KPATKA XAPAKTEPHCTHKA HA MPOAYKTA

Y o r—

AANBLNHNTENHA ATERUVS N0 REKAPCTBATA

Kpamxa XapakmepucmurKa Ha npogykmsa  Npusoxerue 1

1. HME HA JEKAPCTBEHHMA ITPOAYKT

@OyHroon 50 mg TRBPAH KaICyIy

Fungolon 50 mg hard capsules Kbm Pez, No "&9’23006‘6‘;;/5 f/(}
Paspetugrue A T ~
OyHrosioH 100 mg TRbpAM Kancyin BG/MAMP - é 3 dd - ; 15-08- 2023

Fungolon 100 mg hard capsules [P S R T PR e,
| Ogofipenus M

il L TN Y YT I RO .““/: ..........................
DyHroacH 150 mg TebpaM Kancynu | )

Fungolon 150 mg hard capsules

®yHronoH 200 mg TBEPAHU Kancyin
Fungolon 200 mg hard capsules

2, KAYECTBEH U KOJMYECTBEH CbCTAB

PyHronoH 50 mg TBLPAU Kancyiu

Bcsaka teppaa kancyna ceabpka 50 mg dumykonazon (fluconazole).

IoMomHO BELIECTBO ¢ M3BECTHO ACHCTBHE: BCAKA TBBP/AA Kalcyna Chabpxa 47 mg JIaKro3a
MOHOXHpAT. -

Oyuronod 100 mg TREpAU KaNCynu

Besika TBBpA2 Kanicyna ckaspska 100 mg dnykonason (fluconazole).

[ToMOIIIHO BeIIECTBO ¢ H3BECTHO AeHCTBHE: BCAKA TBBpPAA KaniCyjia chabpka 94 mg nakrosa
MOHOXHIpAT.

Dvyuronon 150 mg TRHPAK KancyIu |

Bcesika TBBpAa Kancyna ceaspxka 150 mg duaykonason (fluconazole).

IToMOLLIHO BELIECTBO ¢ M3BECTHO JICHCTBUE: BCAKA TBBP/Ia Kancyya ceabpka 141 mg j1akTosza
MCHOXHpaT.

Dyaronon 200 mg TBEpAM KANCyJaH
Besika TBBbpAa Kancyna ceabspaka 200 mg dnykonason (fluconazole).

TloMOUIHO BEINECTBO ¢ H3BECTHO JICMCTBUE: BCAKA TRBPAA Kancyja cbAbpxka 188 mg nakrosa
mMoHoxuapat 4 (1,090 mg azopy6un (E122).

3a MBJTHHUA CITUCHK HA MOMOIHHTE BELIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ©@OPMA

Tebpna kancyna

OyHronon 50 mg TRLPAK KANCYJIIH
/KenaTHHOBM Karcynu 6e3 o3HaMeHus, NpUOJIM3MTENHO 14 mm, ¢BC CBETIIOCHHBO HETIPO3pPaiHO
Karaue 4 6510 Henpo3payuHoO TAAOQ.

®Oyuromnon 100 mg TREPAM KaNCYIH
XKenatunopu Kancynu 6e3 o3HaueHus, npudan3uTeaHO 18 mm, ¢hC CHHBO HEMpOe3P
05710 HEMpO3pavHO THJIO.
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OyaroaoH 150 mg TREpAN KANCYIIH |
KenaTHHOBH KarcyJiy 0e3 o3gaveHus, Mpudan3UTeNHO 19 mm, CBbC CBETIIOCHHEO HEMPO3PaYvHO
Karave i CBETIOCHHBO HENPO3PAYHO TAIIO.

@yuronod 200 mg TBBpAKM Kancyau
XenatuHoru kancyau 6e3 o3HaYeHHs, MPHOIM3ATENHO 22 MM, ¢ IMIABO HEPO3pavyHO Karnaye H 0510
HENPO3pavHo TAJIO.

4. KJ/IUHUYHH JAHHA
4.1. TepaneBTHYHH NOKA3AHHS

(DJ'[}"I{OHHSOH € ITIOKa3aH HpH BB3PACTHH 34 JICYHCHHUE HA.

. KpHNTOKOKOB MEHUHIUT (BXK. TOYKA 4.4);

. Koxiuanonaomukosa (Bx. Touka 4.4);

. WNHBa3HBHA KaHIW03a;

o KaHauao3a Ha JIMraBHIMTE, BKI. opodapHHreanta, €3o(areajiia, KaHIUaypusa H XpOHHYHA

MYKOKYTaHHa KaH/ K034,

. XpoHHYHA Opaiiia arpodUyiHa KaHAKA03a (Bh3NalEHHe Ha YCTHAaTa KYXHHA NIPH HOCEHE Ha
IIPOTE3H, SOOT), aKO 350HATA XHIUEHA WM JIOKATHOTO JIEYEHHE Ca HEJOCTaTh4HH,;

- Barunanna kaHauno3a, ocTpa ¥ peKypeHTHA, KOTATO JIOKATHOTO JIEYEHHE HE € MOAXOAALIO0;
Kanauao3Hu 6ananuTH, KOraTo JIOKATHOTO JISYEHHE HE € MOAXOMAIO.

. JlepMaTOMHKO3H, BKI. tinea pedis, tinea corporis, tinea cruris, tinea versicolor ¥ KOXHa
nHdpekuua ¢ Candida, Korato € IpeaAnHcaHO CUCTEMHO JICYCHHE. _

* Tinea unguinium (OHUXOMMKO32), KOraTO C€ CYHTA, Y€ APYFH aHTHMHKOTHITH HC ¢a NIOAXOAALIN.

OIIyKOHA30/ € OKA3aH UpH BE3PacTHH 3a NpodHIakTHKA Ha;

° Peuyaue Ha KPUIITOKOKOB MEHWHTHT NMPHY MaLUEHTH ¢ BUCOK PHCK OT PELUIIHE.

. Pennave Ha opodapurreannta uinn ezodareanya KaHIHa03a NpH MALKEHTH, HHOEKTHPAHH €
HIV, npH KOWTO PHCKBT OT PELIMAMB € NOBUILICH.

. 3a pexyLHpaHe Ha YECTOTATA HA PEKYPECHTHA BarMHANHA KaH U034 (4 unu roseye enmu3ona
TOJHIIHO);

. [IpodunakTika Ha KaHAUAO3HH HMHOPEKLHH NP NALIHEHTH ¢ NPOBIDKHTENHA HEYTPONICHH

(MaLMEHTH ¢ XEMATOJOTUYHH MaTHTHEHH 3aD0naBaHuUs, KOUTO ¢a Ha XUMHMOTEPANHs HIH

Ha,ilHeHTH, NOAJ10KEeHH HA TpElHCH.TIﬂHTaLlI-‘IH Ha XEMOMNOSeTHUYHH CTBOJIORH KIICTKH (BH{. TOYKA
5.1).

DIyKOHA30J € IOKAa3aH 1Py AOHOCEHH HOBOpoeHH, Hebeta, KppMaueTa, Jielja M IOHOIIH Ha Bh3pacT
oT 0 no 17 roavHu:

®IryKoHA30]1 ce TIpUIIara 3a JISYEHHE Ha Kanauao3sa Ha surasunare (opodapunreanta, esodareanna),
MHBA3MBHA KaH/IHJI034, KPUIITOKOKOE MEHHHTUT M 3a NPo(dHIAKTHKA Ha KaHIHI03a TPH
BWMYHOKOMIIPOMETHpaHH naiyedTH. GryKoHa301 MOKE Aa ¢€ NPWIara Kato MoAAbPIKALla Tepanus 3a
NpeJOoTEpaTABAHE Ha PELIMAMBH Ha KPUITOKOKOB MHHMHIHT IIPH JIENA C BUCOK PHCK OT PELIHIHE (BXK.
TouKa 4.4).

JleyeHHEeTO MOKE [a 3ano4He NPEeay Aa ¢a W3BSCTHH Pe3yITaTUTE OT MUKONOTHYHHATE TTOCEBKH H
Apyrute 1abopaTopHHU H3cneasarns. Clel MoiyyaBaHe Ha Pe3yJITaTUTE, ako € HeoOXoauMo,
aHTUMH(EKLMO3HATA TepanHs TpAOBa. 1a ce KOpHrHpa.

OduumanHuTe pbKOBOACTEA 33 NPABKIIHO NMPUJIAraHe Ha AHTUMMKOTHIIM TPAOBA 14 ¢

IT/H/0821/001-004/1A/001/G



4.2. JI0o3HpOBKa H HAYHH HA NPRIOKEHHE

Ho3upoBka

Ho3supoBkaTta Tpa6Ba a ce onpenens Bb3 OCHOBA HA BMJA H TEKECTTa HA F’bOMYHATA HHMQEKLAA.
JleuenHeTo Ha HHPEKIMHU, H3NCKBALM MHOTOKPATHO NpHJIarane Tpa0Ba 4a NPOIBIIKH JIOKATO
KIIHHHYHHATE NOKA3ATENH H JIAOOPATOPHUTE PE3YATATH IMOK&KAT OT3BYJaBaHE HA AKTHBHATA
MHKOTHYHA HHpeKUMa. HeanekBaTHUAT Kype Ha JieyeHHe MOXKe Aa AOBEE 10 PELMINB Ha aKTHBHATA

UHDEKIHA.
Bov3pacmnu
Ilokazanne Ho3upoBKa IIpoAL/EKHTEIHOCT HA
JIEYEHHETO
Kpantokoko3a JleueHHe Ha Harosapgaina OOHKHOBEHO OT 6 10
KPHUITTOKOKOB noza: 400 mg 8 ceamui. [1pH
MEHHHIHT npe3 MbpPBUA ’KHBOTO3aCTpallaBallH
ACH HH(ECKIMK JHeBHATa 1034
[Tocneapaia Mo2ce Aa ObJIe TIOBULIEHA 0
n034a: 200 mg.
200 mg no
400 mg BeaAHBXK
JTHEBHO
Iopabpxawa 200 mg Beansx | JlneBHa aosa ot 200 mg 3a
Tepanus 3a OHEBHO HEOoMpeResieHO BpeMe
MPEIOTBPATABAHE
HA peLHIuB Ha
KPHUIITOKOKOB
MEHHHTHT TIPH
MAIHEHTH C BUCOK
PHCK OT PELIUAHB
KOoKIHAHOHIOMHAK032 200 1o 400 mg | Or 11 po"24 Mecena wiu no-
BEIHEXK JHEBHO | ABJIFC B 3aBHCHMOCT OT
OTroBopa Ha nmaumeHra. 1ipu
HAKOH MH(pEKLHH, 0CODEeHO
NP MEHWHTUT, MOXE 1A CE
NIPWIOMKHK JHEBHA K034 OT
800 mg.
HHBa3HBHA KAHAHA032 HartoBapearua 1o npuHILIEN ce NpenopbYBa
| no3a: 800 mg NPOAB/LKUTETHOCTTA HA

Tpe3 TbPBUA
JIeH
IMocnenrawma
no3a:

400 mg BEAHBXK
JTHEBHO

TCpanuaTa 34 KAaHIW/IEMHS 1A
AIPOABLIKH 2 CEAMHITH CIIE]T
IbpBATa HEraTHBHA
XCMOKYJITYPa H OT3BYUABAHE
Ha NPU3HALATE H
CUMITTOMHTE 34 KAHIHUISCMHA.

