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KPATKA XAPAKTEPHCTHKA HA IIPOIYKTA 77 7ok

1. THLProBcKo HMe HA JeKAPCTBEHHS MPOIYKT
MYCOMAX® 150

2., KauecrBeH H KOJHYECTBECH CHCTAB
JlexapcTBEeHO BEMECTRO:
Mycomax 150: Fluconazole 150 mg B 1 xancyna

3. JlekapcTBeHa dpopMa

Kancynmu _
BvHwen eu0: TRBPIU HENPO3PAYHH KETATHHOBH KAIICYIM ChC CHHLO-3CJICHA TOPHA YacT U
Osnma ponHa Jact ¢ YepeH Haanuc “MYCO 1507, ceappxainy noduTH 0411 0 XXbJITEHUKaB Ipax

4. KIMHHYHH AaAHHH
4.1. Illoxazauun

OcTpH H peKypeHTHH BarHHAJHH KaHAMOO3U, KOTaTo CHCTEMHO JIEYECHHE CE€ CMATa 3a
MOAXOAALIO.

['bOuunn mHPEKIMH Ha KoXKaTa, OpUYHHEHH OT tinea corporis/crurls UNM OT ApPYTH
NepMaTOQHUTH, HICHTHQHOMpAHH 4Ype3 [HPEKTHO MHKPOCKOINCKO HM3CICNBAaHE M/HIM
IIOJIOKHTEITHA IIOCABKA B KOIaTO CHCTEMHOTO JISUeHHE ¢ CMATA 34 MOIXO0ISIII0.

Kanaumo3n Ha nmurasurmure. Te MoraT jAa 3acerHar ycTHaTa KyXHHA H (papuHKCa
(opodapuHreanny HHQEKIMH), XPAHONPOBOJA, JHMIABHIMTE H KOXKaTa, M HEHHBa3WBHH
OpOHXOINMyIMOHAPHA KaHANA03a H KaHAUAYPHA IIPH HMYHOKOMITIPOMETHPAHH ALIUCHTH.

Fluconazole Moxe fja ce IpHIara KaTo MoAgbp)Kama Tepanus npu nanrerTd cbe CITUH
3a IPEBEHITHA Ha MTOBTOPHH KPHNTOKOKOBH HHCKIIHM, |

HeobxomuMo € ma ce cneasa OPHIMATIHOTO PBKOBOJICTBO 3a 0Jo0peHa ymoTpeGa Ha
fluconazole. Ilpu zema He MoOXe Aa ce NpWIara NpH BCHYKH HHIAMKAMH — 33 ACTalIHA
nHpopmanus BIK T. 4.2. JIo3UpoBKa X METOJ Ha NMPUIOKECHUE,

4.2. 103HpOBKA H METOX Ha IIPHJIOJKEHHE
Nuesnara no3a ot fluconazole 3aBMCH OT BHIA M TEXKECTTa HA MUKOTHYHATA UH(PEKIIMSI.
AKO XapaKTepbT Ha HH(EKIMATA Hallara IOBTAPSHE HA JO3UPOBKATA, TO JICYEHHETO TPsOBa Ja
NPOIEIKH K0KATO KIIMHHYHUTE apaMeTpH H PE3yATATUTE OT J1abopaTOpHUTE H3CIe
3a00/IBaHETO MOKAXAT OTCHCTBHEe Ha HMHGpekuud. I[IpexaeBpeMeHHOTO Ipe '

FIEYEHHETO MOXKE Ja JOBEJE 0 IIOBTapAHE Ha HHPEKIMITA. /




B 3aBHCHMOCT OT TEXECTTa Ha 3a00JABaHETO M KJIMHAYHOTO CHCTOSHUE Ha IALMEHTa,
MOXE 12 € HEOOXOAUMO HHTPaBEHO3HO NpHIoxkeHHe. Ipy mpeMuHaBaHeTO OT HHTPABEHO3HO
KBEM IIEPOPAITHO ITPUIIOKEHUE NHEBHATA 032 He TPAOBA Ja ce MPOMEHSL.

Bs3pacTHH

- Barunanna kaHaunosa: 150 mg exuHIdHa 1034, |

- Tinea corporis-cruris: S0 mg BeAHBXK nHEBHO WK 150 mg BeIHEBK CCAMUYHO 32 IIEPHOL
OT 2-4 ceMUIIH. | |

EduxacHocTTa Ha Ta3u 4034 HE € YCTRHOBEHA IPH JIeTIa.

- Kanaunosa Ha MTUTaBHIUTE:

OpodapuHreanta Kanauao3a: obMdanHaTa THEBHA 1034 e 50 mg 3a nepuos ot 7 — 14 1um.
[IpoABKATENHOCTTA Ha JICYCHHETO 3aBUCH OT KIIHHUYHHAS OTTOBOP.

Esodareanna, KO)XHO-TUraBHYHa, HEHHBa3UBHA OPOHXOIY/IMOHApHA KaHIHI033 H
xagauaypwst: O6uyaiinara 1o3a € 50 mg AHEBHO B NpoABIDKEHUE HA 14 — 30 nHM.

[TIpy TexKM ciryqan H ocobeHO NpU MOBTOPHA HHEKIHA 103aTa MOXKE J1a CE TIOBHUINH 0
100 mg.

3a mpoHIaKTHKA Ha TOBTOPHO 'pa.aBHme Ha Kpﬁmomxon MEHHHTHT IIPH MAITUCHTH CBC
CIIHH, fluconazole Mo>xe Aa ce mpunara B AuesHa J03a 100-200 mg. IIpoABIKUTENTHOCTTA HA
noaabpKamara Tepanusa npu nauuesTd ¢b¢ CITMH TpaOsa BHEMATENHO Ja ce IPEUCHH U 2
Gbjie OnpaBaaHa, MOopaay MOBHUINEHHA PUCK OT pa3BHATHE Ha PE3MCTEHTHOCT KbM fluconazole.

IIpnaoxkeHue B AeTCKa Bb3pacT

Vrorpebara Ha KalCyJIH IpH Jelia N0-MalkH OT 5-6 TOAWHHA, KOUTO HE MOrart /ia IpuemMar
JIEKAapCTBEHH MPOJYKTH [I€pOPATHO, € HABIHO Henoxxoasama. Kakxro npu mono6Hm
vH}EKIMH IPH BB3PAcTHH, IIPOIB/DKATEHOCTTA Ha JICUCHACTO 3aBHCH OT KIHHHYHAS U
naboparopen otroeop. 1pu nena MaKCHMaTHATa HEBHa 11032 0T 400 mg He TpaAbdBa na Obae
npesrnasada. Fluconazole Tpsa0Ba fa ce npmiara KaTo eJHHAYHA 1032 €XXCIHEBHO.

Fluconazole He e npeaHa3HaveH 3a NPHIOKEHHE IIPH Jiela ¥ IoHOIM A0 16 roauny, ¢
M3KIIOYCHAE Ha CIIydauTe, KOTaTo HAMa Apyra alITepHaTHBa, KaTO €(PUKACHOCTTA U
e30IaCHOCTTA IIPH TA3H Bh3PacToBa IPyIIa He ca 3a0BOJIMTENHO J0KA3aHH.

