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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.
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EdheKTMBHICTL BUKOPUCTAHHA aHTUMIKOTMYHUX Npenapartis

Y XiHOK i3 BariHanbHUM KaHANMA030M Ha Ti naninomasipycHoi iHekuii
0. B. lopGyHoBa, X. B. 3apivaHcbka
HauioHanbHa MefnyHa akagemia nicnaauninomHoi ocsiti imeHi M.J1. LWynuka, m. Kuis, Ykpaina

3a JaHumu niTepatypu, BariHanbHWiA KaHAMAO03 PO3BUBAETHCA HA TNi ManinomasipycHoi iHdekuii y 36—41% Bunagkax. Mpu LbOMY BiOMO, L0 MOPYLUEHHS
6i0LIeHO3Y MiXBYM 3HWKYKOTb IMYHONOTi4HWA NOTEHLian eniTenito i CTBOPIOKTL PeasnbHi YMOBU 1S KaHLePOreHHOro eqoekTy Bipycy naninomu nwogudu (BMJ1).
3 MeToK OUiHKWM edbeKTUBHOCTI Ta 6eanevHocTi npenapary «®nysamed» (hito4a peyosuHa: Fluconazole-150 mr) y cxemax nikyBaHHS KaHAWLO3HOMO
BY/TbBOBATiHITY B MOEAHAHHI 3 ANCNNA3IEH WNAKN MATKN, BUKINKAHOKO NaninoMasipyCcHO iHdekuieto, 6yno o6¢cTexxeHo 100 nauienTok vy Biui 18-40 pokis.
KOHTpoNb NiKyBaHHA NPOBOAMBCS TPUYi: NICAA NEPLUOro Kypcy NiKyBaHHS, Yepe3 3 micsui i yepe3 6 micauis. JocnimxeHHs NoKa3ano, Wo KNiHiYHWA edhekT
nicns NpoBefeHoro nikyBaHHs npenapatom Fluconazole-150 Mr nonsras y HaCTynHOMY: peuyamBmM 3axXBOPHOBaHHSA Yyepe3 3 Ta 6 MicsALiB BUHMKANN JOCTOBIPHO
pifLLe, HiX nicns 3acTocyBaHHs Butoconazol-20 mr/r. MosHa eniminauis BMNJ1 6yna niaTBepaxeHa KNiHiYHO Ta N1abopaTopHO vepesd 3 micaui: y 27,0% nauieHTok
| rpynu rpynn ta 17,0% nauientok Il rpynu rpynu; Yepe3 6 micauis: y 58,0% nauientok | rpynu rpynu ta 49,0% nadientok Il rpynu rpynu. beaneuyHicte
3aCTOCYBaHHA cucTemMHoro npenapary «®nysamen» (fito4a pevosuHa: Fluconazole-150 mr) niaTBEPAXYETHCA BIACYTHICTIO MOGIYHWX Peakwi nicna 1oro
3aCTOCYBAHHSA B HALLOMY JOCHIIKEHHI.

Knto4oBi cnosa: BariHanbHNii KaHAMA03, NaninomasipycHa iHgekuis, dnysameq.

JhheKTHBHOCTb MCNOMb30BaHNA NPOTUBOrPUMOKOBLIX Npenaparos

Y XEHLUWUH C BaruHanbHbIM KaHAWA030M Ha (bDHB nanunnomasupycuoﬁ VIH[I]BKLIMM
0. B. lopGyHoBa, X. B. 3apnyaHckas
HaunoHanbHas MeguuUmMHCKas akagemns nocneguniomuoro o6pasosanus umenn M. J1. LWynuka, r. Knes, YkpanHa

Pestome. 10 JaHHbIM NuUTEpaTypbl, BarMHanbHbIA KAHAWL03 PA3BMBAETCA HA (DOHE NanuaNOMaBUPYCHON MHeKLun B 36—-41% cnyyasx. [pu 3TOM U3BECTHO,
YTO HapyLieHus 61UOLEH03a BRArannLLia CHIDKAKOT UMMYHOMOTNYECKMIA NOTEHLMAN 3NUTENNS U CO3AAI0T peanbHble YCIOBNS NS KaHLEPOreHHoro agddekta
BMpYyCa nanuniomsl Yenoseka (BIMY).

