RUSSIAN

ENGLISH

AZERBAIJAN

WHCTpYKUMS MO MPUMEHEHMIO FTEKapCTBEHHOMO MPOAyKTa
(ans naumeHToB)

SUDEKC OYO BarvHanbHble neccapun (MaTtoudHble
Konbua)
ZIFEX DUO

MexgyHapoaHoe HenaTeHTOBaHHOe Ha3BaHMe:
MeTpoHugason + Knotpumason

CocTaB

AkmueHble eewjecmsa: 1 neccapuin cogepxmt 500
Mr meTpoHuaasona u 200 Mr knoTpumasona.
BcriomozamerbHbie geujecmea: TBEPAbIN Xup.

OnucaHue

TBepable neccapum oT 0enoro Jo XKenTtoBaTo-
Oenoro upeTa, ANLEBMAHON GOPMbI, C MACNSIHUCTOWN
rnagkon NoOBEPXHOCTbIO " OAHOPOOHOM
KOHCUCTEHLMEN.

PapmakoTepaneBTUYeCKas rpynna
MpoTnBOMUKPOBHbLIE N aHTUCENTUYECKNe npenaparThbl
(nckntovass kOMOMHaUMKM C  KOpPTUKOCTEpouaamm),
Npou3BOAHbLIE MUAAsona.

ATX koa: GO1AF20

dapmakonormyeckme CBOMCcTea
®dapmakoduHaMuka

3udcdekc pAyo npeacrtaBnsaeTr cobon codeTaHue
MeTpoHMAa3ona u KnoTpuMasona.

MeTpoHuaason saBnsieTcy NPOWN3BOAHbLIM
HUTpouMngasona, 9MEPEKTUBHO  OEUCTBYHOLLMI

NPOTUB LLUMPOKOrO CMeKTpa NPOCTENLINX U DaKTepuii.
AkTmBeH B OTHoweHuMn Entamoeba histolytica,
Trichomonas vaginalis, Giardia intestinalis.
MeTpoHuaason obnapaet BakTepuumaHbIM
OencTBMem npoTvB aHa’3poOHbIX
rpamoTpuuaTenbHbix 6aumnn - Bacteroides Bknto4vas
Bacteroides fragilis, Helicobacter Pylori, a Takke
NPOTUB aHa3POBHbIX FPaMMOSIOKUTENBHBLIX KOKKOB —
Peptostreptococcus u GOMbWMHCTBA KNOCTPUANMNA,
Bkntovas C. difficile. Kpome TOro, metpoHugason
apcbekTnBeH B oTHoweHun Gardnerella vaginalis.
MeTpoHunaason ABNAeTCA nponeKapcTBOM.
BHyTpurkneToyHas GuoakTnBauus NnponcxoanTt nytem
PEepMEHTATUBHOIO YMEHbLUEHWST HUTPOrpynmbl, YTO
XapaKTepHo ans aHadPOOHbIX naToreHoB

The instructions on use of medicinal product
(for patients)

ZIFEX DUO vaginal pessaries (uterus rings)

International non-proprietary name: Metronidazole +
Clotrimazole

Composition

Active ingredients: 1 pessary contains 500 mg of
metronidazole and 200 mg of clotrimazole.

Auxiliary substances: hard fat.

Description
White to yellowish-white solid pessaries with ovoid form,
unctuous smooth  surface and homogeneous

appearance of the section.

Pharmacotherapeutic group

Antiinfectives and antiseptics (excl. combination with
corticosteroids), imidazole derivatives.

ATC code: GO1AF20

Pharmacological properties

Pharmacodynamics

Zifex duo is a combination of metronidazole and
clotrimazole.

Metronidazole is a nitroimidazole derivative effective
against a wide variety of protozoa and bacteria. It is
effective against Entamoeba histolytica, Trichomonas
vaginalis, Giardia intestinalis. Metronidazole is
bactericidal against Anaerobic Gram-negative bacilli -
Bacteroides including Bacteroides fragilis, Helicobacter
pylori, against Anaerobic Gram-positive cocci -
Peptostreptococcus and most clostridia, including C.
difficile. Also metronidazole is effective against
Gardnerella vaginalis.

Metronidazole is a prodrug. Bioactivation takes place
intracellularly by enzymatic reduction of the nitro group,
process characteristic to anaerobic pathogens
(protozoa, bacteria). Intermediate compounds are
formed, which act bactericidally by affecting the cellular
DNA, proteins and membranes.

Clotrimazole is a synthetic chemotherapeutic agent with

Darman vasitasinin istifadasi Gizre telimat
(xestalar tgun)

ZIFEKS DUO vaginal pessariler (usaqliq halgalari)
ZIFEX DUO

Beynalxalg patentlagdiriimamis adi: Metronidazole
+ Clotrimazole

Torkibi

Tesiredici maddaler: 1 pessarinin tarkibinde 500 mq
metronidazol ve 200 mq klotrimazol vardir.

Kbémekgi maddaler: bark yag.

Tasviri

Ag rengden sarimtil-ag renge kimi, yumurtavari
formali, yaglh hamar sathli ve konsistensiyasi bircinsli
olan bark pessarilar.

Farmakoterapevtik grupu

Mikrobaleyhina Vo antiseptik preparatlar
(kortikosteroidlarle kombinasiyalar istisna olmagla),
imidazol téremaleri.

ATC kodu: GO1AF20

Farmakoloji xtisusiyyatlari

Farmakodinamikasi

Zifeks duo metronidazol Vo klotrimazol
birlegsmasinden ibaratdir.

Metronidazol nitroimidazol téremesi olub, sade

birhlceyralilorin ve bakteriyalarin genis spektrine
garsi effektiv tasire malikdir. Entamoeba histolytica,
Trichomonas vaginalis, Giardia intestinalis-a qarsi
aktivdir. Metronidazol Bacteroides fragilis,
Helicobacter pylori daxil olmagla Bacteroides gram-
menfi anaerob basillare, hamgcinin gram-misbat
anaerob kokklardan - Peptostreptococcus ve C.
Difficle daxil olmagla bir ¢ox Kklostridilere qarsi
bakterisid tesire malikdir. Bundan salave, metronidazol
Gardnerella vaginalis-a qarsi effektiv tesira malikdir.
Metronidazol prodarmandir. Huceyradaxili
biofsallagsma anaerob patogenlara (sada
birhiiceyralilor, bakteriyalar) xas olan nitroqrupun
fermentativ azalmasi hesabina bas verir. Bu zaman
hiiceyra DNT-si, protein voe membranlarina bakterisid
tesir gostaran aralig mahsullar yaranir.



https://www.google.az/url?sa=t&rct=j&q=&esrc=s&source=web&cd=4&cad=rja&ved=0CEoQFjAD&url=http%3A%2F%2Fdic.academic.ru%2Fdic.nsf%2Fruwiki%2F83133&ei=YK9jUZeJDqiS7AbQvICoDA&usg=AFQjCNG1B_gNAgZ7YWKlqRw4JXAI8Dg5bA&bvm=bv.44990110,d.ZGU

(npoctenwmne, Gaktepun). lpu atom obpasyroTca
NPOMEXYTOYHbIE COEAMHEHWs, KOTOPbIE OKa3biBaloT
OakTepuumagHoe pOencteme Ha knetodHble [OHK,
NpOTEeUHbl N MeMBpaHbI.
KnoTtpumason
XMMUOTepaneBTMyeckoe
CTPYKTYpOW.

