KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
FUNGOCAP
OYHI'OKAII

N3MbAHUTENHA ATEHLUA NO NEKAPCTBATA
Kpamxa xapaxkmepucmuxa Ha npogyxma - lpuaoxonue 1

1. UME HA JJEKAPCTBEHUA ITPOJAYKT
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Fungocap 2 mg/ml solution for infusion

®dynroxkan 2 mg/ml nady3uoHeH pa3TBop | Ogobpenue Ne.......,...uu.......... Soarrserisennoreireessresseosens

2. KOJIMYECTBEH U KAYECTBEH CHCTAB

AktuBHo BemectBO B 1 ¢makon Fungocap / ®ynrokan 2 mg/ml, 50 mil:
Fluconazole/®@nykonazon 100 mg
AxtuBHO BemectB0 B 1 ¢aakon Fungocap / @ynrokan 2 mg/ml, 100 ml:
Fluconazole/®nykonazon 200 mg

3. JEKAPCTBEHA ®OPMA
Undys3noHeH pa3TBoOp

4.4. KIMHUWYHU TAHHU

4.1. IIOKA3AHUSI

e Kpunroxkokosa 60jieCT, B T. Y. KPUNTOKOKOB MEHMHIMT M HMHQEKIMH C pa3IUdHA
nokanuzamus (6enoapodHa, koxHa). [IpoaykTeT ce mpuiiara Ipy MalMEHTH ¢ HOpMaJIHA
MMyHHa CHCTEMa U TIpH TMalUeHTH, 3apaseHd ¢ Bupyca Ha CIIMH, ¢ opranHa
TPaHCIUIAaHTallUd WIM Jipyra NpUYMHA 3a MMYyHHaTa cymnpecus. Fungocap Moxe ma ce
Ipwiara Kato MoJA bpiKalla Tepanus 3a NpeJOoTBpaTsBaHe Ha PELMAMB IIPU KPHUIITOKOKBA
6onect npu nanuenTu cbe CITAH.

e CucreMHa KaHIW/033, BKJIIOYHUTEIHO KaHIMAEMHs, AWCEMHHHUpPaHa KaHAWI03a WIH
apyrd  (GopMH Ha MHBa3sWBHA KaHAWAA-UH(EKAMS: KaHAMIO3HM IIEPUTOHUTH,
€HI0KapIUTH, MHPEKIIMM Ha ounTe, 6estoapobHu u ypouHpekmuu. [IpoaykTeT ce npmiara
MIPH TAI[MEHTH CHhC 3JI0KAYECTBEHH 3a00JIIBaHMS, MAIMEHTH B MHTCH3MBHHU OTICJICHMA,
TakMBa Ha I[HUTOTOKCHYHA M HMYHOCYIIpECHBHA Tepanus, WiK OOIHH, IPU KOHUTO
CHLIECTBYBAT APYTH Mpeapasojiaraiiy GakTopu 3a KaHIUA03Ha HHPEKITHS.

e Kanmumosa Ha JHMraBHOUTE - oOpodapuHreaiHa, e3odareajsa, HEHHBAa3HBHA
OpoHXOITyJIMOHaIHa KaHAMAo3a; Fungocap Moxke Ja ce Inpuiara IpH IAaLMEHTH C
HOPMAJIHU 3alllUTHU CWIM U MUMyHOKOMIpomeTHpanu OomnHH. IIpoayKThT ce mpuiiara 3a
MpeNOTBpaTsIBaHE Ha pPEIUANBUA Ha opodapuHrealHa KaHAWAO03a MpU MAalMEHTH CBC
CIIVH.




e ['enuranHa KaHIUAO03a - OCTpa M pPEeKypEeHTHA BarvHajiHa KaHAHNI03a, KaKTO MU 3a
npoQHUIaKTHKA Ha pelMIUBUTE (TPH M TIOBEYE eNU30/a roAuniHo). KaHauno3eH OGalaHuT.
e [IpodunakTika Ha MHUKOTMYHM HHGQEKIUW IpHU MANUEHTH CBC 3JI0KAUYCCTBCHH
3a00/IABaHUsA, MPEAPA3ION0KCHH KM TaKMBa MH(EKIMM BCICIACTBHE HAa LIUTOTOKCHUYHA
XUMHUOTEpAIUs WK JIbYeCUCHHE.

e JIen0OKM  e€HACMHYHH MHKO3M TPH  UMYHOKOMIIDOMETHUPAHM  ITALIUEHTH:
KOKIIHHOUIOMHUKO3a, ITAPAKOKITHANONIOMUKO3a, CIOPOTPUX03a H XUCTOILIa3MO3a.

