KPATKA XAPAKTEPHCTHKA HA ITPOJIYKTA
VFEND® powder for oral suspension

1. TBPTOBCKO HBAHMMEHOBAHHWE HA IEKAPCTBHHIUI TIPOAYKT
MURWCTEPCTBO HA 3[IPABEQMNASBAHETO

VFEND 40 mg/ml powder for oral suspension
BHDEH] 40 mg/ml ripax 3a Iepopanya CyCIIeHCH Mpanoseitue kvas U £< &0 ¥/ 14-07-0¢
paspetieHue 3a ynotpe6a e

2. KOJIAYECTBEH M KAYECTBEH CHCTAB 693/55- 03.00 QM@

Besxa Syrunxa ceappixa 45 g npax 3a nepopallHa CyCIIEHCHA, OT KOHTO CHEN pazTBapAHE BB
Boza ce momygapar 40 mg/ml voriconazole.
3a noMOLIHETE BEIeCTRA BiDKTe pasgen 6.1.

3. JEKAPCTBEHA ®OPMA

TIpax 3a nepopajiHa cycueHcHus ¢ 6an fo Genesnukaso-Gs HBAT, OT KOHTO Cllef pasTBapsHe ce
nony4dasa Odna go Hene3HuKaBo-Osia CyCIeHCHA ¢ BKYC Ha XIOPTOKAIL.

4. KIMHAYHA JABHA
4.1. Tepapeprayar HOKA3AHHASN

VFEND, voriconazole, e IuBpoxociiekTspeH TpHA30I0B aHTHMHUKOTHHEH areHT H € [I0Ka3aH 3a:

JledeHre Ha HHBA3MBHA ACTIEPTHIIO3A.

Jlewenue Ha KaHNMASMHA NPH NaOHERTH 03 HeYTPOTICHUA.

Jleuenue wa drykoHA30/I-PEIUCTEHTHH CePHO3HEA MEBasusEy Candida nmbeknmi (BRITFOTHTENHO
c C. krusei).

JleyeHne Ha Texxy reOuyny HHGEKIMH, NPHYHHEHH OT Scedosporium spp. ¥ Fusarium spp.

VFEND 1pabtea pa Obhe NpiiaraH riasHo TIpH HaHEHTH ¢ MPOrPECHpaInH, NOTeHITHAIHO
JKMBOTO3ACTPAINABAINY HHPEKIHH.

4.2, Ho3ApoBKa B HAYHA HA RPHIOKEHHE

VFEND nepopansa cycnensms Tp20Ba qa ce Npuiara Hali-Maiko e{uH Yac Hpeay HiH JBa yaca
el XpaHeHe.

ENEeKTPONHTHE HAPYLIEHHS KAaTO XHIOKAIHEMUS, XHITOMAarHe3ReMIs ¥ XHITOKamdeMud Tps0pa na
6bOAT MOHHTOPHPAHY M IPU HY>KIA KOPATHPAHK HPEAH 3all0YBaHe ¥ IO BpeMe Ha JIeUeHHe C
voriconazole (Buwxre pasgen 4.4).

VFEND ce npepnara B efiHa OT CIeLHHTE ieKapcTBeH: Gopmu: GuiMupatH Tabrerku ot 50 mg u
200 mg, 200 mg npax 3a HEOKEKLIHU.

YnoTpeba npy BE3PACTHR
JleueHuneTo TpabBa Ja Gb/e 32I0YHATO ¢ NOCOYEHH HaCHIUall 0308 PEXKHM HHTPABEHO3EH WK

nepopanes VFEND, 1eiisin ZoCTUTaHe fipe3 NBPBUA AeH Ha IUasMeHH KOHIIEHTPALMH, OIIH3KH 110
paBHoOBecHHTe. [IpefBrz BHCOKaT2 GUOHATHYHOCT NPH NepopaneH npueM (96%, Bx. pasnen 5.2) npx
CHOTBETHH KIHHHYHE MOKA3AHIA € YMECTHO NPeMHEaBaHe OT HHTPABESHO3HO KM [IEPOPaTHO
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KPATKA XAPAKTEPHCTHUKA HA ITPOSVKTA
VFEND® powder for oral suspension

ke
Hacnamawm no3on 6 mg/kg Ha Beewwl2 400 mg (10 ml) ma 200 mg (5 mi) Ha
pesxam (nepeare 24 | yaca (3a nepBuTe 24 BeekH 12 gaca (3a BcekH 12 waca (3a
gaca) qaca) nspeure 24 yaca) IBpBHIE 24 qaca)
Hoaaepxama 1033 4 mg/kg asa reTH 200 mg (5 ml) apa 100 mg (2.5 ml) mBa
{cien HHDBATE 24 IHEBHO OBTH BHEBHO IIETH IHEBHO
gaca)

Kopuripate ga 1O3MpOBKATA

Ilpy HemOCTATRYESH KIMHHYEH OTTOBOP NONOBDIKAINATA 4038 MOXe A2 6bhe yeesdmueHa no 300 mg
J(Ba OTHTH THEBHO 34 NepOpATHO NpunoKeHne. 1pH NamieHTH ¢ TenecHo Terdso nox 40 kg
NepopanHaTta fo3a Moxe A4 0bhe yBenuuena go 150 mg Ba NbTH AHEBHO.

TTpu HecocOGHOCT Ha IANMEHTA fa TOJIepUpa ISYSHIE ¢ TAKIB2 BHCOKH JI03H IEpOpanHAaTa 1032
ce HaMamnIBa CTeIANOBHIHOC ¢ 50 mg fo moaaspkamara fo3a ot 200 mg asa weTH AeesHo (w1 100
mg f1Ba THTH FHEBHO TIPH NallMEHTH ¢ TenecHo Terno rox 40 kg).

Phenytoin Moxe nma 65he IPIOikeH egHOBPEMERHO ¢ Voriconazole, HO NOANLPIKAINATa
TiepopaiHa Ao3a voriconazole Tp#OBa na ce yrenmuuu ot 200 mg Ha 400 mg nea neTH neeBHO (0T 100
mg uHa 200 mg Apa TETH AHEBHO NPU IalHSHTH ¢ TellecHo Terio mog 40 mg), Bk. pasgenu 4.4 u 4.5,

Rifabutin Moxe na GpAe IPHIOKEH SAHOBPEMEHHO ¢ Voriconazole , aK0 MOATBPIKALIATA
riepopaiHa Ao3a voriconazole e yeenderna ot 200 mg #a 350 mg Ara neTH Axesro (ot 100 mg va 200
mg NepopatHo ABa ITHTH THEBHO HpH MAHEeHTH ¢ TeleCHO Tento nox 40 mg), (Bx. pazgend 4.4 u
4.5).

HpOI[’BJDKHTeHHOC‘IT& HA NEYCHHETO 3aBMCH OT KIHHHYHKA ¥ MHKOIOIHYEH OTTOROP IIPH
nanyeHTa.

Yuorpeba npu HanpexHasna BE3PACT
TIpu namueHTH B HATIPEAHANA BL3PACT He € HeoOXOHiMa KOpeKIma Ha Jo3ata (Bxk. pasgen 5.2).

Yuotpeba npu maupenty ¢ 6u0peUHo YBpEeKIaHE

DapMaKOKHHETHKATA Ha HEPOPaHO NPHUIIOKEHHE Voriconazole He ce noBiHABA IpH 6s0pedHo
YBpEIKAAHE.

CriefoBaTeNnHO My NANWEHTH C JIEKO A0 Texko 6:0pedHo yBpeknate He e HeoDX0RuMAa KOpeKITHs
Ha ltepopaliHaTa Jo3UpoBKa (B, pasfen 5.2).

KnmupsHCBT Ha voriconazole npu xemomuanusa e 121 ml/min. YeTupidacoBUST XeMOQHaTH3EH
CeaHeC He OTCTPAHABA JOCTATHYHO KONHYECTBO Voriconazole, 32 Aa ce Hanara KOpeKIug Ha J03aTa.

Vnotpeba npu nauyeHTH ¢ YepHOAPOOHO YRpEKAAHES
{Ipu maiMerTy ¢ 0CTPO YepHOAPOOHO YBpe/KAaHe, IPOABIBALIO CE ¢ JIOBMINISHHE Ha

yeprOnpobHuTE dyHKImonanHy 1ipobu (ALAT, ASAT), se e HeoGxonHMa KOPEKIlHA Ha 03aTa (HO ce
TIpEopEYBa NPONEDKHTETHO MOHHTOPHpaHe Ha JepHONPOOHATEe QyHKUHOHANHHE TTPobH 3a
JOITEIHHTENHO ITOBHIIEHHE).

Tlpu nanueHTH ¢ jieka Jo yMepeHa yepHozapoosa 1uposa (Child-Pugh A u B), momyyasatu
VFEND, ce npertopbyBa ynorpedara Ha cTaHAapTeH HaCHIUAI JO30B PeXUM, HO HOANBPKalIaTa J03a
Tpabea #a 6b/1¢ HaManeHa HAONOBKHA (BX. passen 5.2).

VFEND =ne e p3cieBano [IpH NAHMEHTH ¢ TEXKKA XPOHWYHA Yep
C).



KPATKA XAPAKTEPUCTHEKA HA TIPOOVKTA
VFEND® powder for oral suspension

VFEND ce cepp3Ba ¢ IOBHUISHHE Ha 4epHOApoOHITe GYHKIHOHAIHK NPOOH H KITHHIYHE Gene3n
Ha YepHOZPOOHO yBpexKIaHe KaTo BITEHHUR ¥ TIPH IAIMEHTH C TEXKKO HepHOApoOHO yBpexKaane
TpsOBa fa 6ple ynoTpeOaBaH camo, axo 1os13aTa HaiBUiasa NOTCHIMAaNHIS pHcK. [lamienTu ¢
gepHOAPOOHA HeTOCTATHFIHOCT TPAORA 2 OBHAT BHUMATENHO MOHHTOPHPAHH 34 IPOSRBH Ha
JIEKApCTBEHA TOKCHYHOCT (BK. ¢bIio paspen 4.8).

Ynotpeba nipu nena

BesonacHocTTa H e(DEKTHBHOCTTA TIPH MEAMATPHYHHM DAUMEHTH Ha BB3PACT ION 2 TOXHHY He €
yeTaHoBeHa (Bk. chulo paspel 5.1). CnemosaTenso voriconazole He ce NpenopsYBa UpH Aela Ha
BE3pacT [Of 2 roguHy. CHIIeCTBYBAT OpaHHIEHO KOIMYEeCTBO JaHHY, 3a fa Opae onpeneneHa
orrruMansara 1osHposka (mk. Pasnen 5.1). BelipexH ToBa B NEARATPHYHK NPOYIBAHMS € QA
W3ION3BaHA CIENHATa JO3HPOBKA. :

JTena Ha BE3pacT 0T 2 7o < 12 ronuHm:

HurpaseHoszno Tiepopanno
Hacnmam 50308 pexxum 6 mg/kg wa Beexu 12 yaca 6 mg/kg Ha BcekH 12 gaca
(onpBrTe 24 9aca) (npe3 neprUTE 24 Haca) (ipe3 mepBuTe 24 Yaca)
Honnnpmxama noza(cien 4 mg/kg nBa METH HHEBHO 4 mg/kg nBa IBTH AHEBHO
OLpBETE 24 3aca)

TIpunoxenara nosa TpsOea ga e npuOmiaTenso 20 mg (0.5 mi), Tit xato nepopanzaTta
CIIPHHIIOBKA € rpamyupana npes 0.5 ml

(DapMaKOKHHBTHKaTa H DOHOCHMOCTTA Ha NO-BHCOKH JO3H HE ca OIIPCIUINICHH Cpen nefHaTpHIHHe
HOITyNaliM.

FOnomu (Br3pact ot 12 5o 16 ronyEM): MO3UPOBKaTa € KAKTO XIPH BH3PACTHH.
4.3. JIporaBonoxazanan

VFEND e npotuBonokazaH NpH IHailEeHTH ¢ H3RECTHA CBPEXIYBCTBHTEIHOCT KbM Voriconazole
HUTH KBM HAKOE OT MTOMOIIHHTE BEINECTRa.

EnnospemennoTo nprnoxenue Ha CYP3A4 cy6erpature terfenadine, astemizole, cisapride,
pimozide mmu quinidine # VFEND e TIpOTHBONOKa3aHO, ThH KaTO HOBHIICHHTE [LTA3MEHH
KOHUEHTPAIIMH Ha Te3H JICKapCTBeHH MPOMYKTH MOTAaT Ia AOBEAAT A0 yob/bkaBaHe Ha QTc u peaxu
ciysau Ha forsades de pointes (Bx. paspen 4.5)

EnsospemennoTo npuiosxenre Ha VFEND u rifampicin, carbamazepine u phenobarbital e
TIPOTHBOHOKA3aHO, Thi KaTo € BB3MOXKHO Te3H JIeKapCTBERHM HPOMYKTH 14 MOHIDKAT 3HAYHTEIHO
TIna3sMeHHTe KOHIEHTPAFH Ha voriconazole (Rx. pazzgen 4.5).

EnnospemMennoro nprioxkenye Ha VFEND u efavirenz e npotueonoxasaso, 3amoro efavirenz

TIOHIDKABA 3HAYMTENHO MIa3MEeHHTE KOHLIEHTPAIHH Ha voriconazole, a VFEND ot cros cTpaHa
TIORHINaBa 3HAYUTEIHO Na3MeHHTe KOHIleHTpauuy Ha efavirenz (Bx. paszen 4.5).

voriconazole npy 3gpasw KobpoBosii (BX. pazpen 4.5).




KPATKA XAPAKTEPHICTHKA HA IIPOIVKTA
VFEND® powder for oral suspension

EproBpeMeHHOTO NPHNOKEHHe Ha epro-aimkanonmy (ergotamine, dihydroergotamine), KOHTO ca
CYP3A4 cybeTpars € HpOTHBOIIOK23aHO, THH KaTe NOBHINECHUTE IUIA3MEHH KOHIICHTPallHH Ha Te3H
NexapcTBeHH NPOXYKTH MOXe Aa JoBeIe KO eproTH3EM (BX. pasgen 4.5).