Jedenne Ha KaHAHZ03a
Ha JHTABHLUHATE

Opodapunreanta
KaHAUa034

HaroBapeaila
aoza: 200 mg
a0 400 mg npes
IbPBHUA OCH
[Tocneneaia
n03a:

100 mg o
200 mg BeaAHBXK
JHEBRHO

7 no 21 aHH (10 NOCTUraHe HA
pEMHCHA Ha
opodapHHreasnara

KaHAH103a)
[To-aenru nepuo
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Ezodareanna Harosapeama 14 no 30 nuH (A0 MOCTHUraHe
KaHAHUA034 noza: 200 mg Ha PEeMHUCHA Ha
no 400 mg mpe3 | esodarcanHaTa KaHAHI034)
IIBPBUA ACH [To-apiru nepronu Moxe Na
[Tocnenpama ce MPHIOXKAT NpU NalUEeHTH
ao3a. CBC CEPHO3HO HAPYILIEH
100 mg mo HMYHUTET.
200 mg BegHDBXK
JHCBHO
Kanguaypus 200 mg go 7 10 21 puu
400 mg BeaHbxk | Ilo-aBiry nepuonnd Moxe Ja
JHEBHO Ce MPHIIOKAT NPH IALHEHTH
CHC CEpPHO3HO HApPYILIEH
MMYHHTET.
XPOHHUYHA 50 mg BeOHBXK 14 aHH
aTpodHUyHa AHEBHO
KaHJ1H103a |
XpoHHYHA 50 mg o Tlo 28 auu. Moxe aa ce
MYKOKYTaHHa 100 mg ReAHBXK | MPHII0AKAT NIO-TbATH NEPHOIH
KaHAW103a AHEBHO B 3aBHCHMOCT KAKTO OT
TEXKECTTA Ha HHPEKUATA,
TaKa i OT MOAIEKALIOTO
HMYHHO YBPEAKIAHE H
HHOEKIHA.
IlpenoTrBpaTaBaHe HA Opodapunreansa 100 mg no 200 | HeonpenesieH epHOa NIpH
PeUHAHB HA JHTABHYHA | KAHHI034 mg BeIHBK MAIHEHTH C XPOHHYHA
KAHAHA032 NpH JTHEBHO WITH UMYHOCYTIPECHS.
uHexTHpanu ¢ HIV 200 mg tpH
HANHEHTH ¢ BHCOK I'bTH CEAMHUYHO
PHCK OT pellHAMB Ezodareanna 100 mg no HeonpeaeneH nepyos npH
KaH U034 200 mg BeAHBK | MAIMEHTH ¢ XPOHUYHA
JHeBHO WIH 200 | IMyHOCYIIpECHS.
mg TPH OBTH
CEAMHYHO
I'eanTanna xauaunos3a | Ocrpa BardHanHa 150 mg ExnokpaTHa no03a
KaH/IN1034
KanannozeH
OanaHuT
Jleuenue u 150 mg Ha [Topmbpakaina no3a: 6 Mecela
NpOHIAKTHKA HA | BCEKH TPH AHH
peLaKHBUpaIla 33 00110 3 A03H
BarMHAJIHA (nern 1,4 m7)
KaHaua03a (4 Wiu MOCIESBAHO OT
NoBeYe eMu304a B | NOAAbP KAl
rofiuHa) no3a 150 mg
BECIHBK
CE/IMHYHO

JdepMaToOMHKO3H

tinea pedis,
tinea corporis,
linea cruris,

KaHAMAa HRPEKIHHA

150 mg BeqHEXK
CeIMHYHO WIH
50 mg BeaHBXK
JTHCBHO

2 1o 4 ceaMHIIH; JICUCHHETO
Ha tinea pedis MOXe Jia
NPOABIDKH 0.
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tinea versicolor 300 mg no 1 mo 3 ceamuuu
| 400 mg BeAHBXK
CEIMHYHO
50 mg eanbx | 2 10 4 ceAMHIMU
JTHEBHO |
tinea unguium 150 mg senumk | JleweHuneTo TpadBa da
(OHMXOMMKO3H) CeIMHYHQ NPOIBIKH JOKATO

WH(EKTHPAHHAT HOKBT C€
3aMecTH (H3pacHe
HeuHPpexTHpan). IToBTOPHUAT
pacTexX HA HOKTUTE HA PHLETE
M Ha KpaKaTa HOPManHO
H3MCKBa 3 A0 6 MeceLa H
cwoTBeTHO 6 40 12 Meceua.
Brernpeku TOBa pacTeXbT
MO3Ke Ja Bapupa CTporo
HHIMBHAYAJHO H B
3aBUCHMOCT OT BB3PACTTA.
Crnep ycrneurs{o Jie4eHue Ha
NPOABKHTEIHH XPOHUYHH
uHpeKrH, HOKTHTE
MOHSKOTa OCTaBaT

NpOALLKHTETHA
HEYTPONEHHSA

nehopMupaHH.
IpodmaakTuka HA 200 mg no Jleuenuero TpadRa aAa
KAHAHA0A APH 400 mg BeHBXK | 3aN0YHE HAKOJKO THH [PEIH
NAIHEHTH C JTHEBHO OYaKBaHATa HEYTPOTICHHA H

12 TIPOABIDKYA 7 JHH CIeNT
BBL3CTAHOBABAHE, ClE KaToO
HEYTPO(PWIHTE CE MOKAYaT
uazx 1 000 kneTkd 3a mm°,

Crnienpianiu nomyaanuu

Cmapvecka ev3pacm

JlozupoBkata TpaOBa A2 ce aanTHpa Bb3 OCHOBA Ha 6LOpeuHaTa hyHKums (BXK. bvopeuro

yepecoane).

bvbpeuno yepeowoane

D1yKOHA30/1 ce EKCKPETHPA MPEUMHO ¢ YPHHATA KaTO HETPOMEHEHO aKTHBHO BemecTBO, Korato
KYpChT Ha JieHeHHe e C €HOKPATHA J03a, He e HeoOX0AUMO KOpUrupaHe Ha fo3aTa. [Ipy naumenTn
(BKN. NneauaTpyUyHa TIOMyJ1alms) ¢ yepeaeHa 6p0peuHa GyHKUMA M HEOOXOUMOCT OT MHOTOKPATHO
NpWICKEeHHe Ha IIYKOHA30/, MbpBOHaUYaaHaTa 103a Tpadea ga € or 50 mg ao 400 mg, oCHOBaHA Ha
NPEMOPBYUTENTHATA AHEBHA A03a cliope nokasanueTo. Crel Ta3d HadaiHa HaTosapeamia A03a
AHEBHATA [03a (CNope HMOKAa3aHHETo) Ce onpeaens Ao cieaHara Tadnuua:

Kpeamununoe knupvnc (ml/min) | IIpoyenm om npenopovuumentama 003a
>50 100%

<50 (6e3 xeMOgHAIH3A) 50%

XeMoauanausa 100% cnen Beaka ananusa

IlauveHTUTE Ha [TOCTOSHHA AHanu3a Tpsabsa na npueMar 100% ot npenop'quTeﬂ ol BCSIKa

AWaNKM3a; npe3 AHUTe CBODOAHM OT JHANMH3A MALHEHTHTE TPAOBa Ja IPHEMAT pea)

CBOTBETCTBHE ¢ KPCATHHHHOBHA UM KIIHPBHC.

{T/H/0821/001-004/1A/001/G
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Uepnodpobuo yepesicoare

ITpH NauHeHTy ¢ 4epHOAPOOHO YBPEXKJaHe TaHHUATE ¢a OTPaHH4YCHH, NOPaIH KoeTo UTyKOHa30]1
TpaOBa ia ce MpWiara ¢ MOBKIIEHO BHUMAHKE NIPH NALUEHTH ¢ YepHOAPOOHA THCYHKLHAA {BXK. TOUKY

4.4 1 4.8).

[legnaTpH4Ha nomyaaums

Hpu nexuaTpruyHara nonynanyus MakCHMAaIHaTa JHEBHA 103a He TpaOea Aa Hagpuinasa 400 mg.

[TpOALIBKHTETHOCTTA HA JISCHEHHETO ¢€ OCHOBABA HA KIHHAYENS H MHKOJIOTHUEH OTTOBOP, KAKTO IIPH
nono0HN HHPEKIMHE Y Bb3pacTHU NaupueHTH. OIyKkoHa30l ¢e npHiara KaTo €qHOKPaTHA JHEBHA 1034.

[py neMaTpHYHH MaUHMEHTH ¢ yBpeieHa Gb6peuna GYHKINA BXK. JO3HPOBKATA TIPH ,,5b0peyno

yapesicoane *.

PapMakOKHHETUKATa Ha PiyKOHA30JI HE € H3CNE/ABaHa MPH NeauaTpuydHa nomynanns ¢ 6s0peyuna
HEAOCTATHYHOCT (34 ,,IOHOCEHH HOBOPOJEHH , TIPKH KOKTO 4ecTo ce Habmoaaea npefuMHO OLOpeyHa

HE3PAJIOCT MO BHIKTE NO-10JIV ).

Kvpmauema, manxu 0eya u deya (om 28 Onu 0o 11 200unu)

3 mg/kg BeAHBX
JHEBHO -

Iloka3zamnue Jo3HpoBKa HpenopbKA

Kaunugoza Ha THraBuLHATE I pBOna4danHa IIspBOHaYanHaTa 0032 MOXKE 11a Ce
aoza; 6 mg/kg M3MOJI3BA Mpe3 MbPBUS ACH 3a TI0-
ITocnenpama aoza: | Obp30 JoCTHraHE Ha PABHOBECHO

ChCTOAHHC

[IPEROTBPATABAHC HA PpCIHAWBMK Ha
KPHIITOKOKOB MCHHHI'HT MNpPH Zela C
BHCOK PHCK OT pCUHIHBH

BCAHDBX JHCBHO

HuBa3iBHa KaHIHA03a Hoza: 6 1o B 3aBHCHMOCT OT TEXECTTA HA
KpunToxokoB MEHHHTHT 12 mg/kg Benubxk | 3a00N9BaHETO.

AHEBHO
[Topnspikalia Tepanus 3a Jloza: 6 mg/kg B 3aBUCUMOCT OT T&XKECTTA Ha

3200JIIBAHETO.

[TIpodunakTdka Ha KaHAUAA HHdJeI{uHH Jlosza: 3 no B 3aBHCHMOCT OT TEeXECTTa H
[IpY¥ UMYHOKOMITPOMETHPAHH 12 mg/kg BeAHBX | MPOABIKHUTENHOCTTA Ha
MalMeHTH JAHEBHO MpeIN3BUKAHATA HEYTPONEHHA (BXK.
JO3UPOBKA IIPH BB3PACTHH ).
Onow (om 12 00 17 aoc)unu)

B 3aBHCHMOCT OT TEIMNOTO U PA3BHTHETO NIPE3 HyﬁepTeTa JieKapAT TpAOBa fa MpeleHU KOs JO3HPOBKA
(BL3pacTHH MM fiena) € Hal-noaxoAaa. KNHHWYHHTEe JaHHH [TOKa3BaT, Y€ Npy Jella KIHPbHCHT Ha
(hnykoHa3011 € I0-BHCOK, OTKONKOTO NpH Bb3pacTHH. Jlo3a ot 100, 200 1 400 mg npH BE3pacTHH
CbOTBETCTBA HA 3, 6 B 12 mg/kg npu fena, 3a NOCTHraHe Ha CPaBHUMA CHCTEMHa €KCITO3HLIMA.

be3omacHoCTTa H ePHKACHOCTTA NPH MOKA3aHHETO FeHUTAJIHA KaHWA03a NPH [eAHATPHYHATA
nomyJlauys He ¢a ycTtaHopeHH. HamuunuTe AaHaH 33 6€301aCHOCT 3a ApYTUTE [I¢ANATPHYHH
MOKA3aHMA Ca ONUCAHM B Touka 4.8. AKO JIeyeHHeTO Ha TEHHTATHA KaHAHA03a TIpH 10HolH (ot 12 no
17 ronuHe) € HATOKHTENHO, pUIaraHaTa T03HpOBKa TpAOBa fa € ChINaTa KaTo MPH BB3PacTHH.

Honocenu nosopooenu (() oo 27 onu)

Hoeoponenure exckpetupar duykonaszon 6asso. [pu qoHOCeH# HOBOPOAEHH CHIICCTR

A3BCCTHH

“‘x

(papMaKOKHHETHYHM JAHHH B MOJIKPENA HA PeXXKMMa Ha I03UPAHE, NIPEICTABEH 157 W?BQT L

5.2).

BuapactoBa rpyna | losaposksa
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Honocenn CrliaTa 103upoBKa B ng/Kg, KakTo NpH He tpabBa na ce HagBuIaBa
HOBOpOJeHH (oT 0 o | KbpMaueTa, MaJKH Jciia M fela TpsabBa j]a | MakCUMalHaTa 103a OT

14 num) ce [IPHIara Ha BcekH 72 yaca. 12 mg/kg Ha BCekH 72 uaca
HoHoceHn Cemara no3upoBka B mg/kg, KAKTO IPH He tpabea na ce naasumasa
HOBOpoAeH#u (oT 15 KbpMaueTa, MAJIKH Jeld ¥ Aella TpsaOBa 1a MaKCHMaTHATa 4034 OT

0o 27 1uu) ce npusnara Ha BcexH 48 yaca. 12 mg/kg Ha Bceku 48 yaca

HauyHH Ha NpUIOKEeHUE

DyHrOJI0H ce MpUeMa NEPOPATHO WIN YpE3 UHTPABEHO3HAa HHPY3Us;, HAUMHET Ha TIPHICKCHUE 3aBUCH
OT KNMHHYHOTO CHCTOSHHE Ha NMalenTa. [Ipu npeMHUHABaHE 0T HHTPABEHO3HO KbM MEPOPAIHO
NIPWIOKEHHE UNH 0OpaTHO, HE € HeoOXoauMO Aa ce NMTPOMEHs] THEBHATA 103a.

JlekapaT TpabBa ja npeanuine HaH-IOAXOAALIATa JIEKAPCTBEHA (POpMa H J1030Ba Popma Cropes
BB3PACTTA, TEMIOTO U no3ata. Kancynnara nekapeTeeHa GopMa He € afanTupaHa 3a ynotpeda npu
KbpMaueTa U MaJIku jena. [lpeaarar ce nepopaimyi Te4Hd ¢opMu Ha (QIyKOHA3011, KOUTO €2 fi0-
MOAXOMALIN 34 TA3K NOMYJIALHS.

Kancynure TpsabBa a2 c€ MOrTBLIAT LIeN|, HE3AaBUCUMO OT IIPHEeMa Ha Xpasa.
4.3. Ilporaeonokaizanng

CBpBXUYYBCTBHTETHOCT KbM (IYKOHa30J1, CXO/THH a30JI0BH Ch€TMHEHHS] HITH KbM HAKOE OT
MOMOILHHTE BEIRECTBA, H30POEHH B Touka b.1.