4.2. TO3BUPOBKA U HAYHH HA YITOTPEBA
ITo nexapcko npeanucanue! [TpoayKThT ce mpuiiara KaTo HHTPaBeHO3HA HHQY3HA.

Bn3pacTau
o [Ilpu kpunmoxoxoeu menuneumu npenopbuyBadara no3a Fungocap € 400 mg mepBus

nen u 200 mg, eqHOKPATHO JHEBHO 3a CJIEABANIUTE JHU OT JiedeHHueTo. Cropel TexXecTTa
Ha ciaydas Moxe na ce mpuiara Fungocap 400 mg aHEBHO M B CIEJBAIIMTC IHU.
TTpoab/DKMTETHOCTTA HA Kypca 3a JiedeHHe Ha KPUNTOKOKOBHSA MEHHHIMT € 6-8 ceIMUIu
cllell KYJTYpPEeTHOTO HEraTMBHUpaHe Ha pe3yjTaTa OT LiepeOpOCIMHAIHATA TEYHOCT. 3a
npenoTsparsaBane Ha perpauB npu 6onHu cbe CIIMH ce npenopbusar 200 mg BeIHBK
JTHEBHO HEOIPEAEIEHO IBJII0 BPEME.

e IIpu xanOuoemus mpenopvuBaHata no03a Fungocap ¢ 400mg mbppBUA J€H,
mocieasaHo or 200 mg eaHOKpaTHO MAHEBHO. JleyeHWeTo MNpoabkKaBa MHHHUMYM
4 ceIMUIM ¥ Haii-MaJIKO 2 CEAMUIIM Clie]] U34Y€3BaHE Ha CUMIITOMHUTE.

o [IlIpu opogapunzeanna u e3opazeanrna xanoudo3a NpenopbpUBaHaTa A03a Fungocap e
50-100 mg eaHOKpATHO THEBHO B MPOABIDKeHHE Ha 7-14 nuu. KnuHu4HO 031paBsBaHe ce
HojiyyaBa OOMKHOBCHO 3a HSKOJKO JIHHM, HO JIEYEHHETO TPpAOBa Ja MPOIB/DKM Hal-MaJKo
2 ceMMIIM 3a NPEIOTBpaTsIBaHe Ha peruaus. IIpu Texku ciydyan Morar Ja ce nmpuiaraT 1
nosu 10 400 mg mo mpereHka Ha Jiekaps. JledeHueTo Ha e3odareaiHara KaHAMI03a
TpsGBa J1a MPOAB/DKA MHHUMYM 3 CEIMHMIM M Hai-MaJIKo 2 CEAMMIM CJie/l U3YC3BaHE Ha
cuMIrroMuTe. 3a MpodUiIakTHKA HAa pEeUUAVBH Ha oOpobapHUHIealHa KaHIWA03a IpU
nanpenTd ¢be CITMH cnen mbpBOoHaYaIHUA IIBJIEH KypC Ha JIEYEHHE NMPOAYKTHT MOXKE Ja
ce mpuiara B 10o3a 150 mg eAuH ObT CEAMUYHO.

o [lpu npogunaxmuxa Ha KaHONLO3aTa y NALMEHTH C TPAHCIUIAHTAIMs HA KOCTEH
Mo35K Fungocap ce mpuiara B 1o3a ot 50 10 400 mg eqHoKpaTHO AHEBHO. IIpy manueHTH
C TeXKa M NPOALIDKHTEHA HEYTPOTICHHWs, TpernopbuBaHaTa AHEBHA jgo3a € 400 mg
€IHOKpaTHO AHeBHO. [IpuiokeHMeT0 Ha MpoAYKTa TpsAOBa Ja 3allOYHE HAKOJIKO JHH
Ipead 0YaKBaHOTO HACTHIIBAHE HA HEYTPOIICHUATA U [a MPOABLIDKHM 7 IHHU CIIE] ITOKaYBaHe
Opos Ha HeyTpodmwmte Haa 1000 kieTkw/ml.

o  Ilpu 0vnboxu endoemuunu muko3u no3ata papupa ot 200 1o 400 mg nHEBHO 32 NEPUON
OT 2 TOIHHM. ' ’ ’
[IpoabKEeHUETO Ha JICYEHUETO Ce ONpeAeIa UHAUBUIYAIHO B PAMKHUTE Ha:



11-24 mecerna — KOKIIUIOUTIOMHAKO3a
2-17 mecela - HapaKOKIUAOUANMUKO3a
1-16 Mecenta - ciopoTpuxo3a

3-17 Mecena XMCTOILIa3MO3a.

