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1. HUME HA JIEKAPCTBEHMHS ITPOAYKT

®yHronox S0 mg TBBPAM KancyJiu |
Fungolon 50 mg hard capsules :
\

----------------------------------------------------------

®ynrosiod 100 mg TBBpAK Karncyiu
Fungolon 100 mg hard capsules

d)yHrOJwH 150 mg TBRBpAM KancyJiu
Fungolon 150 mg hard capsules

®yHronoH 200 mg TBBPAH Kancyau
Fungolon 200 mg hard capsules

2. KAYECTBEH U KOJIMYECTBEH CbhCTAB

@yHrosiod 50 mg TBBLPAH Kancyau
Bcska TBbpaa kancyna ceabpxka 50 mg ¢daykonason (fluconazole).
[ToMOLIHO BELIIECTBO C W3BECTHO AEHCTBHE: BCAKA TBBPAA KarncyJ/a chabpxa 47 mg akros3a

MOHOXHM/pAT.

@yHroyiod 100 mg TBBpAH KaNCyJIH
Bcsika TBbpaa kancyna ceabpxka 100 mg daykonason (fluconazole).

[ToMOIIIHO BellECTBO C W3BECTHO JICHCTBME: BCAKA TBBPAA Kancyia cbAbpka 94 mg nakrosa
MOHOXHJpaT.

dynronox 150 mg TBBpAM KancyJim

Bcesika TBBpAa kancyna ceaspaka 150 mg ¢unykonazon (fluconazole).

[TomMOI111HO BElIIECTBO C W3BECTHO JIGHCTBME: BCAKA TBBbP/A Kancya ceabpxka 141 mg sakrosa
MOHOXHJpaT.

@yHrosion 200 mg TBHPAM KaNCyJiu
Bcsika TBBpaa kancyna csabpika 200 mg ¢paykona3son (fluconazole).

[ToMOLIIHO BELIECTBO ¢ H3BECTHO JICHCTBHE: BCAKA TBbp/aA Kancyna ceabpxa 188 mg nakrosa
moHoxuapar 4 0,090 mg a3zopyoun (E122).

3a NBJIHUA CIIMCBHK HA MOMOILLHUTE BELIlECTBa BH)KTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

®yHronox S0 mg TBEPAM KalCyJiu
XenaTHHOBH Kancynu 6e3 o3HayeHHs, NpUOIU3HTENHO 14 mm, CbC CBETIIOCHHBO HEMPO3payHO

Kanaue u 01,10 HEMPO3pavyHO TAJ10.

®yHroyoH 100 mg TBBpAH KancyJu

XKenatuHoBH Kancyau 6e3 o3HayeHUs, MpUOAU3UTENIHO 18 mm, CbC CHHBO HEMNpOo3
05510 HENPO3pavyHO TAJIO.
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@yHronoH 150 mg TBbPAH KancCyJH
KenaTuHOBHM Karncyu 6e3 03Ha4YeHHus, NpHOIH3UTENIHO 19 mm, CbC CBETIIOCHHBO HEMPO3Pa4HO

Kanaue U CBETJIOCHHBO HEIMpO3payHoO TAJIO.

®yuronoH 200 mg TBBPAM KancyJsiu
XenaruHoBH KancyJiu 6e3 o3HaYeHHs, NPUOIH3UTENHO 22 mm, ¢ JIMJIABO HEMPO3payHO Kanaue 1 010
HEenpo3pa4vHo TAJIO.

4. K/IMHHYHHU JAHHHU
4.1. TepaneBTHYHH NOKA3AHHSA

(Dnymnaaon € NOKa3aH IMpH BH3PAaCcTHH 34 JICHCHHUEC Ha.

s KpHnTOKOKOB MEHMHIHT (BX. TO4Ka 4.4);

3 Kokuuanonaomukosa (Bx. Touka 4.4);

s HNuBa3zuBHa KaHAU034;

s Kanaunosa Ha auraBuLIMTE, BKI. opodapuHreanHa, e3odareaina, KaHAUAYPHA H XpPOHUYHA
MYKOKYTaHHa KaHAK/03a.

® XpoHH4YHa opajiiHa aTpoUYHA KaHAH103a (Bb3NAJIEHHE Ha YCTHaTa KyXHHa NMpH HOCEHE Ha
NpoTe3H, SOO0r), aKo 3p0HAaTa XUrHEeHa WIH JIOKATHOTO JICYEHHE Ca HEIOCTAThYHH,

® BaruHanHa kaHaua03a, OCTpa M PEKyPEeHTHA, KOraTo JIOKaTHOTO JIEYEHUE HE € MOAXOAA1I0,
Kanauno3Hau OasaHUTH, KOraTo JIOKaJHOTO JICYEHHE HE € NMOAXO0AALLO.

® JlepMaTOMHMKO3H, BKJL. tinea pedis, tinea corporis, tinea cruris, tinea versicolor ¥ KO)XHa
uHpekums ¢ Candida, xkorato e npeanucaHo CHCTEMHO JIEYEHHE.

® Tinea unguinium (OHUXOMHMKO3a), KOraTo ce€ CHMTa, 4ye ApYrd aHTUHMHKOTHLIM He Ca NMOJAXOALIH.

dJ1yKOHAa30J1 € MoKa3aH NMPU Bb3PacTHH 3a NpodUIAKTHKA Ha:

J PeunauB Ha KpUNITOKOKOB MEHHUHIHT MPH NALMEHTH C BUCOK PUCK OT PELIMIMB.

e Permaus Ha opodapuHreanHa uinu ezodareajiHa KaHAWA03a NPH NALUMEHTH, HHPEKTHPaHH C
HIV, np¥ KOUTO PUCKBT OT PELIMAMB € MOBHIIIEH. ,

® 3a peayLMpaHe Ha YeCTOTAaTa Ha PeKYpPEHTHA BarMHa/lHa KaHaua03a (4 WiH noBeye enu3o/a
rOJAULIHO);

) [TpodunakTHka Ha KAaHAWI03HU HH(PEKLIMH NPH MALMEHTH C NMPOAB/DKHTE/IHA HEYTPONECHHUA

(MaLMeHTH ¢ XeMaTOJIOrHYHH MaJIMrHEHH 3a00JIIBaHHsA, KOMTO ca HAa XHMHOTEparnus HIH
MAaLWEHTH, MOUIOXKEHH Ha TPAHCIJIAHTALIMA Ha XeMOTOETHYHH CTBOJIOBH KJIETKH (BXK. TOYKa

5 4 4

dnyKoHa30J1 € NOoKa3aH MpH JOHOCEHH HOBOPOAEHH, Oebera. kbpMayeTa, €lla H IOHOLIH HA Bb3pacT
or 0 no 17 roauHu:

dyKoHa30J1 ce npuiara 3a JiedeHWe Ha KaHAM/03a Ha Jurasuumre (opodapuHreanta, ezogareaiHa),
MHBa3HMBHA KaH/IMJ103a, KPUIITOKOKOB MEHHHIUT M 3a NPO(HJIAKTHKA Ha KaHAWI03a INpH
MMYHOKOMITIpOMETUpaHH nailueHTH. DIIyKOHa30/1 MOXe Jla Ce MpHJiara KaTo nojbpikaiia Teparnus 3a
MpeJoTBpaTsABaHE HA PELIMANBH Ha KPUNTOKOKOB MHHUHIHT MPH Jlella ¢ BACOK PHCK OT PELIMIMB (BX.
Touka 4.4).

JleueHHETO MOXE J1a 3an0YHe NPEAH Ja Ca U3BECTHH PE3yJITaTUTE OT MUKOJIOTHYHHTE NMOCEBKH H
npyrure naboparopHu uscneasanus. Cnen nonyyaBaHe Ha pe3yJTaTHTE, aKO € HEOOXO0HUMO,
aHTHMH(eKLMOo3HaTa Tepanus TpaOBa 1a ce KOpUrupa.

OduipanHuTe pHKOBOJCTBA 3a NMPaBUIHO MpHJIaraHe Ha aHTHMUKOTHLY TpsAOBa 11
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4.2. JIo3HpOBKAa H HAYHMH HA NPHJIOKEHHE

Lo3upoBka

Jlo3upoBkaTa TpaOBa J1a ce onpeens Bb3 OCHOBAa Ha BMJA M TEXECTTa Ha rbOMYHATa HHEKILIMA.
JleuenueTo Ha HH(EKLIMH, H3UCKBAIIM MHOTOKPATHO TIpUiaraHe TpAOBa Jia MPOAB/DKU JOKATO
KJIMHUYHHUTE MOKa3aTelH U 1abopaTopHUTE pe3yJITaTH MOKaXKaT OT3By4YaBaHE Ha aKTUBHATA
MHKOTHYHA HHpekuusa. HeanekBaTHHAT Kype Ha JIEeYEHUE MOXE Aa JOBEJE N0 peLM/IMB Ha aKTHBHATA

HHpeKLHA.

Bw3pacmnuu
[loxka3zanmue Jo3npoBKa IIpoABL/IKHTEIHOCT HA
JIeYeHHeTO
KpunrTokoko3a JleyeHue Ha Haroapsaiua OO6ukHOBEHO OT 6 110
KPHITTOKOKOB no3a: 400 mg 8 ceamuuu. [1pu
MEHHUHTUT npe3 NbpBUs )KMBOTO3acTpallaBally
neH HH(pEKLUHUH JHEBHATA J103a
[locneaBauwa MOXe 1a ObJie NOBUIIIEHA 10
N03a: 800 mg.
200 mg no
400 mg BeaAHBXK
JHEBHO
[Monabpxkaia 200 mg Beauwk | JlneBHa no3a ot 200 mg 3a
Tepanus 3a JHEBHO HEOTPEAETICHO BpEME
npeaoTBpaTIBaHe
Ha pelUIUB Ha
KPHUIITOKOKOB
MEHHMHIUT MpPH
NaLMeHTH ¢ BUCOK
PHCK OT peLH/IHB
KoknuanonaoMHKO3a 200 10400 mg | Or 11 no 24 meceua WiM no-
BE€IHBXK IHEBHO | ABJIrO B 3aBUCHMOCT OT
OTroBopa Ha nauueHra. I1pu
HAKOW HH(EKLIMH, 0COOEHO
NPH MEHUHTHUT, MOXKE J1a Ce
NPHJIOXKHU JHEBHA 1032 OT
800 mg. '
NuBa3uBHA KaHAH1032 HaroBapaaiua [1o npuHLIMN ce npenopbUBa
no3a: 800 mg NPOABL/DKHUTEIHOCTTA Ha
npe3 NbpBUA TeparnuAaTa 3a KaHJAHWJAeMHs aa
JI€H NPOAB/KH 2 CEAMULIM CJIE]]
[locneasaina MbpBaTa HEraTHBHA
no3a: XEMOKYJITYpPa H OT3By4YaBaHe
400 mg BeAHBXK | Ha MPU3HALIMUTE H
JHEBHO CHUMITTOMMTE 32 KaHIUJIEMHMSL.
Jleuenne na kananao3a | OpodapuHreasna HaroBapsaiua 7 no 21 auM (10 NOCTUraHe Ha
HAa JIAFABHIIHTE KaHAKWA03a no3a: 200 mg peMHCHUS Ha
no 400 mg npe3 | opopapuHreanHara
NMbpBHUA JEH KaHIW03a)
[locneapaia [To-abnru nepuoau MoXxe Ja
no3a: : :
100 mg no
200 mg BeaAHBXK
AHECBHO .
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nHeBHO wiau 200
mg TPH MbTH

E3odareanna HaroBapgaiua 14 no 30 anu (o nocTUraxe
KaHAH03a no3za: 200 mg Ha pEMHUCHA Ha
10 400 mg npe3 | e3odareanHaTa KaHAKUO3a)
TbPBHA €H [To-abaru nepuoau MoXe aa
[locneasaiua ce MPHUJIOXKAT MPH NaLUEeHTH
n03a: CbC CEPHO3HO HapyLIEH
100 mg no UMYHHTET.
200 mg BeaAHBX
JHEBHO
Kanauaypus 200 mg no 7 1o 21 nuu
400 mg Beaubk | [lo-abiaru nepHoau Moxe Aa
JHEBHO Ce€ NMPHJIOXKAT NPH MaLMEHTH
CbhC CEPHO3HO HapYLIEH
UMYHHTET.
XpOHHUYHA 50 mg Beaubk | 14 nHH
aTpoduyHa JJHEBHO
KaHAK103a |
XpOHHYHA 50 mg no Jlo 28 nnu. Moxe na ce
MYKOKYTaHHa 100 mg BeaAHBK | MPUIOXKAT MO-ABJITH NEPHOAH
KaHAM103a JHEBHO B 3aBUCHUMOCT KaKTO OT
TeXeCTTa Ha UH(EKLIMATA,
TakKa U OT MOAJIeKALOTO
MMYHHO YBPE€XXIaHe H
HHpeKLHS.
IIpeporBpaTaBaHe HA OpodapunreanHa 100 mg no 200 | Heonpenenen nepuon npu
pelHIHB HA JIHraBHYHA | KaHAWAO03a mg BEAHBK NalMeHTH ¢ XPOHUYHA
KAHAHA03Aa NPH JTHEBHO WJIH MMYHOCYTIpeCHs.
nHpexTHpann ¢ HIV 200 mg TpH
NAIHEHTH ¢ BHCOK MbTH CEAMHYHO
PHCK OT pelHHB E3odareanna 100 mg no Heonpeaenen nepuoa npu
KaHaUA03a 200 mg BeaAHBXK | MALMEHTH C XPOHUYHA

HMYHOCYTNPECHA.

CeAMHYHO
lennTanna kanauao3a | OcrTpa BarMHajgHa 150 mg EnHokpaTHa no3a
KaHIu103a
KanauaoseH
OanaHuT
JleueHue u 150 mg Ha [Tonaspxkaina no3a: 6 Mecena
npo¢unakTHKa Ha | BCEKH TPH AHH
peuMaMBUpalLA 3a 00110 3 103U
BarMHaJlHa (nen 1,4u7)
KaHAuA03a (4 win MOCJIEABAHO OT
MoBeYe ernu3oa B noaAbpIKalla
roJuHa) no3a 150 mg
BEHBX
CeAMHYHO

JdepMaTOMHKO3H

tinea pedis,
tinea corporis,
tinea cruris,

150 mg BeaAHBXK
CEAMHUYHO WIH
50 mg BeaHbXK

2 10 4 ceAMULIY; JICYEHHETO
Ha tinea pedis MOXe na
MPOABJDKH 10 6 ceaAMHULIH

KaHAu1a MHQEKUMH | JHEBHO

tinea versicolor 300 mg no
400 mg BeAHBXK
CeAMHYHO
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50 mg BegHbK | 2 10 4 ceAMHULIH
IHEBHO
tinea unguium 150 mg Beausx | JleueHuero TpsabOBa na
(OHMXOMHKO3H) CeAMUYHO MPOABJIKH JOKATO
HHPEKTHPAHUAT HOKBT C€
3aMECTH (HU3pacHe
HeuHpekTupaH). [lIoBTOpHUAT
pacTeXx Ha HOKTHTE Ha pbLETE
M Ha KpaKaTta HOpMaJTHO
H3UCKBa 3 10 6 Mecela U
CBOTBETHO 6 10 12 Meceua.
BbnpekH ToBa pacTeXbT
MOJK€ J1a Bapupa CTporo
WHIAWBHIYAJIHO U B
3aBUCHUMOCT OT Bb3pacTTa.
Cnen ycneuHo jieueHue Ha
NPOABIKUTETHU XPOHHYHH
MH(PEKIHUHA, HOKTHUTE
MOHAKOra OcTaBaT
ne(popMHUpaHH.
IpopuaaxkTHKa Ha 200 mg no Jleuenuero Tpabsa na
KAHAHA0A NPH | 400 mg BeAHBXK | 3aMOYHE HAKOJIKO JHHM Tpeau
NALHEHTH C JHEBHO O4YaKBaHaTa HEYTPOINEHHA H
NPOAL/DKHTE/IHA Ja MPOABJIKH 7 IHH clie
HEYTPONEeHHA BBH3CTAHOBsIBaHE, CJIE]l KaToO
HEYTPOPHIHTE CE MoKayaT
Haa 1 000 xieTkd 3a mm’.

