KPATKA XAPAKTEPHUCTHKA HA ITIPOAYKTA

FLUCONAZOLE ACTAVIS
OJIYKOHA30J AKTABUC

1. HME HA JEKAPCTBEHUS ITPOAYKT
Fluconazole Actavis 50 mg capsules, hard
Dnyrxonazon Axkmasguc 50 mg kancyau, mevpou

M3!'IhﬂHHTE.I'IHA ATEHUNR RO NIEKAPCTBATA
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Fluconazole Actavis 100 mg capsules, hard
Daykonazon Akmaeuc 100 mg xancynu, mevpou
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Fluconazole Actavis 150 mg capsules, hard
Dryxonazon Axkmasuc 150 mg xancyiu, mewvpou

Fluconazole Actavis 200 mg capsules, hard
Dnyxonazon Akmasuc 200 mg xancynu, mevpou

2. KOJIMYECTBEH U KAYECTBEH CHCTAB

JleKapCTBEHO BEIIECTBO B €HA KalcyJa :

Enna kancyna Fluconazole Actavis 50 mg ceappxa ;. @irykorason /fluconazole/ 50 mg
Enna xancyna Fluconazole Actavis /00 mg ceaspxa ; Gaykonaszon /fluconazole/100 mg
Enna karicyna Fluconazole Actavis /50 mg ¢saepxa : @nykonaszon/fluconazole/ 150 mg
Enna kxancyia Fluconazole Actavis 200 mg coabpxa : @mykonaszon/fluconazole/ 200 mg
[ToMolHH BetuecTBa; 3a ITBJIHUA CITUCHK HA ITOMOILIHHTE BelrecTBa BX T. 6.1,

3. JEKAPCTBEHA ®OPMA

Onucanue

Fluconazole Actavis 50 mg — mewvpou xceramunosu xancyiu ¢ mano ¢ 61 yeam u 61e00 CuHbo
Kanaue

Fluconazole Actavis 100 mg - TBBpON Xceramurnosu xancyiu ¢ msano ¢ 041 yéIm u C8emo
CUHBO Kanaue

Fluconazole Actavis 150 mg - mewvpou sxcenamunosu kancysu ¢ mano ¢ 6 yeam u 6510 kanaye
Fluconazole Actavis 200 mg - mewpou oweramurnosu xancyiu ¢ mano ¢ 681 yeam u CUHbO
Kana4e

4, K IMHAYHH TAHHU
4.1. TepaneBTHYHH MOKA3AHHSA
Jleuenvero ¢ fluconazole Moxke a 3amoyHe NPEIM TIONIYVYABAHE HA PE3YNTATHTE OT
MHKPOOHOJIOTHYHOTO U APYTUTe NabopaTOpHH U3CIeIBaHHA. B cayyail, 4e e HeoOX0oauMo, Clex
MoJIydyaBaHe Ha T€3H pe3yJITaTH TepalusTa MOXe ChOTBETHO Aa C€ TIPOMEHH.
Fluconazole Actavis ce npunara 3a euyeHne Ha CIEIHUTE CHCTOSHUA:
» l'enntanna xanmuposa. OcTpa WM PEKYPCHTHA BarMHaMHA KaHAMA03a. KaHIUZo3eH
Oaslanut. Tpabea 0a ce ob6cvOU lewenuemo u Ha 0samama RAPMHBOPY. - == ~
e Kanpupo3a Ha JuraBHUMTE. ToBa BKIHOYBA opatbapuﬂrgﬁﬁﬂﬂ eao@ aJIHH,
HEHHBA3MBHH OPOHXOMYJIMOHAIHH HHQEKIMH,; KaHIUIYDPHA, M ':B“Kyrauﬂg H\KP@\H YHa
opaiiHa aTpoduiHa KaHIH1034. & e
e Tinea pedis, tinea corporis, tinea cruris, tinea versicolot| 3
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¢ (CHUCTEMHH KaHIUIO3M, BKIIOYHUTEIHO KaHAUACMHUS, TUCEMUHUPaHa KAHIRA03a H JPYTH
¢opMH Ha WHBA3MBHA KaHIUOo3Ha wuHpexiwsa. ToBa BiIOYUBA HMHPEKIMHM Ha
IEPUTOHEYMA, €HIOKapXa, OeloapoOHHTE M NHUKOYHHTE IIBTHING. KaHguno3Hu
UH(EKIHY NpH MAlHEHTH ChC 3JI0KAYECTBCHU 3a00JISBaHUA, TAKMBAZ B HHTEH3MBHH
OTACNICHUS MJIM HA IMTOTOKCHYHA HJIH UMYHOCYIIPECHBHA TEpaITHA.

e KpHnTokoko3a, BKJI. KPHNTOKOKOB MEHHHIHT M HHQEKHWH C Jpyra JOKaTH3alusd
(benonpodua, koxxHa). [Ipunara ce npu mauuenTa cwe CITMH, opranna TpaHcIIaHTAUS
HIIH APYTH Clydyau Ha HMyHocylnpecus. Fluconazole Actavis Moxke Ja ce mpHIara Karto
NOAABPIKAING Tepalus 3a NpOoQHUIAKIHKA Ha pelUINB Ha KPHNTOKOKOBA GONECT IpH
nanueHTH ¢s¢ CIIMH.

e 3a npounakTvka Ha I'pOMYHHM HHQEKIMH NpU HMYHOKOMIIPOMETHPAHH MALIMEHTH ¢
PHCK OT HEYTPONECHHS CJIEX LIMTOTOKCHYHA XMUMHOTEpPAIlus WIH JTbY€Ba TEPAIHs, 8K,
nayueHmu ¢ KOCMHO-MO3BYHA MPAHCHAARMAYUL.

4.2. /103MpoBKA H HAMHH HA NPHJIOKEHHE
Fluconazole Actavis ce mpueMa npe3 ycrara.
JlHeBHATa 103a HA NPOAYKTA C€ ONpencisd Bb3 OCHOBA Ha BHJA H TEXECTTa Ha rpOudHAaTa
HHGekHs. [loBeyeTo cilyyad Ha BarMHaJlHa KaHAWAO3a CE MOBIHABAT OT €IHOKPATHA J03a.
JIeueHueTo Ha Te3W BHUAOBE HH(EKUWHU, H3UCKBANIH MHOTOKPATHH NO3W TPAOBA Aa IPOIBIKH
OOKATO KIMHUYHHTE IOKa3aTe/Id 1 J1abopaTOPHUTE TECTOBE IOKAXKAT OTMHHABaHe HAa aKTHBHATA
reOnyHa uHpekiud. HeanekBaTHO JeUCHHE MOXKE Aa JOBEAEC IO pPeIUIMB HA aKTHBHATA
uHpekumsi. [lauuentw cvc CIIMH w  KpunTOKOKOB MEHHHIHT OOHKHOBEHO H3MCKBAT
HOAABbPAAIIA TEpAITKA 34 H30ArBaHe Ha PEIyIUBH.
Bw3pacmnu
e Kangunosen BaruHuT wiM Oananut - 150mg eTHOKpATHO Npe3 ycraTta.
e KaHannosza Ha THTaBALHATE
Opodapunreansa kanguno3a — 200 mg aaeBHO nepeus JeH 1 100mg nHeBHO ciieaBaIuTe
nqau. Jleuenmero He Tpsabea pga npeBuinaBa 14  OHM, ¢ H3KIIOYCHHE Ha
AMYHOKOMITPOMETHPAHHU ITAIMEHTH B TEXKO CHCTOSHUE,
3a aTpoduyHa OpanHa KaHA®W103a, CBbp3aHa ¢bC 3B50HM HpoTe3dn — obuuaiina fo3a S0mg
BCIHBX MHHEBHO 3a 14 1HH, [pUEeMaHd €IHOBPEMCHHO C IIpUJIaraHe HAa JIOKAJTHH
AaHTHUCEIITHYHHA CPEICTRA.
[Ipn gpyru KaHAMI03HH MH(PEKUKMU Ha JIMTABHLIUTE ¢ U3KIOUCHHUE HAa FeHUTATHA KaH U034,
Karo €30(aruT, HCHHBA3UBHU OPOHXONYIMOHAIBM UH(EKIKWH, KaHIUAYPUS, MYKOKYTaHHA
Kanauao3a oonvaiinara go3a ¢ 200mg nepBud aeH 1 100 mg aHEBHO CiieABAIUTE JHH.

e 3a tinea pedis, corporis, crurls, versicolor U KOXHH KaHAMAO3HH HHOPEKIHH
npernopbuBaHara 103a ¢ SO0mg BeAHBX JHEBHO. IIpOABIDKMTENHOCTTA HA JICUEHHETO
O0OUKHOBEHO € 2 110 4 ceamuiy, HO finea pedis MoXKe /1a H3UCKBA JIeYeHHe A0 6 CeaMHUITH.
Ipoovnocumennocmma ne mpabea 0a npesuwasa 6 ceoMuyu.

e 3a KaHaUIEMUs, NUCEMUHUPAHA KAHAWA03a U JAPYTrd MHBA3UBHU KaHIUIO3HN HHPEKIIHH
obnuaiigara nosza ¢ 400mg mepBUs AcH, nocneasano ot 200mg maeBHO. B 3aBucHMoOCT
OT KIMHUYHHS OTrOBOpP MHo3ara MOxe pa ce¢ noBumu A0 400mg nHeBHO.
[IpoaABIKUTENHOCTTA HA JIEUCHHUETO CE ONIPEASIA OT KIUNHHYHUSA OTCOBOP.