EpHOBpeMeHHOTO IIPHIOXKEHHS Ha voriconazole H sirolimus € IPOTHBONOKA3aHO, Tt XaTo
CBINECTBYBa BEpOATHOCT voriconazole na HOBUINM 3HAYUTEIHO [IAa3MEHNTE KOHLEHTPAIHY Ha
sirolimus (Bx. pasmen 4.5).

4.4 CpenmanHHA NPOTHBOBROK23AHMS H CHENHANHE NpEeAYNpeRIenas 3a yuorpeta

CeprxuyscTBUTEHOCT: [[0BUIIIEHO BHIMAaHHE ¢ HeoOXONUMO ITpH npennucane Ha VEEND npu
[IALHEHTH CBC CBPBXUYBCTBHTEIHOCT KBM APYTH 23014 (BK. CBINO pasien 4.8).

CropreTHo-chIoBU:

Hxou asonu, BISIIOUMTEIHC voriconazole, ce cBbp3BaT ¢ yabkasaue Ha QT mHTepBana.
Ormicanu ca pefkH ciydyan Ha torsade de pointes npu nanyeHTH, IpHeMalqy voriconazole, ¢ pUCKOBU
taxTopH KaTO aHAMHE3a 32 KAPJHOTOKCHYHA XHMHOTEPAIHS, KapIHOMHOIIATHA, XMITOKATHEMHS H
CHIIBTCTBALIO JIEUSHHE, KOETO € JIOTIPHHEeCIIO 3a TORa. Yoriconazole Tpabea ma 6sae npuiaras ¢
NOBHINEHO BHEMAHME JIpH NANHEHTH ¢ NOTEHUHMATHO HpOapHIMIYHH CHCTOIHHS KaTo:

* Bpoaeso wid npunoduro yaspkaeare Ha QT unreppana
Kapmmomuonaris, 0co0eHO Ipy HaMKHHe Ha ChPASIHA HEAOCTATHYHOCT
Cunycosa Opagukapiisg
CrImecTRyBalF CHMIITOMATHIHH apHTMIMI
CEIBTCTRAIIO JISYSHUE, 38 KOSTO C6 3Hae, 4e yabivkasa QT uxTeprana

ENeKTpOTHTHH HapYIIEHHS KaTo XHITOKATHEMES, XUIIOMAarHe3UeMHA M XHITOKANMeMHs TpsOBa ga
OBOaT MOHHTODHPAHU U IPH HyXKa KOPHTHPAHH NpelH 3all04YBaHe H o BpeMe Ha IpOBeKAaHe Ha
negenmeTo ¢ voriconazole (Bx. pasmen 4.2).JIpa 3npasy noOpoBoInH Gele IPOREASHO NPOYHBaHE,
m3cnenpaino edexta Bepxy QT HHTepBana Ha AHOKPATHH JIO3H voriconazole, 10 4 ITHTH HO-BHCOKM
o1 oBuuaiinara qHeBHA Ho3a. IIpH HHTO eXHO OT H3CIEBAHUTE JIHLA He e O pericTpHpaH HHTEpBal,
HaJIXBBPALY NOTEHIUATTHO KIMEMuHo GesonacHaTa rpasyia ot 500 msec (Bix. pasgen 5.1).

YepuonpobHa TOKCHUHOCT: B II#HIYHA NpoyYBaHys 10 Bpeme Ha tegenne ¢ VFEND ca 6mnu
HaOIHOJABaHH HE YeCTH CIy4Yal Ha CEpHO3HK YepHOAPOOHH peaklyH (BRIIOUHTENHO KIHHEHYEH
XEIIATHT, XONECTa3a M (yIMHUHAHTHS, BRIIOUHTENHO U (aTanHa 4epHOapo0Ha HeOCTATEYHOCT).
Or0ens3BaT ce NPHMEPH 32 YSPHOAPOOHY Peaklluy, HaCTHIBAINH TIPH NAIIHSHTH CBC CEPHOHE
TIORIeKAUTH MEAUITUHCKHE CHCTOSHUA (IPEIEMHO 3j10KaYeCTBEHH XeMaTOIOrHYHE 3a00I1BaHHA).
TpaszuTopHK YepHOAPODHHA peaKiliy, BINIFOUHTENHC XENaTHT H XBITeHHIIA, C& HACTHIIMIH Cpey
nanEeHTH 663 Apyrd uaeHTHGHITHpaHu prckoBK (akTopH. UepHoNpoGHara fHedyRKUMS 0buHaiino e
Giuila o6paTMa TIpH NpeKpaTaBaHe Ha JeuerneTo (Bx. paszgen 4.8)

MouuTopupane Ha yepHOoApoOHaTa dyHKIMs: B HaUanoTo Ha JedeHHeTO ¢ Voriconazole ¥ mpu

Pa3BHTHE Ha IATONOTHYHE YepHOApoOHH (yHKIMOHARHHE NPoOH 0 BpeMe Ha gedeHue ¢ VFEND
ManHeHTHTe TpaOBa Ha OBAAT PYTHHHO MOHUTOPHPAHH 32 PasBHTHE Ha IO-TEXKO YepHOApoOHO
yBpexxIaHe. JleueHHeTO Ha NAMEHTHTe TpOBa 3aJbDKATENHO Ja BKAoYsa 1abopaTopHa OLEHKa Ha
gepuopoGHaTa GyHKIHS (o-clielManHEe QYHKIHOHATHH YepHoipobHy npobu 1 SunupyOHH).
Crmpane na VFEND Tps6Ba fa ce 00ChAH, k0 KIHHHGHKTE OSNe3H K OIIaKBAHHA CROTBETCTBAT Ha
pa3BUTHE Ha HepHORpobHO 3ab0i1Bane.

Brfpeyns HekenaHy JekapeTReny peakimn: Ipu Texxo GoOnHK narmem, TIPOBEXKIAITY JIEHUEHHE
¢ VFEND, e 6mna sabmofiaBata octpa 6pbpetra neffocTaThusocT. Ilpy namu HE— YBAHH O
voriconazole, ca IOJXONAIHM 32 €AHOBPEMEHHO JISUCHHE ¢ Herbporoxcpmm n
CBECTOAHMSA, KOETO MOTaT fa AOBEeIaT /0 BiomasaHe Ha 6s0peunarta ¢




KPATKA XAPAKTEPUCTUKA HA [TPOXYKTA
VFEND® powder for oral suspension

Mownuroprpane Ha 60pevunarta bysxnng: [Tanuenture Tpabpa ga GBIAT MOHHTOPHPAHHM 34

pazButHe Ha aGHOpMHa OBOpedra dyrkis. ToBa 3aIE/DKATEIIHO BKIFO4Ba TabopaTopHa OlieHKa, Ho-
CIEIHANHO Ha CePYMHHES KPeaTHHUH.

HepmaTomoruunn peakimu: Payxo 1o speme #a nedenre ¢ VFEND nauMenTn ca pasBHBamy
excOTHATHBHY PeaKiTHH Ha KO)KaTa KaTo cyHApoM Ha Stevens-Johnson. Ilpu pazsuTie Ha 0OpuE
TIamHeHTHTe TpsOBa fa OB0aT BHUMATEIHO MOHMTOPHPaHH, a IIpY Nporpeckpane Ha flesvuTe VFEND
Tps6Ba na 6sne copsH. Oceer Tora VFEND ce cBBp3Ba ¢ KOXKHH peakuyd Ha GOTOMYBCTBHTENHOCT,
ocofeHo MpH NPOLLIDKUTENHO JeyeHHe. [Ipenopsupa ce manpeHTHIE Aa 0BaaT MHGOpMHpay 1Mo
BpeMe Ha JIeUeHHeTO fia H20ATRaT H3faraHe Ha HpsAka CIibHYEBa CBETITHHA.

Vmorpeba B nemraTpusTa: He e ycraHoBeHa 0e30NaCHOCTTa H eeKTHBHOCTTA NMPH HEHATPHEHH
TIAIHEHTH Ha BE3pacT IO/ AiBe TOAMHA (BX. CBINO paszen 5.1).

Phenytoin (CYP2C9 cyGetpar w MomieH CYP450 munyktop): Ipenoprysa ce BHAMATEITHO
MOHHTOpHpaHe Ha HeHUTOWHOBHTE HYBA NpH eAHOBPEMEHHO TIPHNOKeHYe Ha phenytoin ¥
voriconazole. EHOBpeMeHHOTO MPHIQKEHHE Ha voriconazole u phenytoin tpaba Aa ce u30area,
OCBEH KOraTo HOA3aTa HaoBuliasa prucka (Bic. pasgen 4.5).

Rifabutin (CYP450 vnyxrop): pu emHoBpeMeHHO IpHioxeHne Ha rifabutin i voriconazole ce
IpenopHYBa BHUMATENHO MOHUTOPHpaHe Ha ITbIHATA KPBBHA KAPTHHA H 33 HEXKeNIaHH JIEKapCTBeHH
peaxuyn xkpMm rifabutin (sanp. yeent). EnHoBpeMeBHOTO NPHICKEHHE Ha Voriconazole u rifabutin
Tpabra Ja ce u30Area, OCBEH aKo I0J13aTa He HaNBHINABA PHCKa (BK. pasnen 4.5).

Methadone (CYP3A4 cyGerpar). IIpH enHOBpeMeHHO NPHIOKEHHE ¢ voriconazole ce Epenopsiea
YecTO MOHHTOPHPAHE 33 HEXKETIaHH JISKAPCTBEHH PEakIMK M TOKCHIHOCT, CBRp3aka ¢ methadone,
BKIIOYMTENHO yabibkapane Ha QTc, Thi karo clen eHOBPEMEHHO NPUIIOKEHHE Ha voriconazole e
OHT0 HafiIOKABAHO MOBMILCHYE HA KOHIeHTpaunyTe Ha methadone. BE3MOMKHO € Ja ce HaloKu
HamalisiBade Ha ro3aTa Ha methadone (Bx. pazpei 4.5).

VFEND mnepopallHa CYCIIeHCHA ChABPIKa 3aXapo3a | He TpsOBa Jla ce Mpiuiara [IpY NAaHeHTH C
pEHAKH HaCIeLCTReH: 3a00BaHms KaTO HENOHOCHMOCT KeM (pyKTO3a, AeQHLIUT Ba 3aXapasa-
H30MAJITa3a HHH [IFOK030-TanaKTo3Ha ManadcopOnus.

4,5. JlexapcTBeHH H OPYTH B3auMomeiicTeRA

OcCBeH jaHHHTE NOCOYCHH PYTade, Npy 3pasy KoOPOBOIILM OT MBKKH IO ca MM NPOBEeAeHH
[pOYUBAHM 32 TeKapCTBeHH R3aHMOAEHCTBYA, BKIOYBANIH MHOFOKPATHO NPIIIOKEHHE 0O IIOCTHTaHEe
Ha PABHOBECHH KOHUEGHTpalluy ¢ Nepopanel voriconazole B nosuposka 200 mg g8a mbTH AHEBHO.
Pesyntarure OT TAX CEOTBETCTBAT HA TE3H MPH APYrH NONYIAlH H HAUMHK Ha IPHICKEHHE.

B T03u pazaern ce pasriexnat edeKTHTE Ha ApYTH JIeKapCTBeH: NPOAYKTH BEPXY Voriconazole,
edexTHTe Ha voriconazole BEpXy ApYrH J€KapCTBEHH NPOAYKTH H ABYIOCOYHH B3aHMOAEHCTRHS.
B3auMoneHCTBHAT2, IPUHAIIEKANM KbM IEPBHUTE IBE IOCOUSHH KaTEI'OPHH, ¢a NPeCTABEHH B
CIIEAHUA pell: HPOTHBONIOKA3aHHMS, e(DeKTH, Hallaramy KOpPHIHpane Ha JO3HPOBKaTa H BHHMATEIHO
KIHHEYHO B/1nH GHOJIOFHMYHO MOHWTOpHpaHe U e(eKTH, KOHTO He BOAAT 0 3HaUHTENHO
dhapMaKOKHHETHUHO B3auMonelcTBHe, HO Huxa MoriH Ja 0bAAT OT KIHHIYEH HHTEPEC B TA3H
TepafleBTH4Ha cepa.

Edexrn sia 1 BEKADCTREHH IIPC, BEDXY voriconazole 4 i“

Voriconazole ce MeTaBoRH3Hpa OT H30EH3UMHUTE Ha Hutoxpom P450, C z@., YRZCQ\PI
CYP3A4. MExuOuTOpHTe Wi HHAYKTOPHTE Ha TE&3H H308H3MMH MOTaT TBBT Aa Hamam
yBeHYAT [Ia3MEHHTE KOHLUEHTpalH Ha voriconazole. o\

e
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KPATKA XAPAKTEPHMCTHKA HA TTPOIIYKTA
VFEND® powder for oral suspension

Rifampicin (CYP450 ungyxrop): Rifampicin (600 mg BeaHEx qHEBHO) TOHIDKABA Cpax
(MaxcuManHaTa mnasMeHa KoageHTpawa) 1 AUC, (nomTa o KxpusaTa Ha BpeMeTo Ha [Ha3MeHa
KOHUEHTpalllist B MPaHMIIHTE Ha HO30BHs HHTEPBAN) Ha voriconazole cboTBETHO ¢ 93% 1 96%.
ErnHOBpeMEHHOTO NpHIOKkeHse Ha voriconazole # rifampicin e npoTHBonokazaHo (Rx. pasgen 4.3).

