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1. UME HA JIEKAPCTBEHWS ITPOAYKT Paspewerue Ne ... 7?..(/6 ...... A 0> 2010 .....
Fungolon /30 mg capsules. hard 0go6peHU N v Sorosrnsrrannerersesssssrsenes

@yuronon 150 mg kancvau. mespou

2. KOJIMYECTBEH U KAYECTBEH CbhCTAB

JlexapeTBeHo BemecTBO B eHa Kancyna ;

Eaua kancyna Fungolon 750 mg chabpixa : ®aykounazon/fluconazole/ 150 mg
IMomoluny BeutecTBa: 3a IMbJIHMA CITHCHK HA TOMOITHHTE BEILECTBA BXK T. 6.1

3. JEKAPCTBEHA ®OPMA
Onucanue
Fungolon 150 mg - mewpou sceramunosu KAancyiu ¢ maie ¢ 0.4 yesm u 04140 kanaye

4. KKIMHUYHU JAHHU

4.1. TepancBTHYHH MoKa3aHUA

Jleyenwero ¢ Fungolon Moke 1a 3amoume IIPEAN 1OoTyYaBaHe Ha Pe3VITATHTE OT
MHKPOOHOIOTHYHOTO ¥ JAPYTUTe 1a00paToOpHH H3cIeaBanus. B CIIy4ai, ye € HeoOX0aMMO. c1ex
MOTYHABAHC HA TC3M PE3YITATH TEPAMMATA MOXKE CHOTBETHO 1A CE MPOMEHH.

Fungolon ce npuiara 3a nedyeHue Ha creHUTE ChCTOSHUS:

* lennraina xanamgosa. OcTpa WM peKypeHTHA BArMHANHA KAHILIO34. Kananmoosen
Oananut. Tpsabea 0a ce 06¢cvOU Neyenuemo u na deamama NaApmMHbOpPU.

e Kananposa Ha aurasunute. ToBa  BKIHOYBA opodapunreantu, esodareaiuu,
HEMHBA3MBHH OPOHXOMYJIMOHATHH MH(DEKUHH; KAaHANAYPHS, MYKOKYTaHHA U XPOHHUYHA
OpasiHa aTpoUIHA KaH U034,

¢ Tinea pedis, tinea corporis, tinea cruris, tinea versicolor u KOXHH KaHAHAO3HH
UHPEKIHH.

e CHCTCMHM KaHIHIO3H, BKITFOYHTEITHO KaHMIEMHIS, AUCCMHMHUpAHA KaHJUA034 U JPYTH
dopMH Ha wHBasMBHA KanaMO3HA wH(eKuMA. Toa BKIIOUYBA HIexkunn na
NEPUTOHEYMA, eHAOKapiaa, 0enoApoOHMTE M NHUKOYHHTE MbTHINA. KaHIuio3HH
WHQCKIMN NMPH NANMCHTH CbC 3/10KAYECTBEHH 3a001ABAHMA, TAKHBA B HHTCHIHBHU
OTACACHHA HAH HA LUTOTOKCHYHA MM HMYHOCYIPECHBHA Teparus.

* KpHIMTOKOKO3a. BKI. KPHIITOKOKOB MEHHHIHT H MHQEKUNH C apyra JIoKaIH3aims
(Genoapobua. koxna). [Ipnnara ce mpu namentn cve CITHH, OpTaHHa TPaHCIIIaHTaI[Hs
HAR Apyrd clydan Ha uMyHocynpecusa. Fungolon Moxe na ce npuiara kato
lIoAABpKALIA TEPANNA 3a NPOPHIAKTHKA HA PELMINB HA KPHIITOKOKOBA GOJIECT npu
nanueHTH cbe CITMH.

* 3a npopunakTrka Ha THOHYHM MHOEKIMH pH UMYHOKOMIIDOMETHPAHU MAIUCHTH ¢
PHCK OT HEYTPONECHHA CEA LUTOTOKCHYHA XMMHOTEPANUs WM IbUeBa TEparus. exr1.
RAYUEHMI € KOCHIHO-MO3bYHA MPAHCRAAHMAYUS.

4.2. 103MpoBKa T HAYHH Ha HPHJIO/KEHHe

Fungolon ce npuema npes yerara.

Hresrala 1o3a Ha upoiaykTa ce OllpeieIs BL3 OCHOBA HA BHJAa H TeXeCrTa Ha TeOHYHATa
nupexuna. [loBeueTo cilyyau Ha BarMHAaIHA KAHIMZO3a ce IIOBIMABAT OT eIHOKpaTHA [03a.
JlewenueTo Ha Tesu BHIOBe HHGCKIMY, W3NCKBAIH MHOTOKPATHH 103U TpsAOBa jla TPOABIKH
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AOKATO KIMHHYHHTE NOKa3aTelu U 1abopaTOpHHUTE TECTOBE OKAXAT OTMHHABAHE Ha aKTHBHaTa
rednuna wadekius. HeagekBaTHO nedeHHE Move 7@ JIOBCAC 0 pPENMIHB Ha aKTHRHATA
HHpekuns. ITaunentd cve CIIUH u KPUIITOKOKOB MEHMHIHT OOHMKHOBEHO M3HUCKBAT
ITorbpikaila Tepaliis 3a H30ArBaHe Ha peluIuBH,
Bwipacmuu
¢ Kawnmuto3eH BarveuT win 6asanur - 150mg enrokparuo npes ycrara.
o Kanangosa Ha auraBHIHTe
Opogapnureanna kanaumosa — 200 Mg AHCBHO IBPBHA JCH 1 100mg AHEBHO creaBamMTe
AHu.  Jlewenuero He TpsabBa aa npesdwaBa 14 aHM, ¢ U3KIHOUEHHE  Ha
HMYHOKOMIIPOMETHPAHH MaUHeHTH B TEXKO CHCTOSHHUE.
3a atpodMyHa OpanHa KaHIM103a, CBBP3aHa CbC 3BOHU NPOTE3H — OOuuaiiHa 1032 50mg
BCIHBAK JIHCBHO 3a 14 JIHM, TIpHEMaHM €THOBPEMEHHO C NpUIAraHe Ha JOKATHU
AHTHCENTUYHH CPE/ICTBA.
IMpy Apyrm kanaMmo3Hn MHQEKIHH Ha THTABHINTE ¢ H3KITIOYeHIe Ha TeHHUTATHA KaHIN103a,
KaTo e30(aruT, HeHHBA3HBHU OPOHXOITYIMOHATHH MHOEKIMY, KaHAUAYPUsl, MYKOKYTaHHA
Kanmuno3a obuvaiinara nosa ¢ 200mg mupBs aeH u 100 mg THCBHO CJICABAINUTE AHH.

* 3a tinea pedis, corporis, cruris. versicolor u KO¥HH KaHAHIO03HY HWH(EKLHH
fIperiophuBanara f03a ¢ 50mg BeAHBXK MHCBHO. |IpOABTKHTENHOCTTAa Ha JCUCHHETO
OOMKHOBEHO € 2 10 4 cenMMULIH, HO tinea pedis MOXKe [a H3UCKBA JeUEHUE 110 6 CEAMHLM.
[Ipodvuxcumenocmma ne mpaésa da npesuuasa 6 ceomuu,

* 3a KaHIHAEMHs. IMCeMUHHpaHA KaHANI03a U APYTH MHBA3UBHH KaHAMIO3HH MH(EKLIUH
obuyaitHata go3a ¢ 400mg nbpBUS AEH, MOCNEABAHO OT 200mg nueBHo. B 3aBucHMOCT
OF  KIHHHTHHS  OTroBOp mo3ara MOXKE [a ce TOBHIOH 10 400mg aHesHO.
[lpoasIKUTENHOCTTA HA TeUeHHETO ce onpeness OT KIMHUYHHS OTTOBOP.

- llpH KpUNTOKOKOB MEHHHIHT M KPHITOKOKORHU UHQEKUHMU C JIpyra J0KaTu3aius
obuuailnata n03a e 400mg nbPBU [eH, NOCIEABAHO OT 200mg - 400mg BeAHDBA AHEBHO.
TIpoubioKkH e IHOCTTA Ha JTeYeHHeTO 3aBHCH OT KIMHHYHIS H MHKOJIOIHYEH OTTOBOP, HO
OOHKHOBEHO ce mpemopbuBa 10-12 CeIMHYHO fedyeHue Cilel HeraTHBHpPaHe Ha
MOCABKHTE HA JTMKBOP ITPH KPUIITOKOKOB MCHUHTHT.

- 38 npOQUIAKTHKA HA PELUAMBY OT KPUIITOKOKOB MEHHHIHT npu naudedtu ¢be CITHUH,
G-I KaTo MAaUHeHTBT 10Iy4H IIbJICH Kypc ITbpBHYHA Tepamus, Fungolon moxe 1a ce
lIputara HeorpaHu4eHo B 1o3a ot 100 - 200mg.