- Ilpy KpHUITOKOKOR MEHMHIWUT ¥ KPHUINTOKOKOBH HH(PEKIHM ¢ Jipyra JOKaJIH3alHs
obruaiinara no3a e 400mg nspBU AeH, nociensado ot 200mg - 400mg BeIHBXK JHEBHO.
[IpoabmxHUTENHOCTTa Ha JICUEHHETO 3aBUCH OT KIIMHUYHUS H MUKOJIIOTHYEH OTrOBOP, HO
oOMKHOBEHO c€ T1penopwpuBa 10-12 ceaMuUHO IneueHUE CJIe;;; HeraﬁHBHpaHe Ha
MIOCSBKUTE HA JIMKBOP IIPH KPUIITOKOKOB MEHUHTHT., A SN

- 3a npo¢UIaKTHKA HA PCHUIMBH OT KPUIITOKOKOB MEHHHTHT Npi ﬂaJIHEHTH ChE ETI
claell KaTO MAIlHEHTHT MOAYYH IBJIEH KYpPC I'BPBHYHA TEparlys; Flucana:zole Acta
MOXE [ia C€ [IPUJIara HeOrpaHuyeHo B no3a ot 100 - 200mg. .=.:~_ R j/
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 3a npoduiakTHka Ha IbOMYHU HMHGEKIMU NP UMYHOKOMIIPOMETHPAHM NALUEHTH ¢
PUCK OT HeYTPOICHHKA ClIe] IUTOTOKCHYHA TePallHs WM JIbYeBa TEpanui, 103aTa Tpadsa
na e 5O 1o 400mg BeAHDBX ZHEBHO, B 3aBUCHMOCT OT PHCKa 3a NallHeHTa OT pa3BUTHE Ha
TEOMYHA HHOEKIHL. 3a nayueHmu ¢ 8UCOK PUCK OM CUCMEMHU UHGexyuu, Kamo mesu,
npu KOUMO ce OYAK8A Oa UMAM MEXCKA U NPOOBINCUMENHA HEYMPONEHUS KAmo npu
KOCMHO-MO3bYHA MPARCHAAHMAayus, npenopvyganama 003a e 400mg sednvic OHesHO.
[IpueMbT Ha Fluconazole Actavis TpsbBa na 3amouHe HAKOJKO HHH IPEAH OYaKBAHOTO

HavyalI0 Ha HEYTPONICHUATA U 14 3[30,.[{1:.11}1{1*1 7 DIHU clel KaTo OposT Ha HEYTPODHUIHUTE ce
nosuiny Haja 1000 kieTky Ha mm”,

Heua

Kakro mpr noxoOHM HHQEKIIWH NpH BB3PACTHH, IIPOXBIDKMTEIHOCTTE HA JICUEHHETO Ce
OCHOBaBa Ha KIHHHYHHA ¥ MHKOJOTHYeH oTrosop. Fluconazole Actavis ce mpuema Kato
eIUHUYHA JHEBHA 1033 BCEKH JICH.

Heua nao 4 2oounu

IIpenopruBanata no3a Fluconazole Actavis 3a xarammoza Ha aurapunmrte € 3mg/kg nHeBHO.
HaToBapBauia no3a ot 6mg/kg ce npuniara nepBus A€H 3a N0-0bP30 JOCTHIAHE HA PABHOBECHHU
KOHLCHTPAaLHH,

3a Je4YeHHe Ha CUCTEMHU KAHIMJO3U M KPHUIITOKOKOBH HH(EKLHMH, IPenopb4yBaHATA 1034 € 6-
12mg/kg IHEBHO B 3aBHCHMOCT OT TEXECTTa Ha 3a00JIIBAaHETO.

3a mpodUIaKTUKA Ha TI'bOUYHH HHOPEKIWH Yy UMYHOKOMIPOMETHPAHH NAUHEHTH C PUCK OT
HCYTPOIICHHUA CIIET ITMTOTOKCHUYHA TEpanMs MU JIb4YeBa Tepamnus, xo3ata TpsabOsa jga Onne 3-
12mg/kg nHeBHO, B 3aBHCHMOCT OT CTENEHTAa M IPOIB/DKHTEIHOCTIA HAa WHIYyLUPaHATA
HEYTPOTICHHS,

Makcumansara Jo3a IIpu Jena He TpsaOBa aa npesuiuasa 400mg 1HEBHO.

CBIECTBYBAT OTPAHWYCHHM JAaHHHM 33 MPHIIOKEHHETO Ha MPOAYKTa IPH TCHUTAIHA KaHIW/103a
npd gena nox 16 ropudu. IlpunoxeHHeTo Ha NPOAYKTA HE Ce IIPENophYBa, OCBEH aKo
JTeYEHHUETO € aDCONOTHO HEOOXOIHMO W HAMA JAPYTH aJITePHATUBHU ITPOIYKTH 3a IIPHIIOKEHHE,
Hayuenmu ¢ nanpeonana ev3pacm

Ilpu nunca ga noxasatencTsa 3a 6s0peUHO yBpeKAaHe TpaOBa Oa ¢ puiara HopMaTHaTa R03a.
IIpu namueHTH ¢ 6BLOpeUHO yBpeKaaHe (KPCaTHHHHOB KIHPBHC moa S0ml/min) posara Tpsibsa
I1a ¢€ IPOMEHH, KAKTO € ITOCOYEHO I10-/I0JTY.

Hayuernmu c yepeoena 0vbpeuna pynkyun

Fluconazole ce ekckpeTupa HENpOMEHEH NMPEAHMHO B YpWHaTa. He ce M3MCKBa IIPOMSHA IPH
enHoKpatHa no3a. Ilpu manmeHTH ¢ yBpeaeHa OnOpeuHa dyHKUMA (BKJI. OEId), KOMTO e
IpUeMar IPOAYKTa MHOTOKpPaTHO, HOpMAa/IHaTa NPENOpBhYBaHa J03a (Cropel HHIUKAITUUTE)
TpsAOBa Ja ce NPUJIOoKHU B JEH |, mocneaBaHo OT JHEBHa 103a ¢ropen cieanara tabmuua:

Kpeamununoe kupwvrc (ml/min) IIpoyenm om npenopvusanama 003a
>50 100%

= 50 (0e3 nuannsa) 0%

PenoBHa ananuia 100% cnen Bcaka auanuisa

4.3. IIpoTuBOnoxkazanus
e (CBpBXYYBCTBHUTEIHOCT KbM fluconazole nim keM HAKOE OT MOMOINHHTE BEUIECTBA, KAKTO
1 KBM JPYTH a30J14.
* EfdoBpeMeHHaTa YMoTpeda ¢ JeKapCTBEHU MPOAYKTH, 38 KOUTO Ce 3Hae, Y€ y[b/DKABAT
QT-uHTepBana u ce merabomnusupar ot CYP3 A4, karo cisapride, terfenadme aﬁtemlzole
pimozide # quinidine (BHx T. 4.5). P e T

4,4, CnenaJHH NpeaynpexaeHus H NpeANa3Hu MePKH Npy yrnoTpeba
MHOro psaako, Ipd MNOUMHAIM NMALKEHTH ChC CEPHO3HHM MIPEAXOAHH 3a0




4EpHOIPOOHA HEKpo3a. Te3u manMeHTH ca NOMy4aBaln eXHOBPEMEHHO M OPYTH JIEKAPCTBA,
HAKOW OT TAX TIOTEHLUMATHO XCMATOTOKCHYHY W/HIIH ¢a HMaJTH MIPEIXOAHH 3a00MSBaHUS, KOUTO
ca MOIJIX Jla MPEAU3BUKAT YEPHOAPOOHA HEKpo3a.

B ciyqanTe Ha XeNAaTOTOKCHYHOCT HE € YCTAHOBEHa OMEBHAHA BpPb3Ka ¢ 03aTa HA MPOLYKTA,
IPOXBIDKHTEIHOCTTA Ha JICYCHHETO, 110JIa M Bh3pacTTa Ha nauuneHrta. Habmonapanute npomenn
B TOBEYCTO CiIyyau ca MOKasajH OOpaTHO Ppa3BHTHE CJIe/l NPEKPATABAHE HA TEpanusTa C
fluconazole.