Ritonavir (momen CYP450 mrapykrop; CYP3A4 mrxubutop u cyOerpar): Ritonavir (400 mg nea
ITETH AHEBHO) € MOHYDKIUT CPEeRHMTS paBHOoBecHH Cp.y 1 AUC, Ha mepopanums voriconazole
CHLOTBETHO ¢ 66% 1 82% mpH 3apasH FOOPOBOMNH ¢ HIKIIOHCHHE HA eIHH OT TIX, NpH KOHTO & 610
HabnonaBado 2.5-kpatHo yeestrdeHne Ha AUC,. 3a nos3u Ha ritonavir, mo-tueku ot 400 mg, He MOXe
Ha 6p/e HanpaBeHa excTpanonamd. IIoBTopHOTO HepopalHo IPHIoKeHHe Ha voriconazole He e
IOBENO N0 CHrHudHKanTeH etekr BbpXy pasHoBecHUTE Chay H AUC, Ha ritonavir cnen
IPHIOXKEHHMETO Ha TIOBTOPHA f03a IpH 31paBH Ao0poBonii. EAHOBpeMeHHOTO IPHIOKeHHIE Ha
voriconazole u ritonavir (400 mg Wiz noeege ABa IIETH THERHO) € MPOTHROIIOKA3aHO (Bx. pasgen 4.3).

Carbamazepine u phenobarbital (Momue CYP450 nanyxTopn): Brnpexd, 9e He ca H3CHESHABAHE,
carbamazepine unu phenobarbital BepoaTHO MOHIWKABAT 3HAYMTETHO [UIA3MEHHTE KOHLISHTPALIHM Ha
voriconazole.

EnsoBpeMeHHOTO NpHIMKeHHe Ha voriconazole ¢ carbamazepine unu phenobarbital e
TIPOTHBOTIOKA3aH0 (BX. pazgen 4.3).

Cimetidine (gecneumdiryen CYP450 uuxuburop, nosumaea pH Ha cromaxa): Cimetidine (400

g JBa IETH JHEBHO) oBrmara Cp,, 1 AUC, Ha voriconazole ceorserHo ¢ 18% 1 23%. He ce
TIpenoprYBa KOpeKLHa Ha f03aTa Ha voriconazole.

Ranitidine (wosumasa pH Ha ctomaxa): Ranitidine (150 mg nra wsTH JHEBHO) HAMA 3HAMHM
etexr BEpxy Cp, 1 AUC, Ha voriconazole.

Maxpomunay autuounoTing: Erythromycin (CYP3A4 upxuburop; 1 g IRa IBTH JHEBHO) H
azithromycin (500 mg BeAHEX NHEBHO) HaMaT 3HawiM edext BpXy Cpax #1 AUC, ¥a voriconazole.

Edextn #a voriconazole BEpXY NpYIH NeKapCcTBEHE DOIYKTH

Voriconazole wHxHOHpa AelicTBHETO HA M30eH3HMHUTE Ha HEToxpoM P450, CYP2C19, CYP2CO 1
CYP3A4A. Cnenopatento, voriconazole MosKe NoTeHIRANTHO Fa HOBHINH IUTa3MEeHHTE HiBa Ha
BelnecTaTa, MeTadonE3upamy ce ot Te3u CYP450 uzoer3aMu.

Terfenading, astemizole. cisapride. primozide u guinidine (CYP3A4 cyGetpats): Makap B
HEH3CIICARAHO, ¢HOBPEMEHHOTO TIPHIIOXKEHHE Ha voriconazole u terfenadine, astemizole, cisapride,

primozide uny quinidine € IpOTHBONOKA3aHO, ThH KaTO [IOBHIICHNITE IUIa3MEHH KOHLIEHTPALMH Ha
TE3H IEKAPCTBEHM MPOXYKTH MOTaT A4 JOBEAAT N0 yAw/bkasaHe Ha QTc¢ U B pefIKH Ciy4dau
HACTBIIBaHe Ha lorsades de pointes (Bx. pasfen 4.3).

Sirolimus (CYP3A4 cyGerpar): Voriconazole nosmmaea Cp,, u AUC, Ha sirolimus (2 mg
€HOKPATHA [03a) CHOTBETHO ¢ 556% 1 1014%. ExHoBpeMeHHOTO NPUIOKEHUE Ha voriconazole i
sirolimus e IpoTHBOIIOKA3aHO (B, pasfien 4.3).

Epro-anxanouns (CYP3A4 cyberparu): Makap 1 HeH3cleABaHo, voriconazole Moike Jia IIOBHIIH
IUTa3MEeHMTe KOMIIEHTPALHHE Ha epro-ankanonante (ergotamine ki dihydroergotamine) u na nosene [o
eproTushM. EHOBpeMEHHOTO IPHIIOKEHYe Ha Voriconazole H epro-ankanoHay € MIpOTHRONIOKa3aHO
(Bx. pasmen 4.3).

Cyclosporin (CYP3A4 cyberpat): Tlpy cTabWimHE peliMUMEHTH Ha 6369&{@%@@"
voriconazole mosumaea Cp,e 1 AUC, Ha cyclosporine c5OTBETHO ¢ MHW 3%‘1«1—70%: HRH

3aI0YBaHe Ha voriconazole IIpH NanyeHTH, KOMTO Beve Hony4asar cycl sgol}ne; €’ npeuo waa
IozaTa Ha cyclosporine fa 6p4¢ HamalleHa HaMIOJAOBHHA, 4 HHBATA Ha C lpsponnefrpf‘;ﬁsa a—6’5 at
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Tipu cripane Ha IewgeHHeTo ¢ voriconazole HuBaTa Ha cyclosporine TpaGpa A2 6OAT BHUMATEHHO
MOHUTOPHpPaHH H IIpH Hy&/Ja J03aTa Tpadea fna Obhe noBUIIeHa.

Methadone (CYP3A4 cy6erpar): [Ipu miia, TOMy4aBaly TOANspKaa nosa methadone (32-100
Mg BEAHBMK JHEBHO), KOMOUHHPaHOTO NpHIOKEHIle Ha iepopaneH voriconazole (400 mg apa nyTH
JHeBHO 3a 1 neH, cinen tosa 200 mg nBa mETH THEBHO 32 YETHPH OHK) NMoBHmana Cpy, H# AUC; Ha
thapmaxomoryune akruBHEML R-methadone cvotBetHO © 31% 11 47%, nokato Cuyy 1 AUC, Ha S-
SHaHTHOMEpA HapacTBa IpUbIH3HTETHO CBC CROTBETHO 65% 1 103%. IlnasMenHTe KOHIEHTpAIH Ha
voriconazole 1o gpeMe Ha eXHOBpeMeHHO Nprnoxkernwve ¢ methadone ca Guwix cpaBHiMH ¢ HUBaTa Ha
voriconazole (0600IeHy CRINECTRYBAITH AAaHHH) MpH 34PaBd AOOPOBONLH §e3 APYTO CROLTCTRAII0
neverue. [Io BpeMe Ha eMHOBPEMEHHO HPHIIOXKCHUE C¢ IPETIOPHUBA YECTO MOHMTOPHPAHE 3a
HEXeJIaHH JIEKAPCTBEHH PEAKLiiy M TOKCHYHOCT, CRBP3aHH ¢ OBUINEHH IIa3MEHK KOHLISHTPALIMH Ha
methadone, BxmounTenyo yaenkagate Ha QT. Moke 11a e HeoOX0ZMMO TIOHIDKEHUE HA JIo3aTa Ha
methadone.

Tacrolimus (CYP3A4 cy6etpar). Voriconazole nosumasa Cpa v AUC, (rolnta Dom KpHBaTa Ha
BPEMETO Ha IHa3MeHa KOHLIEHTPAHA A0 NOCASHHOTO KOMMYECTRSHO AOMOBHMO H3MEpBaHe) Ha
tacrolimus (0.1 mg/kg erpumAnsa mo3a) cootBeTHO ¢BC 117% M 221%. Ipr 3anousane Ha voriconazole
IPH N2HHEHTH, KOMTO Beve NOMyuaBaT tacrolimus, ce Ipenophusa Ko3arta ua tacrolimus ma 6nae
HaMaleHa A0 eIHa TpeTa OT H3XO/IHATA 034, a HUBOTO Ha tacrolimus ka 65h1e BHHMATEIHO
MOHKTOpPHpaHo. IJopHIIeHWTe HUBA Ha tacrolimus ca ceBpaauu ¢ HedpoTokcHurocT. Hpn
TIpeKparsBaHe Ha JISYHHETO ¢ Voriconazole HUBaTa ka tacrolimus Tpsbra ma 62T BUHMATEIHO
MOHHTOPHPAaHY, a [03aTa fa Obhe NOBHIIEHE CIIOpeR HyKAHTE.

Tlepopansy aHTUKOATYJAHTH:
Warfarin (CYP2C9 cybetpar): EFHOBpeMEHHOTO TIPISIOMKeHHe Ha voriconazole (300 mg asa meTH

pueBHO) 1 warfarin (30 mg ennOKpaTHa £033) HOBHINABA MAKCHUMATHOTO HPOTPOMOHHOBO BpeMe ¢
93%. Tpu eAHOBpEMEHHO IIpHIOKeHHAE Ha warfarin 1 voriconazole ce nipelopbyBa HecTo
MOHHTOPHPaHE Ha IPOTpOMOHHOBOTO BpeMe.

Npvry nepopanny aHTHKOATYAAHTH, Hanlp. phenprocoumon, acenocoumarol (CYP2C9, CYP3A4
cybeTpatH): Brupekn He He € H3CIeIBaHo, VOriconazole Moxe Ja IOBHINH [INa3MEHHUTe

KOHUEHTPAHHH Ha KyMApHHHETE H CIeORATEHO fla NpeAu3BHKa HapacTBaHe Ha IPOTPOMOHHOBOTO
BpeMe. AKO INANHEHTH, NOMYYABaNH KyMapUHOBH JIEKAPCTBY, C& JIeKYBaT eNHOBPEMEHHO C
voriconazole mpoTpoMOHHOBOTO BpeMe TpsOBa 3aqpIDKUTENHO A2 0bAE MOHHTOPHPAHO Ha YECTH
HHTePBAIH, a O3HPOBKaTa Ha aHTUKOAryHaHTHTE — ChOTBETHO chobpaseHa.

Cyndanmnypetina rpyna (CYP2C9 cybetpath): Brrpeky ye He e H3cIeABaHO, voriconazole Moxe
a2 TIOBHINY ITasMelnTe HEBA Ha cyndionunypelinnTe nexaperpa (Hanp. tolbutamide, glipizide u
glyburide) i cnemoBaTenHO fa NPHYHHK XUIOrIHKkeMus. [Ipenopeusa ce BHUMATETHO MOHUTOPHpaHe
Ha KPHBHATA 3aXap NPH eXHOBPEMEHHO MPHIOKEHHE.

Crarunu (CYP3A4 cyBerparth): Benpexs e He € H3CIeABAHO KIHHHYHO, HMa JOKA3ATENCTE, Y&
voriconazole HHxuOupa MeTabonusMa Ha lovastatin in vifro (doBeHKM HepHONPOOHA MHKPO3OMH).
Cre10BaTERHO, CBHIECTBYBA BEPOSTHOCT Voriconazole 1a MOBHINM [LIA3MeHITE HHBA HA CTATHHH,
xomTo ce Merabomusupar or CYP3A4. TlpH efHOBpeMEeHEO NPHIOKEHHE Ce IPenopbyba fia ce
KOpHTHpa f103a7a Ha cTaThHA. JJORHIIeHHTe CTATHHOBH HHBa C& CBBP3BAT ¢ pabmoMuonu3a.

bemsomuaszemp (CYP3A4 cyberparn): Behpeks ve He € H3CACABAHO KIWHIYHO, HMa
JIOKA3aTesNCcTBa, Je voriconazole nHxubmpa merabonmusma Ha midazolam in m)térros
gepHonpoCHH Mukpo3oMy). CIeOBATENHO, CHIIECTBYEA BEPOSTHOCT ¥ ncgnahoie 51}1 FIIH
IWIAsMeHHTE HiBa Ha OeH30MHA3EIHHNTE, KOHTO ¢e MeTabOIHzMpaT \{Pmrdgz yl
triazolam), H ma FoBeze N0 YABIDKEH cefaTuBeH eekr. [Ipenopsusy & ngme,qHOBpemerﬁ-lé\
OpUIOKEHHE Aa ¢e KOPHTHpa OEH301Ha3elIMHOBATA 1034,
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Bunka-ankanounn (CYP3A4 cyGorpaTs): Benpeku 9e He e W3cneqBaHo, voriconazole Moxe zia
TIOBHIIK ITHA3MEHHTE HHBA Ha BHHKa-agKanouaare (Hanp. vincristine i vinblastine) u 5a aoseze mo
HEBPOTOKCHYHOCT.

Prednisolone (CYP3A4 cybetpar): Voriconazole nosamasa Cy,, 1 AUC, Ha prednisolone (60 mg
eJIHOKpaTHA [o3a) ¢boTBeTHO ¢ 11% u 34%. He ce npenopsysa KopeKUHs Ha A03aTa.

Digoxin (P-rnuxonpoTent MeSHHpaH TpaHCIIOPT): Voriconazole He e HOKa3al CUrHA(QUKAHTEH
efext BEPXY Cya B AUC, ga digoxin (0.25 mg BeAHEXK KHEBHO).

Muxodernonopa xucennHa (cyoerpat Ha UDP-rimoxyponun Tpancepasara): Voriconazole He e
TIOKa3al eekT BhpXY Cnax B AUC, Ha MEKodeHomORaTa KacenuHa (1 g efHOKpaTHA 1033).

JByTIocOYHy s3auMoneHicTRIA

Phenytoin (CYP2C9 cyOerpar u momer CYP450 uagykrop): EnsoBpemenHaTa yrorpeba Ha
voriconazole H phenytoin Tpa6ea na 661¢ H30ATBaHa, OCBEH KOI'ATO [I0/34T4 € HO-TOsIMA OT PHCKa.