In vitro, knoTpMmason [encTeyeT MNpoTUB FPUBOB:
Epidermophyton, Microsporum, Trichophyton,
Coccidioides immitis, Histoplasma capsulatum,
Aspergillus, Candida. MeHee 4yBCTBUTENbHbI K
Malassezia  furfur (oTpybeBuaHbIN nuwany),
Cryptococcus. Knotpumason obnapaet
aKTMBHOCTbIO MNpoTuB Trichomonas wun saBndetcs
aHTnbakTepmanbHbIM cpencTeom npoTus
Corynebacterium minutissimum (spuTpaswmbl), a
Takke pasnnyHbIX rPamMnosIoKUTENbHbIX
MMKPOOPraHM3MOB (Staphylococcus aureus,
Streptococcus pyogenes). [lpu KoHueHTpauuax 1
MKr/Mn obnagaet  pyHrMUMaHbIM - 3dEKTOM B
OTHOWeHnn 6GonbluMHCTBa BMAOB. B oTHOWeEHMM
Candida okasbiBaeT yHrMuMgHoe OencTBve npu
KOHLEHTpaLusax 2 MKr/mr.

MexaHn3Mm [encTBusa KNnoTpyMMasonia aHanormyeH ¢
NPOTUBOrPUBKOBLIM OencTBUEM nmugasona,
KOTOpPbIA  MHIMOMpYEeT COeOuHEHUE  3ProcTepuiH
aueTarta (KOMMNOHEHT MeMOpaHbl rPUBKOBOW KMETKM)
Ha KNeToyHon membpaHe rpuboB. Bbino BbISBMIEHO,
YTO KNMOTPMMasos B KOMOUHALMM C METPOHMUAA30/IOM
BbI3blBAeT MOOO4YHbIE 3¢pdeKThl, CO CrneaylLmMm
TepaneBTUYeckMMmn adpdpekTamu:

- pacwwupeHne aHTMbakTepuanbHOro crnekrpa 3a
cyeT pobaBrneHnst cnekTpa AeNCTBUS ABYX aKTUBHbIX
BELLECTB;

- ycuneHvue npoTUBOrpMOKOBOro, aHTUMPOTO30MHOIO
N aHTMBaKTepmnanbHOro AENCTBUS;

- MpegoTBpalleHne Wnu 3agepxka BO3HUMKHOBEHMS
SIBNEHMS COMPOTUBIIEHUS.

MukpoGuonormdeckne  uccriegoBaHmss  in - Vitro
nokasanu, 4Tto AenctBua npoTuMB Trichomonas
vaginalis 7 npoTmeorpnbkoBas aKTUBHOCTb
BO3pacTaeT B Cry4yae COBMECTHOIO MCMOSb30BaHUA
MeTpoHMAasona u KnotTpumasona.
®PapmakokuHemuka

MeTpoHupason

BcacbsieaHue

BcacbiBaHne  MeTpoHmMgasona B CUMCTEMHbIN
KPOBOTOK MOCre BarMHanbHOro BBEAEHUS SIBMSIETCS
cnabdbim.

aTo CUHTEeTMYecKoe
CpeactBo € asofbHON

azole structure.

In vitro, clotrimazole acts against fungi: Epidermophyton,
Microsporum,  Trichophyton, Coccidioides immitis,
Histoplasma capsulatum, Aspergillus, Candida. Less
sensitive to Malassezia furfur (pityriasis versicolor),
Cryptococcus. Clotrimazole has anti-trichomonas
activity, it is antibacterial against Corynebacterium
minuttissima (erythrasma) and various gram-positive
microorganisms (Staphylococcus aureus, Streptococcus
pyogenes). It has fungicidal effect in most species at
concentrations of 1 mcg/ml. For Candida, fungicidal
effect is obtained at a concentration of 2 mcg/ml.

The mechanism of action of clotrimazole is similar to
imidazole antimycotics acting on the cell membrane of
fungi where inhibits incorporation of ergosterol acetate
(a component of the fungal cell membrane).

It has been shown that combination of clotrimazole with
metronidazole causes additive effects, with the following
therapeutic effects:

- broadening of antibacterial spectrum due to the
addition of the action spectra of the two active
substances;

- intensification of antimycotic,
antibacterial action;

- prevent or delay of the occurrence of resistance
phenomenon.

Microbiological studies in vitro have shown that the
action against Trichomonas vaginalis and antimycotic
activity increase when metronidazole and clotrimazole
are associated.

Pharmacokinetics

Metronidazole

Absorption

The absorption of metronidazole into the systemic
circulation after vaginal administration is low.

Distribution

Plasma protein binding is low, below 20%. Following oral
administration, the apparent volume of distribution is
significant, approximately 40 | (corresponding to 0.65
I/kg). Metronidazole distribution is fast: concentrations
similar to the plasma ones are reached in: lungs,
kidneys, liver, skin, bile, cerebrospinal fluid, brain, saliva,
semen, vaginal secretions, and abscesses.
Metronidazole crosses the placental barrier and is
excreted in human milk.

Metabolism

Metronidazole is metabolized primarily in the liver by
oxidation. Oxidative metabolism vyields two main
products:

antiprotozoal and

Klotrimazol azol quruluglu, sintetik kimyavi-terapevtik
vasitadir.

In vitro, klotrimazol Epidermophyton, Microsporum,
Trichophyton, Coccidioides immitis, Histoplasma
capsulatum, Aspergillus, Candida gébalsklarina garsi
tosir gosterir. Malassezia furfur (slvan damrov),
Cryptococcus-a qarsi daha az hassasdir. Klotrimazol
Trichomonas-a qarsl faaldir ve Corynebacterium
minutissimum (eritrazma), hamgcinin mixtslif gram-
misbat mikroorganizmlare (Staphylococcus aureus,
Streptococcus  pyogenes)  qarsi  antibakterial
vasitedir. 1 mkg/ml gatiligda bir ¢ox névlera garsi
fungisid tesire malikdir. 2 mkg/ml qatiligda ise
Candida-ya garsi fungisid tasir gosterir.

Klotrimazolun tesir mexanizmi goébaleklarin hiiceyra
membraninda erqosterol asetat (gobelek hiiceyrasi
membraninin komponenti) birlagsmasini inhiba edan
imidazolun go6baloekaleyhine tesiri ile analojidir.
Metronidazolun klotrimazol ile eyni vaxtda istifadesi
zamani asagidaki terapevtik tesirlare sebab olan
alava tasirler agkar olunmusdur:

- iki tesiredici maddanin tasir spektrinin alave
olunmasi hesabina antibakterial spektrin
geniglonmasi;

- gb6balokaleyhina,
tesirin gliclanmasi;
- mugavimatin yaranmasinin va ya langimasinin
garsisinin alinmasi.

antiprotozoy ve antibakterial

Mikrobioloji in vitro tedgiqgatlar metronidazol ve
klotrimazolun eyni vaxtda istifadesi zamani
Trichomonas  vaginalis-e  qarsl tesirin  va

gObalekaleyhina faalligin artmasini gostarir.
Farmakokinetikasr

Metronidazol

Sorulmasi

Vaginal yeridilmaden sonra metronidazolun Umumi
gan dovranina sorulmasi zaifdir.

Paylanmasi

Plazma zilallan ile birlegmasi zaifdir, 20%-don az.
Daxile gebuldan sonra agkar olunan paylanma hacmi
ahamiyyatli olub, taxminan 40 I-dir (bu da 0,65 I/kg-a
mivafiqdir). Metronidazol sirstle paylanir, plazma
gatihgi agciysr, boyrak, garaciysr, deri, 6d, onurda
beyni mayesi, beyin, tipircak, toxum mayesi, vaginal
ifrazat ve absess boslugunda olde olunan gatiliga
analojidir.

Metronidazol plasentar baryerdan kegir va ana sudu
ila xaric olunur.