ENHOBPEMEHHOTO NMPUIOKEHUE ¢ TepdeHaInH € IPOTHBOIIOKA3AHO NP MALMEHTH, TIpHEMAIlH
(rrykoHa301 KaTO MHOTOKpaTHa Ao3a oT 400 mg AHEBHO WIH 10-BHCOKA, HA 0a3a Ha PE3YJITATHTE OT
MPOY4BAHE HA B3AUMOACHCTBUATA [IPH MHOTOKPATHO NPHIOKeHHE. EqHOBPEMEHHOTO NMPUIIOKEHHE
Ha APYTH JIEKAPCTBEHH NMPOAYKTH, yabDkasamy QT uHTEepBana, KOHTO ce MeTaboIM3UpaT upes
uutoxpom P450 (CYP) 3A4 kaTo uMzanpui, aCTEMH30, TTUMO3U/I, XHHUIHH H €PHTPOMHLMH €
MPOTHBOIIOKA3aHO NPH NALHEHTH, IIpHeMariuy (uyKoHa30 (BK. ¢bIo ToukH 4.4 1 4.5).

4.4. Chnennanna npe,uynpemﬁenuﬂ B IpeANasHH MePKH NPH ynoTpeda

Tinea capitis

DIIyKOHA20N € NPOYUBAaH MPU JIEUSHHUETO HA finea capitis IPHA Aeua. Y CTAHOBEHO €, Y€ He
IpeRb3X0XKAa rpH3eodynBHH 1 00111aTa yeneBaeMocT € Owna no-manko ot 20%. I1o Ta3m npuyrnHa
(ITyKOHA301 He OMBa Ja ce U3MNON3Ba NPH tinea capitis.

Kpunrokokosa

JaHHHTE 33 e(PMKACHOCTTA OT JICYEHHUETO ¢ TYKOHA30J [IPH JIEYEHUE HA KPHIITOKOKO3a C pa3jiHyHa
JoKanH3alua (Hanp. benogpobHa WK KOXKHA KPHUIITOKOKO34) Ca OrpaHU4¢HH, KOETO HE MO3BoIABA 4a
C€ HANpaBAT MPEMOPbKHU 34 A03UPOBKATA. |

Hbnboka eHIeMHUYHA MHKO3a

JlaHHHTE 323 ehHKaCHOCTTA OT JIEUSHHETO ¢ (UIYKOHA30 TIPH JieueHHe Ha ApYrd GOPMH Ha enieMuyHa
MMKO03a, KaTo MapaKkOKLUHAHOWIOMHKO3a, KOKHO-THUM(pHA CNIOPOTPHXO03a H XHUCTOMIa3Mo3a ca
OTpaHUYEHH, IIOPAIH KOETO HE MOJKE Ja Ce NPEAJIOKHU MOAXOAAIL JO30B PEXKHM.

brbpeyna cucrema
®nykoHazon TpsaOBa Aa ce Npriara ¢ oBMileHO BHHMaHWE Ha ManHeHTH ¢ ObOpedHa IUC
(BK. TOUKa 4.2).

XenaroGuanapHa cucTeMa
PnykoHa30) TpsAOBa Aa ce MpHIara ¢ NOBUIMIEHO BHHMAaHHE HA MAIfHEHTH C

BHCPYHKIIHA.
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QDIIyKOHA30J1 ¢€ CBBP3Ba C PSAKH CJIy4aM Ha CepHO3HA YEPHOAPOOHA TOKCHYHOCT, BKIIOYHTETHO
CMBPTHH ClydyaH, OCHOBHO MPH MALMEHTH ChC CEPUO3HHK NoAJIeKalH 3a00aBaHud. B ciryyauTe Ha
XEMAaTOTOKCHYHOCT, CBBbp3aHa ¢ (JIyKOHA30/, HE € YCTRHOBEHA BPB3Ka ¢ olara JIHERHA 1034,
NPOJABIDKUTEAHOCTTA Ha JICHEHHETO, TIONA WIH Bh3PacTTa. XENaTOTOKCHYHOCTTA, CBbP3aHa ¢
¢rykoHa30/1, 0OOHKHOBEHO € Guita o0paTHMa MPpH NpeKPaTABAHE HA JIEYCHUETO.
- [MaiuedTy, IpH KOKTO ¢e HaGIoAaBaT aGHOPMHHN IPOMEHY B Ye¢pHOAPOOHHTe (PyHKUIHOHAIHH TECTOBE
IO BpeMe Ha JledeHHeTo ¢ {UIyKoHa30.1, TpsOBa /1a 0BT HpocIeasBaHH 3a NPOABA HA MO-CEPHO3HO
yepHOApoOHO yBpexaaHe. [launeHTrTe TpaGra ma ObaaT HHOOPMHUPAHH 32 CUMITTOMH, YKa3BaLIH
CEPHO3HH YepHOIPOOHH edeKTH (3HAUMMa acTeHHA, AHOPEKCHS, MEPCUCTHPALLO raicHe, IOBPbIIAHE U
KbiTeHUNa). JleueHneTo ¢ QiykoHa30 TpaOBa He320aBHO Ja ce MPEKPATH H NALMEHTHT 13 C¢
KOHCYJITHpA C JISKap.

ChpIaeyHo-CchbAOBA CUCTEMA

Hsxou azonu, BkmounTenHo GIyKoHa30, ce CBBP3BaT ¢ yab/bkapaHe Ha QT vHTepBana B
eICKTpoKapanorpamara. PinykoHazoa npen3BHKBa yabbkasane Ha QT upes nuxubupaHe Ha NoTOKA
Ha MonuTe nmpe3 OaBHHTE KaluerH Kanau (Ix). Y abipkapaHeTo Ha (QT, MpUYMHEHO OT APYTH
JIeKapCcTBEHH NPOAYKTH (KaTO aMHOAApOH ), MOXKe J1a Ob/I€ YBEHUYEHO OCPEICTROM HHXHOHpaHe Ha
uuroxpom P450 (CYP) 3A4. 1lo Bpeme Ha MOCTMAPKETHHIOBOTO HAONIOAECHHE, ¢4 YCTARHOBEHH MHOTO
PEIKH ClIyuau Ha yaepkaBaHe Ha QT uHTepBana u forsades de pointes nipy NaLHEHTH, IPHEMAaIIH
¢daykoHa3oil. Te3u cydau ca BEJIIOYBAIH TEXKKO OOJTHH MALHEHTH ¢ MHOXECTBO CMECCHH PHCKOBH
({aKTOpH, KATO HATIPUMED CTPYKTYPHH YBPEKIAAHHS HA ChPLETO, EIEKTPOIIMTHN HAPYIIEHNAA H
CBITBTCTRALLIO IEYCHUE, KOUTO MOXKE Ja ¢a JompHHacaM dakropy. [laliHEHTHTE ¢ XHITOKATHEMHA H
U3SBE€HA CHPACYHA HEJOCTATHYHOCT Ca C NOBUIISH PUCK OT NOABA HA KUBOTO3aCTPallABAIllH KAMECPHH
apUTMHUM M forsades de pointes.

(DinykoHa301 TpAOBa Aa ce npHjiara ¢ MOBMIIICHO BHUMAHHE NPU NAIJUEHTH € [TOTEHIHAITHO
MIPOAPUTMOTEHHHU CBCTOSHUS. EAHOBPEMEHHOTO NPWIOKEHHE ¢ APYTH JIEKAPCTBEHHU NPOAYKTH, 38
KOHTO € H3BECTHO, Y€ yabmkaBaT QT HHTepBaia H KOUTO ¢c€ MeTadonu3upat 4pes uuroxpom P450
(CYP) 3A4 e npotusomnokaszano (Bxk. Touku 4.3 n 4.5).

Han0s6peuna HeiocTaThYHOCT

H3BecTHO €, e KETOKOHA30J NPUYHHABA HAAOLOPEYHA HEIOCTATHUHOCT H TOBA B PEJIKH CIly4aH OM
MOIIQ JIa ¢€ OTHAcCA U 33 (PIIYKOHA307.

HantnbpeuHa HeNOCTATBYHOCT, CEBP34HA ¢ SAHOBPEMEHHOTO JISUEHHE C MIPESIHU30H € OINMCaHa B
TouKa 4.5.

XanopaHTpHH .

HzpectHO €, ye xanodanTpuH yabppkasa QT HHTepBasia B NPeNOPbUMTEHUTE TEPANIEBTUYHH JIO3H H €
cyberpat 3a CYP3 A4, nopajid KoeTo eJHOBPEMEHHOTO H3IOJI3BaHE Ha XaTo(aHTPHH ¢ PIyKOHA30I
He ce Mpenopb4YBa (Bxk. Touka 4.5).

epMaTONOrMYHK peaKLMH

[To BpemMe Ha neveHHETO ¢ PyKOHA30I, MALHEHTHTE PALKO ¢a NPOABABATM eKCOIUATHBHHA KOXHH
PEeaKLiMH, KaTo HarpHMep CUHAPOM Ha Stevens-Johnson U TOKCHYHA eMAEPMAIHA HEKPOJIH3A.
[TanmenTuTe cbe CIIMH ca mo-CKIOHHKM Aa pa3BHBAT TEKKH KOKHH peakLUHH KbM MHOXKCCTBO
JIEKAPCTBEHH MPOAYKTH. AKO [IAIIMEHT, JIEKYBAH 324 MOBBPXHOCTHA I'bOMYHA HHPEKLMS, MOTYYH
oOpHB, KOHTO MOXKe J1a C€ IbJDKH Ha (UTYKOHA30J1, JISHCHUETO TpAbBa Aa ObJe npeKpaTeHo. AKO
MallieHTH ¢ UHBA3HBHA/CHCTEMHA rbOMuHa nHEeKIMA monyyaT oOpHB, Te TpsaOea na ce HabnoaBar
BHHMATE/IHO H JICYCHHETO ¢ (UIYKOHA30J1 J1a CE€ MPEKPATH [IPH MOosBa Ha OYII03HM JIE3UH HITH €PHTEMA

MyJITH(pOpME.

CrobmmaBa ce 3a nekapcTBeHa peakins ¢ €03HHOGUINA U CHCTEMHH CUMITOMH {drug re
eosinophilia and systemic symptoms, DRESS).

CBPEXYYBCTBHTEIHOCT
B peaxu cnyyan e Habmoaasana anagunakcus (Bx. Touka 4.3).
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Luroxpom P450

@Oaykonaszolt € MomeH CYP2C9 naxuburop 1 ymepen CYP3A4 unxuburtop. ©IykoHa30 € ChILO
naxuduTop ¥ Ha CYP2C19. ITaunentute, nexyBaHH ¢ GyKoHa30J1, KOHTO NpHeMaTt € THOBPEMEHHO
JIEKapCTBeHH TIPOAYKTH ¢ TECEH TepPaneRTHYEH AHana3oH, Metabonuznpainu ce upes CYPZCY,
CYP2C19 u CYP3 A4, tpabra ga ObaaT npocieassaHH (Bx. Touka 4.5).

Tepdenaaun
EnHoBpeMeHHOTO NPUIOKEHHE Ha (TyKOHA30M B JHEBHH L03H, NO-HUCKH OT 400 mg, ¢ TepdeHaiuy
TPAOBAa BHHUMATEIHO Ja C€ MOHUTOPHPA (BAK. TOYKA 4.3 1 4.5).

Kananpgosa

[IpoyuBanusaTa OKa3BaT NOBUILEHO Pa3sIPOCTPaHEHHE Ha HHQeKUMHTe ¢ Bunose Candida, pa3nmiiHy
ot C. albicans. Te uecTo ca ecTecTBeHO pe3UCTCHTHY (Hanp. C. krusei # C. auris) WIH IOKAa3BaT
HaMaJleHa YyBCTBUTENHOCT KbM GuiykoHazon (C. glabrata). TIpy TaknBa HHPEKLHM MOXE 1a €
HeoOXO0AHMA ATTEPHATHBHA AHTHMHKOTHYHA TEPANUA Clie]] HeycnelHo nevenue. Ilopanu ToBa
NPESAIMKCBALIHMTE JIEKAPH C& CHBETBAT Ja B3e¢MaT IIpeABH/l PAa3NpOCTPAHEHHETO HA PE3UCTEHTHOCT KBM
(hYKOHA30J NPH pasnHunuTe BHAoBe Candida.

IloMolLLIHK BelIeCTRA

Jlaxmoza
[TaMeHTH ¢ PEAKH HACNEACTBEHH MpOOIEMH HA HEIOHOCUMOCT KbM [ajlaKTO3a, ITBJICH JIAKTa3eH
AePHLUMT MM MIHOKO30-TaJIakTO3Ha MatabcopOius, He TpsaOBa a NpHeMaT TOBA JIEKapCTBO.

Hampuii
Tozu nekapcTBEH MPOAYKT ChABPXKA MO-MAJIKO 0T 1 mmol HaTpwii (23 mg) Ha Kancyna, T.€. MOXe ja
C€ KaKe, Ye IPAKTHYECCKH HE ChABPKA HATPHH.