CnelMajHH nonyJjauuu

Cmapuecka év3pacm
Jlo3upoBkarta TpsaOBa Ja ce aaanTHpa Bb3 OCHOBa Ha ObOpeuHaTa QpyHKuus (BX. bvopeuno
- yepedicoane). .

bvopeuno yspeoscoane

d1yKOHAa30.1 ce eKCKpeTHpa NMpeAMMHO C YpUHaTa KaTO HEMPOMEHEHO aKTHBHO BellecTBo. Koraro
KyPCHT Ha JIEYEHHE € C €IHOKPaTHa /103a, He € HeOOX0AMMO KOpHrMpaHe Ha ao3arta. [1pu nauneHTH
(BKJI. MeAMaTPUYHA NONyJialiks) ¢ yBpeAeHa Ob0peuHa GyHKUUsA U HEOOXOAUMOCT OT MHOTOKPaTHO
npuiIoXeHHe Ha (IyKOHa30J1, MbpBOHaYaaHaTa f03a Tpsabsa aa e ot 50 mg a0 400 mg, ocHOBaHa Ha
npenopbYMUTENIHATA IHEBHA 103a cnope] noka3anuero. Cea Ta3d HavyajlHa HaTOBapBalla 103a
JIHEBHATa J103a (Cnope NoKa3aHWeTO) ce onpees Mo cjieaHaTta Tab/iHia:

' Kpeamununos knupwvnc (ml/min) | Ilpoyenm om npenopvyumennama 003a
>50 100%
<50 (6e3 xemo1HaIH3a) 30%
XeMoauanusa 100% cnen Bcska Auannsa

[TauMeHTHTE Ha NOCTOSHHA AWAIM3a Tpa6Ba na npuemat 100% OT nMpenopbLYMTENHATA 1032 CJlell BCIKA
JHaNn3a; npe3 AHUTEe CBOOOJHH OT IHau3a NauMeHTHTe TpsAOBa 1a npHeMar peaylLMpaHa 103a B
CHOTBETCTBHE C KPEATHHHHOBHUS HM KJIMPBHC.

Yeproopobno yepescoane .
[Tpu naLMeHTH ¢ YepHOAPOOHO yBpeXKAaHe JaHHUTE Ca OrPaHHYECHH, MOPaaH KOePpo (Y

TpsabBa 1a ce npwiara ¢ NOBHILIEHO BHUMAaHUE NPH NMaLMEHTH C YEPHOAPOOHa 1
4.4 u4.8).
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[leanaTpuyHa nonyJaaums

[Tpu neaMaTpHYHaTa MOMyJalMs MaKCMMAaJlHaTa JHEBHA 1103a He TpsaOBa na Hansuiasa 400 mg.

[TpOABDKHTEHOCTTA HA JIEYEHHETO C€ OCHOBaBa HAa KJIMHHYHHUSA W MHKOJIOTHYEH OTrOBOP, KaKTO NpH
noaoOHKU HH(EKLMH Y Bb3pacTHH nauueHTH. DIyKOHa30J1 ce NMpuJiara KaTo €JHOKpaTHa IHeBHa 103a.

[Mpu neaMaTpU4HM NALMEHTH ¢ YBpeaeHa Obp0OpeuHa QyHKLMS BXK. A03MPOBKaTa npy ,bvopeuno

yepedgcoane .

dapMakOKHHETHKATa Ha (pITyKOHA30J1 He € M3c/ieiBaHa NP NeHaTpH4Ha nomyJauus ¢ Ob0peyHa
HEeOCTATHYHOCT (3a ,JOHOCEHH HOBOPOJAEHH ', PU KOUTO YecTo ce HabmoaaBa npeAMMHO Ob0peuHa

HE3PAJIOCT MOJIS BUXKTE IMO-J0J1Y).

Kvpmauema, manku oeya u oeya (om 28 onu oo 11 200unu)

3 mg/kg BeAHBXK
JTHEBHO

Iloka3anne Jlo3upoBKa Ilpenopbkn

Kanauaosa Ha JIMraBuLIMTE [IspBOHa4anHa [IspBOHavasiHaTa 103a MOXeE Ja ce
no3a: 6 mg/kg M3M10J13Ba Npe3 MbPBHUA JI€H 3a 10-
[Tocnenmaia go3a: | Obp30 JOCTUraHe Ha PaBHOBECHO

ChbCTOAHHE

BUCOK PUCK OT peLIMAMBH

npeaoTBpaTiBaHE HA p€LIUAHUBH Ha
KPHIITOKOKOB MEHHHI'HUT TIPH Zi€la C

BEAHBIK NJHCBHO

MHBa3uBHA KaHAK03a Jlo3a: 6 no B 3aBHCHMMOCT OT Te€XKEeCTTa Ha
KpHNTOKOKOB MEHHHIHT 12 mg/kg Benubk | 3abonsBaHETO.

JHEBHO
[lopabpxkaiua Tepanus 3a Ilo3a: 6 mg/kg B 3aBHCHMOCT OT T€XKeCTTa Ha

3a00J1SBaHETO.

NpH HMYHOKOMIPOMETHPAHH
NalUeHTH

[TpodunakThka Ha KaHaAHAa HHPEKLIUH

Ho3a: 3 no
12 mg/kg BeaAHBXK
JTHEBHO

B 3aBUCHMOCT OT TEXECTTa M
MPOJB/DKUTETHOCTTA Ha
npeAH3BHKAHATa HEYTPONEHHs (BXK.
JIO3UPOBKA MpPH Bb3PaCTHH).

FOnowu (om 12 0o 17 200unu):

B 3aBHCHMOCT OT TEMJIOTO M Pa3BMTHETO npe3 mybeprera, ekapaT TpAOBa Aa NpELEeHH KOs 103HPOBKa
(BB3pacTHH WIH Jielia) € Hal-noaxoasma. KiMHuYHHTE JaHHH MOKa3Bart, 4e MpH Jela KIHPBbHCHT Ha
(byKOHa30/1 € MO-BHCOK, OTKOJIKOTO NpH Bb3pacTHU. Jlo3a ot 100, 200 1 400 mg npu BB3pacTHH
‘cbOTBeTCTBa Ha 3, 6 ¥ 12 mg/kg npu aeua, 3a NOCTUraHe Ha CpaBHUMAa CHCTEMHA €KCMO3HLIMA.

Be3zonacHocTTa H e(pMKACHOCTTA MPH NMOKA3aHUETO NEHUTAJIHA KaH/1KW103a MpH NeJHaTpuyHaTa
nomnyJialus He ca yctaHoBeHH. HanuunuTe naHHH 3a 0€30MacHOCT 3a APYryuTe neAuaTpuiHu
MOKa3aHMA ca ONMUCcaHU B ToUuKa 4.8. AKo Jle4eHHETO Ha NeHUTaIHA KaHAM103a NpH 1oHouH (ot 12 no
17 ronMHHU) € HaJI0XKHUTETHO, MpHJIaraHaTa 03MpoBKa TpsAOBa Ja € chillaTra KaTo NMpH Bb3PacTHH.

Honocenu noeopooenu (0 oo 27 onu)

Hosoponenure ekckperupar ¢iykoHa3on 6aBHo. [Ipy 10HOCEHH HOBOPOIEHH ChLISCTBYBAT H3BECTHH
(dapMaKOKMHETHYHH JJaHHH B MOJKperna Ha peXXHMa Ha I03UpaHe, MPeACTaBeH Mo-10J1y (BX. TOYKa

5.2).
Bb3pacToBa rpyna | /lo3upoBKa IIpenopbKH
JloHOCEHH Ceinara no3upoBka B mg/kg, KakTo npu He Tpsabea na ce pazs HHTARE
HoBopojieHH (oT 0 10 | KbpMaueTa, MAIKH Jiella U Aeua Tpadsa na MaKCHMa/THAaTHAQaa ; ﬂo

14 nHM) ce Mnpujiara Ha BCEKH 72 yaca.

JoHOCeHH Cobiara no3upoBka B mg/kg, KakTo npu He Tpsi6Ba fa‘@
HOBOpoAeHH (0T 15 | KbpMaueTa, MaJIKH JieLia ¥ Jielia TpaOBa na | MaKCHMaJIig
10 27 nHH) ce npuiara Ha BcekH 48 yaca. . 12 mg/Kg

j
&
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HayuH Ha NPHI0XKEHHE

@yHroJIOH Ce MpHeMa NMepopaIHO MK Ype3 UHTPaBEHO3HA HH(Y3HUA, HAYMHBT Ha NPUJIOKEHHE 3aBUCH
OT KJIMHHYHOTO ChCTOSSHHE Ha nauMeHTa. [Ipu npeMuHaBaHe OT HHTPaBEHO3HO KbM NEPOPATHO
MPUJIOKEHHE WIIH 0OpaTHO, He € HeOOXOAUMO /1a ce MPOMEHS IHEBHATA J103a.

Jlexapsat Tps6Ba aa npeanuiue Hai-noaxoAsLlaTa iekapcTeeHa Gopma U 1030Ba popmMa crniopen
BBH3PACTTa, TEMIOTO M A03aTa. KancysiHarta nekapcTeeHa jopma He € azanTupaHa 3a ynorpeoda npu
KbpMayeTa U MaJIku aeua. [Ipeanarar ce nepopaiHu Te4HH GOpMH Ha (PIyKOHA30J1, KOWTO ca Io-
MOAXOASALIM 3a Ta3H NomnyJaauus.

Kancynure TpabBa aa ce NOrabLUAT LIEJIM, HE3aBUCHMO OT MpHEMa Ha XpaHa.
4.3. IlpornBOonoKazaHH#A

CBpbXUYYBCTBHTEIIHOCT KbM (D1yKOHA30J1, CXOAHH a30JI0BH Cb€IHHEHHSA MJIH KbM HAKOE OT
MOMOII[HHUTE BelllecTBa, U30poeHH B ToYKa 6.1.

EnHOBpeMEHHOTO MPUIIOKEHHE C TEPPEHATHH € MPOTHBOMNOKA3aHO MPH NALMEHTH, MpHEeMallH
(ykoHa30,1 KaTo MHOrokpaTHa Jo03a ot 400 mg qHEBHO WM M0-BHCOKa, Ha 6a3a Ha pe3ysiTaTuTe or
NMpoy4YBaHe Ha B3aMMOEHCTBHATA MPU MHOTOKPATHO NMpHJIOKeHHe. EAHOBPEMEHHOTO NMPUIIOKEHHE
Ha JPYIH JIEKAPCTBEHH NPOAYKTH, yAbkaBaly QT uHTepBasa, KOMTO ce MeTabOIM3UpaT Upe3
uuroxpom P450 (CYP) 3A4 kato umsanpuj, acCTeMH30J1, MUMO3KA, XHHHAWH H ePUTPOMHLIMH €
MPOTHBOINOKA3aHO MPH MALMEHTH, NpHeMaliy GuIyKkoHa3o (BX. ChLIO TOUYKH 4.4 1 4.5).

4.4. CnenHajHH npeaynpexaeHHs H NpeANa3HH MepPKH NpPH ynorpeda

Tinea capitis |
d1yKOHA30J1 € MPOYYBaH MPH JIEYEHHETO Ha tinea capitis Npy Aela. Y CTAHOBEHO €, Y€ He
npeBb3X0xkKaa rpuseodyiBUH U obwata ycnepaeMocT € 6uina no-Manko ot 20%. Ilo Ta3u npuynHa

¢baykoHa30j1 He OMBa J1a ce U3I0/3Ba NPH tinea capitis.

KpHnTOKOKO3a
JlaHHHTE 3a €()MKACHOCTTA OT JIEYEHHETO C (TyKOHa30J1 NPH JIEYEHHE Ha KPHINITOKOKO03a C pa3JIn4yHa

nokanu3auusa (Hanp. 6enoapoOHa HWIIM KOXKHA KPUNTOKOKO3a) ca OrpaHHY€HH, KOETO He NOo3BOJIsABa a
ce HarpaBAT NPenopbKH 3a 103HPOBKAaTA.

Jbn0oka eHieMHYHa MHUKO3a

JlanHHTe 32 €(PUKACHOCTTA OT JIEYEHHETO C (pITyKOHA30] MPH JIeUEeHHE Ha Apyrd GOpMH Ha €eHAEMHYHA
MHMKO3a, KaTO NMapaKOKLIMHOHIOMHKO03a, KOKHO-TUM(HA CIMIOPOTPHXO03a H XMCTOTUIa3MO3a ca

OrpaHH4Y€HH, MOpPaJH KOETO He MOJXKe /1a Ce MPEUT0XKH MOIXOAAIL 1I030B PEKHM.

bnbpeuHa cucrema
®nykoHa30:1 TpsAOBa Aa ce npuiara ¢ NOBULIEHO BHHMaHHE Ha MaUMEHTH ¢ ObOpeyHa quchyHKUHS
(BX. TOUKa 4.2).

XenaroOuanapHa cucTemMa

dnykoHa30: TpsAOBa Aa ce mpuiara ¢ NOBHLIEHO BHUMaHHE Ha MAaLMEHTH C YepHOAPOOHa
NUCPYHKLIMA.

d1yKOHa30J ce CBbP3Ba C PeIKH ClIyYaH Ha CEpHO3HA YEPHOAPOOHA TOKCHYHOCT, BKJIFOUHTEITHO
CMBPTHH CJIy4aH, OCHOBHO TPH NALMEHTH CHC CEPHO3HH MOUIEXallH 3a00sBaHu. B ciryyanteHa
X€MnaTOTOKCHYHOCT, CBbp3aHa ¢ (UIyKOHa30J1, He € yCTaHOBEHa Bpb3Ka ¢ o0llaTa HeBHa 25 e\ g
NPOAB/DKUTEIHOCTTA Ha JICYEHHETO, NoJia WIH Bb3pacTra. XenaTroTOKCHYHOCTTa, CBbP3AF = §
dnykoHa3on, 0OMKHOBEHO € Ousia oOpaTHMa NpH NnpeKpaTaBaHe Ha JICYEHHETO. / S/ ’._f'-g_
[TaumeHTH, IPH KOUTO ce HabroaaBaT aOHOPMHH NMPOMEHH B YEPHOAPOOHHTE QYHKLMO AT

o BpeEME Ha Jie4yeHHeTo ¢ uykoHazos, TpsabBa na 6baaT npociiesBaHH 3a NPOosABa Ha\[10aCk "'*" s
yepHOAPoOHO yBpexaaHe. [TauueHTure TpaOBa na ObaaT HHYOPMHUPAHH 3a CHMITTOMH)\Y K3 a4
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CEpPUO3HM YepHOAPOOHH edeKTH (3HaYMMa aCTEHHs, AaHOPEKCHA, NMEPCUCTHUPAILLIO raieHe, MOBPbIIaHe U
XbiaTeHuua). Jleuennero ¢ paykoHason TpsaOBa HezabaBHO Aa ce NMPEKpaTH U NMaLUEHTHT J1a ce
KOHCYJITHpA C JIeKap.

CbpAeYHO-CHI0BA CHCTEMA
Hskou a30/14, BKIIOYHTEHO (JIYKOHA30J1, Cce CBbP3BaT ¢ yabbkaBaHe Ha QT uHTepBaia B

efekTpokapaumorpamara. ®iykoHas3on npeau3BUKBa yab/bkaBaHe Ha QT upe3 nHXxuOHMpaHe Ha NOTOKa
Ha loHuTe npe3 OaBHUTE KaIHeBH KaHAH (Ii). Y xbipkaBaHero Ha QT, npHYHHEHO OT ApyrH
JIEKAPCTBEHH MPOAYKTH (KaTo aMHOAApPOH), MOXKe 1a Ob/ie yBETHYEHO NMOCPEACTBOM HHXHOHMpaHe Ha
uutoxpom P450 (CYP) 3A4. Io BpeMe Ha NOCTMApKETHHIOBOTO HAabJIIOACHHE, Ca YCTAHOBEHH MHOIO
peakH ciayuyad Ha yab/pkaBaHe Ha QT uHTepBana U torsades de pointes py NalMEHTH, NpHEMALLHX
¢dnykoHazon. Te3u ciyyan ca BKIIOYBAIH TEXKKO OOJIHH MALIMEHTH C MHOXECTBO CMECEHH PHCKOBH
¢akTOpH, KATO HANPUMEP CTPYKTYPHH YBPEXKAAHUSA HA CHPLETO, €JIEKTPOJIMTHHA HapYLIEHHS U
CBHITBTCTBALLIO JIEYEHHE, KOUTO MOJKe /1a ca JonpHHacaiy daktopy. [TauMeHTHTe C XHUIOKATMEMHS U
H3siBEHA ChP/IeYHa HEJOCTATHYHOCT Ca ¢ MOBHUIIEH PUCK OT MOABa HA )KUBOTO3acTpallaBallldi KAMEPHH
apUTMHUH M torsades de pointes.