Metabolizmi
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PacnpedeneHue

CessbiBaHMe ¢ 6enkamu nnasmbl HU3koe, Hke 20%.
OueBunaHbIn obbem pacnpegerneHus nocne
nepopanbHOro BBEAEHUSI SBNAETCA  3HAYMMbIM,
npumepHo 40 n (4to cooteetcTtByeT 0,65 n/Kr).
MeTpoHuaason pacnpegensieTcs ObICTpO:
KOHLEHTpauMs B JNErkuMx, Mo4Ykax, Mne4YeHun, Koxe,
»Ken4yn, CMMHHOMO3rOBOM XWOKOCTU, MO3re, CIIOHE,
CEMEHHOW >XMOKOCTW, BarMHarbHOM CekpeTe W
nonocTn abcueccoB, aHanornmyHbl TaKoBbIM B
nnasme KpoBMu.

MeTpoHMaa3on MpoOHUKAeT uYepes3 MraueHTapHbI
Oapbep 1 cekpeTMpyeTcs B rpygHOE MOSOKO.
Memabonusm

MeTpoHugason MeTabonuaupyeTtcs rmaBHbIM
obpasom B neyeHu, nytem OK/UCHEHUS.
OkucnutenbHbIi MeTabonnam gaeT ABa OCHOBHbIX
npoaykTa:

- TMOpoKcn MeTabonuT - OCHOBHOM MeTabonuT,

aKTUMBHOCTb Ha aHa3p06Hb|x MUKpOOpraHm3moB
KOTOPOro cocCTtaBndAeT OKOoJ10 30% oOT aKkTuBHOCTU
MeTpoHuaasona, a nepuoa nonypacnaga

cocTaBnsieT okosio 11 4acos;

- KUCMOTHbIA MeTabonuT obpasyeTcs B HeGonbLUNX
KONMUYecTBax, aKTUBHOCTb KOTOPOro COCTaBnsieT
okono 5% OT akTMBHOCTM MeTpOoHKAa3ona.

Mepuog nonypacnaga coctaenseT 8-10 yacos.
BbigeedeHue

HebonbLuoe KOnn4ecTBo MeTpoHuaasona
BbIBOOUTCHA C doekanusmn. bornblioe KonmyecTBO
MeTpoHugasona (35-65%) BbIBOOUTCA C MOYOW,
rnaeHbiM 06pasom B B1uae metabonutos.
Knotpumason

BcacbigaHue

lMocne BarMHambHOrO MNPUMEHEHUs BcacbiBaeTCH
TONbKO HebonblUOe KONMUYeCcTBO Knotpumasona (3-
10% oT go3bl).

PacnipedeneHue

lMocne BarvMHanbHOrO NPUMEHEHUST KNOTpuMMasona
OOCTUTHYTbI COOTBETCTBYIOLLME MECTHble
KOHLEHTpauMn AOns noflydeHust TepaneBTUYECKOoro
adbdpekra.

Memabonusm

CkopocTHoM NeYeHOYHbIN MeTabonuam
nornoweHHoro KnoTpmumasona npmneoanT K
obpasoBaHnio  apMaKoNormyeckn  HeaKTUBHbIX
MeTabonuToB.

BbigedeHue

BbiBefeHve KnoTpuMasona, nonasliero B obuuii

- hydroxy metabolite - main metabolite, with an activity
on anaerobic microorganisms of approximately 30% of
metronidazole activity and half-life of approximately 11
hours;

- acid metabolite - in small quantities, with an activity of
about 5% of metronidazole activity.

Plasma half-life is 8-10 hours.

Elimination

A small amount of metronidazole appears in the faeces.
The majority of a dose of metronidazole (35-65%) is
excreted in the urine, mainly as metabolites.
Clotrimazole

Absorption

After vaginal application only a small
clotrimazole (3-10% of the dose) is absorbed.
Distribution

Following vaginal application clotrimazole achieved
proper local concentrations to obtain therapeutic effect.
Metabolism

Rapid hepatic metabolism of absorbed clotrimazole
conducts to pharmacological inactive metabolites.
Elimination

Elimination of clotrimazole passed into
circulation is made through urine and faeces.

amount of

general

Metronidazol oksidlesma yolu ile esasan qaraciysrda
metaboliza olunur.

Oksidlagsma metabolizmi zamani iki asas mahsul
yaranir:

- hidroksi metabolit - asas metabolit olub, anaerob
mikroorganizmlera olan faalidi metronidazolun
faalliginin 30%-ni teskil edir, yarimparcalanma dovri
ise texminan 11 saatdir;

- faalligi, metronidazolun faalliginin 5%-ni tagkil edan
tursu metabolit clizi migdarda emala galir.
Yarimpargalanma dovri 8-10 saat teskil edir.

Xaric olunmasi

Metronidazolun az bir hissasi nacisle xaric olunur.
Metronidazolun c¢ox hissasi (35-65%), asasen
metabolitler seklinds sidikle xaric olunur.

Klotrimazol

Sorulmasi

Vaginal istifadedan sonra klotrimazolun yalniz az bir
hissesi (dozanin 3-10%-i) sorulur.

Paylanmasi

Klotrimazolun vaginal istifadasinden sonra terapevtik
effekte nail olmaq Ug¢un miuvafig yerli gatiliq elde
olunmusdur.

Metabolizmi

Menimseanilmis  klotrimazolun  siratli  garaciyar
metabolizmi farmakoloji aktiv olmayan metabolitlarin
yaranmasina gatirib ¢ixarir.

Xaric olunmasi

Umumi gan axinina kegen klotrimazolun xaric
olunmasi sidik va nacisla bas verir.




KPOBOTOK NPOUCXoauT C MOYOM 1 (i)eKaJ'IMFlMM.

MNoka3aHuA K NpUMeHeHuo

JleyeHne BarmHanbHbIX MHMEKUUA CO CMeELLaHHOW
dropon,  BbI3BaHHbIX  Trichomonas  vaginalis,
ronbkammn (ocobeHHo Candida), 4yBCTBUTENbHBLIMU
DbakTepuaMM, Takux Kak rpamoTpuuatencHble Wu
rpamnonoxuTensHble 6akTepum.

NMpoTtuBOnokasaHus

- TMNEepYyBCTBUTEMBHOCTb K  METpoHMAasony,
KnoTpumasony u Apyrum npousBoAHbIM MMmUaasona
wnn - K KakmMm-nnbo  OpyrMM  KOMMOHeHTaMm
neKkapCTBEHHOIo CpeAcTBa (TBEPObIV XUp).

Ocob6ble ykazaHusi U Mepbl NPeaoCTOPOXHOCTH
lMocne BarvHanbHOrO MNPUMEHEHUS  CUCTEeMHasi
abcopbumss OBYX aKTMBHbIX BeLlecTB B dopme
neccapwui Hu3kasi. HecmMoTpsi Ha 310, BO3HMKHOBEHMNE
CUCTEMHBIX NMOBOYHBLIX 3PPEKTOB HE MOXET ObITb
MOMHOCTbIO  UCKMoYeHO. [lpy  nosiBNEHMU  3TUX
noboYHbIX 3PPEKTOB neyeHne [OMmKHO ObiTb
npekpaLleHo.

B cnyyae anutenbHOro nevyeHus MOryT BO3HWUKaTb
napecresus, aTakcus, FONIOBOKPY>KEHNE,
CMYTAHHOCTb CO3HaHWS U CYAOPOXHblE MpUNaaKu.
Mpu nosiBneHun aTnx noboyvHbIX 3chpekToB neyeHne
OOIMKHO ObITb NpeKpaLleHo.

M3-3a cogepxaHus MeTpoHWgasona B COCTaBe
npenaparta, nauuMeHTaMm C  UeHTpanbHbIMK  U”
nepudepmyeckuMnM  HEpPBHbIMU  PaCCTPOMCTBAMW,
neyYeHoYHON aHUedanonaTnen, Anckpasnemn Kposum B
aHamHese 3udekc Ayo cnegyetr HasHavaTb C
OCTOPOXHOCTHIO.