®ynrosion 200 mg Kancyyiy
Azopyboun (E122)
Monxe na npeH3BUKa aneprHiyHK peaKiHH.

4.5. BzaunMoJelicTBHE ¢ IPYrH JIEKAPCTBEHH NPOAYKTH U APYrH GOpPMH HA B3aHMOACHCTBHE

Lonospemenna ynompeba coc crednume opyu rekapecmeeru npooyKmy € npomusGROKAIaHA:

ITazanpun: ¥Ma cro0LIeHHs 3a ChPAeYHO-CHIOBH CHOUTHA, BKJIIOYUTEIHO torsades de pointes, IpH
IalIHEHTH, HA KOUTO Ca MPWIATaHH e AHOBpEMeHHO (MITYKOHAz0/1 U UM3anpui. B kouTpoanpaHo
pOyYBaHe € YCTAHOBEHO, Ye eHOBpeMEHHaTa ynotpe6a Ha duiykoHaszon 200 mg eIHOKPaTHO AHEBHO
¥ rsanpua 20 mg 4eTHpH ITbTH AHEBHO BOOH A0 CUrHHGHUKAHTHO MOBHILICHUE HA TUTA3MEHHTE
KOHLICHTpALMH Ha NH3anpua ¥ yabjnkasane Ha QT unreppana. EAHOBPEMEHHOTO IPWICKCHHE Ha
(pytykoHa301 M UM3anpu/l ¢ NPOTHBOMOKA3aHO (BXK. Touka 4.3).

Tepdenanut: Nopaau CEpHO3HHU CHPASYHH aPUTMKHH, KOUTO Bb3HMKBAT BTOPUUYHO B pe3yIITaT Ha
yabipkasane Ha QTc HHTepBana NpH NAUMEHTH, IIPHEMALLM A307I0BH AHTUMMKOTHLIH 3a€/1HO C
TepdeHadH, ca MPOBEACHH NPOYYBaHHA BBPXY TE3H B3aUMOECHCTBHA. B npoyusaHe, npu KoeTo
¢ykoHazon e npunaraH B a03a 200 mg JHEBHO, HE € YCTaHOBEHO YAb/bKagaHe Ha QTc nurepsana. B
JIPYro MpOyUBaHeE, IPH KOETO ¢a H3MOoA3BaH# AHeBHH 103# oT 400 Ao 800 mg durykonason, e
YCTAHOBEHO, Y€ (MIYKOHAZOJ, IIPWIOKEH B 03U, PABHH MJIH N0O-BUCOKH OT 400 mg AHEBHO,
3HAYUTENHO MOBULLIABA [U1a3MEHHTE KOHLIEHTPALMU Ha TepdeHauH, Koraro ABere J'[E:KapCTBa ce
napuaarat B KoMOuHauMa. KoMOMHUpaHOTO npunoxkeHue Ha GIyKOHA30J B 103H,
BUCOKM oT 400 mg, ¢ Tepdenanns e npOTHBONOKA3aHO (BK. Touka 4.3). EnHoBpHfs
NPUWIOKEHHE HA (UTyKOHA30J B JO3H, MO-HUCKHK OT 400 mg AHEBHO, ¢ Teptl)e : '
BHMMATEJIHO [1a C€ MOHMTOpPHpA.
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ACTEMH30T: CAHOBPCMCHHOTO IPHUIIOXKCHHAEC HA (]I)J'I}’ KOHA30J1 ¢ aCTEMHUZ0A MOKE Ja ITOHHWKHA KITHPBHCA
Ha acTeMU30Jt. B PE3IYITAT [IOBHUINCHUTE TUTA3MEHH KOHLICHTPALIMH Ha aCTCMH30JI MOIaT /1a q1oBCcaatT 1o

yae/pkaBpade Ha QT WHTepBana v B peaKH clIydaH 1o forsades de pointes.
EnHoBpeMeHHOTO MpHioxkenue Ha HIYKOHA30I H ACTEMH30JT € IPOTHUBOIMOKA3aHo (BK. TOUKa 4.3).

[THMO3HA: BBIIPEKY Y€ HE € POYYIEHO in Vitro W in vivo, XHOBPEMEHHOTO NMPUICKCHHE HA
GIyKOHA30]1 ¢ MHMO3MA MOXKE 713 IoBee 10 HHXHOHpaHe Ha MeTabonuaMa Ha nuMosua. [loBuinenure
TUTa3MEHH KOHIIEHTPAlMH Ha MAMO3HUJ, MOTAT fia AOBE/AT A0 yABDKaBaHe Ha QT HHTepBajia H B PeJIKH
Clly4yad 10 forsades de pointes. ETHOBpeMEHHOTO NPUIIOKEHHE Ha (ITyKOHA30J H TMMO3H] €
MPOTHBOIMOKA3aHO (BXK. TOUKa 4.3).

XUHUAMH: BLIIPEKH Ye He € OPOYUEHO in Vitro M in vivo, eJIHOBPEMEHHOTO MPUIIOKEHHE Ha
(PIIyKOHA30J ¢ XUHUAHH MOXKE Ja AOBEAE 10 MHXHOMpaHe Ha MeTabOoIM3Ma Ha XHHUAHH.
IIpunokeHHETO HA XMHHIHH CE CBEP3Ba ¢ Y/Ib/DKaBaHe Ha QT WHTepBana ¥ B pelIKH CIIyYan 10
torsades de pointes. ETHOBpEMEHHOTO MPWIOKEHHE Ha QUIYKOHA30J H XHHHAHH € NPOTHBOMOKA3aHO
(Bxk. TOUKa 4.3).

EpHTPOMHIIHH: €AHOBPEMEHHOTO NMPHIIOKEHHE Ha GUTYKOHA30JI C EePHTPOMHULIMH OH MOTJIO 2 TIOBHILIM
pUcKa oT KapauoTokcuuHOCT (yabibxeH QT unrepean, torsades de pointes) U cneaoBaTesHO OT
BHE3AIIHA ChPACYHA CMBPT. EAHOBPEMEHHOTO NpUIOKeHUE Ha PITYKOHA30JI U €PHTPOMHMLIMH €
MPOTHBOIIOKA3aHO (BXK. To4ka 4.3).

Eonospemenno npuroxcenue Ha creonume 1exapcmeeniy RPOOYKIIU He Ce NPenopbLyea.

XanogaHTpuH: GNyKOHA30] MOXE J1a MOBHILIH TUIa3MEHaTa KOHLEHTpaLHA Ha Xano(paHTpHH [TOpaau
HHxuOHpane Ha CYP3A4. ENHOBpEeMEHHOTO MPHIOKEHHE Ha (PITYKOHA301 ¢ XalloQaHTPHH MOXE 1a
MOBMLUK PHCKA OT KAPAHOTOKCHUHOCT (yapibker QT uHrepBan, torsades de pointes) M CIEA0BATENTHO
OT BHe3anHa ChpAcUHa CMEPT. Tazn KoMOHHalua TpaOra na ce u3darea (BxK. Touka 4.4).

Ednogpemenna ynompeta, npu KOAmo Ce U3UCKEA NOBUWIEHO BHUMAHUE.

Amuonapon: EnHOBpeMeHHOTO npunoxkeHHe Ha (ITyKOHA30J1 ¢ aMHOIAPOH MOKE 1A JOBEJE 10
yaemkaeane Ha QT uHTeprana. Ero 3aimo, ce H3HCKBA NOBULISHO BHUMaHHE, KOraTo JIBETE JIEKapCTRa
ce KoMOHHHpAT, 0cobeHo npy BHCoKa no3a (uykona3on (800 mg).

Eounospemenrnomo npuiazane na cCre0Hume JexapCcmseHy NPoOVKIMN USUCKEA HPEONPUEMAne HA
RPEOHAIHYU MEPKY U KOPULUPAHE HAQ 0o3amda

Ediekr Ha ApYrH JIeKapcTBEHH NPOAYKTH BLPXY (DIYKOHA30]

PugaMnuiiy: eJHOBPEMEHHOTO NPHIOKEHHE Ha QIYKOHA30 M pudaMITHLMH BOIM A0 HAMANABaHE
Ha IUIOLITa N0 KpHBaTa ¢ 25% M cKbCABaHE Ha MOMY>KUBOTA Ha (piaykoHa3oJ ¢ 20%. I1pn naieHTH,
KOWTO NPUEMAT €JHOBPEMEHHO pH(paMITHIIMH H (ITykoHa301, TpabBa aa ce 0OMUCIIH IIOBHIIABAHE HA
n03aTa Ha GAYKOHA30Il.

[Ipoy4uBanHs Ha B3aUMOACHCTBUATA IMOKA3BAT, Y€ KOraTo nepopaneH QUurykoHasoll ce IpHeMe
€JHOBPEMEHHO C XpaHa, IMMETHHH, aHTHALIH/IM WIH clien o0abuBaHe Ha LAJI0TO TAIO 3a
KOCTHOMO3BYHA TPAHCIUIAHTAIAA, HE ¢€ HabMI0aaBa KIHHHYHO 3HAUHMMO HapylleHHe Ha abcopOuusita
Ha (pIIYKOHA301,

XUAPOXNOPOTHAZHA: BbB GapMaKOKHHETHUHO MPOYYBaHE 32 B3aHMOISHCTBUE, TIPH €907 0 ﬂ; 1~
MHOTOKPATHO TIPHUIIOKECHUE HA XMAPOXIOPOTHA3H/L Ha 31paBH A0OPOBONLIH, IPHEMANIRBITYKQHASEY,

IJIa3MEHaTa KOHLIEHTpaLus Ha uIykoHa30 ce noeruiaea ¢ 40%. [Ipy nauueHTH
CBITBTCTBAINA TEPAItHA ¢ AMYPETHLH, €()EKT OT TaKaBa BEIHYHHA HE H3UCKBA NP
Ha (IIYKOHA30/I.
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EdekT Ha KOHA30JI BbpPX T'H JCKAPCTBCHH NPOAYKTH

OnykoHazon ¢ ymepern CYP2C9 nuxuburop u ymepen CYP3 A4 uuxudburop. @irykoHa30I € ChUIO U
mowueH uuxuburop Ha CYP2C19 u3oensum. B nonwiHeHne koM HaOMoaBaHUTE/ IOKYMEHTUPAHH
B3aHMOJEHCTBHS, CTIOMEHATH TI0-J0TY, ChIIECTBYBA PHCK OT HOBHILIABAHE HA IUTA3MEHUTE
KOHLIEHTpAalMH Ha APYry BemecTBa, kouto ce MeTabomusupar ot CYP2C9 u CYP3A4 npu

e JHOBPEMEHHOTO HM TIPHAIIOKEHKE ¢ QIIYKOHa30J1. ETO 3a110 ce H3KCKBa NMOBHIIEHO BHHMAHHE TIpH
NpUIaraHe Ha Te3d KOMOWHALIHH M NALMEHTHTE TPAOBa BHHMATEITHO JIa ce MOHHTOpHpaT. EQexTsT Ha
€H3UMHO HHXUOUpaHe Ha QIYKOHA0/ NPOAbbKABa 4-5 HH C/IC] IPEKPAaTABAHE Ha JICYSHHETO
{(TyKOHA30J NOpajii ABITHA MOMYKMBOT Ha (pTyKOHa30M (BK. TouKa 4.3).

AOpounTHHUG: daykonason (MBxHOUTOp Ha CYP2C19, 2C9, 3A4) noBuiasa eKCrIO3ULMATA HA
BCUYKM (PapMaKOJIOrHYHO AKTHBHH BEILECTBA HAa a0pourTHHHD Ciiell MeTabonu3HpaHeTo My ¢be 155%.
AKo ce Mpuiara eAHOBPEMEHHO ¢ (UIyKOHa30J1, 103aTa HAa abpoLMTHHUAO TpAdBa Aa ce aJanTupa, KakTo
€ YKa3aHO B NPOAYKTOBaTa HHpOpMAaLHA 33 abpoLUTHHHO.

AJIDEHTAHUN: PH €THOBPEMEHHO JieHeHHe ¢ (uTykoHa3011 (400 mg) M HHTPaBeHO3EH AIeHTaHNT
(20 pg/kg) npu 3apaBu 1oOpoBoLM cToiHOCTTa Ha AUC) ) Ha andeHTaHWI ¢ce € MOBHIIWIA 2 MIBTH,
BEPOATHO upe3 WHxHOHpane Ha CYP3A4. Moxe na e Heo0XoaHMO afianiTHpaHe Ha 103aTa Ha
anpeHTaHWI.

AMUTPUIITHIMH, HOPTPHOTHIMH: MiTyKoHa3071 nosuiiaBa egeKkra Ha aMUTPHIITHIHH H
HOPTPHNTHIIHH. 5-HOPTPUNTHIIMH W/ WIH S-aMUTPANTHINH MOrar Aa 6b4aT H3MepBaHH B HAYanoTO Ha
KOMOUHMpaHaTa Tepalua U ¢ie eaHa ceaAMHLA. Jlo3aTa Ha aMUTPUNITWIHMH/HOPTPUNTHIKMH TpA0Ba Ja
ce ajJanTupa, ako ¢ HeobXoaUMo.