Heua

o [Ilpu cucmemuu KaHOUOO3U, BKIIOYMTEIHO KPHUITOKOKOBH MHQekimu - 3-6 mg/kg
Terno JHEBHO; NPHM 3acTpanlaBaliy uBoTa nHekumu 10 12 mg/kg Terno auesro. He ce
npenophuBa Jia Ce Ha/BHIIaBa MaKcuManHarta 1o3a ot 400 mg JHEBHO.

e [Ilpu xooicnu kxanouoosu - 1-2 mg/kg Terao JHEBHO.

Ilpu gema mpe3 MBPBUTE JABE CEAMHUM CJEJl PAXTAAHETO JO3UTE Ca KAKTO NpH II0-
TOJIEMHUTE [€lla, HO Ha BCeKH 72 yaca. Mexay BTOpa U 4YETBBpPTa CCAMMIA ClIE]
paXkaaHEeTO ChIIUTE JO3HM ce Npuiarar Ha BCeku 48 vaca.

[Ipu nena ¢ xpoHudHa GhOpeuHa HEIOCTaTBYHOCT J03aTa TpAOBa Ja ce Chobpasu e
KpEaTHHHHOBUS KJIUPBHC.

[TanpeHTH B HamIpeAHAJIa Bb3PacT:
AKo HsAMa HapylIceHHUA B KpPCAaTMHHUHOBHUA KIWPBHC CC IOJ3yBar OOMKHOBEHUTE 03U
OIMCaHy 3a BE3paCTHHU.

Ho3zupane npu 601HHU ¢ yBpeaeHa 6b0pedHa GpyHKIms

ITpu Gonnu ¢ yBpeneHa 6h0peuHa GyHKUNS ce NpUiara HadajlHa JHEBHA 103a oT 50 mg
10 400 mg Fungocap. Ciie; ToBa JHEBHATA 1034 C€ ONMPEILIIA M0 cCXeMa:

- IpM KPeaTMHMHOB KIMpBHC OT 21 o 50 ml/min ce npunara 50% ot npemnopb4aHara
7103a;

- ipu KikpBHE OT 11 10 20 ml/min - 25% ot Hes;

-TIpH MAIMECHTH Ha XeMOJUAJIN3a - e/{Ha IIPENOphUYaHa 1032 CJIC/ BCAKa XeMOAHaIu3a.
Mntpasenosnara uHdysus ce npuiara 200 mg/gac. Fungocap uHbysus ce mpuiara
OOMKHOBEHO B TPOABDKEHHE Ha 14 IHHM, Clel KOETO ¢€ HpOoab/DKaBa € INEPOPATHO
JICYECHUE.

IIpy npoMsHa Ha LBETa M MOSBA Ha NPCUUIMTATH NPOAYKTHT He TpsbBa na ce
ynorpeOsBa.

4.3. ITIPOTUBOITIOKA3AHUSA

e  CBpPBXYYBCTBUTEJIHOCT CIPSAMO JIEKAPCTBEHOTO BEIECTBO WU APYTH a30]IH;

e EaHoBpeMeHHO npreMaHe ¢ TepdeHaauH, 0COOCHO NpH TMAIMEHTH HAa BUCOKH NO3U
Fungocap;

e EIHOBpeMEHHO NpujlaraHe ¢ [U3anpui.



4.4. CIELIAAJTHY MPOTUBOTIOKA3AHHWSA 1 CIIELIMAJTHA HPEAYTIPEKIEHUS
3A VIIOTPEBA

[lannenT ¢ aOHOPMHHM CTOMHOCTM Ha 4YEpHOAPOOHWTE H3CIECABAHUSA IO BpEME Ha
neuyeHuero ¢ Fungocap TpsOBa nga ObmaT u3CielBaHM 3a CEPHO3HH YEPHOAPOOHHU
yBpexaanus. JledeHnero TpsadBa Aa 6bje NMPEeKbCHATO MPH CUMITOMH Ha Y€pHOAPOOHHU
YBpeXKIaHUS, KOUTO MOTaT Ja 0b/1aT CBBP3aHH C HETO.

[Tarmentu, monydyaBamm oOpHBHU IO BpeMme Ha jeudeHue ¢ Fungocap TpsabBa ma Obaar
Hab/ll0/IaBaH BHUMATEJIHO W I[P NPOTPECHMBHO Ppa3BUTHE Ha KOXHHUTE JIC3UHU
pPUEMAHETO Ha IMPOAYKTa Jja € MPEyCTaHOBH.

