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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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EchekTMBHICTb BUKOPUCTAHHA aHTUMIKOTUYHUX Npenaparis

Y XiHOK i3 BariHanbHUM KaHAUA030M Ha TNi naninomasipycHoOi iHtheKwii
0. B. lopGyHoBa, X. B. 3apiyaHcbka
HauioHanbHa MeanyHa akagemis nicnaauniaoMHoi ocsiTi imeHi M.J1. Wynuka

3a faHumm niTepatypu, BariHanbHUA KaHAWL03 PO3BMBAETLCA HA TN NaninomaeipycHoi iHdekwuii y 36-41% Bunagkax. Mpu uboMy BiOMO, LU0 NOPYLIEHHS
6i0LIeHO3Y MiXBM 3HWXKYIOTb IMYHONOTHHWA NOTEHLian eniTenito i CTBOPIOKOTL PeasnbHi YMOBU 1S KaHLeporeHHoro edqoekTy Bipycy naninomu nwogudu (Br).
3 MeToK OUiHKW edeKTUBHOCTI Ta 6eanevHocTi npenapatry «®nysamed» (gito4a pedoBuHa: Fluconazole-150 mr) y cxemax nikyBaHHS KaHAWAO3HOMO
BYNIbBOBATiHITY B MOEAHAHHI 3 ANCNNA3IEND WNAKN MATKW, BUKINKAHOKO NaninomasipyCcHO iHdekuieto, 6yno o6cTexxeHo 100 nauieHTok vy Biui 18-40 pokis.
KOHTponb NiKyBaHHA NPOBOAMBCS TPWYi: NICAA NepLIOro Kypcy NiKyBaHHS, Yyepe3 3 micaui i 4epe3 6 micauis. JocnimkeHHs noKasano, Wo KNiHiYHNA ediekT
nicns NpoBeJeHoro nikyBaHHs npenaparom Fluconazole-150 mMr nonsrae y HaCTYMHOMY: PeLMANBY 3aXBOPIOBaHHs 4Yepe3 3 Ta 6 MicALiB BUHUKANN JOCTOBIPHO
pifLLe, HiX nicns 3actocysaHHs Butoconazol-20 mr/r. [oBHa eniminavia BrJ1 6yna nigTeepaxeHa KNniHivHO Ta n1abopatopHo vepes 3 micaui: y 27,0% nauieHTok
I-oi rpynu Ta 17,0% nauienTok lI-oi rpynu; yepe3 6 micauis: y 58,0% nauieHTok |-0i rpynn Ta 49,0% nauienTok Il-oi rpynu. be3neyHicTb 3aCTOCYBaHHS
cuctemHoro npenapary «®nysamef» (gito4a peqosuHa: Fluconazole-150 mr) nigTBepaXyeTbCs BiACYTHICTIO MOGIYHNX peakuiit nicnsa MOro 3acTocyBaHHs B
HaLLIOMY [LOCNIIKEHHI.

Knro4oBi cnosa: BariHanbHWi KaHAMA03, NaninomasipycHa iHdekuis, dnysamen.

JthcheKTMBHOCTb UCNONb30BaHNS NPOTUBOrPUOKOBbIX NpenapaToB

Y XEHLIWH C BaruHanbHbIM KaHAWA030M Ha CI)DHE nanunnomasupycuoﬁ MH(I)EKI.IMM
0. B. lop6yHoBa, X. B. 3apuyaHckas
HaunoHanbHas MefuunHcKas akagemiusi nocneaunnomHoro o6pasosanus umenu M. J. Wynuka

Pestome. [0 faHHbIM NUTEPATYpbI, BarHaNbHbIA KaHAWAO3 Pa3BUBAETCS Ha (DOHE NanuaoMaBupyCHO UHAeKLn B 36-41% cnyyasx. pn 3T0M U3BECTHO,
YTO HapyLLeHus 61OLEHO3a BRArainLLia CHIDKAIOT UMMYHOMOTNYECKMIA NOTEHLMAN 3NUTENNS U CO3AA0T peasbHble YCIOBNS ANs KaHLEPOreHHoro adpdekta
BMpYCa nanunnomsl Yenoseka (BMY).