®dnykoHa30J TpsAOBa J1a ce npujiara ¢ MOBULICHO BHUMAHHE MPH NMALUEHTH C NMOTEHLHAITHO
NPOApUTMOT€HHH CbCTOAHUA. ENHOBPEMEHHOTO NPHIIOKEHHE C APYTH JIEKAPCTBEHH MPOAYKTH, 32
KOMTO € M3BECTHO, yYe yabpkaBaT QT uHTepBana u kouro ce Merabonuzupar ype3 uutoxpoM P450
(CYP) 3A4 e nporuBonoka3aHo (BX. TOYKH 4.3 u 4.5).

Han6s0peyHa He1oCTaTLYHOCT

U3BecTHO €, 4e KeTOKOHA30/1 NpHYHHABAa HaA0bLOpeUHa HEIOCTATHYHOCT U TOBA B PEJIKH ClIy4aHu OM
MOTJIO JIa C€ OTHacA M 3a pIyKOHa30.1.

Han6bu0peyHa He10CTaTbYHOCT, CBbP3aHa C €AHOBPEMEHHOTO JIEYEHHE C MPEAHU30H € OMHUCaHa B
Touka 4.5.

XanodaHTpuH
HUsBecTHO €, ue xanodanTpuH yabpkaea QT uHTEepBaia B NpernopbYUTEIHUTE TEPANEBTUYHH IO3H H €

cyocrpar 3a CYP3A4, nopaau KoeTo e IHOBPEMEHHOTO M3MOJ3BaHe Ha XaI0(PaHTPHH ¢ (PIyKOHA30.1
He ce MpenopbuBa (BXK. TO4YKa 4.5).

JlepMaToJIOrH4YHH peaKkLHH

[To BpeMe Ha ieyeHHETO C (hJIyKOHA30J1, NALIMEHTUTE PAAKO ca MPOABABAIH €KCPOIHATHBHH KOXKHH
peakiiM, KaTo HanpuMep CHHApoM Ha Stevens-Johnson U TOKCH4YHa enuaepMaliHa HEKPOJIH3a.
[Taienture cbe CIIUH ca no-ckJIOHHM 1a pa3BUBaT T€XKH KOXXHH peakllHH KbM MHOXXECTBO
JIEKapCTBEHH MPOAYKTH. AKO MALIMEHT, JIEKYBaH 3a NOBbPXHOCTHA rbOMYHA HHPEKLIHS, MOTYYH
00OpHB, KOMTO MOXe J1a ce AbJDKH Ha ¢uryKoHa30J1, JieueHHeTo TpsAOBa aa Obae npekpareHo. AKo
NalMeHTH ¢ UHBa3UBHA/CHCTEMHA 'bOMYHA MHGeKLMA nonyyaT oOpuB, Te TpAOBa aa ce HabmoaaBar
BHUMATEJIHO U JIeYeHHETO ¢ (pJIYKOHA30M J1a Ce npeKpaTH Npu nossa Ha OyJI03HM JIe3UH UITH epUTEMa

MyJTH(dOpMe.

Cro011iaBa ce 3a JIeKapCTBEHa peakuus ¢ €03HHO(UINA U CHCTEMHH CHMINITOMM (drug reaction with
eosinophilia and systemic symptoms, DRESS).

CBpBbX4YYBCTBUTEITHOCT
B peaku cinyyau e HabnonaBaHa aHadgunakcus (BX. Touka 4.3).

Lluroxpom P450
®nykoHa3on e MoueH CYP2C9 uHxuburop u ymepeH CYP3A4 UHXUOUTOP. PIYKOHA30]1 € ChLIO

uHxuouTop M Ha CYP2C19. [TauneHTuTe, 1eKyBaHH ¢ (pJIyKOHAa30J1, KOUTO MpHeEMaT €IHOBREMEHTT \
JIEKapCTBEHHW NPOJYKTH C TECEH TepaneBTHYeH Auana3oH, Metabonu3upaiu ce ypes CyF @:‘
CYP2C19 u CYP3A4, tpabea na 6baar npocneasBaHH (BX. To4ka 4.5). N
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Tepdenaaun
EnHoBpeMeHHOTO npryiokeHHe Ha (pyTyKoHa30/1 B AHEBHM 1034, No-HUCKH oT 400 mg, ¢ TepdeHaauH

Tpa6Ba BHHMATEJIHO /1a C€ MOHUTOpPHpa (BX. TOUKH 4.3 1 4.5).

Kanaunosa

[IpoyuBaHMsATa NMOKa3BaT MOBULIEHO pa3npocTpaHeHue Ha HHpekuuuTe ¢ BuaoBe Candida, pa3iiuyHu
ot C. albicans. Te yecTo ca ectecTBeHO pe3ucTeHTHH (Hanp. C. krusei u C. auris) Wiy NOKa3BaT
HaMaJieHa YyBCTBUTENHOCT KbM pnykoHaszon (C. glabrata). Ilpu TakuBa HHPEKLIMH MOXE /1a €
HeoOXoaAMMa aTepHaTHBHA AaHTUMMKOTHYHA Teparus ciiell HeycnewHo JedyeHue. [lopaau Tosa
NpeAntCBallMTe JIEKapy ¢ ChBETBAT Ja B3eMaT NpeABUl pa3pOCTPAHEHHETO Ha PE3HCTEHTHOCT KbM
¢bnykoHa3oa npu pasnniyHuTe Buaose Candida.

[loMOLIIHH BelllecTBa

Jlakmo3za
[TaumeHTH ¢ peIKH HacleACTBEHH MPo0JIEMH HA HEMOHOCUMOCT KbM rajlakTo3a, TbJIEH JIaKTa3eH
neULUT WIH TIII0KO30-rajlakTo3Ha ManabcopOuus, He TpsOBa 1a nMpHeMAaT TOBa JIEKApCTBO.

Hampuu

To3u nekapcTBeH NPOAYKT ChABbPKa no-Manko ot | mmol Hatpuii (23 mg) Ha KancyJa, T.€. MOXe Ja
ce KaXke, 4Ye NMpaKkTUYECKH He ChABpPIKA HATPHA.

@yHrosoH 200 mg Kancyau
Azopybun (E122)

Moke na npeau3BHKa aJIEPrU4HU PeaKLMH.
4.5. BsauMonelicTBHe ¢ APYrH JieKapcTBEeHH NPOAYKTH H ApYrH popMH HA B3aHMOAeHcTBHE

Eonospemenna ynompeda cbvc ciednume Opy2u 1eKapCcmeeHu npooyKmu e npomueoOnoOKa3ana.

[luzanpua: uma cbo0LIeHHS 3a ChpAEHYHO-CBA0BU CHOMTHA, BKJIIOUUTEINIHO torsades de pointes, npy
MalMEeHTH, HA KOUTO ca NMpWJiaraHu €eAHOBPEMEHHO (PJIYKOHA30J1 U Lu3anpui. B koHTpoiHpaHo
MPOyYBaHe € YCTAHOBEHO, Y€ eJHOBpPeMeHHaTa ynoTpeba Ha (urykoHa3on 200 mg eqHOKPaTHO IHEBHO
¥ uu3anpua 20 mg YeTUpH MbTH IHEBHO BOAM 10 CHTHH()MKAHTHO MOBHIIEHHE HA MJIA3MEHHUTE
KOHLIEHTPALIMK Ha UM3anpu ¥ yabpkaBaHe Ha QT uHTrepBana. EAHOBpEMEHHOTO NMPHIOKEHHE Ha
(TyKOHA30J1 M LIM3anpU/l € MPOTHBOMOKa3aHo (BXK. To4ka 4.3).

TepdenaauH: nopaau CepHO3HH CHPACYHH APUTMHH, KOUTO Bb3HUKBAT BTOPHUYHO B PE3YJITAT Ha
yabbkaBaHe Ha QTc uHTepBana npy NaLMEHTH, NPHEMAILIH a30J1I0BH aHTHMHKOTHLIM 3a€JJHO C
TepdeHaMH, ca NPOBeCHH NMPOYYBaHUA BbPXY TE€3H B3aUMOAECHCTBHA. B npoyuBaHe, NpH KOETO
¢ykoHa3on e npunaraH B 103a 200 mg AHEBHO, He € YCTaHOBEHO yabbkaBaHe Ha QTc uHrepsana. B
ApYro rpoy4BaHe, MPH KOETO ca u3noia3BaHu aHeBHHU A03H oT 400 no 800 mg daykonasou, e
YCTAHOBEHO, Y€ (JJIyKOHa30.1, MPHJIOXKEH B 1034, PaBHU WIIH 1MO-BUCOKH OT 400 mg QHEBHO,
3HAYMTEJIHO MOBHILIABA MJIa3MEHHWTE KOHLEHTPAaLMKU Ha TepeHauH, KOoraTto ABETe JIEKapCTBa ce
npuiaarat B kKoMOMHauusa. KomOruHupaHoTo npunoxeHue Ha (pyKoHa30J1 B 1034, paBHH HJIH T0-
BUCOKH OT 400 mg, ¢ TeppeHaaAHH € NPOTHBONOKA3aHO (BX. To4ka 4.3). EAHOBpEMEHHOTO
npuIoKeHHe Ha pyrykoHa30/ B 103H, No-HUCKH oT 400 mg aHEBHO, ¢ TeppeHaaHH TpsaOBa
BHMMATEJTHO /1a C€ MOHHUTOpHUpA.

AcCTeMH30J1: €HOBPEMEHHOTO NMPUJIOKEHHE HA JTYKOHA30J1 C aCTEMH30J1 MOXKE J1a MOHWXKH KIIMPBbHCA
Ha acTeMH30J1. B pe3yaraTr noBuilleHUTE MJIa3MEHH KOHLIEHTPALIMK Ha aCTEMH30J1 MOraT /ia
yab/pkaBaHe Ha QT uHTepBana U B peKM ciy4au 1o forsades de pointes.

EnHoBpeMEHHOTO NpUJIOKEHHE Ha (UTyKOHA30J1 M aCTEMHU30J1 € MPOTHBOINOKA3aHO (B

[1¥MO3KM: BLIIPEKH Y€ HE € MPOYUEHO in Vitro W in vivo, eTHOBPEMEHHOTO MPHJIOKEHRS
dnykoHa301 ¢ MMMO3K/ MOXKE J1a I0BEIE 10 HHXHOMpaHe Ha MeTabo/IM3Ma Ha NUMOBAE.
MJia3MEHH KOHLIEHTpALIMK Ha MMMO3KMJ MOraT a AoBeaar A0 yab/pkasaHe Ha QT u :.

J 48 = T

O kT
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cliyyau 110 torsades de pointes. ETHOBpeME@HHOTO NpHJIOKEHHE Ha (PiyKOHA30J1 U MHMO3H] €
NPOTUBOMNOKA3aHO (BXK. TOUKa 4.3).

XHHHUJIMH: BBIIPEKH Y€ HE € NMPOYYEHO in Vitro W in vivo, €AHOBPEMEHHOTO NMPHJIOKEHHE Ha
¢d1yKOHa30/1 ¢ XHHHIMH MOJXKe J1a I0Be/ie 10 HHXHOUpaHe Ha MeTaboJIi3Ma Ha XMHH/IHH.
[Tpuno)keHHeTo Ha XMHHU/IMH Ce CBBbp3Ba C yab/DkaBaHe Ha QT WHTEpBana M B pe/IKH ClIy4aH 10
torsades de pointes. E1HOBpeMEHHOTO NPUIOKEHHE Ha (PJTYKOHA30J1 U XHHHIIMH € MPOTHBOINOKA3aHO
(BX. TOuka 4.3).

EpUTPOMHILIMH: €[IHOBPEMEHHOTO NMPHIIOKEeHHE Ha (TYKOHA30]1 C EpUTPOMHULIMH OM MOIJIO la NOBMIIH
PUCKa OT KapaHOoTOKCHYHOCT (yawnkeH QT uHTepBan, torsades de pointes) u cieA0BaTEIHO OT
BHE3arHa cbpJe4yHa cMbpPT. EqHOBpEMEHHOTO NpUIokKEHHE Ha (PITYKOHA30J1 H EPUTPOMHLIUH €
NPOTHUBOMOKA3aHO (BX. TO4YKa 4.3).

Eonospemenno npuiodicenue Ha cieOnume 1eKkapcmeeHu npooyKmu He ce npenopv4ea.

XanodaHTpuH: G1yKOHA30J1 MOXKE J1a MOBMILM TU1a3MeHaTa KOHLEHTpaLMs Ha Xajlo(paHTPUH NopaaH
uaxubupane Ha CYP3A4. EqHoBpeMeHHOTO npuiioxeHue Ha (uTyKOHa30J1 ¢ XaJo(paHTPUH MOXe J1a
NOBMILIM PUCKa OT kKapAroTokcH4HOCT (yabinkeH QT uHTepBan, torsades de pointes) 1 Clie10OBaTEJIHO
OT BHE3arHa cbpae4yHa cMbpT. Tazu koMOMHaLms TpsabBa na ce u3bsarea (BxK. Touka 4.4).

Eonoepemenna ynompeba, npu Kosimo ce u3ucKéa nOGUUIEHO BHUMAHUE:

AMuoaapoH: EnTHOBpeMEHHOTO NpUJIOKEHUE HA (UTyKOHA30J1 ¢ aMHOJIapOH MOXe J1a ZI0BeE 10
yabkaBaHe Ha QT unTepsana. Eto 3aio, ce H3MCKBa NMOBHLIEHO BHUMAHHKE, KOIraTo JIBETE JIEKapCTBa
ce KomOuHUpaT, ocobeHo npu BUCOKa A03a ¢uykoHason (800 mg).

Eonospemennomo npuiaeane Ha cieOnume 1eKapcmeeHu nPOoOyKmu u3ucKed npeonpuemane Ha
npeonazHu MepKu U Kopusupane Ha 003ama

EdekT Ha Apyry JiekapcTBEHH NPOAYKTH BEPXY (1yKOHA30]1

PudaMnuLME: eHOBPEMEHHOTO NPHIOKEHHE Ha (TyKOHa30/1 ¥ pU(aMITHLIMH BOAH 0 HAMAJISBaHe
Ha IUIOLITA NoJ KpuBaTa ¢ 25% U CKbCABAHE Ha NMOTY>KUBOTA Ha (iykoHason ¢ 20%. Ilpu naumeHTH,
KOMTO NMpHeMaT eJHOBpeMeHHO pudaMnUUKUH ¥ GuIyKoHa30:, TpAOBa 1a ce OOMHC/IM MOBHIIIABAHE HA
no3ara Ha (JIyKOHa301.

[IpoyuBaHus Ha B3aMMOAECHCTBUATA MOKA3BaT, Y€ KOraTo rnepopaieH (payKoHas3oJ ce npuemMe
_ €/IHOBPEMEHHO C XpaHa, UUMETHIMH, aHTHAaLIUAX WK cJiel 00IbYBaHe Ha LAJIOTO TAJIO 33
KOCTHOMO3BbYHa TPaHCIUTAHTalLMA, He ce HabMronaBa KIMHUYHO 3HAYMMO HapylleHHe Ha abcopOuusaTa

Ha (GyKOHa3011.

XuapoxJIOpoTHa3ua: BbB (papMaKOKMHETHYHO MPOYYBaHe 3a B3aUMOJAEHCTBHE, NPH €IHOBPEMEHHO
MHOT'OKPAaTHO MPHJIOKEHHE Ha XHUAPOXJIOPOTHA3H] HA 3/ipaBU A0OPOBOJILH, MPpUEMaIlH (PITyKOHa3011,
ruia3MeHaTa KOHLeHTpauus Ha (ykoHa3on ce nosHiuasa ¢ 40%. [1py nauueHTH, npHeMaily
CBHITHTCTBALLIA TEPANMs C AUYPETULIM, €PEKT OT TaKaBa BEJIMUMHA HE H3UCKBA MPOMAHA B I03MpPOBKaTa
Ha (JTYKOHA30.1.

EdekTt Ha dniykoHa30J1 BbPXY APYIH JIEKAPCTBEHH MPOAYKTH

®daykonaszon e ymepeH CYP2C9 unxubutop v ymepen CYP3 A4 uuxuburop. OiykoHas3ol /,
moreH HHXuOouTOp Ha CYP2C19 n3oen3uM. B nonbinHenne kbM HabmonaBaHUTE/ AOKYME:
B3aUMO/1€HCTBHA, CIOMEHATH NO-/0J1y, ChIIECTBYBa PUCK OT MOBHILIIABAHE HA n.na:me N

‘Il

KOHLIEHTPALIMH Ha ApYry BelecTBa, Kouto ce Metabonusupar ot CYP2C9 u CYP3 A4 /ng

€JHOBPEMEHHOTO MM NpUJIOKEHHE C Qu1yKOHa30/. ETo 3a1110 ce H3HCKBa MOBHIIECHO B i Rz
MpuiaraHe Ha Te3d KOMOMHALIMK W NaUMeHTHTE TpAOBa BHUMATEJIHO /1a C€ MOHMTOPHY a%
2 .
3, 2 S
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eH3UMHO MHXHOMpaHe Ha PyIyKOHA301 npoab/kaBa 4-5 HU ciell NpeKpaTaBaHe Ha JICYEHHETO C
¢nyKoHa30J1 nopaau AbJIrua NoJIy>KMBOT Ha QuiykoHa3on (Bx. Touka 4.3).