TBH kaTo npuvMMHHO-CIEACTBEHa Bph3Ka ¢ fluconazole He Moxke ma Obae WM3KIFOYEHA,
NanMeCHTHTE, KOUTO pa3BUBaT NPOMEHH B YepHOApOoOHaTa (GyHKIHS TpsOBa Aa ce HabmrogaBar 3a
Pa3sBHTHE Ha IO-CEPHO3HO YCPHOJAPOOHO yBpexkaaHe. JleueHMeTo ¢ mpoayxra tpabsa ga 6nae
IPEKPATEHO aKO C€ Pa3sBHAT KIMHUYHUTE CHMIOTOMH Ha YepHOAPOOHO YBPEXIAHE 110 BpeMe Ha
IpHUeEMa.

Hakou azomu, Bki. fluconazole, ce cBbp3Bar ¢ yabmkasase Ha QT mureppana na EKT. INo Tasu
npuunHa fluconazole Tpab6Ba na ce mpumara ¢ NOBUINIEHO BHUMAHHE INPH IMALMEHTH C
IIOTEHIUATIEH PUCK OT apUTMHH KaToO:

* BPOACHO WIH NPHIOOHTO TOKYMEHTHPaHO yabikaBaHe Ha QT nnarepsana;

* KJIMHUYHO 3HaUuMa Opaaukapius;

* CBIIECTBYBANIA CHMITTOMATHYHA apUTMUS HITH TEXKKA ChPACYHA HEAOCTATHYHOCT,

* €ICKTPOJIUTHH HapyLICHK, OCOOEHO XUMOKATHEMUI H XUIIOMArHE3UEMUSL

* EAHOBPEMEHHO IIpHIEMaHe Ha JICKapCTBEHH ITPOAYKTH, KOUTO yabnkasar QT mHTepBasna, xaro
HalpuMep aHTHAPUTMHYHHUTE OPOOYKTH OT Kiaac [A u 111,

MHOro psamKo MalHEHTUTE MOTAT J1a Pa3sBHAT eKCOIHATHBHA KOXHA PEAKINs, KaTO CHHAPOM Ha
Stevens-Johnson u TOKCHYHA emUAepMaHa HEKPOIH3a 10 BpeMe Ha jJedenueTo ¢ fluconazole.
[lamunenture cp¢ CIIMH ca CKIOHHHM KBM pa3BUTHE Ha TEXKH KOXKHHU DEaKIHH KbM MHOTO
JeKapcTBa. AKO €€ 10sBM 0OpHB NpH HALMEHT, JEKYBaH 3a IOBbPXHOCTHA IbOHYHA HHbEKIHA,
KOUTO C€ NIPEUEHH, 4Y¢ ¢ NMpHYMHeH oT fluconazole, nmeueHueTo ¢ mpoaykra Tpabea da ce
MPEeKpaTH. AKO IPH NALHUEHTH ¢ UHBA3UBHH/CHCTEMHU MHKO3H C€ IOABAT OOpPHBH, HEOOXOAUMO
€ HaOMOACHWE M IIPEKbCBaHE Ha JICYEHHETO aKO C€ PasBHAT OYJIO3HU JIC3UH WIH erythema
multiforme.

B penKH ciy4yau, KaKkTo W IIpH APYTH a30JIM, ¢¢ JOKIANBA aHADHITAKCH.

HanueHTn ¢ peaKu HacneACTBeHH MpoliaeMH, KaTto raiakTo3Ha HeMOHOCUMOCT, Lapp jakTaseH
OEQUUAT HIM TJIOKO30-TallakTo3Ha MajtabcopOums, He TpaOBa Oa IpueMar TO3M JIEKAPCTBEH
IPOIYKT.

Jlo3aTa Ha fluconazole Tpsbsa na 6pae pexynnpaHa, KOraTo KPEATHHUHOBHAT KJIAPBHC € 1oJ S0
ml/min (Bix T. 4.2).

4.5. B3auMoaeMcTBHe ¢ [JpYyrd JIEKApPCTBEeHH TNIPOAYKTH H Japyrn  dopmMu Ha
B3aHMOICHCTBHSA

Caepuute KOMOMHAIIMY Ca DPOTHBONOKA3HH:

Cisapride (CYP3A4 cyberpar): Ta3sm koMOWHaUus € TPOTHBONMOKA3HA, MOPagH PHUCK OT
yabKaBaHe Ha QT-HHTepBasa U pUTHMHU HapyllIeHus OT TUN torsades de pointes;

Terfenadine (400 mg nin noseue, CYP3A4 cybetpar): [Topaau ciydan Ha CEpHO3HH ChPAESYHH
ApUTMHH, #ABABALIM C€ BTOPUYHO cClel YAb/pKaBaHe Ha QTc-dHTepBajla IpM [ALHEHTH
MoJyMaBaIli a30idH B KoMOuHauwmsa c terfenadine, ca mpoBeleHM peaMIa H3IC/ICABAHUA 3
Ipoy4BaHe Ha TOBa B3auMoJeicTBHe. B eqHo npoydsane ¢ usnonssane Ha 200 mg fluconazole
JAHCBHO, HC ¢ YCT@HOBEHO yAb/DkaBaHe Ha QTc-uHTepBana. B Apyro npoyusaHe ¢ npuiarate Ha
400 mg u 800 mg fluconazole fHEBHO € ycTaHOBEHO, Ye JHEBHM 1034 OT 400 mg HJH-f10BEYE,

'H.

CUTHAQHKAHTHO NOBHINABAT I[UIa3MeHWTe HHBAa Ha terfenadine, HpHeT ;;HHQHPBMBHHQ,_;}

fluconazole. e
Astemizole, TPUITOKEH B JO3H MO-BUCOKH OT NPEMOPLUYBAHUTE, TIPEIH3BUKBA ,ttmmaﬂ’aﬂe Ha Q\T
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WHTEpBaia, TeXKKa KaMepHa apuTMuUs, torsades de pointes U chpaeyeH apect EﬂHﬂBpQMEHHfJTd -

NpAIoKeHHe Ha astemizole u fluconazole € npoTHBOMOKA3HO, MOPagX PH
CCPHO3HH, TIOTCHIIHANMHO (aTaTHU CHPACYHH e(PEKTH.
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JlexapcTBEHM IPOAYKTH, MOBaMABAIIK MeTaboauaMa Ha fluconazole

Hydrochlorothiazide: B mn3crnenpaHus Ha (QapMaKOKUHECTHYHH B3AUMOJCHCTBHS NpH 3/IpaBU
DOOPOBONLM, KOMTO ca IOpHeMand eaHoBpeMeHHO fluconazole ¥ MHOrOKpaTHH J0O3H OT
hydrochlorothiazide, mrasMenurTe KoHierTpanu Ha fluconazole ca ce mosuiuIn ¢ 40%.
Rifampicin (CYP450 unayxrtop): EnHoBpeMeHHata ymnorpeba Ha fluconazole u rifampicin
npeans3BukBa 25% penyknns Ha AUC n 20% ramanssaHe Ha TonykUBOTa Ha fluconazole, koeto
Hajlara nmoBuiuaBaHe Ha fo3ara Ha fluconazole npu koMOMHHpaHa Tepamnus.

Didanosine: Beripekn 4e npu ¢sBMeCTHO n3non3Bane ¢ fluconazole ce HabmogaBa Manek eexT
BLPXY apMakokHHeTHKaTa M edukacHocTTa Ha didanosine, HeoOXOAMMO € MOHUTOPHUpPAHE
edekra Ha fluconazole. Ilpenopruntenno € ynotpebara Ha fluconazole na npenmecTsa Tasu Ha
didanosine.

Brnusaue Ha fluconazole Bppxy MetabomuaMa Ha IPYIH JEKAPCTREHH TPOIYKTH

Fluconazole e cuned uuxubuTOp Ha nuroxpoMm P4350 (CYP) wusoensum 2C9 u yMepeH
naxubntop Ha CYP3A4., OcCBeH IMOCOUEHHTE HO-ZOY HAOIMFOAaBaHU/ JOKYMEHTHPaHH
B3aUMOJEHCTBHA, HMa pPHCK OT IIOBUIIABAHE HA I[I1a3MEHATa KOHUSHTpauud Ha [Opyry
TexapcTBeHH MpoaykTh, Metabommsupamu ce oT CYP2CY9 wma CYP3A4 (mamp. epro-
ankanouad, quinidine), korato ce mpunarat 3aeaHo ¢ fluconazole. Ilopanu ToBa € HeobxoIUMA
BHHMATEIHA NpPeHeHKAa H MOHHTOPUpPAHE HA MAalUEHTUTE, IIPH KOHTO Ce€ IIpHIarar Te3W
xoMOuHanuu. EdexTsT € Bh3MOXKHO Aa IPOABIKU 10 4-5 MHU Cliell CIMpaHe Ha JICYSHHETO ¢
fluconazole, nopaay MPOABIBKUTETHUS MY IOTYXHBOT.

