KPATKA XAPAKTEPHUCTHKA HA TIPOIYKTA
VFEND® film-caoted tabets

1. THPTOBCKO HAMMEHOBAHWE HA JEKAPCTBEHWS ITPOAYKT

VFEND 50 mg hunMupasi TabneTky -
MUHKHCTERCTRO HA JBPABEONABBAHETO

MpuAQiaHNE £bes
Bcsxa Tabnerka ChABPKa 50 mg voriconazole Pasponie sa ynospoca e L’J”:‘i%\ 140606

3a IOMOLIHKTE BELIECTBA BEDKTE pasnen 6.1. 69¢ / 0. 2504 , W{(

2, KAYECTBEH H KOMMYECTBEH ChCTAB

3. JIEKAPCTBEHA ®OPMA

Benu xperou tabnetky ¢ Hagmac “Pfizer” BepXy efHarta cTpaHa 1 “VORS0” BEpXy ApyraTa CTpaHa.

4, KTHBAYHA JAHHA

4.1. TepaneBTHYHH DOKAZAHHA

VFEND, voriconazole, e ITMpOKOCTeKTEPEeH TPHA30ioB AaHTUMHKOTHYEH aTeHT U € [I0Ka3aH 32
Jlegenwue 12 HHBA3HBHA aclIEPTHIIO3a.

Jleuerpe Ha KaHAUASMIA IIPY NAUKeHTH 63 HEYTPOIIeHHKS.

JleueHne Ba GIyKOHA30I-Pe3UCTEHTHH CepHO3HN MHRasuBHE Candida wadexman (srmoyurento ¢ C.
frusei).

Jleyenue vna ceprozuy reOuuHl Hudexmu, NpHYHHEHH 0T Scedosporium spp. ¥ Fusarium spp.

VFEND tpatra Aa 05/l IpHJIarak MIaBHO [IPH NALHMEHTH C NPOTPECHPANiH, TOTSHIHAIHO
SKMBOTO3ACTPAIIABAINH HHQEKIIHH.

4.2. Ho3upoBKA H HAYHH HA NPHJIOKEHHE

Ounmupanute Tabnerkr VFEND Tpa0sa Aa ce NPHEMAT MUHHMYM SHUH Yac TIpe HiIH eHH 4ac ciiel
xpareHe.

ENexTponaTHY HapyHISHHS KaTO XHIOKAIHEMHS, XHIIOMarHe3sueMia H XUHOKaueMus Tpsbea na Opaar
MOHUTOPUPAHH M [IPH HY>KNa KOPHTHpaHH NpeH 3aTI0UBaHE H TI0 BpeMe Ha JiedeHHe ¢ voriconazole (Bmxkre
pazmen 4.4).

VFEND ce nipeifiara B eJHa OT CAeAHHMTe JiexapcTeru Gopmm: dunmupany tabinerka ot 200 mg, 200
mg Ipax 32 uudy3HoHeH pasTeop, 40 mg/ml rpax 3a nepopanma CycneHCHs.,

Ynotpeba nipH BH3PACTHR
JleuenmeTo Tpsa6Ba Na GBIe 3aTI0YHATO C IIOCOYEHH HaCHINalll J030B PEXXUM HHTPABEHO3EH MITH

nepopared VFEND, Leisny JocTHraHe Npes IHPRHSA JeH Ha TUIA3MEHH KOHIeHTpaluH, GIIM3KH A0
paBHOBecHHTe. IIpeABH/ BICOKaTa GHOHATHYHOCT Ipy Niepopaled mpueM (96%, Bk, pasaen 5.2) npu
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KPATKA XAPAKTEPHCTVIKA HA TIPOIVKTA
VFEND® film-caoted tabets

TlarweHTH ¢ TEIECHO

TTaimieHTH ¢ TEIECHO

Terno 40 unu moseye

Ternmo mon 40 kg

ke

Hacpmanm 50308 6 mg/kg HaBcekul2 | 400 mg Ha Bcekn 12 200 mg Ha Bceru 12
pexxpm (mppeaTe 24 | waca (3a mepeure 24 | 4waca (3a epeute 24 | daca (3a epsuTe 24
gaca) 4aca) yaca) aca)
Hopnppxama go3a 4 mg/ml nBa TIETH 200 mg nea rETH 100 mg nea eTH
{cneg mepBATE 24 JHEBHO OHEBHO JHEBHO

gaca)

Kopurupane Ha 103HMpoBKATA
TIpx HemoOCTATEYEH KIHHMYEH OTTOBOP MOAMEPIKAIllaTa Ao3a Moxe Ja 65e yenmdeHa o 300 mg npa

TTETH ZHEBHO 3a IepopanHo npuioxenue. [Ipa manumenty ¢ Tesecko Terno nox 40 kg repopaiHara Ko3a
moxe na Op1e ypenudeHa no 150 mg fsa meTH AHEBHO.

IIpyu HecnmocoGHOCT HA MANHEHTa Aa TOJepHpa AeYeHHe C TaKHBA BHCOKH JO3H IIEPOPATHATA J034 C8
HaMallgBa CThIanoBHAHO ¢ 50 mg mo moamepxamara Ao3a ot 200 mg nsa neTH AueBHo (wH 100 mg nBa
TIBTH AHEBHO HpPH TIALHEHTH ¢ TenecHo TerIo nog 40 kg).

Phenytoin Mosxe fa Oble IPHAOKEH SAHOBPEMEHHO ¢ voriconazole, Ho mojxspikalilara iepopaita 103a
voriconazole Tpa0Ba ma ce yBenmuy ot 200 mg ra 400 mg nea nmeTH gHeBHO {(oT 100 mg ra 200 mg nBa meTH
IHERHO NP NALEEHTH C TERECHO TerdIo XoA 40 mg), Bk. pasnend 4.4 u 4.5.

Rifabutin Moxe fa 6b4e HPHIOKEH eHOBPEMEHHO ¢ voriconazole , ako NOAXBpKaINaTa IepopanHa f03a
voriconazole e yeemmuena ot 200 mg Ha 350 mg aBa meTH AueBHO (o1 100 mg 1a 200 mg riepopaliHo Apa
ITHTH JHEBHO TIPH MIALHEHTH ¢ TelleCHO Terno oA 40 mg), (Bxk. pasgenu 4.4 u 4.5).

HPOIL'BIDKHTBJIHOC'ITZ. Ha JICYCHHETO 3aBHCH OT KIHHHYHNA H MHKOJOTHYCH OTTOBOPD IIPH alHCHTA.

Yo gggeﬁa pH HaNpeAHaIa Bh3PDACTE
TTpu rialpeHTs B HalpeQHana Bb3pacT He ¢ HeobXoHMa KOpeKIus Ha fo3ara (BX. paspen 5.2).

Vnotpeba npy maryenTty ¢ Op0peyHO YBpeKaane

DapMakOKHHETHKATA Ha TEPOPATHO IIPHIIoKEeHHE voriconazole He ce nopuiBa py O-0pedHo
YBpeXIaHe.

Crie0BaTEIHO MpY HAHEHTH C JeKO K0 TEXKO OOpeyHO yBpe)kaAaHe He € HeoOXOMHMA KOPeKIIUs Ha
MepopalTHATa JO3HpoBKa (BxK. paszgen 5.2).

KiupbHCET Ha voriconazole rpH xemMomuanmza e 121 ml/min. YeTHpH4acoBHAT XEMOAHAIK3EH CEaHC He
OTCTpaHdgBa JOCTATEIHO KOJIHYSCTBO Voriconazole, 3a Aa ¢e Halara KOpeKIHs Ha f03ara.

Yuotpeba nipk MaIleHTH ¢ YepHOPOOHO YBpexKIaHe

TTpH manpenTs ¢ 0CTPO YepHONPoGHO yBpexaaHe, IPOABABAIIC Ce ¢ IOBHINEGHHME Ha YepHoApobHuTe
dynxuronanan npobu (ALAT, ASAT), He e HeoOxonHMa KOpPEKIIHA Ha H03aTa (HO ce Ipernophysa
IPOIELKHTEIHO MOHHTOPHpPAaHe HA YepHOAPOGHHITe (yHKIMOHAINY YIpOOH 32 JOIBIHUTENIHO IIOBHIEHUE).

YIpH nanpeHTH ¢ Jieka 5O yMepeHa yepEoapobHa uuposa (Child-Pugh A u B), nomysasanm VFEND, ce
HperopbuBa yIoTpetara Ha CTaHIAPTEeH HaCHIIAL JIO30B PeXKHM, HO DOAEbpIKaaTa fo3a Tpadea fAa Obze
HaManeHa HamosoBrEa (BK. pasaen 5.2).

VFEND He € u3clie[(BaHo TIpH [alHEeHTH ¢ TeKKA XPOHHIHA YepPHOZPOOH)



KPATKA XAPAKTEPHCTUKA HA TIPORYKTA
VFEND® film-caoted tabets

VFEND ce cBnp3Ba ¢ IIOBHIISHHE Ha HepHOApoOHUTE (YHKIHOHAIHH NpobH M KIHEHYEH Defe3H Ha
gepHOAPOOHO YBpEsiaHe KaTo JKBITEHHIa H IIPH ITAlIHeHTH ¢ TeXKo YepHoapobHo yepexciaHe tpabea fa
OBae yroTpebaBaH caMo, ako I03aTa HAABUIIABA IOTEHNMANHUA pHucK. [lalHeHTH ¢ 4epHORPOGHO
yBpexIane TpaOBa Ja OhAaT BEAMATENHO MOHHTOPMpPaHH 32 UPOSBH Ha NeKapceTBeHa TOKCHYHOCT (BiK. CBINO
pazgpen 4.8).

Yoorpeba fapy fena

BezonacHocTTa H edieXTHBHOCTTA NP NENHATPHYHH NTALIHEHTH Ha BBE3pacT HOX 2 FOAHHH He €
ycTaHOBeHa (BXK. cpIo pazmen 5.1). CrexoratesnHo voriconazole He ce NpenopnURa IpH Aelia Ha BB3PacT
11074 2 FORHHH.

TIpenopbYnTeTHUAT HOAABPIKALL IO30B PexMM IPH Aerda oT 2 Ko < 12 rofHHH € KaKTo ClleaBa:

Hacuan no3en pesxam He ce npenopryBa nepopanHa UM HHTpaBeHO3HA HACHINAWA
Jo3a

Topnepxrama mo3a HHTpaseHosHa foza™ Ilepopanna noza**
7 mg/kg ABa THTH JTHEBHO 200 mg Ara METH AHEBHO

* Bazupano Ha NOnyNarMoHH hapMakOKEHETHIHY aHamuisy IIpH 82 UMYHOKOMIIpOMeTHpAHK NallHeHTH
Ha BB3pACT OF 2 110 <12 roguHu

*# BasupaHo HAa NOIMYNalMOHHY (apMaKOKHHeTHHHH aHATH3H P 47 EMYyHOKOMIIpOMETHPaHH
MaIMeHTH Ha BE3pacT OT 2 A0 < 12 romunx

Vrotpebara np jelia Ha BE3PacT oT 2 1o <12 rogusu ¢ yepnoapobua wny 6p0pedna HeoCTaThHHOCT
He € npoyusana (BIok paszaen 4.8 | paspen 5.2).

Te3u NeQUaTPHIHH JO30BH OPenophKy ca fa3Kpary Ha poyyusaHus, npd kouto VFEND e npunaran
KAaTO NpaX 3a NepopallHa CycHeHcHs. BHOeKBUBAJIGHTHOCTTAa MEXITY IIPaxa 3a HepopallHa CyCIeHCHs H
TaGAeTKHTE He € U3CIeABaHa B IeqUaTpUYHa NOmyianki. IIpeABHz IpennonaraéMoTo OFpaHHHEHo racTpo-
HHTECTHHANHO TPaH3UTHO BpeMe NpH Aella, abcopObiuara Ha TabneTkrTe MOXKe f1a O'Bjle pasnu4Ha IpH
TIeMHATPHUYHY, B CPABHEHHE C BE3PACTHH MALMCHTH. 34T0Ba € NpenopruuTeta yriorpebara Ha IlepopaliHa
CyCIIeHCHd YIpH fella Ha BE3pacT oT 2 7o <12 roguHm.

¥Onomm (B3pact ot 12 fo 16 ronywHN): AO3HPOBKATA € KAKTO IIPH BH3PACTHH.
4.3. TiporusonoxazaHAs

VFEND e npoTHBOIOKA3aH IPH ITAIIHEeHTH ¢ H3BECTHA CBPEXUYBCTBHTENHOCT KbM Voriconazole Hid KeM
HAKOE 0T IIOMOMIHHTE BEILIECTBA.

EnuospemennoTo npunoxenne Ha CYP3A4 cyGerpature terfenadine, astemizole, cisapride, pimozide
unu quinidine 1 VFEND e HIpoTHBODOKA3aHO, ThH KATO HOBUIIEHNUTE INIA3MEOHH KOHLICHTPAIMH Ha TE3H
JIEKAPCTBEHH TIPOTYKTH MOKe fa BOBeJaT Ko yAbmxasane Ha QTc u peaku ciiydau Ha forsades de pointes
(Bx. paspen 4.5)

Ennospemennoro npunoxerre Ha VFEND u rifampicin, carbamazepine u phenobarbital e
NPOTHBOIIOKA32HO, Thit K&TO € BE3MOMKHO TE3H ASKAPCTBEHH HPOIYKTH Aa MOHIDKAT SHAYMTENIHO [Ha3MeHHTe
KOHLIEHTpAIMH Ha voriconazole (Bx. pazgen 4.5).