AGpounuTHHUO: PaykoHazon (MHxHOuTOP HA CYP2C19, 2C9, 3A4) noBuiuaBa eKCNO3HLIMATA Ha
BCHYKH (papMaKoOJIOrHYHO aKTHBHH BelllecTBa Ha abpouuTHHHO cnea metabonusupanero My cue 155%.
AKO ce npujiara €1HOBpeMEHHO ¢ (U1yKOHa30J1, A03aTta Ha abpouMTHHUO TpsAOBa Aa ce aganTUpa, KakTo
€ YKa3aHo B NpoayKToBata HHGopMauus 3a abpouuTHHHO.

AndeHTaHWI: NPU €JHOBPEMEHHO JieueHue ¢ paykoHason (400 mg) u HHTpaBeHO3€eH an(eHTaHU)]
(20 pg/kg) npu 3apaeu noo6poBoaum croiiHocTTa Ha AUC o Ha andeHTaHU ce € MOBUILKWIA 2 ITBTH,
BEpOATHO 4pe3 HHXHuOupaHe Ha CYP3A4. Moxe 1a e HeoOX0aAUMO afanTUpaHe Ha 103aTa Ha
andeHTaHuI.

AMHUTPUNTHINH, HOPTPUNTUIUH: DyKOHA30J1 NOBULLIABA e(peKTa HAa AMUTPUNTHIIMH H
HOPTPHUITTHJIMH. S-HOPTPHUITTHJIMH W/HWJIM S-aMUTPUNTWIKH MOraT Aa ObaaT U3MEpPBaHHU B HAYAJIOTO Ha
KOMOMHHMpaHaTa Tepanus U ciel eaHa ceaMuua. Jlozara Ha aMHTPUNTHIMH/HOPTPUNTHIKH TpaOBa na
Ce ajlanTupa, ako € HeoOX0AUMO.

AmdorepuuH B: e1HOBpEeMEHHOTO NpUIOXKEeHHe Ha irykoHazon u amporepulmH B npu
' MH(EKTHPaHH HOPMAJTHH H MMYHOCYTNIPECHPAHH MHILIKH MOKa3Ba CJIEJAHHTE Pe3YJITaTH: MaJTbK
aJlIMTUBEH aHTUMHUKOTHYEH e(eKT npu cucteMHa uHdekuus ¢ C. albicans, nunca Ha B3aUMOJAEHCTBHE
MpU UHTpakpaHuanHa uHdekums ¢ Cryptococcus neoformans ¥ aHTarOHU3bM MEXJLY JIBETE JIEKAPCTBA
npu cucreMHa HHekums ¢ Aspergillus fumigatus. KnuHUYHaTa 3HAYUMOCT Ha pe3yJITaTHTE,
MOJIY4E€HHU OT TE€3M NMPOYYBAHMSA, HE € U3BECTHA.

AHTHKOAryJIaHTH: NMPH NMOCTMAPKETHHIOBHSA OIMT, KAKTO U MPH APYryUTe a30JI0BH AaHTHMHKOTHYHH
CpeICTBa, Ca MoJIy4eHH ChOOLIEHHS 3a KbpBeHe (Cy(y3HH, €NMUCTAKCUC, FTACTPOMHTECTUHAJIHO
KbpBEHE, XeMaTypHs U MeJIEHa), CBbP3aHH C yAb/KaBaHEe Ha MPOTPOMOMHOBOTO BpEME MMPH MaLHEHTH,
npUeMallli €AHOBpeMEHHO (J1yKoHa30/1 U BapdapuH. [1o BpeMe Ha eITHOBPEMEHHOTO JIEYEHHE C
¢yKoHa3071 U BapdapHH, NMPOTPOMOHHOBOTO BpeMe € OMII0 yBETHYEHO 10 2 MbTH, HAH-BEPOATHO B
pe3yJJiTaT Ha HHXHOupaHe Ha BapdapuHoBua MeTabonu3bM upe3 CYP2C9. [Ipu naumenTH, npuemaliy
KYMapHHOB THN WIM MHAAHAWOHOBU aHTHKOAryJIaHTH YCNIOPEAHO ¢ (pJIyKOHa30J1, MPOTPOMOHWHOBOTO
BpeMe TpsaOBa aa Obie BHUMATEIHO MOHUTOpHUpaHO. MoXe 1a ce Hall0XKM aJanTHpaHe Ha 103aTa Ha
aHTHKOAryJiaHTa.

beHn3oauazenuHy (KpaTKoAeHCTBALIM). T.€. MUa301aM, Tpyaszosaam: Cnea nepopaiHO NpUIIOKEHHE Ha
MHa30J1aM (pJIYKOHA30J1 € JI0BEJI 10 3HAYUTEJIHO YBEJIMYEHHE Ha KOHLIEHTpaLMATa Ha MHAa30J1aM U 10

NCHXOMOTOPHH edeKTH. EqHOBpeMEeHHOTO noribliade npe3 ycrara Ha ¢pnykoHason 200 mg u
mHuaazonam 7,5 mg e yeeauunsao AUC u BpeMeTo Ha NOJIY>KUBOT Ha MHUa30J1aM, CbOTBETHO 3,7 NbTH
1 2,2 nbTH. 200 mg nHeBHO (JIYKOHA30J1, NPUIOXKEHH YCIOpeaHo ¢ Tpuazonam 0,25 mg nepopajiHo ca
yeeauuwid AUC 4 BpeMeTo Ha NOJY>KHBOT Ha TpHa3oiaM, CbOTBETHO 4,4 MbTH U 2,3 ITBTH.
[ToreHLIMpaHe U yab/DKaBaHe Ha eeKTUTE Ha TpHa3osiaM ca HabnroaaBaHU NMPH €IHOBPEMEHHO
neyeHue ¢ payKoHas3osl. AKO € HeoOXxoauma eIHOBpEMEHHA Tepanus ¢ O€H30AHa3eNn1uHH NpH
NaLMeHTH, npueMailum ¢paykoHas3os, TpadBa aa ce 0OMHUCIH NOHW)KaBaHe Ha OeH30aMa3enuHoOBaTa
103a, a nalMeHTUTe TpAOBa aa OBAaT NOAXOAALIIO0 MOHUTOPHPAHH.

KapbamazenuH: ¢pnykoHa3zon HHXHOUpa meTtabonu3Ma Ha kKapbaMasenuH U € HaOboaBaHo
MOBHLIABaHE HAa CepyMHHUTE HUBA Ha KapbamMazenuH ¢ 30%. ColuecTByBa pUCK OT pa3BUTHE Ha
kapOama3enuHoBa TOKCHYHOCT. MOXe a1a ce HaJloXKK alanTHpaHe Ha J103aTa Ha KapOaMasenuH B
3aBUCUMOCT OT CbOTHOLUIEHHETO Ha H3MEPEHUTE KOHLEHTpaLus/edeKT.

KaniueBH aHTaroHUCTH: HAKOW KaJILIMEBH aHTAaroOHUCTH (HUdEIUNKH, U3PaUITHH, aM
BepanaMui U penoaunuH) ce Metabonuzupat uype3 CYP3A4. dnykoHa3on uMa not
MOBHMIIIH CHCTEMHATa €KCMO3ULIMA HA KAJILIHEBUTE aHTaroHUCTH. [IpenopbunTenHoO
MOHHMTOPHpaHE 3a HEXKEJIaHH JIEKAPCTBEHH PEaKLMH.
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LleniekOKCHO: Mo BpeMe Ha €JHOBPEMEHHOTO NMpUIoKeHHe Ha QurykoHasos (200 mg nHeBHO) U
nenekokeut6 (200 mg) Cmax 1 AUC Ha uenexokcubd ce nosuinasar ¢ 68% u 134% cboTBETHO.
[TonoBuHaTa OT J03aTa LIeIeKOKOCHO Moxke 1a Obe JocTaTbyHa, KOrato ce KOMOMHHpa ¢
¢nykoHa3011.

Lluknodochamua: komGuHHUpaHa Tepanus ¢ uMKiopochaMua 1 GiryKoHa30n BOAHW 10 NMOBHILEHHE Ha
6unupybHHa H KpeaTHHMHA B cepyma. KomOMHaLuATa MOXe 11a ce U3M0JI3Ba, KaTo Ce MMa MpeiBU/
PHCKBT OT MOBUILIEH CEPYMEH OWIMPYOHH H KPEaTHHHH.

MdenTann: choOlIeH € eAnH daTaeH cry4yad 3a HHTOKCHKaLHs ¢ (PEHTaHWI, Jb/DKalla Ce Ha
Bb3MOXKHO B3auMojeicTBre Ha GeHTaHun ¢ GuykoHason. B nonmbiHeHHe npu 31paBu J00pOBOJILIM €
JI0Ka3aHo, 4e (yryKoHa3o: 3a0aBs 3HAUMMO €TMMHHUPAHETO Ha (PEHTaHWII. Y BEJIMYCHATa
KOHLIEHTpaLMs Ha GEeHTaHK MOJKe 1a I0Beze A0 pecnupaTopHa aenpecus. [lauuenture Tpsabsa
BHMMATEJIHO JIa Ce MPOC/ieABaT 3a MOTEHLMAIEH PUCK OT pecnupaTopHa aenpecus. Moxe na ce
HaJIOXKaT KOPEKLIMM Ha J103aTa Ha (peHTaHHII.

HMG-CoA penyKra3Hd HHXHOUTOPH: PUCKBT OT MHONATHA U pabJIOMHOJIH3a Ce MOBHIlIaBa, KOraTo
daykonaszon ce npunara eqHoBpeMeHHO ¢ HMG-CoA peaykTasHu HHXHOHTOPH, MeTabOM3HpallK ce
ype3 CYP3 A4, kato atopBacTaTHH U cuMBacTaTHH, WK upe3 CYP2C9 karo dayBacTaTuH (HamaneH
yepHOApoOEeH MeTaboNMM3bM Ha CTAaTUHUTE). AKO € HeoOxoauMa KOMOMHHpaHa Tepanus, NauueHTbT
Tps6Ba Ja ce HabmoaaBa 3a CHMIITOMM Ha MMONATHA M paboMHOIN3a, M KpeaTHHKHHAa3aTa TpsaOBa J1a
ce mouuToprpa. HMG-CoA peaykra3zHuTe MHXMOUTOpH TpAOBa 1a ce npeKpaTaT, ako ce Habmonasa
3HAYHMO YBeJIMYaBaHE Ha KpeaTHHKHHA3aTa WK Ce JHarHOCTHLIMpaT WK npeanoiarar
mMuonaTus/pabaomuonnsa. Moxe na ca Heo6xoauMu no-HUCKH 1034 HMG-CoA peaykrasHu
HHXHOUTOPH, KAaKTO € YKa3aHO B MH(OpMaLMATa 3a MpeMCBaHe Ha CTATHHH.

N6pyTunuG: ymepennte uHXuOuTOpH Ha CYP3 A4, kato ¢uiyKkoHa30/1, MOBHILIABAT MJIa3MEHHUTE
KOHLIEHTPALIMK Ha HOPYTHHHO M MOraT Aa NMOBMLIAT PUCKA OT TOKCHYHOCT. AKO TakaBa KOMOHHaLIHs
He MOKe J1a 6bae u3berHara, Ao3ata Ha HOpyTHHHO TpAOBa na ce noHW KU Ha 280 mg BeAHBXK AHEBHO
(1BE KarcyJiM) 3a BpEMETO Ha MPUIOKEHHe Ha HHXUOMTOpA U 1a Ce OCHIYPH CTPUKTHO KIIMHUYHO
npocieAsBaHe.

UBakadTop (caMOCTOATENIHO WK B KOMOMHALIMA € JIEKAPCTBA OT ChLIWS TEPANEBTHYEH KJlac):
€IHOBPEMEHHOTO NMPHJIOKEHHE C HBaKa(hTOp — NOTEHLIMATOP Ha TPAHCMEMOPAHHHA peryaaTrop Ha

NPOBOAMMOCTTA NpH KMcTO3HA pubpo3a (Cystic Fibrosis Transmembrane Conductance Regulator),
MOBHILIABa 3 ITbTH EKCTIO3HIIMATA HA HBaKadTOp U 1,9 MbTH EKCNO3ULIMATA HA XHIAPOKCHMETHII-
usakadrTop (M1). [Ipenopbusa ce NOHW>KABaHE Ha 7103aTa Ha HBAKa(TOp (CAMOCTOATEIHO HIIH B
KOMOMHALIMA) KAKTO € YKa3aHO B MpoaAyKToBaTa HHpopMaLus 3a uBakagTop (CaMOCTOATETHO HJIH B
KOMOHHaLM).

Onanapu6: ymepeHure uHXuOuTopu Ha CYP3A4 kato ¢py1iyKkoHa30J1 NOBHLIABAT MJIA3MEHHUTE
KOHLICHTPALIMH Ha oslanapHb; ChIIbTCTBAllATa UM ynoTpeba He ce npenopb4yBa. AKO KOMOUHHPAHETO
MM HE MOXe Ja ce u3berHe, no3ara onanapub na 6bae orpanuyena 1o 200 mg asa MbTH AHEBHO.

HUmyHocynpecopH (LIMKJIOCTIOPHH, €BEPOJIMMYC, CHPOJIMMYC U TAKPOJIHMYC):

LluknocnopuH: ¢yKoHa30/1 noBriuasa 3Ha4umMo koHueHTpauuaTa ¥ AUC Ha uuksiocnopuH. I1pu
eHOBpeMEHHO JieueHHe ¢ 200 mg ¢dykoHa30/1 AHEBHO U LMKJIOCNIOPHH 2,7 mg/kg nHEBHO ce
Habmonasa nopuimasade Ha AUC Ha uuknocnopuH 1,8 nbTu. Tazu koMOHHaLMg MOXe a ce
M3M0JI3BA, KAaTO C€ MOHWXKH 103aTa Ha LIMKJIOCIIOPUH B 3aBUCUMOCT OT KOHLIEHTpALlUATa Ha
LIMKJIOCTIOPHH.

EBepoIMMyC: BBIIPEKH Y€ HAMA in Vivo H in vitro npoy4BaHus (JIyKOHa30/1 MOXe
MJ1a3MeHaTa KOHLIEHTpaLMs Ha eBeposIMMycC upe3 uHxubupane Ha CYP3A4.

Cuponumyc: @iykoHa30 NOBUILABA MJIa3MEHUTE KOHLIEHTPALIWKA Ha CHPOJIMMYC
HHXHOHpaHe Ha MeTabonu3ma Ha cupoaumyc upe3 CYP3A4 u P-riMkonporeuH.
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MOJKe Ja Ce M3M0J13Ba, KAaTO ce aJianTHpa J103aTa Ha CHPOJIMMYC B 3aBUCUMOCT OT ChbOTHOLLIEHHETO Ha
H3MEPEHUTE €(PEKT/KOHLIEHTpALHA.

Takposaumyc: (yKOHa3071 MOXKE 1a MOBHILY 0 5 ITBTH IJIa3MEHUTE KOHLIEHTPALIWK Ha NepOpaHO
MpPUEMaHHs TAKPOJIMMYC NMOpaau HHXUOHpaHe Ha MeTabonu3ma Ha Takponumyc 4pe3 CYP3A4 B
yepsaTta. Hama HaGnmoaaBaHyu 3Ha4MMH papMaKOKHHETHYHH NTPOMEHH, KOraTo TaKpOJIMMYcC ce
npuiaara HHTpaBeHo3HO. [ToBHILIEHHTE CTOWHOCTH Ha TAKPOJIMMYC Ce CBBP3BaT C HE(PPOTOKCHYHOCT.
Jlo3aTa Ha nNepopaHO NMPHJIaraH|s TaKpoJIMMYC TpaOBa a ce NOHHXXH B 3aBUCHMOCT OT
KOHLIEHTPaLMATa Ha TAKPOJIUMYC.

Jlocapran: ¢ykoHa3on nHXuOupa meTabonu3Ma Ha JlocapTaH 110 HEroBUs akTHBeH MeTabosuT (E-
3174), OTrOBOpEH 3a HAM-roJIIMa 4acT OT HErOBUs aHrHOTEeH3HH-11-pelienTopeH aHTaroHW3bM MNpH
neyeHueTo ¢ jocaptad. [lauueHTure TpabBa NOCTOAHHO Ja Ha0IK01aBaT CTOHHOCTHTE Ha
apTEepPHAJIHOTO CH HaJIAraHe.