PerynsipHo pekomMeHayeTcs KOHTPONMpoBaTb
aHanusbl KpoBW, OCOBEHHO AnddepeHumanbHbIN
noacyeT  NenKOUWTOB. Mpw BO3HWKHOBEHU
nerikoneHun, nedeHne OydeT npogormkaTbCA B
3aBMCMMOCTM OT CTEMEHUN TSHKECTU UHEKLUMM, Nocne
OLEHKM COOTHOLLEHUS pUCKa/nonb3abl.

B nepuog neveHus npenapatom 3udiekc Ayo, a
Takke B TevyeHue 48 4acoB nocrne npekpalieHus
neyeHus nauueHTbl OOMKHbI ObITb NpeaynpexaeHsbi
O NMpueme ankorons unu npenapaTtoB, cogepXallnx
arnkororsb, MOCKOJIbKY BO3MOXHa
ancynbdupamononobHas peakuusi.

Bo Bpems npumeHeHus 3udpekc Ayo mMoya MoxeT
noTeMHeTb M3-3a CodepXXaHusi B COCTaBe npenapaTta
MeTpoHugasona.

Indications for use

Treatment of vaginal infections with mixed flora caused
by Trichomonas vaginalis, fungi (especially Candida),
sensitive bacteria such as Gram-negative bacteria and
Gram-positive bacteria.

Contraindications

- hypersensitivity to metronidazole, clotrimazole, and
other imidazole derivatives or any of the other
ingredients of the medicinal product (hard fat).

Special warnings and precautions for use

Following vaginal use the systemic absorption of the two
active substances of the vaginal tablets is low. However,
the occurrence of systemic side effects cannot be

completely excluded. The treatment should be
discontinued if these side effects occur.
Paraesthesia, ataxia, dizziness, confusion and

convulsive seizures may occur in case of prolonged
treatment. The treatment should be discontinued if these
side effects occur.

Due to the content in metronidazole, Zifex duo should
be used with caution in patients with central and
peripheral neurological disorders, hepatic
encephalopathy, history of blood dyscrasia.

Regularly blood tests, especially control of leukocyte
differential count are recommended. If leukopenia
occurs, treatment will continue based on infection
gravity, after evaluation of benefit-to-risk ratio.

Patients should be warned against consuming alcohol or
drugs containing alcohol, during Zifex duo therapy and
for 48 hours after treatment discontinuation, because of
a possible disulfiram-like reaction.

Zifex duo may darken urine due to metronidazole.
Because infection with Trichomonas vaginalis is
frequently associated with gonococcal infection, the
evaluation of infection with gonococcus and adequate
therapy administration are recommended.

Using these pessaries may reduce the effectiveness and
safety of latex contraceptives (e.g. condoms or
diaphragms). Clotrimazole from the composition of these
pessaries reduces the effectiveness of vaginal
spermicides. The effects are temporary. It s
recommended to use other contraceptive measures
during treatment and for 5 more days after

istifadesina gosterigler
Trichomonas vaginalis, gébalak (esasan Candida),
gram-musbat ve gram-manfi bakteriyalar kimi hassas
bakteriyalar tarefindan téradilen garisiq floral vaginal
infeksiyalarin mialicasi.

9ks gostariglar

- metronidazola, klotrimazola ve diger imidazol
téreamelarine ve ya darman vasitasinin har hansi
diger komponentine (bark vyagd) qarsi ylksak
hassasliq.

Xisusi gostarigler va ehtiyat tadbirlari

Vaginal istifadedan sonra pessari formasinda olan iki
tosiredici maddenin sistem absorbsiyasi asagidir.
Buna baxmayaraqg, sistem slave tesirlarin yaranmasi
istisna deyil. Bu elave tssirlarin yaranmasi zamani
mualice dayandiriimalidir.

Uzunmiddsatli maalice zamani paresteziya, ataksiya,
basgiceallonma, husun garismasi ve qicolma tutmalari
yarana bilar. Bu slave tesirlerin yaranmasi zamani
mualice dayandiriimalidir.

Preparatin terkibinde metronidazol olduguna gbére
Zifeks duo-nun anamnezinde morkazi ve periferik
sinir pozgunluglari, qaraciyer ensefalopatiyasi, qan
diskraziyasi olan pasiyentlare tayini zamani ehtiyatli
olmaq lazimdir.

Qan analizlerinin, asasan da leykositlerin differensial
migdarini  nazaret altinda saxlamaq lazimdir.
Leykopeniya yaranan zaman mualiceni risk/fayda
nisbatini giymatlandirdikden sonra infeksiyanin agirliq
dearacesindean asili olaraq davam etdirmak lazimdir.
Zifeks duo preparati ile mualice zamani, hamginin
mualicenin dayandiriimasindan sonra 48 saat
middstinde mumkuin disulfiramabanzar reaksiyalarin
bas vermasi ile bagh pasiyentlari spirtli ickiler vo ya
alkoqol terkibli preparatlarin gebulu haqgqginda
malumatlandirmaq lazimdir.

Preparatin terkibinde metronidazol olduguna goére
Zifeks duo ile mualice zamani sidiyin rangi tiindlese
biler.

Trichomonas vaginalis ile qonoreya infeksiyasina
eyni zamanda rast galindiyine goére gonokokklarla
yoluxmanin giymatlandirilmasi vae adekvat terapiyanin
aparilmasi maslahat gorallr.

Bu pessariler ilo rezin kontraseptivlerin (masalaen,




Mockonbky MHdekumo Trichomonas vaginalis yacto
accouumpyroT € rOHOpeewu, pekomeHayeTcs
OLeHMBaHWE 3apaxeHUs rOHOKOKKaMn 1 NpoBeaeHne
ageKkBaTHOM Tepanuu.

OpgHoBpeMeHHOe MpUMEHEHMe 3TUX neccapueB U
pPe3nHOBbIX KOHTpaLenTUBOB (Hanpumep,
npesepBaTMBOB M AunadparM) MOXeET NPUBECTU K
CHWXEHMIO nX 3¢pPEeKTUBHOCTA 1 BesonacHOCTH.
Mmerowmiica B cocTtaBe neccapumsa KnoTpumason
CHWXaeT a(pdheKkTMBHOCTL BarnHarmnbHbIX
cnepmmumaoB. AT 3dpekTbl HOCAT BPEMEHHLIN
xapaktep. PekomeHOyeTcs ucnonb3oBaTb Apyrve

MeTOabl KOHTpauenuuu BO BPEMs fedYeHus U B
TeyeHne 6Oonee 5 p[OHeld nocne npekpalleHns
neyexus.

B3aumonenctBue ¢ ApyruMyd rneKkapcTBEHHbIMU
cpeacTBamMm

Bzaumodelicmeusi, 8b138aHHbIE KITOMPUMAa30/10M

- KnoTtpumason, umerowminca B coctaBe neccapun

CHUXaeT 3(hhEKTUBHOCTD BarMHanbHbIX
cnepmMmMUnaoB.
- OpHOBpeMeHHOe TMpUMEHeHWe MNepoparibHOro

TakponMMyca MOXeT TMPUBECTU K YBEMUYEHMIO
TakpornMMyca B nna3me KpoBu. B atmx cnydasx
nauveHTam HeobxoQuMO BHMMATENbHO CreauTb 3a
NnosiBreHnem CMMMNTOMOB nepenosnpoBKU
TakponMmyca, a npv HeobxooumoCcTW onpenendrtb
€ro ypoBeHb B Nna3me KpoBM.

Bsaumodeticmeus, 8bi38aHHbIE MEMPOHUAa30/10M
He pekomeHdyemble kKoMbuHayuu:

- Ancynbupam: ncuxoTudeckne peakumm (oenvupun,
CNYyTaHHOCTb CO3HaHWs).