Amborepuuns B: e THOBpeMeHHOTO NIPHIIOKEHHE Ha (hITYKOHA30JI M amdoTepHiive B nipy
HH(DEKTHPaHW HOPMAaJTHU U HMYHOCYTIPECUPAHH MHIITKH MOKA3Ba CAEIHUTE pe3YJITaTu: MalbK
alUTHBEH aHTHMHMKOTHYCH eeKT Npy cucTremua uH(pekuua ¢ C. albicans, munca Ha B3aHMOJICHCTBHE
NpH HHTpakpaHnaHa uHpekuus ¢ Cryptococcus neoformans U AHTATOHH3BM MEXKIY ABETE JIEKAPCTRA
TIpYM CHCTeMHA HHpeKkuus ¢ Aspergillus fumigatus. KilTnHU4HAaTa 3HAYMMOCT Ha Pe3yNTATHTE,
MOTYYEHH OT TE3H NPOYYBAHUSA, HE € U3BECTHA.

AHTHKOAryJIaHTH: OpH IOCTMAPKETUHIOBKSA OMKT, KAKTO U IIPH APYTHTE a30JI0BH AHTHUMHKOTHYHH
CPEACTBa, Ca NONYUYECHH CHODLIEHHS 33 KEPBeHe (CYy(y3HH, ETIHCTAKCUC, [aCTPOHHTECTHHAIHO
KbpPBEHE, XEMATYPHUA U MEJICHA), CBBP3aHH C yABJKABaHE HAa NPOTPOMOHMHOBOTO BpEME MPH MALlHCHTH,
TIPUEMAIIH €THOBpEMEeHHO (hiTyKoHason M BapgapuH. [lo BpeMe Ha eTHOBPEMEHHOTO JICUCHHE C
¢r1yKOHAa301 ¥ BapdapHH, OpOTPOMOHHOBOTO BpeME € GHUIIO YBEITHYeHO A0 2 ITbTH, HAl-BepOATHO B
pe3ynrar Ha HHXUOHpaHe Ha BapdapuHoBus MeTabonnzbM upe3 CYP2C9. [1pu nanydenTH, NpHeMaliH
KYMapHHOB THI WJIH WHJIQHJHOHOBH aHTHKOAT'YJIAHTH YCIIOPEAHO ¢ QJTYKOHA30I, IPOTPOMOMHOBOTO
BpeMe TpabBa 1a ObAe BHHMATEIHO MOHHTOPHpaHo. MoxXe J1a ¢e HAIOXKH aJalTHpPaHe Ha J03aTa Ha
AHTHKOAryJaHTa.

ben3oanazenvud (KpaTKoAEHCTBAINM), T.€. MHIa301aM, TpyasoaaM: Cliefi MepopaTHO NPHIOKEHHE Ha

MKJ23051aM (PIIYKOHA30JI € JOBEJ OO 3HAYMTEHO YBEIHYEHHe HAa KOHLEHTPALMATA HA MUAA301aM | 10
IICHXOMOTOPHH edektr. EqHOBpeMEHHOTO NOrbllane npe3 yerara Ha durykoHazon 200 mg u
Muaazonam 7,5 mg e yBennunno AUC # BpeMeTo Ha TIOYKHABOT Ha MHA30JIaM, CBOTBETHO 3,7 NIETH
1 2,2 neTd. 200 mg AHeBHO PMyKOHA30J, NPUIOKEHH yenopeaHo ¢ Tpuazonam 0,25 mg nepopalHo ca
yeenuyid AUC ¥ BpeMeTo Ha MOMY>KABOT HA TPHA30JiaM, ChOTBETHO 4,4 TbTH # 2,3 MbTH.
IloTeHuHpaHe U yABIDKaBaHe Ha eeKTUTE Ha TPUA30NIaM ca HabmoJaBaHH NpH €JHOBPEMEHHO
neYyeHHne ¢ PuyKoHazon. Ako € HeobxoauMa eqHOBpeMeHHA TepanHd ¢ OeH30aHase

A034, a [Ia0HEHTHTC TpﬂﬁBa ik 6'bIlaT noaxoadantd MOHHTOpHpPaHH.

KapbamazenuH: ¢guykoHazon nHxubHupa Metabomn3Ma Ha KapbamMaszenus
[IOBHIIABAHE Ha CEpPYMHMTE HHBa Ha kapbamaszenuH ¢ 30%. CoinecTByBa
11
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kapbamaseIHHORA TOKCHYHOCT. MojKe a ce HaI0KH aJlaliTUpaHe Ha Jo3ara Ha kapbamasernut B
3ABUCHMOCT OT CHOTHOLICHHETO HA H3MEPEHHTE KOHLICHTPALYs/ e(PEeKT.

Kannuesy aHTaroOHUCTH: HAKOM KATIHEBH AHTArORUCTH (HA(EIUITHH, H3pAJHITHH, aM/TO/THITHE,
BepanaMmuil H (eoIUunHH) ce MeTabommzmpar upe3 CYP3 A4, @nyKoHa30x HMa HOTEHUHAN 13
MOBHUIH CUCTECMHATA €KCIMO3H1HA Ha KaJILIHEBHTE aHTaroHUCTH. [IpenoprunTesiHO € 4ecTo
MOHUTOPHPAHE 32 HEXKENTAHH JIEKAPCTBEHH PeaKLHH.

[{enekokcUD: IO BpeMe Ha €HOBPEMEHHOTO [IPHIOKEHHUe Ha durykoHazon (200 mg xHeBHO) H
nenexoxcHd (200 mg) Crax 1 AUC Ha tenexokcHb ce nosumasar ¢ 68% u 134% cLOTBETHO.
[TonoBHHATA OT A03aTa OENEKOKOCHO MOXe 1a Obe JOCTaThYHA, KOraro ce KOMOMHHPA C
daykoHazol.

Huxnodochamun: koMOuHUpaHa Tepanui ¢ uukaohpochaMu 4 GITyKOHa30]1 BOJH A0 MOBUIICHHE Ha
OunupyOuHa U KpeaTHHHHA B cepyMa. KoMOHHanMaTa MOXKE 1a ¢€ H3MI0J/I3Ba, KaTO C€ HMa NpeABHA
PHCKBT OT INOBHIIEH CEPYMEH OUNIMpyOHH H KPCaTHHUH.

@eHTaHIT: CHOOLIEH € eNH (aTaneH ciTydaii 32 HHTOKCHKALKs ¢ QEHTaHHI, TbJDKAIA C€ Ha
BB3MOXHO B3aUMOZEHCTBHE Ha (eHTaHWN ¢ PiykoHa30i. B mombiHeHne npy 30pasi JoOpOBOJILH €
I0Ka3aHo, e GIykoHa30J 3a0apq 3HAYMMO eIMMMHHPAHETO Ha QCHTAHMUI. YBEIHYCHATA
KOHIIEHTpaIus Ha SHTAHWIT MOXe /1a JIOBEE 10 pecHpaTopHa fenpecus. [lanuenTute TpOBa
BHHMATETHO J1a C€ NMPOC/IE/IBAT 3a MOTEHLMAICH PHCK OT pecnMpaTopHa aenpecus. Moxe aa ce
HAJI0’KaT KOPEKUMH Ha A03aTa HA (PEHTaHMI.

HMG-CoA pelyKTazHH HHXHOWTOPH: PUCKBLT OT MHOTIATHS M pabAOMHOIN3a Ce MOBHIIABA, KOTATo
daykoHaszon ce npunara eqHospemerHo ¢ HMG-CoA peaykTa3sHH HHXHOMTOPH, MeTaOOMH3HpallH ce
ypes CYP3 A4, kato aTopracTaTHH M cuMBacTaTun, wnM upes CYP2C9 kato dmysactaTut (HaMasneH
yepHOApoOeH MeTa0OH3bM Ha CTATHHHTE). AKO € HeoOXonUMa KOMOHHHpaHa TepanHs, NAUUEeHTHT
TpabBa fa ce HaONIONaBa 3a CUMITTOMH Ha MHONATHA ¥ pabIOMHONH3a, ¥ KpeaTHHKHHAa3aTa TpiadBa aa
ce moauTopupa. HMG-CoA peayxrasuure sHxuOHTOpH TpaOBa Ja ce MpeKpaTiT, ako ce Habmonara
3HAYMMO YBEHYaBaHe HAa KpeaTMHKWHAZATa WIH C¢ JHArHOCTULMPAT WK [IPEANoIarar
MHonaTua/padbaomuonuza. Moxe na ca HeoOxouumy no-aucku 103 HMG-CoA penykrasHu
MHXHOHTOPH, KAKTO € YKa3aHO B MHQOPMALIHMATA 33 MMPeAIIHCBaHE Ha CTATHHH.

HOpyTunub: ymepennre nuxuburopn Ha CYP3 A4, kato (irykoHa3071, HOBHIIABAT MJTA3MCHHTE
KOHIIEHTPALMKH Ha MOPYTHHMO 1 MOrat Ja [IOBHIIAT PHCKA OT TOKCUMHOCT. AKO TaKapa KOMOHHALIMS
He MOXKe Aa ObJae u3derHara, Aozara Ha HOpyTHHHO TpsaORa 1a ce noHku Ha 280 mg BeJIHBK AHEBHO
(aBe KariCyJIH) 3a BPEMETO Ha IPHIOKEHHS HA MHXUOHTOPA U [1a ¢ OCUTYPH CTPHKTHO KITHHUYHO
MpOCiieAABaHE. | |

HBakadTop (caMmoCTOATENHO Wi B KOMOMHALIHA C JEeKApcTBa OT Ch TepaneBTHYCH KIac):

€ JHOBPEMEHHOTO NMPHJIOXKEHHE ¢ HBaKadTOp — MOTEHLUATOP Ha TPaHCMEMOpaHHUA perynaTop Ha
MPOBOJMMOCTTA NIpU KucTO3HA hubposa (Cystic Fibrosis Transmembrane Conductance Regulator),
MOBHIIABA 3 [IbTH EKCIIOZUUMATA HA HBAKahTOP M 1,9 MBTH EKCNO3ULKATA HA XHIPOKCHMETHII-
usakadrop (M1). [Ipenmoppuea ce nonwkaBaHe Ha 03aTa HA UBaKA(PTOpP (CAMOCTOATENHO WK B
KOMOMHAIMS) KAKTO € YKa3aHO B IpOAYKTOBaTa MHGOpMaLus 3a HBakagTop (¢aMOCTOATEIHO WIH B
KOMOMHALMA).

Onanapu6: ymMepeHute HHXHOHTOpH Ha CYP3A4 kato uTyKoHAa30/ TIOBHILABAT TUIA3MEHUTE
KOHLEHTPAIIMH Ha oyanapub; ChneTeTBAIATa UM ynorpeba He ce mpenopbyuea. AKO KOMOHHMPAHETO
HM He MOXe Jia ce u3berne, nosara onarnapmud na 6vae orpasuueHa 10 200 mg apa
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nHabmoaasa mopumaBade Ha AUC Ha mmiotocnopu 1,8 nbTH. Tasn komOHHALMA MOXeE Ja ce
H3MOJI3Ba, KATO Ce MOHIDKU J03aTa HA LHMKJIOCTIOPHH B 3aBHCHMOCT OT KOHUEHTpPAIHATA Ha
LUKJIOCTIOPHH.

EBeponuMyc: BBNPEKH e HAMA {7 Vivo U in vitro IPOYYBAHUA (WIYKOHAZ0JI MOKE 11 TIOBHIIIH
NJ1a3MEeHaTa KOHLIEHTPALUA Ha €BEPOIHMYC upe3 nuxubupane Ha CYP3A4,

Cuponrmyc: OIykoHa30J MOBHIIABA T;TA3MEHUTE KOHICHTPALIHH HA CHPOJIHMYC BEPOATHO Ype3
uHXuOUpaHe Ha MeTabonusMa Ha cuponumyc upes CYP3A4 u P-riuxonporenH. Tazu xoMOHHanus
MOJXKE Jla ce M3MI0JI3BA, KaTo CE€ aJalTipa JO3aTa HA CHPOIHMYC B 3aBHCHMOCT OT ChOTHOLLUSHUETO Ha
H3IMEPEHHUTE eeKT/KOHLEHTPALIUS.

Taxpomumyc: GryKOHA301M MOXKE J1a TIOBHIIH 0 5 NHTH IA3MEHHTE KOHLICHTPAalMHY Ha MepOpanHo

' IPHEMAaHKA TAKPOJIMMYC MOPaad HHXHOHpaHe Ha MeTabod3Ma Ha TakpornuMmyc upes CYP3A4 B
yepBara. Hama nabnronaBany 3HaUMMH (hapMaKOKHHETHYHH IIPOMEHH, KOTraTO TAKPOJIUMYC Ce
npuiara UHTpaBeHo3Ho. [loBulIeHUTe CTOMHOCTH HA TAKPOIHMYC Ce CBBP3BaT ¢ HEPPOTOKCHYHOCT.
Jlozara Ha epopanHo NpUIaraHud TakpoJIMMYC TpAOBa 1a C€ NOHWKU B 3aBHCHMOCT OT
KOHIIEHTpaLMATa Ha TAKPOJIUMYC. |

JlocaptaH: pTyKOHA301 HHXHOMpa MeTaboTH3MAa HA 10CAPTaH JI0 HETOBHA aKTHREH MeTabonuT (E-
3174), oTTOBOpEH 3a Hali-rolAaMa 9acT OT HeTOBUS aHTHOTEH3HH-1]-peenTopeH aHTarOHU3bM MPpH
NeYeHHeTo ¢ gocapraH. [TauuenTure TpabBa nocTosHHO aa HAOMKOIABAT CTOMHOCTHTE HA
apPTEPHAIHOTO CH HaJIsAraHe.