EnunospementoTto npunoxenne na VFEND 1 efavirenz e npoTisonokasato, 3amoro efavirenz
TIOHKKABA 3HAYMTENHO TUIA3MEHHTe KOHLISHTPAHK Ha voriconazole, a VFENI.4 [paHa MOBUINABA
3HAYHTEIHO INA3MEHHTe KOHIEHTpanuH Ha efavirenz (Bxk. pazgen 4.5). -/
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KPATKA XAPAKTEPHMCTHKA HA TTPOIYVKTA
VFEND® film-caoted tabets

EnnoBpeMeHHOTO HpHimkeHie Ha VFEND u ritonavir (400 mg 1 nioseye ABa IIETH AHEBHO) €
HIPOTHBOIOKA34aHO, 3AIMOTO ritonavir OHIKaBa 3HAYHTENIHO [1a3MEHHTE KOHISHTPAIHY Ha voriconazole
TIpH 3ApaBH JoOpoBomiM (BxX. paspern 4.5).

EnsoRpeMeHHOTO IIPHIOKEHHE Ha epro-aykaionau (ergotarmine, dihydroergotamine), kouro ca
CYP3A4 cyOcTpati € IpOTHBONIOKA3aHO, TEH KaTO NMOBHIIEHHTE [I1a3MEHY KOHIIEHTPAIRMH Ha Te3H
TIeKapCTBeHM IIPORYKTH MOTaT Ja JOBEAT IO eproTH3sM (BXK. pasgen 4.5).

EnnospemeHHOTO OPHIOKEHHE Ha Voriconazole ¥ sirolimus e TIpOTHBOIIOKA3aHO, Thi KATO CHINECTBYBa
BEPOATHOCT voriconazole fa NOBHINK 3HAMUTENHO MIa3sMeHHTe KOHLEHTpalkHK Ha sirolimus (Bk. pasgen 4.5).

4.4. CpennanHH HPOTHBONOKA32HHA B CHENHAFHH HPeANasHH MepKH IIPH yIoTpeba

CeprexuyecTBuTentoct: [ToBuimeno suuManye ¢ HeoOXOAUMO NpH npenrmesare a VEEND npu
TAIMEHTH CRC CBPBXYYBCTBHTENHOCT KBM APYTH a301H (BkK. ¢blU0 pasfen 4.8).

CHpnevHO-CBIOBH:
Hsixow a3051H, BRIIOUHTEIHO Voriconazole, ce cBBp3Bat ¢ yaBIUkaBage Ha QT mHTeprana. Onucanu ca

penxu cmyyau Ha torsade de pointes npu mausesTH, npueMalny voriconazole, ¢ pHCKoBH GaKTOPH KaTo
aHaMHe3a 3a KapIHMOTOKCHYHA XUMHOTeparnit, KapAHOMHONATHS, XHIIOKAJIHEMHI H CBIIBFTCTBAMIO JIEYSHHE,
KOETO € HOIpHHecio 3a ToBa. Voriconazole TpsGea ga OpAe IpHiarad ¢ [IORKHIIEHO BHAMAHHE IPH HaHEHTH
¢ TIOTEHOAANHO HPOapHTMITIHH CHCTOSHHS KaTo:
Bponeuno unu npunoturo yabiskasage Ha QT uHTeppana
KapyoMuonaTus, 0co6eHo IPH HaIW4He Ha ChPASYHA HEJOCTATEYHOCT
Curycosa GpafyKapans
CrIecTByBallH CHMIFTOMATHYHN apHTMEH
CBOBTCTBALIO IeUeHHUE, 32 KOETO ce 3Hae, ve yabppkasa QT uHTepsarna

EnexTpOnUTHY HAapYIIEHHs KAaTO XMITOKATHeMHs, XHIIOMarHe3sHeMHs B XMIOKAIIHeMHA Tpa0Ba a Obaar
MOHHTOPHpaHHE | NPH HY>KHa KOpHTHpaHH pe/y 3ario4Baie M [0 BpeMe Ha NPOBEeXXJaHe Ha JIEUYeHHETO ¢
voriconazole (sx. pasmen 4.2).ITpu 3npask nobpoeomiu Oele IpoReASHO MpOyYBaHe, H3cKenBamo eekra
Bepxy QT uHTepBana Ha eAHOKPATHM NO3M voriconazole, o 4 NETH I10-BHCOKH 0T obuYaiiHaTa JHeBHA K034.
IIp¥ HHTO €HO OT M3CHEABAHHITE JTHILIA He € OMIl peTHCTPHpPaH HHTepBall, HaAXBbPILII TOTEHIMAIHO
KIHHEMYHO OesonacHara rpanuna ot 500 msec (Bix. pasgmen 5.1).

YepronpofHa TOKCHYHOCT: B KINAHMYHA Tpoy4YBaHHd 10 Bpeme Ha Jevenne ¢ VFEND ca Guau
Ha0MIOJABAHY HE YECTH CIIy4ad Ha CepHO3HU YepHOAPOOHH peakiuH (BKTIOUMTENHO KIHHMYEH XenaTHT,
XoNecTaza H QYIMUHAHTHA, BKAIOYMHTENHO U (aTanHa YepHoApoOHa HepocTaThuHocT). Orlelsspar ce
ApHMEpH 2a YepHOApoOHH peaktHH, HaCTEHBAUIH TIPH MANHEHTH ChC CEPHO3HH MTOIISKAIIM MEMITHHCKH
CBCTOANMA (peIHMHO 3II0KaYECTBEHH XEMATONOTHYHY 3a6osapanus). TpaH3HTOpHH YepHOAPOOHHM
Peaxiy, BRIIOUHTENHO XEATHT M XKBITeHHIIA, ¢4 HACTHIIIE Cpefl NalHeHTH 6e3 ApyTH naeHTHHIMpaHH
puckoBH daxrops. YepHoapoGHara quc@yHKimsa ofuyaiiHo e 6una obpaTiMa IpH HpeKpaTsBaHe Ha
neveHueTo (BK. pasnen 4.8)

Mownuropupase Ha yepHompobHarta dyHKIHE: B HayanoTo Ha JeYeHHETO ¢ voriconazole u npu passuTHe
Ha TIATONOrMYHY YepHOEPOGHH QyHKIHOHAMHE OB 1o BpeMe Ha nederue ¢ VFEND nanuentute Tpabsa
na 6BaT PYTHHHO MOHUTOPHPAHH 32 Pa3sBHTHe Ha NO-TEXKO YepHOIPoOHO yBpexaane. JleuenueTo Ha
TIAIMEHTHTe TpaOBa 38 XE/DKUTENHO 2 BKII0UBA Tab0paTOpHa OleHKa HAa yepHoApoGHaTa GyHKuMA (T10-
crienpanto (GYHKUMOHATHH YepHOApoOHE npobu U 6unupy6un). Cninpane Ha VFEND Tpabea ma ce o6esau,
aKO KAHHHYHHTE Oenesy  OIvlakBaHus ChOTBETCTRBAT Ha Pa3BUTHE Ha YepHONpOOHO 3aboiiBaHe.

TIOAXOAAILH 38 eHOBPEMEHHO JIeUeHHe ¢ He(ppOTOKCHYHH JIEKapeTBa H CHIET
MOTaT A2 [OBEHAT /O BiolaBane Ha OpOpeunara PyHKuMA (8. pasgen 4.8).



KPATKA XAPAKTEPUCTHKA HA ITPOIOYKTA
VFEND® film-caoted tabets

Mounuropupane va 6p6bpeunara dyuxaysa; IammenTare TpaOBa Aa Op0aT MOHHTOPHPAHH 32 Pa3BUTHE Ha
abropmHa 6p0peyHa dynxima. Toba 3aNbILKHTENHO BIIIOUBA Jab0paTopHa OlleHKa, I0-CHEeHHAIHO Ha

CEpYMHHA KPCATHHHH.

IlepMaTonoruany peakii: Pagro 1o Bpeme Ha negenre ¢ VFEND nmanmenTy ca pazBiBaid
eKcOMEATHRHY pPeaKLii Ha KOXKaTa Karo cHEApoM Ha Stevens-Johnson. Ilpn paseutre Ha 0OpHB
nmanuenTHTe TpAOBa fia ObIaT BHUMATEITHO MOHUTOPUPaHH, a HpH Hporpecdpane Ha Jesuure VEFEND Tpabra
na 6pxe copsas. Ocsen Tosa VFEND ce cRBp3Ba ¢ KOXKHE peakIiH Ha OTOHYBCTRHTEIHOCT, 0COOEHO NpH
OPORBIDKETENHO legeHne. IlpenopsyBa ce nanueHTHTe fa 061aT HHGOPMEpPaHH 10 BpeMe Ha JISUeHUEeTO fa
w30ArBaT U3NAraHe Ha IPsAKa CBHUERA CBETAMHA.

Vnorpeba B neanatpuata: He e ycTanoBeHa 6€301aCHOCTTA 1 €PEKTHBHOCTTA IPH HEAHATPHYHH
MalHEeHTH Ha BH3pacT [0F AR TOMHHH {BiK. CBIIO pasgen 5.1). Voriconazole e mokazaH 3a NemHaTpHHHH
TIAIHEHTH Ha BB3pacT 2 I WiM no-roneyu. YepHonpobuata diyskias Tpsabea ja ce npocnenssa u IpH Aena, 1
TIpH RE3pacthy. [lepopansara GHORANHYHOCT MOXKe fa ObAe OrpamideHa MpH [ISAHATPUYHHE HAlHEHTH Ha
BE3pacT OT 2-<12 roguuy ¢ ManabeopbLiys M MHOTO HHCKO TENIECHO TeTHO 2a Bh3pacTTa. B To3u ciayuqakl ce
IIPENOphYBa HHTPABEHO3HO IPWIOKEHHE Ha voriconazole.

Phenytoin (CYP2C9 cyberpar u momen CYP450 unnykrop): [Ipenopryea ce BHUMATETHO
MOHHTOpHpaHe Ha (eHHTOHHOBUTE HHUBA IPH eAHOBpEeMEHHO NpHioKeHue Ha phenytoin u voriconazole.
EnHOBpEMEHHOTO NIPIIOIKEHUE Ha voriconazole 1 phenytoin Tpsabsa ia ce H306Arsa, 0OCBEH KOFaTO IO3aTa
HaJBHINABA prcka (Bx. paszen 4.5).

Rifabutin (CYP450 usnyxrop): Ilpu ennoBpeMeHHO NpHnoykeHue Ha rifabutin 1 voriconazole ce
TIpenopbYBa BHAMATEHO MOHUTOPHPaHe Ha ITEJIHATA KPhBHA KapTHHA H 32 HevkelIaHH JIeKapCTREHH PeaKITHu
x®M rifabutin (uanp. yeeur). EXHOBpeMeHHOTO IPHIOKeHHe Ha voriconazole u rifabutin 1papa na ce
u3bArBa, OCBEH aKo IoMN3arta He Haf(BHIIaBa pHcKa (BxK. paszfen 4.5).

Methadone (CYP3A4 cy6erpar). Hpu egHOBpeMeHHO IPUAOKEHHE ¢ voriconazole ce IpenopbuBa 4ecTo
MOHMTOpPHpAHE 32 HeXKelIaHH JIeKApCTBeHH peaklHK M TOKCHYHOCT, CRbp3ana ¢ methadone, BrmoadTento
yneioxasane Ha QTc, Thil KaTo CHER eAHOBpEMEHHO MPUIIOKeHRAe Ha voriconazole e Ouno HabmronasaHo
MOBHINIEHHe Ha KOHUeHTpanu#Te Ha methadone. Bs3M0oKHO € [a ce HajIONK HaMANABaHe Ha 103aTa Ha
methadone (Bix. pazgen 4.5).

VFEND rabieTky chOBpKaT TaKTo3a M He TpsOBa fa ce HpHiara IpH NalHeHTH ¢ PSAKM HACHEACTREHH
3a00NABAHMA KATO HEIIOHOCHMOCT KbM IalnaKTo3a, JakraseH fedHIHT Ha Lapp HIM IHOKO30-TalaKTo3Ha
manabeopOLn.

4.5. JlekapcTBeHH H IPYTH B3aAMoieicTBHS

OcBen JaHHUTE, IOCOUSHH OPYTane, IpH 3ApaBy NoOPOBOIIIM OT MBXKH IO c¢a Ouni HpoBeAeHH
MIPOY4BaHKA 32 JIEKAPCTBEHH B3aUMONeHCTBHA, BKIEFGYBAINY MHOTOKPATHO IIPIVICKEHHE A0 [IOCTHraHE Ha
PAEBHOBECHH KOHIISHTPAIHHU ¢ iepopaneH voriconazole B mosuposka 200 mg nea neTH AHeBHO. PesyntaTure
OT TAX CHOTBETCTBAT Ha TE3M IPH JPYTH MOMyAallik M HAYBHH Ha NPHIOKEHHE.