Phenytoin (300 mg BexE:x [HeBHO) noHIKABA Cpe 1 AUC, Ha voriconazole csotBeTHO ¢ 49% 1
69%. Voriconazole (400 mg nsa T JHEEHO, BIUKTe pazpen 4.2) mopumara Cp, H AUC, Ha
phenytoin (300 mg semHsx OHEBHO) CHOTBETHO ¢ 67% 1 81%. IIpenopriBa ce BHEMATEMHO
MOHHTOPHpaHe Ha IasMeHHTe HHBA Ha phenytoin, koraro phenytoin ce npriara ¢GHOBPEMEHHO ©
voriconazole.

Phenytoin Mosxe na 650 Ipuarad eXHOBPEMEHHO ¢ Voriconazole npH yeroBHe, ye
TIOBpIKaIata Ho3a voriconazole ce moBumH Ha 5 mg/kg UBTPaBEHOZHO ABa HETH NHEBHO MM OT
200 mg Ha 400 mg nepopanHo ABa IHTH JHeEHO (100 mo 200 mg nepopaiko JBa IETH AHERHO TIPH
TAfHEeHTH ¢ TeéAecHo Terao nof 40 kg), Bx. pasgen 4.2.

Rifabutin (CYP450 uupykrop): EqnoBpemenHnaTa yrioTpeba Ha voriconazole u rifabutin tpatsa ga
G5/ H30STBaHA, OCBEH 2K0 II0N34Ta He Hanpymapa packa. Rifabutin (300 mg Bemutx mueBHo)
norrvkara Cpg 1 AUC, Ha voriconazole B noza 200 mg ABa IIbTH AHEBHO CHOTBETHO ¢ 69% u 78%.
Tlo Bpeme Ha exHOBpeMeHHO mpuaokenue ¢ rifabutin Cpe ¥ AUC, Ha voriconazole B gosa 350 mg nsa
IIBTH JHERHO ca GHM ¢BOTBETHO 96% 1 68% OT HHBaTa NpH CaMOCTOATENHO IpUIokeHke B no3a 200
mg IBa OBTH J(HeBHO. [Ipu fosa Ha voriconazole 400 mg npa neTH AHEBHO Cpyy ¥ AUC, ca GHma
CBOTBETHO CBC 104% 1 87% 110-BHCOKH, OTKONKOTO IIPH CAMOCTOATENHO IIPHICKEHNS HA
voriconazole B mosza 200 mg npa TeTH ZHEBHO. Voriconazole B no3a 400 mg ABa mbTH JHEBHO €
nosmmun Cy. M AUC, 12 rifabutin crotBeTHO cBe 195% 1 331%.

AKO egHOBPEMEHHOTO IPWIOKeHUE Ha rifabutin i voriconazole e onpasiauo, To Toraba
TOZIBpIKAINaTa 034 Ha voriconazole moxe ma 60e nosuIuesa 0 5 mg/kg HHTPaBEHO3HO ABa IIBTH
aueBro wiH oT 200 Ha 350 mg nepopanHo nea neTH AHeBHO (100 o 200 mg nepopaiHo ABa ITETH
JHEBHO NpY TIAIMEHTH ¢ TenecHo Terio non 40 kg) (mx. pasmen 4.2). IIpu enHOBPEMEHHO
TIprIoKeHHe Ha rifabutin i voriconazole ce npenoprysa BHUMATEIHO MOHMTOPHpPaHe Ha ITBJIHATA
KpBbBHA KapTHHA ¥ 33 HeXXKeNaHH JIeKapcTBeHH peakiiiu KbM rifabutin (Hanp. yeur).

Omeprazole (CYP2C19 u uxubutop; CYP2C19 u CYP3A4 cyGetpar). Omeprazole (40 Mr
BEOHEK JTHEBHO) MoBumasa Cp,, i AUC, Ha voriconazole crotBeTHO ¢ 15% 1 41%. He ce
MpenophiBa KOpeKHs Ha Ho3arta Ha voriconazole. Voriconazole nosumasa Cra 1 AUC, Ha
omeprazole ¢0TBeTHO ¢BC 116% 1 280%. IpH 3amouBane Ha Tepanus ¢ voriconazole MpH ManueHTH,
ToTy4aBainy Bede omeprazole, ce npenoprysa HaMalsBaHe HafloNOBHHA Ha 103aTa _:@_gmeprazole.
Mertabonm3MBT Ha JPYTH HEXUOHTOPH Ha IPOTOHHATA NIOMHA, KOUTO ¢4 CYP/}@f%yﬁ‘cfp H, CHINO
MOxe fAa 67 HHXHOHpaH OT voriconazole.
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Indinavir (CYP3 A4 uuxubutop H cyberpar): Indinavir (800 mg Tp
curardHukanTel eexT BEpXY Cuax, Cmin ¥ AUC; Ha voriconazole.
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Voriconazole mama curaaduranre egexT BpXy Cpax 1 AUC, Ha indinavir (800 mg tpu meTH
JHEBHO).

Efavirenz (neHyxneo3szaeH HHXAOHTOP HA 00paTHaTa TpaHckpurmrasa (CYP450 mugykrop;
CYP3A4 urxuburop u cyberpar): B papHOBeCHH KoHNeRTpauuy efavirenz (400 mg nepopanto
BEOHEX JJHEBHO) € IIOHIDKWI CpeliHuTe pasHoBecHH Cphay H AUC, Ha voriconazole crotBetHO ¢ 61% 1
77% 1ipu 35paBl pobposoim. B ¢pInoTo npoyysaHe voriconazole B paBHOBeCHH KOHIEHTPALHH NIpH
37ApaBH AOOPOBOIMA € MOBHIIN CpefHuTe paBHOBeCHH Cha, 1 AUC, Ha efavirenz croteerHo ¢ 38% 1
44%. EnHOBpeMeHHOTO TIPHIIOXKEHHe Ha voriconazole B efavirenz e NpoTHBOMOKa3aHO BiK. Pasfel
4.3).

Hdpyrs wraibutopy wa HYV - nporeasara (CYP3 A4 waxuburopn): In vitro NpoyIBanus
TIPeATIoNArar, 4e voriconazole Moxe 61 muxuOupa Metabomuama Ha MExuOrTopH Ha HIV-TipoTeaszata
(#amp. saquinavir, amprenavir ¥ nelfinavir). In vifro Npoyqsasmsa NOKa3Bar ChILO, 96 MeTaboNIIMET
Ha voriconazole Moxe fa Obae uHxnHOupan ot MaxubHTopy Ha HIV-nporeasara. Pesynratste OT
€THOBpeMeHHOTO TipelioykeHHe Ha voriconazole ¢ apyru uexnbutopy Ha HIV-npoTeasara, obade, He
MOTaT fa OBJAT npedBHACHH IIPH MOBEKAa caMo ¢ ir vitro npoyuBanus. [lannentute Tpabea ga 6paat
BHMMATEITHO MOHUTOPHPAHH 32 HACTHIIBaHe Ha JIEKapCTBeHA TOKCHHIHOCT W/HnH 3ary0a Ha edeKT 1o
BpeMe Ha 6NHOBPEMEHHO NPHIOKeHHe Ha voriconazole u wrxuburopu Ha HIV-npoTeazara.

Henywieosnnay nEXUOUTOPH Ha ofpaTHata TpaHckpunTasa (NNRTT) (CYP3A4 cyberpaTtH,
HHXEOUTOpH may CYP450 aunykropr): In vifro Ipoy<9BaHKA NOKA3BaT, U6 MeTabO/H3MET Ha
voriconazole Moxe ma Opie HExuOHpaH ot delavirdine. Brimpexu e He e H3cnenran, MeTadoOIM3MEBT
Ha voriconazole Moxe na 6b/1e HEIyIHpaH oT nevirapine. Exso in vivo npoydBaHe € NOKa3ano, de
voriconazole maxuGHpa MeTabonusMa Ha efavirenz. Voriconazole Moxe chINo fa HEXHOMpa
metabomizma ga NNRTI, oceH To3u na efavirenz. ITarmentiTe TpabBa fa 05aT BHUMATEIHO
MOHUTOPHPAHH 33 BCAKO HACTBIIBAHE Ha JIEKAPCTBEHA TOKCHIHOCT H/HTH JTHIICA Ha (eKT o BpeMe Ha
KOMOHHHPAHO MpHNoskeHHe Ha voriconazole 1 NNRTI. ExsoBpeMeRHOTO IPHIIOKEHE Ha
voriconazole u efavirenz e IpoTHBOIIOKa3aHO (BK. paszen 4.3).

Voriconazole Tpa6Ba fa Ob¢ npuiarat ¢ NOBAIIEHO BHUMaHHE TPH NallHEHTH CBC CHITETCTBAIIO
JIeYerHe, 3a KoeTo ce 3Hae 4e yabmkasa QT uureppana. Korato chinecTByBa ¥ NOTSHITHAIHA
BESMOIKHOCT VOriconazole fa MOBUINH Ia3MeHHTE HABa Ha BEIIECTBa, MeTabOH3HpalH ce OT
CYP3 A4 uzoeH3uMHE (HAKOH aHTHXUMCTAMUHH, guinidine, cisapride, primozide) eqHOBpeMEHHOTO
IPHIIOKEHHE € NPOTHRONOKA3aHo (BK. pasmen 4.3).

4.6. bpeMeHHOCT H KbPMEHe

Bpemenrocr
JIumicea amexeaTHa uHGoOpMallg 3a ynotpebara Ha VFEND npu SpemeHHH sxeHH.

TIpoy4Basus IpH JKUBOTHH Ca I0Ka3a/lM PENpONyKTHBHA TOKCHUHOCT (BK. paszen 5.3).
TToTeHIMATHIAT PHCK TIPH YOBEKA € HEH3BECTEH.

VEFEND ne Tpsa6sa a2 Op4e Upuiaran npy OpeMeHHOCT, OCBEH aKO IIOJI3aTa IpH MaHKaTa
OTHETIIHRO HA/IBMIIIABa TIOTEHIMANIHI PUCK 34 IUI0AA.

Jenuw B fleTeponya BE3PAcT
JKeHu B nleTeponHa BE3pacT TpsOBa BUHATY J1a H3TON3BAT e(eKTUBHA KOHTpPALISIIKA 10 BpEMe Ha
TIEYSHUETO.

KepMene /:;\\,/T\ '. o, Y
ExckpenaTa Ha voriconazole B MalfYHHOTO MIAKO HE € H3CIIENBAHA, ‘BpMGHG.TO 'qmﬁn n’& 6?5;(9,
TIpeKpaTeHo HpH 3anoveade Ha Jegenuero ¢ VFEND. it

4.7 EdexTn BpPXYy CHOCOOHOCFTA 32 MIoHEpaHe H padoTa ¢ Mam
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Voriconazole Moxxe Ja IpHIUHEA GPEXONHE B 0OpaTHMH IPOMEHH B 3pEHHETO, BIJOUHTEIIHO
3aMBITICHO BIDKIaHe, TPOMEHCHH/3aCHIICHH 3PHTETHH BE3NPHATHS WiH doTodobus. [okato uMar
TAKMBa OTLIAKBAHNS, TTALMEHTHTe TpAOBA Ja H30ArBaT HOTSHIMANHO PHCKORH 3a/ia4H, KaTo modupate
prd pabora ¢ MAINITHE.

4.8. Hexenann JeKapCcTBEHH PEAKTHHA

TIpodunsT Ha GesoriacHOCT Ha voriconazole ce ocHOBaRa Ha WHTErpHpaHa 0a3a JaHHY 32
Ge3omacHocTTa IIpH moeede oT 2000 mua (1655 nampeHTH B TEPATNieBTHYHY IPOYYBaHIA). 1€
ApPEeNCTARAIBAT XETEPOreHHa IOMy Ay, BKIHOYHTENHO [TAlHeHTH ¢ MAITMIHEHH XeMaTOI0T HUHY
zabonspanms, nadexTrpam ¢ HIV natuentu ¢ esodareanta KaHaHA03a WK pedpakTepHu
MHKOTUYHH HHQEKIMH, He-HeYTPONICHHYHM ITalMeHTH C KAaHIHAEMIT HITH acHepriiosa ¥ 34pasy
nobporonm. IleTcTOTHE MeCTAECeT M SNWH TIAIHEHTH ca Oriid fexyBaHu ¢ voriconazole B
HOpOABIDKEeHHS Ha roBede oT 12 cemvuny, a 136 o1 T4x ca momyHapany voriconazole Bap 6 Mecena.

B crnenmpamara Tabnuiia, KaTo ce ¥Ma rpeBU 4e MHOHHCTBOTO OT NPOYYBaHHATa ca HMallH
OTKpHT XapaKTep, ca BITIUCHH CIIOPE]| 3aCeTHATHTE OPralHU CHCTEMH M YeCTOTaTa ¢ (MHOTO YECTH
>1/10, yectn >1/100 u <1/10, re yecTr >1/1000 u <1/1000, perku <1/1000) BCHMKE Kay3aTHE
HexXenaHu HeKapcTBeHH peakiyk. Hali-decTo choBIaBaHUTe HeskellaHH JIeKapCTBCHHM PeaKIiiH ¢a
GUITH 3pUTEITHH CMYIIeHAA, GebpumureT, 00pHB, NOBPHINAHE, TafeHe, APy, [IABOCONHE,
neputepeH OTOK ¥ GONKH B KOpeMa. Te)kecTTa Ha HeXkeJaHHTe JISKAPCTBEHH peakuiy ¢ OHAa KaTo
HS5I0 JIeKa A0 ymepeHa. Ilpy asanusa Ha faHEHTe 32 6€30HacHOCT He Ca YCTaHOBEHH KITHHIYHO
CHTHM(HKAHTHH pa3siiky [0 BE3PacCT, paca MM HOJL.