JlypasuioH: ymepeHuTe HHXHOUTOpH Ha CYP3 A4 kaTo (MIyKOHA30 MOrar ia MOBHLIAT IUIa3MEHNATE
KOHLICHTpALMH Ha TYpa3HJIoH. AKO €IHOBpeMeHHaTa yrnorpeda He MoXke fa ce H30erne, 103ata Ha
TypasyIoH TpAOBa /ia ce NOHWKHM, KAKTO € YKa3aHO B [IPOAYKTOBaTa HH(pOpMaLMs 3a Iy Pa3UAOH.

MeTaznoH: ¢urykoHa3on Moxe Jia IOBKIIM MTa3MEeHATa KOHUEHTpALMA Ha MeTaioH. Moxe na e
HEOOX0IBHMO aalTUPAHE HA J103aTa HA METALOH.

HecTepouanu npoTuBops3naauTenHy cpeacTa: Cma © AUC Ha qurypbunpoden ce nopHiasar ¢ 23%
H 81% cHOTBETHO, KOTaTO Ce NpHJIara ¢ GIIyKOHa30J1, B CPABHCHHE ChC CAMOCTOSTEIHOTO
npwioxkenue Ha hypounpogen. Ionobuo, Cuax m AUC Ha dapMaxoIOrHUHO AKTHBHHS H30Mep [ S-
(+)-ubynpoden] ce nommagar ¢ 15% u cboTBeTHO 82%, KOraTo IIyKOHA30JI ce NpHara
€IHOBPEMEHHO ¢ pauemudeH ubynpoden (400 mg), B cpaBHEHHE ChC CAMOCTOATENHO NMPHIOKEHHE Ha
paueMHyeH UoyrnpodeH.

Bernpexu ye He e cnieuupuuHO NpoyueH, MIyKoHA301 UMA MOTEHUHAT Aa NOBHIUH CUCTEMHATa
excriozuiusg Ha Apyra HCIIBC, kouto ce Metabomusupar ot CYP2C9 (nanp. HanmpoKceH,
JIOPHOKCHKAM, METIOKCHKaM, Anknodenak). [Ipenopbypa ce yecTo HabMOACHHE 3a HEsKEJTaHH

JIEKAPCTBEHH peaklMM H TOKCHYHOCT, cebp3and ¢ HCIIBC. Moxe na € HeoOxonMMO aaanTHpaHe Ha
noszara Ha HCIIBC. |

OeHpTONH: (QIYKOHa30J HHXHOKpPa yepHOApoOHUs MeTabonmn3bM Ha GeHHTONH. EqHOBPEMEHHOTO
MHOTOKpaTHO npwiokeHde Ha 200 mg dnykoHazon 1 250 mg GpeHUTOMH UHTPABEHO3HO €
npeaussrkano nosumasane Ha AUC,4 Ha deHUTOHH ¢b¢ 75% M Ha Cipax ©bc 128%. Ipy
€/IHOBPEMEHHO NPUIOKEHHE IUIa3MEeHHTE KOHUCHTPALMH Ha (PEHUTOHH TPAOBA Ia C€ MOHMTOPUPAT, 3a
1a ce n30erde (EeHUTOUHOBA TOKCHYHOCT.

[IpenHU30H: ¥Ma CHOOILCHHE 32 €AMH cNydad npH YepHOAPOOHO TPAHCIUIAHTUPAH MAHHEHT, JIEKYBaH
C NPEAHU30H, KOMTO pa3sBuBa ocTpa HaaOBOpEeUHa HEJOCTATBLYHOCT ciie/l ITPEKHCBIHE HA TPHMECeUHa |
Tepanus ¢ ¢paykoHasoi. [Ipeanonara ce, ye NpPeKbCBAHETO HA TEPANMATA C ;, QUBsAY ToYasa
akTHBHOCTTa Ha CYP3 A4, xoeTo Boau 10 NOBHINEH META0ONIM3BM Ha NPeAingdL < \

[TauMeHTHTE Ha MPOABIDKATENHO JeYCHHE ¢ (PIYKOHA30J ¥ ITPSAHKU30H / B
IPOCJICAABaHH 34 HeIOCTATHYHOCT Ha HanOKOpeurHaTa Kopa NpH cnvpayk ol (s
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PudabyTun: GuIyKoHa30/1 MOBUIIARA [UTA3MEHHTE KOHIIEHTpaud Ha pudabyTus u B pesyarar AUC Ha
pudadyTuH ce noBuwara a0 8§0%. Uma cbobiieHus 3a yBeUT Py MaLKMEHTH, NIPH KOHTO Ce Ipuiarar
eJHOBPEMEHHO (urykoHason u pugadbyTuH. [1pu komOuHHpaHa Tepanua TpadBa fa ¢ HMAT NpeaBU/
CUMUTOMHTS Ha TOKCHYHOCT OT pnadyTHH.

CaksunaBup: Gaykonason nopumasa AUC i Cyax HA cCaKBHHABHP CHOTBETHO ¢ npuOan3uTenHo 50%
1 55% nopaayu HHXHOUpPAHETO Ha YepHOoapoOHMs MeTabonu3sM Ha cakBuHaBUp oT CYP3 Ad n
HHXHOMpPaHeTO Ha P-rnukonpoTeHl. B3auMOoeicTBHE ChC CAKBHHABHP/PUTOHABHP HE € TIPOY4YBaHO H
MoXe Ja 6bae no-u3pazeno. Kopekilis Ha 103aTa HAa CAaKBUHABMP MOXE Jia € HEoOXOauMa.

- CyndaHunypedHH JIeKapcTBEHU NIPOAYKTH: YCTaHOBEHO €, Ue (PIyKOHa301 yABDKaBa Ma3MeHHsA
[OJIY>KHMBOT Ha €JHOBPEMEHHO NpHJIATaHUTE TIEPOPATTHU CyNIGaHWTYPEHHH CpeACTRa (Hamp.
XJIOpHponaMH, rIHOeHKTaMHK, DIMNA3HL, TonOyTaMuAa) NpH 3ApaBH 1odbposoinuH. 1o Bpeme Ha
€THOBPEMEHHO NPHAMKCHHE ce NPEenophYBa YECTO MOHUTOPHPaHE Ha KPbBHATA 3aXap W NOAXOAAIID
MOHI>KABAHE HA J03aTa Ha CyIhaHUIypeHHHS NPOAYKT. -

Teoduauu: B mnanedo-KOHTPOIMPAHO NPOYUYBAHE 32 B3aMMOASHCTBHE NpUokeHreTo Ha 200 mg
¢irykonazon 3a 14 qHH BoaM 10 HAMAJIEHHE HA CPEIHHALT IL1a3MeH KIMPBHC Ha TeodmnH ¢ 18%.
[TaupeHTHTE, KOUTO IPHEMAT BHCOKH JI03H TCOMHIHH HIIM KOWTO TOPaJH PYTrH NPHYHHH Ca ¢ BUCOK
PUCK OT T€O(MIHHOBA TOKCHYHOCT, TPAOBa na ObaaT HabnlonaBaHy 3a MPH3HALM HA TEOQHIHHOBA
TOKCHYHOCT, JOKATO mpreMaT duykonaszon. Tepanusta Tpadea 1a ce MoaudULHpa, ako Bb3HHKHAT
MPU3HALH HA TOKCHYHOCT.,

TodauuTHHKMG: eKcno3vuuuaTa Ha TodauruTHAUG ¢ NOBMINEHA, KOraTo TOGAIMTHHIO ce npwiara
CHITBTCTRALIO C APYTH JIEKAPCTREHH NPOAYKTH, KOHTO MIPEIH3BHKBAT KAKTO YMEPEHO HHXMOMpPAHE Ha
CYP3 A4, Taka v Mmoo HHxubupane Ha CYP2C19 (Hanp. ¢paykoHason). I1o Ta3u npuunHa ce
NpenopbuBa NOHWKaBaHe Ha A03aTa Ha TodarMTHHRG Ha 5 Mg BEAHBK JHEBHO, KOrato ce KoMOHHHpa
C TAKMBA JIEKAPCTBEHHU NPOOYKTH.

TosparraH: eKCIO3KIMATA HA TOJIBAITTAH € 3HaynTeado nopuiena (200% 3a AUC; 80% 3a Chax),

* xorato ToaeantaH (CYP3A4 cyGerpar) ce npuiara eAHOBpeMeHHO ¢ (piykoHason (ymepen CYP3A4
WHXHOUTOP), C PUCK OT 3HAYMTEJHO YBEJIMYEHHE HA YECTOTATA HA HEXKENAHUTE PeakuyH, ocoOeHo Ha
3HAYHTEIIHA AMYPe3a, JeXHApaTalusa B ocTpa Op0peyuHa HegJoCTaTh4HOCT. B cimy4ait Ha eAHOBpeMEHHA
yrnoTpeba A03aTa Ha TonBanmad TpAOBa 1a Ob/le NOHMIKEHA, KAKTO € YKa3aHo B UHGOpMaluaTa no
NPEeANUCBAHETO 3a TOJBANTaH, H NAUHEHTET TPsAOBa YecTo Aa ObAe MpoCieadaBaH 3a NMosABa Ha
HEXKEJIaHU PEaKLIMH, CBLP3aHH ¢ TO/BAITAaH.

BuHka ANKAJIOHIN: BBOPEKH Ye He € TIPOYUEHO, (PAYKOHAZOM MOXKE Jia TIOBHIIH IU1a3MEHATE
KOHIUEHTPALMK HA BUHKA ANKANOUIHTE (Hanp. BAHKPUCTUH U BUHOIACTHH) H Ja AOBEJE N0
HEBPOTOKCHYHOCT, KOSTO BEPOATHO ¢€ OB/KH Ha HHXUOHpaluns epekT Ha CYP3A4.

BuramMuH A: HMa chOOLIEHHE TIPH €/1MH NALMEHT, NprHeMan] KOMOHHUPaHa Tepalis ¢
TPaHCPETHHOHHA KHUCEIHHA (KUceTHHHA (hhopMa Ha BHTaMHH A) H (JIyKOHa307, [IPH KOHMTO ca
BB3HUKHAIH HEIKENAHH JICKAPCTBEHH peakuuu, cBbp3ann ¢ [IHC noa dopmata Ha uepedpanex
MCEBAOTYMOp, KOUTO Ca OT3BYHYAJH MPH NpeKpaTaBaHe Ha JIEMEHHUETO ¢ (yKoHa30/1. Tasu
KOMOMHALMA MOKE [1a ¢ M3MOII38a, HO TpaOBa fa ce uma npeasua pMCKBT 3a HHC Hexxenanm
pECaKUMH.

BopukoHazon (maxuburop na CYP2C9, CYP2C19 u CYP3A4): eTHOBPEMEHHOTO MEPOPAITHO
NPHIOKEHHE Ha BOPHKOHA301 (400 mg Ha 12 yaca npe3 OLPBHA ICH, [10C/IEABAHH OT 200 mg Ha

24 yaca 3a 4 OHH) Ha 8§ 3apaBU JO0OPOBOJILH OT MBXKKH M0JI, BOJAT A0 noBHmaBa 7
BOPHKOHA301 cpeaHo ¢ 57% (90% CI: 20%, 107%) u croTBeTHO 79% (90% CIL /A

MPOCJICAABAHC HA CEBP3GHHUTC ¢ BOPHKOHA301 HCXKCTAHH PCAKIIHH.
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3uaoByaAHH: PrykoHa3051 noBHINaBRa Cmax H-AUC Ha 3umoBy/iMH ¢ 84% u croTBeTHO 74%, MOpaau
NpubAK3UTENHO 45% HaManeHue Ha NEPOPATTHUS KIMPHHC Ha 3UAOBYAUH. [10Ty>KUBOTET Ha
3UIOBYIUH € CHLIO Taka YABDKEH ¢ mpuoansuTeno 128% mnpu koMOMHHpaHa Tepanus ¢ PIyKoHa3ol.
[TaunenTure, nomyyaBaly Tazu koMOuHaLus, Tpadsa na ObaaT HabMOAABaHU 3a Pa3BHTHE HA
 HEJKEJIaHH PeaKLMH, CBBP3aHH Che 3MIOBYAMH. BB3MOXKHO € Aa ce HaJIO)KH NOHWXKABaHe Ha 103aTa Ha
3UJIOBY/IMH.