B To3u pa3nen ce pasriexuar eeKTHTe Ha OPYTH NeKapCTBeHH IPOIYKTH BBPXY Voriconazole,
ehexTHTE Ha Voriconazole BepXy ApYTrH eKapcTBeHH IPOMYKTH H JBYIIOCOYHH B3aUMOASHCTR
BsamMmoneiicTBHATa, HPHHAANEKAITH KBM ITBPBUTE JABE IOCOYSHU KATErOPUH, ca B
Pex: HpOTHBONOKAa3aHA, e(PEeKTH, Hajarally KOPUrHpaHe Ha JO3HPOBKATA M BHH
OHONOTHYHO MOBUTOpUpate U edekTH, KOUTO He BOAAT AO 3HauHTe HO (hapmarol i
B3aHMOOelicTRIe, Ho GHxa MoTnH Aa OBJAaT OT KINHUYSH HHTSPEC B TA3H Tepallgit
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VFEND® film-caoted tabets

Edextn na P NeKAPCTBEHH TIPO W BEPXY Voriconazole

Voriconazole ce MeTabonuznpa OT W3oeH3uMETE Ha raToxpoM P450, CYP2C19, CYP2CY u CYP3A4.
VxuOWTOpHTE MM HHAYKTOPHTE Ha Te3H H30€H3HMH MOTaT CHOTBETHO A2 HAMAIMIT WK a YBEIHIaT
Ta3sMeHuTe KOHLIEHTPAlUH Ha voriconazole.

Rifampicin (CYP450 uanykrop): Rifampicin (600 mg Benssx rHeBHO) monmkaBa Cq.y (MAKCHMATHATA
mnasmeHa koHueHTpamat) 1 AUC, (mmomTa moJ KpHBaTa Ha BpeMeTo Ha Iifa3sMeHa KOHIEHTPALKS B
TpaHMIUTe Ha JO30BHA HHTEpPBAN) Ha voriconazole croTBeTHO ¢ 93% i 96%. ERHOBpeMEHHOTO NMpHIIOKEHHE
Ha voriconazole u rifampicin & npoTuBonokasaso (Bx. pazgen 4.3).

Ritonavir (momten CYP450 nnnyxrop; CYP3A4 mmauburop ¥ cyberpar): Ritonavir (400 mg pea neTH
HAHEBHO) € TIOHMKHII CpeHUTe paRHOBECHH Cop H AUC, Ha nepoparnuus voriconazole croTBeTHO ¢ 66% M
82% ripu 3paBy JOOPOBOIIH ¢ H3KIIOUeHHe Ha ¢HH OT TiX, IIpH KoliTo e Guio rabmonasaHo 2.5-kpaTHo
yeemmuenue Ha AUC,. 32 o3u Ha ritonavir, mo-HuckH ot 400 mg, He Moxe a Oblie HalIpaBeHA
excrpanonanys. IIoBTOpHOTO HepopallHo NPHIoKEHHE Ha voriconazole He € I0BeNo 10 CUrHA(pUKAHTEH
edexT BEPXy paBHOBECHHTE Cyy 1 AUC, Ha ritonavir ciie; IpIIOKSHHETO Ha IIOBTOPHA 1032 IIPH 3ApaBH
mobposonmu. EMHOBpeMeHHOTO IIPUITIOKEHHAE Ha voriconazole u ritonavir (400 mg unu mopede ABa METH
JHEBHO) e TIPOTHBOMIOKazaHo (k. paspen 4.3).

Carbamazepine 1 phenobarbital (momrm CYP450 nunykropn): Benpexs, ue He ca H3CISABaHH,
carbamazepine uwiH phenobarbital BepoaTHO IOHMKABAT 3HAYMTEHO [IA3MEHWTE KOHUEHTPALNM Ha
voriconazole.

EnHOBpPEMEHHOTO HpHIOKEHMe Ha voriconazole ¢ carbamazepine Mnu phenobarbital e nporusonokasaHo
(Bx. pasnen 4.3).

Cimetidine (mecneumdnraen CYP450 unxuburop, nopmmnaea pH Ha cromaxa): Cimetidine (400 mg nsa

ITBTH AHERHO) noBumasa Cy,, 1 AUC, Ha voriconazole chorBeTHO ¢ 18% 1 23%. He ce mpenopbuBa
KOpEKLH Ha 103aTa Ha voriconazole.

Raritidine (normuaea pH Ha croMaxa): Ranitidine (150 mg na neTH qHEBHO) HAMa 3HAYNM e(dEKT
BEPXY Cuax H AUC, Ha voriconazole.

Makpomanuu aprrbuorHim: Erythromycin (CYP3A4 uaxuburop; 1 g nBa nETH DHEBHO) H azithromyein
(500 mg Benunx AHeBHO) HAMAT 3HAUHM edexT Bupxy Cra 1 AUC, na voriconazole.

Edexrn va voriconazole BEpXY IpYIH NeKapcTBEHH MPOAVETH

Voriconazole urxutupa feficTereTo Ha H30eH3uMuTE Ha HuroxpoM P450, CYP2C19, CYP2C9 u
CYP3A4. CnepoBaTenHo, voriconazole Mojke MOTEHIWANHO [ia IOBHITH [UTA3MEeHHTe HUBA HA BEINECTBaTa,
meTabonmsupay ce oT Tesu CYP450 HzoeH3HMU.

Terfenadine, astemizole, cisapride, primozide u quinidine (CYP3A4 cyberparu): Benpexu ue He €

U3CIEABAHO, SIHOBPEMEHHOTO NPHNOKEHHe Ha voriconazole u terfenadine, astemizole, cisapride, primozide
unH quinidine e MPOTHBOIOKA3aHO, THH K&TO [TOBUINGHHUTE IIA3MEBH KOHUEHTPALHM Ha Te3H JIEKapCTBEHH
IIPOAYKTH MOTAT A2 BOBEAaT N0 yabokapatie Ha QTc 1 B pe/iki Cilyyan HacThIIBaHe Ha forsades de pointes
{Bix. pazzen 4.3).

Sirolimus (CYP3A4 cyGerpar): Voriconazole nopumasa Cp,, H AUC, Ha sirolimus (2 mg eqHoxparHa
I1033) CHOTBETHO ¢ 556% u 1014%. EOHORpeMEHHOTO TIpHIOKEHHE Ha voriconazole | sirolimus e
TIPOTHBOHOKa3aHo (BK. pasgel 4.3).

paznpen 4.3).
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Cyclosporin (CYP3A4 cyberpar): Ilpu crabmmau pelMnreHTH Ha GEOpedeH TPAaHCIIaHTaT voriconazole
nioBHIaBa Cpyy H AUC; Ha cyclosporine croTBeTHO ¢ MEHAMYM 13% 1 70%. Hpu 3anodsaHe Ha
voriconazole npu DaUHMeHTH, KOHTO Bede [TONyFaBaT cyclosporine, ce npenophyBa qozaTa Ha cyclosporine Aa
OBIe HAMAaTleHa HallONOBHHA, 4 HUBaTa Ha cyclosporine Tpsa6Ba fa OBAAT BHAMATENHO MOHHTODHPAHH.
ToBurnieHwTe HiuBa Ha cyclosporine ca cBEp3aHH ¢ HeQPOTOKCHIHOCT. IIpH CliHpaHe Ha JTEIEHHETO ¢
voriconazole HuBarta Ha cyclosporine Tpsibea na OprarT BHUMATEIIHO MOHHTOPHPAHH H IPU HyXKAa Jo3aTa
TpsOBa na O%Oe IIOBHHICHA.

Methadone (CYP3A4 cy6erpar): Tips nuna, nomy4asany nogmsp:xaina xo3a methadone (32-100 mg
BEIHEBK JHEBHO), KOMOHHMPAHOTO NPHIIOKEHHE Ha ITepopanieH voriconazole (400 mg xBa METH AHEBHO 3a 1
IeH, cnen Topa 200 mg ABa METH AHEBHO 3a YeTHPH JHK) HoBHINara Cp,, 1 AUC, Ha GapMaKoJIOrH4HO
axrusHug R-methadone crotBerHO © 31% 1 47%, noxato Chy B AUC; Ha S-eHaHTHOMepa HapacTBa
ApHOIH3UTENHO CBC ¢hOTBETHO 65% 1 103%. [Inasmenure xoHIeHTpalMH Ha voriconazole 110 BpeMe Ha
e/THOBpEMeHHO ITpiiioxkeHKe ¢ methadone ca Gy cpaBHMME ¢ HHBaTa Ha voriconazole (oGobmeny
CBLUISCTBYBAIIH JaHHEH) IIPH 37paBH A0OpoBOMM 63 JpyTro CHIIBTCTRALD evere. 110 BpeMe Ha
KOMOHHHPaHO HPWIOKEHHE C& IIPENOPBHYBa HECTO MOBHTOPHpAHe 3a HexKeNIaHH IeKapeTBeHH peaklMH 1
TOKCHYHOCT, CBLP3aHU C TIOBUIIEHH TUa3MeHH KOHLEHTpauy Ha methadone, BIIFOYHTENHO YRBIDKAaBAHE Ha
QT. Moxe ma e HeoDXORMMO HOHImIKeHHe Ha fo3aTa Ha methadone.

Tacrolimus (CYP3A4 cyberpar). Voriconazole nosumasa Cy,,, # AUC, (mmotrra moj KpHBaTa Ha
BPEMETO Ha 11ia3MeHa KOHUEHTPAlHi DO MOCISAHOTO KOTHYECTBEHO HOTOBHMO H3MepBaHe) Ha tacrolimus
(0.1 mg/kg enuumyHa 103a) CEOTBETHO ¢bC 117% u 221%. Ilpu sanoysane Ha voriconazole NpH NalMeHTH,
KOHTO Beue MOJTy4apaT tacrolimus, ce TpenopryBa Zo3aTta Ha tacrolimus ga 6b4e HamaneHa I0 efHa TpeTa OT
M3XOAHAaTa [103a, 8 HUBOTO Ha tacrolimus ja 6bae BHMMaTenHo MoRuTOpUpaHo. IloBuNreHUTe HHBA Ha
tacrolimus ca cenp3anu ¢ HedpoTokcHaHOCT. IIpH NpexpaTsBaHe Ha NEWHUETO ¢ voriconazole HuBara Ha
tacrolimus Tpa6Ba Aa 6T BHUMATEIHO MOHHTOPHPAHH, 2 Ao3aTa a Ob/e NOBHINEHA CIIOPEA HYKANTE.

TTepopaney aHTHKOATYIAHTH:
Warfarin (CYP2C9 cyberpar): EqHOBpeMEHHOTO NpIIIOkKEHHe Ha voriconazole (300 mg ABa NBTH

nuesHo) u warfarin (30 mg enHOKpaTHa 103a) TOBHIZARE MAKCHMAITHOTO IMpOTPoMOHHOBO Bpeme ¢ 93%.
TIpy enHOBpeMeHHO NPHIOXKEHUe Ha warfarin i voriconazole ce penopruBa 4ecTo MOBHTOPHpAHe Ha
NpOTPOMOHHOBOTO BpEME.

JTTpyry TiepopalHi AHTHKOArynaHTH, Hanp. phenprocoumon, acenocoumarol (CYP2C9, CYP3A4
cyGeTpari): Beapekn ue He e M3cleABano, voriconazole Moxke /ia ITORHINH IHIa3MeHNTe KOHIEHTPalMK Ha
KyMapHHHTE H CIICAOBATEIHO Ja NPEefH3BKK [IOBHINABAHE Ha HPOTPOMOHHOBOTO BpeMe. AKO NAITHEHTH,
TIOITyYABANIH KyMAPHHOBH IEKapCTBa, Ce JIeKyBaT eAHOBPEMEHHO ¢ voriconazole mpoTpoMOMHOBOTO BpeMe
TpsAOBa 3anBIDKATENHO Ja Oblie MOHUTOPHUPAHO Ha Y€CTH HHTEPBANH, 2 IO3HPOBKATa Ha aHTHKOATYIAHTHTE —
CHOTBETHO CEOOpaseHa.

Cynbanunypeiina rpyna (CYP2C9 cyberpat): Berpeks ue e e u3cnensaso, voriconazole Moxe 1a
TIOBHINH INasMeHHTe HIBA Ha cyndoHMTypeiHHTe NekapeTsa (Hanp. tolbutamide, glipizide u glyburide) u
CHeNOBaTeNHO Ja NPHYHEY Xunorirkemus. Ilpenopsusa ce BHUMATEIHO MOHHTOpHpAHE Ha KphBHATA 3aXap
IIPY SHHOBPEMEHHO TIPHITOKEHHE.

Cratunu (CYP3A4 cy6eTpath): BEOpeKkH de He € M3CIeABAHO KIMHHYHO, HMa JOKA3aTeliCTBa, Ye
voriconazole uuxubtupa Merabonusma Ha lovastatin in vitro (9oBelnKH YepHOAPOOHM MHKPOBOMH)
CrieioBaTeNHo, CHIUECTBYBA BEPOATHOCT Voriconazole fa MOBUINH IITa3MeHHUTE :
merabomasupat oT CYP3A4. Ilpu KOMOHHKPAHO IPHIOKEHHE CE NPENOpbhYBa [
cratuna. [JoBHIeHHTe CTATHHOBH HHBA CE CBBP3BAT ¢ pabaoMuomu3a.
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Bemzommazerniny (CYP3A4 cyGerpaTth): BRIlpekd de He ¢ KIIHMHUYHO H3CHEABAHO, HMa AOKA3aTENCTEa,
je voriconazole HExmGupa MeTabonusma Ha midazolam in vitro (YOBEIIKH YSPHOAPOOHY MHKPO3IOME).
CrienoBaTeiiHO, CHIIECTBYRa BEPOSTHOCT voriconazole fa MOBHINY ITa3MEHHTE HHBA HA GeH30MHa3eTIHHATE,
KoHTO ce MeTabomusupar or CYP3A4 (midazolam u triazolam), ¥ 1a oBene B0 YABIDKSH CeAATHBEH e(hexT.
{IpenopruBa ce pH KOMOHHEPAHO NPHIMKEHHE Aa ce KopUripa 0eH30A1azeIMHOBATa 034,

Buska-ankanowmu (CYP3A4 cyberpatr): Boiupekw ue we e uacneBaHo, voriconazole Moxke ga IOBKIUE
IIa3MeHHTe HHBA Ha BHHKa-aNKanoumuTe (Hamp. vincristine i vinblastine) 1 ga nosese mo
HEBPOTOKCHYHOCT.