* 3a mpoQuraKTHKa Ha IbOWYHH MHQEKIMH IIPH UMYHOKOMIIDOMETHPAHH IAIIHEHTH C
PHCK OT HEYTPONCHUA C/Ie/l LUTOTOKCUYHA TEPAIUs MM ThUeBa TepPanus, 103aTa TpsOBa
Ja e 50 1o 400mg BeAHBK AHEBHO, B 3aBHCHMOCT OT pHCKa 3a [alHenTa oOT pa3BHTHE Ha
reOuYHa HHQEKUUA. 3a nayuenmu ¢ 6ucok PUCK Oom cucmemnu ungexyu, kamo mesu,
PU KOUINO Ce O4aKea Oa UMAam MexcKd U npoOBbINCUMETHA HEYMPONEeHUS KAmo npu
ROCIMHO-MO3bYUHA MPARCRTAHMAyust, npenopvysanama 003a ¢ 400mg 6eonvoc OnesHo.
Ipremur Ha Fungolon Tpsifpa 1a 3anoune HIKOIKO AHH IPEIH 0YaKBaoOTO HAYAI0 Ha
HCYTPONICHUATA 1 JIa PO/IBIAKH 7 JIHH €A KaTo OpOAT Ha HeYTPODUINTE ¢e MOBHIIH
Haa 1000 k1etxkn Ha mm’,

HAeua

Kakto npu nozo6um undexunn OpH BB3PACTHH, NPOAL/DKMTETHOCTTA HA JICUEHHETO ce
OCHOBABA HA KJIMHIYHUA H MUKOOTHYCH 0TroBop. Fungolon ce npuema Kato eannmyHa 1HeBHa
J03a BCEKH AEH.

Adena nao 4 200unu :
Ipenioppusanata n03a Fungolon 3a xan1ma03a Ha UraBALHTe e Img/kg nHeBHO. HaTOBa'pBama
;1032 0T 6mg/kg ce npuTara nLpBUS 1eH 3a 0-0bP30 JOCTUTAHE Ha PABHOBECHH KOHICHTPALHH. .
3a JeyeHHe HA CHCTEMHM KAHAMA03M W KPHOTOKOKOBH MH(DEKLHH, NpenopbyBaHaTa 103a e 6-
I2mg/Kg ZmeBnio B 3aBHCHMOCT OT TekectTa Ha 3a60/BaHeTo. o T
3a npopuiakTuka Ha rEOMYHM MH EKUHH Y MMYHOKOMIIPOMETHPAHH MalUeHTH ¢ PUCK OT
HCYTPONCHUA CICT LMTOTOKCHYHA TCPANMA W JbYeBa TEparus, 103aTa TpabBa ja GwBac 3-
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12mg/kg OHEBHO, B 3aBHCHMOCT OT CTENEHTA H IPOABKUTETHOCTTIA HA HMHAYUHMpaHaTa
HCYTPOTIEHHS.

Makcnmannata 103a npu aena se TpsaSsa aa npeBuuiaBa 400mg aHEBHO.

CbliecTByBaT OrpaHHYeHH JAHHM 3a TIPHIOKEHHETO Ha HIPOIYKTa UPH T'eHHTaTHA KaHIuI103a
npi leua noa 16 romumu. [TpumioxkeHweTo Ha mpoayKTa He ce NpenopbUBa, OCBEH akKo
JICYCHHETO ¢ AOCOTHOTHO HEOGXOANMO U HAMA APYrH QITEPHATHBHH NIPOTYKTH 3a MPHUIOKECHHE.
lauuenmu 6 nanpeonana ev3pacm

ITpw .inica na zokazaresictsa 3a 6u6pedno yBpexzaaHe TpsadBa 1a ce mpHIIara HopMaiHaTta 103a.
[lpn naumenTtn ¢ 6ubpeuno yBpexaaHe (KpeaTMHHHOB KIMPBHC noa S0ml/min) nosarta Tpsabea
714 CC TPOMEHH, KAKTO € TOCOUYEHO I10-101Y.

TTayuenmu c yspedena 6vopeuna Pyukuun

Fluconazole ce exckpernpa mempomeren IpeIuMHO B ypuHaTa. He ce wW3mckBa npomsina 1pu
CAHOKpaTHA 103a. llpn naumentn ¢ yBpeneHa OnOpeuna (yHKuMS (BKIL Ideua), KOUTO e
HPHEMAT TIPOyKTa MHOTOKDaTHO, HOpMaiHaTa MpEeNOPhYBAHA /103a (CTIOPEe] HHMKATIHHTC)
TpsA0Ba [a Ce NPUIIOKHU B IEH 1, MOCNeABAHO OT IHEBHA 1034 cnopea ciaeaHara tadauua:

Kpeamununoe knupvuc (mi/min) Ilpoyenm om npenopvusanama doza
>50 100%

£ 50 (6e3 auamnmsa) 50%

Penosna ananusza 100% cnen Beska nuaamza

4.3. llpoTtuBonokaszanus
*  CBPBXYYBCTBUTETHOCT KBM fluconazole wim kbM HIKOE OT TOMOIIHUTE BEIIIECTBA, KAKTO
H KM APYTH a30714.
* LanoBpemennata ynotpeba ¢ neKapcTBEHM NMPOAYKTH, 3a KOHTO ce 3Hae. de YIBIXKABAT
QT-untepsana u ce metaboausupar ot CYP3A4, kato cisapride, terfenadine, astemizole,
pimozide n quinidine (Bwx 1. 4.5).

4.4. CrreunaiHu UpeaynpeKIenns W MPeLIa3Hu MEPKH NpH ynorpeda

MHoro psako, Npud NOUMHANH HALMEHTH CbC CEePHO3HH OpenxoAHu 3ab0.1s1BaHusA, KOUTO ca
1ToJTyHaBalli 1o;1eMH 103 fluconazole, ca HabIII01aBaHH T10CTECMBPTHO IIPOMEHHN BKIFOYBALIH U
YepHOAPOTHa Hekpo3a. Te3u mauMeHTH ca MONy4aBald €IHOBPEMEHHO M JApYIHu JeKapcTsa,
HAKOM OT TAX MOTCHIHATHO XCMATOTOKCHYHHM W/H/IM Ca HMAIH MPEIXOIHM 3ab0IsMBaHUS, KOUTO
Cd MOTTIM A8 NPeAU3BHKAT YePHOAPOGHA HEKpo3a.

B ciryyante Ha XellaTOTOKCHYHOCT He € YCTaHOBEHa OYeBHIHA BPB3Ka C J03aTa Ha TIPOIyKTa.
HMPOAB/DKATE/IHOCTTA Ha JICYCHUETO, NI0NIa M Bb3PACTTa Ha NauueHnTa. Habmonaranute npomenn
P TOBCHCTO ClyHan ca ToKazamd oOpaTHO pasBUTHE CJ1€1 MPEKPATABAHE HA TCPAIMsTA C
tluconazole.

Tt Kkaro mpHunHHO-clleICTBEHA BPB3KAa ¢ fluconazole me Mmoe 1a Obae W3KIOUeHa,
MalMEHTHTE. KOUTO pa3BUBAT IPOMEHH B YepHOApoOHaTa PyHKIMs TpsOBa 1a ce HabII0JaBaT 3a
PA3BHTHC Ha MO-CCPUO3HO 4CPHOAPOOHO yBpekaane. JleueHueto ¢ npoaykTa TpsaOBa Aa Obj1e
HPEKPATEHO aKO Ce PA3sBUAT KIHHHYHUTE CUMOTOMM HAa YePHOAPOOHO YBpPekKIaHe [0 BpeMe Ha
premMa,

Hsxon asomu, Bk fluconazole, ce cBbp3Bar ¢ yas1xapane Ha QT untepsana na EKT. [lo tazu
npuarHa fluconazole TpsGBa na ce mpwiaara ¢ MOBHINCHO BHUMAHME NpH  TAIUCHTH ¢
NOTEHIHAAEH PUCK OT APUTMUU KATO!

* BPOICHO HJTH IPHAOGHTO JOKYMEHTHPaHo yabiikasane Ha QT wrrepsaia;

* KIMHUYHO 3HAaUNMa Opagukapams: :

* CRIICCTRYBAILA CHMITOMATHYHA ADHTMHS HUTH TCXKKA ChPACYHA HETOCTATHIHOCT:

* CICKTPOIUTHH HAPYHICHUs. 0COOEHO XUNIOKATHEMUS U XUIIOMATHE3HEMUS: i o
* CAHOBPEMEHHO TIpHEMaHe Ha JIEKApCTBEHH [POAYKTH, KOHTO yab:kasat QT wmtepsana, Kato .«
HalIpUMEp aHTHapUTMUYHUTE NPOAYKTH OT K1ac IA u 1. e ;

o
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MHOTO pAIKO NaUMeHTHTe MOraT 1a Pa3BUAT eKC(HONTMATHBHA KOXKHA PEAKIIHs, KAaTo CHHIPOM Ha
Stevens-Johnson u Tokcnuua CTIHACPMATHA HEKPOJIM3a 10 BpeMe Ha neueHneTo ¢ fluconazole.
[Taunenture cbe CITUH ca ckIOHHM KbM PasBUTHE HA TEKKHM KOMKHM PEeakUUd KbM MHOrO
JIeKapeTBa. AKO ce MOsIBH OGPHB IIPH IALHEHT, JICKYBaH 3a IIOBBPXHOCTHA I'bOMYHA UH(EKIHS,
KOHTO ce mpeuenu, ye e mpuumner or fluconazole, nedenuero c IpoayKTa TpsabBa ga ce
NPEKpaTh. AKO NpH NAIMEHTH C HHBA3HBHH/CHCTEMHH MHKO3H CE MOSBIT OOpHBH, HEOOXO, MO
€ HaOMOACHHE H OPEKbCBAHE HA JICUEHUETO aKo ce Pa3BHAT Oyn03HM se3ud uau erythema
multiforme,

FFluconazole Tpabea na ce mpuiara BruMaTtenHo TIpH NaLUeHTH ¢ ObOpeyHa auchyHKIHUS.