A3SHTPOMHLIMH: B OTKPHTO, PAHAOMH3HPaHO, TPORHO-KPLCTOCAHO NTpOyyBane 1pH 18 3apaBu
AO0OPOBOJILH € OLIEHEH e(ekThT HA eAMHUYHA MepopaiHa A03a a3uTpoMULHHE 1 200 mg BepXY
(apMaKOKHHETHKATA Ha €/IMHAYHA NTepopaiHa 103a daykoHazon 800 mg, xakTo U edekTuTe Ha
(QUTyKOHa30J1 BEPXY (papMakOKUHETHKATa Ha a3UTPOMHULHH. He e ycTaHOBEHO CUTHH(PHKAHTHO

- (hapMaKOKHHETHYHO B3aHUMOJICHCTBHE My PIIyKOHA30J1 M A3UTPOMHILIMH.

[Tepopanuu koHTpatienTuiy; [IpoBeneHn ca npe HapMakOKHHETHYHH TPOYYBAHHA C KOMOHHUPAHH
IEPOPATHH KOHTpALIEITHBY K MHOTOKPATHH J03H QuyKoHa30/1. He ca ycTaHOBEHM 3HAYUMH €EKTH
BEPXY XOPMOHAIHOTO HMBO IIPH IIpOy4YBaHeTo ¢ 50 mg duykoHazon, aokarto rnpu 200 mg AHEBHO
ILIONITA TI0A KpHBaTa Ha eTHHHIIECTPAIHOI H JIEBOHOPrecTpen € HapacHana cboTeeTHO ¢ 40% u 24%.
CrnepoBarenHoO HE MOXKE Ja Ce OYaKBAa MHOTOKPATHO NMPUJIAraHUAT B TAKHBA J03H (PIIYKOHA30JT J1a iMa
HeOaaronpusaTeH eekT BbpXYy e(peKTHBHOCTTA HA KOMOMHUPAHHTE NECPOPATHH KOHTPALICTTHRH.

JlexapuTe TpAOBa Ja ca HASCHO, Ye HE ¢a MPORSKJaHH MPOYYBaHHUA 33 B3AUMOICHCTBUS C IPYIrH
JIEKapCTREHH NIPOIYKTH, HO € Bb3IMOKHO J1a Bh3HUKHAT TAKUBA B3aUMOACHCTBHA.

4,6. DepTHIHTET, OpeMEHHOCT H KbpMeEHe
bpeMeHHOCT

Enno oOcepBallHOHHO NIPOYUYBaHe NMOKA3Ba HAJIMUHE Ha YBEJIHUYEH PUCK OT CIIOHTAHEH adopT IIPH
KEHH, JIEKYBaHH ¢ QIIYKOHA30I TIpe3 MBPBOTO TPHUMECEUHE.

JlaHHKTE OT HAKOJKO XWIsad OpeMEHHH KeHH, JIEKYBaHH ¢ KyMyJiariBHa 103a <130 mg ¢aykoHason,
OPHUIOKEHH Npe3 MbPBHA TPUMECTHP, HE OKA3BaT NOBHILICHHE Ha oOLHA pucK oT MandopMaIyi Ha
¢eTyca. B egHo rosMe o0CcepBaLHOHHO KOXOPTHO NMPOYYBAHE CKCIIO3HLUATA HA IEPOPANIEH
(hnykoHAa30I1 Npe3 IbPBHA TPUMECTBP CE CRBP3BA ¢ JIEKO NOBULISH PUCK OT MYCKYJIHO-CKEJICTHH
MasipopMalLliHi, CHOTBETCTBAIM Ha NPUOIM3HTENHO 1 nonbaHuTeNneH ciryvail Ha 1 000 xenu,
NEKYBAaHH ¢ KYMYJIATHBHH N03H <450 mg, B cpaBHEHHE C JKEHH, JICKYBAHH C a30JIH 34 JIOKANHO
MPHICKEHHE, U HA MPUDJIHIHTENHO 4 AOMBIHATENHH ¢Jiydas Ha 1 000 skeHH, IeKyBaHU ¢
KyMyJlaTiBHH 103U Haxl 450 mg. Kopurupanuar otHocuteneH puck ¢ 1,29 (95% CI 1,05 a0 1,58) 3a
150 mg nepopanen daykonazon 1 1,98 (95% C1 1,23 no 3,17) 3a nos3u nan 450 mg ¢qaykoHazon.

CroOmaBa ce 3a MHOXKECTBEHH BPOJACHH aHOMATHH IpU Acua (BKJI. Opaxunedanus, JUCIUIa3HA HA
YIIUTE, IPEKATICHO TOMAMA IIpe/iHa (DOHTAHeNa, U3KPUBABAHE HAa QeMypa H paauo-XyMepalHa
CHHOCTO34), YHUTO MKW ¢a JIEKYBAHH HAH-MAIKO TPH Mecena ¢ Bucoxu siosm (400-800 mg qHeBHO)
(uTyKOHa30J1 32 KOKUMIHOMIOMHKO3a. BpbakaTta Mexky ynoTpebaTa Ha QUIyKOHa30 M T€3H ChOHUTHS
HE € ACHa. | |

[IpoyuBaHmMATa NIPU )KMBOTHH MOKA3BaT PEHPOAYKTHEBHA TOKCHYHOCT-(BK. TOUKa 5.3).

[Ipenu 3a0peMeHsBaHE Ce MPENOPLYBA OTMHBALL [IEPHOA OT 0KOJIO 1 ceMuna (CHOTBETCTBAL Ha 5-
6 MOJIY>KMBOTA) CNIE/ SAHOKPATHA JI034 HIIM CJIe]] IPpekpaTaBaHe HA Kypca Ha JICYEHHE (BXK. To4UKa J.2).

Duryxona3on He TPSA0BA A2 ce NPHAArA 0 BpeMe HA OpeMEeHHOCT B CTaH
KPaTKOBPEeMEHHO, OCBEH B CJIy4Yall Ha KpafiHA HeoOX0QHMOCT.

D1ykoHa3071 He TPsI0OBA A2 ce APHJAATA O BpeMe HA OPEeMEHHOCT BLB

NPOAL/LKHTE/IHO, OCBEH NPH *KHBOTO3ACTPAIIABAIN HH(PEKIAH,
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KspMeHe
@IryKOHA30/1 MPEMHHABA B KbPMaTa M JOCTHIa KOHLIEHTPALIMH, CXOAHM Ha T€3H B IL1a3MaTa (BX. TOYKa

5.2). KepMmeHeTo MOXKe 1 He ¢ CIMpa NPH eXHOKpaTeH npHeM Ha 103a ot 150 mg ¢aykonason. He ce
IpenophUBa KbPMEHE CJIC], MHOTOKPATHO MIPUITOKEHHAC HITH CIICH TPUTOKEHHe Ha BHCOKH JO3H
¢ykonason. [lon3ure 0T KEPMEHETO 3a PA3BUTHETO H 3/IpaBeTo TPAOBA AA e B3eMarT NPeABH/L 3a€HO
¢ KIIMHAYHHTS HYXKIH Ha MaiikaTta oT (DJTyKoHa30J1 H Ja e CHIIOCTABAT C PUCKOBETE OT BCHUKH
BBb3MO)KHH HEXEIAHH PEaKIHH OT UIYKOHAZ0/ MPH KEPMAYETO HIH OTHOCHO NOUICKALIOTO
ChCTOAHME HA MaMKaTa.:

DepTUIHTET
{DyKOHA30]1 He OKa3Ba BIMAHUE BhPXY QEPTHIMTETA HA MBKKH M KEHCKH TUThX0Be (BXK. TOYKA 3.3).

4.7. Ed¢exTn BLPXY cnocofnocTTa 32 Modupane H padora ¢ MAIHHHA

He ca nporexaanu ApoyvpaHus 3a edekra Ha QIYKOHA30M BEPXY CIIOCODHOCTTA 3a 1IoPUpPaHEe |
paborara ¢ MawuHu. [TalneHTHTE TPAOBa Nia ObJAT TpeAyTPEAcHH 3a €BEHTYalHa N0ABa Ha
3aMasHOCT WIM IPUIaxbUM (BX. Touka 4.8), 1o BpeMe Ha JICYEHHETO ¢ (PIyKoHa30T U TpaOBa aa Opaar
NMOCHBETBAHY /1a He WodHUpar U a He padoTAT ¢ MAIlIMHH, aKO MPOSABAT HAKOH OT TE€3H CHMIITOMH.

4.8. Hexenanu JeKapcTBeHH PeAKIHH
O6ob1enye Ha npoduna 3a 6e30nacHOCT

Cool1aga ce 3a leKapeTBEHA PEaKLMs ¢ €o3uHOpIWIMA H cucTeMHH cuMimomH (DRESS) BBB Bpb3ka ¢
NIEYEHHETO ¢ (IIyKoHason (BxkK. Touka 4.4).

Haii-uecTrTe HexxenaHu JiekapeTReHH peakumy (>1/100 go <1/10), za KoUuTO ce CHOOIMABA Ca:
rnasobonue, Ooska B 00NMacTT2 HA KopeMa, THAPHS, FaJicHe, MOBPBIaHe, TOBHIIEHH CTOMHOCTH Ha
anaHWHaMHHOTpaHcdepasa U acnapraTaMHHOTpaHcdepasa, MOBHIDEHH CTOHHOCTH Ha aJIKaTHATA
¢ocdaraza B KpeBTa U 06pHB.

ClieHUTE HEXENaHH NEKApCTBEHU peakliuy ca OWIH HabroJapaHd H ChOOIIABAHM 10 BpEME Ha
JICYEHHETO ¢ UIYKOHA30J1 ChC CASAHUTE YECTOTH: MHOTO YecTH (>1/10), yectu (=1/100 mo <1/10),
HeuecTd (>1/1 000 no <1/100), peaxu (>1/10 000 no <1/1 000), muoro peaku (<1/10 000), ¢
HECH3BECTHA YeCTOTA (OT HANWUHHUTE AaHHH He MOXe Ja Objle HalpaBeHa OLICHKa).

Cuctemo- YeeTH HeuecTn Penxn C
OpraHHH | HEHU3BECTHA
KJ14COBe YeCTOTA
HapyuieHust Ha AHemus ArpaHyJIOLHTO3a,
KPLBTA H JCBKOTNIEHUA,
auMpHaTA TPOMOOLIHTOTICHUS,
CHCTEMA HEYTpONEHHA
Hapyulenus na | AHapunakcus
HMYHHATa
CHCTEMA
Hapywenns Ha [IoHMXEH aneTHT XHNepXonecTeponaeMus,
MeraboaniMa u _ XHMNEPTPUTIIHLEPHACMHA,
XPAHEHETO | XHOOKAJIHEM A
IlcHXHYHH COMHOJIEHTHOCT,
HAPYWEeHHs HHCOMHMHA
Hapymenns Ha | I'nmasoGomnue [Ipunansim,
HEepBHATA HAPECTe3Hs,
CHCTEMA 3aMailBaHe,
' IPOMSHA BLB BKYCA
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ajikajHara gocdarasa B
KpBBTA (BkK. ToYKa 4.4)

HapyuieHust Ha Beprtaro
YXOTOH
JJAOMpHHTA
Copaeunn Torsades de pointes (BX.
HapyumeHua TOYKa 4.4), yABIDKABAHE
Ha QT unrteppana (BX.
Touka 4.4)
Cromamzo- Bosxa B o61acTTa Ha KoHcTHIAIMS,
YpeBHHK KOpema, MOBphIIAHE, THCTIETICHS,
HAPYIeHnd AHAPHA, TajicHe dbaaryieHUUs,
CYXOTa B YCTaTa
Xenato6unuap- | IoBuineHHe Ha Xonecrasa (BX. YepHoapoOHa
HH HApYUICHHHA | ajlaHHHAMHMHOTpaHCQepa | Touka 4.4), HELOCTATBYHOCT (BXK.
-3aTa (BX. TOUKa 4.4), JKBITEHHIA (BXK. touka 4.4),
MOBHILICHHE HA To4Ka 4.4), XenaroueayaapHa
acrapTarMMHOTpaHc(hepa | NOBHLUEH Hekpo3a (BX. Touka 4.4),
-3aTa (BK. ToUKa 4.4), OMAUPYOHH (BXK. XenaTuT (Bx. Touka 4.4),
NOBHIICHHE HA TouKa 4.4) 'XeNaToLE.IyJIapHO

YBPEKIaHE (BIK. TOYKA
4.4)

Hapymennn ua | OOpus (BK. TouKa 4.4) JlekapcTBeH 00pHB Tokcuuna enugepmanHa | JlexapcTeen
KOKATa H (Bx. TOuKa 4.4)*, HEKpOJIH3a (BXK. TOYKA d peaKkims ¢
[OAKOKHATA YPTHKApHA (BK. 4.4), cHHAPOM Ha Stevens- | eo3uHOUNH
ThEKaH Touka 4.4), Johnson (Bx. Touka4.4), | 24
IIPYPHTYC, OCTpa reHepanH3vpana CUCTEMHH
TIOBRHUIICHO ¢K3aHTEMATO3HA CUMITTOMH
W3NOTABAHE MyCTyno3a (BX. TOUKA (DRESS)
4.4), exconuarueen
JTEPMATHT, AHFHOE]IEM,
OTOK Ha JIHLIETO,
ATONELHA
Hapyuienus Ha Muanrus
MYCKYJIHO-
CKEJIETHATA
cHCTeMa |
CHeAUHHTENHAT
a ThKaH
O6mn YMmopa,
HAPYLICHHA B HepasNoJIOKEHHE,
epexXTH HA acTeHMs, TpecKa
MSACTOTO Ha
NPHJIOXKEeHHE

*BRIIOYUTENHO (PHKCUPAHA JIEKAPCTBEHA EpyITLMA

Ileaviarputyna nonynauus

XapakTepHCTHKATa H YECTOTATa HA HEXKETIAHUTE PEaKilud M 1abopaTopHH OTKIOHEHHA, OTOEIIA3aHH
N0 BPEME Ha MEJAHATPHYHHTE KIIMHHYHH NPOYUYBAHHA, Ca CPABHUMHU ¢ T€3H, HAOMIOAaBaHH MIPH

BBE3PACTHH.

