/g.

According to our key aim and tasks, in total
100 women aged 18—40 years were examined, suffe-
ring from colpitis of fungal etiology combined with
cervical dysplasia caused by papillomavirus infec-
tion. The treatment included administration of
Fluzamed (active substance: Fluconazole-150 mg)
compared to the locally acting Butoconazole-20 mg/g.

All patients were divided into two groups:
group I (basic) that comprised 50 women who
were treated for colpitis of fungal etiology combi-
ned with cervical dysplasia caused by papillomavi-
rus infection with Fluconazole-150 mg; and
group II (comparison) included 50 women who
were treated for candidal colpitis combined with
dysplasia of the cervix caused by papillomavirus
infection with Butoconazole-20 mg/g.
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Exclusion criteria: existence of severe extrage-
nital pathology, which was as follows:

e diabetes;

e uncompensated pathological conditions of

the liver;

e chronic and acute renal failure;

e hypersensitivity to fluconazole or other azole
compounds, or to any excipients of the drug.

Research duration: 6 months.

During the first visit, the next diagnostic
procedures were carried out, including:

e assessment of the nature of vaginal discharge,
duration of symptoms, concomitant symptoms,
sexual contacts during the last 12 months,
contraceptive methods, results of the last
preventive examination;

e history taking (anamnesis vitae, gynecologi-
cal, reproductive, family, allergic history,
hereditary background);

e objective clinical and laboratory examina-
tion.

Laboratory diagnostics included comprehen-
sive evaluation of vaginal microbiocenosis:
the microscopy of Gram-stained vaginal smears,
bacteriological examination of the type of fungus
and sensitivity to antimycotic drugs; liquid
cytology and quantification of PVI after
the disappearance of clinical and laboratory
signs of candidiasis.

It is important to mention that it is still proble-
matic to identify the etiology of the disease and
to detect a significant number of infected people
without laboratory diagnostics.

Diagnostic procedures during the follow-up
visits included:

e control of the clinical symptoms in dynamics;
control of bacterioscopic examination;
simple and extended colposcopy;
cervical biopsy based on medical indications;
cytological research;
quantitative determination of high-oncoge-
nic genotypes of PVL.

In our study, we have used the syndromic
approach that is scientifically substantiated, and
offers affordable, immediate and effective treat-
ment.

Treatment control was conducted 3 times:
after the first course of treatment, in 3 and
6 months.

Treatment efficiency criteria:

e positive clinical effect — absence of sym-

ptoms and clinical signs of the disease;

e positive microbiological effect the absence
of the causative agent.
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Clinical efficiency included the next terms:

1. Recovery — the absence of complaints and
clinical signs of the disease with negative
laboratory results.

2. Improvement — reduction or disappearance
of complaints when the microbiological
changes remain the same.

3. No changes — the constancy of clinical and
laboratory signs after the treatment course.

4. Relapse of the disease — the restoration
of clinical and laboratory signs of vaginal
candidiasis after a full recovery within
the period of 1-6 months since the onset
of therapy.

The safety of drugs was evaluated based upon

the presence of adverse reactions.

Results and discussion. The average age of the
examined women was 24.6 + 1.2 years. In most
women (85.0%), menstruation began at the age
of 13—-14 and was regular. Only 15.0% of patients
reported a history of menstrual irregularities.
Anamnestic data showed that in the structure
of inflammatory diseases of female genital organs
prevailed the following: colpitis (70.0%), salpingo-
ophoritis  (30.0%), endometritis (10.0%).
In 14.0% of patients, infertility was noted.

In the reproductive anamnesis of patients,
there was noted:

e pregnancy — in 65.0% cases;

e woman who has given birth once — in 28.0%

of cases;

e among those who have given birth, threatened
miscarriage in 60.0% of patients and spontane-
ous abortion in 14.0%;

e stillbirth — in 2.0% of patients.

The dissonance between microbiological
and clinical signs of vaginal candidiasis caught
our attention. Ninety percent of patients presen-
ted with vaginal discharge. However, during
the objective examination the excessiveness of
the discharge was confirmed only in 75.0% of pati-
ents. In 60.0% of women from two groups were
noted hyperemia and swollen vaginal mucosa.
However, the microscopic examination revealed
the increase of white blood cells in 100.0% of the
examined women.

The obtained data showed that the mild
or moderate dysplasia of cylindrical epithelium
(according to the Bethesda system, ASC-US 'Aty-
pical Squamous Cells of Undetermined Significan-
ce', squamous cell anemia of unknown genesis)
was more often observed in women aged 18 to
25 years (61.0%). The PVT test found a predomi-
nance of the 16th, 18th, 31st and 52nd types.
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Table 1
Candida spp. Sensitivity to Antimycotic Drugs
. Sensitive to Sensitive to
Cand_lda Fluconazole, | Butoconazole,
species % %
C. albicans 98.8 95.5
C. krusei 75.0 50.0
C. tropicalis+C. albicans 100.0 100.0

According to the histological examination, CIN-I
was diagnosed in 86.0% of women; CIN-IT — in
14.0% of examined patients.

In our study, the types of Candida spp. were as
follows:

e C. albicans — 90.0%;

e C. krusei — 8.0%;

e combination of C. albicans with other

types — 2.0%.

The assessment of the sensitivity to antimyco-
tic drugs is shown in Table 1.

Prior to initiating therapy, women participating
in our study noted the following symptoms:

e vaginal discharge — 75.0%;

e hyperemia and swollen vaginal mucosa —

60.0%;

e dysuria — 15.0%.

We have estimated the rate of clinical symptoms
disappearance during the first 72 hours (Fig. 1).

Despite the fact that the clinical effect when
using topical antifungal agent developed faster
as compared to systemic drug administration,
in our study the disease recurrences at 3 and
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Fig. 1. Dynamics of clinical symptoms disappearance
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* — the difference between the indices of the basic group and the compar-
ison group (p<0.05)
Fig. 2. Vaginal candidiasis recurrences, %
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Fig. 3. Dynamics of PVI eradication, %

6 months were occurred significantly rarely with
Fluconazole-150 mg than Butoconazole-20 mg/g.

After vaginal candidiasis treatment comple-
tion, we have pointed out the full eradication
of PVIL. It was also clinically and laboratory
proved in 27.0% of cases in group I and 17.0%
of cases in group II after 3 months of treatment,
and after 6 months of treatment in 58.0% of cases
in group I and in 49.0% of cases in group II.

Side effects with Fluconazole-150 mg were not
found, while with Butoconazole-20 mg/g, a local
allergic reaction occurred in 1 case (2.0%).
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Conclusions

1. In our study, the most common pathogens
of vaginal candidiasis were commensals Candida
spp., which were as follows: C. albicans — 90.0%;
C. krusei — 8.0%; combination of C. albicans with
other types — 2.0%.

2. The clinical effect of antifungal drug of local
action Butoconazole-20 mg/g developed faster.
However, the clinical effect with Fluconazole-150 mg
treatment was manifested in the significantly rare
disease recurrences at 3 and 6 months than after
the using of Butoconazole-20 mg/g. The full eradi-
cation of PVI was clinically and laboratory con-
firmed after 3 months treatment in 27.0%
of patients in group I and 17.0% of patients
in group II; after 6 months in 58.0% of patients
in group I and 49.0% of patients in group II.

3. The safety in the use of systematic agent
Fluzamed (active substance: Fluconazole-150 mg)
was confirmed by the lack of adverse reactions
after its administration in our study, while
Butoconazole-20 mg/g application caused a local
allergic reaction in 1 patient (2.0%).
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