IIpunoxkenne NpH NAUNCHTH B HANPEAHAJIA BH3PACT |

ITpn nammenTy, ipu xouto OLOpeyHaTa @YHKuHﬂ HE € YBpeAeHa, Ce U3I10/I3Ba O0HYaiHaTa
no3mpoBKa. Jl03MpOBKara IpH MAlHEHTH C yBpeacHa OwOpedna ¢GyHKOHS (KpeaTHHHHOB
kIHpHHC < S0 ml/min) e mocoyeHa Mo-HaZOIy. |

IManuenTH (BH3PaCTHH H Jena) ¢ yBpeaena 6u6peyna GyHKmus

Fluconazole ce u31p4Ba INIABHO C YPHHATA'B HEMPOMEHEH BHA. 1IpH €IHOKpPATCH IIPHEM HE
e neobxomumo Ha ce mpHcrmocobsea mosara. [lanuenTH ¢ yBpeneHa OnOpeuHa QYHKIVSA

[OJy4aBaT THPBOHAYANIHO HACHINAMIA 103a 0T '50-400 mg; crex ToBa TpsOBa 1a

naaeHaTa Tabamna:



Kpearununos xpbHC (ml/min) [TpoieHT OT IpenoprYBaHaTa 034
> 50 ~ 100 %

11 — 50 (6e3 nuanusa) | 50 %

PenoBHa nuanusa 100% cnen Bcaka quanusa

Hauun na npunoowcenue
Karncymure ca IpeHa3HAYEHH 32 HEPOPATHO IPUIOKEHHE. TpabBa na ce moraemAaT UETH,
HE3aCUCHMO OT NIpHEMA Ha XpaHa. |

4.3. IIpoTnBONOKA3AHNA
JlekapcTBeHHAT TPOAYKT € IMPOTHBOMOKa3aH IIpH ManHeHTH ¢ YCTaHOBEHA

cBpBXUyBcTHTENIHOCT KkbM fluconazole, Apyrd a3oNOBH NPOM3BOJAHH WM KbM HSAKOE OT
IOMOIIHATE BEIIECTBA.

Fluconazole He TpsgOBa Aa ce mpHUiiara €AHOBPEMEHHO ¢ JPYTH JEKapCTBEHH NPOAYKTH, 32
KOMTO € M3BECTHO, 9€ eJHOBpeMeHHO yapmkasaT QT-uHTepBana M ce METabONM3HpAT 4pes
CYP3A4 KaTo LMCAIPHJ, acTEMH30J, Tep(eHaanH, MHMO3UA ¥ XHHUIHH (BHX CBINO T. 4.5.

JlekapcTBEHH U JPYTH B3aUMOACHCTBHA).

4.4. Cnenuaj Y IPOTHBONOKAZAHHA H CHENHATHA NPEAVIIPEK/ICHHSA NIPH ynoTpeda

Texxa 4epHOXPOOHA TOKCHYHOCT, BKIIOYHTEIHO CMBPT, €a HaOMIOAaBaHH B PEIKHM
CHy4a, I'JIaBHO IIpH MNALMECHTH C TEXKO OCHOBHO 3a6onsBare. He e HabmoOgaBaHa OYeBHIHA
BpB3KA MEXJAY XEMaTOTOKCHYHOCTTa W of0mara [OHEBHA 032 Ha fluconazole,
[IPOJBIDKHTEIHOCTTA Ha JEYCHHUETO, NOJa MITH Bb3pacTra Ha nanuenTta. [lanmueHTH, KOHTO
pa3BHBAaT aGHOPMAIHU CTOMHOCTH Ha YEPHOAPOOHHUTE TECTOBE WM 3HAYMTENHO IIOBHIIABAHE
Ha M3XOJHHTe aGHOPMAIIHH CTOMHOCTH IO BpPeME Ha JISYCHHETO TPsAOBa Ja ce Ha0moaaBat
BHMMAaTeIHO. TpabBa Aa ce MpelcHH ChOTHOIIEHAETO MEXTY II0JI3aTa OT JICUCHUCTO U PUCKa
OT Pa3BUTHETO HA CEPHO3HM YBPEKIAHUA Ha YEPHHA npo0, aKo JIeYeHHETO e MPOABIDKH IIpH
NAlMeHTH, UMUTO CTOMHOCTM Ha YCPHOAPOOHHTE C€H3MMH CC€ YBEJIH4YABaT II0 BpEME HA
Tepanuqara ¢ fluconazole. Ilpy MHO3IMHCTBOTO OT CIy4auTe yepHOApoOHaTa TOKCHYHOCT €
oOpaTHMa IpH NMpeKpaTIBaHe Ha JICYCHUETO.

VioTpeGara Ha HAKOHM Q3004 € CBBp3aHA ¢ yABDKaBaHe Ha (Q1-MHTEpBasa. B peaxu
cnydan ¢ Habmonasado torsades de pointes/mpeaCHEPIHO MBXKICHE IO BpEME Ha JICICHHETO C
fluconazole. Bripeku, e Bph3kata Mexay flutonazole H yapikaBaneTo Ha QT-nuTepBana He

e dopmanHo mokaszaHna, fluconazole Tpsabsa fa ce IpHIara BHHMATEIHO IpH MAIUCHTH C

HOTEHIMATHY IPO-apUTMHYHH CHCTOSHUA KATO:
e Bponeno uau gokxasano npuaoOuTo Q1 yABIDKEHHE

o Kapmuomuonarus, ocoOEHO KOraTo ¢ HaJIMIE ChpACHHA HEIOCTATD ]
|
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e Cunycosa 6pagukapaus

¢ CrpUlecTBYBAIa CUMIITOMATHIHA APHTMHAS

e CHIBTCTBAIIO JEYeHHE ¢ JEKAPCTBEHH NMPOXYKTH, KOMTO HE C€ METa0OIU3HpaT upes
CYP3A4, HO e u3BecTHO, Ue yabmpkaBar QT HHTepBaJIa (BIK cpiio T. 4.5. JlekapCTBEHH 1
NPYTH B3aUMOIECHCTBYA).

EnekTpoMMTHH HapyLICHHA KaTo XUIMOKATHEMHS, XAMOMATHE3UEMHSI M XUIIOKATIEMHAS
TpsGBa fa GBIaT OBNANMHM Ipead HagaloTo Ha neyenHueto ¢ fluconazole.