HesxenapH JIekapcTBEHH PeaKIAd HPH JHRA, KOJYyYaB2IIH voriconazole

Qprasay cECTeMH

| Hesxenrann JekapeTBeRH PeaARIHE

Opraga3zMeLT KATOe NAH0

Myoro 4ecTH DebprnuTeT, riasobonue, DOAKH B KOopeMa

Yecru Crynens TPBIKY, acTeHHA, OONKE B TBpOa,
rpbiHa OOk, peaKItHi/BE3NAICHHE B
MSCTOTO Ha MIDKEKTHpPaHe, OTOK Ha AHLETO,
TPHIIONON0DEH CHHAPOM

He qectu AJlepriyda peaxiud, aHaQUIaKTORgHA

peakyd, aHrioeneM, NepUTOHHT

CepaesHO-ChA0Ba CHCTEMA

Yecrn

XumoTonng, Tpombodiedur, dnebur

He gectnn TlpercepAHa apuTMMs, OpanHKapiHs, CHHKOL,
TaXHKapAHL, KaMepHa apHTMHA, KaMEPHO
MEBXJICHE, Ha/IkaMepHa TaXHKapaus,
yasbxasade Ha QT HHTepBana

Pemicu Henen AV 6nok, Oeppen 60K, HONamHa

apUTMHA, KaMepHa TaxyuKapaud, torsade de
pointes

Xpaﬂocmnﬂa"fenna CHCTEMA

Msmuoro gecT

Tageue, mOBPBIaLE, NRAPMIS

YecTH

Tlorumenue Ha QYHKDMOHATHETE
gepHOAPOOHH Npobu (BrmouuTenHo ASAT,
ALAT, anxamna ¢ocdarasza, GGT, LDH,

CHIHpyOHH), KBNTEHULIA, x?m -
XOIECTATHYHE KBATEHHITA,] acrpo‘é ep’fal\-\

He wecT

XONELHCTHT, xonenﬁmasé KoH’émnauuH;\
JYOREHHT, AUCIIETICHS, em?qeﬂne Ha- qeﬁ

LA ‘i;l’.!

Apod, THHTHBKT, [IOCHTY xeqa‘mr:

\
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YepHOAPOOHA HEMOCTATEHHOCT, HAHKPEATHT,
€/leM Ha e3HKa

Pemxu TIcerpomemOpaHO3EH KOJKT, XeHATAIHA KOMA

EngoxpueaHa CHCTEMA

He gect | AapemokopTHKAIHA HETOCTATEYHOCT

Kpbe B numdEa cECTEMA

Yecti TpombomuTone s, aHeMMA (BKITIUHTEIHO
MaKpOLHTHA, MHKPOIWTHA, HOPMOLIHTHA,
MeranobiacTHa, ATUACTHYHA), IEBKOTICHI,
TIaHUHUTOIEHHS, Typaypa

He gectn JhidaseHoMATH, arparyIOLHTO34,
€03HHOGHLTHA, THCEMAHHPAaHa BETPECHA0BE
KOATyIalnid, KocTHO-MOZRYHA CYIIpecH]

Pemxu Jlmdanrur

MeTaGona3bM H Xpadese

Muoro gectu

Tepudepud orory

YectH XunoxanyHeMKs, TOBHIICH KPEaTHHIH,
XUTOTITFIKEMHst

He gectn Iopumena ypes, anOyMuHypH1,
XHIIEPXONECTEPONeMHs

Penxu XHNepTHPECHIHIBM, XHIIOTHPEOHIUIBM

CreaeTHo-MYCKY/IHA CHCTEMA

He gectn | ApTpuT

Heprra

Yect BueHe Ha CBAT, XaNIOLMHAIMYE, 00BPKaHOCT,
Jenpecys, TPEBOXKHOCT, TPEMOP, Br30yaa,
TapecTe3RH

He gectnn ATaKcHT, MO3BYEH OTOK, AUIUIOIINY,
XHIECTE3Hs, HUCTArbEM, BePTHIC

Penxu Cungpoum Ha Guillain-Barre, oxyno-rapycHa

KpH32, XHIIEPTOHMS, KCTpanHpaMHIeH
CHHApPOM, Oe3CchHMe, enrledanonaris,
CBHIMBOCT HO BpeMe Ha HEQY3HaTa

JuaxarenHa cHcremMa

Yect

Pecrmparopes mucTpec-CHHAPOM, Denoapoden
OTOK, CHHYHT

Korxa 5 OpEIaTHEOHa

MHuoro gecTd Q6pus

YectH Tipyputyc, Makynonanyio3eH 00pUB, KOKHH
peaxuyH Ha (GOTOHYBCTBHIESIHOCT, aloneLsd,
exc(ONHaTHBEH RePMATHT

He gectu Joxasana siekapcTBeHa epyTIus, eK3eMa,
TICOpHASHC, CHEAPOM Ha Stevens-Johnson,
YPTHKAPHA

Penxu JIHCKOUEH JTyIyC epUTEeMAaTOo3YC, EpUTEeMa

MynTHdGopMe, TOKCHYHA eMepManHa
HEKPONH3a

CHEHHQHKBHEGHH CETHBHH Opralyd

Muoro 4ecTH

3pHTeNnHH HapyIneHUA (BIIFOUHMTEIHO

TIPOMEHEHH/3aCHIISHI 3p1»rre1m %3! P X
namasierme 52 ERG ammg ,Eg Ea‘m%fr&le Q
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KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
VFEND® powder for oral suspension

CKIIEPHT, HPOMEHEHH BKYCOBH BEINPHATHA

Pemcu KprBoH3IME Ha peTHHATa, TOMETHIBAHE Ha
pOrOBHIATa, aTpodus HA . opticus,
XHIIaKY3HC, THHHTYC

YporeHnTANHS CHCTEMA

HecTy Octpa 660peyna HEAOCTATHYHOCT, XEMATYDHA

He gectn Hedput

Penxu brOpedna TyOynapHa HeKpo3a

Ilpomer BEB BKYCOBHUTE YCEINAHKS

B xoMOHMHHpaHd JaHHH OT TPH NPOYyHIBaHAsL 32 ODHOSKBHBANESHTHOCT, BKIFOYBAITH YIIOTpeba Ha
TIpax 3a HepopaiHa CyCIeH i, € 01T peruCTpHpaH IPOMEHEH BKYC BEB BPB3Ka ¢ JIe4eHHeTo mpy 12
muta (14%).

3pUTEeNHY HapYIIIeHHS
3puTenHNTe HapyIIEHNs, CBHP3aHHU ¢ JISUSHHE ¢ voriconazole ca OMnH Maoro yecty. B

KpaTKOCPOYHH, KaKTO H ABJITOCPOYHH, KNHHHIHH IIpoyisaHua npuoausuresito 30% ot muiaTa ca
TIONLYTHI ¥ IPOMEHEHH/3aCHIIeHH SPHTENHH BB3IIPHATHS, 3aMBITICHO BIDKAaHE, IPOMEHH B IIBETHOTO
Broxnane wim dorodobus. 3puTeTHHUTe HAPYINEHHS ¢a NPEXONHH i HATBIHO 06paTuMH, KaTo
MHO3HHCTBOTO OT TX NpPeMHHaBaT CIIOHTAHHO B paMKkuTe Ha 60 MUHYTH 1 He ca Ouny HabNo#aBaHK
KITHHHYHO 3HAYHMH ABITOTpaliny spuresin edexry. YimMa nannu 3a orcnadsane Ha Te3u edexty rpH
TIOBTOPHM JIO3M voriconazole. 3puTenHoTo HapylneHHe 10 NPUHIHII € JIEKO, PAJKO BOOM 10
IpeKpaT:ABaHe Ha JIeUeHHETO | He € CBBhP3aHO ¢ ABITOTPaiHi NOCISACTBISA. 3PHTENHITE HapyINeHUS
BEPOATHO Ca CBBP3aHH ¢ HO-BUCOKH IIa3MeHH KOHLEHTPAUMH W/HiIK JO3H.

MexammemMeT Ha AeHCTBIE € HEW3IBECTEH, BROPEKH He MACTOTO Ha NeficTRuero ¢ Hal-BeposTHO B
petHHaTa. B npoyyBaHe IpH 3HpaBH KOODPOBOILI H3CHSABALLO BIMAHUETO HA voriconazole BEpXy
byHKIEANT2 Ha peTHHATA Voriconazole e Npeau3BHKAI HAMalieHHe Ha aMITIHTYIaTa Ha peTHHOTpaMaTa
(ERG). ERG u3MepBa eleKTpuUiecKUTe TOKOBE B peTHHaTa. ERG npoMeHUTe He ca HpOrpecHpany B
pamiyTe Ha 29-AHEBHOTO NedeHue | ca DHIM HaITBIHO oOpaTHMH Cilef CIIHpaHe Ha voriconazole.

CDOMATONOIHYHI DEa)

JepMaToNOridHHTE Peakiyi ca GHITM YeCTH TIPH NalHeHTH, NeKYBaHH ¢ Voriconazole B KITHHIMHA
MPOYYBAHHA, HO TE3H MALIMEHTH Ca HMATH CepHO3HM NOMIeKay 3a00/1IBaHIa H ¢a TIOIyYaBall
MHOJYKECTBO CHITETCTBAIIM NekapceTha. MHO3ZHHCTBOTO OT 00pyBHTE ca OHIIM feKH 50 YMEPEHH Mo
Te)xecT. ITallMeHTHTE PAKKO ca pa3BHBANTH CEPHO3HM KOXKHHM PEAKIHH, BKIFOYHTEIHO CHHAPOM Ha
Stevens-Johnson, TOKCHUHA eMHASpMAanHa HEKPOIKH3a | epaTeMa MylITHhOPMe IO BpeMe Ha JIeUeHHE ©
VFEND.

AKO TIAlIMSHTET pa3Blie 0OpHB, ToH Tpa6Ba fa OpHe yecTo MoruTopHpan 1 VFEND na Gvae
CIIPsH, ako He3uuTe nporpecupar. Crobmaga ce 3a peakiiiy Ha (GoTOUYBCTBHTENHOCT, 0C0DeHO IpH
OEIroTpaiigo seuenye (B, coio pasnen 4.4).

Yepuonpobun WOHATTHY npobu

O61maTa 4ecToTa Ha KITHHWIHO 3HaYMMHTe OTKICHSHH B TpaHCaMHHAa3HTe B IPOrpaMara 3a
KIMHHYHO MIpOyYBaHe Ha voriconazole e 13.4% (200/1493) ot nuuara, neKyBasH ¢ voriconazole.
OtrnoHeHMATa B 4epHOAPOOHHTE HyHKIHOHANHE IPo6H ¢a NPeTHPILIH 00PaTHO pa3BHTHE KaKTo 10
BpeMe Ha jTegenvero e3 KOpeKilisa Ha J03ara, TaKa H clier ¢ho0pazABate Ha J03aTa, BRIXOUHTEHHO H
CIINpaHE Ha JISYeHHETO.

Voriconazole ce cBBp3Ba He 4ECTO ChC CHyYaH Ha CEPHO3HA YepHOApoOHA TOKCHYHOCT HpH

TIAIHEHTH C JPYTH CEPHO3HH IOJUISKAIlM ChCTOSHIA. T0BA BRIIOUBA CIyUaH H TEHHEDA U PEAKH
CITy9aH Ha XeTIaTHT | UepHOApoOHA HeTOCTATHIHOCT, BOGELNE JIO CMEBPT (BH( a\gﬂéﬁfﬂ:ﬂ%
s /-'--q\ "\“':‘f‘
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KPATKA XAPAKTEPUCTHKA HA TTPOIIYKTA
VFEND® powder for oral suspension

B xmiHUYHM TPOYUBaHHA € HMaI0 3 ciydas Ha ciay4daiHo Iipeno3zupase. BoHdkiTe ca HaCTHIMIY
Tip4 YIeWaTPYHHY ITAITMEeHTH, KOUTO Ca MOIYIWIE A0 NET ITETH II0-TONAMa OT NpernophIBaHaTa
MHTPaBEeHO3HA 032 voriconazole. Ceobiuasa ce 3a e{UHHYeH clyyait Ha hoTodobus ¢
TpOmBIRKRHTENHOCT 10 MMHyTH.

He e #3BeCTHO 13 HMAa aETHAOT Ha voriconazole.

KSmpBHCET Ha voriconazole mpu xemompamisa e 121 mi/min. B ciyuali Ha npesozHpane
XEeMOZHAI3aTa MOJKe Ja TIOMOTHE 32 OTCTpaHABaHe Ha VOriconazole oT opraHMsmMa.

5. ®APMAKOJOIHYHH NAHHEHA

3.1. DapmaxkoNHHAMHTHH CBOHCTBA
PapmaroTepanerTiaHa rpyna: ATC xom: JO2ZA CO03
AHTUMHAKOTHYIHH areHTH 34 CHCTEMHO NPHUIOKeHHe — 1pLHazoNoBy NPOH3BOAHHA

MexauusbM Ha JeHCTBHE

Ir vitro voriconazole mposiBsABa IBEPOKOCHEKTHPHA aHTUMHKOTHYHA AKTHBHOCT C aHTHMHUKOTHYEH
edexr cpemy Candida spp. (Brmoumtento fluconazole-pesuctenTau C. frusel M pe3HCTEHTHH
mamose C. glabrata u C. albicans) v GyHTHIMAHA aKTHBHOCT Cpellly BCHIKH TECTYBAHH BHIOBE
Aspergillus. JowsismTeHO Voriconazole rokasea in vifro QyHIHUNAHA aKTHBHOCT CpelTy
H30NHPAINH C& MHKOTHYHY NATOI'€HH, BIIIOUMTENHO H Te3H KaTo Scedosporium Witd Fusarium, KOHTO
HMAT OTpaHHYeHa TYBCTRHTENHOCT KM CHIIECTRYRAMHITE aHTHMHUKOTHYHY HekapcTea. HauuueT My
Ha pelicTBHE ¢ HEXHOHpaHe Ha MHKOTHYHOTO nuroxpoM P450-Menuupano 14a-cTeporn JeMeTHIIHpaHe,
OCHOBHO CTBIIANIO B OHOCHHTE3aTa Ha eprocTepoll.