Prednisolone (CYP3A4 cyGetpart): Voriconazole nopumara Cp,, ¥ AUC, na prednisolone (60 mg
€AHOKpaTHa [03a) choTBeTHO ¢ 11% 1 34%. He ce npenopbysa KOpeKIds Ha A03aTa.

Digoxin (P-rimrskonporens Megurpay Tpatenopt): Voriconazole He e Iokasan CHIHUGHKAHTEH edeKT
BBPXY Cuax B AUC, Ha digoxin (0.25 mg BenHBX JHEBHO).

Murodenonora xucenuna (cyberpar Ha UDP-rokypoHun TpaHcdepasara). Voriconazole He € mokasan
edexT BEpXY Crax 1 AUC, Ha MukodeHONOBaTa KucenuHa (1 g eNHOKpaTHa 103a).

[ByTI0cOYHY B3auMOneHCTRHAS
Phenytoin (CYP2C9 cy6erpar 1 momen CYP450 unnykrop): EnHoBpeMensara yrorpeba Ha

voriconazole u phenytoin TpsaGea aa Gexe H3bAreana, OCBEH KOraTo II0J13aTa € NO-TOMAMa OT pHCKa.

Phenytoin (300 mg sequex nHeBHO) NOHWKABA Cra i AUC, Ha Voriconazole crotReTHO ¢ 49% 1 69%.
Voriconazole (400 mg npa meTH JHEBHO, BIbkTe pasgen 4.2) mopumasa Crpa B AUC, Ha phenytoin (300 mg
BERHEIK JIHEBHO) CHOTBETHO ¢ 67% 1 81%. IIpenoppusa ce BHUMATENHO MOHMTOPHpAHE Ha IINa3MEHHTE
HEEBa Ha phenytoin, korato phenytoin ce nprnara efHOBpEMEHHO ¢ voriconazole.

Phenytoin Moxe na Opae koMOHHHpaH ¢ voriconazole npy ycnoBHe, ue HOAZBPKaNATA 1034
voriconazole ce mopuImy Ha 5 mg/kg HETpaBeHO3HO ABa NBTH AHeBHO Hiu oT 200 mg Ha 400 mg nepopanso
nBa oeTH gaesHo (100 5o 200 mg nepopanso Asa WeTH AHEBHO NMPH NAUMEHTH ¢ TenecHo Terno nox 40 kg),
BX. pasfgen 4.2.

Rifabutin (CYP450 unmyxrop): Ensospemennata ynotpeba Ha voriconazole i rifabutin Tpsbea na 6sae
u30srBaHa, OCBEH aKo NojI3ara He HaasHMiIana pucka. Rifabutin (300 mg sennex AHeBHO) noHmMKaBa Cpy,y M
AUC, na voriconazole B goza 200 mg ABa MbTH KHEBHO CROTRETHO ¢ 69% u 78%. Ilo Bpeme Ha
eIHOBpPEMEHHOTO npuimkerue ¢ rifabutin Cp,y, 1 AUC, Ha voriconazole B 7032 350 mg aBa muTH JHEBHO ca
Guu cpoTBETHO 96% ¥ 68% OT HUBaTAa NP CaMOCTOATENHO IpANoxKeHHe B 5032 200 mg fa MbTH AHEBHO.
TIpu fo3a Ha voriconazole 400 mg aa neTH BHEBHO Cpa 1 AUC, ca 611H cBoTRETHO Che 104% 1 87% no-
BHCOKH, OTKOJIKOTO IIPH CaMOCTOATENHO TIPHIOKeHHe Ha voriconazole B ro3a 200 mg Ba nBTH AHEBHO.
Voriconazole B goza 400 mg qBa 6T NHEBHO € NOBMMNI Cp, i AUC, Ha rifabutin croTBeTHO 0BC 195% H
331%.

AKXO eJHOBPEMEHHOTO NpHIMKeHHe Ha rifabutin 1 voriconazole e onpapaaHo, TO TOrapa MOANEPXKAILATE
1032 Ha voriconazole Moke fa Gple nosumena o S mg/kg HHTPaBeHOZHO ABa NEBTH AHERHO WK oT 200 Ha
350 mg nepopanto asa weTH AHeBHO (100 xo 200 mg nepopanHo Opa METH JHEBHO NPH IAUHEHTH ¢ TEIECHO
terito nog 40 kg) (sx. pasnen 4.2). IIpu enHOBpeMeHHO npiutoxetine Ha rifabutin i voriconazole ce
OpeliopBYRa BHHMATETHO MOBWTOPHPAHE Ha IThIIHATA KPBBHA KAPTHHA M 33 HEKENIAHH IeKapCTBEHH PeaKIHH
keM rifabutin (Hanp. yeenT).
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HaMalIBaHE HaONOBHHA Ha 103aTa Ha omeprazole. MeTaGonMu3MET Ha ApYTH HHXHOMTOPH Ha HPOTORHATA
romna, kouTo ca CYP2C19 cyGerpaty, cpino Moske qa 6pae HEXUOKpaH OT voriconazole.

Indinavir (CYP3 A4 nmxuburop u cyoerpar): Indinavir (800 mg Tpy nmbTH AHEBHO) HAMA
curHuduxanTel edext BBPXY Cnax, Cmin ¥ AUC; Ha voriconazole.
Voriconazole uama curaudukasTes edekt BpXY Cpax ¥ AUC, Ha indinavir (800 mg Tpy ITETH AHEBHO).

Efavirenz (eHyrieosuner uaxuburop Ha o6partHara TpackpunTasa (CYP450 mamyxrop; CYP3A4
MHXUGHTOP ¥ cyOcTpar): B paBHOBecHHU KoHUEHTparuy efavirenz (400 mg riepopanto BEAHEX JHEBHO) €
TIOHIDKET CpefHuTe pasHoBecHH Cra 1 AUC, Ha voriconazole crotseTHO ¢ 61% M 77% npu 3apaBu
no6poposiy. B ceimoto mpoytuBase voriconazole B paBHOBECHH KOHIEHTPAIHN [IPH 3ApaBH AOOPOBOMIIH €
TIOBHUIMIT CpefuuTe paBHOBeCHH Cry B AUC, Ha efavirenz croteerHo ¢ 38% 1 44%. EqHOBpEMEHHOTO
PHIOKEeHEe Ha voriconazole u efavirenz ¢ npotusomokaszaso sk pasgen 4.3).

Jpyre srxubutopn Ha HIV- nporeaszara (CYP3 A4 nnxubutopu): In vifro Ipoyvsanus [IPEATIOIArar, 4e
voriconazole Moxe 61 HEXHOHpa MeTaGonuaMa Ha uExubuTOopH Ha HIV-npoteasara (Harnp. saquinavir,
amprenavir # nelfinavir). In vifro npoy4JsaHKs MoKa3BaT ChINO, Ye MeTab0IM3MET Ha voriconazole Moxke fa
OBIe HHXuOHpay oT uaxubHTopy Ha HIV-nipoteasara. Pesynrarure or koMOHHHpaHeTo Ha voriconazole ¢
npyru uaxuburopy Ha HIV-npoteasata, o6ade, He MOTAT Na OBAaT Npe/BHACHM [IPH YOBEKA CaMO ¢ i Vilro
npoyuBamms. IlanHeHTHTe TpaOBa Aa GBIaT BHUMATENHO MOHHTOPHPAHH 32 HACTEIIBAHE HA JIEKAPCTBEHA
TOKCHYHOCT W/HIIK 3ary62 Ha edekT [0 BpeMe Ha KoMOHHHpPaHO IpUImKeHHe Ha voriconazole u
uHxubuTOopH Ha HIV-riporeasara.

HeayxneozunHy AHXHOUTOPH Ha 0OpaTHaTa Tpasckpuntaza (NNRTTD (CYP3A4 cyGerpars,

uuxubaropr wnu CYP450 unmyxropw): In vitro IpoyiBaHHA TOKA3BaT, Ye MeTabOIH3MBT Ha vOriconazole
Modke fa 6bHae uaxubupan ot delavirdine. Beipexs ge He e wacaenBaH, MeTaboIM3MBT Ha voriconazole
Moke fa GpAe MHAYIHpPaH OT nevirapine. Emuo in vivo npoy4saHe e HOKazano, 4e voriconazole maxubupa
MeTabomsama Ha efavirenz. Voriconazole Moske ¢pIno Fa HHXHOMpa Metabonmsma Ha NNRTI, oceer To3H Ha
efavirenz. ITanpeHTHATe TpaOBa Aa OBAAT BHEMATEITHO MOHHTOPHPAHH 32 BCAKO HACTHIBAHE Ha IEKAPCTBEHA
TOKCHYHOCT W/HJIM JIMIICA Ha eekT 1o BpeMe Ha eIHOBPEMEHHO TIpUIIOXKeHKe Ha voriconazole 1 NNRTIL
EanoBpeMeHHOTO HPHIIOKEHYe Ha voriconazole i efavirenz e npoTHeonoxasano (Bx. pasgen 4.3).

Voriconazole Tpatpa fa 65¢e Hpuitarat ¢ OBHINEHO BHMMAHKE IPH TALHEHTH ChC CHIETCTBAIIO
TIEYeHHe, 3a KOeTo ce 3Hae, ye yabinkaea QT muTepBama. KoraTto ¢HILECTBYBA ¥ OTEHIMAIHR BBE3MOKHOCT
voriconazole /ja DOBMINY IIIa3MEHMTE HIBA HA BelnecTRa, Metabomusupany ce oT CYP3A4 p3oeHzuMH
(wsxou auTHXMCTaMuHY, quinidine, cisapride, primozide) enHOBpeMEHHOTO NPHIOKEHHE €
[POTHBOIIOKA3aHO (BXK. pasgern 4.3).

4.6. DBpeMeRHOCT H KhpMeHe

Bpemennoct
Jlunesa agexsaTHa uHGopMatyis 3a yrnorpebata Ha VFEND npu GpeMeHEHM XKEHH.

TlpoyuBansis IpH KMBOTHH C2 IIOKa3asii PelpogyKTHBHA TOKCHYHOCT (BK. pasgen 5.3). [loTeHumantusT
PHCK IIPH JOBEKa € HEM3BECTEH.

VFEND =e Tps6Ba fa 6ba¢ mpwiarad npy GpeMeHH0CT, OCBEH aKo II0M3aTa IIPY MaikaTa OTIETIHBO
HA[BHINABA IIOTEHLMANHHA PHCK 3a ILIOJA.

JKeHy B TeTEpONHA BH3IPACT
JKenH B feTepOAHA BB3PACT TPAOBA BHHATH /1A H3MOA3BAT e(hEKTHBHA KOHTpALIeI]

JICYCHHETO.

Kepmene
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Exckpenuara Ha voriconazole B MaifumHOTO MAAKO He € H3cnenBada. Kepmerero tpabsa fa 6nze
IpexpaTeHo NpH 3alfo4uBaHe Ha legeHneTo ¢ VFEND.

4.7. Bnasiage BhpXy cnocoGHocTTa 3a Modupane A padoTa ¢ MAIMHR

Voriconazole Moxe A2 NPHYHHA MPEX0JHH 1 00paTHMH HPOMEHH B 3pEHHETO, BRIIOUUTETHO 3aMBIISHO
BIDKIAHE, TPOMEHEHN/3aCITeHE 3PHTENHY BE3NpHATHS WHanu poTodobua. HokaTo uMaT TaKHRa
OILIAKBALHS, NArHeHTHTe TpAOBa Aa U30ATBAT HOTEHUMAITHO PHCKOBH 3824, KaTo ModupaHe WM paboTa ¢
MALHEH.

4.8. HexenaHd JeKAPCTBEHH peaxiuy

IMpodunsT Ha He30macHOCT Ha voriconazole ce OcCHOBaBa Ha MHTerpHpaHa 0a3a JaHHH 3a Oe30HacHoCTTa
upu nosede ot 2000 muna (1655 manueHTH B TepaneBTHYHY NPOyyBakis). Te IpeCcTaB/IBaT XeTEPOTeHHA
TIOTTYJIAHEA, BKIIOUMTENHO HALHEHTH C MATHrHEHH XeMaToNOTHYHH 3a0omnspanust, nabextupany ¢ HIV
namueHTy ¢ e3odareana KaHAH032 HITH pe(pakTepHH MUKOTHYHY WH(EKIIH, He-HeyTPONIEHHYIHH
TALHEHTH C KaHIHIeMHs WK aclepriviosa 1 3apaeu fobpoeoniy. [leTcroThH MecTaECeT H e4HH HaleHTH
ca O fleKyBaHHK ¢ Voriconazole B IpogRIDKeHNE Ha oBede oT 12 ceqMuuy, a 136 oT Tax ca HOAyYaBany
voriconazole Haz 6 Mecelia.