VcTaHOBEHO €, ue XanogaHTpHH ymn}naﬁé QTc B npenopryBanaTa TepaleBTHYHA 1032 H
e cyoctpar Ha CYP3A4. EnHOoBpeMEHHOTO NIPHIIOKEHHE HA ﬂucogazole H XajohaHTpUH HE Ce
PernopHuBa. |

[TamueHTHTE PAIKO pa3BUBaT €KCHOMTHATHBHH KOXKHYU peaKiiH, KaTo CHHIPOM Ha Stevens-
Johnson W TOKCHYHA emMAEpManHa HEKponM3a, 1Mo BpeMe Ha Jeuenuero ¢ fluconazole.
[Tammenture ¢be CITHH ca npeapa3nonoxeHy B NO-roIAMa CTENCH KbM Pa3sBHTHETO Ha TCKKH
KOKHH DPEeaKIHH CIPIMO MHOTO JIEKapCTBEHHM NPOAYKTH. AKO INpPH IAMCHTH, JCKYBaHH OT
MOBBLPXHOCTHH M'EOMMHY MHG(EKIHH, ce IOSBU OOPHB, KOHTO MOXE Na ce CUMTa 3a CBBP3aH C
npuema Ha fluconazole, mo-HaTaThINHATA TEPANMA C TO3H JICKAPCTBEH NPOAYKT TpsaOBa na
6bIe npeKpaTeHa. AKO NpH NAlUeHTH ¢ HHBA3MBHA/CHCTEMHA IPOHYHA HE(eKIus ce NOABAT
obpuBH, T TpsOBa Aa ce HabmomaBaT BHUMAaTEHO K IPHEMa Ha fluconazole na ce IpeKbCHE,
aKo ce pasBHAT 6yNo3HU ne3ud WiH erythema multiforme.

AHaMIAKTHYHE peaknuu ¢a HaOaiofaBaHH B PEAKH CITydad (Bmx 4.8. Hexemanu
JIEKApCTBEHHU PEaKLHH).

[TalHeHTH ¢ PEAKH HACIEACTBEHH NPOOJCMHE Ha rajakTo3Ha Henonommocr Jlanmasacka
IAKTA3HA HEJOCTATHYHOCT WIH TIOKO30-TalakTo3Ha Manabcopbuus He TpAOBa Ja H3MON3BaT
TO3H JICKApCTBEH ITPOAYKT.

Jlo3aTra HA fluconazole Tps6Ba Ja 6bc HaMaleHa KOraTo KpeaTHHWHOBHS KIMPBHC € TIOA
50 ml/min (Brx 1.4.2. JIO3UPOBKA H METOA 3a IPUIIOKEHHE).

B ciyuaii, Y€ € IOKa3aHO IIPOABIDKHUTENHO JIEUCHUE TIPH JKECHU B PEIPOAYKTUBHA BB3pAcT,
TpsOBa ja ce oOCHAAT MOJXOIANIM METOIH 34 Koﬂmauenunﬂ"l(anm T. 4.6 bpeMeHHOCT H

KBpMEHE).

4.5. JlekapcTBE€HH U APDYIH B3aMMOICHCTBHA
Brusuue Ha fluconazole Bppxy Merabonu3Ma Ha JPYTH ICKapCTBEHHU POAYKTH

Fluconazole ¢ cwieH muxuGurop Ha 2C9 m3oensuMa Ha mutoxpom P450 (CYP) u ciab
uaxubutop Ha CYP3A4. OcBeH mnpeiacTaBeHWTe MNO-I0JY, 'i YCTAHOBEHH M JOKa3aHH

B3aUMOJICICTBAA IpHM CIHOBpPEMEHHA ymoTpeOda, ﬂuconazole e OTTOBOpDEH 3a PUCKA OT




sauMarenHo. uxubupamoto Aeficteue Ha fluconazole BEpXy eH3UMHTE MOXE Ja MPOIBIDKH
4-5 U cied TpeKpaTaBaHE Ha HEroBUsA INpHEM MOpagd ABITHA MY CIHMHHAIHOHCH
IOJTY>KUBOT. |

Crednume xombunayuu ca npamueonoxa_?dnu:

Iucanpun (CYP3A4 cyberpar): noxﬂa,uh;aﬂn ca KapJHOJOTHIHH CJIydad, BKIIOYHTEIHO
torsades de pointes 1pu IAUACHTH npnemaiuﬁ fluconazole e€nHOBpPEMEHHO ¢ LHCAIPH.
EnnospemenHoTo neuernue ¢ fluconazole u uucanpu € npoOTHBOMOKA3aHO.

Tepdenagun (¢ mo3u ot 400 mg fluconazole mm no-sucoxu, CYP3A4 cyoerpar): 1lopanu
[0SBaTa HA TEKKH CHpPACUHH AUCPHTMHM, BCIEICTBHEE YAbDKaBaHeTo HA QTc¢ HHTEpBalia mpu
[NAIMEHTH Ha JIE4CHHE CAHOBPEMEHHO C a30JI0BM IPOAYKTH M TepheHaIWH, ca MpOBEACHH
H3cneBaHAS Ha B3aumopeiicTsHero. ExnHo mpoyusane ¢ 200 mg fluconazole nuesHO He e
nokasano yxbskapase Ha QTc uurepsana. [lpyro npoyusane ¢ 400 mg u 800 mg fluconazole
nHeBHO e mokazano, 4e 400 mg wimm noeede fluconazole nHEBHO 3HAYHMTEIIHO ITOBHIIABA
Ia3MEHOTO HHMBO Ha TepdeHaguWH, axKo JBaTa JE€KapCTBEHH MPOAYKTa C€ IIPHEMAT
eqHOBpeMeHHO. EnHoBpeMenHoTo negenue ¢ Tephenamns u fluconazole B no3u ot 400 mg u
IoBeYe € IPOTHBOMIOKa3aHO. AKo nosara Ha fluconazole e mo-uucka ot 400 mg, manuenra
TpsiGBa 1a ce HabJIIOaBa BHHMATEITHO. B

Actemuson (CYP3A4 cybcrpar): IIpeno3upanero Ha aCTeMH30J1 BOJH J0 YAB/DKaBaHE Ha
QT uHTepBala H TEXKAa BEHTPUKYIapHA apHTMUS, IPEACEPAHO MBXKACHE H ChPICYEH apecT.
EnnospeMenHoro nedeHne ¢ fluconazole m acreMu3on € MNPOTHBOMOKA3aHO MOpaad
BB3MOXKHOCTTA 33 TEXKH, TOpH (paTaHH eGeKTH BbPXY ChPIIETO.

JTexapcmsenu npodyxmu, noséruseawu memaborusma na fluconazole:

Xupapoxnopraasun: IIpy ¢dpapMaKOKMHETHYHO H3CIECIBAHE HA B3aUMOJCHICTBUETO IIPH
3/paBH JOGPOBOIIH, KOUTO ca NoJydaBamy efiHoBpemeHHo fluconazole m MHOrokpaTHH A03H
XHOPOXIOPTHA3N, IIasMeHuTe KoHueHTpanuu Ha fluconazole ca ce nosuummu ¢ 40%. Tosa
BIHAHNE He TpAOBa Ja € NpU4MHA 3a IIpOMIHA Ha JO3HMPOBKAaTA ma fluconazole IpU [HALUUCHTH,
KOWTO €JHOBPEMEHHO IDHEMAT M [MYPETHLH, BBIPEKH TOBa JEKaparT Tpabsa fda Obne
OIATENEH. |

Pupammurmr  (CYP450 wumayktop): EnHoBpemennmar npueM Ha fluconazole w
pubamnuuuH Bomu 1m0 25%-Ho Hamanenme Ha AUC u 20% mo-KpaTkK IONYXHBOT Ha
fluconazole. TpabBa ma ce oOCHAM IOBMINABaHe HA [03aTa NPH NALMCHTH MPHCMAIIH
€ JHOBPEMEHHO pU(PaMITHIIHH.