- Ankoronb: AaucynbdupamonogobHeie (adpdpekT
aHTabyca) peakuun (NokpacHeHwe, apuTema nuua,
pBOTa, Taxukapams).

- BycynbtaH: MeTpoHMAason MOXeT MNOoBbIWAaTh
ypoBeHb OycynbdaHa B nnasme, 4YTO MOXeT
npueecTtu K 3HaAYUTENBHOW TOKCUYHOCTU
OycynbdaHa.

KombuHayuu, mpebyroujue 0CmopoxXHOCMu;

- OpanbHble aHTUKOarynsiHTel (Tuna BapdapuH):
ycunexue aHTUKOArynsiHTHOro  AencTBuUS "
MOBbLILLEHHbI TEMOPPArnYecKUn PUCK, BbI3BAHHbIV
YMEHbLUEHMEM  MNEeYeHOYHoro Katabonusma. B
cnyyae O HOBPEMEHHOTO NPUMEHeHs c
MeTPOHMAA30/I0M crnefyeT Yalle KOHTPONMpoBaTb
npotpombuHosoe Bpema u MHO, a Takke
KOPPEKTMPOBAaTb aHTUKOArynsHTHYH Tepanuio npu

discontinuation of treatment.

Interaction with other medicinal products
Interactions related to clotrimazole

- Clotrimazole from the composition of these pessaries
reduces the effectiveness of vaginal spermicides.

- Concomitant administration with oral tacrolimus might
lead to increased tacrolimus plasma levels. Patients
should be closely monitored for symptoms of tacrolimus
overdosage, if necessary, by determination of the
respective plasma levels.

Interactions related to metronidazole

Combinations not recommended:

- Disulfiram: psychotic reactions (delirium, confusion).

- Alcohol: disulfiram-like (antabuse effect) reaction
(warmth, facial erythema, vomiting, tachycardia).

- Busulfan: plasma levels of busulfan may be increased
by metronidazole, which may lead to severe busulfan
toxicity.

Combinations requiring caution:

- Oral anticoagulants (warfarin type): potentiation of the
anticoagulant effect and consequently increased
haemorrhagic risk caused by decreased hepatic
catabolism. In case of co-administration with
metronidazole, prothrombin time and INR should be
more frequently monitored and anticoagulant therapy
adjusted during treatment with metronidazole and 8 days
after its discontinuation. There is no interaction with
heparin.

- Lithium: plasma levels of lithium may be increased by
metronidazole co-administration. Plasma concentration
of lithium, creatinine and electrolytes should be
monitored in patients under concomitant treatment with
lithium.

- Ciclosporin: risk of elevation of ciclosporin serum

prezervativler ve diafragma) eyni zamanda istifadasi

onlarin effektivliyinin ve tehllkasizliyinin asagi
dismasina gaetirib ¢ixara biler.
Preparatin  tarkibinde olan klotrimazol vaginal

spermisidlarin effektivliyini asagdi salir. Bu tesirlar
muvaqgetidir. Muialice zamani ve muialicenin
dayandiriimasindan 5 ginden ¢ox middatds digar
kontraseptiv metodlardan istifads edilmasi maslahat
g6ralur.

Diger darman vasitaleri ila qarsihgh tasiri
Klotrimazol hesabina yaranan qarsiligl tesirlor

- Pessarilarin terkibinde olan klotrimazol vaginal
spermisidlerin effektivliyini asagi salir.

- Daxile gabul olunan takrolimusun eyni zamanda
istifadesi gan plazmasinda takrolimusun artmasina
getirib ¢ixara bilar. Bele hallarda pasiyentler
takrolimusun doza haddinin asilmasi simptomlarinin
yaranmasini diggatle izlemali, ehtiyac oldugu zaman
iss gan plazmasinda olan saviyyasini miayyan
etmalidirlar.

Metronidazol hesabina yaranan qarsiligli tssirler
Maeslahat gériilmaysn kombinasiyalar:

- Disulfiram: psixotik reaksiyalar (sayiglama, husun

garigmasi).
- Alkoqol: disulfiramabanzar (antabus effekti)
reaksiyalar  (qizarti, Uzds  eritema, qusma,
taxikardiya).
- Busulfan: metronidazol plazmada busulfanin

saviyyasini yuksslds biler ve bu busulfanin agir
toksikliyina gatirib ¢ixara biler.

Ehtiyat telob edan kombinasiyalar:

- Oral antikoaqulyantlar (varfarin tipli): antikoaqulyant
tesirin glclenmasi ve qaraciyer katabolizminin
azalmasi hesabina yaranan ylksak hemorragik risk.
Metronidazol ile eyni vaxtda istifadesi zamani
protrombin vaxtini voe BNM-i mintsazem nazarstde
saxlamaq, hamginin metronidazolla mialice zamani
ve mualicaden 8 gin sonra antikoaqulyant terapiyani
tonzimlemak maslahatdir. Heparinle qarsiligh tesir
yaratmir.

- Litium: metronidazol ile eyni zamanda gabulu
litumun plazmada saviyyasini artira bilar. Litium va




neyeHUn ¢ METPOHMAA30MNOM M cnycTa 8 AHen nocrne
npekpaweHus neyeHus. He B3aumogenctesyet c
renapuHoMm.

- Jlutun: ypoBeHb NuTUA B nnasme MoxeT ObiTb

yBENMYEH MYTEM COBMECTHOIO TMPUMEHEHUSS C
MeTpoHugasonomMm. Heobxogumo npoBepsATb B
nnasMe KOHUEHTpauum §nuTUs, KpeaTuHUHa W

3NEKTPONNTOB Y NALMEHTOB, MPUHUMAIOLLNX NUTUIA U
MEeTPOHMAA30/ OAHOBPEMEHHO.

- UuknocnopuH: cywectByeT pPUCK MOBbILIEHUS
YPOBHS UMKIIOCNOpMHA B CbIBOPOTKE KpoBu. [pm
HeoOX0AMMOCTN COBMECTHOIO MPUMEHEHMUSA crieayeT
TWATENbHO MPOBEPSATb YPOBHM LMKIOCMNOPUHA U
KpeaTUHMHa B CbIBOPOTKE KPOBMU.

- ®eHnTtomH unn deHobapbutan: adhPEeKTMBHOCTb
MeTpoHMAa3ona CHwxaeTcsa npu kombuHauum
6apbutypatamu nnn erHmtonHom. deHobapbutan
yBenuunsaet CKOpPOCTb mMeTabonmama
MeTpoHugasona. B pesynbTate 4ero, nepuoa
nonypacnaza noHuwxaeTcs NpMMepHO 40 3 4acoB.
KombuHayuu, komopble criedyem y4umbi8ams:

- 5-cbTopypaumn: MeTpoHNAA30s NOHWXKAET KIMPEHC
5-cpTopypaumna B  pesynbTate  MOBbILEHUS
TOKCMYHOCTU S-pbTopypauuna.

Bsaumodelicmeue ¢ nabopamopHbiMU mecmamu

- MeTpoHmgason cnocobeH Kk wummobununsaummn
TpenoHem n MOXET cTatb NpUYNHON
noXxHononoxurenbHoro Tecta HenbcoHa-Mariepa.