HMG-CoA peoyxkmasnu urxubumopu (CYP2C9 unu CYP3A4 cybeTparn): PUCKBT 0T MUONaTUA
uny paboOMHONM3a HapacTBa MPH Ha3HAvYaBaHE Ha a30/I0BM aHTHMHKOTHLH €IHOBPEMEHHO C
HMG-CoA penykra3ud HHXHOHTOPH KaTo atorvastatin, simvastatin 1 tluvastatin.

To 200% umapacTtpane Ha mioirra noa Kpueara (AUC) Ha fluvastatin MOXe la c€ YCTaHOBH KaTo
ne3yaTaT OT B3auMoAeicTBHeTo Mexay fluvastatin u fluconazole. HeobGxoaumMo e MOBHHICHO
BHYMaHHe IIpH €XHOBpPeMeHHO mpuinoxeHne Ha fluconazole u Awmuxoaeyranmu (CYP2C9
cyberpat): Hasuauapane wa nedenue ¢ fluconazole mpu nauwenTs, nonyyabamu warfarin Moxe
a YIBIKH NMPOoTPOMOMHOBOTO BpeMe nBoHHO. MiMa chobmeHus 3a HabmonaBaHoO KBPBCHE (ITPH
KOHTY3Msl, KBLPBEHE OT HOCa, OT T[acTpOo-UHTECTHHAJIHUSA TPAaKT, KpbB B YypUHaTa X
M3IPpaKHEHHATA) IpH yroTpeba Ha a30J10BH aHTUMHKOTHIH, KOCTO € CBBP3aHO ¢ YABIDKEHOTO
MpoTPOMOHHOBO BpeMe IIPH MALMEHTH, JeKyBaHH €AHOBpEeMEHHO ¢ warfarin. [IpoTpoMOMHOBOTO
BpeMe TpabBa Ja ce MOHWTOpHpPAa MHOIO BHHMATCIHO TpH MAHHUCHTH TONy4YaBalliy
egHoBpeMeHHO fluconazole U KyMapHHOBH aHTHXOArYJIAHTH.

Phenyvtoin (CYP2C9 cy6erpat u cunen CYP450 unayxrop): ITpremsT Ha 200 mg fluconazole
3aeAHo ¢ phenytoin 250 mg unTpaseHo3Ho, noBHaBa AUC Ha phenytoin ¢ 75 % H Cpax ¢ 128
%. AKo TpsaOBa na ¢¢ TpWiarar M [Bara MpPOAYKTa €JIHOBPEMEHHO, KOHIICHTpAlUATa Ha
phenytoin TpabBa na ce KOHTpOIMpa, KaTo ¢e MPOMEHS J103aTa, 3a J1a C€ OCUTYPAT HETOKCHYHH
IIa3MEHH KOHIIEHTPALluH,

Alfentanil (CYP3A4 cy6erpar): EanoBpemenHoro npunoxenue Ha fluconazole 400 mg u
alfentanil 20 pg/kg wHTpaBeHO3HO IpM 3ApaBH gobGpoBonuM NoBHmasa asoWno AUC Ha
alfentanil 1 HamangaBa HeroBus KIUPBHC ¢ 55 %, BeposaTHo upes uHxubupaHe Ha CYP3 A4, IIpu
M3MOJI3BAHE HA Ta3M JIEKapCcTBeHA KOMOMHAUMS € YMECTHO J03aTa J1a ¢€ alanTHpa.
Benzodiazepines ( CYP3A4 cyb6erpar): [lpu cpBMectHa ymorpebGa Ha fluconazole 400 mg u
midazolam 7.5 mg nepopamso c¢ nmosumasar 3.7 np1d AUC Ha midazolam u 2.2 nbTH HETOBUA
MOJIY)XUBOT, 4 ChIIO U ncuxoMoTopHuTe edextu. Fluconazole 100 mg aneBHO ¥ triazolam 0.235
mg nosumasatr AUC Ha triazolam M HeroBHs HOIMYXHBOT CHOTBETHO 2.5 IbTH H 1.8 IIBTH ¢
NOTEHIMpaHe M yAbDKaBaHe Ha edexture. IIpw wm3nomsBaHe Ha xoMGuHamwms - 0T
6enzoanazenuay U fluconazole € IpPENOPBYHTENHO Aa CC HAMANAT A03UTE Ha 6qﬁaoﬂﬂaﬁeﬁﬁﬂnreb
1 IallHeHTHTE Aa C€ IPOCICIIBAT CTPUKTHO. T AT, ,ﬂ\
brokepu na xanyuesume ranaiu (CYP3A4): Ornacs ce 3a HAKOH [ ﬁ}ip{)HHpHﬂHHBB\‘I 1
AaHTarOHMWCTY Ha KajuueBuTe KaHanu, xato nifedipine, isradipine, nicardipige, amlodipine- 1?1 ﬁ" ;
felodipine. ima ny6auxysanu HabmofeHAs 32 3HAUMM TIEPHPEPEH OTOK U/H)} ?énbgﬁmaﬂaﬁe Ha:- K
CepYMHHTe KOHUEHTPAOUH Ha KaIIHeBHUTe AHTATOHHUCTH TIPH H3I0JI3BaHE Hg\uraeonazo}e ﬂ ,-
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felodipine, isradipine unm nifedipine. Te3n B3aumonmeHCTBHS ce cpellaT W IOpH APYTHTE
TPHA30JI0BH AHTUMHKOTHYHH areHTH. 1 IpernoprunTeiHo € peaynupane Ha 103aTa Ha KalIMEeBUTE
AHTArOHUCTH.

Sulphonyl urea (CYP2C9): YcraHoBeHO e, 9e fluconazole ynpmkasa ruiasMeHHs MOTYXHBOT Ha
cyndoHunypeitnure npoayktu (chlorpropamide, glibenclamide, glipizide u tolbutamide) npu
3apasu noOposonnu. Fluconazole u opamaute cyndoHH ypeWHH ACPUBATH MOTAaT A CE
M3I10/I13BAT €IHOBPEMEHHO IIPH JHa0ETUUH, HO NAUEHTUTE TPAOBA Na c€ HHGOPMUPAT OTHOCHO
BB3MOKHOCTTA 33 HACTHIIBAHE HA XHIIOTTTHKEMMUSI.

[lepoparnu roumpayenmueu: JIBe QapMakOKHHETHUYHM CTYAHH NPEACTABAT KOMOHHALMA Ha
OpalIcH KOHTpAaLCIITUB ¥ MHOTOKpaTHO gosupane Ha fluconazole. 50 mg fluconazole He oka3mar
BIUAHHC BbPXY KOHLIEHTpaluuTe Ha XopMoHUTe, HO 200 mg a”HeBHo noBuinaBaT AUC Ha
ethinyloestradiol u levonorgestrel ¢ 40 % u 24 %, pecnextuBHO. Manko BepogTHO € fluconazole
B T€3U 103U 1A [IOBJIUAE ePEeKTa Ha NEePOPATTHUTE KOHTPAUESITHBH.

Amitriptyline: JloxanBaHW ca HAKOJIKO CIydas, KOWTO ONHUCBAT IIOBHINABAHE HA IIA3MCHUTE
KOHIIEHTpaUMH Ha amitriptyline ¥ NpU3HALUK Ha TPHIUKIHYHA TOKCHYHOCT, KOTaTO IPOAYKTHTE
ca H3II0/I3BaHK eTHOBPEMEHHO. [Ipunaranero Ha fluconazole ¢ nortriptyline, akTiBeH MeTaboIuT
Ha amitriptyline, Boau 10 moBunaBane HUBaTa Ha nortriptyline. [lopamu ChbINeCTBYBAIINS PHCK
OT aMHTPUNTHJIIMHOBA TOKCHYHOCT € HEOOXOZMMO Aa ¢€ MOHUTOPHUPAT AMHUTPUNTATHHOBUTE
HUBAa U [IpU HEOOX0AUMOCT JI03aTa Ja ¢€ aAaITHpa.

Celecoxib: KIMHWYHHM TpOydYBaHHA C€a T1I0Ka3ajgd 2 1bTH IIOBHINABaHE Ha IUIAa3MEHaTa
KOHILIeHTpanus Ha celecoxib, korato € npuaoxeH egHoppeMmerHo ¢ 200 mg fluconazole. Tesu
B3aUMOJCHCTBHUA BECPOATHO Ca pe3yATar oT WHXHOHpaHe HAa UUTOXpoM P450 2C9-menuupanud
MeTabonu3bM Ha celecoxib. IlpenoppuuTenHo € Ja ce HaMmamaT J03HTe Ha celecoxib, mpu
MalHeHTH, lIpHemMay eqHospeMerHo u fluconazole.