Andenrannn (CYP3A4 cybeTpar): ExnospeMenHOTo npuiarane Ha fluconazole 400 mg u
anbenrannn 20 pg/kg WHTPABEHO3HO HA '3apaBH AOOPOBONNM MOBHIIABA AUCjp Ha

andeHTaHW NpUOJM3HTENHO 2 MBTH M HaMmaliBa KIMPBHCA [0 55%, BepoATHO Upe3

afanTHpade Ha J03aTa.




AmutpuntunuH: Hakonko chOOIEHHS e;a HEXKECTAHU JICKAPCTBEHU pPEaKIUH OIIHCBAT
CIyyad HAa MOBHIICHH KOHIICHTPAIlMH Ha _a:MI'ITpHHTH.T[HH M MpU3HALM HA TPHIHKIAYHA
TOKCHYHOCT KOraro aMUTpHMIOTHIMH € IpHiaraH B koMmOuHamus ¢ fluconazole.
EMHOBPEMEHHOTO IPHIIOKEHUE Ha fluconazole u HOPTPHIITHINH, aKTHBHHAT MeTaGoNuT Ha
aAMHTPHIITHAHH, BOOH J0 MOBHIICHY HUBA HAa HOPTPHUNTHIHH, ITopaay pHcKa OT TOKCHYHOCT
Ha aMUTPHITHIHUH, TpAOBa Ja ce 06CHIH MOHMTOpHUpaHE€ Ha HUBATa HAa aMUTPUITHIIVH H
aJaNTHpaHe Ha JO3UPOBKATa, aKO TOBA & HEOOXO0IMMO.

Autuxoaryiaantd (CYP2C9 cybGerpatn): IIpu chbobTCTBam mpueM Ha fluconazole mo
BpeMe Ha JICUEHHETO ¢ BapdapuH e Ha6TIOAABAHO yIb/KaBaHE Ha MPOTPOMOWHOBOTO BpeEME
NpuOIM3NTENHO ABYKparHO. ToBa BEPOATHO C€ ABJDKU Ha MHXUOHpaHe HA merabosusMa Ha
Bapdapun upez CYP2C9. IlporpomOrHOBOTO BpeMe TpsaOBa BHHUMATEIHO Ja OBIe cieeHo
IpH MarfHeHTH, JIEKYBaIll} ¢€ ¢ KYMapHHOBU NPOU3BOIHH.

benzomnazennuu (CYP3A4 cyOGcTpar): EqioBpeMeHHOTO NpUIOKEHHE HA 103a oT 400 mg
fluconazole u munazonam 7,5 mg, nepopaiHo, nosuiasa AUC U BpeMeTo Ha MOTyXUBOT Ha
MHJa30aM c¢boTBeTHO 3,7 H 2,2 mbtH. 100 'mg fluconazole nHeBHO mIpuIaraH nepopaiHo
eanoBpeMenHO ¢ 0,25 mg thuasonam nopumasa AUC U BpeMeTO Ha IIOJTYKHUBOT Ha THa30JIaM,
ceotBeTHo 2,5 W 1,8 metn. IloTeHmmpamu u yab/DKaBalDH- €PEeKTH Ha THA30NaM ca
HaOJlloJaBauy NP €THOBPEMEHHO Npunoxkenue ¢ fluconazole. Ako € HeobxoauMo narueHTa
Ja Ce JIEKyBa EHHOBPEMEHHO C O€H301HMAa3elVH n fluconazole, Tps6Ba ma ce oGCHAM
HaMajABaHe Ha fo3ara Ha OcH3oAWaselHH M NanHeHTHT TpaOBa na Obne HabmonaBaH
BHUMATEIHO.

Kanuuesn antaronuuctié (CYP3A4 cyOcrpatn): HIKOoHM DUXWIPONUPHANHOBH KaIIIUEBH
AHTANOHUCTH, BKIOYHTEIHO HHPEIAHIHMH, H3PAAHNUH, HHUKApAUIHH, aMmIOJUIIHH U
denogunua ce Metabommsupar dpe3 CYP3A4. JluTtepaTypHM IDaHHH TOKa3BaT 3HAYHTCIIEH
nepudepeH OTOX /WM IOBHIICHH CEPYMHH KOHIIEHTPALMH HA KAJI(MEBHs AHTATOHHCT IIPH
eTHOBpEMEHHA YIOTpeba Ha HMTPAKOHA30N M (PeIOAHNHH, W3PAIUNHUH KM HUGbEITHINH.
BaauMoeliCTBAS MOTAT /a2 BB3HUKHAT chio ¢ fluconazole.

Ienexokcub (CYP2C9 cyberpar): [Ipu X TMHHYHO IpOy4YBaHE €THOBPEMEHHOTO JICYCHHE
¢ fluconazole 200 mg aueBHO M nenexkokcHO 200 mg Boau oo yBenmu4yaBaHe a0 68% u 134%,
croTBeTHO, Ha Cmax # AUC Ha nenexkokcu®. CMmaTa ce, 4e€ B3aUMOJEHCTBUETO C€ ABJDKH Ha
uEXHOHpaHeTo oT muToxpoM P450 2C9 mHa merabonusma Ha menexkoxcu6. IIpenoprusa ce
HaMaNsABaHe Ha IMOJIOBHMHA Ha J03aTa Ha LENEKOKCHO IPH MAlMeHTH, NeKYBaHH €JHOBPEMEHHO

¢ fluconazole.
Huxnocmopuun (CYP3A4 cybGerpar): | KnuHpyHO 3HAYMMH  B3aUMOJACHCTBHSA C

MUKITOCIIOPUH ca Habmonapaud upd no03d Ha fluconazole ;200 mg mu mosede. llpu

(apMaKOKMHETHIHO MIPOYYBAHE NPH NAlMEHTH ¢ OBOpeUHa TpaHCIUIaHTAUUS, NP




IpociefsBaT IIa3MEHHTe KOHIECHTpaUMd Ha IMKIOCIOPHH IPH MNAllMEHTH HA JICYEHHC C
fluconazole. | '

Nupanosun: EqHOBpeMEHHOTO MPUIIOKCHUE HAa JUIaHO3HH u fluconazole w3rnexna, ue e
GezonacHo U mMa cnab edekTt BHpXy papMakOKHHETHKATa ¥ €QHKaCHOCTTA Ha JHMJaHO3HH.
HezaBHCHMO OT TOBa, HEOOXomuMO € Ja ce HabmoaaBa otrosopa Ha fluconazole. Moxe aa ¢
6IaronpHATHO Ia ce paslpelend BB BpeMmeTo mpHema Ha fluconazole mpepm mpuema Ha
OHIAHO3HH, -

Xanodantpua (CYP3A4 cyGerpar): JlekapcTBeHHTE MNPOXYKTH, KOHTO HHXHOHpar
CYP3A4 BoasT 10 nExE6Hpane Ha MeTaboIM3Ma Ha XanodhanTpHH.