MpumeHeHne B
nakrtaumm
PekomeHayeTcs OCTOPOXXHOE MPUMEHEHME BO BpEMS
©epemMeHHOCTUN, OCOOEHHO B MEPBOM TPUMECTPE.
Cnegyet usberatb NPUMEHEHWS WNW MpeKpaTUTb
KOpMSIEHME TPyAbto, MOCKOMbKY  METPOHWUAA30/
BbIAENAETCSA C rpyAHbIM MOTIOKOM.

nepuon GepemMeHHOCTU U

BnusiHue Ha CNOCoOGHOCTb ynpaenatb
TpaHCNOPTHbLIMU cpeagcTtBamu n  apyrumm
noTteHUuuanbHO onacHbIMU MeXxaHu3Mmamu

B nepuwog neyeHuns criegyet BoO3gepXatbcs  OT
BOXAEHNSA aBToTpaHcnopTta " 3aHATUA
noTeHumMansHo onacHbIMM BUAAMW [OEATENbHOCTH,
Tpebyowmmmn NOBbILLEHHON KOHLEeHTpauum
BHUMaHUA U BbICTPOTbI MCUXOMOTOPHBIX peakuui,
T.K. BO3MOXHO TOJIOBOKPY)XEHMEe, MapacTesusd,
atakcusd, CrnyTaHHOCTb CO3HaHUA W Cy[OpPOXHble
npunagk1, ocobeHHOo B Havane Kypca neveHus.

levels. Serum ciclosporin and serum creatinine should
be monitored when coadministration is necessary.

- Phenytoin or phenobarbital: metronidazole efficacy
decreases when combined with barbiturates or
phenytoin. Phenobarbital increases the rate of
metabolism of metronidazole. As a result, the half-life
decreases to about 3 hours.

Combinations to be considered:

- 5 fluorouracil: metronidazole reduces clearance of 5
fluorouracil resulting in increased toxicity of 5
fluorouracil.

Interactions with laboratory tests

- Metronidazole can immobilize treponemas and
therefore can cause false positive Nelson-Mayer test.

Use during pregnancy and lactation

Caution is recommended during pregnancy, particularly
in the first trimester.

Avoid the administration or discontinue
breastfeeding because metronidazole excretes
breast milk.

the
into

Effects on ability to drive vehicles and other
potentially dangerous machinery

During treatment should be abstain from driving vehicles
and activities potentially hazardous actions, that require
high concentration and quickness of psychomotor
reactions, because possible the dizziness, paraesthesia,
ataxia, confusion and convulsive seizures, especially
early in the course of treatment.

metronidazolu eyni zamanda gsbul eden
pasiyentlarde litiumun, kreatininin ve elektrolitlorin
gan plazmasinda olan gatiligini yoxlamagq lazimdir.

- Siklosporin: gan zerdabinda siklosporinin
soviyyasinin  yuksalma riski mobvcuddur. Eyni
zamanda istifadeya ehtiyac oldugu zaman
siklosporinin ~ ve  kreatininin  saviyyasini gan
zerdabinda daqiq yoxlamaq lazimdir.

- Fenitoin ve vya fenobarbital: metronidazolun
barbituratlarla ve ya fenitoinle kombinasiyasi onun
effektivliyini asagdi salir. Fenobarbital metronidazolun
metabolizminin suratini artirir. Naticada
yarimpargalanma doévri texminen 3 saata qader
asag: dusur.

Nozare alinmali kombinasiyalar:

- B-ftorurasil: metronidazol 5-ftorurasilin toksikliyinin
yuksalmasi naticesinda 5-ftorurasilin klirensini asagi
salir.

Laborator sinaqlarla qarsiliqli tesiri

- Metronidazol treponemalarin immobilizasiyasina
sorait yaradib, Nelson-Mayer sinaginin yanlis misbat
naticasina sabab ola biler.

Hamilalik vo laktasiya dovriinda istifadasi
Hamilalik dévriinde, esasan birinci trimestrde
istifadasi zamani ehtiyyatli olmaq lazimdir.
Metronidazol ana sudu ile xaric olunduguna gére
istifadesinden uzaq olmaq ve ya ana sudi ile
gidalandirmani dayandirmaq lazimdir.

Nagliyyat vasitalarini ve digar potensial tahliikali
mexanizmlari idaraetma qabiliyyatina tasiri
Mualice dévrindsa avtonagliyyat idare etmakdan ve
diqgetin yuksak konsentrasiyasini va psixomotor
reaksiyalarin tezliyini talsb eden diger potensial
tehlikali faaliyyet ndvlerinden uzaq olmag lazimdir,
bels ki, mualice kursunun xisusen baslangicinda
basgicellonma, parasteziya, ataksiya, husun
garismasi va gicolma tutmalari mimkuindur.




Cnoco6 npumeHeHus 1 [o3bl

PekomeHgyemasa posa npenapata 3udpekc p[yo
COCTaBNSAET OauH neccapuii B AeHb.

OTOT npenapaT pekoMeHAyeTcsa AN UCNoNb30BaHWs
Y B3POCIIbIX XEHLLVH.

Meccapun BBOOAT rnyboko BO
XenartenoHo B BeYepHee Bpems.
PekomeHaytoTCA OOHOBPEMEHHbIE cneumdpunyeckne
MeToAbl NeYeHns NonoBOoro napTHepa, HeCMOTPSA Ha
TO, YTO y MOMIOBOro nNapTHepa 3aboneBaHue MOXeT

Braranuiie,

npoTekaTb ©eccMMnToOMHO unu BO3MOXXHa
oTpuuaTensHas peakuus Ha Trichomonas vaginalis.
He wucnonb3ynte 3uchekc pyo BO Bpewms

MEHCTpyauuu; fneyYeHne AOMKHO ObiTb 3aBepLUeHO
[0 Havana MeHCcTpyauuu.

MpogomkntTenbHOCTb NeveHuns: ot 7 4o 10 gHen.

Bo Bpemsa neuveHus ¢ 3ucpekc [lyo pekomeHayeTcs
nm3beratb BarMHanbHOro MONIOBOrO akTa, TaK Kak

naptHep  MoxeT  OblTb  MHUUMPOBaAH, a
ahpekTMBHOCTE U Be30nacHOCTb  PE3NHOBLIX
KOHTpauLenTuBOB (Hanpumep, npe3epBaTUBOB W

aunadparm) MOXeT ObITb HapyLLeHa.

Mo6o4Hble gencrTeusA

lMocne BarMHanMbHOTO MPUMMEHEHUS  CUCTEMHas
abcopbumsi OByX aKTUBHbIX BewecTB B dopme
neccapumn HuU3Kas.

Tem He MeHee, BO3HUKHOBEHWE  CUCTEMHbIX
NOBOYHbIX 3(PPEKTOB HE MOXET ObiTb MNOMHOCTLIO
WCKITIOYEHO.

[1o6o4HbIE agbpekmsl,
MempoHUGa30/iI0M:
Paccmpolicmea KposeHOCHOU U numgamuyeckol
cucmemsbl

OyeHb  pedko:  FNEWKOMEHWsi,  arpaHynoumTos,
HenTponeHus, TPOMBOLMTONEHUS, NAHLUTONEHNS.
Paccmpolicmea uMMyHHOU cucmembi

OueHb peako: aHaUNaKTUYECKUIA LLIOK.

C8A3aHHbIe c

HeunsBectHo: aHrMOHEBpPOTUYECKUA OTek  (OTeK
KBuHke), KpanueHuLa.

lcuxuyeckue paccmpoticmea

HewunsBecTHo: ncuxoTmyeckue paccTponCTBa,
BKNO4Yada CnyTaHHOCTb CO3HaHuU4, ranniounHaunuy;
aenpeccus.

Paccmpolicmea HepeHoU cucmembl

OueHb  pegko:  3HuUedanonatvs  (Hanpumep,
nyTaHmua, nuxopapka, roroBHas fonb,

rannounHauumn, napanumyd, cBeT06043Hb, HapyLwleHune
nonga 3peHuna un  OBWXEHUA rna3) n I'IOD,OCprIIZ

Method of administration and dosage

The recommended dose is one pessary Zifex duo once
a day.