Losartan: Ilopanu uxubupanero Ha CYP2C9 ot fluconazole, nMa HaManeHo mnpeBpblllaHe Ha
losartan 1o axktuBHH MertabonutH (E-3174), KOMTO ¢a OTrOBOPHM 3a AHTHOTEH3WH ]
PELIENTOPHUSA aHTAroHU3bM, HaOAI0AaBalIO ¢e MpH Tepanus ¢ losartan. [lauuwesTuTe TpadBa Aa
C€ IIPOCJIeAsSBaT MPOXBIKUTEITHO 110 OTHOIIEHHE HAa KOHTPOJIa HA TAXHATA XHIEPTOHHS,
Theophylline: Ilpu nnanebo KOHpOJANPAHO NMPOyUBaHE OTHOCHO B3aMMOIEUCTBUATA, IIPUEMBT Ha
fluconazole 200 mg 3a 14 quu Bogu no 18 % mOHMXkaBaHEC HAa CPEOHUA IJIA3MEH KAMPBHC HA
TeopuandHa. JlailMeHTHTE, JeKyYBaHH ¢ BHCOKHM J03H theophylline unu xkourTo ca H3I0KEHH Ha
MOBUIIEH PHCK OT TEO(PHIMHOBA TOKCHYHOCT, TpAOBa a ce HaOm04aBaT BHUMATEIHO H IIPH
He0oOXOIUMOCT a C€ KOpUrupa ro3aTa Ha theophylline.

Trimetrexate: JlexapcrBenu npoayktu karo fluconazole, xouto wrxubupar P450 cH3uMHATA
CUCTEMA, MOXE Ja MNPEAU3BHKAT B3aMMOJEHCTBHSA, KOMUTO IIOBHINABAT [11a3MeHATa
KOHLEHTpaUus Ha trimetrexate. Ako He Moxke Ja Opde u36erHaro eZHOBPEMEHHOTO IIpUJIaraHe
Ha trimetrexate u fluconazole, TpsaOBa na ce U3BLpILIBa BHUMATENEH KOHTPOI BEPXY CEPYMHUTE
HUBA Ha trimetrexate U 3a 0ene3n 3a TOKCHYHOCT Ha trimetrexate (CynpecHs Ha KOCTHHS MO3BK,
HapylUeHHA BbB GyHKUHUTE HA OBOpenTe U YepHHUS Apo0, raCpo-HHTECTHHAIHY YLEpalliH).
Zidovudine: TlpoyuBanus 3a B3auMoJieHcTBHS II0Ka3BaT TntoBumaraHe Ha AUC Ha zidovudine
npubmuzutenso ¢ 20 % u 70 % cboTBETHO, IpU ¢AHOBpeMeHHaTa ynotpebda ¢ fluconazole 200
mg Hnu 400 mg AHEBHO, BEPOATHO MOpalu UHXUOUpaHE HA [NMIOKYpoHUpaHeTo. [lanueHTUTe,
JeKyBaHU ¢ Ta3d KoMOUHauus, TpadBa a c€ HmpocCaensBaT OTHOCHO CTpaHUYHHTe e(eKTH Ha
zidovudine,

Cyclosporin (CYP 3A4 cybcrpar): BeB (apMakOKMHETHYHH MNPOYYBAHUS [IPH IAIHEHTH C
O0bOpeuna Tpancrtantarug, 200 mg fluconazole AHEBHO npeau3BUKBa GABHO MOBUINABAHE HA
[U1a3MEeHaTa KOHLEHTpauua Ha cyclosporin. B apyrn npoydBaHHs ofade, MHOTOKPATHO
npueMane Ha fluconazole 100 mg AHEBHO He IMMOBIMABA IIHKIOCITOPHHOBATA K{)Huempaﬂl&ﬁ TIpH
NAUMEHTH IS4 KOCTHO MO3b4YHA TpaHcmaaHTtanusg., Heobxoaumo ¢ Moaﬁ‘mpﬁpaﬁe ﬂ‘a
[Ia3MEHUTE HABA Ha cyclosporin npu exHoBpeMeHHa ynotpeba ¢ fluconazole. /7 .v 7 ey N7 “‘-‘:‘-,‘
Prednisone: Tlpy NalMEeHTH C TPaHCILUIAHTALMA HA YepeH APo0, KOUTO HOIy4dpat ,predms{}ne € \ \
HabmonasaHo pa3BHUTHE Ha AMCOHOBA KPH3a, CJICI KaTo € OHJI IIpeKpaTeH TP
npueMm Ha fluconazole. IlpexscBaneTo Ha Tepanusra ¢ fluconazole mpean3BUKE
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aKTHBHOCTTa Ha CYP3A4, KoeTo BOAM [0 3aCHIEHO pasrpakaaHeTo Ha prednisone m 6Bp3o
pasBUTHEC Ha AIHCOHOBA KpH3a. llanmeHTHTE, KOWTO MPOABIKHTEIHO BpeMe ca OMIM Ha
neyenne ¢ tluconazole u prednisone, TpsGBa Aa ce ciedIT BHHUMATENIHO 3a pAa3BHTHE HA
IpA3HAIK 3a aApeHaIHa HEIOCTATHYHOCT, IIPH IIpeyCTaHOBABaHe NMpueMsT Ha fluconazole.
Tacrolimus and sirolimus (CYP3A4 cy6erpar): EnnoBpeMennuar mpuem na fluconazole u
tacrolimus 0.15 mg/kg b.i.d. mosumasa Cmax 1.4 u 3.1 meTH, npu mo3u Ha fluconazole ot 100
mg ¥ 200 mg croTBeTHO. [loKk1anBana e 6p0peyuHa TOKCHYHOCT NPH HALUMEHTH C eAHOBPEMEHHa
ynorpeba Ha fluconazole u tacrolimus. Brnpekn ue He ca nMpoBeXIaHH NPOYYBAHHUA OTHOCHO
fluconazole u sirolimus, npemoprusa ce MOHHMTOpHpaHe HHBaTa Ha sirolimus u mpu
HCOOXOAHMOCT KOpUTMpaHe Ha fos3aTa. [launeHTr, kouTO moTy4asat tacrolimus miu sirolimus u
fluconazole eanoBpeMeHHO, TPAOBA MPELIM3HO Aa C€ MOHMTOPHPAT 33 HApacTBaHe TOKCHYHOCTTA
Ha sirolimus (aHeMHS, JICBKOIIEHHS, TPOMOOIUTOTIEHHS, XHIIOKAIHEMHS, AHAPH).

Nevirapine: ENHOBpeMEHHUAT NpHeM Ha nevirapine u fluconazole (8 mo3u ot 200 mg u 400 mg
JIHEBHO) MOKE J1a MPEN3BHKA 3HAYMTEIHO [TOBUIIABAHE Ha IUIa3MEHMTE HUBA HA nevirapine, B
CPABHCHHE CbC CAMOCTOATENHHUA IIpUeM Ha nevirapine. YcnopeaHHaT HOpUeM Ha JBata
JICKapCTBEHH MpOAYKTa MpH TalueHTH ¢ Hampeanana HIV wuHbexmus ce moraca molpe.
MMyHONIOrHYHMAT ¥ BUPYCONIOTHYEH OTTOBOP HA JICUEHHUETO ¢a 0IaronpUaTHH.

Ibuprofen: Hamanasane nosara Ha ibuprofen Tpa6Ba na ce uMma B npenBu Npy €IHOBPEMEHHA
ynotpeda ¢ voriconazole unn fluconazole, ocobeHo koraTo NbpsoHaYANIHATA 034 Ha ibuprofen
€ BHCOKA,

Jlpyru BHaoBe B3aUMOJeHCTBUS

DapmakoOUHAMUYHY 63aUMO0EUCMBUS]

JlexapcTBeHH NpOAYKTH, KOoUTO yabmkaBaT QT wHTepBasia - JOKIAIBAHM Ca CIIy4ad, KOMUTO
mokas3sart, 4e fluconazole Moxe na npeanssuka ynemkasane Ha QT watepBana, B pe3yarar Ha
KOETO C€ pa3BHBAT CEPHUO3HHU apUTMUU. flalneHTd, KOUTO mpueMaTr egHoBpeMeHHO fluconazole
u jekapcTBa, yasipkasaumiy Q1 uHTEpBana TpadBa na Ce ClIensdT MHOTO BHHMATETHO, 3al0TO
aIUTUBHUTE €PEeKTH HE ca HIKITIOUEHH.