HMG-CoA penykrasan uuxuGuropu (CYP2C9 umun CYP3A4 cyGcrpath): PHCKBT OT
MuONaTHs HapacTBa xoraro fluconazole ce npunara eqaospeMenHo ¢ HMG-CoA penyKra3Hu
HHXHOHTOPH, KOUTO c€ META0OJIU3HPAT OT CYP3A4 kaTo aTopBacTaTHH U CHMBACTaTHH, HIIH
gpez CYP2C9 kato ¢urysacratun. Jlo 200% HapacTBaHe Ha IUIOUITA IIOX KpHBATa (AUC) nHa
(IIyBaCTATHH MOXeE [a C€ IOSBH, KaTO Pe3yaraT OT B3aHMOJCHCTBHETO MEXIY fluconazole u
bnypactatun. HeoGxomuMo ¢ BHHMAaHHe, aKO Ce CUWTa, 4e TpibBa fAa Ce MPATOXAT
enuospeMenHo flucozanole u HMG-CoA penyxkTa3sHH HHXUOHTODH. KoMOnHamuaTa MOXKe 1a
M3NCKBa HamansgBaHe Ha jo3zara Ha HMG-CoA pextyKTasHHTe uuxubuTopHu. llanuMeHTHTE
TpsaOBa Ja 6baaT HabmonaBaHy 3a NPH3HAIM K CHMIITOMH HA MAOTIATY HIIH pabIoMHUOH3a H
HuBaTa Ha kpearnHuH kpHazara (CK) ma ce crenmdr. HMG-CoA Tepanuara TpaOBa ga Onae
npekpareHa, ako HuBara Ha CK IOKA3BaT 3HAUWTEIHO IOBHUIIABAHEC WJIH MHOIIOTHS HIIM
pabIOMHOJIH3A Ce JUarHOCTHIMPA HH T0I03HPa. -

Jiocapran (CYP2C9 cy6erpar): Fluconazole unxubupa npesphIIaHeTO Ha JocCapTaH B
Herosus akTuBeH MeTaboyut (E-3174), KOHTO € OTFOBOPEH 32 rojisiMa YacT OT aHTHOTEH3HH Il
pELENTOPHUS AHTarOHU3EBM, KOUTO CC HaOJI0AaBa [IPH JIEYEHHE C JJocapTaH. ENHOBPEMEHHOTO
nteuenne ¢ fluconazole MoXe Ia JOBeAe OO TOBHINEHHM KOHIEHTpAlUH Ha JOCapTaH M
IOHHXKEHY KOHIICHTPAUWH Ha akTHBHHA MeTabonut. llpenmoppyuBa ¢€ MaUMCHTHTS IpHEMAIIH
Ta3K KOMOMHAIMA 2 ce HabJIoAaBaT 3a IOCTOAHEH KOHTPOJI Ha XUIEPTOHHATA UM.

Ilepopannu konTpanenTusH: J[Be (apMaKOKMHCTHYHH NPOYYBAaHUA Ca IIPOBEACHH C
KOMOMHHpAHH IIEpOpaIHM KOHTpalElITHBH u MHOrokpatHu mosu fluconazole. 50 mg
fluconazole He BIMSAAT HA XOPMOHAIHHTEe KOoHTpauenTHBM, HO 200 mg JHEBHO ITOBHINABAT
AUC Ha etuHmiIecTpaguon H nepoHoprectpen a0 40% u 24%, pecneKTHBHO. Eto 3amio €
MAJIKO BEPOSATHO, Y€ MHOTOKPAaTHO npﬁnaraﬂe i1a fluconazole B Te34 A03M MMa BIUAHAE BBPXY
AeiiCTBHETO HA KOMOMHHPAHUTE IIEPOPATHA KOHTPALICIITHBH. !

®dennronn (CYP2C9 cyGerpar): [Ipunaranero Ha 200 mg fluconazole €AHOBPEMEHHO C
250 mg deruToun HATpaBeHo3Ho mosumasa AUC Ha denutonn z10 75% 1 Cmax of 128%.

1a ce H30ersaT TOCKMYHH KOHIICHTPAIIHH.




[Ipenuuzon (CYP3A4 cyberpar): Koraro ce mpekbCHE TPUMECEUYCH KYpC Ha JIEYICHHE C
fluconazole, manueHTHUTE Ciex YeHOApOOHa TpacIUIaHTAllHA NPEKUBABAT aJpCHAHA KpH3a
(6onect Ha Agmmcon). [IpexncBaneTo Ha mpuema Ha fluconazole BepoATHO mpexU3BHKBA
nopumapane Ha akTHBHOCTTa Ha CYP3A4, Bozmemo 10 yCkopsABaHEe Ha pasTpaxAaHeTo Ha
npeaHu3oH. IlaumeHTHTE, NPHEMAINH nponﬁnmmenm BpeMe fluconazole ¥ mnpenHHU30H
TpsaOBa Ja Opmar HaOMOnaBaHH BHHUMATETHO 33 MPU3HAY Ha ANpPEHANHA HENOCTATHYHOCT
cre mpekacBaHe Ha nedennero ¢ fluconazole. '

Pudabyturs (CYP3A4 cy6erpar): Hma cpobmeHus 3a B3aUMOJEHCTBHC IIPH
eIHOBpEMEHHO TipwiokeHHe Ha fluconazole u pﬁcbaﬁymn, BOJEIIO A0 IOBHUINCHH CEPYMHH
uupa Ha pudabyrun. HaGmogaBaH € yBeHT INpH IANHEHTH, JEKYBaHH €JIHOBPCMCHHO C
fluconazole u pudabyrrn. IlanmpeHTH, KOHTO INpHEMaT €JHOBPEMEHHO pPHOAOyTHH H

fluconazole Tpsab6Ba na 6pHaT HabmMonAaBaHH BHUMATENHO. |

Cyndouunypes (CYP2C9 cyberpar). JlokasaHo e, de fluconazole yIbJKaBa IUTA3MCHHS
[ONYXXABOT HA €JHOBPEMEHHO IpHJIaraHara cyadoHumypes (XIOpIponoMu/, TTHOCHKIAMUL,
FIMOM3HI ¥ TONOyTaM|n) mpH 3apasd qobposomiu. Fluconazole u mepopaiiHi nepuBaT# Ha
cynhOHMITypes MOTAT Jja e MpHIaraT efHOBPEMEHHO Ipd nuabeTHuy, HO TpAOBa Ja ce HMa
pe/IBU, BE3MOXHOCTTA OT Pa3BHTHE HA XUIIOTIIMKEMUs H KPPBHHTC HHBA Ha IIIOKO3aTa Ja Ce
CIIEAST BHUMATEIHO. “

TaxponuM m cupomumyc (CYP3A4): ExHOBpeMEHHOTO npwioxkenne Ha fluconazole u
rakponuM 0,15 mg/kg b.i.d. nosumasa Cmax'1,4 oeTd # 3,1 IBTH NpH 103K HA fluconazole
ceotBeTHO 100 mg m 200 mg. brOpedna TOKCHYHOCT € HaGojapaHa NpH TAINHEHTH,
ONy4aBald €NHOBpeMeHHO TakpomuM K fluconazole. Bbmpexm, 4e He ca NpOBEKAAHH
npoyuBaHus Ha B3auMoelcTBrueTo Ha fluconazole u cuponumyc, MoXxe 1a c€ 04aKBa nogoOHo
B3aMMHO BIUSHHE KaKTO NpH TakpoiuM. llpH ManueHTH, KOHUTO IPHEMAT CIHOBPEMCHHO
TakpoJuM Wi cupormMyc i fluconazole TpaOBa BHUMATEIHO J1a ce MOHHTODHPAT IJIA3MEHHUTE
HHBA U TOKCHYHOCTTA HA TAKPOIHUM/CHPOIIHMYC.