JlexkapcTBeHUAT TPOAYKT ChAbpxka HaTpuii (9 mg/ml), koeTo MOXe Oa MpeAcTaBiisiBa
OIIACHOCT 32 NMAIUEHTH Ha XUIIOHATPUEMUYHA IHETA.

4.5. JEKAPCTBEHHU U JIPYTY B3AUMOJENCTBHUSA

Anmuxoazynanmu

Ilpn enHoBpemMeHHO mpueMaHe Ha Fungocap ¢ aHTHKOAaryjaHTH OT KyMapuHOB THII €
HEOOXOIMMO MPOTPOMOMHOBOTO BpeMe Ja C€ CJIeAW BHUMATEIHO IOpPaJy OIIACHOCT OT
YABJDKABAHETO MY.

benzoouazenunu

IIpu komOuHaIMs ¢ MUJa30jaM C€ yBEJIMYaBa KOHIIEHTpAIUsATa Ha MHUJa3ojaM U TOBa
MOXE€ Ja JOBeAe OO0 MCUXOMOTOpHU e€dekTu. ToBa € mo-xapaKTepHO MpH NEepopalcH
npueMm Ha Fluconazole.

Luxnocnopun

IIpu enHOBpeMEHHO MpHEMaHe Ha IUKJIOCTIOpUH M Fungocap € Bb3MOXHO MOBUINIABAHE
Ha cepyMHaTa KOHIEHTpalys Ha HUKIOCTIOPHH.

Xuopoxnopomuazuo

Kom6uHanusta MOXe J1a ToBe/e A0 MOBUIIEHH IJIa3MEHU KOHIIEHTpaluyd Ha Fungocap B
oxo110 40%.

Denumoun

IIpu engnoBpemenHo npuiarasHe ¢ Fungocap ce moBuinaBa Iia3MeHaTa KOHIIEHTpalusa Ha
(eHUTONH, KOETO Hajlara Jia ce KOpUrupa Heropata 103a.

Pugpamnuyun

Merabonu3mbT Ha Fungocap ce moBuIaBa Npu €AHOBPEMEHHOTO MY IPHUEMAHE C
pudaMITMLIMH, KOETO Hajlara MoBUIIaBaHE Ha /103aTa My.

Ilepopanuu cyngpanunypetinu npooykmu

IIpn eqHOBpEMEHHO MpUEMaHE ¢ NEPOpATHU CyJlpaHWIypeHHH NPOAYKTH TpS[6’Ba Ja ce
ClIe/i¥ KOHIIEHTpaluATa Ha [II0KO3aTa B KPHBTa M ako € HE0OXOIMMO Ja ce KopnrﬂpaT
JIO3UTE HA AaHTUAUAOECTHUTE CPEICTBA.



Taxponumyc

HNMa cpoOlleHHs 3a IOBHMIIABaHEC Ha IIa3MEHUTE KOHLEHTPALMH Ta TaKpOJIMMYyC OT
Fungocap kakto u 3a HepoTOKcHMuHOCT. ToBa Hajara BHMMATENHO HAOJIONCHUE HA
MaIAEeHTHUTE.

Tepgenaoun

Kom6uHanusaTa € npoTHUBOIOKa3aHa mpyu 1034 Ha Fungocap ot 400 mg mopaau puck ot
yabskaBane Ha QT-uHTepBaa.

Teogpunun

CplnecTByBa PHCK OT TeO(GMIMHOBA TOKCUYHOCT IPU MAIMEHTH HA BUCOKU 03U
teopunnH u Fungocap.

3uo0o6youn

[ManmedTy Ha Ta3u KOMOHHaIMsA TpsAOBa na ObAaT HaOJIOJaBaHU 33 HEXEJAaHH PeaKIMH
OT CTpaHa Ha 3UJAOBY/MH.

4.6. BPEMEHHOCT U KbPMEHE

Vnorpebara mo Bpeme Ha OpeMEHHOCT W JIaKTalMd He ce IMPEnopbYBa, OCBEH II0
H3PHYHO MPEANUCAHNE Ha JICKYBaLIVs JIeKap.

Fungocap ce ekckpeTupa B MalfYMHOTO MJIAKO B KOHLEHTpaluu, OJIU3KU [0 IJIa3MEHUTE
M He Ce MPEnopbhuBa yrnoTpedara My [0 BpeMe Ha KbPMEHE.

4.7. EOEKTH BbPXY CIIOCOBHOCTTA 3A IIIO®PUPAHE U PABOTA C MAIIIKMHA
Fungocap He HoBJMsBa cIOCOOHOCTTA 3a modupaHe U paboTa ¢ MAIIHHH.