Jlypa3uzaoH: ymepernure nHxuouropu Ha CYP3 A4 karo uiykoHa30j1 MOraT [ia MOBHILAT MJIa3MEHUTE
KOHLIEHTPALIMK Ha JIypa3HIoH. AKO eIHOBpEMEHHaTa ynorpeda He MoXe J1a ce u3derte, 103aTa Ha
Nlypa3suIoH TpsAOBa 1a ce MOHMXKH, KaKTO € YKa3aHO B MPOAYKTOBaTa HH(pOpMaLMA 32 JIypa3sHIOH.

MetanoH: ¢yKoHa301 MOXe Ja MOBHILH TU1a3MeHaTa KOHLEHTPallMs Ha MeTazioH. Moxe 1a e
HeoOXOAMMO aJlanTHpaHe Ha 103aTa Ha METaJI0H.

HecTepouaHu npoTHBOBB3NaNUTENHH cpeacTBa: Cnax M AUC Ha durypbunpoden ce nouiuasar ¢ 23%
U 81% cBHOTBETHO, KOraTo ce npuiara ¢ QJyKoHa30Jl, B CPaBHEHHE CbC CAMOCTOATEJIHOTO
npunoxenue Ha paypounpodeH. [TonodHO, Cmax # AUC Ha papMakoI0rH4HO aKTHBHHS H30Mep [S-
(+)-ubynpoden] ce nopuiasar ¢ 15% u cboTBeTHO 82%, KOraTo (pJIyKoHa30J1 ce npuiara
eIHOBpEMEHHO ¢ pauemMuyeH ubynpodex (400 mg), B cpaBHEHHE CHC CAMOCTOATENIHO MPUIOXKEHHE HA
palieMHueH UOyrnpogdeH.

Bernpeku ye He e cneudpUyHO nMpoyyeH, (pyKOHa30/1 MMa NOTEHLHaN J1a MOBHLIM CUCTEMHATa
excrio3uums Ha apyru HCIIBC, kouto ce merabonusupar ot CYP2C9 (Hanp. HanpokceH,
JIOPHOKCHKaM, MeJIOKCHKaM, aAuknodeHnak). [Ipenopbusa ce yecTo HabmoaeHHE 32 HEXKeJIaHH
NIEKapCTBEHH PeaKkiMh U TOKCHYHOCT, cBbp3anu ¢ HCIIBC. Moxe na e HeoOXoaMMoO aaanTHpaHe Ha

no3ara Ha HCIIBC.

denuTonH: GIyKoHa301 HHXHOUpPA YepHOAPOOHHA METab0/IM3bM Ha PEHUTOHH. ENHOBPEMEHHOTO

MHOrOKpaTHO npuiokeHue Ha 200 mg dnykonason ¥ 250 mg peHHTONH HHTPABEHO3HO €
npeansBukano nopuiasaHe Ha AUC24 Ha GeHUTOHH CBC 75% M Ha Cmax CbC 128%. 1lpn

eJHOBPEMEHHO MPWIOXKEHHE TUIa3MEHHUTE KOHLIEHTPALMK Ha (PEHUTOMH TPAOBa 1a Ce MOHUTOPHPAT, 3a
na ce uzberne peHUTOMHOBA TOKCHYHOCT.

[NpeaHn30H: UMa CHOOLIEHHE 3a €IHH CITy4ail NPpH YepPHOAPOOHO TPAHCIIAHTHPAH MaLMEeHT, JIEKyBaH
C MpeJHU30H, KOMTO pa3BHBa OCTpa HaN0BOpeUHa HEIOCTATBYHOCT CJie/l IPEKbCBaHe Ha TPHMECEYHa
Tepanus ¢ QurykoHason. [Ipeanonara ce, 4e NMPeKbCBAHETO Ha TEpanMATa ¢ (PIyKOHa30J1 yBeJinyaBa
akTuBHOCcTTa HAa CYP3 A4, KOETO BOAM 10 NOBHLLIEH META00IM3BM Ha MPEAHH3O0H.

[TaumeHTHTE Ha NPOB/DKHTENHO JiedeHHe ¢ GJIyKOHA30/1 U NPeAHU30H TpAOBa na ObAaT BHUMATENIHO
NpocJieIsBaHM 3a HEJOCTAaTHYHOCT Ha HaaObOpevYHaTa Kopa NpU cnHpaHe Ha (IIyKOHa3011.

PudabyTuH: ¢ykoHa30 NOBHILABA M1a3MEHHTE KOHLEHTpalUMH Ha pupabyTuH v B pesynratr AUC Ha
pudabyTun ce nosuiasa 10 80%. Uma cboO11€HHs 32 YBEUT NPH NaLMEHTH, NMPH KOMTO Ce Mnpuiarat
eIHOBpeMEHHO (irykoHa3on U pudabyTuH. [Ipn koMOMHUpaHa Tepanus TpAOBa na ce UMaT pe/IBH
CHMIITTOMHTE Ha TOKCHYHOCT OT pu(abyTHH.

CakBuHasup: ¢aykonason nosuimaBa AUC u Cpax Ha CAKBUHABUP CHOTBETHO € NMPHO
u 55% nopaan MHXUOMpPaAHETO HA YEPHOAPOOHHUA META0OIM3BM HAa CAKBUHABHUP OT
uaxubupanero Ha P-raukonporenH. BzauMoaeicTBue CbC CakBHHABHP/PUTOHABHP
Modke 1a Obae no-u3paszeHo. Kopekius Ha 1o3aTa Ha CAKBUHaBHP MOXe J1a € Heo0X
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CyndaHwiypeiHH JeKapcTBEHU NPOAYKTH: YCTAHOBEHO €, Y€ (UIyKOHA30/1 YAB/DKaBa Iia3MeHHs
[MONY>KMBOT Ha €JHOBPEMEHHO MpHJIaraH|UTe NMEepOPAIHH CyJIpaHUITypEeHHHU CpeaCcTBa (Hanp.
XJIOpnponamMui, raubeHKnaMu, Munu3na, Tondyramun) npy 3apasu noopososu. 11o Bpeme Ha
eJHOBPEMEHHO NPHJIOKEHHE CE NMPEenopbYBa 4eCTO MOHUTOPUPAHE Ha KPbBHATa 3axap ¥ MOAXOAALLO
MOHM)KaBaHe Ha J03aTa Ha CyJIQaHWIypeHHHs NMPOAYKT.

Teodunun: B niane6o-KOHTPOJIHPAHO NMPOYYBAHE 3a B3aUMOAEHCTBHE NMPUIOKEeHHeTO Ha 200 mg
¢nykoHa3on 3a 14 1HM BOAM 10 HAMaJIeHHe Ha CPEHHUAT IU1a3MEeH KIMPBHC Ha TeopuiHH ¢ 18%.
[MaumeHTHTE, KOMTO NMPUEMAT BHCOKH J103M TEO(DHIMH WM KOMTO NMOPaay APYrd MPUYHHH ca C BUCOK
PUCK OT TeO(HJIMHOBA TOKCHYHOCT, TpsAOBa na ObaaT HabaronaBaHu 3a MPU3HALIM HA TEOHUITHHOBA
TOKCHYHOCT, IOKaTo npuemat ¢iykoHason. TepanusTa Tpabsa aa ce MoaudHLMpa, aKO Bb3HUKHAT
MPU3HALM HA TOKCHYHOCT.

TodauuTHHUG: ekcrno3uuuaTa Ha ToGaUMTHHUO € MoBHULIEeHa, Korato ToQauuTHHHO ce npuara
CBLITBTCTBAIIO C APYrH JIEKAPCTBEHH NMPOAYKTH, KOUTO NPEAU3BHKBAT KAKTO YMEPEHO HHXHOMpaHe Ha
CYP3A4, taka u MmomHO HHXHOUpaHe Ha CYP2C19 (nanp. ¢paykonason). I1o Ta3u npuunHa ce
npenopb4Ba NOHWXKABaHE Ha J103aTa Ha TOGauUMTUHUMO Ha 5 mg BEAHBK AHEBHO, KOraTo c€ KOMOMHHpa
C TAKHBA JIEKAPCTBEHH NPOAYKTH.

TonBanraH: eKCro3uLMATA Ha ToJiBanTaH € 3HauuTenHo nosuiueHa (200% 3a AUC; 80% 3a Cpax),
korato toaBantaH (CYP3A4 cy6erpar) ce npunara eqgHoBpeMeHHO ¢ ¢urykoHason (ymepedH CYP3A4
MHXHOMTOP), C PHCK OT 3HAYMTEJIHO YBEJIMUEHHE HAa YECTOTaTa Ha HeXKEJIaHUTE peakLiMH, OCOOEHO Ha
3HaYMTEIHA IMype3a, AeXuaparauus 4 octpa Ob0peyHa HenoCTaThYHOCT. B cily4yal Ha €IHOBpeMEHHa
ynorpeba 103aTa Ha ToJBanTaH TpAOBa Ja Obie NOHMKEHA, KaKTO € YKa3aHO B HHGOpMaLHATa 110
NpearnuCcBaHeTO 3a TOJIBANTaH, U NaLMEHTHT TPAOBA yecTo Aa ObJe nNpocneasBaH 3a rnossa Ha
HeXeJIaHW peaKkLiii, CBbP3aHH C TOJIBAllTaH.

BuHKAa aJKaJIOHJIM: BLIIPEKH Y€ HE € NMPpOoyueHO, GIyKOHA30J1 MOXKE /1a MOBHULLIH IUIa3MEHHUTE
KOHLIEHTpAaLlMK Ha BUHKA aJKajlouauTe (Hanp. BAHKPUCTHH U BUHOIaCTHH) M 1a IOBEAE 10
HEBPOTOKCHYHOCT, KOETO BEPOATHO Ce ABJKH HA HHXHOMpauus egext Ha CYP3A4.

BuramuH A: uma chOOLIIEHHE NMPH €WH NaLMeHT, NpHeMal] KOMOMHHpaHa Teparus ¢
TPaAHCPETHHOMIHA KHCE/IMHA (KUCEIMHHA opMa Ha BUTAMHH A) U (DJTyKOHA30J1, MPH KOKTO ca
Bb3HMKHAJIM HEXKEJIAHH JIEKapCTBEHH peakuuu, cebp3adu ¢ LITHC noa ¢popmara Ha uepebpaneH
[CceBJOTYMOP, KOMTO ca OT3BY4YaJIH MPH MpeKpaTABaHe Ha JIeYeHHETOo ¢ ¢uryKoHa3oi. Ta3u
KOMOMHALIMS MOXKeE /1a C€ M3MO0J13Ba, HO TpAbBa Aa ce uMa npeaBua pucksT 3a LIHC Hexenanu
peaKLMH.

Bopukonazosn (maxuburop Ha CYP2C9, CYP2C19 u CYP3A4): enHOBpEMEHHOTO MEPOPATHO
npuioxeHue Ha BopukoHa3on (400 mg Ha 12 yaca npe3 mbpBUA AeH, nocaeasady ot 200 mg Ha

12 yaca 3a 2,5 nuu) ¥ nepopaiieH ¢paykoHason (400 mg npe3 mepBUs AeH, nociaeasaHy ot 200 mg Ha
24 yaca 3a 4 1HK) Ha 8 3apaBH AOOPOBOJILM OT MBXKH NOJ, BOAAT A0 noBrinaBaHe Ha Cpax 1 AUC Ha
BOPHKOHAa30J1 cpeaHo ¢ 57% (90% CI: 20%, 107%) u cvotBeTHO 79% (90% Cl: 40%, 128%). He €
YCTAaHOBEHO NMPH KaKBH peAyLIMPaHH 1034 HJIH NPH KAKBa Y€CTOTa Ha MPHIOKEHHE CE €JIMMHHHpAT
Te3u epeKTH. AKO BOPMKOHA30JI CE NpuUiara HeMmocpeACTBEHO cliell (PryKOoHa30: ce npenopbysa
npocjeasBaHe Ha CBbP3aHUTE C BOPUKOHA30J1 HEXKETAHH PeaKLIMH.

3unoByauH: GaykoHa3on noBuiaea Crax # AUC Ha 3uaoByauH ¢ 84% u cboTBeTHO 74%, nopaau
npubnu3uTenHO 45% HamManeHue Ha NepopaHUA KIMPBHC Ha 3WA0BYIHMH. [10y)KHBOTBHT Ha
3UIOBYIMH € ChILIO TaKa yAb/DKeH ¢ npubansurenHo 128% npu koMOMHHMpaHa Tepanus ¢ QJryKoHasoJl. .
[TauMeHTHTE, NOJNY4YaBally Ta3u KoOMOUHaUMsA, TpAOBa aa ObaaT HabmoaBaHH 3a pa3BUTHE HA
HeXKeJIAHH peakllMH, CBbP3aHH ChC 3UAOBYAHH. BB3MOXHO € 1a Ce HaJIOXKH NMOHWXKaBaHe T3 AARaTaRe

3UI0BYAHH. {}}S

A
A3WTPOMHLIUH: B OTKPHTO, PaHAOMH3HPAHO, TPOHHO-KPBCTOCAHO Npoy4BaHe npH (1 & ynaky
n106pOBOJILM € OLEHEH e(peKThT Ha eJMHHYHA NepopaiHa Ao3a asuTpoMuLuH 1 200 W ﬂﬁ'
¢apMaKOKMHETHKATa Ha €JMHH4YHA nepopaiHa ao3a ¢gaykonason 800 mg, kakTo E

.
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daykoHa30s BbPXY (papMaKOKMHETHKATa Ha a3UTPOMHLIMH. He € ycTaHOBEHO CHTHM()MKAHTHO
(apMaKOKHHETHYHO B3aMMOJEHCTBHE MEXY (ITYKOHA30J1 H a3HTPOMHLIHH.

[Nepopannu konTpauenTueu: [Iposesenu ca aBe GapMaKOKHHETHYHH NPOYYBAHHUS C KOMOMHHpPaHH
NepopaiHK KOHTPALIENTHBH W MHOTOKPAaTHHM 1034 (piykoHa3os. He ca yctaHOBeHH 3HaYHMH ePeKTH
BbPXY XOPMOHAJTHOTO HUBO NpH npoy4saHeTo ¢ 50 mg ¢urykoHason, nokaro npy 200 mg nqHEBHO
[UIOLITA MO/ KpHBATa Ha ETHHWJIECTPAIHOJ M JIEBOHOPrecTpes € HapacHaia cboTBeTHO ¢ 40% u 24%.
CnenoBaTesTHO HE MOKE /1a C€ 0OYaKBa MHOINOKpPAaTHO NMPUJIAraHUAT B TAKKUBA 03 (PIIyKOHA30J1 1a UMa
HebnaronpusaTeH edexT BbpXy ePeKTHBHOCTTa HA KOMOMHUpPAaHUTE NEPOPATIHH KOHTPALICTITHBH.

Jlekapute TpsaOBa na ca HasCHO, Y€ HE ca NMPOBEXKAAHH NMPOYYBaHHUs 3a B3aUMOJICHCTBHSA C APYTH
JIEKAPCTBEHH NMPOAYKTH, HO € Bb3MOXHO J1a Bb3HUKHAT TaKHMBa B3aHMOIEHCTBHA.

4.6. DeprHIAHTET, OPEeMEHHOCT H KbpMEHe

JKeHH ¢ aerepoaeH noreHuuan
[penu 3ano4BaHe Ha Jle4eHHE, MaLMEHTKaTa TpAOBa 1a Ob1e HHPOPMHpPaHa 3a NOTEHLMAJIHUA PUCK 32

¢eryca.

Cnen neyeHue ¢ eAMHUYHA 1Q3a Ce Mpenopb4Ba NepHo] Ha OYMCcTBaHe oT | ceamuia (ChbOTBETCTBAL
Ha 5—6 noJy>KHBOTA) Nnpeay 3abpemeHsBaHe (BXK. To4Ka 5.2).

[Ipx no-ABATH KypCcOBe Ha JieYeHHE MOXKE Ja ce OOMMCIIH NOAXOAAIIA KOHTPALIETILIMA NMPH XKEHH C
JeTepoAEeH NMOTEHLIMAI Mpe3 LieJks MepHo/ Ha JICYEHHE U B NPOABb/DKEHHE HA 1 ceMHILIa ciell
nocjieaHara a03a.

bpeMeHHOCT
O6cepBallHOHHHU NPOYYBaHUA MpeAnoiaraT NOBHILEH PHCK OT CIIOHTAHEH adOpT NpH XKEHH, JIEKyBaHH

¢ urykoHa301 npe3 MbpBHUA W/WIK BTOPHS TPUMECTBP B CPABHEHHE C )KEHH, KOUTO HE Ca JIEKYBaHH C
(b1yKOHA30J1 WK Ca JIEKYBaHH C a30J14 3a JIOKATHO NMPHJIOKEHHE MPe3 ChlllHA NMEPHO.