Amphotericin B: 1lpoydBaHHs TP XWBOTHHU in Vifro W in vivo NEMOHCTPHPAT aHTATOHHM3BM
Mexay amphotericin B ¥ a3010BH npoH3BOAHU. MeXaHU3MbT HA OEHCTBUE Ha UMUAAZOIUTE €
CBBbp3aH ¢ NOTHCKaHE Ha eprocTeposioBaTra CHHTE3a B KiIeThYHara MeMOpanHa Ha rTwOHTE.
Amphotericin B oxa3pa BausHNE BEPXY CBLP3BAHETO HAa CTEPOHAMTE B KIeThyHaTa MeMOpaHa U
MPOMEHUTE B MeMOpaHHus nepmeabunurer. KITHHUYHUAT eeKT OT TO3W aHTATOHH3BM BCE OLIE
He e u3BecTeH. llonoben edexr Moxe aa ce Habmrwozapa M NMpH KoMIUiekca amphotericin B u
cholesteryl sulfate. |

[IpoyuBaHHATa HE MOKA3BAT KIMHUYHO 3HAYUMHU NMpPOMEHH B aGcopbuusarta Ha fluconazole mpu
IepopasieH IpUeM ¢ XpaHa, cimetidine, aHTHALIMAW HIIM CNEJ TBUCTEpalHA Ha IATIOTO TAJO,
[Iopaau TPAHCIUIAHTALIMS HAa KOCTEH MO3BK.,

Brrpeku junca Ha KIMHWYHHA NPOYYBAaHHUA 3a IPYTH JIEKAPCTBEHH B3aUMOICHCTBHS, TaKHBA
MOraT Ja Bb3HHKHAT.

4.6. bpeMeHHOCT H KbpMeHe

bpemennocm

JIaHHUTE OT NPUIOKEHHUETO MNPU HAKOJKO CTOTHH OpeMEHHH JXeHM Ha CTAHJAPTHU 03K
fluconazole (mox 200 mg/nreBHO) 110 BpeMe Ha paHHA OpEeMEHHOCT, He MMOKA3BaT HATHYHETO Ha
KaKBUTO U [1a € HeXKeIaHu ePeKTH BBPXY PeTyca.

ViMa cBOOINEHHS 3a MHOXCCTBEHU BPOACHH aHoMaMHM (Opaxuuedanus, yuiHa IUCHIIA3HS,
MHOr0 TofAMa mpeaHa ¢oHTaHena, GpeMOpPAIHO M3KPHUBIBAHE H PaAHO-XyMepdiHa CHHOCTO3a)
PH [eua, IMUTO MakKH ca JIeKyBaHH ¢ BHCOKH 03H fluconazole (400 - 800 hig/iHeBra) 3a 3
M TOBEYE MecCella 1Mo MOBON HA KOKUMAMOMIOMHKO3a. Bpbikata Méiy” Tesm. ebext’ u
neaeHuero ¢ fluconazole He ¢ sicHa, Al AR ST E R S
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Fluconazole B cTranzapThM 103K U KpaTKOTpailHO NMPUIOKEHHE HE TpAOBA /a ce W3IOJ3BA IO
BpeMe Ha OPEMEHHOCT, OCBEH B CIy4aHTe Ha KpaifHa HeoOxoammocT. Fluconazole BHB BHCOKH
[O3H H/WJIH NPOAB/DKUTETHO IPUIOKEHHE He TPAOBA fla ce H3I0M3Ba IO BpeMe Ha OPEMEHHOCT ¢

M3KITIOYCHNE Ha CIyJYaWTe Ha TEXKKM M MOTCHUHAIHO JXHBOTO3ACTpallaBalld MHKOTHYHH
HH(peKIHH.

Kvpmene

Fluconazole npemMunaBa B MAaf9MHOTO MIIKO, KQTO HOCTHrA KOHLEHTPALIMH HO-HUCKU OT TE3M B
nna3Mata. KEpMEeHETO MOXKe 1a IPOABIDKH CNICH IMPHIIOKECHHE HA €HOKPATHA CTAHAApTHA H03a
oT 200 mg uar no-mainko. He ce mpenopbusa NpoabIxaBaHe HA KBPMEHETO Ciel NPHIOKEHUE
Ha MHOTOKPaTHH J03H UM Ha BUCOKHU JO3H OT MPOAYKTA.

4.7. EdexTn BppXy cnocobHoCTTA 32 Modupane H padora ¢ MAIIHHA

Fungolon He mopnusBa UM MOB/IMABE B HE3HAYHMTENHA CTENeH CMOCOOHOCTTA 3a Iuodupane u
pabota ¢ MalIHHH.

Bce mak, xorato ce mo¢pupa uiu paboTH ¢ MaIIMHHK, TPsOBa 1a ce B3eMe II0J BHUMAHHE, Ye €
BB3MOXKHO Ja C€ MOSBH 3aMasiHOCT W HAPYINABAHE HA CH3HAHMETO.,

4.8. Hexkenanm JekapcTBeHN peaKIIHH
B xnIvHMYHM H3cnenBaHHA ca HaOMIOAaBaHM CIIETHHTE, CBBP3aHH C JICUEHHETO HEXEIAHH

KITHHUYHY CHOUTHS, Tpy 4048 manmenTH, TpeTupanu ¢ fluconazole 3a 7 uimu nmoeeue qHY.

YecroTa MHoro YecTH He ueetH Peaxku Mmuoro
YECTH CAKH
Hapymenns Ha >1/100, <1/10 >1/ 000, <1/100 >1/10 000, P
OpPraHeH Kjac >1/10 <1/1 000 <1/10 000
O6mu HapylLeHHS YMopa, dus.
HEpa3NoNoXKeHHe,
aCTEHUA, TPECcKa
Hapyuiennsa Ha ['naBobonue KoHByJACHH,
HepBHATa CUCTEMA 3aMaHBaHeE,
MAPECTe3UH, TPEMOD,
CBETOBBPTEK
HapyuwieHus Ha Koxen o6pHB Coplex, nopuiueHa Excdonua-
KOXATa U MOTIUBOCT THBHH KOXHMU
[OOKOXKHATA HAPYIICHH A
TbKaH (Stevens-
Johnson
syndrome)
{_TOMaILIHO- ["anene, AHOpEKCHA,
YpEeBHH IOBPBIIAHE, KOHCTHIIALUA,
HApPYLIEHUA KOpeMHH 00JIKH, IOUCTIETICHA,
AHapHs GraTyacHLUA,
CYyXOTa B YCTAaTa,
MPOMEHEH BKYC
HapymeHnusa Ha Muanrus
MYCKYJHO-
CKENeTHaTa
CHCTEMA
[cuxiaHu beichHUe,
HapylIeHnA COMHOJIEHTHOCT
Xeparto-0uirapHH KauHiraHo Xonecrasa, YepHoapoSua =~ " ..
HAPYIHCHUA 3HAYMMO X€IMAaTOLEIyIapHO HEKP’Q}J‘H'{.“ R RS
MOBHILIABAHE HA YBPEKIaHe, A SR B R
ASAT, ALAT, AP | xbiareHuna, R 2B
TOBUINABAHE QOIIHA D ; RN




OunupyOuH

Hapyluenns ua AHeMus
KpPbBTA H
nuMQpHaTa
CHUCTEMA

Hapyienns Ha AHadunakcus

MMYHHaTa
CHCTEMa

Hexenanu KIMHHYHE CBOMTHA ca choOliaBawu no-decto npu HIV-urdexTupany nanueHTH
(21%), B cpasBuenue ¢ me HIV-undextnpann nanmentn (13%). Y npu aBaTa THOA MAlMeHTH,
obaue XapaKTepbT Ha HEXEIaHUTE CHOUTHA € OUl ogobeH.