B pe/iku eyyan, KakTo M Ipy ApYyTH 430714, ¢e JI0K/IaBa aHaduIaKCcus.

TTalMeHTH ¢ peakn HACaeACTBEHH NPOGIEMH, KATO [ATaKTO3HA HENoHOCUMOCT, Lapp naktazen
AePHUAT AW TIIIOKO30-TaJ[aKTO3HA MajtabcopOums, He TpsOBa [a TpHeMal TO3N JIeKapCTBeH
NPOIVKT.

Jlozata na tluconazole TpsaGra na 6wac PEAYIHpaHa, KOrato KpeaTHHHHOBHUST KJIUPBHC ¢ mox 50
ml/min (Bux T1. 4.2).

4.5. BsaumogaeiicTBue ¢ ApYra  JICKapCTBEHH NPOAYKTH M ApYyru ¢opMu Ha
B3aHMOJeHCTBHSA

CrennuTe KOMOUHALMY €A IPOTUBOMOKA3HH:

Cisapride (CYP3A4 cyGerpar): Tasum koMGHHALHS e OPOTHBOIIOKA3HA, TIOPAAH PHCK OT
yav/KaBaHe Ha QT-uHTepBana U pUTEMHH HApYIIeHHs OT THII torsades de pointes:

lerfenadine (400 mg wau moseue, CYP3A4 cy6erpar): Hopaan ciyuan Ha cepuo3Hu ChPICYHH
ApHTMUU. - ABABALLM CE BTOPUYHO CleA yaAbwkaBae Ha QTc-uHTepBana OpH NalUeHTH
Ho/tydasamy a3o.H B KomOnHauns ¢ terfenadine. ca mpopeuenn peawnia H3CJICIBAHHA 3a
[Ipoy4BaHe Ha TOBA B3aMMOJCUCTBHE. B enHO mpoyusaHe ¢ m3nonseane Ha 200 mg fluconazole
AHCBHO. HC € YCTAHOBCHO ybTkanane Ha QTc-nutepBana. B apyro npoyusare ¢ NpUaarale Ha
400 mg u 800 mg fluconazole aneBHO e YCTaHOBEHO, ue AHEeBHH 1034 0T 400 mg uau nogeve,
CHIHH(HKAHTHO TMOBHWIIABAT [UIA3MEHHTE HHBA Ha terfenadine, npuer eaHoBpeMenHoO
tluconazole.

Astemizole, TPHIOKEH B T03W MO-BUCOKH OT MPEHOPBYBAHMTE, MPE/IN3BUKBA Y Ib1kaBane Ha QT
HHTCPBAIA, TOXKKA KaMEpHA apuTMus, torsades de pointes u chpaeuen apect. EaHoBpeMeHHOTO
npu-tokenHe Ha astemizole u fluconazole e nporusomnokasmo, MOPAalH PHCK OT pa3BHUTHE Ha
CEPHO3HH, IOTEHINATHO (aTaTHi ChPISYHH e(eKTH.

Pimozide: Brnpekn, 4e He e mpoydeHo in vitro i in vivo. CTHOBPCMEHHOTO MPUIOKEHHE Ha
tluconazole u pimozide e npoTuBonoKasaHo.

C1eRNTe KOMOUHAIINY HE e IPEMOPHYBAT:

Erythromycine: Ennospemennoto npunoskenue Ha fluconazole i erythromycin moxe ga
NOBHION  puCKa 0T KapAHOTOKCHYHOCT (yabmkeH QT wuntepai, torsades de pointes) u
BIOCICACTBHE HA BHE3AMHA ChpAeYHA cMbPT. Tazu koMOuHanus Tps6Ba na ce u3bsraa.

JlekaperBeny MpoAyKTH. TOBIMABAN MeTaGoiTmsma Ha fluconazole

Hydrochlorothiazide: B wnzciensanus ua bapMakoKHHETHYHM B3aHMOIEHCTBHS IIpH  34paBH
700pOBOIM, KOHTO ca MpHEeMaIn caHoBpeMeHHO fluconazole w MHOTOKpaTHH 103U OT
hydrochlorothiazide, nnasmenure KOHLieHTpauuu Ha fluconazole ca ce noBuimay ¢ 40%.
Rifampicin (CYP450 unayxrop): Exanospemennara ynorpeGa na fluconazole 1 ri fampicin
npean3Buksa 25% peayxuns Ha AUC u 20% HaMmaisBane na NOJIy»)XUBOTa Ha fluconazole, xoeto
Hasara noBHiLaBaHe Ha no3ara Ha fluconazole npu komGuHKpana Tepanus.

Didanosine: Bhapeku ue npu chbBMeCTHO u3noa3eate ¢ fluconazole ce HabI01aBa MabK eeKT
BLPXY (apMakoKHHeTHKaTa M eHKacHOCTTa Ha didanosine, neoGxoanmmo e MOHHIOpHpaHe
eexra Ha fluconazole. INpenoppunrtenuo e ynorpebata Ha fluconazole na NpellecTBa Ta3y Ha )
didanosine. e : '

Bausuue ga tluconazole BbpXY MeTadoau3Ma Ha APYTH JCKAPCTBEHH NIPOAVKTH -



[luconazole e cuaen HHXHOHTOp Ha wmuTOoXpom P450 (CYP) wmzoemsum 2C9 u yMepeH
nuxndutop Ha CYP3A4. OcBer nocodcHuTe M0-1071y  HabITFO/1aBAHM/IOKY MCHTHPAHH
B3AHMOICHCTBUS, HMa DPUCK OT MOBUINABAHE HA I1a3MeHaTa KOHLEHTpALMA Ha ApPyru
JIEKApCTBEHH  MPOUYKTH, MeTabommsupamm ce or CYP2C9 wmam CYP3A4 (Hanp.  epro-
ankanouay, quinidine), koraTo ce mpuaarar 3aexso ¢ fluconazole. [Topanu ToBa e HeoOXoaMMa
BHUMATC/IHA TIDCICHKA W MOHUTOPHpAaHC Ha MAlMEHTHTE, NPH KOHTO CE TIPHUIAraT Te3l
KomMOuHaluy. EQeKTbT e Bh3IMOXKHO A2 IPOAbIKA 10 4-5 mHU cien CIIHPAHE HA JICUEHUETO C
fluconazole, mopamy MPOIBIDKATETHHS MY TIOTYKHBOT.

HMG-Cod pedyrmasnu uixubumopu (CYP2C9 umu CYP3A4 cybceTpaTti): PHCKBT OT MHOmAaTHs
MM pabIOMHONM3a HAPACTBA TIPU HA3HAYABAHC HA A3070BM AHTUMHKOTHIMH €IHOBPEMCHHO ¢
HMG-CoA peaykTasnu HHXUOMTOPM KaTo atorvastatin, simvastatin u fluvastatin,

Ho 200% mapacrsane na ruiomrra moa kpusara (AUC) Ha fluvastatin moxe ua ce YCTAHOBH KaTo
pe3yvaTat oT B3aMMOJCHCTBHETO Mexay fuvastatin 1 fluconazole. Heo6x01uMMO € MoBHIIEHO
BHUMAHHC 0pH CIHOBPCMCHHO npuioxeHue Ha fluconazole w Awmuroacyianmu (CYP2C9
cyoerpar): Hasnauasane Ha medenue ¢ fluconazole npu naumenTty, noayuasaty wartarin Mmosxe
AQ YABIKA IPOTPOMOHHOBOTO Bpeme ABOHHO. MMa choOIueHus 3a HabIro1aBaHo KBPBEHE (ITpH
KOHTY3Hd, KbpBEHE OT HOCA, OT TIaCTPO-UHTECTHHATHMS TPaKT, KpbB B ypHHATA W
M3NPAKHCHUATA) MPU yroTpeda Ha a30710BM aHTUMHKOTHIIH, KOETO € CBBP3AHO ¢ YIBIKEHOTO
NPOTPOMOHHOBO BpeMe IPH NALMEHTH, JeKYBAHH €AHOBPEMEHHO ¢ warfarin. [IpoTpoMEHHOBOTO
BpemMe TpAdBa 1a ce MOHHTOPHpa MHOPO BHMMATENHO IIPH MALHEHTH I10JTy JaBaIIH
enHoBpemeHHo fluconazole u KyMapHHOBH aHTHKOAryTaHTH.