JlaHHUTE OT HAKOJIKO XWJIsAM OpeMEHHH JKeHH, JIEKyBaHH ¢ KyMmyJaTHBHa 103a <150 mg ¢aykoHaszon,
[PHJIOKEHH TPE3 IMbPBUS TPHMECTHP, HE MOKA3BaT NMOBHILIEHHE Ha OOLIKA PUCK OT MaiOpMaLIUK Ha
detyca. B eaHo ronsiMo o6cepBallHOHHO KOXOPTHO MPOYYBaHE €KCIIO3HMLIMATA Ha NepopaJieH
(byKOHAa30J1 npe3 MbPBUA TPUMECTBP CE CBBbP3Ba C JIEKO MOBHILEH PUCK OT MYCKYJTHO-CKEJIETHH
‘MaipopMalLIMK, CbOTBETCTBAIW Ha Npubau3uTenHo 1 aonbanuTeneH ciay4an Ha 1 000 xeHn,
JIEKYBaHH C KYMYJIaTUBHH 1034 <450 mg, B CpaBHEHHE C KEHH, JIEKYBaHH C a30JIH 3a JIOKAITHO
MpUJIOXKeHHe, U Ha NpUOAN3UTENHO 4 NoMbIHUTENHH ciay4as Ha 1 000 xxeHu, neKyBaHH C
KyMyJjiaTHBHH 1034 Haa 450 mg. KopurupanusT otHocureneH puck e 1,29 (95% CI 1,05 no 1,58) 3a
150 mg nepopaneH ¢aykonazon u 1,98 (95% CI 1,23 no 3,17) 3a no3u Han 450 mg ¢urykoHa3oJl.

HanuunuTe €enyIeMHOIOrHYHHA NPOYYBaHUA Ha ChbpACYHH ManopMaLiMH NIPH H3MOJI3BaHe Ha
¢1yKOHa30J1 o BpeMe Ha OpeMEHHOCT J1aBaT NMPOTHBOPEYHBH pe3yJITaTH. Bbrpeku ToBa MeTa-aHAJIH3
Ha 5 00cepBalMOHHH NPOYYBaHHA, BKIIOYBAIIH HAKOJIKO XWIAAH OPEMEHHH JKE€HH C €KCIO3HULIKs Ha
(d1yKOHa30/1 npe3 MbPBUA TPUMECTBP, ycTaHOBsABA 1,8—2 MbTH MOBHIIEH PHCK OT ChPACYHH
masipopMaliii B CpPaBHEHHE C JIMNcaTa Ha ynotpeba Ha ¢iykoHa3on W/uiu ynorpebara Ha a30/1M 3a
JIOKAJTHO TMPHJIOXKEHHE.

ChOOLIEHHs HA CITyYaH OMMCBAT MOJIE/ Ha BPOJEHH Je(eKTH MpPH Aela, YHUTO MAKHKH ca NpHeMaH
BHcokH 1034 (400 1o 800 mg/neH) ¢paykoHazon no BpemMe Ha OpeMEeHHOCTTa B NPOABb/DKEHHE Ha

3 MeceLa WK MoBeye MPH JICYEHHETO HAa KOKIMAMOUAOMHKO3a. Bpoaenute nedextH, HabnmonaBaHu
MpH T€3H Jela, BKIoyBat Opaxuuedanus, AMCIUIa3us Ha YUIMTE, rojisMa npeaHa GpoHTaHena,
(heMOopaTHO U3KPUBABAHE U PaIHO-XyMepaiHa CHHOCTO3a. [IpHYHHHO- ClIeACTBEHA BPb3Ka MEX]Y
ynorpebara Ha ¢IyKOHa301 U Te€3H BpPOJEeHH Ae(EKTH HE € YCTAHOBEHa.

®1ykoHAa30/1 He TPuOBa Aa ce NpHJara no BpeMe Ha OpeMEeHHOCT B CTAHJAPTHH 103H
KPaTKOBpPEMEHHO, OCBEH B cJIyuaii Ha KpaiiHa He0OXOAHMOCT.

daykoHa3o.1 He TpaOBa Aa ce NpHJara no BpemMe Ha OpeMEeHHOCT BbB BHCOKH
NPOAB/IKHTE/IHO, OCBEH NPH KHBOTO3ACTPAIIABAINH HHPEKIHH.
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KbpMeHe

®nyKoHa30/1 NPEMUHABa B KbPMATa M JIOCTHra KOHLIEHTPallMHK, CXO/IHH Ha Te3H B IUla3Mara (BX. TOYKa
5.2). KnpMeHeTo MoXe /1a He ce Crupa MpU eHOKpaTeH npueM Ha 103a ot 150 mg ¢uiykoHason. He ce
MpenopbyYBa KbPMEHE cjie[l MHOMOKPaTHO MPUJIOKEHHE WIH CJle/l MPHJIOXKEHHE Ha BUCOKH J103H
(aykonazon. Ion3ure OT KbPMEHETO 3a Pa3BUTHETO M 3/IPaBETO TPAOBA /1a ce B3eMaT NMpe/iBU/l 3a€JHO
¢ KJIMHUYHHUTE HYXKIU Ha MaiKaTa oT (UIyKOHa30J H /ia C€ ChIIOCTABAT C PUCKOBETE OT BCHYKH
BBb3MOXHH HEXeEJaHW peaklru oT GuIyKOHAa30J1 MPH KbPMaYE€TO HIIH OTHOCHO MOAJIEkKALIOTO
CBbCTOSSHUE Ha MaHKaTa.

DepTHIHTET
DyKOHAa30/1 HE OKa3Ba BJIMAHHE BbPXY (QEepTHIMTETa Ha MBXKKH H XKEHCKH TUTbXOBE (BX. TOUKa 5.3).

4.7. EdexTH BbpXYy cnoco6HOCTTA 32 mopHpane H paboTa ¢ MAIIHHH

He ca npoBexaanu npoyusaHus 3a eekra Ha (ITyKoHa30/1 BbPXY CMOCOOHOCTTA 3a WodpupaHe U
paborara ¢ MaMHu. [TauuenTuTe TpsOBa Na ObaAT NpeAyNPEIEeHH 3a €BeHTyallHa NosABa Ha
3aMasHOCT WM Npunaabiy (Bxk. Touka 4.8), mo Bpeme Ha ieueHHeTO ¢ GryKkoHa3o/ U TpaOBa na Obaart
MOCHBETBAHM J1a He odHpaT U Aa He paboTAT ¢ MALLIMHH, aKO MPOABAT HAKOH OT T€3W CUMIITOMH.

4.8. HexenaHu JileKAPCTBeHH PeaAKIHH
O600611eHne Ha npoduna 3a 6e30nacHOCT

CroO1uaBa ce 3a JieKapcTBeHa peakiius ¢ eo3uHopuaua u cucteMud cumnroMu (DRESS) BB Bpb3ka ¢
ne4yeHreTo ¢ QIyKOHa3o (BXK. Touka 4.4).

Haii-uecTuTe HexenaHM iekapcTBeHu peakuuu (>1/100 no <1/10), 3a kouTo ce chobLIaBa ca:
rnapobonue, 60ska B 061acTTa Ha KOpeMa, JHapusd, rajeHe, NoBpbLlaHe, NOBHILIEHH CTOWHOCTH Ha
alaHHHaAMHHOTpaHc(epas3a U acrapraTaMMHOTpaHcdepasa, NOBHIIEHH CTOMHOCTH Ha aJIKajlHaTa
¢ocdaraza B KpbBTa H OOpHB.

CrieJHUTE HEXKeJIaHH JIEKApPCTBEHM peakLuK ca Ounu HabnroaBaHyu M ChOOLIABAHH MO BpeMe Ha
JNle4eHHeTO ¢ (UTYKOHA30/1 ChC CJIETHUTE YeCTOTH: MHOro YecTH (=1/10), yectu (=1/100 no <1/10),
neuectu (>1/1 000 o <1/100), peaku (=1/10 000 no <1/1 000), mHoro peaxu (<1/10 000), ¢

HEeM3BECTHA 4YecToTa (OT HATHYHHUTE JaHHH He MOXKe 1a Ob/ie HanpaBeHa OLICHKA).

Cucremo- YectH HeuecTH Peaxwn C
OpPraHHH HEeH3BeCTHA
KJ1aCcOBe ‘ YecToTa
HapyuwieHus Ha AHemus ATrpaHyJIOLIUTO3a,
KpPbBTA H JIEBKOTICHHA,
nnmbHaTa | TpOMOOLIUTONIEHMA,
CHCTEMA HEYTPOINEHHA
HapyuieHus Ha AHadunakcus
HMYHHAaTAa
CHCTEMA
HapyuieHus Ha [ToHHXKEH aneTHT XunepxoiecreposieMus,
meTaboan3mMa H : XHIEPTPHUITHLIEPHIEMHA,
XPaHEHETO XHUIMOKAJIHEM HA
[McHxHYHH COMHOJIEHTHOCT,
HApYLIEHHSA MHCOMHMSA
Hapymenus Ha | ['n1aBoOonue [Ipunaabum, Tpemop
HepBHAaTAa napecre3us,
cHCTEeMAa 3aMaNBaHe, —
NpOMsAHA BbB BKyca / WA N
HapyueHHs Ha Bepturo Q} ' 4‘,}%
YXOTO H (5 ‘ ?‘ 2
JabupHHTA | S [ ot NP
CobpaeyHu - Torsades de poinles$ ﬂ . ‘g*ﬁl}"-,.?d
HApYLIEHHS! Touka 4.4), ybIKREEHR 4 37
T W
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Ha QT uHTepBana (Bx.
TOYKa 4.4)
CromauHo- bonka B obnactra Ha KoHcTHunanms,
YpeBHH KOpeMa, NMoBpblLAHE, AUCTIETNCHA,
HapylIeHHS AUapus, rajeHe (pnaTyneHuu,
CYXOTa B ycTara
XenaroOmauap- | [loBumeHue Ha Xonecrasa (BX. YepuoapoOHa
HH HapYLIeHHs | alaHWHAMUHOTpaHcepa | Touka 4.4), HEAOCTATBYHOCT (BXK.
-3aTa (BX. TO4uKa 4.4), X BJITEHHLA (BX. TOuKka 4.4),
NOBHIIEHHUE Ha TO4YKa 4.4), XenaroLeJsryjlapHa
acnapraTMHHOTpaHc(depa | NoBHILEH HEKpo3a (BX. To4ka 4.4),
-3aTa (BX. Touka 4.4), OunupyOHH (BXK. XenaTur (BX. Touka 4.4),
NOBHUILEHHE HA TO4YKa 4.4) XenaToLesyjapHo
ankanHara ¢ocgarasa B yBpexaaHe (BX. Touka
KpbBTa (BX. TO4YKa 4.4) 44)
Hapymienns Ha | OOpuB (BX. Touka 4.4) JlekapcTtBeH oOpuB | TokcHyHa enuaepManHa | JlekapcTBeH
KOXKATa W (BX. TOuKa 4.4)*, HEKpOH3a (BX. TOUKa a peaKkuLus C
NOAKOKHATA ypTHKapHs (BX. 4.4), cuHAPOM Ha Stevens- | €03HHO(PHUAN
ThbKaH Touka 4.4), Johnson (Bx. Touka4.4), | an
MPYPHUTYC, OCTpa reHepajiu3upaHa CHCTEMHH
MOBHLIEHO €K3aHTEeMaTo3Ha CHMITTOMH
H3MOTABaHE MyCTyJ03a (BX. TO4YKa (DRESS)
4.4), excponHaTUBEH
JIEPMATHT, AHTHOEAEM,
OTOK Ha JIMLIETO,
_ anoneunus
Hapymenns Ha Muanrus
MYCKYJIHO-
CKeJIeTHATA
cHCTEMa H
CheAHHHTEe/IHAT
a TbKaH _
O6un YMopa,
HApPYLUeHHS H Hepa3noJIoXKEeHHE,
e(peKTH HA aCTeHHA, TpECKa
MSICTOTO HA
NPHJI0KEHHE

*BrI0UNTENTHO PUKCHPAHA JIEKAPCTBEHA EPYIILHSA

[leanaTpuyHa nomnyJaLus

XapaKTepUCTHKaTa M 4YeCTOTaTa Ha HEKEJIAaHUTE peakLMH U 1a0opaTOPHHU OTKIIOHEHHUS, 0TOeNSA3aHH
Nno BpeMe Ha NeAHaTPUYHUTE KJIMHUYHHU NMPOYUYBaHHSA, Ca CPABHUMH C T€3H, HaOJII0JaBaH! MpH
Bb3PacTHH.

CholLiaBaHe Ha NOJI03UPAaHH HEXEIaHH peaKiuy

CpoO11aBaHeTo Ha NOJI03MPAHH HEXKEJIAHU PeakLMH Clle]l pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHS
NPOAYKT € Ba)kHO. ToBa No3BoJisfBa Ja NpOoAb/HKH HaONMIOAEHHETO Ha CbOTHOLLIEHHETO MOoJI3a/pUCK 3a
JieKapcTBEHHUA NMpoAyKT. OT MEAMLIMHCKHUTE CELIMATUCTH CE€ U3UCKBA Ja ChoOlaBaT BCsKa

Nnoa03MpaHa HexeslaHa peakuus upe3 M3nbiHUTENIHAa areHuuMs 1o AeKkapceTsara, yiu. ,,Jlamsas [ pyes”
Ne 8,1303 Codus, Ten.: 02 8903417, yebcaiit: www.bda.bg.
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4.9. Ilpeao3upane

CuMnTOMHM
HUma enHOBpeMeHHH ChOOLLIEHHA 3a NpeAo3HupaHe ¢ (PJIyKOHAa30J1 H XaMOUHHALIMK ¥ NapaHOMAHO
MOBEJICHHE.

JleueHue
B cnyuaii Ha npego3upaHe, MOXE J1a C€ MPHIOKH CHMNTOMATHYHO neyeHue (C noaabpKaluy MEPKH U

MPOMMBKA Ha CTOMaxa, ako € HEOOX0IUMO).

dyKoHa30/1 ce eKCKpeTHpa B rojiiMa CTeneH ¢ ypuHata; opcupaHara AMype3a MOXKe Ja MOBHLUIH
CKOpPOCTTa Ha eJIMMHHHpaHe. TpHuyacoBa XeMO/IHaIH3a HaMaJlsiBa MIa3MEHHUTE KOHLICHTPaLUH C
npubau3uTenHo 50%.

5. ®APMAKOJIOTMYHH CBOMCTBA
5.1. dPapmakoAHHAMHYHH CBOHCTBA

ATC knacudbukauus
dapmakoTepaneBTHYHA rpyna: AHTUMHKOTHLIM 3@ CHCTEMHO TMPHJIOKEHHE, TPHA30JI0BH NPOU3BOHH.

ATC xon JO2ACO]

MexaHu3bM Ha IEHCTBHE |

dyKOHAa301 € TPHA30JI0B AHTUMHUKOTHK. OCHOBHUAT My MEXaHU3bM Ha JeiCTBHE € HHXMOHpaHe Ha
uuroxpoM P-450-meaunpanoro 14 anda-naHocrepon 1eMETHIHPaHE NMPH rbOHYKHUTE, KOETO
MpeACTaB/IABa BAXKHA CThIKA NpH GMOCHHTE3a Ha rbOMYHMA eprocTepon. Hatpyneadero Ha 14 anda-
METHJICTEPOJIH KOpEJIHpa ¢ nocie/BailaTa 3aryba Ha eprocrepos oT KieTb4HaTa MeMOpaHa Ha
reOMUKUTE U OH MOIJIO /1a € MPHUYKMHA 33 aHTHMUKOTHYHATa aKTHBHOCT Ha u1yKoHa3oa. PJryKoHa30
€ NMO-CEJICKTHBEH NMPH rbOMUHKTE UMTOXpOM P-450 eH3MMH, OTKOJIKOTO MPH pa3IiyHUA LMTOXpOM P-
450 eH3UMHH CUCTEMH NMPH 003aHHHULIH.