B criempaniata Tabnunga, KaTo ce uMa MpelBH/ Ye MHOSHHCTBOTO OT MPOY4BAHMATA ¢4 HMAJIH OTKPUT
XapakTep, ¢a BIIIOYSHH CIIOpe] 3aceTHATHTe OPTaHHM CHCTEMH M 4ectoTarta cH (MHOTo uecTH >1/10, yecTn
>1/100 1 <1/10, ne yectn >1/1000 1 <1/100, pegxu <1/1000) BEHUKK Kay3aHH HeXeTAHH JJEKapCTBEHH
peaxipu. Hafi-uecto cro0iaBaHuTe HeXeTaHY JICKApCTBEHH peaKinii ca OHTHM 3pHTEMHH CMYIIEHNH,
(beGpunuteT, 0OpUB, MOBPHIIaHe, rafieHe, AHapys, raasodonue, nepudeper oTox H HONMKM B KOpeMa.
TexecTTa Ha HeskellaHUTE JIEKapCTREHH peakiiny € Onla KaTo LANO jleKa 0 yMepeHa. [Ipy anamisa Ha
[apHmTe 32 6e30IaCHOCT He ¢a YCTAHOBEHH KIMHHIHO CHIHH(MKAHTHE Pa3IHMKH IO BB3PACT, Paca MK MoNl.

HexenaHn jleKapcTBeHA PeaKyud NPH AN, DoIyIaBamy voriconazole

Oprages cHCTEME | Hexxelrann lexapersesn peaknnn

QprapEsMeT KaT0 HILI0

Muzuoro uecTH Oebpuurer, rnasobonue, 60aKH B
Kopema

Yecru CryneHd TpBIKYA, acTeHns, Donku B Iepda,

rpeaHa GONKa, peakiuH/Bh3NaNeHHe B
MSCTOTO Ha UIDKEKTHpaHe, OTOK Ha HHIIETO,
TpUIONIofo0eH CHHAPOM

He gectn AnepruvHa peakis, aHahHIaKTOUAHA
peaKuys, aHTHOeNeM, IEPHTOHUT

CLp,nequcuxona CHCTEMA

Yecrn Xunoronus, Tpombohaedur, dnedur

He wectn IpencepaHa aprTMius, OpaguKapaus, CHHKOIIL,
TaxXHKapAUsE, KaMepHa apUTMiA, KaMepHO
MEXJIeHe, HafKaMepHa TaxHKapaus,
yoemxasage Ha QT unrepsana

Pemxu IInaen AV 6ok, beapen 6ok, HojaIHa
apHTMHA, KaMepHa Taxuxapsaus, torsade de
pointes

XpasocMHAIATEIHA CHCTEMA

Mroro yecTH Tapese, NOBpPHLIAHe, TUAPHA

Yectn TIopmmenne Ha QYHKIHOHATHHTE
yepHOHPoOHY NPoGH (BISTFOUHTENH
ALAT, anxanna docdarasa, GGT

OUITHpYOUH), XEITEHHIR, XeHIHT,
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XOJECTAaTHIHA XBJITCHHIA, TaCTPOCHTEPHT

He gectn XONeIMCTHT, XQIeNHTHAZa, KOHCTHITALEL,
AVORCHWT, JUCTISTICH, YReIHIeHe Ha YSPHUA
Apo6, THHTHBWT, TIIOCHT, XEATHT,
4epHOAPOOHA HeNOCTATHYHOCT, TIAHKPeaTHT,
elleM Ha e3uKa

Penxu TcenpoMemMOpanosel KOJHT, XENaTLIHA KOMa

EBrgoxpAsHHEA cCHCTEMA

He uectu | AnpeHOKOpTHKATHA HEROCTATHIHOCT

Kpws 8 xgmdaa cacrema

Yectu TpomboimToneHss, anemMus {BKIIOYHTENHO
MAaKpOLMTH2, MAKPOIIHTHA, HOPMOLIHTHA,
MeranobnacTHa, atUlacTHYHA), JISBKOIICHHS,
TAHOUTONCHHS, TYPIypa

He =wectu Mumdbaneronartis, arpaHyI0LHTO3a,
€03HHO(MANA, THCEMHHUPaHa BETPEChA0Ba
KOarynanus, KOCTHO-MO3BUHA CYpecHs

Perxu JvdaprET

Meradoan3sM H XpaHeHe

Muoro yecTH

Tlepudepus otoum

YectH XHUIIOKaTHeMs, TOBHILCH KPEaTHHUH,
XHIIOTTTHKEMHA

He yecrn TTormmena ypes, anbyMuHEypHS,
XHITEPXONECTEPONIEMHES

Pegxu XHiIepTHPEOHIHZEM, XHIIOTHPEOHON3BM

CKejieTHO-MYCKYJIHA CHCTeMa

He gectn | Aprpur

Hepena

YectH BueHe Ha CBAT, XaMIOLUHHAUNYH, 0OBPKAHOCT,
Jelpechs, TPEBOKHOCT, TPEMOp, BE30Y A,
HApecTe3UH

He vectu ATaKcust, MO3BYEH OTOK, JHILTOITHA,
XHIIECTE3HA, HHCTAIBM, BEPTHIO

Penxu Cunppom Ha Guillain-Barre, oxyno-rupycHa

KpH3a, XUIICPTOHIA, CKCTRpalTupaMuiIcH
cHHOpOM, DezcrHME, eHledaronaThs,
CHBHIMBOCT TI0 BpeMe Ha HH(Y3HATa

Juxarenga cacTeMa

YectH

PecrpaTopeH AHCTpec-CHHAPOM, OenogpodeH
OTOK, CHHYUT

Koxxa n mpugaTeIH

Mroro 4ecTH

O6pus

YectH

IpypyTyc, MAKYJIOTIAMYIO36HO3EH OOPHB,
KOJKHE PEAKIHHK Ha (POTOUYBCTBUTENHOCT,
ajjonenys, exconuaTusel ZepMaTHT

He yectss

JoxaszaHa rexapcTBeHa epyIIii, eK3eMa,
TICOpHMasHc, CMHApOM Ha Stevens-Johnson,
YDTHKAPHA

Penxu

JHCKOHEEH DyIyC EPUTEMATOZYC, SPHTEMA

Cueuﬂaﬂmnpaﬂu CETHBEHH OPraHH

VRS

Muoro yecTH

MySITHdOPME, TOKCHYHA eNHACpMAaNHa
HeKpoJi3a /_\ R MEHLH
Pl

| 3puTennu Hapymenns (BEmouH AR




KPATKA XAPAKTEPHCTIWKA HA TTPOIYKTA
VFEND® film-caoted tabets

MIPOMEHEHH/3aCHIICHH 3PHTEITHH BB3IIPHATHS,
Hamanenue Ha ERG ammnuryaata, 3aMbIIIeHO
BIDKZI2HE, IIpOMEHH B UBETHOTO 3pEHME,
dotodoba

He yectr Becaput, HeBpHT Ha N. opticus, NamHIOEEM,
CKIIEPHT, IPOMEHEHH BKYCOBH BB3IIPHATHS

Penxu KprBOR3NMB Ha peTHHATA, HOMBTHIBAHE Ha
POroBHUATA, aTpodus Ha n. opticus,
XHIIaKY3HC, THHHETYC

YporeaarajgHa CHCTEMA

YectH QOctpa 6p0petnH2 HEROCTATEUYHOCT, XEMATYPHA

He sectu Hedpur

Penxe Bropeuna Tybynapua Hekposa

SpHTenHY HapyITeHHs

3puTenHUTe HAPYIIEHUA, CBBP3aHHU ¢ JedeHue ¢ voriconazole ca 6wy MHOrO 9ecTH. B KpaTKOCpOYHE,
KAKTO ¥ JLATOCPOUHH, KITHHIIHK IpoyuBanua npubmmsurento 30% oT nrnaTa ca oMy iy
TIpOMEHEHI/3aCHISHN 3PUTSAHN BE3NIPUATHS, 3aMBITICHO BIDKaHe, HPOMEHM B UBETHOTO BEDKAZHE HIIH
doTodobus. 3puTenuHTe HapyIIeH!s ca IPeXOAHK H HaIIBJIHO 00paTHMH, KATO MHO3HHCTBOTO OT TAX
IIPEMUHABAT CIIONTAHHO B paMKUTe Ha 60 MUHYTH M He ca Ounu BabmonapaHy KIMHHIHO 3HAUHMHE
IeIroTpaiinu 3putentn edexty. HMa nanHN 3a oTcnabBaHe Ha TesH edekTH pH IOBTOPHH A03M
voriconazole. 3pHTENIHOTO HapyIleHEHe 10 TIPHHITMIIL € JIEKO, PAAKO BOOH A0 NPEKPATABAHE HA JISUSHHETO H
He € CREP3aHO C NBIroTpaiiHu NOCHeACTBHA. 3pUTeHNUTe HapYIIEHHI BEPOATHO Ca CBEP3aHY C HO-BHCOKH
TUTA3MEHH KOHLEHTPAIMH H/HTH HO3H.

MexasusMET Ha JIeHiCTBHe e HeM3BECTeH, BRIPEKH Ye MIACTOTO Ha AeHiCTBHETO & Hal-BEepPOATHO B
peTHHaTa. B npoytisaHe npH 30paBH AOOPOBOMNLM H3CASABALIO BIHAHHETO Ha Voriconazole BpXy
byHxuMaTa Ha peTHHATa Voriconazole e NpeJu3BHKAT HaMajleHye Ha aMIUTHTYaTa HAa PETHHOTpaMaTa
(ERG). ERG m3mMepBa ejleKTpHYSCKHUTE TOKOBE B peTuHata. ERG IpoMeHHTe He ¢a HpOrpecHpaiii B paMKHTe
Ha 29-AHEBHOTO NleyeH#e ¥ ca O1E HanblnHO 0OpaTHMH Chel CIlMpaHe Ha voriconazole.

epMATONOTHYHY DEeAKHMH
JepMaTosorHIHUTe PeakiHH ca OHIH YecTH IPH TANKEHTH, TeKyBaHH ¢ voriconazole B KAMHHYHH
IPOYUBAHMA, HO TE3U TIAITHEHTH Ca HMAaJlM CEPHO3HM IOUIeKALTH 3a00IABAHMA H C2 NOIYYaBall MHOKECTEO
CHIIETCTBAINY JleKapcTha. MHOSHHCTROTO OT OOpHBHTE ca DMK JNEKH IO YMEpeHH I10 TexkecT. [lauuenTrre
PSMIKO Ca PA3BHBAIH CEPHO3HH KOXKHH PeaKkUyH, BKIIOUATENHO cuHApoM Ha Stevens-Johnson, TOKCHYHA
eMHepMaNHa HEKPOIH3a H epHTeMa MyATH(GOpME 110 BpeMe Ha JeueHHe ¢ VFEND.

AKO TNauyeHTsT pasere 00puB, Toit Tpabea fa Obie YecTo MoBMTOpHpaH 1 VFEND na 6pa¢ crps, ako
nesuwre riporpecHpar. Crobimasa ce 3a peakiiy Ha QOTOMYBCTBHTENHOCT, 0COOEHO NPH ABATOTPaiHO
neuenue (B3, CHIO pasner 4.4).

YepronpoOHH OHAIIHH IIpobu

O6mata yecToTa Ha KIHHIFYHO 3HAYHMHITE OTKIIOHESHN B TP2HCAMHHA3HTE B IPOrPaMara 3a KITHHHYHO
npoyusase Ha voriconazole e 13.4% (200/1493) or nunaTa, nexypanu ¢ voriconazole. OTKIOHEHHATA B
yepHOAPOOHITe QYHKIMOHANHY HPoOH ca NpeTHPILIN 00 paTHO Pa3BHTHE KAKTO HITH II0 BpeMe Ha
neyenuero Ge3 KOPEKUMA Ha No3aTa, Taka ¥ clef crobpa3sBaHe Ha f03aTa, BRIIOYHTEIHO M CIIKpaHe Ha
NEYESHHETO.

Voriconazole ce cBBp3Ba He 9eCTO CHC CIy4aH Ha CepHosHa YepHOIpPoOHa TOKCHYHOCT IPH NalHeHTH ¢
JOPYTH CePHO3HH ITOMIeKAIM CECTOSHHA. ToBa BRIIOYBA CIydaH Ha KBATEHHNA H PIKH CIIyYad Ha XemaTUT
H UepHOOpPOBHA HeNOCTATHYHOCT, BOAEINA A0 cMBPT (Bik. pasaed 4.4).

TlpunoxeHue B IefHATPHATA
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KPATKA XAPAXKTEPHCTHKA EA ITPOOVKTA
VFEND® film-caoted tabets

BesomacHocTTa Ha voriconazole e uzcneaBana npy 245 Aera Ha BE3pact oF 2 10 < 12 rofuHH, KOHTO ca
JIeKyBaHH ¢ voriconazole npH dhapMakoxMHETHYHE DpoydysaHus (87 HeuaTpyUyHy ralluenTa) 1 1o
fnaroTropuTeNEH nporpami (158 nexuarprdsy nanuenTa). IIpodHnET Ha HexkenaHuTe cpOUTHA npy 245
TieAMATpHYIHY TIalHeHTa © OWI CXO/IeH, ¢ TO3H IIPH BB3PAcTHH.