Phenytoin (CYP2C9 cy6etpar n cunen CYP450 unmykTop): ITpuemsT Ha 200 mg fluconazole
3aeaHo ¢ phenytoin 250 mg unTpaBeHo3Ho, nosuimasa AUC Ha phenytoin ¢ 75 % u Cp ¢ 128
%. Axo TpsOBa ga ce mpwmiarar W IBata HPOAyKTa €IHOBPEMEHHO, KOHUEHTpaUHsTa Ha
phenytoin TpsadBa 1a ce KOHTpOAMpA, KATO ce MPOMEHs 103aTa, 3a Ja ce OCHI'YPAT HETOKCHYHH
IJTA3MEHN KOHIEHTPALMH.

Alfentanil (CYP3A4 cyGerpat): EAHOBpPeMEHHOTO Opuiokedue Ha tluconazole 400 mg u
alfentanil 20 pg/kg wrrpaBenosno Tpu 3upaBH gobpoosiar mosuurasa asoiino AUC wHa
altentanil n namangBa HeroBus KIMpPBHC ¢ 55 %, BEPOSITHO upe3 uuxuoupane sa CYP3A4. Tlpu
M3MOT3BAHC HA Ta3H JICKAPCTBCHA KOMOMHAIMA € YMECTHO J103aTa JId ¢ a/IanTHpa.
Benzodiuzepines ( CYP3A4 cyGetpar): Ilpu cbBmecTHa ynotpeba ma fluconazole 400 mg u
midazolam 7.5 mg niepoparnio ce nosumasar 3.7 meti AUC na midazolam # 2.2 11sTH HeroBHs
TIOTYKHBOT, & CBIIO U ncuxoMoTopHuTe edextu. Fluconazole 100 mg nneBHo 1 triazolam 0.25
mg nosumasat AUC Ha triazolam u HeroBHs MONYKHUBOT CHOTBETHO 2.5 mbTv 1 1.8 mbTH ¢
NOTCHUMpaHe M yabakaBaHe Ha edexktute. [Ipd  M3M0a3BaHE HAa KOMOMHALMS —OT
Oensounasennan 1 fluconazole e MperopBUATEITHO 12 ce HAMAIST JO3UTE HA OEH30IHA3CTHHITE
1 MAUMEHTHTE Ja e MPOCIeAsIBaT CTPUKTHO.

brokepu na waiyuesume ranaru (CYP3A4): OTHacs ce 3a HSIKOH JNXHAPONHPUAUHOBH
AHTATOHUCTH HAa KalllMeBUTE KaHamu, kato nifedipine, isradipine, nicardipine, amlodipine u
felodipine. Mma ny6niikysany HaGIIOIeHHS 32 3HAYNM nepudeper 0TOK HW/HIN TOBHIIABAHE Ha
CEPYMHHUTE KOHUCHTpalUHMM Ha KalIlUHEBUTE AHTArOHUCTH IIPM WM3IOJI3BaHE HA itraconazole u
felodipine, isradipine wmam nifedipine. Tesu B3ammopeitcTBus ce Cpemar W NpH JIPYTHTE
TPHA30J10BH AHTUMHKOTHYHH areHTu. IIpenopbuntenHo e peayunpare Ha 403aTa HA KallUeBUTe
anTarOHHCTH.

Sulphonyl urea (CYP2C9): Ycrtanoseno e, ue fluconazole YABKABA IJ1a3MeHHs MOJTYXKHBOT Ha
cyaponnaypeiinnte npoayktu (chlorpropamide, glibenclamide, glipizide u tolbutamide) npm
3apabu Ao6posonun. Fluconazole u opanuute cyadoHun ypeilHd AepuBaTH MOraT Ja ce
H3107138AT € AHOBPEMEHHO TIPH AHAOCTHIM. HO TIANNEHTHTE TPAOBA 1a ce HH(GOPMHUPAT OTHOCHO
BB3MOXKHOCTTA 3@ HACTBIIBAHE HA XUIIOTTUKEMHUSL. , T
Hepopanu konmpayenmusu. JIBe GapMakOKWHETHYHH CTy/IHH Mpe/ICTaBIT KOMOHHAIMS Ha
OPA-ICH KOHTPALCNTHB i MHOTOKPATHO A03upane Ha fluconazole. SO mg fluconazole He okaspat
BIFSHIE BLPXY KOHUCHTpamMHTe Ha XopMmoHuTe, Ho 200 mg amesno nosumasar AUC Ha



ethinyloestradiol u levonorgestrel ¢ 40 % u 24 %. pecneKTuBHO. Manko BeposTho e fluconazole
B TC3H 1030 J1a MOBIMSC ¢)EKTA HA IEPOPATHHTE KOHTPAIICTITHRH,

Amitriptyline: Tok1aaBaHn ca HAKOIKO CIydas, KOMTO OMUCBAT MOBULLABAHE HA [1a3MEeHUTE
KOHLENTPAUHH Ha amitriptyline # IPH3HALN HA TPHOMKIMYHA TOKCHIHOCT, KOTATO TTPOIYKTHTE
¢a H3M013BaHK e1HOBPpeMeHHO. [IpunaraneTo Ha fluconazole ¢ nortriptyline, akTupen MetaGoaut
Ha amitriptyline, Bojiu 10 MOBWITaBaHe HUBATA Ha nortriptyline. IMopaan chimecTryBamus prck
OT aMHTPUOTHINHOBA TOKCHYHOCT € HEOOXOMMMO 1a C& MOHHTOPMPAT AMUTPUNTATMHOBHTE
HHBA H IPH HEOOXOAUMOCT 103aTa a Ce afanTupa.

Celecoxib: KTWHWYHM npoydBaHMS ca [OKasann 2 OBTH IOBUILABAHE HAa n1a3MeHarta
KOHIICHTpalMs Ha celecoxib, KoraTo ¢ IpHIOKeH eTHOBPEMCHHO ¢ 200 mg fluconazole. Tesn
B3aMMOICHCTBUS BEPOATHO Ca Pe3yaTaT OT UHXUOHpaHe Ha uutoxpom P450 2C9-meaunpanus
verabonsem Ha celecoxib. Tlperopbantento e na ce HaMaiAT K03HTe Ha celecoxib, mpwu
MalMEeHTH, MPUEMAlH eTHOBpeMeHHO U fluconazole.

Losartan: Topaaw naxudupanero #a CYP2C9 ot fluconazole. uMa HAMAICHO NPEBPBINAHE HA
losartan 10 akTUBHM MeTabOIUTH (E-3174), KOUTO ¢a OTrOBOPHM 3a AHrHOTEH3uH Il
PELCITOPHHS anTalronH3bM. HadMIOLABALIo ce pH Tepanus ¢ losartan. [Tamnenture rpsbsa La
¢ NpocIeaBaT NPOABIKATENHO 110 OTHOLIEHHE HA KOHTPO.IA Ha TSAXHATA XHIEPTOHHS.
Iheophylline: 11pu nnane6o KOHPOTHPAHO MPOYIBAHE OTHOCHO B3aMMOICHCTBUATA, TTIPHEMBT Ha
fluconazole 200 mg 3a 14 anu Boau a0 18 % moHuKaBaHe Ha CPeAHMA IJA3MEH KIHPBbHC Ha
Teopuimna. [laienTare, TeKyBaHH ¢ BUCOKH HO3M theophylline wix xKonTo ca u3ToKeHH Ha
IOBHIIEH PUCK OT TEO(PUIMHOBA TOKCUYHOCT, TpAOBa jJa ce HAOII0JaBAT BHHMATEIHO U npu
HEOOXOANMOCT Jia e KOPHTHpa 103aTa Ha theophylline.

Trimetrexate: JlekapcTBeHu npoaykTu kato fluconazole, xouto uHxudupar P450 ensumuaTa
cucrema.,  MOXe Ja TPeOH3BHKAT B3aMMOAEHCTBHMS, KOHMTO [IOBHMINABAT IIIa3MeHara
KOHUEHTpalus Ha trimetrexate. AKO He MOXe 1a Obae M30eTHATO eIHOBPEMEHHOTO IpUIarane
Ha trimetrexate u fluconazole, TpabBa fa ce U3BBPINBA BHUMATEICH KOHTPO.T BBPXY CCPYMHHUTE
HUBA Ha trimetrexate U 3a Ge1e31 3a TOKCHUHOCT Ha trimetrexate (CyMpechs Ha KOCTHHS MO3bK.
HapyureHus BbB QyHkuuHre Ha Op0pennte u YepHnst 1pol, racpo-HHTEC IHHA [HH VIILEPaLnn).
Zidovudine. Tlpoyusanns 3a B3auMOJeHCTBUA noKaspaT nosumasane Ha AUC Ha zidovudine
npubansuteano ¢ 20 % u 70 % chOTBETHO, IpW eAHOBpeMeHHaTa yroTpeda ¢ fluconazole 200
mg uan 400 mg AHEBHO, BEPOATHO MOPALM UHXMOUpaHE Ha [1HOKYpOHUpaHeTo. IlauuedTure,
JIeKyBay ¢ Tasi KomMOMHaumMs, TpAdBa ja ce NpocIeadBaT OTHOCHO CTPaHuHlHTe eekTH Ha
zidovudine.