YcraHoBeHO e, 4e GuiykoHa3on B 103upoBka 50 mg AHEBHO, npuiaaraHd 10 28 IHH He MOB/IHABA
[JIa3MEHHTE KOHLIEHTPALMH HA TECTOCTEPOH MPHU MBbXKE UJIH CTEPOUIHHUTE KOHLICHTPALIMH NPH KEHH B
nerepoaHa Bb3pact. ®nykoHa3on B 103MpoBkH oT 200 mg 10 400 mg nHeBHO HAMA KIIMHUYHO 3HAYUM
eeKT BbpXy €HJAOreHHUTE CTePOUHH HHBa WiH BbpXYy ACTH cTuMynupaHHs OTrOBOP NMpH 3/1paBH
NOOPOBOJIIM OT MBXKHU No. [TpoyuBaHus BbpXy B3aMMOJAECHCTBHETO C aHTHITMPHUH MOKa3BaT, 4e
e/ITHOKPaTHHUTE WM MHOFOKPaTHH 1034 (iykoHa3on 50 mg He OKa3BaT BIMAHHE BbPXY MeTabo/IM3Ma

MY.

In vitro YyBCTBUTEIHOCT

dyKOHa30J1 NOKAa3Ba in Vitro aHTAMUKOTHYHA aKTHBHOCT KbM IOBEYETO KIMHHYHO pa3npocTpaHeHH
suaose Candida (8xn. C. albicans, C. parapsilosis, C. tropicalis). C glabrata nokazsa HaMaJleHa
YyBCTBUTEJIHOCT KbM (puiykoHason, aokarto C. krusei u C. auris ca pe3UCTEHTHH KbM (PIyKOHA3011.
MuHuManHuTe HHXHOUTOpHHM KoHUeHTpauun (MUK) u enuaemMuonornyHuTe rpaHHYHA CTOHHOCTH
(Epidemiological cut-off value, ECOFF) Ha ¢nykoHna3on 3a C. guilliermondii ca mo-BHCOKH OT T€3H 3a
C. albicans. .

dnykoHa307 NMPOABABA in Vitro akTUBHOCT U KbM Cryptococcus neoformans n Cryptococcus gatii,
KaKTO M cpelly eHaeMuuHuTe ruiecenu Blastomyces dermatiditis, Coccidioides immitis, Histoplasma
capsulatum v Paracoccidioides brasiliensis.

Bpb3ka dapmakoknHeTHKa-hapMaKkOAWHAMHUKA
[Tpu npoy4BaHKs BbpPXY )KMBOTHH € YCTAHOBEHA KOpeaLus MeX1y CTOHHOCTHTE
e(pMKaCHOCTTA Cpellly eKCIIEPUMEHTAIHH MUKO3H, NpuuHHeHH ot Candida spp. 11
npoy4yBaHus JHHeltHaTa Bpb3ka Mexay AUC u no3ara ¢uaykonason e noutu 1:1.
CBIIO TAKA IMPEKTHA, HO HeJIMHeHHa Bpb3ka Mexay AUC win no3ara u yCcrnielH
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MpH JIEYEHHUETO HAa OpajiHa KAaHAKA03a U B M0-MaJIKa CTeNeH NpH Jied4eHueTo Ha kanauaemus. [lonobHo
H3JIEKYBaHe € MO-MaJIKO BEPOATHO 3a HH(PEKLIMH, MPUYHHEHH OT wamose ¢ BUCOKH MUK kbMm
dJIyKOHa3011.

MexaHHW3bM Ha Pe3UCTEHTHOCT

Candida spp. pa3BUBaT MHOXKECTBO MEXaHM3MH Ha PE3UCTEHTHOCT KbM a30JI0BH AHTHMHUKOTHLIH.
®dnykoHa301 HMa BUCOKH MHHUMAJIHH MHXWOHMPpALH KOHLUEHTPALIMK MO OTHOLIEHHE Ha MbOMYHHTE
[laMOB€, KOMTO Ca pPa3BWJIM €IMH WJIH MOBEYE MEXaHWU3MH HA PE3UCTEHTHOCT, KOETO MOBJIUABA
HeOsaronpuaTHO ePUKACHOCTTA, KaKTO in vivo, TaKa U KIIMHHYHO.

[1pu BupoBe Candida, kouT0 OOMKHOBEHO Ca YyBCTBHTEJIHH, HA-YECTO CPELLIAHUAT MEXaHU3BM Ha
pa3BUTHE Ha PE3UCTEHTHOCT Kacae LIeJIEBUTE €H3UMH Ha a30JIMTe, KOUTO ¢a OTTOBOPHH 3a
OMOCHHTE3aTa Ha eprocrepoi. Pe3ucTeHTHOCTTa MOXKe J1a Obie NpUYHHEHA OT MYTaLlMs, MOBHIIEHO
oOpa3yBaHe Ha €H3HM, eUIYKCHH MEXaHU3MH Ha JIEKapCTBOTO MJIM Pa3BUTHETO Ha KOMIIEHCATOPHH
MbTHLLA.

Mma cbolluenus 3a cynepuHdekuus, npeau3sukana ot Buaose Candida, paznnunu ot C. albicans,
KOMTO YECTO MPUTEKABAT NMPHUCHILA HaMalleHa 4yBCTBUTENHOCT (C. glabrata) niu pe3UCTEHTHOCT KbM
¢bnykonaszon (Hanp. C. xrusei, C. auris). llpu TakuBa uH}eKLMU MOXe Aa € HeoOxoauma
aJITepHaTHBHA aHTUMUKOTHYHA Tepanusi. MexaHU3MHUTE Ha PE3UCTEHTHOCT HE Ca HalbJIHO U3CHEHH
npu HaAkou BuaoBe Candida ¢ npucbiia pe3ucteHTHOCT (C.krusei) Wnu ¢ HOBOBb3HUKHAJIA
pe3ucteHTHOCT (C. auris).

['paHHYHH CTOHHOCTH (ChIVIaCHO EBPONEHCKHA KOMHUTET 10 U3NWTBAHE 33 YYBCTBUTEIHOCT KbM .
aHTUMUKpOOHHU cpeacTea (EUCAST))

EBponeiickuatT KoMHTET N0 U3NKTBaHE 3a YYBCTBHTEIHOCT KbM aHTUMHKPOOHM CpeaCcTBa -
MOJAKOMMTET MO MW3NUTBAHE 3a YYBCTBUTEIHOCT KbM NpoTHBOrsOuYHM cpeactea (EUCAST-AFST) e
onpeaeaui rpaHHYHUTE CTOHHOCTH Ha (pu1ykoHa30 3a BuaoBere Candida Bb3 OCHOBA Ha aHaJIM3a Ha
(hapMaKOKHHETHYHHTE/(hapMaKOAHHAMUYHM JAaHHH, in Vitro YyBCTBHTEIHOCTTA U KJIMHHHYHHA OTIOBOP
(EUCAST dnykona3zon ocHoBeH 1oKyMeHT (2020)-epcus 3; EBponeiicki KOMHUTET MO U3MUTBAHE 3a
4YYBCTBHTEJIHOCT KbM aHTUHMHKPOOHH CpeCTBa, NPOTHBOrbEOMYHHU CpeCTBa, TAONMLM C rpaHHYHH
cTOHHOCTH 3a uHTeprnperauus Ha MUK, sepcus 10.0, B cuna ot 2020-02-04). Te ca Ounm pazaeneHu
Ha HEBMI0BO CBBbP3aHM MPAHMYHH CTOMHOCTH, ONpPE/IE/IEHH I1aBHO Ha 6a3aTa Ha papMaKOKMHETHYHH/
¢apMakoAMHAMH4HH JaHHHU U He3aBucHMH oT MUK pasnpeneneHneTo npu KOHKPETHUTE BHIOBE, H
BHUJIOBO CBbP3aHH MPAaHHYHH CTOHHOCTH 3a BH0BETE, HAH-4€CTO CBBP3aHH C YOBELIKH HHPEKLHUH.
Te3u rpaHHYHHM CTOMHOCTH ca NOCOYEHH B TabmiiaTa no-a0y:

AHTHMHKOTHK | ['paHHMIIM HAa YyBCTBHTEJIHOCT, CBbp3aHH ¢ BHa (S</R>) B mg/I panuum Ha
4YyBCTBHTEJI-
HOCT, He-
CBbP3aHH C
Bua’®
(SS/R>) B
mg/]
Candida Candida | Candida Candida | Candida | Candida
albicans dublinien | glabrata krusei parapsilo | tropicalis
SiS | sis
D1y KOHa30J1 2/4 2/4 0.001*/16 | -- 2/4 2/4 2/4

S = yyBCTBUTENIHU; R = pe3UCTEHTHH
A = ['paHM4HHU CTOMHOCTH, HECBBP3aHH C BUJA, onpeaesieHH Ha Oa3ara Ha OK/DJ] naHHH, KOMTO HE

3aBUCAT OT pa3npeaeneHuero Ha MUK 3a cneumdryunure Buaose. M3non3ear ce caMo 3a OpraH13MH,
32 KOUTO CnelU(UYHHUTE rPaHHLIM Ha YyBCTBUTEIHOCT HE Ca ONpeAe/IeHH. -
-- = TecTBaHe 3a YYBCTBUTEJIHOCT HE C€ NMpenopbyBa, Tbi KaTO BUABT HE C€ MOo/1aBa
(J1yKOHAa30J1
* = C. glabrata e v3uano B kareropus ,,I. MUK cnpamo C. glabrala Tpsbsa na ce
KaTo pe3UCTeHTHH, KoraTo ca Haja 16 mg/1. Kareropusra Ha yyBcTBUTENHOCT (<0,
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eKCIO3MLIMA", KOraTo MMa rojiiMma BEpOATHOCT 3a TepaneBTUYEH yCneX, Thi KaTo €KCMO3HIIMATaA Ha
CPEACTBOTO € YBEJIMYEHA Ype3 KOPUIrHpaHe Ha I030BHA PEKHUM WJIH Ype3 HeroBaTa KOHLEHTpaLua Ha
MACTOTO Ha UH(peKLMATA.

5.2. ®apMaKOKHHeTHYHH CBOHCTBA

dapMakOKHHETHYHHUTE CBOMCTBA Ha (PJTyKOHA30JI Ca CXOHH CJie[l HHTPABEHO3HO HJIH NMepOpaTHO
MPHIIOKEHHE.

Ab6copbLus | |

Crnen nepopanHo npuioxeHue (GykoHaszon ce pe3opbupa nobpe  Mia3MEeHHTE KOHLEHTPaLWH (1
cUcTeMHaTa OMOHaNIH4YHOCT) ca Haja 90% OT KOHLIEHTpALMUTE, KOUTO C€ JOCTHrraT cJjiel HHTPaB€HO3HO
BbBEX/aHE.

AGcopbuusaTa OT raCTPOMHTECTHHAJIHKSA TPAKT HE C€ MOBJIHABA NPH €IHOBPEMEHEH MPHEM C XpaHa.
MakcHUMaJIHUTE [UIa3MEHH KOHLIEHTPAallMM Ha rnagHo ce gocturat Mexay 0,5 u 1,5 yaca cnen npuema
U eJIMMHUHALIMOHHMAT MOJIY>KHBOT OT Ij1a3mata e okoso 30 yaca. [1nazmMeHHTe KOHLEHTpALIMH ca
NMpONOPLMOHAJIHK Ha Ao3aTa. /leBeTaeceT NpoLUeHTa OT pABHOBECHHTE KOHLICHTPALIMH C€ 10CTUraT Ha
4-5 neH cinea MHOTOKPaTHO MPHJIOKEHUE Ha €JTHOKpaTHa JHEBHA J103a.

[TpunoxxeHHeTo Ha HaTOBapBalla 103a (Mpe3 MbpPBUA IEH), KOATO € /IBa ITbTH MO-BUCOKA OT
oOuyaiiHaTa JHEBHa 1034, NMo3BoasABa AocTuraHe Ha 90% oT paBHOBECHUTE TUIa3MEHH KOHLIEHTPaLMH
Ha BTOPHA [EH CJie[l Ha4YaJ0TO Ha JIEYEHHETO.

Pa3npeneneHne
[TpuBuaHuAT 00eM Ha pasnpeneneHue e 61u3bk 10 o6ema Ha BojaTa B opraHu3Ma. CBbp3BaHETO C
J1a3MeHUTe NpoTeuHU € HUCKO (11-12%).

dyKoHa30J1 MPOHHUKBA 100pe BbB BCHUKH U3CJIEBaHH TEJIECHH TEYHOCTH. KOHLIEHTpauuuTe Ha
¢1yKOHa3071 B CJIIOHKAaTa M Xpaukara ca O0/u3ku 10 Te3H B riia3mara. [1py naupeHTH ¢ MUKOTHYEH
MEHHHTHT KOHLIEHTpaLMHTE Ha (hIyKOHa30/ B LepebpocnuHaiHaTa TeYHOCT ca npubaunsurento 80%
OT CHOTBETHHUTE IUIa3MEHHU KOHLICHTPALHH.

Bucoku KOHLIEHTpaLMK Ha (PJIyKOHa30J1 B KOXaTa, NpeBHLlaBallly IJ1Ia3MEHHUTE, C€ 1OCTHraT B CTPaTyM
KOpPHEYM, eNnuAepMHC-1epMa H notra. OaykoHa3o KyMyJiHpa B cTpaTyM KopHeyM. Crnienl npuiaraHe
Ha 103a oT 50 mg eAHOKPaTHO JHEBHO KOHLIEHTpaLMATa Ha ¢uTyKoHa30J1 B ruia3Mara ciel 12 aHu e

73 pg/g, karo 7 AHM ciel NpeKkpaTsaBaHe Ha JiedyeHHeTo T4 € Bce owle 5,8 pg/g. I1pu no3a 150 mg
BeIHBX CEIMHYHO KOHLICHTPALMHTE Ha (IYKOHA30JI B CTPATyM KOpHEYM Ha ceAMHs 1eH ca 23,4 pg/g
M CbOTBETHO CEIEM JIHHM C¢Jie]l BTopaTa J03a ca Bce owe 7,1 pg/g.

KoHueHTpaumaTa Ha (p1yKOHa30J1 B HOKTHTe ciel 4 mecella aeyeHue rnpu ao3a 150 mg BeAHBXK
ceAMHYHO € chboTBeTHO 4,05 ng/g npu 3apaeu U 1.8 pg/g npu 3apazeHn HOKTH. KOHLIEHTpallMK Ha
¢ykOHa301 ce U3MEPBAT B HOKTHTE W LLIECT MECeLla CJie/l MPUKJIIOYBaHe Ha JICYEHHETO. .

buoTrpancdopmarius

dnykoHa3on ce MeTabou3Kupa B He3HauuTeNHa creneH. Cien npuiaraHe Ha Oenss3aHa ¢
paJMOaKTHBEH eJIeMeHT A03a caMo | 1% ce enMMuHMpa npoMeHeHa B ypuHaTa. OyKoHa30/1 € yMepeH
uaxuouTop Ha uzoeHsumutre CYP2C9 u CYP3 A4 (Bxk. Touka 4.5). DiryKoOHa301 € ChllO Taka MOLIEH
HHXuOuTOp Ha u3oeH3zum CYP2C19.