JOMBJIHUTENHO, ClEIHHTEe HEXKEIAHH CHOHTHA ca YCTAHOBEHM IIPH YCJIOBHA, TIPH KOHTO
MPUYMHHO-CIICACTBECHATA BPE3KA HE € CHTYPHO YCTAHOBEHA (OTKPUTH NPOYUBaHHS IO BPEME HA
MOCTMapKETUHIOB OITHT):

Yecrora Muoro | Hectu | He vyeetn | Peakwu MHoro peaku
4eCTH
Hapyuienus Ha >1/100, { =1/000, >1/10 000, <1/1 000 <1/10 000
OpraHeH KJjac >1/10 <1/10 <1/100
Hapyiuenna Ha [Tprnaasuy
HEPBHATa CHCTEMa
HapymeHus Ha Anoneuus EkcporuatuBHEN KOXKHH
KOXara 4 HapylieHus (Stevens-
OIKOMKHATA Johnson syndrome,
ThKaH TOKCHHYHA ENUAEPMATTHA
HEKPOTH3a)
XepaTo-OunuapHu YepHoapobua
HapyIlleH!s HEAOCTATBYHOCT,
XEMaTuT, 4eproIpodHa
HEKpO3a
HapymeHus Ha AHadunakcus,
HMYHHaTa aHruoeneM, OTOK Ha
cHUcTEMA JAHLETO, ChPOEK
Hapynienus va JleBKOTIeHMA,
KPBBTA U HEYTPOTICHHS,
nHM{HaTa arpa”HyIonHTOsa,
cucTeMa TPOMOOLIMTONIEHUSA
Hapymeunusa Ha XHIIEpXOIecTepoIeMiu,
MeTabOIH3IME U XHIEPTPUTITHLIEPUICMHA,
XPAHEHETO XUNOKATUEMHUA

4.9, Ilpeao3upane

B cnyuait Ha npenosupate ce npuiarat CMMITOMATHYHO JIEUEHHE ¥ CTOMAILHH TPOMHUBKH.
Fluconazole Actavis ce oTaens rimaBHO 4pe3 ypMHATA, MOpaau KoeTo (OpCcHpaHaTa AMYpeE3a
BEPOATHO LIE YCKOPH CIHMHHHPAHETO My. TpHYacoBa XeMOTHAIH3a HaMalsdBa HHBATA MY B
nnasmara ¢ opubausurenso S0 %,

S. PAPMAKOJIOT'TYHHN JAHHN
S.1. PapMaKoIHHAMHYHH CBOHCTBA T N
ATC kox JO2ZACO1 N N
Fluconazole ¢ opanen cuHTeTHYeH OWTPHA30I0OB AHTHMHKOTHYEH/ . ﬂpfénqpa*r m{czom@
crielM@HYCH MHXHONTOp Ha CBBp3aHaTa ¢ MUTOXpoM P 450 MoHOOKCH 'Haaa H&HOLT@IJOJI ]4‘*—“
anda-meMeTHIA3A., R S *;
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Fluconazole cnupa mpeBprianeTo Ha MaHOCTEpOA Ha MEOMYHATA KIETKA B MeMOPaHEH JHITHA
CprocTepos. B pe3ynrTar Ha TOBa ce yBENM4aBa MPOMYCKIMBOCTTA HA KIEThUHATA MeMOpaHa
C€ MOTHCKA pacTexa H pemndkauusata. OOpaTHO Ha KeTokoHaso1, Fluconazole e BUCOKO
n30KpartesaeH 3a nMTOXpoM P 450 ensuMu Ha reOHYHATA KJIETKA ¥ HE HOTHCKA Te3U €H3MMH B
OpraHuTe Ha OO3alHULY Cled €IHOKpaTHa IepopanHa no3a or 150 mg. B cpaBHenue c
OCTaHATTUTE a30JIH KaTO MTPaKOHA30J, KIOTPHMa3oll, €KOHa30/l H KeTOKOHa30j, Fluconazole e
Hali-cnabuaT MHXUOMTOp Ha 3aBHCHMHTE OT LUTOXpoM P 450 OKHCIMTENHH npouecH B
YOBEIIKUTE YEPHOOPOOHH MHKpo3oMH., PyHrucTaTHYHOTO AelicTBue Ha Fluconazole o6xBama
Cryptococcus neoformans u Candida sp., Aspergillus flavus, Aspergillus fumigatus,
Blastomyces dermatitidis, Coccidioides immitis, Histoplasma capsulatum:.

PezucrentHoCT crpamo Fluconazole ce HaGmogaBa MHOTO PsiIKO.

5.2. ®apMaKkoKHHETHIHH CBOHCTBA |

Cnen mepoparHo mpunoxerne Fluconazole ce pasmpenens HembIHO CBBEP3aH B TEICCHHTE
ThKaHH W TEYHOCTH. MaKCHMa/lHuTe IUIa3MEHH KOHIEHTPAllMM HAa MPOAYKTA ca Ha 2-HA yac
cien nepopasieH npueM Ha 150 mg # gocrurar 2.5 go 3.5 mg/l. KoHuenrpauuure Ha
Fluconazole BpB BarvHaIHHA CeKpeT ca MoZOOHM HA IIa3MEHHMTE, MOCTOSHHM CTOMHOCTH ce
TOCTHTAT TPHOJHIUTEIHO 8 Yaca CIie/ TISpOpaicH MPHEM U ¢€ TMOABPXKAT Ha TOBA HHUBO Haii-
MaJIKo 24 Jaca.

Fluconazole npuTexaBa HUCHK aQUHATET CIPAMO IJIa3MEHHTE TIPOTEHHH (CBBp3Bane 11-12 %)
U crabute NPOMEHH B IUIA3MEHHMTE KOHUEHTpaUUH cnaGo NpoMEHST (apMaKoJOTUYHUS HIIM
TCPaneBTHYCH €QEKT Ha mpoAaykTa. buonorsdnuar moayxusoT Ha Fluconazole oT mrazMara ¢
oxoJ10 30 yaca (20-50 vaca) cien nepopajeH OpHeEM.

IIna3zmennte KoHLenTpauny Ha Fluconazole cnen nmepopanen npuem ca nputinusurento 90 % ot
TE3H, MOJIYYEHH Clie]l HHTPABEHO3HO IIPHIIOKEHHE.

Pesopbupa ce nobpe B croMaxa NpH OOMHH ¢ HOPMATHA W HaMaJeHAa KHCEIMHHOCT Ha
CTOMAIITHHA COK U pe30pOLHsTa HE Ce IIOBINABA OT SAHOBPEMEHEH IPHEM C XpaHaTa.
He3zaBncMMO OT HaYMHa Ha I[IPHIOXKEHHE, H03aTa M MPOXBIDKHTEIHOCTTA HA [pHEMaHe
KOHLEHTpauuuTe Ha Fluconazole B ¢cilOHKaTa ¥ XpaydkuTe ¢a €JHAKBY WK MAJIKO I10-BHCOKH OT
TE3W B ITA3MaTa,

[Tpy OOAHH ¢ MHKO3EH MEHHHTUT KOHUEeHTpanuuTe Ha Fluconazole B uepebGpocnuuanzata
TEYHOCT ca npubnnusutento 80% OT cboTBETHUTE IJIa3MEHH KOHLIEHTPALINH,

Ipu 3apaBmr muna Fluconazole ce exckperupa rnaBHo upes Onbpenure xato 80 % ot
IIPUNIOXKEHATA 1032 CC€ M3ThYBAa B HCIIPOMEHEH BUJA B ypHHara M 11 % kxaro metabosnTH.
QapmakokuHeTHKaTa Ha Fluconazole ce miumsie chpiiecTBeHo oT OBOpeuHaTa PyHKUMSA, KaTO
CBINECTBYBa OOPATHO NPOIOPLIMOHATHA 3aBUCHMOCT MEXKAY BPEMETO Ha IHOJYESIHMHHHpPaHE U
KpeaTHHWHOBHA KIHpBHC. (Cnen 3-yacoBa XEeMOJUATM3a IIIa3MEHHUTE KOHIEHTpallHM HAa
Fluconazole ce moumxkasar ¢ oxono 50 %.

Fluconazole ne nosnusBa HeOGIaronpuATHO UMYHHHS OTFOBOP M MOXE Ja c€ IpHJara npu
OOJIHU ¢ UMYHEH JeHLIHT.

5.3. lIpeAKTHHHYAN TAHHHA 32 0€30NACHOCT

3.3.1. TokcnuHocT

OcTtpa TOKCHYHOCT

Octpara Tokcu4HocT (LDsg) ra Fluconazole e npoydena BbpXy [Ba BUAA ONHTHHU >KHBOTHH -
benn Muiukn CD-1 u Genu turex ase Sprague Dawley cnex exHokpaTeH mMepopaleH IPHEM.
HaHHHTE OT MPOBEACHUTE TOKCHKOJIIOTHYHY €CKIIEPUMEHTH oxapaKTepH3HpanFcluc{9unazole - KaTo
HUCKO TOKCHYCH aHTHQyHraneH areHt. He e ycramoseHa cMBpTHOCT Yy, %B;KKHTE .- )’KgH\;{{H
UHAMBUIM CJI€[l €NHOKPATHO OpaIHO npuiaraHe B 103 10 1000 mg/kg .. 7 o i N o --1\
HMHTOKCHBANHATA HA MHIIIKH ¥ INIBXOBE CIIEX [IepopaaIHO TpeTHpaHe ¢ u‘i‘oﬂlazc}le B‘ﬁB Bnpﬁkﬂ
no3u (1g/kg.T.M.) ce U3pa3aBa B HaMalicHa PEAKTHBHOCT, 3a0aBsHE Ha Ifmgﬂew CaJIJiBaIfPIﬂg
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JaKkpuManus, 3aryba Ha OpHEeHTHPOBBUHHS pediiekc. JleTaauTeTsT HacThIBA OT 1.5 yaca 10 3
JIHU OT AIUTUKAIUATA, YCCTO MPEIX0KAAH OT KIOHUYHH KOHBYJICHH,