Cyclosporin (CYP 3A4 cyGerpar): Bwe (apMakokHHETHYHM OPOYYBAHUA MpPH MNALUCHTH ¢
ObOpeyna Tpancniantauus, 200 mg tluconazole NHEBHO MpeaU3BUKBA DABHO MOBMLLABAHE HA
lla3vMenata KonuentTpauns wa cyclosporin. B apyrm mpoyusamis ofade. MHOTOKPATHO
npHemade Ha fluconazole 100 mg IHeBHO He MOBAMABA UMKIOCIOPHHOBATA KOHLIEHTPALUs MpH
MANMEHT ¢ KOCTHO MO3bYHA TpaHcmiaanTauus. HeoGXoaumMo ¢ MoHuTOpHpaHe Ha
N1a3MeHHTE HUBA Ha cyclosporin npu eaHoBpemenna ynotpeda ¢ fluconazole.
Cyelophosphamide: Kombunupana teparus ¢ cyclophosphamide u fluconazole Bomn 10
NOBHIIEHNE HA OHINPYOUH M KpeaTHHHH B cepyMa. KOMOMHALMATA MOXKe 1a Ce H3M03Ba, KATO
CC HMa NPEBUI PACKA OT OBHUICH CEPyMeH OHITHPYOHH U KPEaTHHHUH.

Fentanyl: ChoOuieH e eaunu QaTaned clyyail Ha BbIMOXKHO B3auMOJEHCTBHE HA fentanyl ¢
fluconazole. ABTOPBT IpereHsBa, 9e MALUNEHTHT € TOYHHAL OT HHTOKCHKALNS C pentanmir. B
AOIBJIHCHUE TPpH KIMHUYHO H3CJIEBAHE € YCTaHOBEHO, ue (IIyKOHA301 3abaBs 3HAUMMO
CTUMHUHHpaHeTO Ha fentanyl. VBenwuenata KoHICHTpaumusi Ha fentanyl moxe 1a moBede 10
pPEeCHUPATOPHA AENPECUSL.

Halofantrine: Fluconazole moxe 1a 110BHIIM 1J1a3MeHata KoHUeHTpauns Ha halofantrine rropazan
nHxubupamus edext Bopxy CYP3A4. R o
Methadone: Fluconazole Moxe 1a moBUITH cepyMHATA KOHIeHTpanus Ha methadone. Moske fda e
HeOOXOAUMO aJanTHpaHe Ha no3ata Ha methadone. a ' k
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Rifabutin: Fluconazole mosuiasa CCpYMHHUTE KOHUEHTpauMu Ha rifabutin, xoeto Bomu 10
nosruraBaHe Ha AUC ma rifabutin ¢ 1o 80%. Mma chobmenus 3a YBCHT NPH MAlHeHTH, TIPH
KOHTO Ca npu.1aranu egHoBpeMeHHo fluconazole u rifabutin.

Sacvinavir: Fluconazole nosumasa AUC ma sacvinavir c upubnusurenso 50%, Cmax ¢
npubnusuTeHo 55% M HamanABa KIMpBHCA Ha sacvinavir ¢ npubmuzutenno 50%, nopaau
MHXHOMpaHe Ha 4epHOAPOOHMS MeTabomm3sM Ha sacvinavir or CYP3A4 u HHXHOHpaHe P-
radKkonpotent. Moxe Ja ce Hal0KU aJanTHPaHe HA 103aTa Ha sacvinavir.

Sirolimus: Fluconazole 11oBHasa Im1a3Menute KOHUEHTPAUHH Ha sirolimus BeposTHO dpes
HHXHOupaHe Ha MeTaboam3Mma sirolimus upes CYP3A4 u P-rnuxonporenn. Tasu xomOuHanms
MOZKC JIa ¢C M3MO0JI3BA, KATO C¢ aIanTupa J03aTa Ha sirolimus B 3aBHCHUMOCT OT ChOTHOUIEHHETO
e(eKT/KOHLEHTPaLUA.

Bunra ankarouou: Bripexu ve He e mpoydeno, fluconazole Mosxe 1a TIOBHIIH 1UTa3MEHHTE HIBA
Ha BHHKA ankalouauTe (Hamp. vincristine m vinblastine) u ga noseme 1o HEBPOTOKCHYHOCT,
KOCTO ¢ BB3MOKHO Mopau uHXxuOUpamus epext Ha CYP3A4.

Prednisone: Tlpu nanueHTH ¢ TPAHCILUIAHTALMS HA YePEH APOO, KOUTO [O.1y4aBaT prednisone e
rrabrro1aBano pasBHTHe Ha AIMCOHOBA KPH3a, Clie]l KaTo e GWT pekpaTeH TpHMeceyen Kypc Ha
npuew Ha fluconazole. [1pexberaneto Ha Tepanusra c fluconazole mpen3BuUKBa NOBUILABaHE HA
akTHBHOCTTA Ha CYP3A4. kocTo BOIM 710 3aCHICHO pasrpaxiaHeTo Ha prednisone i Gbp3o
PA3BUTHE Ha AZMCOHOBa Kpu3a. TMTauMeHTHTe, KOMUTO MPOABLIKHUTEIHO BpeMe ca Ol Ha
-revenme ¢ fluconazole w prednisone. TpsGBa 1a ce crels’ BHUMATENHO 3a pasBHTHE Ha
NPU3HALM 3a aApeHalHa HeJOCTaTbYHOCT, IIPH IIpeyCTaHOBsBaHE pHeMbT Ha fluconazole.
Lacrolimus and sirolimus (CYP3A4 cyGerpar): Ennospemernust mprnem Ha fluconazole u
tacrolimus 0.15 mg/kg b.i.d. nosuwasa Cmax 1.4 u 3.1 nbTH, npu go3u Ha fluconazole ot 100
mg n 200 mg crorserno. Jlokiragpana e GpOpedna TOKCHYHOCT MPH HAUHEHTH ¢ eHOBPEMEHHa
ynoTpeda Ha fluconazole u tacrolimus. Bbrnpeku ue He ca NpOBEXAaHHM NPOYUBAHMS OTHOCHO
fluconazole wu sirolimus, mpemopnuBa ce MOHWTOpHMpaHe HMBaTa Ha sirolimus u npH
HEOOX0AMMOCT KOPUrHpaHe Ha do3aTa. [laluenTu, KouTo noayuasar tacrolimus wian sirolimus u
fluconazole eanoBpeMenHO, TPAGBA MPELM3HO 1A cé MOHUTOPHPAT 3a HAPACTBAHE TOKCHIHOCTTA
Ha sirolimus (aHemMHs., TeBKOMeHHs. TPOMOOLMTONEHHUS, XMITOKATHEMHUS], HAPHS ).

Nevirapine: ExnopeMeHHHAT MpueM Ha nevirapine u fluconazole (8 o031 ot 200 mg u 400 mg
AHCBHO) MOXKe [a NPEeAM3BUKA 3HAYUTEIHO NOBUILIABAHE HA MJ1a3MEHUTE HUBA Ha nevirapine, B
CPaBHEHHE CBC CAMOCTOSATEHMS IIpHeM Ha nevirapine. YclOpegHHA1 IpHEM Ha IBaTa
ICKAPCTBEHM MNPOAYKTA NpH NauMeHTH ¢ Hanpeanana HIV undexuns ce monacs goGpe.
MIMYHOOTHYHUSAT U BUPYCOTOrMYECH OTIOBOP Ha JIECYEHHETO ¢a GIaronpHsTH.

Hecmepouonu npomusosvsnaiumennu cpedcmea:; Cmax u AUC na flurbiprofen ce nosuiasat
¢ 23% u 81% cporseTHO, KOraTo ce npuiara ¢ fluconazole, B cpaBHEHHE CbC CAMOCTOSTEIHOTO
npuaoxenne Ha flurbiprofen. Ilogo6no, Cmax u AUC Ha hapMaKoIOrH4HO aKTHBHUS H30MeEp
[S-(+)-ibuprofen] ce mosumansar ¢ 15% n 82% cwoTmeTHO, Korato fluconazole ce mpumara
€1HOBPEMEHHO ¢ pauemuded ibuprofen (400 mg), B cpaBHEHME CbC CAMOCTOATEIHOTO
IIPUITIOKEHNe Ha paueMuden ibuprofen,

Borpekn 4e ne e cnenuduuno npoyuen, fluconazole uMa moTeHUMAT 1a MOBUIIM CUCTEMHATA
ckenosnius Ha apyrn HCTIBC, komto ce mertaGomusmpar or CYP2C9 (manp. naproxen,
lornoxicam, meloxicam, diclofenac). IIpenopbuBa ce uecTo HAGMOAEHHE 34 HEKEIAHM
JICKapCTBEHN PEAKIHH 1 TOKCHYHOCT, cBbp3anu ¢ HCTIBC. Moxe /1a ce HAJIOKH aganTHpane Ha
J03aTa M.