This medicine is recommended for use in adult women.
The pessaries should be inserted as deeply as possible
into the vagina, preferably in the evening.

Concomitant specific medical treatment of the male
partner is recommended, whether to treat an
asymptomatic male partner or who has a negative
culture for Trichomonas vaginalis.

Do not use Zifex duo during the menstrual period; the
treatment should be finished before the onset of
menstruation.

Duration of treatment: 7 to 10 days.

Avoidance of vaginal intercourse is recommended
during the treatment with Zifex duo as the partner could
become infected, and effectiveness and safety of latex
contraceptives (e.g. condoms or diaphragms) may be
impaired.

Side effects

Following vaginal use the systemic absorption of the two
active substances from the drug is low.

However, the occurrence of systemic side effects cannot
be completely excluded.

Side effects related to metronidazole:

Blood and lymphatic system disorders

Very rare: leukopenia, agranulocytosis, neutropenia,
thrombocytopenia, pancytopenia.

Immune system disorders

Very rare: anaphylactic shock;

Not known: angioedema (Quincke’s oedema), urticaria.
Psychiatric disorders

Not known: psychotic disorders including confusion,
hallucinations; depressed mood.

Nervous system disorders

Very rare: encephalopathy (e.g. confusion, fever,
headache, hallucinations, paralysis, photophobia, vision
field disturbances and eye movements) and subacute
cerebellar syndrome (e.g. ataxia, dysarthria, gait
impairment, nystagmus, and tremor).

Not known: headache, seizures, dizziness; sensitive
peripheral neuropathies have been reported on high-
dose treatment or prolonged treatment (paraesthesia,
formication) or transient epilepsy seizures, In most
cases the neuropathy disappeared at discontinuation of

istifade qaydasi va dozasi

Zifeks duo preparatinin maslehat gorilen dozasi
glindas bir pessari tagkil edir.

Bu preparat yetkin gadinlarda istifade tg¢lin nazardas
tutulub.

Pessarileri, xisusan axgam vaxti vaginaya derina
daxil etmak lazimdir.

Cinsi tarefdasda xastasliyin simptomsuz kegmasina va
ya Trichomonas vaginalis-e qarsi menfi reaksiyanin
mimkin olmasina baxmayaraq, eyni zamanda cinsi
torafdas Uglin spesifik mialice metodlari maslahatdir.
Zifeks duo-nu menstruasiya zamani istifade
etmayin; mualice menstruasiyaya gader bitmalidir.
Mualice miiddati: 7 glindan 10 giine gqadardir.

Zifeks duo ile mualice zamani vaginal cinsi alagadan
uzaq olmagq lazimdir, bele ki, cinsi terafdas yoluxmus
ola bilar, rezin  kontraseptivlerin  (masalen,
prezervativieor ve ya diafragmlar) tahlikasizliyi ve
effektivliyi iss pozulmus ola biler.

Olavae tasirlari

Vaginal istifadedan sonra pessari formasinda olan iki
tesiredici maddanin sistem absorbsiyasi asagidir.
Buna baxmayaraq, sistem slave tasirlarin yaranmasi
tam olaragq istisna deyil.

Metronidazol ile slagsli slave tasirlar:

Qan vae limfa sisteminin pozgunluglari

Cox nadir hallarda: leykopeniya, agranulositoz,
neytropeniya, trombositopeniya, pansitopeniya.
Immun sistemin pozgunluglari

Cox nadir hallarda: anafilaktik sok.

Malum deyil: angionevrotik 6dem (Kvinke o6demi),
Ovra.

Psixi pozgunluglar

Malum deyil: husun qarismasi, halllsinasiyalar daxil
olmagla psixi pozgunluglar; depressiya.

Sinir sisteminin pozgunluqlari

Cox nadir hallarda: ensefalopatiya (masalen,
qarisigliq, titratma, bas agrisi, hallisinasiyalar, iflic,
fotofobiya, gb6zin gérma sahasinin ve gb6zin
harakatinin pozulmasi) ve yarimkaskin beyincik
sindromu (masaelan, ataksiya, dizartriya, yerisin
pozulmasi, nistagm va tremor);

Malum deyil: bas agrisi, gicolma, basgicallanms;
yuksak dozalarla ve ya uzunmuddatli mialice zamani
(paresteziya, «qaz derisi») periferik hissi neyropatiya




MO3XKEYKOBbIA ~ CUHOPOM  (Hanpumep,  artakcus,
OM3apTpusi, HapylleHne MNOXOAKW, Huctarm U
Tpemop).

HeunsBecTHo: rorioBHas 6onb, cyaooporu,

rONOBOKPY)XEHUE; MPU NEYEHUM BbLICOKMMU [03aMu
Unu OnUTenbHOM feYeHun (napectesuun, MypaLluku
no Teny) Habnoganvcb YYBCTBUTENbHbIE
nepudpepmyeckne Hemponatum UM nepexoaHble
npucTynbl  anunencun. B GomnbwuHCTBE cny4vaes
HenponaTusa ucyesaeT nocne npekpalleHnsa nevyeHus
UK NOcne yMeHbLUEeHNs 003bl.
Paccmpolicmea 3peHus
HeunsBecTHO: npexoasiue
Takue Kak, QUnmnonus, MMonusi.
XKenydouHo-kuweyHble paccmpolticmea

Pegko: naHkpeatut (obpatMmble crydaum nocrne
npekpawieHnsa nedveHus), 6onb B anuracTpanbHOW
obractu, TOWHOTa, PpBOTa, Auapesd, [10OCCcUT,
CYXOCTb BO PTy, CTOMATUT, METann4Yeckiin nNpmBKkyc
BO pTy, OTCYTCTBUE anneTuTa.

Paccmpoticmea eernnamobunuapHol cucmembl
OueHb pepko: criyyanm OBpaTUMbIX aHOMarbHbIX

HapyleHnsi  3peHus,

bYHKUMOHANbHbLIX ~ MEYEeHOYHbIX Npob, uHorga
XONecTaTUYECKUA renatuT C XKENTYXON.
Paccmpoticmea KoXu U MoOKOXHbIX mKaHel

Pepko: KpanuBHULUa, noKpacHeHue, 3ya,

@HTMOHEBPOTUYECKUI OTEK;

OueHb peako: aHadMNakTUYEeCKU LLOK, THOWHbIE
BbICbINaHUs.

Paccmpoticmea moyesbiOennumeribHolU cucmembl
HeunsBecTHO: KpaCHOBATO-KOPUYHEBBLIA LIBET MOYM,

BbI3BaHHbIM HanMynem BOAOPACTBOPUMbIX
NMUrMEeHTOB, nony4eHHbIX B pesynbtate
MeTabonvMama MeTpoHMaasona.

[1o60oYHbIe aghpekmel, C8513aHHbIE c
KNompuma3osiom:

Paccmpolicmea uMMyHHOU cucmembi

Penko: rMNOTEH3Us, obmopoku, oAablLUKa,

KpanueHuua, 3ya, NpexoasLlas nuxopagka.
XKenydoyHo-KuweyHble paccmpolicmsa
Pepako: xenygoyHo-kuweYvHsle 6onu.
Paccmpoicmea penpodykmueHoU
MOJI04HOU xesesbl
Penko: renutanbHoe
anckoMdopT,  XKeHue,
obracTtu Tasa.

Obuwue HapyweHus
Peako: mecTHoe pasgpakeHue, CyxoCTb Bnaranuiua,
MECTHOE XCKEHWE, NOBbILEHNE TeMNepaTypbl Tena.

cucmewmbl U

wenyweHve, 3yg, OTek,
pasgpaxeHvne, ©6onb B

treatment or with decrease of dosage.

Eye disorders

Not known: transient vision disorders such as diplopia,
myopia.