4.9. Ypegozmpane

B KIMHAYHA TPOYUBAHHS € HMATO 3 cIyyast Ha ciiy4aiHo ipefo3npane. BeHKiTe ca HaCTHIMIE HPH
TIEAMATPHYHY HAlHEeHTH, KOUTO Ca NOTYYHWIH A0 TeT IIHTH M0-TojiIMa OT NIPelophyBaHaTa MHTPABEHO3H
Zo3a voriconazole. Crobmasa ce 3a efHHITMEH coy4ai Ha GoTodobus ¢ NPOXBIDKUTENHOCT 10 MUHYTH.

He e u3BecTHO Aa HMd aHTHIOOT Ha VOr. iconazole.

KnwpsHerT Ha voriconazole npu xemoauaiinza ¢ 121 ml/min. B ciydaii Ha pemoskpane XeMONHANH3aTa
MOXKE JJa [IOMOTHE 32 QTCTPaHsBaHe Ha voriconazole or OpraHnvsMa.

5. @APMAKOJNOTHYHW JAHHWA
5.1. PapMakoJHHAMHIHH CBOHCTBA

PapmaroTepanerTHuna rpyna: ATC xoa: JOZA CO03 '
AHTHMUKOTHYHH areHTH 3a CHCTeMHO IIpUNoxkeEHe — Tpra3osoBH NpoH3BOAHK

Mexauuzem Ha JeBcTBHe

In vitro voriconazole npoABABA INHPOKOCHEKThPHA aHTHMHKOTHYHA AXTHBHOCT ¢ aHTHMHKOTHYEH e(eKT
cpewry Candida spp. (Bxmouarenso fluconazole-pezucrentru C. krusei u pesucrenTH mamose C. glabrata
u C. albicans) 1 yHruIMAHA AKTHBHOCT Cpelly BCHUKH TECTYBaHH Buaose Aspergillus. JIONBIHHTERHO
voriconazole niokasBa in vitro QyHIMIMOHA aKTHBHOCT Cpellly H30IHPallH C& MHKOTHYHH NaToreHy,
BKJIFOHTENHO ¥ Te3U KaTo Scedosporium Wik Fusarium, KOUTO KMAT OIPaHHYEHa TyBCTBHTEMHOCT KbM
CBINECTBYBALUMTE aHTUMHKOTHYHE JTeKkapeTBa. HaunueT My Ha qelicTBre € HEXMOHpaHe Ha MMKOTHYHOTO
iroxpom P450-Meaunpano 14¢-cTepon NeMeTHITHpare, OCHOBHO CTBHAI0 B 6MOCHHTE3aTa Ha procTepolt.

B mpOyYBaHHA NpH SKHBOTHH CHILECTBYBa KOpEJIALMI MEX/TY CTOHHOCTHTE HA MHHMMATHATA
HMEXHOUpAINA KOHITEHTpallHg 1 eHKACHOCTTA CPeiTy eKCIepHMEeHTAHH MHKO3H. 3a pas/IHKa OT TOBE, B
KAMHHYHA POYyYBAHKS H3TIeX/a JIMIICBa KOPealis Meskay CTOHHOCTHTEe Ha MHHHMANHATa MHXBHOHpama
KOMIIEHTpAlINA H KIMHAYHHTE pe3ynrars. Helo nosete, H3rmexsa JIMIICBa KOPealli MeXIy I1a3MeHHTe
HEBa K KIHHAYHA pesynrar. ToBa e THIHMYHO 32 a30/I0BUTE aHTHMHKOTHIIHE.

Muxpobuonorug
Knusmasa eheKTHBHOCT (€ YaCTHYEH MK ITEAEH OTTOBOP, BXK. o-fony npu Kinauder onur) Heme

IleMOHCTpHpaHa 3a Aspergillus spp., Brmountenso 4. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans,
Candida spp., sxmounrento C. albicans, C. glabrata, C. krusei, C. parapsilosis n C. fropicalis u orpasuties
6poit C. dubliniensis, C. inconspicua u C. guilliermondii, Scedosporium spp., BKIFOUMTENHO S.
apiospermum, S. prolificans v Fusarium spp.

JIpyri nexyBaH: MEKOTHYHH HHPEKUHH (¢ YeCTO YaCTHUCH MM IBIEH OTroBop) ca OiIn H3onupany

cityuau Ha HHbexmma ¢ Alternaria spp., Blastomyces dermatidis, Blastoschizomyces capztarus, Cladosporium
Spp., Cocczdzozdes zmmztzs Conidiobolus coronatus, Cryptococcus neoformans Exserohilum rostratum,

BrmoguTensdo 1. beigelii.




KPATKA XAPAKTEPHCTHUKA HA ITPOIVKTA.
VFEND® film-caoted tabets

In vitro akTHBHOCT cpenly KITHHWYEH H3oiaTh Oeme HabmonasaHa 3a Acremonium spp., Alternaria spp.,
Bipolaris spp., Cladophialophora spp., Histoplasma capsulatum, karo TIOBEYETO Cllydau 6:1xa NOTUCHATH OT
KOHIIGHTPALMH Ha voriconazole B rpamummre ot 0.05 no 2 pg/ml.

Beme AeMOHCTPUpPAHA i# Vilro aKTHBHOCT cpelny naroreHute Curvularia spp. ¥ Sporothrix spp., HO
KITHHU4HATA 3HA9HMOCT € HEM3BECTHA.

IIpofuTe 3a KynTuBHpade Ha THOMUKH H APYTH crielE(GHIHN nabopaTopHy H3CNeNBaHUA (CepONOTHYHH,
XUCTOTIATONOTHYHY) TpsOBa 1a GpIaT B3eTH NPeay 3arousaHe Ha JICUCHHETO C el H30AHPaHe U
HICHTH(QWIHpaHEe Ha NPHIHHABAINATE MHKPOOpratmaMy. JleyeHneTo Moke Aa OBl 3all0uHATO HpeH
MOJy4aBaHe HA PEIYITATHTE OT KyNTYpHTe H APYTHTE J1ab0paTopHH H3CAeMBaHMHA, HO CIIeK TI0ydaBaHe Ha
TE3H Pe3yNTaTH IeYeHHeTO Ha HHpekmuaTa Tps0Ba na Obae KOPUIHPAHO IO CHOTBETHHA HAYHH,

HWpenTuduimpany ca KIHHAYHE U30IIATH C IOHWKEHA YYBCTBHTENHOCT KbM voriconazole. Hezaprcumo
OT TOB4, TIOBHINEHHTE MUHUMATHH WHXHOHWpAIy KOHLIEHTPAlMH He BHHAIH KOPETHPAT ¢ KIHHUYECH HeYCIIeX
H IIpY TAUEeHTH, HH(EKTHPaHH ¢ MUKPOOPraHU3MH, PE3HCTEHTHM Ha PYTH a30JIH, € HaOmofaBaH KIHHHYEH
yemex. Ilopaau KOMITIEKCHOTO CHCTOSHHE HA NALHEHTHTE, BIUTOYCHH B KIMHHYHHTE IPOYYBAHMS, € TPYAHO
Ia 6p/ie HallpaBeHa KOpelfaliia MEXKITY i7 Vifro akTHBHOCT M IGIMHHYEH PE3YATAT ¥ BCe Ollle IPE/ICTO R Aa
OBNAT yCTAaHOBEHHM IpaHULMTE Ha e(hHKaCHOCT Ha voriconazole.

Knunyyen onur

VCHeImHusST PesyNTar B TasH YacT ce Ne()MHHApa KaTo [TBAeH WIH YacTHYeH TepPaneBTHIeH OTrOBOp.

Aspergilius vadeximy — eduracHoCT IIPH ACTIEPTIIIOZHH NAITHEHTH ¢ JIOIa IIPOrHO3a

Voriconazole uma in vitro GyHrHIMANA aKTHBHOCT cpelly Aspergillus spp. B panmoMusHpano,
MHOTOLIEHTPORC OTKPUTO NPOyUBaHe IIPH 277 UMYHOKOMIIDOMETHPAHY ITAIHCHTH, JSKYBAHH B
npoAbKeHHe Ha 12 cenmrny, Gelle JeMOHCTPHpPaHO, U6 EPBHYHOTO IEYSHHE Ha 0CTPaTa HHBASHBHA
aCTIEPrUn03a ¢ voriconazole e eHKacHo H CBBEP3aHO ¢ No-100pa MPeKHBAEMOCT CIIPAMO KOHBEHIMOHAIHOTO
neverue ¢ amphotericin B. 3apopommTenes rnofanes oTroBop (MHAHO WIH YaCTHIHO 06parHO pa3sBHTHE Ha
BCHUKH CBOTBETCTBALIM Ha 3a00NsBaHETO CUMITOMY H Oelie3H H IThPROBAYAIIHO YCT2HOBEHH
PEHTreHOBH/ GPOHXOCKOTICKH [IpOMeHH) & Oxit Habnogasad npu 53% OT JieKyBaHHTE ¢ voriconazole
Hal[UeHTH B cpaBHeHue ¢ 31% oT nauueHTUTe, Nekyranu ¢ amphotericin B. IpexxusaeMocTra kM 84-H4
JeH € Oria CTAaTHCTHIECKH 3HAYHMO TI0-BHCOKA ¢ voriconazole, OTKONKOTO ¢ peEePEHTHOTO IEKapCTRO, 4 IO
OTHOLIEHHE Ha BpeMeTo 0 HaCTHIBAHE Ha CMBPTTA M BPEMETO [0 IPEKbCBaHe Ha NEYEHUETO IOPamH
TPOSBH Ha TOKCHUHOCT IPOYYBAHETO AOKA3BA KIIHHWYHA H CTATHCTHYECKH 3HAYHMA I10/13a 0T voriconazole.

ToBa NpoydBaHe NOTBbPIKHABA JAHHHUTE OT II0-PaHHO NPOCIEKTHBHO TIPOYYBAHe, fIPH KOETO € HMATO
TOJICKHTENEH PE3YNITAT [IPH JIMIA ¢ PHCKOBHM (akTOpH 32 JIOWIA POrHo3a, BKIOYATETHO TE3H C peaKnius Ha
OTXBBPISHE Ha TPAHCIIAHTAHTA, M B YaCTHOCT MPH MO3buHY HHMEKIHH (0OMKHOBEHO CBBP32HH C MOYTH
100% camspTHOCT).

TIpoy4BaHHaTa ca BKAIOUBAIH aclIepriliosa Ha MO3bKa, CHHycHTe, OenuTe Apo6oBe u AHCEMHHHpaHA
ACTIEPrHIIO3a IIPH NALMEHTH ¢ TPAHCIIATALH Ha KOCTeH MO3BK M COMH/IHH OPraHy, 3JI0KaYeCTBEHH

XeMaTONOTHYHY 3a0ongBanud, pak ¥ CIIH.

Kannupemus nipy nairHenTH 663 HEYTPONEHHSA

EduxachocTTa Ha voriconazole B CpaBHEHME C TEpalieBTHEHA CXeMa, BKIoysama amphotericin B,
nocnensas ot fluconazole npu IEPBHYHO jiedeHHe Ha KaHIuaeMHs Oelte AeMOHCTPHPaHa B OTBOPEHO
CpaBHHUTENHO NpoyyBaHe. B npoy4sadero ca BiortoyeHy 370 nanuenTy Oe3 HeyTponeHud (Ha Bb3pacT Hag 12
TORMHK) ¢ JOKYMEHTUpAHA KaHAHAeMHS, 248 OT KouTo ca GuiIK NeKyBaHH ¢ voriconazole. [leper nanueHTa B
TpyriaTa, ieKyBaHa ¢ voriconazole 4 IieT B rpyriaTa, JeKyBaHa ¢ amphotericin. B, nonazole,
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KPATKA XAPAKTEPUCTHKA HA ITPOOYKTA
VEEND® film-caoted tabets

H3IMTBAHOTO JIEKAPCTRO) ce AeuHHpa KaTo 00paTHO passuTHe/ oA0OpeHHe Ha BCHYKY KIHHHYHH Oernesd U
CyGeKTHBHE CHMITTOMHE Ha HE(eKIHs ¢ yHHIoKasane Ha Candida B xpbETa U MBGEKTHPaHATE IEIOOKH
THKaHH 12 CEAMHLH Clef Kpas Ha neveHuero. [laleHTHTe, KOHTO He ca DM OLeHeHH 12 CenMHIM Cllel
Kpas Ha JIeYeHHeTO, ¢a GIIH IPHIKCIEHH KbM KaTeropyaTa HeyCclielIHo edeHHe, B T031 ananu3 ycnelen
TepameBTHHEH OTTOBOP € oTHeTeH npH 41% OT NalMeHTHTe | B JBETE TEPANCBTHYHM DaMEHA.

TIpu BTOpHYHIA aHaM3, IPH KoliTo ca n3HonzBany oneHkyTe Ha DRC B xpaiiHud cpok, IO3BONABANY
OllcHKA Ha pe3yNITaThTe (B Kpas Ha JeueHHeTo WK 2, 6 wni 12 cemMuIH clled Kpas Ha NECYEHHETO)
voriconazole i TeparleBTHYHMAT PEXHM, BKIrouBam amphotericin B, mocnensas ot fluconazole, ca
TIOKA32AH TEPaNeBTHYSH YCIIeX NPy ChOTBETHO 65% 1 71% ot namuenture. Onexkara Ha M3cnenoparens 3a
YCIIELIEH PE3YNITAT BHB BCEKH OT Te3H CPOKOBE & [I0Ka3aHa B clefBamara Tabauna.