B upoy+BaHmMg IIPH XXMBOTHH CHINECTRYBA KOPEalEs MEXy CTORHOCTHTE HA MHHUMANHATA
HEXHOHpAINa KOBIEHTpauus ¥ epHKAaCHOCTTA Cpelly eKCIEePHMEHTATHN MHKO2H. 3a pa3miKa OT TOBa,
B KIIMHEYHE IPOYYBaHMS H3TIEeHKIa AHICBa Kopealusa MexXIy CTOHHOCTHTE Ha MPHUMAaTHATa
HHXHOHpaINa KOHNEHTPaHd B KIHHAIHATE pe3ynTaTd. Heino noeeye, H3TIeKA JIMIICBA KOpenanusa
MEXKIY TUIasMEHETe HEBA M KIHHWYHKUA pe3ynTar. ToBa ¢ THIHYHO 34 a30JI0BHIE aHTUMHKOTHLH.

Mukpobuonorys
Kriayisa eexTHBHOCT (C JaCTHYEH MITH IBICH OTrOBOD, BiK. TI0-NOMy Npu KIMHHYeH OonMT)

Genire JeMOHCTpupaHa 3a Aspergillus spp., Bxmouurenso 4. flavus, A. fumigatus, A. terreus, A. niger,
A. nidulans, Candida spp., sxmousrento C. albicans, C. glabrata, C. krusei, C. parapsilosis u C.
tropicalis v orpanmnaeH 6poit C. dubliniensis, C. inconspicua v C. guilliermondii, Scedosporium spp.,
BKIHOYHTENHO S. apiospermum, S. prolificans u Fusarium spp.

JpyTH NeKyBaHH MUKOTHYHA HHGEKIHH (C 4ecTo JacTHYeH MK HEJISH OTroBop) ca G1IH
H30JIHpany ClTydau Ha uubekiws ¢ dlternaria spp., Blastomyces dermatidis, Blastoschizomyces
capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus coronatus, Cryptococcus
neoformans, Exserohilum rostratum, Exophiala spinifera, Fionsecaea pedrosoi, Madurella
mycetomatis, Paecilomyces lilacinus, Penicillium spp., Bxmoudrento P. marneffei, Phialophora
richardsiae, Scopulariopsis brevicaulis u Trichosporon spp., Bmouutenso I. beigelii.

In vitro aKTHBHOCT Cpelly KIMHHYHY u3onary Getne HabnrofaBaHa 3a dcremonivm spp.,
Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma capsulatum, KaTo HOBEIETO
cry4au DIXa MOTHCHATH OT KOHIEHTpaluy Ha voriconazole B rpanumute ot 0.05 mo 2 pg/ml.

Berne memonctprpasa in vitro akTHBHOCT Cpely [IATOCEHKTe C’urvularza;sPR.\ pofp{? r\ spp.,
HO KiIHHHYHATA 3HATHMOCT ¢ HeH3BECTHA. o ~.»{,_\\

IpoGuTe 33 KyRTHBHpaHe Ha FEOMYKY ¥ APYTH cHelH(HIHN na60pa[': op}ﬁ{mcneﬂnaﬂm
(CepONOry{HM, XHCTONATONOTHUHM) TPAGEa A2 OB/IaT B3ETH IPEIH 3aI10 \aue fxa ]'Ie‘-IeHHeTO c—n
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KPATKA XAPAKTEPUCTHEA HA ITPOITYKTA
VFEND® powder for oral suspension

3aTI0YHATO IIPETH MOMYYABAHE Ha Pe3yNTATHTE OT KYITypHTe H ApYTUTe TaO0paTOPHH H3CTIEABAHNS,
HO clef NoNydaBaHe Ha Te3d Pe3yITaTH JedeH eTo Ha HHpeKMaTa Tpa0Ba Aa GbAe KOpHripaHo 10
CHOTBETHMA HaYHH.

Wnentndrompans ca KTHHIIEY H30NATH ¢ TIOHIKEHA HyBCTBHTEITHOCT KBM voriconazole.
HezaBHCHMO OT TOB2, IIOBHIIEHHATe MITHUMAIHY HEXHOHPaIIM KOHNEHTPAITAR He BURATH KOpEIHpar ¢
KIMHIFYCH HEYCeX 1 TIpH NalHeHTH, HHQeKTHpaHH ¢ MEKPOOPTaHM3MY, Pe3HCTEHTHH Ha JIpYTH
asony, ¢ Habnoxasad kHHyged yoIeX. lopagy KOMITIEKCHOTC ChCTOAHHE HA HAlIHEHTHTE,
BKIMIOYEHH B KTHHHYHWATE IPOYIBaHUSA, € TPYIHO fJa Obje HallpaBeHa KOpenalki MeXy in vifro
AKTHBHOCT Y KAMHHYEH PE3YJITAT H BCE OIUE IpeficTOH Aa OBAaT YCTaHOBEHHM IPaHMITHTE HA
epuKacHOCT Ha voriconazole.

KnpggeH oour
VerenrHEST pesyiTaT B TasH 4acT ce fe(HHMpa KaTo [TBISH UK YaCTHICH TEPANeBTIFIeH
OTTOBOD.

Aspergillus yrdexinm — eQHKacHOCT TPy ACIICPIHIO3HY NALMEHTH C IOIIZ TPOTHO38

Voriconazole uma in vitro QyETHIBIIHA aKTHBHOCT cpetty Aspergillus spp. B pasgomuznpaHo,
MHOTOLIEHTPOBO OTKPHTO HPOy4YBaHe IIpu 277 UMyHOKOMUPOMETHPAHH NAlHEHTH, NeKYBaH# B
TIPOABIDKEHNE Ha 12 cenmumy, Oeme TeMOHCTPHpPaHO, ue EPBUMHOTO JieYeHHe Ha OCTpaTa MHBasHBHA
acIepreino3a ¢ voriconazole e eHKacHO H CBEP3aHO C II0-H00pa ApeKHBAEMOCT CIIPSMO
KOHBEHIMOHAIHOTO Jleyerwe ¢ amphotericin B. 3agososureneH rnobanes oTroBop (biso WK
YaCTHYHO 0OPATHO pasBUTHE HA BCHYKH CHOTBETCTBAINM HA 3a004BaHETO CHMITTOME H Oemesu 1
TIEPBOHAYANHO YCTAHOBEHH PeHTTEHOBH/OpOHXOCKOIICKH rpoMerH) e O Habmoxasas npu 53% o1
nieKyBaHHTE ¢ Voriconazole nalMeHTH B cpaBHEeHNe ¢ 31% OT maumenTHTe, JeKyBaHy ¢ amphotericin
B. TlpexxuBsiemoctTa KbM 84-1a fex e Olia CTaTHCTHIECKH 3Ha9uMO [I0-BHCOK2 C Voriconazole,
OTKOMKOTO C pe(epenTHOTO AEKapCTBO, a O OTHOMISHHS HA BPEMETO 0 HacTHIBAHE HA CMBPTTa H
BpEMETO 0 IPEKLCBAHEe Ha JISYEHHeTO Iopay NPOABH Ha TOKCHIHOCT IPOYYBaHETO JOKAa3Ba
KHUHHYHA ¥ CTATHCTHYECKH 3HAYMMA FI0J132 OT voriconazole.

Tora nmpoydyraHe MOTBBPIKAABA HAHHKTE OT M0-PAHHO NPOCIIEKTUBHO NPOY4BaHe, NIPH KOETO €
EMATIO TIONOKHTENEH Pe3y/TAT IIPH AL ¢ PACKOBH (BaKTOPH 34 IO IPOTHO34, BKIIFOUHTEIHO TE3H ¢
PEAKIMs Ha OTXBEHpINHE HA TPAHCIUIAHTAHTA, H B YaCTHOCT NPH MOBYHM BHAEKIHHE (0OHKHOBEHO
cBBp3aHH ¢ noyTH 100% CMBPTHOCT).

TIpoyusaHuaTa ca BKIIOYBAIHN aCHEPrH03a HA MO3BKa, CHHycHTe, OennTe npodose H
IECEMHUHHPAHA aCIEPIHI03a HPH NAIMEHTH ¢ TPAHCIIHATAIMA Ha KOCTEH MO3BK H CONHAHM OpraH,

3IF0KAYECTBEHM XeMAaTONOTHYHY 3abosssanns, pak 1 CIIMH.

Kauaunemug npu nanueuTy 663 HEVTPOIICHHI

EduxacHocTTa Ha voriconazole B CpaBHeHHE ¢ TepaleBTHYHa cXeMa, BKIIoTBama amphotericin B,
niocrenBas ot fluconazole NMpH IEPBHYHO eYeHNE Ha KAaHAUACMHA Oellle AEMOHCTPHPaHA B OTBOPEHO
CpaBHMTEIHO [IpoyyBane. B mpoyusanero ca BiunodenH 370 manuenTy 663 HeyTponenus (Ha Bb3pacT
Hax 12 romMHEK) ¢ JOKyMeHTHpaHa KaHaunemus, 248 or kouTo ca Gy AeKyBaHu ¢ voriconazole,
Jepet nanuenTa B rpyIiaTa, IeKyBaHa ¢ voriconazole H et B IpyTiara, eKysasa ¢ amphotericin. B,
nocnenean oT fluconazole, ca MMaIu MUKOIOTHYHO H0Ka3aHa HE(EKIMS Ha ABI00KHTE THKAHH.
TTauwenrr ¢ O56peuna HENOCTATEYHOCT ¢a OFIM U3UIOYEHH OT TOBa Npoy4sane. Cpepuara
TPOABIBKUTEAHOCT HA IeYeHneTo € 6una 15 AU M B ABETe TepaneRTHYHH pameHa. B ITEPBHSHNA
AHAIH3 YCISIITHHAT TEPaeBTHYCH OTrOBop (OlieHKaTa ¢ HanpaBena of KoMHCHs 3a aHanus Ha
mauuute (Date Review Committee [DRC)) 1o ciAn HauMH CHPAMO H3IMTBAHOTO JIEKAPCTEO) C&
Aedurrpa Kato 06paTHO pasPUTHE/TIOKOOpeHNES Ha BCHIKH KIMHIIHU Gene3mﬁfe“575m
cEMITOMY Ha Hudekius ¢ yHHIIOkarake Ha Candida B KpBBTa 1 uHbpe ?@caﬂn
12 cemmums clex Kpas Ha neueHuero. [lanuenthTe, KOHTO He ca OHIH O gelm’“ 12ceg§;‘ un;g:ﬁb
Kpast Ha JIeYEHHETO, ca GYUT IPMHMHECIISHY KbM KATEropHsTa HEy T HIH ) figtcky T“B}rbéﬁ_'{' ; e'f}quél




KPATKA XAPAKTEPHUCTHKA HA ITPOLVKTA
VFEND® powder for oral suspension

YCIemeH TepaleBTAYEeH OTrOBOp € oT4eTeH npH 41% OT NallHeHTHTe ¥ B IBETE TEPANISBTHYHH
paMeHa.

TIpu BTOpHYHNA aHAIM3, TPY KOHTO ca u3non3pank oneHkuTe Ha DRC B kpaiHuA cpok,
TIO3BOIIABAI OIICHKA Ha Pe3yIITaTHTe (B Kpas Ha JSYCHHETO Wil 2, 6 WiIH 12 cempaiiiy cief Kpad Ha
JeYeHHeTO) Voriconazole # TepalleBTHIHUAT pexuM, BIIouBam amphotericin B, nocsensar ot
fluconazole, ca mokazaiH TepaneBTHUSH YCIeX Py ¢h0TBeTHO 65% 1 71% oT naumenTute. Ouenkara
1a H3cnenosartens 3a yeemeH pe3ylTaT BbB BCEKH OT Te3H CPOKOBE € HOKa3aHa B criefBailiaTa
Tabmnua.

Cpox Voriconazole (N=248) Amphotericin B —
Sfluconazole (N=122)

B kpag wa JeYeHHETO 178 (72%) 88 (72%)

2 CeAMILM ClIeH Kpas Ha 125 (50%) 62 (51%)

JIEYEHMETO

6 CeIIMHLIA CIIEeH Kpast Ha 104 (42%) 55 (45%)

JIEYEHUETO

12 cepmmTs clel Kpas Ha 104 (42%) 51 (42%)

NIeYEeHHETO

JIuricear AaHHH 32 Jella Ha Bb3pacT Hod 12 rofaHH pH Te3H IoKa3aHkHA.

Cepuosau pedpakrepuy Candida vHGEKITHR

IIpoy4BaseTo BKIFOYBA 55 DANKEHTH CHC CEPHO3HH pedpakTepHn cucteMun Candida nHbexmm
(BRIIOYHTENHO KAHAMACMHS, AHCEMHHHAPAHA H ApYTH HHBa3HBHH KaHIUN03H), IIPH KOUTO
[POBEEHOTO AHTHMHKOTHYHO JieueHye, mo-crenmanHo ¢ fliconazole, e 6uio needextiBHo. YenemeH
TepamneBTHYeH OTroBop e Oy HabmonapaH npy 24 naruenTH (IpH 15 — nenen, a npy 9 — yacTugeH).
IIpu fluconazole-pe3ucTeHTHHE MaMOBe, HeliprHaanexkamu koM C. Albicans, yenelen uzxon e 6mn
ordered npu 3/3 ciyaas ¢ C. krusei (IblieH TepaneBTHYEH OTTOBOP) M IpH 6/8 ciydas ¢ C. glabrata (5
C IIBJICH TEpPaneBTUYeH OTTOBOP, I ¢ YacTHyeH 0TroBop) HubexnyH. JJAaHHHTE 32 KAHHIYHA
eQHKACHOCT ¢a GHIIM IOAKPENEHH 0T OTPaHAYEHO KONMMYECTBO JaHHH 33 UyBCTBHTEHOCT.