Cy0akyTHA M XPOHMYHA TOKCHYHOCT

IIpoBeieHM ca TOKCHKOIOTHYHH M3CNEIBaHUA HA MUIUKH H IUTHXOBE B YC/IOBHSA HA cybakyTHa
(4-cenMuvHa) U XPOHHYHA {(6-MECEUHA) TOKCHUIHOCT.,

Cnen 4-ceamuuno nepopanHo mpunarare Ha Fluconazole Ha mpxose B 1031 20, 50, 100 u 400
mg/kg T.M./IHEBHO € YCTaHOBEHO CTab0 NMOBUINEHHE HA CTOMHOCTHTE HA TPAHCAMUHAZHTE pH
MBXKH M JXCHCKM IUTBXOBE, TpeTHpaHdH ¢ mno-sucokute Ao3u (100 m 400 mg/kg T.M.),
HaMaJIBaHC Ha TPUITMULCPUINTE U XOJCCTEPOJA ¥ MBKKUTE IUIBXOBE ImpH ao3u 100 m 400
mg/kg T.M. M peayuHpaHe CTONHOCTHTE HA XJODUIMTE IPH MBXKKH H IKEHCKH ILTBXOBE,
TpeTupaHu ¢ go3a 400 mg/kg T.M,

XUCTOJIOTHYHH U3MEHEHHUS Ca YCTAHOBEHM CaMO B YEPHHS Jpol, U3PA3EHH B XeNaToLelyapHa
XHICPTpOGUs ¥ MacTHa JAETeHepalMs y asaTa moja ot go3a 400 mg/kg T.M. My XKEHCKUTE
IUIBX0BE MNpH Mo-HUCKHTe Jdo3u (50 u 100 mg/kg T.M.) YcTaHOBEHO € yBeauueHue Ha
OTHOCHTETHOTO TETJIO HA YepHHUA Apod, OB0penn 1 HaaOBOpeny y mMIBXOBE, TPETUPAHH ¢ JO3H
100 1 400 mg/kg T.M. 1 HamaleHue HA OTHOCUTETHOTO TEIJIO HA yTepyca OT BCHUKH 034 Ha
TpeTrapaHe. Cnen 4-CeMMHUYHO H 26-CeIMIYHO NMEPOpANTHO TpeTupane Ha MEIKK CD-1 B 1HeRHH
nosd 5, 10 u 20 mg/kg T.M. ¥ Kydera "buren" ¢ gHeBHu mosu 2.5, 7.5 u 30 mg/kg T.M. ca
YCTaHOBEHH ¢1a0W H 0OpaTMMM XHCTOJIOTHYHM IIPpOMEHH B uepHHS Ipo0 Ha MHIIKUTe,
TpeTpadd ¢ 10 u 20 mg/kgr.M., 1eko noBuileHHe CTOMHOCTUTE HAa TPaHCAMHUHA3MTE, C1a6o0
yBEIUYCHAC Ha HTOXpoM P450 u cmaba nmpomudepalius Ha eHAOTCIHUS PETHKYTYM MPH MUIIIKH
H KyudeTa.

5.3.2, PenpoayKTHBHOCT

Fluconazole, npunaran nepopanHo B aHeBHH 103H 5, 10 1 20 mg/kg T.M. He oKa3Ba edeKT BBPXY
QEpTUIHTETa HA MBXKKH ¥ OJKCHCKH TIITBXOBC, HAJIABAaHE Ha TEIVIO Ha MailKeTe,
MPOABDKHTENIHOCTTAa Ha OpPEMEHHOCT, paXIAEeMOCTTa M HEOHATATHATa [PeKUBIEMOCT.
YcranoseHa e ¢1ado MoBHIeHa eMOpHOHATHA CMBPTHOCT 0T J03a 20 mg/kg T.M.

5.3.3. MyTar¢eHHoCT H TepaToreHHOCT

PesynraTuTre OT NpoBEACHNUTE TECTOBE 3a MyTarcHEH MOTCHIMAN (TEHHA MYTAIHS B XPOMO30MHa
abepanms) ca orpuuaTenHd. Hama nanau 3a TepatoreHed edext u MandopManus y QeTycH Ha
IUTEXOBE H 3alIIH, YHHTO MalKu ca rosiay4vasan Fluconazole B mo3m 5, 25 u 125 mg/kg .M. 1 S,
10 1 20 mg/kg T.M. pec.

HabmonaBaHa € 3BECTHA (PETOTOKCHYHOCT - ObOpeuHY BapHaluy (Pa3mupeHue Ha Gp6pedHoTo
JIETEHYE) IIPH NIbX0BE, TpeTUpaHu ¢ 125 mg/kg T.M. U ZONbIHHATEIHH JyMOaIHU pebpa oT no3a
25 u 125 mg/kg T.M., HO TO3H (DeHOMEH € KIIacH(HITHPaH KaTO AHATOMHMYHA BapHallis, a He KaTo
MalopMalis y IUTBXOBETE. YCTAHOBEHO € YBEJIMUYEHHWE HA OTHOCUTENHOTO TEIJIO Ha
TUTAllCHTaTa Npy OPpEMEHHH ILUTEXOBE OT BCUYKH JIO3U HA TPETHPAHE,

Y aaiuu, TperupaHu ¢ Fluconazole ¢ ameBnu go3m 10 m 20 mg/kg T.M. e ycTaHoBeHa
TOKCHYHOCT Y MalKaTa CbC 3HAYMMO peayUHpaHe HallaBaHeTo Ha TErIIo.

Hama gaHHU 3a JeKapcTBOCBBP3aH €EeKT BhPXY eMOpHOHATHATA CMBPTHOCT, TENECHATA Maca
Ha (EeTYCUTE I HAJIMYHE Ha TEPATOreHHH ¢heKTH U Man(opMaliHi.

6. DPAPMAIIEBTUYHH JAHHH

6.1. CnHebK HA NOMOUIHHTE BeHIeCTBA
JlakTo3a, MOHOXHIpaTHA e
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6.3. Cpok Ha rogHocr
3 (Tpm) rOaVHH.

6.4. CnenHa/IHH yCJI0BHA 32 ChXpPAHEHHE
ITpn Temneparypa o 25°C.

6.5. JlanHM 32 ONAaKOBKATA

Fluconazole Actavis50 mg xancyru, mewvpou

7 kancynu B 0nuctep PVC/Alu donno, 1 6aucrep B xapToHena kytus

8 kancynu B Onmucrep PVC/Alu donmo, 1 Omiactep B kapToHEHa Ky THS
10 xancynu B 6nucrep PVC/Alu donmo, 3 6aucrepa B KapToHEHA KyTHA

Fluconazole Actavis100 mg xancynu |
8 xancynu B 6nucrep PVC/Alu oo, 1 6mcTep B kKapTOHEHA KYTHS
2 bnucTepa B KApTOHEHA Ky THS

Fluconazole Actavis150 mg kancynu, mewvpou

| xancyna B oimucrep PVC/Alu gpommo, 1 O1HCTEp B KAPTOHEHA KYTHS
2 kancynau B oiuctep PVC/Alu doauo, 1 61ucrep B KapTOHEHA Ky TUS
4 xancysu B 6muctep PVC/Alu ¢omuo, 1 Gmctep B KapTOHEHA Ky THA
1 xancyna B Oymctep PVC/Alu gonno, 4 61ucTepa B KApTOHEHA KYTHSA

Fluconazole Actavis 200 mg xancynu

7 xatcynu B 0imuctep PVC/Alu ¢ommo, 1 61mcTep B KapToHeHa Ky THS

10 xancynu B 6mucrep PVC/Alu donuo, 2 6mictepa B KapToHeHa KyTus, 3 GucTepa B
KapTOHEHa Ky THA

6.6. CrienMa THH NpeanasHd MEePKH NMPH H3XBbPJisHe H paboTa
Hama

7. IPUTEKATEJI HA PASPEIHIEHHUETO 3A YIIOTPEBA
“AktaBuc”’ EAJ]
yi. "Atanac Jlykos" N 29
1407 Codus

brarapus

8. HOMEP HA PA3PEIHIEHUETO 3A YIIOTPEBA
Ne 11-7858/25.07.2003
Ne [1-7859/25.07.2003
Ne [1-7856/25.07.2003
Ne [1-7861/25.07.2003

9. JATA HA ITbPBO PA3ZPEHIABAHE/TIOJHOBABAHE HA PA3ZPELIEHHETO 3A

YIIOTPEBA

Per. Ne 20030542/25.07.2003

Per. Ne 20030543/25.07.2003 ST A R
Per. Ne 20030544/25.07.2003 S SN
Per. Ne 20030545/25.07.2003 L \._&iﬁg }

10. JATA HA AKTYAJIH3AIINA HA TEKCTA
OxktoMBpu 2008 T,
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