Teodumun: IIpuema Ha 200 mg fluconazole B mpoabKeHHe Ha 14 ITHH BOIM IO 18%
NOHIKABaHe Ha CpedHMA IIa3MeH KIUpBhHC Ha Teopuiud. IlanpeHTnTe, JEKyBaHH ¢ BUCOKH
030 TEOQHIHMH H TE3H, ¢ IOBHINCH DHCK 34 TEO(HIHHOBA TOKCHYHOCT TpabBa ga OBAAT
HabMIOqaBaHM BHEMATEIHO HO BpeMe Ha JiedeHueTo ¢ fluconazole H CBOTBETHO JO3HPOBKATA
Ha TeodHIMH TpsOBa 1a Gble afanTHpaHa. "

Tpumerpekcar: Fluconazole Moxe ia HHXHOMpa MeTa0OoJIN3Ma Ha TPUMETPEKCAT, KOCTO Ja
noBeNe 1O IOBHINABAHE HA IUIA3MEHHTE KOHIEHTpalli¥ Ha TPHMETPEKCaT. AKO Ta3H
KOMOUHAIMS HE MOXE [a ce W30erHe, CepyMHHTE HHBAa H TOKCHIHOCTTAa Ha& TPHMETpPEKCaT
TpaOBa na ObJaT cyieqeHN BHHMATEHO.

3unopymuH: M3cinenBaHe Ha B3aMMOJIEACTBHETO IIOCOYBA IIOBHIII
supoByaud mpubmasurendo 20% u 70% xorato eﬂHOBpemeHﬁo € I
cpoTBeTHO 200 mg u 400 mg JHEBHO, BEPOATHO II0pajy UHXHOHpaHe H




[TanpenTHTE, MOMydaBaIiy TasH KoMOuHamus TpsOBa Ja OBAaT HaGMOAaBaHU 32 HEXKETaHH
JIeKapCTBEHH PEaKIIAH, TbIDKAIIY Ce HA SHHOBYIHH. |

dapMakoIHHAMUYHH B3aUMOACHCTBHA -

JlekapcTBeHM nponyKTH, kouto yabmkapar QT mHTepBana: CroOIucHMSA 3a HEXEIaHH
NIeKapCTBEHH peaKIMM noka3paT, 4e fluconazole BepositTHO MOXe Z1a IpeIH3BHKA ymm}canaﬂe
Ha QT, Bozmemo 10 TeXKa ChbpIcyHA apHTMHﬂ. [laumenTHTE, JEKYBAHH €JHOBPEMEHHO C
fluconazole u Apyru nekapcTBEHH npo,uylcm Kouto yabmkaBaT QT muTepBana, Tpabpa za
ObaaT HabrolaBaHN BHUMATEJIHO, 3aIlI0TO HE MO)I{E! 7la ce M3KIIIOYH HaclarsaHe Ha eeKTa.

Ambotepurua: In vitro m in vivo H3clenBaHHMS Ca MOKa3alM AHTArOHHU3BM MEXKIY
aMboTepunH B u azonoeu npom3BogHA. MU Ia301IHMTe HHXHOMPAT CHHTE3a Ha €ProcTepol B
KIeTh9HUTe MeMOpaHM Ha IbpOMukmTe. AmdoTepunMH B JelicTtBa KaTo ce CBBP3Ba ChC
CTEpPONIMTE B KIETHUHHTE MeMOpaHM M IpPOMEHI IPONYCKIMBOCTTA Ha MeMOpaHara.
Knuauunusar edexT HA TO3M aHTArOHA3BM € HEU3BECTEH H ITOA00EH etl)ei»:'r MOXKE Ja € NOABU
npu amporepunma B xomectepui cyndar KOMILIEKC.

Uscnenpanusa HA B3aHMOIESHCTBHATA ca IMOKA3allM, 4€ HAMAa KJIMHHYHO 3HAYHMMH NPOMEHHU
B aGcopOrmara Ha fluconazole, xoraTo ce mpusjara IepopajiHO 33€HO C XpaHa, UMETHIHH,
AHTHANMIY WIH JhUeTepalds Ha ISUIOTO TAJAO, BBB BPh3Ka C TPAHCILUIAHTALHMA Ha KOCTCH

MO3BK.

4.6. BpeMeHHOCT H KEPMeHe a
JlaHHEWTE OT HAKOIKO CTOTHH OPEMEHHH XXeHH, JICKYBaHH ChC CTaHAApTHH 103H (moa 200

mg aueBHo) fluconazole, mpunaran xaro €IMHEYHA 032 WM MHOTOKpaTHO, MO BPEME HA
IIEPBUS TPHMECTED, HE ca [I0KA3alli HexeNaH! eeKTH BhpXY 3apOJMIIA. |

HAMa cpobuicHHs 3a pa3sHOoOpa3sHH BpONEHH aHOMaluHM (BKI. Opaxunedanus, yIiHA
AMCIUIa3ug, OrpoMHa mpexaHa ¢oHTaHena, IGrOBHIAHA Oefipa H PagHOXyMEpPATIHA CHHOCTO3a)
OpH Aeua, YARTO MalKH| ca NeKyBaHH 3 MeCena WIH I0-IBIro ¢ BECOKH a03u (400 — 800 mg
mHeBHO) fluconazole 3a koKuMIHOgATHA MUKO3a. Bpb3kaTa Mexay Te3u edextr u fluconazole
HE € U3SICHCHA.

W3cnensaHuaTa NpH XMBOTHH ca I[IOKAa3add TepPaToreHHo neiicteme (BHX T. 3.3.
[TpeKITHHUYHHA JaHHHA 3a O€30M1acCHOCT).