Seedosporivum u Fusarium BHOESKIDIH
Bere gokaszaHo, ue voriconazole € edexTHBeH Cpelny CISRHUTE peOKY IIPHYMHHATENH Ha MHKO3a:

Scedosporium spp.: YcneleH TepalieBTHYEH OTTOROP KBM JIeUEHHE ¢ voriconazole e 6mt
HaGmonasaH py 16 (6 ¢ meneH, 10 ¢ yacTHdeH OTroBop) 0T 28 MAlHEHTH Cbe S. aplospermium Y TIpH
2 (4 IBaTA ¢ YACTHYEH OTTOBOP) OT 7 MalMeHTH cbe 8. Prolificans nudexius. OCBeH TOBA, yCISIIEH
OTTOBOp € Oun Babmopapas mpy 1 oT 3 HalyeHTH ¢ HHOEKIHH, TPHIHEEHH 0T IOBEYE OT ef(HH
MHKpPOOPraHu3sM BKIIEOUHTERHO Scedosporium spp.

Fusarium spp.: Cenem (3 ¢ mweiien, 4 ¢ YacTHYeH OTTOBOP) OT 17 NManueHTH ca GHM TeKyBaHH
YCIEm o ¢ voriconazole. Or Te3u 7 HALMEHTH: TPHMA Ca MMAaNy ouHa MEpEKIus, eauH — HHeKUs
HA CHHYCHTE, 4 TpHMa CA HMAIH ZUceMHHEHpaHa BHOekysa. OCBeH TOB2, YETHPH NAMEHTH C
(by3zapuosa ca many HEQEKLH, IpHIUHeHa 0T HAKOIIKO MHKPOOPraHM3Ma, 1P ABaMa OT TAX €
OTHETeH yCHEIleH pe3yITar.

MHO3HHCTBOTO OT IMALMEHTHTe, AeKYBaHH C voriconazole 3a rOpeloCOYEHHTE PEAKHE HHMEKITHH,
ca GHIH ¢ HEHOHOCHMOCT WIH ped)pakTepHOCT KBM NPEAIECTBAIOTO aHTUMAKOTHYHO TeHeHHE.

IponsnamTenHoCcT Ha NEYEHHUETO
B wiMHHYHK NpoyuBaHus 561 naupenty ca GHIH NeKyBaBH ¢ vori
ceOMHMIM, KaTo 136 maleHTH ca IoNyJdagany voriconazole Hafl 6 Me

KauamaeH onuT OpH IeIHaTHHYHY TaHeHTH
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KPATKA XAPAKTEPHCTHKA HA ITPOIYKTA
VEEND® powder for oral suspension

Jleuenue ¢ voriconazole e npoBeskaano npy 61 nmegMaTpHYHY [TallHeHTH Ha BE3pacT 0T 9 Mecela
[0 15 ropiHy ¢ f0Ka3aHa HITH BepOATHA MUKOTHYHA HH(beKIps. Ta3n nomynanys Brmoysa 34
TAIMEHTH Ha BB3pacT oT 2 710 < 12 ropmuy 1 20 maupesTH Ha Be3pact 12-15 romuuem.

Ipu MuO3kHCTBOTO 0T TAX (57/61) NpeaimecTRaTIOTO AHTHMHKOTHIHO JISUEHHE € O1Io
Heycremso. TepaNeBTHIHATE IPOYYBAHKI BIUTIOYBAT J NAllHeHTH Ha BB3pact 12-13 rogusm,
ocTaHaimuTe MAHHEHTH ¢a IOy voriconazole 1o 6AaroTropuTensy nporpaMu. Ilognexamure
3a00IIABaHIA [P Te3H HAUMSHTH ¢a GHTH 37M0KaYSCTBCHH XeMaTONOTHYHH 3a00/LABAHIA H
annacTHYHa agemus (27 IAUHEHTH) ¥ XPOHHYHA rpaHynoMaTosa (14 nanuentn). Hali-uecrara
FeKyBaHa MHKOTHYHA HH(eKUus e Guna acueprunosa (43/61; 70%).

Kiiupmgny fipoydBasus. M3CcHeaBaliy sirstnero Bepxy QT nHTepBana

Emuo mnane6o-KOHTpONHPaHO, PAHNOMUESHPAHO KPBCTOCAHO HPOYUBAHe ¢ e(HOKpaTHa f03a €
GWII0 IPOBEAEHO C Liel oLieHKa Ha edekra prpxy QT MHTEpBana 1pH 30paBH 0OPOBOMIM ¢ TPH
FlepOpatHyA ZO3HPOBKH voriconazole u ketoconazole. Tlnane60o-KopHrHpaHOTO CpPeiHO MAKCHMAIIHO
yaspkasate Ha QTc crpamo mexoxpsara crofiHocT cnex 800, 1200 1 1600 mg voriconazole e Buno
¢poTBETHO 5.1, 4.8 1 8.2 msec, a cien 800 mg ketoconazole — 7.0 msec. HeTo eMiH yyacTHUK B KOATO
¥ fa € IpyIa He e nonywan yasvkasase Ha QTc 260 msec copamo wzxonHaTa croinoecT. TlpH HMTO
€THO JIHIIE TO3H HHTSpRAll He € HaAXBHDIWI OTEHIMANHMA KIHHUYHO 3Ha4MM Tipar ot 500 msec.

5.2. @apmakoOKHHETHIHH CBOHCTEa

OcHoBHY hapMakOKMHETHIHY XapaKTePHCTHKH

PdapMaKOKMHETHKAT2 Ha Voriconazole e onpefeneta pHy 3IpaBy JIMUA, CHENMDHSEHY OIS IaHA
u nanpenTd. Ilo Bpeme Ha nepopanaso nipuioxkenue Ha 200 mg unx 300 mg aBa mETH FHEBHO 32 14
ZIHH TIpH MAITHEHTH ¢ MOBHINEH PHCK OT acepriiosa (T7IaBHO HAITHeHTH ChC 3I0Ka9eCTBEHH
HOBOOOPAa3yBaHKs HA THMQHHTE FHITH XeMOIIOSTHYHH ThKaHH) HaOMI0faBaHHTe ()apMaKOKHHETHYHA
XapaKTepHCTHKH — 6bp3a i 3Ha4UTeNHa abcoplyst, akyMyiallus i HellAHeHHA (apMaKoKAHETHKA,
CHOTBETCTBAT Ha Te3H, HaOMIOaBaHH [IPH 3APaBU T0OPOBOMILH.

GapMaKOKHHETHKATA Ha voriconazole Ma HellHeeH XapaxTep IOpafH HacHIaHe Ha HeTOBHA
meTabonu3sM. IIpH noenInaBane Ha Ao3aTa ce HabmoAasa [no-roaaMo IPOIOPLHOHATHO HAPACTBAHE
TIpH eKCTIozuMs. HM3uKcneHo €, Ye YBeliIaBaHero Ha mepopansaTa nosa oT 200 mg npa meTH fHEBHO
H2 300 mg ABa meTH JHERHO BOZKH A0 cpefHo 2.5-KpaTHo HoBHieHHe Ha excriosuiata (AUC,). Axo
Cce IPHIOKAT NIPEophUBAHUTE HHTPABSHO3HH HIIM NIEPOPaTHH HACHINAII} JO3U B DPAMKHTE HA
IIEpBHTE 24 4aca OT NPHIIOKEHHETO Ce JOCTUIaT IUTA3MEHH KOHIGHTpaluy, ONH3KH K0 PABOBECHHTE.
Be3 npuiIokeHHe Ha HACHINAA J032 HaTPYMBAHETO C& OCHINECTBABA Ype3 MHOTOKPATHO NPUIIOKEHHE
[(Ba ITBTH JHEBHO, TIPH KOSTO PABHOBECHH IUIA3MEHN KOHLISHTPAUMH Ha voriconazole 3a nopeyeTo
TIHiTA C& HOCTHIAT KM 6™ JIeH.

Abcopbumg
Crie riepopanso npunoxenue voriconazole ce abcopbupa royTH HABIHO, KATO MaKCHMAanHa

wiasMeHa KoHneHTpaums (Cray) c& FocTura 1-2 yaca el npunoxendeto. AbcomorHara
OUOHATMYHOCT Ha VOriconazole cref IepOpaiHO NPHIoKEHHe C& H3gHCiIea Ha 96%. YeraHopeHa €
OHOEKBHBANEHTHOCT MeXY TabMeTkH oT 200 mg | mepopanHaTa CycreHcud, chabpkaia 40 mg/ml,
FPHIOXKEHA KaTo fo3a oT 200 mg. TIpu MEOrokpatTHO IPHITOKEHUE Ha Voriconazole nepopanHa
CYCIIEHCHS eFHOBPEMEHHO ¢ Dorara Ha MasHuH# XpaHa Cpax 4 AUC, ce noHmwkapaT ¢h0TBETHO ¢ 38%
u 37%. AGcopOipiaTa Ha voriconazole He ce BlHiIe OT NpoMeHuTe B pH Ha croMaxa.

Pazmpenencnne

OGeMbT Ha pasnpeAeneHie NPy PABHOBECHH KOHIGHTPAWH Ha voriconazole- gucaaBa Ha 4.6
I/kg, xoeto npennosnara excTEH3UBHO pasnpeesieHHe B THKAHHTE. CBZE-p?»BMfé’E{Q{CWﬁBMﬁ
AT [

mpoTtensy & 58%. &
TIpoGuTe OT rpEOHAYHO-MO3BYHA TEYHOCT Ha 0CEeM MAlMeHTH, BIUTH) (53
HporpaMa, ca NoKa3ald YCTaHOBHMH KOHIIEHTPAlHH OT voriconazole ni .
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MertaGonnseMm
In vitro_nipOyuBaHus OXA3BAT, 4 Voriconazole ce MeTaboIMM3Hpa OT YEPHOAPOOHUTE LIHTOXPOM
P450 msoensumu CYP2C19, CYP2C9 u CYP3AA4.

VepuBHoyanHuTe pasnuuus BB GapMakOK#HETHKATa Ha Voriconazole ca rojeMu.

In vive npoyupanus rmoxassar, 9e CYP2C19 ygacTsa 3HauuMo B MeTabomuaMa Ha voriconazole.
To3H eH3HM TPOABABA TEHETHYSH ITomaMopdH3bM. Hanpumep, ogaxsanusTa ca, ye 15-20% or
A3HATCKOTO HaceleHHe ¢a NOITH MeTabosm3aTopy. 1Ipy kaskazkaTa (0A/IaTa) ¥ YepHaTa paca
4YecTOTaTa Ha JomHuTe Metabonu3atopH & 3-5%. Ilpoyusamius, NpoBeASHH HpH 3APasu J0OpOROMNIY OT
KaBKa3KaTa paca u SImoHus COYaT, Je JIOMIHTe MeTabomH3aTOPH HOKa3RaT CPeHo 4 ITHTH O-BHCOKA
excnosumug (AUC,) keM voriconazole, OTKOIKOTO CHOTBETHHTE HM XOMO3SHFOTHH €KCTEH3HBHU
meTaGonesaropu. JIHIA, KOHTO ca XeTEPO3HI'OTHH SKCTEH3UBHHE MeTabOoIM3aTOPH, [IOKa3RaT CPEaHO 2
ITHTH [IO-BHCOKA KCIIO3MIMA KM voriconazole, OTKOIKOTO TeXHHTE XOMO3HIOTHH eKCTEH3HEHE
MeTabONA3aTOPH.

OcHoBeH MeTaboauT Ha voriconazole e geropust N-oKkcHg, KoiiTo cseTaBiiBa 72% ot
UHpKYNHpamuTe pannobens3any MeTabonuTy B IWasMaTa. To3H MeTaOOMHT HMA MHHHMAITHA
aHTHMHEKOTHY2 aKTHBHOCT H He JOTIpHHAcH 3a 00mara edHKacHOCT Ha voriconazole.

Exckpenms
Voriconazole ce enuMunLipa Upes gepuopobeH MeTaboRH3bM, KaT0 HO-Malko oT 2% o1

NpHIoKEHATA fI03a C& EKCKpEeTHPa B HENPDOMEHEH BHE B YPHHATA.

Crnep npunoxkende Ha paproberta3ad voriconazole mpuGausurenno 80% 0T pagHoakTHBHOCTTA C&
OTKDHBA B YPHHATA FIpPH MHOTOKPAaTHO HHTPABEHO3HO BEBEXKIaHES, a 83% ce OTKpHBAT B ypHHaTa HPH
MHOTOKPATHO HepOpPaTHO Npunoxkenye. H npH mepopaiHo, H NpH HHTPABEHO3HO NPHIOKCHHE
mosedeTo (> 94%) or o61naTa paTHOAKTHRHOCT C& eKCKPETHPA ITpe3 NspBUTe 96 Yaca.

KpaltHiaT nosTy>KHBOT Ha voriconazole 3aBHCH OT IPHIOKEHATa 034 ¥ & HpHOMa3HTenHOo 6 yaca
nipu 200 mg (nepopanua) nosa. lopanu HenyuHefiHaTa hapMaKOKHHETHKA, KPAHHUAT ITONYIKHBOT HAM2
3HAYCHHE 32 NPeICKa3Bafe Ha KyMyHHpaHeTo HiM elMMHEHHPAHeTo Ha voriconazole.

O apMaKOKMHeTHIHH-(apMaKOTHHAMAYHN B3anMOonecTBI

B 10 TepanesTryHM NpOyIBAHKA CPEQHUTE CTOHHOCTH Ha CPEIHNTE H MAaKCHMAIHUTES IUIA3MEHH
KOHLIEHTPAL{HH IIPH OTAENHUTE YIaCTHHIM B IpOYUBaHMATA ca O1Ia choTeTHO 2425 11g/ml (cpemHo
€MHA YETBEPT B Juarna3zoH oT 1193 mo 4380 ng/mi) u 3742 ng/ml (cpenno exka 9eIBEPT B AUANIA30H OT
2027 mo 6302 ng/m!). B repaneBTHIHUTE TIPOYIRAHIS HE C& YCTAHOBABA HOMOMKUTENHA 38BHCHMOCT
MEXKIY CpefHa, MaKCHMAanHa W MUHAMAITHA [L1a3MeHa KOHIEHTpalHd X e()HMKacHOCTTa Ha
voriconazole.