Ibuprofen: Hamanapane nosara Ha ibuprofen TpsGsa ma ce MMa B PEBIT TPH €THOBPEMEHHA
ynotpeda ¢ voriconazole nau fluconazole, ocofeno koraro nbpsoHauaiHaTa 103a Ha ibuproten
e BHCOKA.,

pyru BujoBe B3auMoneiicTeus

DapMaxoOUHAMULH 83QUMOOCTICMEUS : »
JlexapcTBeHu npoayxTu, KoHTO yabmkaBaT QT uHTepBana - NOKIAIBaHU €A CEYYaH, KOUTO
nokasear, ye fluconazole moxe na mpenusBuka yawsaxasade Ha QT MHTEPBAjla, B Pe3y/ITat Ha -
KOCTO €€ pa3sBHUBaT CePHO3HM apuTMiH. [laumenTn, KoHTO MpHEeMaT exHoBpemMenHo fluconazole -
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H Jexapetsa, yabkaBawd QT uHTepBana TpsdBa ja ce CleasT MHOTO BHHMATEIHO, 3aLI0TO
TUTUBHUTE ¢(hEKTH HE Ca H3KITFOUECHU,

Amphotericin B: TIpoydusaHus Ipu UBOTHH in vifro U in vivo JAEMOHCTPUPAT AHTATOHH3BM
Mexy amphotericin B u a30s108H nponssoann. MexaHH3MBT Ha [eifCTBHE HA HMULA30HTe o
CBBP3aH C IIOTHCKAHE Ha €procTeposoBara CHHTe3a B KIeTbYHAaTta MeMOpaHa Ha rbOuTe.
Amphotericin B okasBa BIHSIHHE BBPXY CBBP3BAHETO Ha CTEPOUANTES B KICThYHATa MeMOpaHa
OPOMEHUTE B MeMOpaHHUA nepmeabnanTeT. KIMHHUHMAT edeKT OT TO3H AHTANOHI3BbM BCE OIlle
e e u3pecten. Ioxoben edext mMoxke ga ce HabmogaBa W 1PH KOMILIEKca amphotericin B u
cholesteryl sulfate.

Brutavun A: VimMa cpoClleHWe NOpH eIHH MALMEHT, npueMan KOMOMHUpaHa Tepamus ¢
TPaHCPETHHOMAHA KHCeNHHa (kucenunHa Gopma Ha BUTamuH A) u fluconazole, npu ko#to ca
BB3HHKHAIIM HEXelaHH JIEKApCTBEHH peaklnH, cebp3anu ¢ LIHC mox dopmara Ha uepebpanen
[ICEBNOTYMODP, KOHTO Ca OT3By4aldH [pM CIHpaHe Ha Jjevyenuero c¢ fluconazole. Tasm
KOMOWMHAIMS MOXKE Jla Ce H3MONI3Ba, HO TpAOBA e ce MMa MPEIABH PHCKA 38 HEKETaHH peaKIuu
0T cTpana Ha [THC.

IMpoyusanusita He Moka3BaT KIMHHIHO 3HAYHMH [IPOMEHH B aGcopbumsta Ha fluconazole pH
MEPOpaIeH MpHeM C XpaHa, cimetidine, aHTHALMIAKM WM Clle] JbUeTepanys Ha LBUIOTO TSLIO,
NOPATH TPAHCTIIIAHTAIM S HA KOCTEH MO3BK.

Bbopeku aunca na KIMHHYHM NPOYYBAHMA 3a APYLM J€KAapCTBEHM B3auMOJSHCTBUA, TAaKHBa
Moral 1a Be3HHKHAT,

4.6. bpemennocT U KbpMene

bpexennocm

JlaHHHTE OT TNPHIOKEHUETO TPH HAKOJKO CTOTHH OPEMEHHM KEHW Ha CTAHIApPTHH I03H
fluconazole (noa 200 mg/aHeBHO) MO BpeMe Ha paHHA GPEMEHHOCT, HE MOKA3BAT HATMUMETO Ha
KaKBATO H J1a € Hexellanu ePeKTH BEpXy deryca.

Mma cpodiuenns 3a MHOXECTBEHH BpOICHM aHOMAIMM (Gpaxuuedasis, VIIHA JUCILIA3HAL,
MHOTO ronsMa npeiHa (oHTaHena, GeMOpaTHO M3KPHBSBAHE M PajMO-XyMEpaTHa CHHOCTO3a)
OpH Jeua, YMHTO MAaHiKH ca JeKyBaHM ¢ BUCOKH 103 fluconazole (400 - 800 mg/aneBHo) 3a 3
MU TTOBEYE Mecela 110 MOBOM Ha KOKUMIMOMIOMHKO3a. Bpb3kata Mexay Tesn edekTH H
JeuenuneTo ¢ fluconazole He e scHa.

IpoyuBanus npu KHBOTHY ca MOKA3aJIH PENPOTYKTHBHA TOKCHYHOCT (BHXK. T. 5.3).

Fluconazole B cTaHaapTHU 1034 U KPATKOTpAHHO IPUIOKEHUE He TPAOBa A4 Ce M3M0J3Ba M0
BpeMe Ha OPeMEHHOCT, OCBEH B CilyyanTe Ha Kpaifna HeoOxomumoct. Fluconazole BBB BHCOKH
7031 H/UITH NPONBDKUTENHO TIPHIIOKEHHE He TpAGBa 11a ce U3MOoa3Ba IO BpeMe Ha GPeMEHHOCT ¢
M3KTHOYCHUC Ha CJAYYaHTC HA TEXKH W IMOTEHIHATHO JKHBOTO3ACTPAINABAINM MHUKOTHYHH
HHPEKLUU,

Kvpyene

Fluconazole npemutapa B MalluHHOTO MISKO, KATO JOCTHIA KOHLEHTPALIMKM [O-HUCKH OT TE3H B
Ir1asvara. KbpMeneTo Moke [1a MpOIBLTAN CiTell IIPHITOKeHHe Ha eAHOKpaTHa CrafiapTHa 103a
ot 200 mg nau no-manko. He ce npemnopbpusa npoabakaBaHe Ha KbPMEHETO Cilel NIPUIIOKEHUE
HA MHOTOKPATHH 703U WJIH HA BUCOKH J03H OT MPOJYKTA.

4.7. E¢exTu BLPXy criocofHoCTTa 32 modupaHe n padora ¢ MAIIHHN

Fungolon He mosnusBa MM NOBIMABA B HE3HAUMTENHA CTeNEH CHIOCOOHOCTTA 3a O(HUpaHe U
padoTa ¢ MalnHy. v

Bee nax. xorato ce wodupa unu paGoTd ¢ MalMHM, TpabBa 14 ce BieMme MoA BHUMaHHe, ye e
BBE3MOXKHO (@ Ce ITOSIBY 3aMassHOCT H HapylllaBaHe Ha Ch3HAHUETO. \ o




4.8. Heske1aHU J1eKapCTBeHH peakuuu

B kaunH4yHK H3CIC/IBAHUST Ca Ha6fH0£IaBaHI'I CJACOHUTEC, CBBP3aHHU C JICYCHHCTO HEKEIAHH

KIMHHYHU ChOUTHS, pu 4048 naiuenty, Tpetupany ¢ fluconazole 3a 7 uau noseue AHMU.

YecroTa MHoro Yeern He gectu Peakn MHuoro
4ecTH ) . . oy eaKH
Hapyuwenus Ha >1/100, <1/10 =1/ 000, <1/100 =1/10 000, P
opraHeH Kjaac =1/10 <1/1 000 <1/10 000
O0wH Hapyienns Vmopa. dus.
HEpa3noJoxeHue,
acTeHMA, Tpecka
HapyuleHus Ha I'narobonue KonBy.1cHi,
. HCPBHA'1a CHCTEMA 3amaliBaHe,
napecTe3H, TpeMop,
CBETOBBPTEK
Hapywenus Ha Koxen obpus Cpplex, nosuileHa Excdoaua-
KOXKaTa H NOTNHUBOCT THBHH KOXHU
NOJKOXHATa HapyLIeHHs
TBKaH (Stevens-
Johnson
syndrome)
Cromawno- lanerne, AHOpeKCcHA.
| UPEBHU NoBpbLLIAHE, KOHCTUTIALMSA,
L HapyeHus KopeMin 5OAKH, JHCTICNICHS,
‘ auapus thraTyeHUNs,
CyXOTa B ycTaTa,
OPOMEHEH BKYC
HapyuieHns Ha Muasrus
MYCKY.IHO-
CKCJICTHATA
cucreMa
Meuxuanu Bescnhne,
HapyuIeHHs COMHOIEHTHOCT
Xeparo-OuanapHu KiiuHu4HO Xosecrasa, YepHompobHa
HapyueHHs 3HaYNMO XenaTouesTyJJ1apHo Hekpo3a
MIOBHIIABAHE Ha YBpEXKIAaHe,
ASAT. ALAT, AP | xbiTeHnua,
NOBHILABAHE OIS
6uHpyOuH
Hapyuienus Ha AHemust
 KpBBTA U
| sinmdHaTa
| crcremMa
| Hapymenus Ha Anadunakcus
| IMyHHATa
| cHeTema