4.8. HEXKEJIAHU JIEKAPCTBEHHU PEAKIIMU

Morart aa ce Ha0/I0/1aBaT HEXEIAHH JICKAPCTBEHU PEAKIIMH OT CTPaHa Ha:

e cacmpouumecmuHanHus mpaxkm - KopeMHa 6oJka, 1uapus, raaeHe U nospsiane. I1o
BpeMe Ha JieueHue ¢ Fungocap Morat fa ce MosBAT JIEKO U3Pa3eHH NMPEXOAHU MTOKaYBaHH
Ha CTOMHOCTHTC HAa YEpHOAPOOHUTE €H3MMU. MHOro psnko ce OTYHTAT H IO-TEXKKHU
OTKJIOHEHHMS Ha YEPHOAPOOHHUTE TIIOKa3aTeld, oco0eHO Ipu OOJHM € HapyllcHa
yepHOIPoOHa PyHKLIKA, KOETO Hajlara HabmoAeHue,

®  JICIBLYHO-YepHOOPOOHYU - TIOBUIICHM CTOMHOCTH Ha CEPYMHHTC TpaHCaMHUHA3U Ce
Ha0/I0aBaT Haif-4ecTo TpU €JHOBPEMEHHO IIpuiaraHe Ha Fungocap ¢ X€maTOTOKCHYHHU
NPOAYKTH KaTo pupaMiulH, (QEHUTOMH, H30HMA3H], BajlpocBa KHUCEIMHA WIH
nepopaTHy CyI(GOHWTYpeiHN aHTUANAOETHUHY IPOIYKTH;

®  yenmpanHama HepeéHa cucmema - MHOTO PAIKO MOTaT Ja ce HabmomaBar riaBo0oime
Y TIPUIaIBIIH;

e  KkpbeOMEOPHAMA cucmemda — JIEBKOIICHUA, TPOMOOLIMTOIIEHHUS; ‘

e K0oca U NOOKoJICUe — OOPUB, AJIONEIHs, €KCPONMATUBHUA KOXKHH HpOMeHH, TOKCHIHA
enuepMaiHa HEKpPOJIn3a;



®  UMYHHU pearkyuu — aHADWITAKCHS,
®  cbpOoeuHO-cvO06U - yAbxkaBaHe Ha QT-unrepBaina, torsades de pointes.

4.9.TIPETO3UPAHE
B cnydait Ha mnpemosupaHe ce MNPOBEXJa CHUMIITOMAaTHYHO JedeHue. Tpudacoma
XeMolhajan3a HaMajIsiBa HUBaTa B I1a3Mata ¢ mpuoiusutenHo 50 %.

S. PAPMAKOJIOT'HYHU TAHHU

5.1. PAPMAKOTMHAMWYHHA CBOMCTBA
ATC xon J02ACO01

Fluconazole e cuHTeTMueH OU3TPHA30JIOB AHTUMUKOTHYEH MpenapaT, BHCOKO
crenpuyeH THXUOUTOP Ha CBBp3aHaTa ¢ uToXpoM P 450 MoHOOKCUTEeHa3a, JaHOCTEPOT
14-anda-nemernnasa.

Fluconazole cnupa npeBpbillaHeTo Ha JAHOCTEpPOJIa Ha rbOUYMaTa KIeTKa B MeMOpaHeH
JUNHI eprocTepo. B pesyirat Ha ToBa ce yBelnW4aBa NMpPOIYCKIMBOCTTA Ha KIEThYHATa
MeMOpaHa H C€ TMOTHCKa pacTexa U perumkanuara. OOGpaTHO Ha KeTOKOHA30lL,
Fluconazole e Bucoko uzbuparesex 3a uutoxpom P 450 eHsuMu Ha reOMuYHaTa KIE€TKa U
HE TOTHCKA T€3W €H3UMH B OpraHuTe Ha 603aifHUIIM cJie]] eTHOKPaTHA IepopaiHa 103a OT
150 mg. B cpaBHeHHe C OCTaHATIUTE a30JIM KaTO UTPAKOHA30J1, KJIOTPUMAa30J1, €KOHa30J U
ketokoHason, Fluconazole e Hali-cmabusT nHXuUOUTOP HA 3aBUCUMHUTE OT HUTOXpoM P 450
OKHCJIUTEJTHA TPOIECH B YOBEHIKMTE YEPHOAPOOHM MHUKpO30MH. (DYHIHCTaTHYHOTO
neiicteue Ha Fluconazole o6xBamma Cryptococcus neoformans u Candida sp., Aspergillus
flavus, Aspergillus fumigatus, Blastomyces dermatitidis, Coccidioides immitis,
Histoplasma capsulatum.