KpatkoTpaitno nevenue ¢ fluconazole B ctangapTHH J03W MOXE Ja CC IpHANIAra mo BpeMe
Ha GPEMEHHOCT CaMmo, aKO TOBa € afCOMOTHO HeoOXomuMO. IIpOXBIDKHTEHO edeHue U/ WK
Brcoxu go3u fluconazole He Tpsi6Ba J1a ce MpUIAraT Mo BpeMe Ha OPEMEHHOCT, C H3K/IIOYCHHE
Ha CIIy4auTe Ha )KHBOTO3aCTPAIIABaINH HHOEKIMH. |

Fluconazole mpeMuHaBa B MIIAKOTO Ha KbPMEIHTE MayKH M OCTHra KOHIEHTPAIHH TI0-
HUCKH OT IUIa3MeHHTe. KBPMEHETO BEpOATHO MOXE Ja MNPOABIDKU Clen

e

IPHIOKEHHe Ha craHiaprHa jgo3a 200 mg fluconazole mmHM HO-MAaJKo. He/ QQ\
7 &
KbpPMEHE ¢JIel MHOFOKPaTHO NPHJIOKEHHE HIIH CJIel BUCOKA A03a. ﬂuconazo}é =)
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4.7. Ebextn BHpXY cocoOHOCTTA 32 Iodupane H padora ¢ MAMIHHH

Fluconazole HIMa HIIH BIMAHHETO BBPXY CIIOCOOHOCTTA 32 IIQ¢upaHe U paboTa ¢ MalIHHH
e HesHaunrenaHo. Ho mpu modupane u pabora ¢ MalIMHU TpsOBa Ja ce HMa IIPEIBHI
BB3MOXXHOCTTA OT 3aMaiBaH¢ UM IIPHUIAIEK, |

4.8. He)xe1anm J1eKAPCTBEHH PEAKIAH
ITpu xMHKHYHY u3cnenBanus Ha 4048 nanwuenty, sekysanu ¢ fluconazole B npoabmKenne

Ha 7 MJIM OBeYe JHY, ca HaOMIOAABaHY CNEIHUTE HEXENNaHU JIEKApCTBEHH PEaKIIHH:

Cucmema Mnuozo | Hecmu > Heuecmu Peoxu Mhnozo
yvecmu | 17100, < 1/10 | > 1/1000, > 1/10000, | peoku
> 1/10 < 1I/100 <1/1000 <1/10000

Qbwu - | OTmaguanocT,

0€3MOKOHCTBO,
MYCKYJIHa
cJ1a00CT, [
TEMIIEPaATypa

Heumpanua U ['nasobomue | KoHByncuw,

nepughepna HepeHa CBETOBBPTEX,

cucmema - | | mapecTte3ns,

TPEMOD,
BEPTHIO
Kooxca u xoocnu Koxen o6pue | Cupbex Excdonma
npudamoy | TMBHH
KOXXHU
peaKkiuu
(CHHApPOM
Ha
Stevens-
Johnson)

Xpanocmunamenna ["anene H | AHOpEKCHA,

cucmema NOBPBINAHE, | KOHCTHIIAIHA,

abaoMHAHAIHA | AUCIIEIICHA,
00JKa, METCOPHU3BM
| IAapHA |

Myckyano- | Muanras

CKelemHa cucmema

Aemonomua HepeHa Cyxora B

cucmema yCTara, L

3aCHJICHO
IIOTEHE
Hecuxuwnu UHcoMHHuA,
| pascmpoucmed COMHOJICHIHA
Uepen Opob u Kmuanuno | Xonecrasa, Hexposa
HCABYKA 3HAYHMO YBpeXKJaHEC Ha
MOBHINIABaHe | YepHOJApoOHATa
Ha THKaH,
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CTOMHOCTHTE | JKBJITECHHIIA,
Ha AST, ALT | xoimuamano
U alKaJlHa | 3HaYuMO
¢ocdarasa MOBHIIABAaHE Ha
o01ps
OnpyGHH
Censzopuu opeanu IlpoMeneH Bkyc
Kpveoobpaszyeane AHemus
U AUM@HA cucmema |
Hmyuna cucmema | | AHapuiak
CHd

YecToTara Ha HEXEIAHUTE KIHHUYHE €(eKTH € MHOro no-pucoxa pu HIV mo3suTHBHHTE
uaauBuIH (21%) otkonkoro npu HIV oTrpumarendute (13%). Benpeku TOBa, THIA Ha
HexenaHuTe peakiuu tipy HIV nosuruesute u npu HIV HEraTHBHHATE MANUEHTH € MOJ00CH.

OcBeH TOBa, CIICTHUTE HEXETAHH PEeaKIlHH CC IOSBABAT MPH YCIIOBHSA, KOraTo IMPHYHHHO-
CIEJCTBEHATA BpB3Ka € TBBPJEC HEICHA (H%ﬂp IPH OTBOPEHHM M3CJICABAHMS, IIPH IIOCT-

MapKeTUHI'OBH HAOMIOACHM ): g

Cucmema Muozo | HYecmu | Heuecrmu | Pedxu MHrozo peoxu
vecmu | > 17100, | > 1/1000, | > 1/10000, <l/10000
>1/10 | <1/10 < 1/100 <1/1000
lenmpanna u | | Ilpunomasane/
neputhepna HepeHa IpUNATBIH
cucmema ~
Koxca u «xoocnu | Anonenus ExcdonnatnBau
npuoamvyu KOXXHHU peaKIIHH
(cuvagpoM  Ha
Stevens-Johnson
H TOKCHYHA
eruAepMalHa
HEKPOJTH34),
€CKyJaTBHA
erythema
L multiforme
Yepern Opob u HeproapobHa
JHCIBYKA HEJIOCTAThY-
HOCT, XCIATHT,
HEKpo3a Ha
YepHHS Apob
Huyuna cucmema - | Anadpunakcus,
aHTHoeIeMa,
OTOK HAa JHIETO
Kpveoobpazysane JIeBxomeHmu4,
u IuM@na cucmema BKJL.
HEYTPOIIEHHS /

@5
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H arpaHyjiony-
TO3a
TPOMOOIINTOIIE
HUS

Memabonuzvm XUNEPXoyIecTe
POJNIEMHA,
XUNEPTPHTIIHI]
epUAEMHA,
XUMOKATHEMH S

4.9. IIpeao3npane
B ciayvaii Ha INpemo3HpaHe JICYEHHETO € CHMITOMATHYHO C HO,ILII’BPJI(&IHH. MEPKH H

CTOMAIITHA IPOMHBKA, ako € HeoOxomuMmo. Fluconazole ce exckpermpa riaBHO ¢ ypHHATA.
QopcHpaHa zaWMype3a BEPOATHO e IIOBHIIH CKOPOCTTa HA €IMMHHHpaHe. 3-4acoBa

XEMOAHANIN3A OHMKaBa IUTIA3MEHUTE HUBA IIpuOan3uTendo ¢ 50%.

3. DapMaKoJOrHIHHH JaHHH

S.1. DapMakKoIHHAMHYHH CBOHCTRA
GapMaKoTepaneBTHYHA I'PYIIA;

AHTHMHKOTHYHO CPEACTBO 3a CUCTEMHO IIPHJIOMKECHHE, TPHA30JI0BO IIPOH3BOIHO
ATC kon:

JO2ZACO1
Fluconazole e TpHa3010BO IPOH3BOAHO ¢ PYHIHCTATHYIHO IOCHCTBHE, KOETO CIEHUPAIHO

MHXHOHpa CHHTE3a Ha €procrepol, ¢ KOETO Hpe,I[HBBHKBa YBpEXJaHe Ha KICTHYHUTE
meM6pann. Fluconazole e ciiHo cnennduden 3a eH3uMa nuroxpom P-450 B re6uuxure. J{o3u
or 50 mg ameBHO fluconazole B mpoasKeHME Ha 28 JHW He ca OKA3atH BIMSHHE HA
CepyMHUTEe HHBAa HAa TECTOCTEPOH MPH MBKE HIM Ha KOHIEHTpAIMATA Ha CTEPOMJ NPH

(epTUIHY KEHH.
Fluconazole e eexTHBEH cOpsiMO HAKOM naroreHy, Bkmountenno Candida albicans, HO

cemio M He-Candida Bupome, Cryptococcus spp. u pepmarobutu. Candida krusei e
pesucrenTHa cupsMmo fluconazole. 40% ot Candida glabrata ca npein BCHYKO pe3HCTEHTHM
KbM fluconazole. Uudexknun, npequ3Bukadu oT BULoBe Aspergillus He TpsabBa Ja ce JeKyBar ¢

fluconazole.