Hexenann xnunu4nn cpOuTHA ca cpodLIaBaHH Mo-vecto npu HIV-undexTupany nanueHTH
(21%). B cpauennce ¢ He HIV-undektupann nauuentu (13%). M npu asara THna manueHTH.
XapaKTepbT HA HEXKENaHUTe CbOUTUS € Oui1 nonodeH.
JolrpiHurenso,

odaue

ClIeJHHTe HeXejJanH CcBOMTHI ca YCTAHOBCHH [MPH  YCIIOBHA. fﬂp.H '-KOHTO
IPHYHHHO-CICACTBeHAaTa BPb3Ka HE € CUTYPHO YCTaHOBEHa (OTKpHTH HpOY‘-IBHHH}I 1o BpeMe Ha
[TOCTMAPKCTHHT OB OHHT)



| HecToTa Muoro | Yecrn He vectu | Peaku MHoro peaku
vecTH s y . . o .
Hapywenus na =17100, | =1/000, =1/10 000, <<1/1 000 <1/10 000
opraHeH KJjac =1710 <1/10 <1/100
Hapywenns na INpunagbuu
HepBHaTa cHcTeMa
Hapyiuenns Ha Anornewus ExchonnaTHBHN KOxKHU
KOaTa u HapyLeHus (Stevens-
HHOAKOKHATA Johnson syndrome,
ThKaH TOKCHYHA CITHACPMATHA
HEKPOJIH3a)
Xepato-OuauapHu YepHoapobHa
HapyLIeHHs HeJOCTaTbYHOCT,
XEMaTHT, HePHOaPOOHa
Hekpo3a
HapyueHus Ha Anaduiakcus,
HMyliHaTa aHTHOEIEM, OTOK Ha
cHcTeMa JMLETO, ChpOex
Hapyurenus Ha JleBkonenus,
KpBBTA U HeyTpOMNeHHs,
aumdraTa arpa”yJIoLmUTO3a,
cHcTeMa TPOMOOLHTONEHHS
Hapywenns na XATepxonecTepoIeMus,
| MeTadoaM3Ma H XUNEPTPUTTHUEPHIEMUS,
| XpaHEHeTO XHNOKATHEMHS

4.9. llpeaosupane

B cayuaii va npeno3npate ce npuaaraT CUMITOMATHYHO JICYCHHE H CTOMAITIHH MTPOMUBKH.
Fungolon ce oTaens raasHo upes ypuHata, nopaau KoetTo GopcHpaHaTa auypesa BEPOATHO LI
YCKOpH e/IMMHHHpaHero My. Tpuyacosa XeMOAHaTH3a HamailsBa HHBaTa My B TUIa3Mara c
npudausuTesHo SO %.

S. PAPMAKOJIOTMYHU JAHHU

5.1. DapMaKoIHHAMHYHHA CBOICTBA

ATC ko JO2ACO1

Fluconazole ¢ opanen cuHTeTHUeH GMTPHA30J0B AHTUMHKOTHGCH —MpCapaT, BHCOKO
coeunduued HHXHOUTOP Ha CBbP3aHATA ¢ LMTOXpoM P 450 MoHookcureHasa, JaHoctepon 14-
a.ida-eMeTnIasa.

Iluconazole cnupa npespbinaneTo Ha 1aHOCTepona Ha IEOHUHATA KIETKA B MEMOPAHEH JTHIHI
CProcTepor. B pesyaTar Ha TOBa e yBeIMYaBa MPOMYCKIHBOCTTA HA KIEThUHATA MeMOpaHa
Ce MOTHCKa pacTeXa u penaukanuata. OOpatHo Ha KeToxoHason, Fluconazole e Bucoko
nsbnparenen 3a outoxpom P 450 eHsumu Ha reOUYHATA KIETKA M HE [MOTHCKA Te3H eH3NMH B
opranuTe Ha OO3alHMUM Clel eJHOKpaTHa IepopamHa xo3a oT 150 mg. B cpaBhenue c
OCTAHATHUTE a30JIM KaTo UTPAKOHA30/1, KIOTPUMA30l, €KOHA301 U KETOKOHa30/1, Fluconazole e
Hail-cNabUAT MHXMOMTOP HA 3aBUCUMUTE OT LMTOXpOM P 450 OKHCIHTENHM OPOLECH B
HOBEWIKNTE YepHOAPoOHH MuKposzomu. Dyrrucrarnunoro mefictsue Ha Fluconazole oGxpama
Cryptococcus  neoformans u  Candida sp.. Aspergillus flavus, Aspergillus fumigatus,
Blastomyces dermatitidis. Coccidioides immitis, Histoplasma capsulatum.

Pesnctentroct cnpamo Fluconazole ce naGaio1aBa MHOTO psiko.

5.2. DapMaKOKMHETHYHH CBOICTBA
Caen nepopanHo npunoxkerne Fluconazole ce pasmpencis HEbIHO CBBP3aH . B TEICCHUTE.
TLKAHH M TEUHOCTH. MaKCUMAQIHUTE NNa3MEHH KOHUEHTPALMH HA NPOAYKTA ¢a Ha 2-Us vac

-~

C.iell nepopanen npuem Ha 150 mg u mocturar 2.5 no 3.5 mg/l. Konuenrpaumnrte Ha .
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Fluconazole BbB BarmHAIHUS ceKpeT ca MOZOGHM HA MTAIMEHMTE, MOCTOSHHH CTOMHOCTH ce
MOCTHraT NpUOM3HTENHO 8 Haca cie/l MepopaneH MpHeM | ce MTO/TbPKAT HA TOBA HUBO Hali-
Mai1ko 24 vaca.

Fluconazole npurexasa HiHCHK ahUHHTET CIIpAMO MIa3MeERHTE NpOTeHHH (cBBp3Bane 11-12 %)
U c1aduTe NPOMEHH B ILIA3MEHHTE KOHUEHTPALMH cl1ado IPOMEHAT (PAPMaKOIOTHYHUA HIH
TCPANEBTHYEH CEKT HA MPOAYKTA. BrosormdausT monyxueot Ha Fluconazole oT mmasmata e
0x010 30 uaca (20-50 yaca) caen nepopaieH mpuem.

[T:razmenure KonuenTpaunu na Fluconazole cirex nepopaieH upuem ca npudn3nTe;iHo 90 % ot
TE3HU, NOTYYEHH CIIE] HHTPABEHO3HO MPHIIOKEHMUE.

PesopGupa ce nobpe B cTomMaxa npm GOMHHM ¢ HOpManiHA M HamaleHa KHCCTHHHOCT Ha
CTOMAIIHAA COK U Pe30pOLMATA HE Ce NOBAMABA OT €AHOBPEMEHEH NPHEM C XPaHaTa.
HesasrcnMo 0T nadmHa Ha NPHIOKEHHE, 103aTa U POIBIKHTETHOCITa Ha npHeMane
KoHLeHTpauuuTte Ha Fluconazole B ciroHKaTa ¥ XpaykuTe ca €IHAKBH WM MAIKO I10-BHCOKH OT
TC3H B M1a3MarTa.

ITpu ©0aHKH ¢ MHKO3EH MEHUHIMT KOHLEHTpauuuTe Ha Fluconazole B nepedpocnHHaIHaTa
reqroct ca mpubimsnreHo 80% oT ChOTBETHHTE TIIa3MeHH KOHLEH TPALIITH.

[Ipu sapasn muua Fluconazole ce exckpetnpa riaaBHO wupes OvOpeunte xato 80 % ot
OPHI0KEHATa 7103 C¢ W3.IbYBa B HCMIPOMCHEH BHI B ypuHara U 11 % kato mcrtaboauTy.
®apmakokuHeTnkata Ha Fluconazole ce Banse chbluecTBeHo or 6bOpeuHaTa (PyHKUUSA, KATO
CLIIECTBYBa OOPATHO IPONIOPLUHOHATHA 3aBHCHMOCT MEXIy BPEMETO Ha IOJIYeIHMHHHpAHE
KPeaTHHHHOBUA KIuppHC. (nex 3-yacoBa XeMOJMANH3a IUIa3MEHUTE KOHLEHTPAallMH Ha
Fluconazole ce monwmxkapar ¢ okono 50 %.

Fluconazole ne nopauspa HeONArONPHATHO MMYHHHs OTFOBOP M MOXe 1a Ce IpHjiara [pu
00IHH ¢ UMYHEH JeQHIIHT.