Pesuctentroct cripsamo Fluconazole ce HaGmogaBa MHOTO PSAKO.

5.2. PAPMAKOKHHETAYHHA CBOVICTBA

Cnen mepopanHo mnpwioxkeHue Fluconazole ce pasmpenens HembiIHO CBBp3aH B
TEJECHUTE ThKAaHU U TEUHOCTH. MakCUMalHUTE IUIa3MEHM KOHLIEHTPAIMM Ha IMPOIyKTa
ca Ha 2-uMsA dYac cien nepopajieH mpuem Ha 150 mg u gocturar 2.5 po 3.5 mg/l
Konnenrparmuute Ha Fluconazole BbB BarHaJHHS CEKpeT ca NONOOHHM Ha IUIA3MEHUTE,
HNOCTOSTHHH CTOWHOCTH C€ MOCTUTaT NpUOMM3UTEeNHO 8 aca ciie epopajieH IIPUEM U ce
NOAABPXKAT HAa TOBAa HUBO Haii-Maiko 24 yaca.

Fluconazole npurexaBa HUCHK aUHHUTET CHPAMO [UIA3MEHUTE MTPOTEUHH (CBbp3BaHe 11-
12%) wu cnabure mnpoMeHM B IUIA3MEHUTE KOHLIEHTpALMH ciaab0 IPOMEHSAT
(bapMaKoJOTHYHUS WK TepaneBTHYCH e€(deKT Ha NMPOAYyKTa. BHONOIHYHHUAT MOJY>KUBOT
Ha Fluconazole ot mna3smara e okosio 30 yaca (20-50 yaca) ciie1 nepopajicH MpHUEM.
ITnasmenute koHueHtpanuu Ha Fluconazole cnen mepopanien mpueM ca l‘IpI/I6III/I3HTﬁJIHO
90 % oT Te3u, NOJyYEHH CJIe] HHTPABEHO3HO MPIIOKEHHUE. '



Pe3op6upa ce n00pe B cToMaxa mpu OOJHM ¢ HOpMaJHA U HaMaJicHa KHUCCIMHHOCT Ha
CTOMAIIHHUSA COK M pe30opOImaTa He ce NMOBIWABa OT €JHOBPEMEHEH IPHEM C XpaHaTta.
HesaBucuMo OT HauMHA Ha IPHIOXKEHHE, J03aTa U IPOAB/DKUTEIHOCTTA Ha NMpHEMaHe
KOHIIeHTpaIuuTe Ha Fluconazole B cioHKaTa M XpayKWTe ca €IHAKBH WM MAJIKO IO-
BHCOKH OT T€3M B IIa3Mara.

Ilpy OGomHM C MHUKO3EH MCEHHHIUT KOHIeHTpamuure Ha Fluconazole B
HepeOpOCIIHHAIHATA TEYHOCT ca MpubausurenHo 80 % OT CHOTBETHHUTE IJIA3MEHU
KOHIICHTpAII1H.

Ipu 3apasu juna Fluconazole ce exckpernpa miaBHO upe3 OnOpenure Kato 80 % ot
IPWIOKEHATA 1032 CE€ U3ThYBA B HEMPOMEHEH BU B ypuHata U 11 % xaro MeTaGoIUTH.
dapmakokuneTukara Ha Fluconazole ce Biuse chliecTBeHO OT OBOpeuHara (QyHKIMA,
Karo ChIIeCTByBa OOpaTHO NPONMOPLMOHAIHA 3aBUCMMOCT MEXAY BpEeMETO Ha
HOoJIyeJIMMUHMPaHE M KpeaTWHWHOBUA KiupbHC. Caex  3-4acoBa  XeMoaualid3a
IUIa3MeHHTe KOoHIeHTpauun Ha Fluconazole ce monmxkasat ¢ okoi0 50 %. Fluconazole ne
HOBJIMABA HEGIArONpUATHO MMYHHHS OTFOBOp M MOXE Jla ce Ipwiara npu OOJIHH C
HMYHEH Je(UIINT.

5.3.1. TOKCHYHOCT
Ocrpa TokcumunocT (LDs)

Octpata Tokcmunoct (LDsy) mHa Fluconazole e€ mpoyyeHa BBPXY JBa BHIA OIHUTHH
XKHUBOTHH - Oenu mumku CD-1 u Genmu rurbxoBe Sprague Dawley cien eaHokpaTeH
nepopajieH mnpHeMm. JlaHHUTE OT NPOBEACHUTE TOKCHUKOJIOIMYHH €KCICPUMEHTH
oxapaktepusupaT Fluconazole kaTo HHCKO TOKCHYEH aHTUQyHrajieH areHr. He e
YCTaHOBEHA CMBPTHOCT Y MBXKKUTE M JKEHCKM WMHAMBHAM CJIE] €AHOKPATHO OPAIHO
mpuiarase B 1031 g0 1000 mg/kg 1.M.