C uenblo oueHkM adhhekTMBHOCTN 1 6e3onacHocTy npenapara «dnysamen» (AeicTByloLLee BellecTBo: Fluconazole-150 Mr) B cxemax neveHust KaHAWA03HOM0
BY/IbBOBArHUTA B COYETAHWN C AUCNNA3NeN LEeNKM MATKW, BbI3BAHHON NanunioMaBupycHoOl MHdeKuuei, 6bino o6cneposado 100 naumneHToK B BO3pacTe
18-40 net. KOHTPONb NeveHus NPOBOAUNCS TPVMXAbI: NOCAE NEPBOr0 Kypca neyeHns, Yepe3 3 mecaua u vyepes 6 mecsaues. Vccnefosanne nokasano, 4To
KNMHUYeCKNiA adhdoekT nocne nposefeHHoro nedenus Fluconazole-150 mr 3akntoyancs B cnefyrouieM. Peunambl 3a6onesaHns Yepe3d 3 n 6 mecsues
BO3HWKaNN JOCTOBEPHO pexe, 4em nocne npumeHeHns Butoconazol-20 mr/r. MonHas anumuHaums BIMY 6bina noaTBepXKAeHa KAMHUYECKN 1 NabopaTopHO
yepes 3 mecsaua: y 27,0% nauneHTok I-i rpynnsl u'y 17,0% nauuneHTok II-it rpynnbl; yepe3 6 mecsaues: y 58,0% naumeHTok I-it rpynnbl 1y 49,0% nauneHToK
[I-14 rpynnbl. Be3onacHoCTb NpUMeHeHns CUCTeMHOro npenapara «dnysamen» (LercTBytoLLee BeLecTso: Fluconazole-150 Mr) NOATBEPXAAETCA OTCYTCTBUEM
NOBGOYHbIX PeakLMiA Nocne NPUMEHEHUS B HALLIEM UCCef0BaHNN.

KnioyeBble cnosa: BarnHanbHbIi KaHAMA03, NanuoMaBnpycHas uHdekumus, dnysames.

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 (PVI) 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;

¢ 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:

¢ assessment of the nature of vaginal discharge,
duration of symptoms, concomitant sym-
ptoms, 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:

¢ 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-
oophoritis  (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, threaten-
ed miscarriage in 60.0% of patients and spon-

taneous 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 PVI test found a predominan-
ce of the 16th, 18th, 31st and 52nd types. Accor-
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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

ding 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%:;

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 participat-
ing 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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after 3 months after 6 months
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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
eradication of PVI was clinically and laboratory
confirmed 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 -
ONY3AMEA NIKYE

Kancynm Ne1 (150 mr)

dnysamep

DnyKcHazon

POnyzanmen,
T AR

1 xancyna TegaAl

< [poTurpnbKoBuii 3acib CMCTEMHOrO 3aCTOCYBaHHSA'
% [lokasaHuin Npu reHitTanbHOMY KaHAMAO3i'
% Pa3oBe 3acToCyBaHHA NpY HeycKnagHeHoMy KaHangosi'

g IHcrpyKum [ANA MeMYHOTO 3aCTOCYBaHHA Npenapaty Gnysamen.
2 Cagyukan BM, Kopuwnukosa PJ1., Bepbuiikaa M.C. YporeHuTanbHbil KaHAMZ03: COBpeMeHHbI B3ra Ha npobnemy. // PenpopykTusHoe 310posbe. BocTounas Epona. - 2012. - No5 (23).

‘ I IMI E I I A 1 cynosutopii
1 pa3 Ha foby

cynosutopii N7

Metporigason 750mr / Mikonazon 200 mr

8 BT

e [lpoTurpubkoBa Ais el A
e AHTMOaKTepianbHUIN Ta aHTUTPUXOMOHAAHWI epeKT
®  MoXnuBiCTb 3aCTOCYBaHHA 3 2-r0 TPUMECTPY BariTHOCTH'

! IHCTpYKLiA ANA MeANYHOrO 3acToCyBaHHA npenaparty Jlimexpa.