3. MpeakTHAHYHA JaHHY 32 Ge30macHoCT
5.3.1. TokeHuHoCT
OcTpa ToKcHYHOCT
Octpara tokenunocT (L.Dsp) na Fluconazole e npoyuena BbpXy aBa BMAA ONUTHU YKHBOTHH -
Ocmn vuuikn CD-1 1 6eaun nasx ase Sprague Dawley cien easoxparen mepopaieH npHeMm.
JlaHHuTe OT NPOBEJEHUTe TOKCHKOIOTHYHN €CKIIEPUMENTH oXapakTepusupat Fluconazole kaTo
HHCKO TOKCHUeH amrnyHrajen areHT. He e ycranoBeHa CMBPIHOCT Y MBKKHTE W KEHCKH
UHAMBHAM CIe1 €IHOKPATHO OpajIHo npuiarade B 1034 1o 1000 mg/kg.t.m.
MHuTokcuHanuaTa Ha MUIIKH H TTBXOBE CJIC IEPOpaTHo Tpetupade ¢ Fluconazole BbB BUCOKM
a03u (lg/kg.1.M.) ce u3pasaBa B HaMaleHa PEAKTHUBHOCT, 3a0aBsHE Ha AMILAHETO. CalMBALIUA,
TakpuMamns. 3aryba Ha OpHeHTHPOBBYHHS peduiekc. JleTanTeTsT HACTHIBA oT 1.5 vaca 10 3
JAHH OT alUTMKAUATA. YeCTO TIPeaxX0KAaH 0T KIOHHYHU KOHBYJICHH.

Cy0aKkyTHa H XPOHHYHA TOKCHYHOCT

[TpoBexery ca TOKCHKOJIOTHIHH H3C/IEBAHNS HA MHIUKH H ILTBXOBE B VC/JIOBMS Ha CybakyTHa
(4-ceamMmuyHa) U XpPOHUYHA (6-MeCceyHa) TOKCUYHOCT.

Craea 4-ceamuvno nepopanto npunarade Ha Fluconazole na mrsxose B 1031 20. 50, 100 u 400
mg/kg T.M./IHEBHO € YCTaHOBEHO ¢1a00 NMOBHIIEHHE HA CTOMHOCTHTE HA TPAHCAMHHA3ZMTE NPU
MDXKH H JKCHCKH TUTBXOBE, TpeTHpaHH ¢ mo-Bucokute xo3m (100 u 400 mg/kg 1.M.).
HamandBaHe Ha TPUITHUEPUIUTE W XOJECTEPONa Y MBXKKUTE IIbXOBe npu gozu 100 u 400
mg/kg T.M. M pelynMpaHe CTOMHOCTHTE Ha XJIOPHIMTE MPH MBKKH H KCHCKH TLTBXOBE.
TpeTupadu ¢ a03a 400 mg/kg T.M.

XUCTONOTHYHN H3MEHEHHS Ca YCTAHOBEHH CaMO B YePHHA AP00, H3Pa3eHH B Xelaroteryiapha
XHIEpTPO(Us M MacTHa JereHepanus y Apara moia ot aoza 400 mg/kg T.m. H Y KEHCKHTE
MABXORC NpH no-HHckuTe jg03u (50 m 100 mg/kg T.M.) VYCTAHOBCHO € VBEIMHCHHE HA
OTHOCHTEIHOTO TEr10 Ha YepHua aApod, ObOpeud U HaadBOPeLUH y NIbXOBE, TPETUPAHH ¢ A03H
100 11 400 mg/kg r.v. 1 naMajienne Ha OTHOCHTENHOTO TEIJIo Ha yTepyca oT BCHUKH A03H. HA
TpeTupane. (e 4-CCIMUYHO B 26-CeAMHYHO TTEpOPATHO TpeTupaHe Ha mumikn CD-1 B AHeBHH
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ao3u 5, 10 u 20 mg/kg .M. 1 kyvera "Burpa" ¢ anesHu go3u 2.5, 7.5 u 30 mg/kg T.M. ca
YCTAHOBEHH cnabu M OOpaTUMM XHCTONOTHYHH MPOMCHH B 4YepHUS Apo0 HA MHIIKHTE,
Tpetupanu ¢ 10 u 20 mg/kgr.m., neko moBuilleHUEe CTOHHOCTHTE HA TPAHCAMMHA3UTE, C1a60
yseimaenne na uuroxpom P450 u cnaba nposmdepanns Ha eHIOTETHAS PETHKY.IYM 1IPH MHILKH
U Ky4eTa.

5.3.2. PenpoaykrusHocr

Fluconazole. npunaran nepopaio B AHeBHHM 1034 5. 10 u 20 mg/kg T.M. He 0Ka3Ba e)eKT BbPXY
depruimreta Ha  MBKKH W OKEHCKH [UTBXOBE, HAa/[JaBaHe Ha Telllo Ha MaifKHTe.
MPOABIKHTETHOCTTa HAa OpPEMEHHOCT. pakJaeMOCTTa ¥ HEOHATalHAaTa IIPEeXKHBIEMOCT.
YeTaHOBeHa ¢ ¢nabo NOBHIIEHA eMOPHOHATHA CMBPTHOCT OT 7103a 20 mg/Kg T.M.

$.3.3. MyTareHHOCT H TEPATOT€HHOCT

Pesyirratnte 01 poBeeHNTE TECTOBE 3a MyTareHeH IOTEHIHAT (F'eHHa MYTalHs H XPOMO30MHa
adepauus) ca oTpunateaHu. Hama naHHHM 3a TepatoreHeH edekT u MandopMarun y Gerycy Ha
MLThXOBE M 3aHIM, YHHTO MaHKK ca notydasanu Fluconazole B 1031 5, 25 u 125 mg/kg T.m. u S,
10 u 20 mg/kg .M. pecn.

Hal:ronasana e n3sectia GpeToTokCHIHOCT - GBOpeYHH Baprawni (paswnpenie Ha GE0PeTHOTO
JISTEHYE) NPU ILTBXOBE. TpeTUpanu ¢ 125 mg/kg T.M. u JonbaruTeHN TyMOatuu pedpa oT 103a
251 125 mg/kg T.M.. HO TO3M PeHOMEH ¢ KIacHPUIIMpPan KaTo aHATOMHYHA BAPHAIMS, @ HE KAaTO
MaapopMalg Yy [IbXOBETE., VYCTAHOBEHO € YBeIMYEHHE HA OTHOCHTEIHOTO Terno Ha
Hraesrrara 1pH OpeMeHHH TIbXoBe OT BCHYKH I03H Ha TpeTHpane.

Y 3afiuu. Tpetupanu ¢ Fluconazole ¢ ngneBHu aosm 10 u 20 mg/kg T.M. e ycTaHOBeHa
TOKCUYHOCT Y MaiKaTa ¢bC 3HAUUMO PCIYINHPAHE HA/JIABAHETO HA TETIO.

Hava aannn 3a nekapcTBOCBbp3aH eeKT BbPXY eMOPHOHATHATA CMBPTHOCT, TeJecHaTa Maca
Ha (peTyCcHTe MM HAJIMTHE Ha TePaTOreHHH eeKTH 1 MaIQOpMaIIHH.

6. PAPMALEBTUYHU JAHHN

6.1. CnucbK HA MOMOIIHUTE BelleCTBA
Jlakro3za, MoHOXHIpaTHA
[IpexenaTuHU3UpaHO HULIIECTE
CuAUIIHEB AMOKCHT, KOO ICH OC3BOIEH
Marnesues cteapar

6.2. HeCbBMECTHMOCTH
He ca #3BecTHH AaHHH 3a HCCBBMECTHMOCTH,

6.3. Cpox Ha roanocr
3 (TpH) TOAMHH.

6.4. CieuHa/IHu yC/T0BUS 32 ChXPAHCHHE
[Tpn remueparypa mox 25°C.

6.5. JlaAuy 3a ol1AKOBKATA

Fungolonl 30 mg kancyiu,mewpou

I kancyna B 6;metep PVC/Alu donmo, 1 6auctep B KapToHeHa KyTHs
2 kancyan B 6;metep PVC/Alu donuo, 1 6aucTep B KapTOHEHA Ky THS
4 kancyaun B 0auctep PVC/Alu poano, 1 6anctep B kapToHeHa KyTHs
1 karicy.ra B 6iucrep PVC/Alu dorno. 4 6imcerepa B kapToHeHa Ky THS

6.6. CnieunaJiHi NpeINa3sHi MePKH IPH H3XBBPJIsIHe H paboTa
Hsama



7. TIPUTEKATEJI HA PABPENIEHHETO 3A YIIOTPEBA
“AxtaBuc” EAJ]

v:1. "Aranac lykos" N 29

1407 Codus

bbarapus

8. HOMEP HA PABPEIIEHUETO 3A YIIOTPEBA
Ne [1-7856/25.07.2003

9. JATA HA [IPBO PA3PEIIABAHE/MIOAHOBSIBAHE HA PA3PELIEHUETO 3A
YIIOTPEBA
Per. Ne 20030544/25.07.2003

10. JATA HA AKTYAJIU3ALUS HA TEKCTA
Arprir 2010 1,