MHTOKCHKAIMATa Ha MUIIKK M ILTBXOBE Ciiefl mepopanHo TperupaHe ¢ Fluconazole BbB
Bucoku 1o3u (1 g/kg T.M.) ce u3pa3sBa B HamajieHa peakTUBHOCT, 3a0aBsiHe HA JUILAHETO,
caJIMBals, JIaKpUMaIus, 3aryba Ha OpueHTUPOBBYHUS pediieKc.

JletanureTsT HacThMBA OT 1.5 Waca 10 3 IHM OT alUIMKaLMATa, YECTO MPEAXOXKIAaH OT

KJIOHUYHU KOHBYJICHH.
TOKCHYHOCT CJlel MHOTOKPAaTHA 1032
Cy0aKkyTHa M XpPOHHYHA TOKCHYHOCT

IIpoBeneHn ca TOKCHKOJIOTMYHHM HM3CJIEJBAHUS HAa MHIIKM M ILUIBXOBE B YCIIOBUS Ha
cybakyTHa (4-ceAMMYHA) U XPOHUYHA (6-MeceuHa) TOKCUYHOCT.

Caen 4-cemMuuHO IepopaiHo npmiarane Ha Fluconazole Ha mibsxose B no3u 20, 50, 100
1 400 mg/kg T.M./IHEBHO € YCTaHOBEHO cJjla00 MOBUIIEHUE HA CTOMHOCTUTE Ha
TPaHCAMHHA3UTE NPU MBKKH U )KEHCKH ILTbXOBE, TPETHPAHHU ¢ NO-BHCOKHTE 103U (100 1
400 mg/kg T.M.), HaMaJIIBaHe Ha TPULNIMIIEPUIUTE U XOJECTEPOia y M’b)l(Kﬁi‘é TTBEXOBE
npu 1031 100 u 400 mg/kg T.M. ¥ peyLpaHe CTOMHOCTHTE Ha XJIOPHANTE IIPU MBKKU U



XKEHCKH IUTbXOBe, TpeTupanu ¢ 103a 400 mg/kg T.M.

XWCTOJIOTMYHA W3MEHEHUSI Ca YCTAHOBEHM caMO B 4YepHHS [po0, H3pa3eHu B
XemaTouenyjapHa Xumneprpoduss M MacTHa JereHepanus y JABara moia oOT Jo03a
400 mg/kg T.M. U Y *EHCKUTE TLTHXOBe Tpu mo-Huckure Ao3u (50 u 100 mg/kg T.M.).
YCTaHOBEHO € YBEJIMYEeHHE Ha OTHOCHUTEIHOTO TEIJIO Ha 4YepHUs Opol, O6blpeun u
HaAOBOpenn y muresxoBe, Tpetupanu ¢ go3u 100 u 400 mg/kg T.M. ¥ HamaJcHHE Ha
OTHOCHUTEJIHOTO TEIJIO Ha yTepyca OT BCHUKH JO03U Ha Tpetupase. Cuen 4-ceIMUYHO U
26-ceIMUYHO IepOpaiaHo TpeTupaHe Ha mumku CD-1 B nHeBHu no3u 5, 10 u 20 mg/kg
T.M. 4 Kydera "burea" ¢ gaesan go3u 2.5, 7.5 u 30 mg/kg T.M. ca yCTaHOBEHH cj1abu U
o0paTUMU XHUCTOJOTMYHU NPOMEHU B YEepHUs Ipo0 Ha MHINKUTE, TpetupaHd ¢ 10 u
20 mg/kg T.M., JIeKO MOBHIIIEHHE CTOWHOCTUTE Ha TPaHCAMMHA3UTE, CJIab0 yBEJIMYCHUE Ha
mutoxpoMm P450 u cmaba mponudepanyiss Ha €HAOTENHHS PETUKYJIYyM NpPM MUIOKH U
KydYeTa.

5.3.2. PETPOAYKTUBHOCT

Fluconazole, npunaran nepopaiHo B qHeBHH 103U 5, 10 1 20 mg/kg T.M. He oKa3Ba eeKT
BBPXY (EepTWIMTETa Ha MBXKKH MU XKCHCKU IUTBXOBE, HAJJaBaHE Ha TEIVIO Ha MaiKure,
MPOJBDKUTETHOCTTa Ha OPEMEHHOCT, PaXJaeMOCTTa M HEOHATAJIHATa NPEKUBIEMOCT.
YcraHoBeHa € ¢1a00 MoBuIilleHa eMOpHOHAIIHA CMBPTHOCT OT Ao3a 20 mg/kg T.M.