C uenbio oueHkM achtheKTMBHOCTM 1 6e3onacHocTy npenapata «dny3amen» (AeicTBytoLee BellecTBo: Fluconazole-150 Mr) B cxemax NeveHns KaHAUAO3HOMO
BYNbBOBArNHNTA B COYETAHWUW C AMCNNA3MEN LWENKI MATKW, BbI3BAHHOM NanunnoMaBupycHOi nHdekumen, 6bino o6cnesosaHo 100 naumeHToK B Bo3pacTe
18-40 net. KOHTPOnb NeveHust NPOBOAUICS TPUMXAbI: NOCAE NEpBOro Kypca neyeHns, Yepes 3 mecaua u vyepes 6 mecsues. ViccnefosaHne nokasano, 4To
KNMHUYecKnin adhdhekT nocne nposedeHHoro nedenuns Fluconazole-150 mr 3aknoyancs B cnefyrouieM. Peunamsbl 3a605eBaHns Yepes 3 n 6 mecsues
BO3HWKANN JOCTOBEPHO pexe, 4em nocne npumeHeHus Butoconazol-20 mr/r. MonHas anumuHauus BIMY 6bina noaTBepxaeHa KIMHUYECKN U NabopaTtopHO
yepe3 3 mecaua: y 27,0% naumeHTok I-i rpynnbl ny 17,0% nauneHTok Il-in rpynnbl; 4epes 6 mecaues: y 58,0% nauneHTok I-it rpynnbl 1y 49,0% nauneHTok
[I-i4 rpynnbl. Be3onacHoCTb NpUMeHeHUs CUCTEMHOr0 npenapata «®Pny3amen» (feicTBytoLLiee BellecTBo: Fluconazole-150 Mr) NnoATBEPXAAETCSH OTCYTCTBMEM
No60YHbIX Peakumii Nocne NPUMEHEHNS B HaLLeM UCCEA0BaHNN.

KnioyeBble €noBa: BariHanbHbIA KaHAMAO3, NanuIoMasupycHas nHdekums, 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 (PVI) [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 PVIL.

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;

¢ 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-II — in
14.0% of examined patients.

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

e C.albicans — 90.0%;

o 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%;

o 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, %

33




AKYLWEPCTBO
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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 PVI. 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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dnyszamen

[PUBOK TYPBYE -
ONY3AME[ NIKYE

Kancynm Ne1 (150 wmr)

(.
150 mr

dnysamen

DnyxcHazon

Prnyzamen,
Sy sosnaan

4 xancyna TRepaAS

< TpoTurpnbKoBuii 3acib CMCTEMHOTO 3aCTOCYBAHHS'
+% [loka3aHuin Npu reHiTanbHOMY KaHaUAo3i'
< Pa3oBe 3aCTOCYyBaHHA NpW HeYCKNagHEeHOMY KaHAMLO3i"

! IHCTpYKLif 7% MeAUUHOTO 3aCTocyBaHHA Npenapaty dny3ames,.
Casuuikas B.M., Kopwwkosa PJ1, Bep6uukas M.C. YporeHuTanbHblil kaHAua03: CoBpeMeHHbilt B3rnaz Ha npobnemy. // PenpoaykTusHoe 310poBbe. BoctouHas EBpona. - 2012. - No5 (23).

‘ I IMI E I I A 1 cynoswuTopin
1 pa3 Ha goby

cynosuTopii N°7

MetpoHigason 750mr / MikoHazon 200 mr

(IIMEHAA

e [lpoTturpnbkoBa fis el iy
e AHTMOaKTEpianbHUN Ta AHTUTPUXOMOHALHNIA epeKT
®  MoXnuBICTb 3aCTOCYBaHHA 3 2-r0 TPUMECTPY BariTHOCT'

! [HCTPYKLIA ANA MEANYHOTO 3aCTOCYBaHHA Npenapaty JlieHpa.