Onysamep. Cknap;: 1 Kancyna T8epa MicTvTb driykorasony 150 mr. Jlikapcbka dpopma. Kan?/nm T8epA. MpoTrpr6KoBHii 3acib 1A CvcTeMHOrO 3acTocyBaHHA. Ce i iHriGiTop 1 ¢epMEHTiB OXinHIX AnA CUKTe3y eproctepony. MoKasaHHa
ANA 3aCTOCYBaHHA. [OCTDYIA BariHaTbHUI KaHAWA03, KONV MicLiesa Tepanis He € AOpeuHoIo. KaHauao3Huii Ganakir, Konu wiclesa Tepani He € fopeuHolo. Mp Tinepuytnusicts 4o ¢ iHLLIX a307bHYX CrIoNYK 360 A0 Gyab-AKOI 3 Joro-
MDKHVIX peyoBiH npenapary. OAHOUaCHe 3acToCyBaHHA ¢ Ta Tepd nauieHTam, Aki Npuii 6aratopa3oBo y 03ax 400 Mr/uoﬁy Ta sule (3I'U1H0 3 pesynbTaTamy AOCNRKeHHS B3aeMopi GaraTopasoBoro 3actocyBatks). OpHo-
yacHe ndocgsaunﬂ nyKoHa30ny Ta iHLIX NIKAPCbKIX 33C06i, L0 MOAC iHTepBan QT T: i 132 iornomoroio depmenTy CYP3A4, BTOMY UnCAi T 116inb, 6irlb y uepesHiii OPOXHIHI, Aiapes, HYAOTa, bnioBaHHSs,
BI/ICVII'IaHHR (OGIWIDOCH Ba(TO(yBaHHR I'IpenapaT MiCTUTL JAKTO3y. ﬂlmu E¢EKTVIBHICT!: Ta 6E3HEHHICTI> BBCTOCyEaHHﬂ npenapary ana l'IIKyBaHHﬂ TeHiTanbHIX i y [IlITeM He BC i YN Ha EVILIEpI'IH\ FlaHI L4070 3aCTOCYBaHHA Npenapary

ny3ames AiTAM. FIKLLO iCHY€ HararibHa noTpeba 3acTocyBaHHA npenapaty nigniTkam (Bikom sig 12 no 17 poma) cnig 3aCTOCOBYBATH 3BUYalHI 03N AR JOPOCIWIX. Kateropis Bignycky. bes peyenra. BmpoGHuK KO. «Pomd)apm Komnahi C.PJ1», PymyHin. 3aABHUK.
I TA(DAPM JIMITEDy, Benvma Epmamﬂ PITN® UA/13778/01/01 Hakas MO3 Ykpaiku N° 616 6i0 03.09.14 . Irichop Hadawa ¢ . 3N08HOI0 iHEhop Npo npenapam MoxHa A 8 iHCmpyKuii 0 3aCMOCYBAHHA NP

ona aMaKox 0n18 po3n0BCIOOeHHA 8 paMKax cneyiant: 300018 3 MedUHoI

JNlimenpa. Cknap;: 1 cynosuTopiit MicTuTb 750 Mr MeTpoHigasony Ta 200 Mr MikoHa3sony HiTpaty. Jlikapebka dopma. CynoswTopii BariHanbHi. rpyna. Mp i i Ta @HTMCENTVYHI 33C06M, LLO 3aCTOCOBYIOTHCA Y FiHEKONOTii,
[inA micuesoro i BariHabHOrO KaHAMA03Y, 6aKTepianbHOrO Ta TPUXOMOHAAHOTO BariHITiB Ta BariHiTis, Flnepqy‘mmalnb 0 bygb-sKoi 3 ilouvix peuosyH npenaparty a6o A0 ix

noXigHux, nopoipis, eninencis, TAxKi I'IOpyLLIEHHﬂ yHKLiT nevikKi. Mo6Iuni peakwii. YacToTa BIHIKHEHHA CUCTEMHIX T0GIUHIX peaKuiii € He3HauHolo Yepes3 Ayxe HYI3bKMiA PiBeHb MeTPOHifia3ony y nnasmi Npu BariHanbHOMY 3aCToCyBaHHi Npenapary (2-

12% nopiBHAHO 3 nepopanbHIM 3aCTOC{/BaHHﬂM MikoHasony HITpaT MOXe CpUUMHATIA NOAPa3HEHHA MixBi (MeviHA, CBepOiX), AK i BCi iHLi NPOTUIPUOKOBI 3306y 3 BMICTOM NOXIAHYX iMiAa30Ny, WO BBOAATLCA BariHanbHo (2-6%). Lii ckapri wevgko

npu ny I\/f TAXKOTO NOpasHerHs HeobxigHO pin Bignycky. 3a . Bup 3enTiBa CaranYpyHnepl Can. Be Tigxk. ALLL 3anBHuMK. POTA!DAPM INAYNAPIITA. LWUTI,
Typeyunta. Pl NeUA/14636/0 1/01 Hakaz MO3 Ykpaiku No614.6i0 21.09.2015 p. il HAOaHa cKop .3n08HOI iH(pOP npo npenapam MoxHa A8 IHC 3aCMOCY8aHHA Np oA
Ma ghapmauesmuyHux NpauieHuKie, a Makox d18 PON0BCIOOXKEHHs 8 PAMKAX Cneuian: 3ax00i8 3 MEOUYHOI hop npop { nikapcsKuti 3aci6 O npodbeciiivoi dianeHocmi cnedianicmia y 2ay3i 0XopoHU 300po8's.
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