53.3. MYTATEHHOCT H TEPATOI'EHHOCT

Pesyntature OT MpOBEAEHUTE TECTOBE 3a MyTareHEH INOTEHIMaNd (T€HHa MyTalus H
XpoOMO30MHa abepaius) ca OTpullareqHUd. HsiMa naHHM 3a TeparoreHeH €QeKT H
MaiopMaliud y ¢peTycH Ha IUTbXOBE Y 3ailid, YMUTO Maiiku ca nomyvyasanu Fluconazole
B 1031 5, 25 m 125 mg/kg T.M. u 5, 10 1 20 mg/kg T.M. pecI.

Ha6mogaBaHa ¢ u3BecTHAa (PETOTOKCHYHOCT - OBOpedHM BapualuH (pa3lIUpeHHEe Ha
OBOpPEUYHOTO JIereHYe) MpH ILTbXOBE, TpeTupaHu ¢ 125 mg/kg T.M. U JOIBIHHUTEIHU
aym6Gannu pedpa ot 103a 25 1 125 mg/kg T.M.,. HO TO3U peHOMEH € KIacupULUpaH KaTo
aHATOMHYHA BapHalMsa, a He KaTto MaiadopManus y ILTbXOBETe. YCTaHOBEHO, €
yBEJIMUCHHE Ha OTHOCUTEIHOTO TETJIO Ha IJIalleHTaTa Ipu OpEMEHHU IUTbXOBE OT BCUUKHU
034 Ha TpeTHpaHe. Y 3aiinu, Tpetupanu ¢ Fluconazole ¢ queBnn nosu 10 u 20 mg/kg
T.M. € YCTaHOBEHa TOKCHYHOCT y MaiikaTa chC 3HAUMMO pEAYLHPAaHE HaJJaBaHETO Ha
Terjao. HiMa MaHHU 3a JeKapCcTBOCBBP3aH €(eKT BBPXY €MOpHOHAIHATa CMBPTHOCT,
TeJecHaTa Maca Ha (heTyCHTe WU HaJIMIMe Ha TepaTOreHHU epeKT U MaipopMaluu.

6. PAPMALIEBTUYHU TAHHHA

6.1. CIIMCBK HA IIOMOIIHUTE BELHLIECTBA
Harpues xnopun
Bona 3a umkeKInu



6.2. P3UKO-XUMUYHU HECBbBMECTUMOCTH
He ca u3BecTHH 1aHHU 332 GU3NKO-XMMUYHU HECHBMECTUMOCTH.

6.3. CPOK HA I'OJHOCT
3 (TpHu) rOOUHU.

6.4. CIIEIMAJIHA YCJIOBUSA 3A CbXPAHEHUE
ITpu Temneparypa nmox 25°C.

Ia He ce 3ampa3ssbal

Jla ce cbXxpaHsiBa Ha MCTO, HEJOCTHIIHO 3a Acna !

6.5. IAHHH 3A OITAKOBKATA
Fungocap 2 mg/ml solution for infusion B Ge3uernu crekienn ¢aakonu ot 50 u 100 ml

6.6. IPETIOPBKU I1PU YIIOTPEBA

Crnen oTBapsiHe Ha ¢uUIaKOHA, Pa3TBOPHT Jla Ce YNOTpeOU BeaHAra, €AHOKpaTHo. [la He ce
CMeCBa ¢ JAPYTH JIEKapcTBa npeau uHdy3usTa.

7.UME M AJIPEC HA IIPUTEXATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA
~AHTHOMOTHK-Pa3rpan"” A/l

Oyn." Anpuicko BecTanue" Ne68, opuc 201
7200 Pasrpaa, bearapus

IIponszBoauTten:
"bankandapma-Pasrpan” A/l
Oyn." Anpuicko BecTaHue" Ne68
7200 Pasrpan. briarapus
Ten.084613318

8. PETUCTPAIIMOHEH Ne B PETUCTDBPA ITIO WI. 28 OT 3JIAXM
Ne20020545

9. TATA HA TbPBO PA3PEIIIABAHE 3A YIIOTPEBA HA
JIEKAPCTBEHMS ITPOAYKT

04.07.2002 r.

10. JATA HA AKTYAJIM3ALINA HA TEKCTA
Anpun 2010 1.