®nysamep. Cknap: 1 Kancyna Teepaa MicTuTb GriykoHasony 150 mr. Jlikapcbka dpopma. Kan?lnm TBepai. POTUrPUGKOBHIA 3aCi6 1A CUCTEMHOO 3aCTOCYBaHH. C i iHriGiTop T hepmenTiB, HeoOXiAHIX A cuHTe3y eproctepony. MokasaHHs
AN 3aCTOCYBaHHA. [OCTPUIA BariHanbHYiA KaHANA03, KON MicLieBa Teparia He € AopeyHoto. KaHaWA03HMIA banaHiT, konw MicLiesa Tepania He € AopeyHok. M linepuy icTb 40 ¢ THLLINX a30MbHKX crionyk abo Ao byab-AKoi 3 foro-
MiKHVIX peyoBYH npenapary. OfiHOYaCHe 3acToCyBaHHA ¢ Ta Tepdy navjiesTam, i npuii b 6aratopa3oBo y 03ax 400 Mr/a06y Ta BuLLE (3rifHO 3 pe3ynbTaTamy AOCNIKEHHs B3aEMofi GaraTopa3oBoro 3acTocysakHs). OpHo-
YacHe 3aCToCyBaHHA $nyKOHa30My Ta iHLLIMX NikapCbKiX 3aC06iB, LLO MOAC iHTepsan QT i A 32 fonomoroio depmenTy CYP3A4. Moxnusi nobiuHi edexTh, B Tomy Yicni ronosHMii Gitb, Ginb y epesHiit NOPOXHUHI, Aiapes, HyAoTa, 6nioBaHHs,
BiCcvnaHHA. OcobnnBoCTi 3actocyBaHHa. Mperiapar MicTUTb nakTosy. Jimu. EGekTBHICTb Ta Ge3neuHicTb 3aCToCyBaHHA Nperiapary Aa NiKyBaHHA reHiTanbHX KaHanao3is y AiTelt He BCTAHOBNIEHI, HE3BAXAIOUM HA BIYEPITHI AaHi LWOJ0 3acmcgaamm npenapary
Onysamen AiTam. AKLLO iCHye HararbHa NoTpe6a 3acTocyBaHHA npenaparty niiTkam (Bikom Bi 12 4o 17 pokis), Cni 3aCTOCOBYBaTY 38UYaiiHi 4031 AnA fopocnux. Kateropin Bignycky. bes peuenta. Bupo6Huk. K.O. <Pombapm Komniai CPJ1», PymyHis. 3anBHUK,
«POTAOAPM JIIMITE Iy, Benuka Bputaniia. PN UA/13778/01/01 Haka3 MO3 Ypaiku N° 616 6i0 03.09.14 p. Incpopmauisi Hadara ¢ . 3n08Hol0 iHpopmaieio npo pam MoxHa L A 8 iHCmpyKuii 0 3aCMOCYBaHHA NP
Iupopmauia dna mag \pauieHuKig, a Maxox 018 pO3N0BCIOKEHH 8 PAMKAX CNeUian: 300018 3 MedUHOI
JNlimenpa. Cknap;: 1 cynosuTopiit MicTuTb 750 Mr MeTpoHigasony Ta 200 Mr mikoHasony Hitpaty. Jlikapcbka popma. Cy pii BariHanbHi. Gap p rpyna. lp POGHI Ta aHTUCENTUYHI 3aC06M, 11O 3aCTOCOBYIOTLCA Y riHEKONOri.
[ins micLieBoro niky BariHanbHoro A 6aKTepianhH0ro Ta TPUXOMOHaHOTO BariHITiB Ta BariHiTis, i iHOeKLi TinepuyTnmsicTb 40 GyAb-AKOI 3 Ail0UKX peyoBIH Npenapary abo Ao ix

noxiaHux, nopaipis, eninencis, TAXKi nopyLueHHs GyHKLT neviHky. Mo6IuHi peaKuii. YacToTa BUHUKHEHHA CUCTEMHIX MOBIYHINX peaKLiil € He3HAUHOI Yepes AyxKe HU3bKWI piBeHb METPOHIAA30/y y Nnasmi Mpu BariHanbHOMY 3aCTOCyBaHHI npenaparty (2-
12% NOpIBHAHO 3 NEPOPanbHIM 3aCToCyBaHHAM). MikoHa30ny HITPaT MOXe CPUUVHATY NOAPA3HEHHA NixBy (MeviHKs, cBep6iXx), AK i BC iHWI NPOTUrPYOKOBI 3aC061 3 BMICTOM MOXigHMX iMiasony, Wo BBOAATBLCA BarikanbHO (2-6%). Lli ckapry weupko

3HWKaKOTb MPY MPOAOBKEHHI NiKyBaHHA. Y Pasi BUHIKHEHHA TAXKOTO NOfpasHeHHA pifi BignycKy. 3a peLjentom. Bupo6HuK. 3entisa Carnuk YpyHnepi Can. se Timk. A.LLL 3aasHuk. POTAOAPM INAYNAPITTA. LTI,
TypeuunHa. PITNeUA/14636/01/01. Hakas MO3 Ykpaiku N°614 6i0 21.09.2015 p. IHeh iA HAOaHa CKOp: . 3N0BHOK iH(OPMAyieto NPo npenapam mMoxHa (i A 8 IHCMpyKUii onA 30CMOCYBaHHs Npenap hopmayis
ma (hapmayesmuyHuX npayisHukis, a Makox 012 po3noBClOOXeHHs 8 pamKax cneuiani: 3ax00i8 3 MEOUYHOI ) isinpop (i nikapcbkuti 3aci6 0 npogpeciiHoi dismbHocmi cneuianicmie y 2a71y3i 0XopoHU 30008 A.
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