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

B xpag Ha negeHHETO 178 (72%) 88 (72%)

2 cepmui criefl Kpasd Ha 125 (50%) 62 (51%)
TMEYSHHETO

6 CelIMMITM CIISH Kpas Ha 104 (42%) 55 (45%)
JIEYEHHETO

12 cenMHITH CiIek Kpasd Ha 104 (42%) 51 (42%)
JIEIeHHETO

Cepuoznn petpaxrepan Candida uHbeimy

TpoyusareTo BKIIOUBa 55 MALMEHTH CBC CEPHO3HH pedpakTeprn cuctemun Candida vHGeRUpH
(BRITIOUMTETHO KAHAHAEMUS, THCEMHHUPAHa i APYIH NHBA3sUBHE KaHIUIO3H), TIPH KOHTO IIPOBEACHOTO
AHTAMHKOTHYHO JI3eHHe, no-creuHanto ¢ fliconazole, e 6wio HeedexTuBHO. YCNeeH TepaneBTHYEH
OTroBop € GHit HaGnronasad Ipy 24 nanueHTH (pH 15 — mened, a npH 9 — gactuden). Iipu ffuconazole-
PE3UCTEHTHH IaMOBe, Henpruanmuexanw kbM C. Albicans, yeneluer U3xop, e O oTyeTeH pH 3/3 cmy4an ¢
C. krusei (ITbNIeH TepANCBTHYEH OTIOBOP) H IipH 6/8 ciyuad ¢ C. glabrata (5 ¢ meeH TeparleBTHYEH OTIOBOP,
1 ¢ yacTHYeH OTrosop) unbexuny. [JaHAnTe 3a KITHHUYHA eQHKACHOCT ca OHNK MOAKPENIeHH OT OIPAaHHYEHO
KOJIHYECTBO JAHHH 32 HyBCTBHTEHHOCT.

Scedosporium v Fusarium nabekHn
Bemre noxazaro, ye voriconazole e e(peKTHBEH Cpelly CIeIHHTE PEAKH NIPHYNHHTEIH Ha MHKO3a:

Scedosporium spp.. Vcilelllen TeparieBTHYEH OTIOBOP KbM JieUeHHe ¢ voriconazole e Oun Habmonasan
npu 16 (6 ¢ menen, 10 ¢ acTHIEH OTroBop) oT 28 nanyenTH ¢k S. gpiospermium v NpH 2 (1 ABara ¢
JacTHYeH OTroBOp) 0T 7 nauuents cxe S. Prolificans undexuua. OcreH TOBA, yCIIeIleH 0TroBop € GuIl
HaGmonasaH 0pH 1 oT 3 nanuenTH ¢ #HGEKIHH, IPHYMHEHH OT NI0OBeYE OT IMH MHKPOOPTaHH3BM
BKIIIOYHTENHO Scedosporium spp.

Fusarium spp.: CemeM (3 ¢ mblies, 4 ¢ gacTiyeH OTTOBOP) OT 17 narnenTH ca Ol ASKYBAHH YCIEIIHO
¢ voriconazole. Ot Te3u 7 NaupeHTH: TPEMA Ca UMK O4Ha HHQEKUH, eIuH — ME(QEeKII Ha CHEYCHTES, &
TpHMa C2 BMalli AUCeMHHHpaHa HHbekus. OCBEH TOBa, YeTHPH NALMENTH ¢ (y3apHosa ca uMany
HHE(EKIHS, IPHHIHHEHa OT HAKOIKO MEKpOOPTaHU3Ma, TIPH [BaM2a OT TAX € OTYETEH YCIelneH pe3yniTar.

MHOSHHCTBOTO OT HAIMSHTHTE, IEKYBaHU ¢ voriconazole 3a roperocodeHnTe pepkH Hebeximy, ca Gunu
C HEMOHOCHMOCT MIIH pedpaKTepHOCT KbM IIpeAIecTBAllOTO aHTHMHKOTHYHO JISYECHHE.

TponeoKHTeNHOCT Ha NEYSHHETO
B xruHHYHM Npoy4BaHHA 561 manpenTH ca GHima NekyBaHu ¢ voriconazole

xaTo 136 manpenTy ca [Fody3aBany voriconazole Han 6 Mecelia.
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Knupgen omat opy leIHaTpHYHY NaNHeHTH
Jleuenne ¢ voriconazole e rpoesxIaHo npy 61 nenuaTpHYHY ManHeHTH HA Bh3pacT oT 9 Mecena fo 15

TOAHHH C IOKa3aHA WiIK BEPOATHA MUKOTHYHE HHMeKDHA. Ta3H NoMyIalys BKIIOYBE 34 NallHeHTH Ha
BB3pacT oT 2 fo < 12 ropdsy U 20 nanyentd Ha Bp3pact 12-15 roguny.

Tipu MEO3BUHCTEOTO OT T9X (57/61) NpemImecTBAOTO AHTUMHKOTHYHO NeueHue ¢ ORI HeYCIeInHo.
TepaneBTHUHUTE IPOYYBAHEA BKNIOYBAT 5 MALMEHTH Ha BB3pact 12-15 roguyd, ocTaHANMTE MAMEHTH ca
TIOY9WIH voriconazole mo OnaroTBopHTe K NporpamMH (compassionate use). Iognexamure 3abonasatus
TIpH Te3H IalieHTH ca OHil 3[IOKaYeCTBE M XeMaTONOTHYHH 3a00nIBatus | afnacTH4Ha ademit (27
TIALEHTH) H XpOHHYHa rpaHynoMarosa (14 nanperTH). Halt-gectara nexyBaHa MHKOTHYHA MH(EKIMS e
Gmna acieprunosa (43/61; 70%).

Kmusutny povIBanus, W3CHeNBalIy BIHIHHETO B T unTepRana

Enro mnare60-xOHTPOTHPaHO, pAHAOMH3HPAHO KPBCTOCAHO MPOYUBAHE ¢ eHOKpATHA 032 & OHiI0
ApOBEAEHO ¢ IieN OleHKa Ha edekxTa Bppxy QT UHTepBaNa IIpH 3ApaBH HOOPOBONIM ¢ TPH IEPOPalHA
J03UpoBKH voriconazole u ketoconazole. Inanebo-kopUrHpaHOTO CpeaHO MAKCHMANHO yARDKaBane Ha QTc
crIpAMo M3XopHaTa croiiroct ciex 800, 1200 1 1600 mg voriconazole e 6uno cvorretHo 5.1, 4.8 1 8.2 msec,
a crier 800 mg ketoconazole — 7.0 msec. HuTo euH yUacTHHK B KOATO B Ja € IPYNA He € IOMy4in
yosmkaeane Ha QTc >60 msec cnpaMo u3XoHHaTa CTOHHOCT. ITpH HUTO €MHO JIHIE TO3H HHTSPRAI He €
HaIXBBPIAT MOTeHIHAHNA KIMHAYHO 3Ha9iM Hpar ot 500 msec.

5.2, @apmaxoKHHETHIHHE CBOMCTRA

OcHopuy hapMakOKWHETHYHN XapaKTePHCTHKE

DapMakOKHHETHKATa Ha Voriconazole € onpefenesa NpH 30pagH JIHLE, CHeUHIHY MOy IAlHH K
naruentd. ITo Bpeme wa nepopanso nphioxkeRne Ha 200 mg wiu 300 mg fBa THTH OHEBHO 32 14 qHm npu
TIALEEHTH C TOBHIIEH PHCK OT acrepriiosa (IIaBHO MaUMeHTH CBC 3TI0KAYSCTBEHH HOBOOOPasyBaHus Ha
naMmGHETE W XeMOTIOSTHIHH ThKaHH) HabOHaBaHUTe (apMaKOKWHETHYHE XapaKTePHCTHKE — 6pp3a H
3HaYHTeNHa abcOpIHsA, aKyMysaus H HeluHeliHa (apMaKkOKHHeTHKa, CHOTBETCTRAT Ha Te3H, HabHIOAaBaHM
MpH 30pakU noOpOBOIIH.

®apMaKOKMHETHKATA Ha voriconazole ¥Ma HellHHeeH XapaKTep NOPaiy HacHIaHe Ha HETOBUA
metaboruzbm. [Ipu nosHnaBade Ha £o3aTa ce HaO/IFOAABa MO-TOAAMO OT MPONOPLIMOHATHOTO HapaCTBaHe
TIpHE eKcro3mips. H3wmicneHo ¢, ye yBelHYaBaHeTo Ha nepopanHaTta fo3a oF 200 mg Apa IibTH JHEBHO HA
300 mg oBa iwhTH JHEBHO BOIH L0 cpelHO 2.5-KpaTHO NoBHIeHne Ha excrosuliara (AUC,). Axo ce
TIPIUIOXKAT NpenopbyBaHUTe HHTPABEHOZHH MITH [Iepopanay HacHIann 103K B PAMKHTE Ha MbpeuTe 24 yaca
OT TIPMIOKEHHETO ¢ OCTHIAT IUI1a3MeHH KOHIeHTpauKy, O1H3K) A0 PaBOBEeCHUTe. be3s NpHnokeHye Ha
HACHINAIA JO32 HATPYIIBAHETO Ce OCHINECTEABA Ype3 MHOTOKpaTHO MIPHIIOKEHHE 1Ba IIETH HEBHO, NPH
KOETO PaBHOBECHH ILTa3MEH¥ KOHIIEHTPALIMH Ha voriconazole 3a oBeyeTo vla ¢ JOCTHTAT KEM 6™ [eH.

Abcoplipa
Criex nepopanso npunoskeHne voriconazole ce abcopbrpa roYTH HaNBIHO, KATO MAKCHUMAHA IUTa3MeHa

korutenTpauys (Cya) ce ocTura 1-2 gaca ciief npuiokeHneTo. AGCOMOTHATa OHOHAMYHOCT Ha
voriconazole ciief] IepopaiTHO IPHIIKEHHE C& H3uuclIBa Ha 96%. [IpH MHOrOKpaTHO NPHIOKEHNE Ha
voriconazole exrobpeMerHo ¢ Gorara Ha Ma3HHEHM XpaHa Cpay, 1 AUC, ce DOHIKaRaT CHOTBETHO ¢ 34% H
24%. AGcopbruara Ha voriconazole He ce BIMse oT HpoMeHuTe B pH Ha cToMaxa,

Pasnpengnenue
OBeMET Ha pasnpegencHie Npy PABHOBECHH KOHIEHTPALkH Ha voriconazole ce usuncnasa na 4.6 kg,

KOETO TIPeINosiara eKCTeH3UBHO pasnpeAeNneHue B ThKkaHuTe. CRBp3BAHETO ¢ IFIa3MereeIpoTenHH ¢ 58%.
IlpoBure ot rppBHAYHO-MOIBUHA TEUHOCT Ha OCeM MAIHEHTH, BIAIOYEHELS ;
ca MOoKa3ali YCTaHOBHMH KOHIIGHTPALMY OT Voriconazole NPH BCHYKH Nally

MetabonuseMm
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In vitro_ TIpOy“BaHMA IOKA3BAT, Ye voriconazole ce MeTaGomisypa oT YepHOAPOoOHKTE HuroxpoM P450
mzoersuvu CYP2C19, CYP2CY 1 CYP3AA4.

ViBmuBHayalHMTe pa3mudrs BEE (hapMakoKHHETHKATA HA Voriconazole ca FoneMH.

In yivo npoyusanus nokaspar, we CYP2C19 yuactea 3q291Mo0 B Merabonusma Ha voriconazole. Tosu
€H3UM NpOABSBa reHeTHYeH TonumMopdussm. Haripumep, odakBaHEITa ¢a, de 15-20% oT a3maTckoTo
HaceleH:e ca oty MeTabonuzaTops. Ilpy xaBkaskata (Df1aTa) 4 YepHaTa paca UeCTOTATA Ha JIOWIHTE
meraGomizatopd e 3-5%. IIpoyuBamia, IPORENSHH NPH 3ApasHd A00POBONLM OT KaBKa3kaTa paca i SnomHs
COYAT, He NOLUIKTe MeTa00MH3ATOPH IIOKA3BAT CPEHO 4 MBTH NO-BHCOKa excrozmms (AUC,) kM
voriconazole, OTKONKOTO CBOTBETEMTE HM XOMO3HMIOTHH €KCTEH3MBHHM MeTabonusarops. JIuna, Kouto ca
XeTePO3UTOTHH EKCTSH3UBHH MeTabOM3aTOPH, HOKA3BAT CPe/IHO 2 IIBTH II0-BHCOKA €KCIIO3HIMS KbM
voriconazole, OTKONKOTO TeXHMTE XOMO3HIOTHH SKCTSH3NBHE METa00I3aTODH.

OcHoper MeTaboNUT Ha voriconazole & Heropuar N-oKCHI, KOHTO cheTaBiaRa 72% OT HHpKYITHPAnIHTe
paguobens3aHH MeTabOMMTH B IHazMara. To31 MeTaboNHT HMa MEHMMAaNHA AaHTHMHKOTHYA AKTHBHOCT M He
mornpuHacs 3a obwara edukacHoCT Ha voriconazole.

Exckpers
Voriconazole ce enuMuEHpa Upes YepHoapoOeH MeTaboMU3bM, Karo Io-Manko ot 2% OT IpHIoKeHaTa

J103a ¢ EKCKpeTHpa B HEIMPOMEHSH BHA B YPHHATA.