AmnanuzuTe (papMaKOKUEETHKA-(PapMaKkoAHHAMHBKA Ha JAHHUTe OT KIIAHIYHHTE NPOYJIBAHH
PA3KpHBAT MOJICKHTENHA 32BHCHMOCT MEK/TY INa3sMeHUTe KOHIEHTPalluY Ha voriconazole, 1
HaCTHITHIMTE OTKIIOHEHHA B YepHOAPODHHTE (hyHKITMOHANHE NPOOH M 3PHTENHH CMYITeHHA.

DapMaxOKHEETHKA [IpH che KUK MPVIH OALHEHTH

Hon

B eHO npoyYBane ¢ MHOFOKpaTHA Ilepopaina 1o3a cToiHocTHTe Ha Crpy M AUC, nipH 31paBu
H0GpOBONITH OT JKeHCKH 1104 ca 6wy ¢hoTBeTHO ¢ 83% H 113% no-BHCOKH, OTKONKOTO I'IpK 30paBH
A0GpoBONUY OT MBKKH 1107 (18-45 ropumm). B crioTo npoyusase He ca 6 ’611;8 :
CHrHH(QUKAHTHEA D3Ik MeXTy cTOHHOCTHTE Ha Chuy 1 AUC, Ha 3/1pasy Gpmr% B »i?;a eOHana
BE3pACT OT MBIKKH I10J H 3APaBH HOOPOBONLM B HANpeHANA BE3PAcT OT Hckn noxt (> 6”5\110

B xnmuEnrdHaTA IporpaMa He € OHna IpaBeHa KOPEKIMs Ha 03aTa BE oﬁx{ona Bd nona 1]
Ha 6e30MACHOCT M ILI23MeHUTe KOHIISHTPAIWH, HaOolaBadH IIPH TIalTHe H M’L}KKH i xc HC
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KPATKA XAPAKTEPUCTHKA HATIPOOYKTA
VFEND® powder for oral suspension

11011, ca GunM cxomem. CIIEHOBATEAHC He e HeoDX0uMa KOpeKHKA HA J03aTa B 3aBHCHMOCT OT
MOJIOBATA PHBAIISKHOCT.

TlatmieHTH B HallpefHANA BB3PACT
B enuso npoyusale ¢ MHOTOKPATHA HepopanHa Josa crokHocTiTe Ha Cpa 1 AUC, nips 3mpasu

[OOpOBOIN B HallpeHANIA BE3PACT OF MBIKKH 11031 (>65 romsHu) ca 6:IH choTBeTHO ¢ 61% 1 86%
TIO-BHCOKH, OTKONKOTO IIPH 3APaBH Milafii 0GPOBOMIM OT MBKH 1o (18-45 rogyrms). Jluncear
CHTHH(HKAHTHH pa3iiKi Mex Ty croffHocTiTe Ha Cpay  AUC, mpH 3apaBu 1oOpOBONLH B
HallpefHala BB3PACT OT JKeHCKU IT0JI (> 65 TOABHM) ¥ 3ApaBH MIagy AoOPOBOMIM O sxeHckd o (18-
45 romuHK).

B TepaneBTHYHNTE NpOYIBaHIE He ¢ OMla NpaBeHa KOPeKIIMs Ha Z03aTa Bb3 OCHOBA HA
BBE3pacTTa. Habmonapasa e 3aBHCAMOCT MEXIY TIa3MeHaTa KOHIEHTpany H Bp3pacTTa. [Ipodunst
Ha 6e30macHOCT Ha voriconazole Opy Miany i B HalpeJHATIA BB3PAcT HAHHEHTH e DMt CXOmeH 1
CHEIOBATENHO KOpPEKITAI Ha IO3aTa IPY NAITMeHTH B HapeAHalla BB3pacT He ¢ HeoOxomuma (Bx.
pasgmen 4.2).

bebpeuno yBpexaane

B efxo npoyuBaHe ¢ eHOKpaTHa nmepopanta no3a (200 mg) npu nuila ¢ Hopmanua 656petHa
(YHKITHA | JIeKo (KpearuHHHOB KIHPBHC 41-60 ml/min) 1o Texko (KpeaTHHHHOB KIHpHHC <20
ml/min) 656peuro yBpeknane hapMakoKuHeTHKaTa Ha voriconazole He € OMna CHTHHGUKAHTHO
MOBJIHAHA 0T 610peuHOTO yBpexhate. CBEp3paHeTo Ha voriconazole ¢ mia3MeHHTe IPOTEHHH € OHIo
CXOIHO IpH JIUIia C Pa3iHYHH CTeneH: Ha 650pedHo yBpexnade. Bk, periopbKETe 3a [O3KUpaHe H
MOHHTOPHPAHe, H3IIOXEHH B pazjend 4.2 1 4.4,

YepronpobHo yBperknaHne

Criep epuspaHa niepopanya oza (200 mg) AUC e 6una ¢ 233% mo-pHCcoKa NpH MHIa ¢ feKa 0
ymepena depHOonpoOHa mupoza (Child-Pugh A u B) 8 cpasgente ¢ jiHIa ¢ HOpManHa depHOApoOHa
dyHxms. CBEp3BaHETO Ha Voriconazole ¢ IpoTerHuUTE He € OHIo 3acerHaro oT YBpesieHaTa
gseproApoOHa GyHKIs.

B mpoyuBake ¢ MHOTOKPATHO IIepOpAITHO fozHpaHe croiiHocTHTe Ha AUC, ca 6uwiH cXoaHu npu
JIHHA ¢ yMepesa gepuoapobHa ruposa (Child-Pugh B), nomyyasainy nomgepsxama fosa 100 mg aea
OHTH JIHEBHO H JIHIIA ¢ HOpMATHA depHORpobHa dyHKIm, nostyyasaliy 200 mg ABa nETH JHEBHO.
JIuricsar GapMakOKUHETHUHY JAHHH [IpH TALMEHTH ¢ Texka depHoapobHa nuposa (Child-Pugh C).
B:x. mpenopeKuTe 32 HO3UpaHe H MOHHTOPHpAaHe, H3JI0KEeHH B pasfeny 4.2 u4.4.

5.3. IlpepkimHEYHE XABHE 32 0€30NaCHOCT

TipoyuBanms 3a IMOBTOPHA JO30BA TOKCHIHOCT ¢ voriconazole ca rokasally, Y& YepHuaT gpob e
TIpHIIENHEUAT oprad. IlofobHO Ha ApYrH aHTHMHKOTHYHH JICKapCTBa XeNaTOTOKCHYHOCT € O1na
HaOmoHaBaHa MpH IIa3MeHH eKCHO3MIHE CXOIHH ¢ TE3H, HONYUSHH B TEPAIIeBTHYHY NO3H NpU
goBeka. [IpH TREX0BE, MUIIKY H KydeTa voriconazole e IpHYHHIT H MEHEMAIHY IIPOMEHH B
wanbe6peunure sxueszn. KoHBeluonanHuTe NpOy4BaHua 3a Oe3onacHa dhapMaKkonorHs,
TeHOTOKCHYHOCT MITH KapUHHOTSHEH IIOTEHIHAI He ¢4 PasKpiUiM CrielMdUYeH PUCK 3a YOBeKa.

PenponyKXTUBHH HpOyYBaHus IIOKA3BaT, 3 Voriconazole € TepaToreHeH IpH MIBX0RE H
eMOPHOTOKCHYEH MPH 33111 [IPH CHCTEMHH eKCHO3KIMH, paBHH Ha Te3H, OAYYSHH [IpH Xopa B
TepareBTHYHHE A03H. B rpoyuBaHe Ha [pe- W HOCTHATANHOTO PasBHTHE HpH ILUTEX0BE NPH
CKCHO3HIHH, I0-HHCKH OT TE3H, ITOIYYCHH IIPH X0Pa B TCPpaNCBTAYHH JO3H, voriconazole e YBEIHTHII
TIPOABKUTEIHOCTTA Ha FeCTalITa U pofoBaTa JeHHOCT H € MpeqH3BHKa mﬁ@scmocnennama
MaifIrEa CMBPTHOCT M MIOHMXEHA TIepHHATAIHA IIPEXHUBASMOCT Ha Hosopoﬂg;}m're ‘Edex € BEPXY
TIepHOXA Ha payKAaHe ca BEpOATHO MEeIHMPaBM OT BUIOBO- cneumbnmmf exalmsMn B‘kﬂmqﬁmenno
TIOHW)KEHYE Ha eCTPAfHONOBATE HIBA H CHOTBETCTBAT Ha Te3H, Habmo), aBaHu npn ,upym azonqm
AHTHMHKOTHYHY JIEKAPCTRA. :
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6. PAPMAUEBTHUHNI CBOUCTBA
6.1. Chnachx HR HOMOIHAYE BeMecTBA

Sucrose (0.54 g Ha m} cycneHCH)

Silica, Colloidal

Titanium Dioxide (E171)

Xanthan Gum

Sodium Citrate

Sodium Benzoate (E211)

Citric Acid

Natural Orange Flavour (¢erpprxama orange oil, maltodextrin u tocopherol)

6.2. HechLbBMeCTEMOCTH

To3u nexapeTBeH NpOSYKT He TpadBa Ja 6bae cMecBaH ¢ ApYTH JISKapCTBEHH IPORYKTH, OCBEH
ynoMenaTyTe B paszen 6.6. He ce npeaBioka cycneHcudTa 1a 6b¢ JONBIHHUTENHO paspeskIaHa ¢
BOZXA HITH JipYTH Pa3TBOPHTENH.

6.3. Cpox Ha rogHOCT

CpoOKBT Ha TORHOCT Ha IIpaxa 3a IiepopaniHa cycneHcus ¢ 18 Mecena.
CpoKET Ha FOFHOCT Ha Pa3TBOPEHATA CYCHCHCHA ¢ 14 aum.

6.4. CnenuanHH HpeANa3HH MepPKH EPH ChXpagcHHe

Ipax 3a rnepopajiHa CYCIIEHCHA: IpesH paB'I‘B&pﬁHeTO €& ChXpaHsagRa npw Temmepatypa 2°C — 8°C
(& XTaOETHEK).

IIpuroTeera cyclieHCHA: fla HE ce ChXpaHdBa NpH Temueparypa Hax 30°C, na ye ce ¢bxpaHARa B
XNaTUITHEK B Gpuasep.

KoHreiinepst TpabBa na 65/e WIBTHO 3aTBOPEH.

Hanoro KONKHIECTBO HeyoTpeOeHa cyceHcus TpAOBa ja Ople H3XBEPASHO 14 nuu cnen
TIPUTOTBSHE HA Pa3TBOpa.

6.5. Bag H chabpKaEAe HA ODAKOBKATA

Enua Gyrauka ot 100 ml ot nonwetineH ¢ Bucoka rarsTHocT (HDPE) (¢ nosnunponunesosa
3amuTeHa Kanayka) ChIbpka 45 g npax 3a nepopanua cycrneHcrs. Chen pasreapsae 00eMbT Ha
cycreHcraTa e 75 ml, koero choTBeTcTBa Ha B3noi3paeM obem ot 70 mlL

OnaxoBkara ChABPKA CBINO MepHTeNHA Yalka (¢ YepTa cxoTBeTCTRama Ha 23 ml), 5-ml
TiepOpanHa CIpHHIOBKA H afauTep Ha OyTHIKaTa.

CrABpkaHHe Ha onakoBKaTa: 1 OyTmitka.

6.6 VYxazapnx 33 ynorpeda u B3XBLpiasHEe

VscTpyKknMH 3a IPUTOTBSHE:
1. HatucHere kanaykara Ha GyTunkara, 3a Aa 0CBOOOIM IIpaxa.

2. Hamepere 23 ml Boa KaTo HaFBEIHUTE MEPHTE/IHATA YAIKA 10 ph0a HAa MapKupaHaTa BhPXY
Hea manss. Hanelite BoniaTa B OyThikara. C IOMODITa Ha YanIKaTa H3Mepere ome 23 ml Boja u 5

noGaseTe KBM Ta3H B OyTHIKATA. =
3. PaswiamaiiTe eHepriHiHO 3aTROpeHaTa OyTWIKA B OPONBIDKEHER kB0 | 1 e
4. Ortcrpanere 3alHTEHATA Karadka. BKapaliTe upe3 HATHCK af, op/a'a/r%ﬁ)"m Ha 6 KaTa.
5. TlocTapere Mak Kamadkara Ha OyTHIKaTa. :',‘; ; e ;_;;. = ‘“g, Xﬂm
6. Harmmimere cpoka Ha TORHOCT Ha MPUIOBEHATA CYCHCHCHS B &Sr mee'ra‘}la, Gy'r Ka‘u a
(cpOKBT Ha FOAHOCT Ha IIPHTOTBEHATA CYCHIEHCHA € 14 M), =, \ St

i9
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Huecrpyknsgs 3a ynorpeba:

IIpenu Bosxa ynotpeba pasknaialite 3aTBopeHata OYTHIKA ¢ HPHPOTBEHATA CYCHEHCH B
TpORBIDKEHNE Ha MpuOmnuTento 10 cexyHau.

Bennsx OpHroTEeHa, riepopantara cycniescua VEEND Tpa6ea ma 6p1e npuitarana caMmo ¢

HIOMOINTA Ha TIEPOpANHaTa CIPHHIOBKA, CHABIKallA C& BB BCAKa OIIAKOBKA. 32 no-noApoGHH
HHCTPYKIMH 34 yrnorpeba [IpodeTeTe MHCTOBKATA 34 IalMEeHTa.

7. MPHATEXATEJ HA PASPEINEHUETO 3A YIHOTPEBA
PFIZER EUROPE MA EEIG, Ramsgate Road, Sandwich, Kent, England CT13 9NJ

8. PETHCTPATIHOHEH BOMEP

9. JATA HA ITHPBO PA3SPEITABAHE 3A YIIOTPEBA

10. TATA HA (HACTHUYHA) AKTYAJIMBANHA HA TEKCTA
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