S.2. DAapMAKOKHHETHIHH CBONHCTBA

Abcopbums: Cnen mepopanHo npunoxkeHue fluconazole ce abcopbupa xmobpe.
AOcomoTrrHara OHOHAMMYHOCT € OKojo 90%. HepopanHaTa abcopbuus He ce BiIHAC OT

0,5 - 1,5 gaca cnen npuema. Cnex no3upaHe €NHH IBT nHeBHO 90% OT paBH gﬁﬁ‘ TO_LHE

TOCTHra 3a OKoJIo 4-5 nHn. ;/
|
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IlnasMenaTa KOHIEHTpAUHMsA € IPOTIOPIHOHANHA Ha [03aTA. Cren mpuiarane Ha 200 mg
tfluconazole Cmax e okomo 4,6 mg/l 1 nnasmenara KoHuéHTpauHﬂ IIPA PABHOBECHO CHhCTOSHUE
cien 15 nuu e oxono 10 mg/l. Cnen nprnarase Ha 400 mg fluconazole Cmax e okono 9 mg/l u
U1a3MEeHaTa KOHICHTPAMA IIPH PaBHOBECHO ci.cmHHHe cien 15 muu e okomo 18 mg/l.

Ilpuema wa nBoliHa mo3a Ipe3 IBPBHA ACH BOAH [0 IITa3MeHH KOHLICHTpAITHH
npubmu3uTenHo 90% oT paBHOBECHOTO ChCTOSHHE IIpe3 BTOPUA JEH.

Paznpenenenue: O6eMbT Ha pasnpenencHue OTroOBaps Ha 0611[11;1 o0eM BOJa B TAJIOTO.
CBBP3BaHETO ¢ MIIa3MEHUTE [IPOTEUHH € HUCKO (11-12%).

KoHneHnTpanusTa B cIOHKATa OTroBaps Ha TasH B IUIa3MaTa. [Ipu naumenTH ¢ MMKOTHYEH
MEHHHIHT, KOHLICHTpauuATa Ha fluconazole B rpp6HAYHO-MO3BYHATA TEYHOCT e
npubnnu3uTenHo 80% oT chOTBeTHATA IUIA3MEHA KOHIIEHTPALIHS.

B poroBusa cnoit, enunepmuca U gepMara, H B oTaeneHaTa moT fluconazole 1OCTHTa Io-
BHCOKM KOHILICHTPAIlUH OTKOJIKOTO Te3U B cepyMa. Fluconazole CE HaTpyIlBa B POT'OBHSA CIOH.
[Ipu mosa 150 mg BeanbXK ceaMHYHO, KOHIEHTpaMaTa Ha fluconazole B POTOBUA CNOH Clex
IBe NO3K noctura 23,4 ng/g; ceneM aHA cren BTOpaTa J03a T4 € Bee ome 7,1 pg/g.

Emumuanpane: Fluconazole ce exckpernpa riiasno upes 6x6penute. IIpuGmusurenso 80%
OT IIpU€TaTta A03a €€ OTACHAA C ypuHara B HeMeTabomusupasa d¢opma. KuupesHewsT Ha
fluconazole e mponmopunonanen Ha KpeaTHHMHOBHS KIHpBHC. He ca gokazanu UPKYIUPALIH
MeTabo/INTH. ENTHMAHANMOHHAAT IOMYXHBOT B IIa3Mara € Iproim3uTenso 30 yaca.

Jlenara emumuampar fluconazole mo-6Bp30 ot B"bzpaéTHHTe. EnmaMuHanmmoHHUAT

IOJTY>KHBOT NPH JI€1a ¥ FOHOIIM Ha BB3pacT 5-15 roaunan € mexnay 15,2 u 17,6 vaca.

S.3. IlpeKIHHUYHA JAHHH 32 §6€30NACHOCT

IlpenxnuHUYHA JAaHHH OT KOHBEHIMOHAIHH NpOyYBaHHA  IIpH MHomIcpaTHO
Jo3MpaHe/obIma TOCKMYHOCT, T€HOTOKCHYHOCT WM KaHLEPOTeHHOCT HE ca IOKa3alH
CIIEHHATHA OMACHOCT 3a XOpa, KOATO HE € pasriieaaHa B JPYTHTE qacTy na Tazu KXIL.

[Ipu m3crenBane Ha PEMPOXYKTHBHA TOKCHYOCT IIPH IUTHXOBE € HAGMIONaBAHA ITOBHIICHA
4eCTOTa Ha XUApoHedpo3a H eKCTeH3Us Ha OBOpedYHOTO JlereH4Ye H MOBHMIIABAHE HA
eMOpHOHaAlIHAaTa CMBPTHOCT. HapacTBaHe ' Ha aHATOMHYHMTE WH3MEHEHHMS W 3a0aBEHO
o0Opa3yBaHe Ha KOCTHTE ca HalJrogaBaHH, Taka KaKTo U 3abaBgHe Ha PaXIAHECTO U JTHCTOIIUA.

Ilpn w3cmenBaHe Ha pPENpPOLYKTHBHATA TOKCHYHOCT IIpH ‘3alimn ca HaOmopaBaHH

NPEeXACBPEMEHHH paXkKIaHMs.

6. DapManeBTHYHH JAHHH
6.1. CnuchbK HA NOMONIHNTE BEMECTBA - |

Lactose monohydrate, pregelatinized maize st
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6.2. DH3IHKO-XHMHAYHH HeCHLBMECTHMOCTH
He ca u3BecTHH.

6.3. Cpox HA F'OAHOCT

3 rOOUHH.

6.4. CnennMaj HH Ve10BHS HA ChbXpaHeHHe

HsaMa criermmansay H3MCKBaHus.

6.5. JlannM 33 ONaKoBKATA

bmacrep PVC wmn PVC/PE/PVDC domio/ anymunueso ¢ommo, HCTOBKA W KapTOHEHA
KyTHS. | |

Ceabpkasue Ha 1 onakoBka;

1 o 3 Kancynu

6.6. IlpenopbKu npu ynorpeda

3a nepopaliHO NPHJIOXKECHHE.

7. Ume B ajipec HA NIPUTEKATEIA Ha PA3PEMIEHNETO 32 YHOTpeHa

Zentiva a.s.

Dolni Mecholupy 130
10237 Prague 10
Czech Republic

8. PerucTpannoneH Homep B perncThbpa mo 4. 28 or 3JIAXM

20010433

9. Mara HA OBpBO paipemaBaHe 3a  ymorpefa Ha JIeKapCTBEHHS OPOAVKT
(mMoAHOBABAHE HA PA3PEMEHHETO)
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