EnuMuHHpaHe
EnMMHHALMOHHUSAT NOJTY>KHMBOT OT IU1azMara Ha ¢uykoHason e npubnusurenHo 30 yaca. Oc

MbT Ha eKCKpelus € 6b0peuHusT, kato npubausuTesnHo 80% ot npHerara 103a Ce €KCK %\Wﬂ
HernpoMeHeHa B ypuHaTa. KnIMpbHCHT Ha (ykoHa30J1 € NMPONopLUHOHAIEH HA KIHPBHCHARY
kpeaTHHMHa. HaMa 1aHHU 32 MeTabOIMTH B KPbBOOOPALLIEHHETO.
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H’I::J'IFHHT €JIMMHHALHOHEH MOJIY>KUBOT Ch3/1aBa MNMpeANnOCTaBKH 3a JICYCHUE Ha BarnHaJlHaTa KaH/1M/103a
C €JHOKpaTHa 1034, a 3a JICYCHHE Ha OCTAHAJIUTE MHKO3H - C €IHOKPAaTCH 1HCBCH H CAHOKPATCH
CeIMHUYEH MNMPHEM Ha JICKAapCTBOTO.

brOpeuHo yBpexaaHe

[Mpu naumeHTH ¢ Texxkka 6b6peuna HepocTaTbuHOCT (GFR < 20 ml/min) nony’>KHBOTBT C€ yABIKaBa OT
30 Ha 98 yaca, nopaJiM KOETO Ce W3MCKBa MOHMXKaBaHe Ha Jo3aTta. DIyKoHa30J1 ce OTCTPaHABA OT
nia3Mara 4pe3 XeMO/Hajiu3a U B Mo-HUCKa CTeNeH NpH nepuroHeaiHa avanusa. Cnexn 3-yacosa
xemoauanusa okono 50% daykoHazon ce eTMMHHHPa OT KPBBTA.

dapMaKOKHHETHKA NPH KbpMEHE
B enno apmMakOKHHETHYHO MPOYUYBaHE IMPH J€CET KbPMELIH )KEHH, KOHTO BPEMEHHO HJIH 3a

MOCTOSTHHO €a CTIPeJIM KbPMEHETO Ha CBOMTE JI€Lia, C€ OLICHABAT KOHLEHTPAaLMUTE Ha (JIyKOHa30J1 B
nia3Mara ¥ B MaluMHOTO MJISKO 48 yaca ciea npuioXkeHHe Ha eJMHUYHA 103a ot 150 mg
dnykonaszon. OiykoHa30/1 ce OTKPHBA B MAHYMHOTO MJAKO B CpPEIHa KOHLIEHTPALMs NMPHOINU3HTENTHO
908% OT Ta3u B MaiiuKMHaTa rnjasma. CpeJHMAT MUK Ha KOHLEHTpaUMaTa B MAaHYHHOTO MJISIKO €

2,61 mg/1 5,2 yaca cnen npuema Ha no3ata. OyakBaHaTa JHEBHA /1032 (PiIyKOHA30/1 3a KbpMayeTo OT
MaifuMHOTO MJIAKO (MpHEMa ce, Ye cpeaHaTa KoHcyMauuaTa Misko € 150 ml/kg/nen) Ha O6a3a Ha
cpeHHs MUK Ha KOHLeHTpauuaTa B miskoro e 0,39 mg/kg/neH, koaro e npudbnusurenHo 40% ot
MpenopbYUTEIHATA HEOHATAIHA 1032 (Bb3pacT <2 ceaMuuM) uiu 13% ot npenopbunTeHaTa 103a 3a
KbpMaueTa 3a KaHM/103a Ha JIMTaBHLIHTE.

[leanaTpuyHa nomnynanus

OueHeHH ca papMaKOKHHETHYHH JaHHM, NOJy4eHH OT |13 neaHarpH4HH NalMEeHTH B pAMKHTE Ha
5 npoyuBaHus; 2 NPOy4BaHUA ¢ MpUIaraHe Ha €JHOKpaTHa /1034, 2 MpOy4YBaHHA ¢ NpHJaraHe Ha
MHOIOKpaTHa /103a U €JHO NMPOYYBaHE NPU HEAOHOCEHH HOBOPOAEHH. /laHHUTE OT €1HO OT
NPOy4YBAHUATA HE MOTaT Jia Ceé HHTEPNPETHPAT NopaJy NPOMEHH B 1030BaTa (popma 1o Bpeme Ha
npoyuBaHeTo. JIONMbAHMTEHH JaHHH Ca HAIMYHHU OT MpOy4BaHe ChC ChCTpajaTesiHa ynorpeoa.

Cnen npunoxeHne Ha 2-8 mg/kg duiykoHa3on Ha Aelia Ha Bb3pacT MeXAy 9 Meceua v 15 roauHM e
ycradoBeHa AUC ot okono 38 pg.h/ml npu nozuposka ot 1 mg/kg. CpeaAHUAT nia3meH
eTMMHMHALIMOHEH TOJTY>KHBOT Ha (ryKoHa30,1 Bapupa Mexay 15 1 18 yaca, a 00emMbT Ha
pasnpeneneHue e okono 880 ml/kg cnen MmHorokpaTHo npunoxeHue. [1o-Ababr naasmMeH NomyXHBOT
Ha (hTyKOHA30J1 OT OKOJIO 24 yaca e OuJ1 yCTaHOBEH CJIE]l €THOKPaTHO MNpHioXeHHe. ToBa € CpaBHUMO
C eJIMMHHALIMOHHMA NOJYXKHMBOT Ha (JIyKOHA30J1 clie]l €HOKPATHO NMPUJIOKEHHE Ha 3 mg/Kg BEHO3HO
Ha Jaena Ha Bu3pacT ot 11 auu Ao 11 Mecena. Ob6embT Ha pa3snpeaesieHHe B Ta3d Bb3pacToBa rpymna €
okono 950 ml/kg.

OnuTeT ¢ GAYKOHA30/1 NPH HOBOPOJAEHH € OrpaHH4eH 10 (PapMaKOKMHETHYHH M3CJIe/IBaHHs MPH
npexxaeBpeMeHHo poaeHH. CpeaHaTa Bb3pacT NP NMpWiaraHe Ha Mbpsa 103a € 6una 24 yaca (B
pamkuTe 9-36 yaca), a cpeHOTO TerJio npu paxaaHe e 6uno 0,9 kg (8 pamkure 0,75-1,10 kg) npu

12 npexxaeBpeMEHHO POAECHH ChC Cpe/IHa IeCTallMOHHA Bb3pPacT OT 0koJ10 28 ceamuuu. Ceaem
MalMEeHTH ca 3aBbPLIKIN MPOTOKOA; MPUIAraHH ca KaTo MaKCUMYM 5 WHTPaBEHO3HH HH(Y3HH OT

6 mg/kg daykoHa3on Ha BcekH 72 yaca. CpeIHMAT eJIMMHHALIMOHEH MOTY>KHBOT € Oun 74 yaca (B
pamkuTe oT 44 1o 185 yaca) npe3 MbpBUs JEH M € HaMaJIsJl C BPEMETO CPEIHO 0 53 4aca (B paMKHTE
ot 30 no 131 yaca) Ha ceaqmus aeH U 10 47 yaca (B pamMkuTe oT 27 10 68 yaca) Ha TpPHHAZIECETHS JICH.
[Tnowra noa kpusara (pg.h/ml) e 271 (B pamkure ot 173 1o 385) Ha MbpBHA JIEH M CE € YBEIMYHIIA
cpeaHo 10 490 (B pamkuTe oT 292 10 734) Ha cenMHs IEH, M € HaMmansa cpeaHo 1o 360 (B pamkuTe
ot 167 no 566) na TpunaneceTus aeH. O6emsT Ha pasnpeaeneHue (ml/kg) e 1183 (8 pamkure ot 1070
no 1470) Ha mbpBHsA JIEH H ce € YBeaHum ¢ Bpemero cpeaHo ao 1184 (8 pamxure ot 510 no 2130) Ha
ceamus U 1328 (B pamkure ot 1040 no 1680) Ha TpuHaneceTHs JeH.

Crapyecka BB3pacT
I[TposeneHo e papMaKOKHHETHYHO NMPOYyYBaHe NpH 22 NalMEHTH Ha BB3pacT 65 KU Haj
eIHOKpaTHO npuiaraHe Ha 50 mg ¢gaykoHasoun. JleceT oT malMEHTUTE NpHeMaT auy

CBHITBTCTBALLIA TEPAIHA. CTQHHGCTHTE Ha Cnax 1,3 4aca csiea A03MpaHETo ca OT Nopan
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46,2 yaca. CroitHocTHTE Ha (PapMAKOKMHETHYHUTE MapaMeTpH ca No-BUCOKH OT aHAJIOTHYHHUTE,
yCTAHOBEHHTE MPH MJIAAH Mbxke 100poBO/ILH. ENAHOBPEMEHHHUAT NPHEM Ha 1My PETHLIM HE NMOBJIHABA
craticTHyecku 3HaUMMo AUC mnm Chax KaTo JONMBIIHEHHE KpeaTHHHHOBHAT KIMpBHC(74 ml/min),
NPOLIEHTHT HAa EKCKPETUPAHUs HenpoMeHeH (uiykoHasosn B ypuHarta (0-24 vaca, 22%) 1 ObOpeyHHAT
KIMpBbHC Ha GuykoHason (0,124 ml/min/kg) npu nalMeHTH B CTapyecka Bb3pacT ca KaTo Lo € Mno-
HUCKH CTOMHOCTH OT T€3H, YCTAHOBEHHU NMpH Miiaau aobposomnuM. [IpoMaHaTa Ha napaMeTpUTe Ha
(1yKOHa30.1 NPH MALMEHTH B CTAPYECKA Bb3PacT € CBbP3aHa ¢ NMOHMWKeHaTa Ob0peuHa GpyHKLu,
XapaKTepHa 3a Ta3d Bb3pacToBa rpyna.

5.3. IlpeaxIHHHYHH JAHHH 32 0e30MACHOCT

B HEKJIMHMYHUTE U3MUTBAHHKA ca HaOmoaaBaHH epeKTH camo B 103H, KOMTO €j1a00 HaJBMILIaBaT
peNeBaHTHUTE J03H 3a KJIIMHHYHA yrnoTpe0a.

Kapyunozennocm

HsiMa 1aHHM 3a KaHLIEpOT€HEH NMOTEeHLMa Ha ()JIyKOHAa30J1 PH MHILIKH H NMPH IUTbXO0BE, TPETHPAHH
MepopasHo B NPOAbIKEHHE Ha 24 Mecela ¢ 103u oT 2,5, 5 win 10 mg/kg/neH (npuOIM3UTENTHO

27 IBTH NO-BUCOKH OT NMPENOPBYHTENHUTE 103H NPH Xopa). [Ipy MBXKKH MITbXOBE, TPETHPAHH C 5 H
10 mg/kg/nH, e HaGMoAaBaHO HApacCTBaHE HA YECTOTATa HAa XeNnaToLE/y1apeH aZleHOM.

Mymazennocm

dykoHa30, ¢bC WK 6e3 MeTaboIMrHO aKTUBHPAHE, € M0Ka3al OTPHLIATENIHH pe3yJITaTH B TECTOBE 3a
MyTareHHocT npH 4 mwama ot Salmonella typhimurium v B Mum numgpom L5178Y cucrema.
LluTOreHeTHYHH NpOoy4BaHUs in vivo (KJIETKH OT MHILIM KOCTEH MO3BK, CJIe/l NEPOpaJIeH NMPHEM Ha
dbnykoHa3on) U in vitro (MUMQOLMTH OT XOpa, U3NoXKeHH Ha ¢urykoHas3on npu ao3a 1000 pg/mi) He
NMOKa3BaT JaHHHU 3a XPOMO30MHH MYTAaLHH.

Penpooyxkmuena mokcuynocm
dykoHa30J1 HE OKa3Ba BJIMAHHE BbPXY (QEPTHIIMTETA Ha XKEHCKH WIH MBXKH TUTbXOBE MpH
NepOPaTHO NPHJIOKEHHE HA JHEBHH 1034 OT 5, 10 unmn 20 mg/kg nam napeHTepanHo B 103a 5, 25 WiH

75 mg/kg.

Hsama edektu BbpXY mioaa npu Ao3u ot 5 wiu 10 mg/kg; nosuiiaBaHe Ha peTaIHATE aHATOMHYHH
aHoMaauH (yBennueH 6poit pebpa, pasmmpeHo 6L0peuHo nereHye) 1 3a0aBsHe Ha OCH(UKALMATA ce
HabI01aBaT NpPY NpHaraHe Ha Mo-BUCOKHM J03H OT nopaabka Ha 25 u 50 mg/kg. I1pu nesu ot
nopsabka Ha 80 no 320 mg/kg, npunoXkeHH BbPXY MIbXOBE CE MOBHIIABA eMOPHOJIETAIMTETHT H
yecToTaTa Ha (PeTATHHTE AHOMAJIMK, BKJI. 1eopMHpaHH pebpa, pasuenBaHe Ha HEOLETO U aHOpMalHa
KpaHHO(alMaiIHa OCHHUKaALIHS. '

B eqHO neprHaTaNHO NPOYYBaHE NPH MUIBXOBE € YCTAHOBEHO, Y€ HHTPABEHO3HOTO BbBEXKAaHE HA

20 mg/kg u 40 mg/kg e npoBOKHPaAIO JUCTOLIMA W NMPOJIOHrHPaHe Ha PaXK1aHETO MPH HAKOJIKO
KHBOTHH. HapyuieHusaTa B pooBHsA npoLuec, HabnoaaBaHy NPH TE3H J103H, ¢a JOBEJIH 110 JIEKO
noBHvillaBaHe Ha Opos Ha MBPTBOPOJAECHUTE U HAMAJIIBAHE HA NPEXHUBAEMOCTTa HA HOBOPO/JICHHUTE.
Bb3aeiicTBUETO BBPXY PONOBHSA MPOLIEC MPH IUIBXOBE CHOTBETCTBA HAa TOBA MPH BHJ0BO CNELHPHYHO
NOHW)KABAHE HA ECTPOr€HHOTO HUBO MO/ Bb3/ieHCTBHE Ha BUCOKHUTE 103U (uiykoHas3odn. I1pu xeHu,
nexyBaHu ¢ (IyKOHa30J1, He ca HabnioaBaHU TAKHBA XOPMOHAIHH NMPOMEHH (BXK. TOYKa 5.1).
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6. OPAPMALEBTHUYHHU JAHHMU
6.1. CnHcbK HA NOMOIHHTE BellecTBa

Cwvovporcanue na kancyarama

JlakT03a MOHOXHpAT

LlapeBU4HO HULIECTE

KonouneH, 6e3B0/1eH CHIMLIMEB JHOKCH/L
Hatpues naypuncyndar

Marxe3uneB cTeapar

®yuronoH 50 mg, 100 mg, 150 mg TBBpAM Kancyau

L]

Obeuexa na kancyaiama
TuranoB nuokcua (E171)

bpunautHo cuHbo FCF (E133)
XenatuH |

@yHrosioH 200 mg TBbPAU KaNCyJau
(beuexa na xancyrama

TuranoB auokcua (E171)
bpunsuTHo cuHbo FCF (E133)
A3opyouH (E122)

Xenatun

6.2. HecbBMECTHMOCTH

Henpuioxumo

6.3. Cpok Ha rognocr

3 roauHH

6.4. CnenuanHH yCJIOBHA 32 ChbXPAHEHHE
Jla ce cpxpansaBa noa 30°C.

6.5. Bua u cbabpKaHHe HA ONAKOBKATA

DyHrosoH 50 mg TBbPAH KancyJiu
[Tpo3paunu wnu 6enu Henpospaudd PVC/PVdC-anymuHueBn OiMcTepH, B ONAKOBKH, ChAbpKally |,

7,10, 14, 20, 28, 30, 50, 100 nau 500 kancynu.

@yHronoH 100 mg TBHpAH Kancyau
[Ipo3paunn wnu 6enu Henpo3paydu PVC/PVdC-anyMuHueBu OiMcTEPH, B ONTAKOBKH, ChABbPXKALIH 7,

10, 14, 16, 20, 28, 30, 50 (1 x 50), 60 uau 100 kancynu.

@yHronoH 150 mg TBBpAM KancyJsu
[Ipo3paunn wiu 6enu Henpospaunu PVC/PVdAC-anymMunneBH OiMcTepH, B ONMAaKOBKH, ChABPXKAILH |,
2,4,6,7 uiu 12 kancynu.

@yHroyoH 200 mg TBbPAU Karncyau
[1po3paunu unu 6enu Henpo3payuu PVC/PVdAC-anyMuHueBu OJMCTEpH, B ONAKOBKH
2,4,7,10, 12, 14, 20, 30, 50 unu 100 kancynm.

He BCHYKH BHAOBE ONAKOBKH MOrar aa 61:,!13T MYCHATH HaA nasapa.
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6.6. ChnenHaJiHH npeAna3HH MEePKH NPH H3XBLPJisiHe H paboTa
Hsama cneuuanHu U3UCKBAHHUA TIPH U3XBBPJISHE.
AKTHBHOTO BellleCTBO (pJTyKOHA30J1 C€ Cpella YeCTO B IOBbPXHOCTHHUTE BOAH. Hen3noi3BaHUAT

JICKApCTBEH MPOAYKT HJIK OTNIAABYHHUTE MAaTEPHAJIH OT HETO TpﬂﬁBa Aa C€ U3XBBPJIAT B CbOTBETCTBHC C
MECTHHTC H3HCKBaHHA

7. HNPHATEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Teva B.V.

Swensweg 5, 2031 GA Haarlem

Hupepnanaus

8. HOMEPHA PABPEHIEHHETO 3A YIIOTPEBA
®ynronoH 50 mg - per. Ne 20230061

®ynronon 100 mg - per. Ne 20230062

®ynronoH 150 mg - per. Ne 20230063
@yHronoH 200 mg - per. Ne 20230064

9. JIATA HA ITBPBO PAZPEHIABAHE/TIOAHOBSIBAHE HA PASPEILIEHUETO 3A
YIIOTPEBA

JlaTa Ha mbpBO pa3zpewaBane: 29.03.2023 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

16.02.2024
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