Cnen npunoxenue Ha paguoGenszal voriconazole nputnuzurento 80% OT pamHOAKTHBHOCTTA C&
OTKpHEA B yPHHATA TIPH MHOTOKPATHO HHTPABEHO3HO BEBEXKAAHE, & 83% ce OTKpHBAT B ypHHAaTa pd
MHOTOKDATHO NepopaiHo npunoxenue. ¥ npu nepopanHo, ¥ NPy HHTPABEHO3HO IPUIMKEHHE oBedeTo (>
94%) ot 0fImATA pamHOaKTHBHOCT CE eKCKpeTHpa Ifpes nepBrte 96 aca.

Kpalinusat NoMy)XUBOT Ha voriconazole 3aBHCH OT NMpHTOKEHATa 1032 1 € MpHOMM3KTENHO 6 Yaca IIpH
200 mg (nepopanta) go3a. ITopann seluHeliHaTa GapMaKOKUHEOTHKE, KpaHHHAT TOMIYKHBOT HAMA 3HAYCHHE
3a TIpefcKasBaHe Ha KyMyNHpaHeTo HiK eNMMHHHPaHeTOo Ha voriconazole.

DapMakoKUHETHIHY-(hapMaKkoAMHAMIUHY B3aHMONeHCTBHL
B 10 TepaneBTHYHH HpOYUBAHHS CPEAHHTE CTOMHOCTH Ha CPSAHUTE M MAKCHMAITHHUTE IUIA3MEHH

KOHIIEHTPALMH IPH OTIEMHHTE YYACTHHIM B IIpoydBanusTa ca Ounu cboTeeTHO 2425 ng/ml (cperno enna
YeTBEPT B fHamazoH oT 1193 xo 4380 ng/ml) a1 3742 ng/ml (cpenHo enua 4eTBPT B AuanasoH or 2027 mo
6302 ng/ml). B TepaneBTHYRMTe IPOYIBAHHS HE C& YCTAHOBABA MOAMKHUTENHA 3aBHCHMOCT MEXIY CpellHa,
MaKCHMAIIHA WITH MEHEMANHA [UIa3MeHa KOHLEHTpalks ¥ eHKACHOCTTa Ha voriconazole.

Anpangsure hapMaKoKHHeTHKA-(apMaKoHHAMAKA Ha NAHHUTE OT KIHHHYHHTE [IPOYYBAHHA Pa3KPHBAT
TIONIOXKHTENHA 3aBUCHMOCT MEKAY IIa3MEeHUTe KOHLEHTPAHHE Ha voriconazole, M HACTBIWINTE OTKIIOHEHHA
B uepHOApoOHuTe QYHKIMORATHY NPoOH H 3pHTETHH CMYRICHHMA.

dapMaKoOKHHETHKS TIpH CHGQH@PI‘IHH IpYIIH NATHEHTH

Ton

B enHo mpoy4BaHe ¢ MEOFOKPATHA IEpOpaHa f103a cTOHHOCTHTE Ha Chqx ¥ AUC, 11pu 31pari
AOOPOBONIIM OT KEHCKY IION ca 6K ¢H0TBeTHO ¢ 83% u 113% n0-BHCOKM, OTKOJIKOTO TIPH 34PABH
ro6poronLy or MexkH mon (18-45 roguui). B ceIM0To HpoyYBaHe He ca OHIM HaDMIOAaBAHH
curuiHKaHTHY PA3IHKH MexXOy cToHHOCTHTE Ha Cra 1 AUC, Ha 31ipasu noOpoBONIM B HanpeaHana
BB3DPACT OT MBKKY [I0J H 30paBd NOOPOBONIM B HANIpeHalia BE3PacT OT SKeHCKH M0 (= 65 TOMMHY).

B xnupnYHaTa IporpaMa He e 61Ia IpaseHa KOPEKiys Ha H03aTa BL3 OCHORA Ha nona, [IpodunsT Ha
Be30HaCHOCT U IA3MEHIHTe KOHIEHTPALHM, HAGMIOAAB2HH IPH NALHEHTH OT MBKKH H KEHCKH 1O, ca OIiK

YlanvenTy B HanpelHana Bb3pacT
B enro npoyuBaHe ¢ MHOIOKpaTHA TepopaiHa £03a_ CTOHHOCTHTE Ha Crax
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BHCOKH, OTKONIKOTO TiPH 3Apasy Milamy foOpoBonus ot Mexks 0o (18-45 rogusm). JTuncsar
curHHGUKAHTHH PAsiuKd MEeKOY cToRHOCTHTe Ha Chpy it AUC, pH 34paBH A00pOBONIIH B HaNpegHana
BB3PACT OT JKEHCKH TION (> 65 TonuH) H 3ApaBH MiIa/H JOOPOBONIIM OT XeHeky HoI (18-43 romuum).

B TepanesTHuRNTE NpOYIBaHEA He e Omia IpapeHa KOpeKUUA Ha J103aTa BB3 OCHOBA Ha Bh3pacTTa.
Ha6nionapaHa e 32BHCHMOCT MEXTY TUIa3sMeHaTa KOHNEHTPal|s i Be3pactTa. [IpodrneT Ha GezonacHoCT Ha
voriconazole Ipyu MIafii U B HaOpeAHana BE3pacT NaleHTH ¢ 61 CXOIEH H Ce/IOBATENHO KOPeKIIHA Ha
[o3aTa HpH TAIMEHTH B HallpeHana BE3pacT He e BeoOxonwma (Bx. pasmen 4.2).

Leua

TIpenoppuUTENHATA TIEpOpAlIHA 1032 TipH Acra ce fa3upa Ha NOIMyNanBoOHeH (apMaKOKMHETHHYEH aHAH3
HA JaHHH, HOMYUeHH OT 47 MMyHOKOMIpPOMEHTHPAHH TIeAUATPHYHH NaldeHTa Ha B53pacT oT 2 go <12
TOOHHY, KOHTO Ca OLEHEeHH BB hapMaKOKUHETHYHO TIpOyYBaHe, H3CIeABall0 MHOTOKPATHY 03H
TiepopaiiHa cycIeHeHs oT 4 H 6 mg/kg npa Ty AHeBHO. CpaBHeHHe MEXKAY NOHHaTPHIHUTE K Te3H TIpH
BE3PACTHH MONMYNAUHOHHH (apMaKOKHHETHYHHE JaHHH [10Ka3Ba, 2€ 34 JIa e IIOCTHIHE CpaBHIMa
EKCIIO3HIHS ¢ Ta3H, IOy4eHa IIPH Bb3pacTHY oIk NoEaspKama Aosa ot 200 mg fBa IsTH AHEBHO, C&
u3uckea 200 mg nepopanes pa3TBoOp OBa WETH JHEBHO NpH Aela, He3aBHCHMO OT TeNeCHOTO Terso. IIpn
NEeJHATPHYHAITE IAHCHTH IMA 00IIa TeHASHUMA KbM HHCKA GHOHATMYHOCT NPH N0-HHCKO TeNIECHO TETIO M
BUCOKA OHOHANKHYHOCT IIPH TI0-BHCOKO TeJIECHO Telsio (nobmmxasaliky ce N0 CTeNeHTa, IeMOHCTPHpaHa
IpH BE3pacTHH). basHpaHO Ha NONyNaOHOHHEUS (apMAKOKMEETHISH aHAJIH3 HE Ce HaJlara KOpMrupaHe Ha
N03aTa CHOpPEN Bh3pacTTa WK TerJI0To NP MAlAeHTH Ha B3pacT oT 2 A0 <12 romuHK NPy A030B PEsKHM OT
200 mg nepopaiHa CyCIeHCHS HA NETH AHeBHO. Hacuma no3a He e Mokasaua npH feua. lepopanxara
GHOHAIHYHOCT MOXe, 06ade Aa GBAE OrpaHHYEHa [TPH fela ¢ MarabcopbuHa H ¢ MEOIO HHCKO TEro 38
TAXHATA BB3PACT. B TakeB CiTydaif ¢e npenopb4sa HHTPABEHO3HO HPHIOKEHHe Ha voriconazole.

Br6peuno yBpexnane
B enHo npoyuRaHe ¢ eXHOKpaTHA epopanta fo3a (200 mg) npy auna ¢ HopManHa 6s0pesHa dyHKIHa 1

neko (kpeaTHHHHOB knuprHe 41-60 ml/min) Zo TexkKo (KpeaTHHHHOB KWiMpbHe <20 ml/min) 616peuro
yBpexane (apMakOKMHETHKATA Ha voriconazole He ¢ 6uia CRrHU(HKaHTHO MoBIHMsHa oT 6x6peunoTo
yBpexaate. CREp3Banero Ha voriconazole ¢ IasMeHHTe IpOTeHHY ¢ OHIIO CXOMHO TIPH JTHLA ¢ PasIHYHK
creneHs Ha 6LOpeuno yepexiane. Bk, npellopekATe 33 JO3HpaHe H MOHHTOPHPAHE, H3/I0KeHH B PasielH
42un44.

HeprHonpobHo yBpexkaaHe
Crien epusItHA nepopania go3sa (200 mg) AUC e 6mna ¢ 233% no-Bycoka Npu il C JIeka JI0 yMepeHa

yepronpobHa imposa (Child-Pugh A u B) B cpaBHeHHe ¢ MIa ¢ HOpMaTHa YepHoapobHa QyHmA.
Cppp3BaseTo Ha voriconazole ¢ nporenuuTe He e 6RO 32ceTHATO OT YBpENeHaTa qepHONpoGHa ByHKIMA.

B npoy4BaHe ¢ MHOTOKPATHO IIepopaiHo Zozupake croiiHocTuTe Ha AUC, ca O1iIH CXOMHM IPH JIHLA C
yMepeHa gepHoApoOHa miposa (Child-Pugh B), nomy4asawwy moanspxaiiia foza 100 mg Aba NETH NHEBHO K
THHA ¢ HOpManHa depHoRpobHa GyHxuus, nomydasamy 200 mg Asa MeTH AHeBHO. JIHIicBaT
dapMaKOKHHETHIHY JAHHH [PU NAIHEHTH C TexKa depHoapoSHa ruposa (Child-Pugh C). Bx. npenoprxute
3a JIo3UpaHne M MOHHTOPHPAHE, U3TIOKeHH B pasneny 4.2 u 4.4,

5.3. Dpepxmapnaay JAAAH 33 0€300ACHOCT

TIpoy4BaHms 3a NOBTOPHA A030Ba TOKCHYHOCT C Voriconazole ca oKa3aiu, 4e YepHUAT Apob e
npAnenHuaT oprad, [logoGHo Ha Py aHTUMUKOTHIHHE JISKAPCTBA XEITATOTOKCHIHOCT € Omita
Ha6mo,t:aBaHa TIPH IUIa3MeHH SKCIIOSHIMH CXOMHH © TE3H, MOMYUCHH B TEPANCBRTHYHM JO3U IIPH YOBEKA. HprI
IIEXO0BE, MUIIKH H KydeTa voriconazole e MpHIHHIIT ¥ MAHHMAIHY IPOMEHHN B HaA(B0peuHNTE &
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TepaneBTHIHH Ko3u. B IIpoy4YBaHe Ha Iipe- K IOCTHATANHOTO PA3BUTHE IIPH NIBX0BE IPH €KCHOSHILH, IT0-
HICKH OT TE3H, [IOIyYEHH IIPH X0pa B TepaneBTHYHY JO3H, Voriconazole e ypemwui NpoABKHTENHOCTTA
Ha TeCTAlUATa H pOJOBaTa HEiHOCT ¥ € NPeAH3BUKAN UCTOKHA ¢ IOCTISRAIA MaifuiHa CMBPTHOCT H
TIOHIDKEHA [IEPHHATAIHA TIPeKHBSEMOCT Ha HOROpoAeHuTe, EdexTrTe BEPXY NepHoa Ha paxaaHe ca
BEPOATHO MEIMMPAHY OT BHAOBO-CHELM(HUHE MEXaHH3MH, BKNIOUMTETHO MOHIDKEHHE Ha eCTPATHONIOBHTE
HHPBA M CHOTBETCTBAT Ha Te3H, HaONIOKaBaHH [IPH APYTH a3010BH aHTHMHEKOTHYHE JIEKapCTRA.

6. PAPMAINEBTHYHHM MAHHI

6.1. CHRECBK Ha NOMOIIHHTE BEINECTBA
CoppreBnHa Ha Tabnerkara:

Lactose Monohydrate

Pregelatinised Starch

Crosscarmelose Sodium

Povidone

Magnesium Stearate

PurMoBa 00BHBKA:

Hypermellose

Titanium dioxide (E171)

Lactose Monohydrate

Glycerol Triacetate

6.2. @OHIEKO-XHMEYHHE HECHLBMECTHMOCTH
Hama

6.3. Cpox 8a rogaoct

3 ropmHu

6.4. Coenuansn YCIOBHS HA ChXpAHEHEE
He ca HeoOXOAUMH CIISHHATHE MEPKH [IpH ChXpaHeHHe.

6.5 Bnjna oNAKOBKATA H ChABPKAHAE

Kaproneny onakosiy ceabpkamu 10, 14, 20 smin 28 PV C/anymurinesy Gnuctepy. BB3MOKHO € He
BCHMKH pasMEpH CHaxKOBKH Ja CC npennarat Ha nasapa.

6.6 IlpemoprkH NpH yrorpeda

Hama

7. IPHTEXATEJ HA PASPEINEHHETO 3A YIIOTPEBA

8. PETHCTPATTHOHEH HOMEP

19
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20020673

9. JATA HA IIBPBO PA3ZPEINABAHE 3A YIHOTPEBA

01.08.2002

10. BATA HA (YACTHYHA) AKTYAJIMBAIINA HA TEKCTA

20