Gastrointestinal disorders

Rare: pancreatitis (reversible cases with discontinuation
of the treatment), epigastric pain, nausea, vomiting,
diarrhoea, glossitis, xerostomia, stomatitis, metallic
taste, anorexia.

Hepatobiliary disorders

Very rare: cases of reversible abnormal function tests,
cholestatic hepatitis sometimes with jaundice.

Skin and subcutaneous tissue disorders

Rare: urticaria, flushing, pruritus, angioedema

Very rare: anaphylactic shock, pustular rash.

Renal and urinary disorders

Not known: reddish-brown urine caused by the presence
of water-soluble pigments derived from the metabolism
of metronidazole.

Side effects related to clotrimazole

Immune system disorders:

Rare: hypotension, syncope,
pruritus, transient rush.
Gastrointestinal disorders

Rare: gastrointestinal pains.
Reproductive system and breast disorders

Rare: genital peeling, pruritus, oedema, discomfort,
burning, irritation, pelvic pain.

General disorders

Rare: local irritation, vaginal dryness, local burning
sensation, fever.

dyspnoea, urticaria,

vo ya epilepsiyanin kegici tutmalari; muisahide
olunmusdur. ©ksar hallarda neyropatiya mualicanin
dayandirilmasindan ve ya dozanin azaldilmasindan
sonra aradan qalxir.

Gb6rme pozgunluglari

Malum deyil: diplopiya, miopiya kimi kecici gérma
pozgunluglari.

Mede-bagdirsaq pozgunluglari

Nadir hallarda: pankreatit (mdalicani dayandirdigdan
sonra geri gayidan hallar), epigastral nahiyads agri,
urekbulanma, qusma, ishal, glossit, agizda quruluq,
stomatit, agizda metal dadi, istahanin olmamasi.
Hepatobiliar sistemin pozgunluglari

Cox nadir hallarda: garaciyerin geri gayidan
normadan kenar funksional sinaglari, bazan sariliq
ilo xolestatik hepatit.

Deri ve darialti toxumalarin pozgunluqlari

Nadir hallarda: 6vra, qizarti, gasinma, angionevrotik
odem;

Cox nadir hallarda: anafilaktik sok, irinli sepgiler.
Sidikgixarici sistemin pozgunluglari

Malum deyil: metronidazolun metabolizmi naticasinda
alinan, suda hall olan pigmentlerin olmasi hesabina
yaranan qirmizi-gahvayi sidik rengi.
Klotrimazol ile slagsli slave tssirlar:

Immun sistemin pozgunluglari

Nadir  hallarda:  hipotenziya, husun
tenganafaslik, évra, qasinma, kegici titratmsa.
Mede-bagdirsaq pozgunluglari

Nadir hallarda: madea-bagirsaq agrilari.
Cinsiyyat sisteminin ve sid vazilarinin pozgunluglari
Nadir hallarda: genital gabiglanma, gasinma, 6édem,
narahatlig, yanma hissi, qiciglanma, c¢anaq
nahiyasinda agri.

Umumi pozgunluqlar

Nadir hallarda: yerli qiciglanma, vaginal qurulug, yerli
yanma hissi, badan hararatinin ylksalmasi.

itmasi,




MepenosnpoBKa

CuctemHaa abcopbums aToro npenapata nocne
BarnHasnbHOro BBEAEHUSA sBNsieTcA
HEe3Ha4nUTENbHOW, MO3TOMY Clny4Yal BO3HWMKHOBEHMS

nepeno3npoBKM MasioBEpPOSTEH. B crnyvae
CnyyalHoro npornaTtbiBaHusl, MOryT HabntogaTbcest
CUMMNTOMbl  MEpPefo3VpPOBKM, TakMe Kak pBOTa,
aTakcus U nerkas 4e30pueHTUpPoBKa.
Cneuudunyeckoro aHTMgoTa HeT, MoryT ObITb
NMPMMEHEeHbl  CMMMNTOMAaTU4YecKoe  JleyeHue w
BCrioMoraTersibHble Mepbl.

Bbinn 3aperMcTpupoBaHsl crny4am npvema
MeTpoHuaasona (crydanHo wnuv  cynumaanbHble

nonbITK1) B pa3oBon Jo3e o 12 .

®dopma Bbinycka

Mo 7 neccapwmes B MNBX/TI3 wnu MNBX ctpune. 1 nnn
2 cTpuna BMEeCTe C WHCTPYKUMEN MO NMPUMEHEHUIO
NnoMeLLaeTCsl B KAPTOHHYHO YNaKOBKY.

YcnoBus xpaHeHus

XpaHuTb npu Temnepatype He Bbiwe 25°C, B
OpUrMHanNbLHOW yMNakoBKe M B MeCTax, HEOOCTYMHbIX
ans geTen.

CpoK rogHOCTH
3 roga.
He ncnonb3oBaTtb NO NCTEYEHUU CPOKA FOAHOCTM.

YcnoBus oTnycka us anTtek
Mo peuenTy Bpaya.
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Overdose

Systemic absorption of this medicine after vaginal
administration is negligible, therefore it is unlikely that
overdose will occur. In case of accidental ingestion,
symptoms caused by overdose consist of vomiting,
ataxia and slight disorientation.

There is no specific antidote; symptomatic therapy and
supportive measures can be applied.

Cases of ingestion (accidental or in suicidal attempts) of
single doses of up to 12g metronidazole were reported.

Presentation

7 pessaries in PVC/PE or PVC strip. 1 or 2 strips with
the instruction for use are placed in cardboard packing.

Storage conditions
Store at temperatures below 25°C, in the original
package and out of the reach and sight of children.

Shelf life
3 years.

Do not use after the expiry date.

Pharmacy purchasing terms

On prescription.

Manufacturer
Antibiotice SA

1, Valea Lupului, 707410 lasi, Romania, EU

A

A

Official distributor in Azerbaijan
«TETRADA» LTD.

AZ1102; 14; 20th January street, Baku,
Azerbaijan

Tel.: (+994 12) 431-59-24, 431-05-41
Fax: (+994 12) 430-80-51

E-mail: info@tetrada-az.com
www.tetrada-az.com

Doza haddinin asiimasi

Vaginal istifadeden sonra preparatin  sistem
absorbsiyasi shamiyyastli olmadigina goérs, doza
haddinin asilmasi hallarinin yaranma ehtimal azdir.
Tesadufi udulma hallarinda qusma, ataksiya ve
yungul dezorientasiya kimi doza haddinin agilmasi
simptomlari misahida oluna bilar.

Xususi antidotu yoxdur; simptomatik mualice ve
kémakgi ehtiyat tedbirlari tetbiq oluna bilar.
Metronidazolun birdefelik 12 q dozaya geder gabul
edilmasi hallan (tesadifi ve ya suisidal magsadls)
geyde alinmisdir.

Buraxilig formasi
7 pessari PVX/PE va ya PVX stripda. 1 ve ya 2 strip
iclik varaga ila birlikde karton qutuya gablasdirilir.

Saxlanma gaoraiti
25°C-dan yuxari olmayan temperaturda, orijinal
gablasdirmada ve usaglarin ali c¢atmayan yerds
saxlamaq lazimdir.

Yararliliq miiddati

3il.

Yararlilig muddsti bitdikden sonra istifade etmak
olmaz.

Aptekdan buraxilma sorti
Resept ssasinda buraxilir.

istehsalgi
Antibiotice SA )
1, Valea Lupului, 707410 lasi, Ruminiya, AB

Azarbaycanda rasmi distribyutor
«TETRADA» MMC - dir.

AZ1102, 20Yanvar kigasi, 14; Baki,
Azarbaycan

Tel.:(+994 12) 431-59-24, 431-05-41
Faks: (+994 12) 430-80-51

E-mail: info@tetrada-az.com
www.tetrada-az.com
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