CrobiaBaHe Ha IOAORMPAHH HEXKENAHH PEaKIHU
CpobIapaHeTo Ha MOI03MpaHH HEXKENaHH PeakliM CIICK paspellapaHe 3a yrorpeba Ha JIEKapCTBEHHS

NPOAYKT € BaxkHO. TORa mo3BOMABa A MPOALIKH HAOMIOACHHETO Ha ChOTHOLICHHAETO NON3a/PHCK 3a
JEKAPCTBEHHS MPOAYKT. OT MEIWLIHHCKHUTE CIIELIHAMTHCTH C& M3HCKRBA 1A CHOOIIABAT BCAKA

NoAO3IHPpaHa HECXCIAHA PeaKliyd 4pe3 UznsnunrrenHa areHUHA Mo JACKAPCTEATA,

Ne 38,1303 Codusg, Ten.: 02 8903417, yedcaiir: www.bda.bg.

I'T/H/0821/001-004/1A/001/G
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4.9, Ilpexosmpane .

CuMnOToMu
HMa eqHOBpeMeHHH CHOOLICHHA 3a IPeAO3UpaHe ¢ (UTYKOHA30/ H XaTKOLHHALIMH H IApaHOMAHO
MOBEICHHUE.

Jleyenue
B ciryyaii Ha nipeiozupase, MoKe Ja ¢€ IMIPHIOYKH CUMITTOMAaTHYHO JiedeHHe (¢ NoAABPXKAIlA MEPKH U
IIPOMHBKA Ha CTOMaxa, ako € HeoOX0aAuMo).

@IryxOoHA30I C& eKCKpeTHpa B ToJIiAMa CTETICH C YpHHATA; (POpCHpaHaTa AHype3a MOXe id IOBUIIH
CKOPOCTTA Ha €NMMHHHpaHe. TpyuyacoBa XeMOAHAIH3a HAMAIABA IUIA3MEHUTE KOHLICHTPALIHH C
npubanzureaHo 50%. |

5. ®APMAKOJIOI'MYHH CBOMCTBA

5.1. PapmakoARHAMHAYHH CBOHCTBA

ATC knacudpukanms

OapMakoTEPaNEBTHYHA IpyIa: AHTUMHKOTHIIN 32 CHCTEMHO NPUIOKEHHE, TPHA30JIOBH IPOH3BOAHH,
ATC kon JOZACO!

Mexanu3bM Ha JISICTBHE

({DayKoHa30:1 € TPUa30JIoB aHTHMHKOTHK. OCHOBHHAT My MEXaHHIBM Ha JCHCTBHE € HHXMOHpaHe Ha
nuroxpoM P-450-meauupanoro 14 anda-naHoctepon AeMeTHIHpaHe NP rEOHYKHTE, KOSTO
MpeacTaBNsBa BaXKHA CTHIIKA [IPH GHOCHHTE3a Ha MLOHYHHA eproctepon. Hatpyneaneto Ha 14 anga-
METIWICTEPONTH KOpeJidpa ¢ NOoC/IeABalnaTa 3aryoa Ha eproctepo oT KJeThbuHaTa MeMOpaHa Ha
I'bOUYKHTE K O MOIIO 12 € [PHYMHA 32 AHTHMUKOTHYHATA aKTHBHOCT Ha (prykoHasona. PrykoHason
€ TIO-CENEKTHBEH MPH IbOMUHMTE IUTOXpoM P-450) eH31uMH, OTKONKOTO TPH PasAMYHH UHTOXPOM P-
450 eH3UMHM CHCTEMH IMpH O03aHHHLIH.

YCTaHOBEHO €, Y€ QUIYKOHA30J1 B Ro3UpoBKa 50 mg AHEBHO, npuiarad 1o 28 JHH HE HOBUSABA
IJ1a3MEHHTE KOHUEHTPallii Ha TECTOCTEPOH TIPA MEXKE HITH CTEPOMIHUTE KOHLICHTPALMH [IPH KCHH B
AeTepoaHa Bu3pact. PrykoHaszon B Ao3HpoBkH 0T 200 mg no 400 mg AHEBHO HAMA K/IMHHYHO 3HAYHM
e(PEKT BBpXY €HAOTCHHUTE CTepOUJHH HHBA Wi BbpXy ACTH cTUMytMpanns OTTOBOP IIPH 3/1paBH
ACOPOROIIIM OT MBXKKH 11071, [IpoyuBaHns BEPXY B3aHMOAEHCTBHETO C AHTHIIMPHH ITOKA3BAT, 4€
€JHOKPaTHUTE WK MHOTOKPAaTHH KO3H (ITyKOHa301 50 mg He OKa3BaT BIHSHHE BbPXY MeTa00NIH3Ma

MY.

In vitro YyBCTBUTEIHOCT

(DnyKOHA304 NOKA3BAa in Vitro AHTHMHKOTHYHA aKTHBHOCT KbM MOBEYETO KIMHHYHO Pa3snpocTpaHeHH
sunoee Candida (exn. C. albicans, C. parapsilosis, C. tropicalis). C glabrata noka3pa HaMmaneHa
YYBCTBUTEJIHOCT KbM (PrykoHa3on, nokato C. krusei n C. auris ca pe3MCTEHTHHA KBM (PJIYKOHA30JT.
MuHuManHuTe MHXUOUTOPHHK KoHUeHTpaumu { MUK) u enuaeMHOIOrHUHUTE rpaHH4YHE CTOHHOCTH
(Epidemiological cut-off value, ECOFF) Ha dnykonason 3a C. guilliermondii ca 10-BUCOKH OT TE3H 32
C. albicans.

@1yKOHA30J1 NPOSABABA in Vitro aKTMBHOCT U KbM Cryptococcus neoformans v Cryptacoccus gatii,
KaKTO U Cpelly eHASeMHYHHUTE Ineceun Blastomyces dermatiditis, Coccidioides i lasma
capsulatum v Paracoccidioides brasiliensis.

BIJ']::BK& d)al.'.‘!M&KOKHHETHK&-C]J&DM&KOHHH&M HK&

18
IT/H/0821/001-004/1A/001/G



ChUIO TaKa JHPEKTHA, HO HEJTUHEHHA Bpb3ka Mexxny AUC WM Jo3ara M yCnelHus KIHHHYCH OTFOBOD
TpH JISYEHHETO Ha OpajiHa KaHAH03a U B 110-MaJIKa CTENeH MpH JIeueHneTo Ha kanauaemua. [logobHo
H3NIEKYBaHe € NO-MAJIKO BEPOATHO 33 MH(EKIMH, IPHYHHEHHM OT maMoBe ¢ Bucokd MUK xbm
(hyKOHa301. |

MexaHu3BM HA PEIUCTCHTHOCT

- Candida spp. pa3BUBAaT MHOKECTBO MEXAHH3IMH Ha Pe3HCTEHTHOCT KbM a30J10BH aHTHMHKOTHLH.
DyKoHA30J1 IMa BUCOKH MHHMMA/THE HHXUOHPAILY XOHIIEHTPAHHE [0 OTHOIEHHE Ha TbOHYHHTE
[IAMOBE, KOHTO Ca Pa3BWIXA €HH WIH ITOBEYE MEXAHM3MH Ha PE3HCTEHTHOCT, KOSTO MOBJIMABA
HeOMaronpuATHO €PHKACHOCTTA, KAKTO in Vive, Taka H KITMHAYHO.

[Tpn BunoBe Candida, koNTO OOHMKHOBEHO Ca YYBCTBHTEIHH, HA-YECTO CPEIIAHMAT MEXAHHU3BM Ha
Pa3sBUTHE HA PE3HCTEHTHOCT Kacae LENEBUTE €H3HMH Ha a30JIMTE, KOHTO ¢a OTTOBOPHH 32
OMOCHHTe3aTa Ha eprocrepoil. Pe3ucreHTHOCTTa MOXe /1a Ob/1e NPpUYHHEHa OT MyTallus, NOBHUIIEHO
obpazyBaHe Ha €H3HM, e(DIIYKCHH MEXaHHW3MH Ha JIEKapCTBOTO MITY PA3BUTHETO HA KOMITCHCATOPHU
IHTHILA.

Mma crobienus 3a cynepundekiyis, npeanspikana o1 sunoee Candida, paszmimunu ot C. albicans,
KOMTO YECTO NPHTEXKABAT NMPUCHILA HaMalleHa 1yBCTBUTENHOCT (C. glabrata) Wi pe3sHCTEHTHOCT KBM
aykonazon (Hanp. C. xrusei, C. auris). I[Ipn Takuea udEKUMH MOXKE Aa € He0OXoaHUMa
ANTEPHATMBHA AaHTHMHKOTHYHA Tepanus. MexaHHM3MUTe Ha PE3UCTEHTHOCT HE Ca HAITB/IHO HW3ACHEHH
npy HiAkou BHAOBe Candida ¢ npucbina pesucTeHTHOCT {C.Arisei) WU ¢ HOBOBB3HHKHANA
pesucTteHTHOCT (C. auris).

[ paHl4UHK CTOHHOCTH (CHINIACHO ERpONEHCKHA KOMHTET MO H3NUTBAHE 38 YYBCTBHTETHOCT KBM
asTHMHKpoOHY cpeacTea (EUCAST)) |

Epponeiickuar KoMUTET 110 H3nMTBaHE 32 UYBCTBHTEIHOCT KbM aHTHMHKPOOHH CPEACTBA -
MIOJKOMHTET 10 U3MIMTBAHE 3a YYBCTBUTENHOCT KbM npoTuBors0omunu cpeacrsa (EUCAST-AFST) e
ONpeAeIII TPAHHYHHUTE CTOMHOCTH Ha durykoHazoq 3a Bugosete Candida Bb3 0CHOBA HA AHATIM3a Ha
.(hapMaKOKMHCTHHHUTE/ (PAPMAKOTHHAMHYHH JAHHH, {7 Vifro YyBCTBHTEJIHOCTTA U KIIMHHYHHSA OTTOBOP
(EUCAST ¢nykonazon ocHoBeH nokyMeHT {2020)-pepcus 3; Esponeicky KOMUTET 10 H3NMHTBAHE 32
YYBCTRUTEHOCT KBM AaHTHMHUKPOOHH CPeIICTBA, IIPOTHBOIEOMUHH CpeACTBa, TAONHLIM ¢ IPAHUYHA
CTOHHOCTH 33 HHTepnperansa Ha MUK, Bepcus 10.0, B cina ot 2020-02-04). Te ca Onnu pazaeneHu
HA HEBHJIOBO CBBP3aHM I'PaHHUYHMA CTOMHOCTH, ONpe/IeNeHH FaBHo Ha 6a3ara Ha papMaKOKMHETHYHH/
(papMaxoZHHAMHYHM NAaHHH M He3aBHCHMHM 0T MUK paznpeaeneHueTo Npy KOHKPETHUTE BUIOBE, U
BHJIOBO CBBP33aHH IPAaHWYHU CTOHHOCTH 3a BUIOBETE, HAK-4eCTO CEbP3aHH C YOBEIIKH HHPEKIIHA.
Tezu rpaHHYHM CTOHHBOCTH ¢4 TIOCOYCHH B TabIHLATa No-A0ay.

AHTHUMUKOTHK | ['paHHMIM HA YYBCTBHTEAHOCT, CBBbP3aHH ¢ BUIA (S</R>) B mg/] ['panruy Ha
| qyBCTBUTE]I-
HOCT, He-
CBBLP3AHH C
puAa’
(8=/R>) B
| mg/1
Candida Candida | Candida Candida | Candida | Candida
albicans dublinien | glabrata krusei parapsilo | tropicalis
SIS SIS
®iykoHason | 2/4 2/4 0.001*/16 | -- 2/4 2/4 2/4

S = yyBcTBUTENHH; R = pe3ucTeHTHH
A = I'panu4HM CTOHHOCTH, HECBLP3aHH C BUA, onpeaeneHn Ha 6azara Ha OK/D /] 1aHHH, KOUTO HE
3aBHUCAT OT paznpeaeneHrero Ha MUK 3a cneuunduurure BUAOBE. M3mion3sa QPraHn3MH,
338 KOUTO crielMpUYHHTE 'PaHULM HA YYBCTBUTEIHOCT HE Ca OIpeAe/icH

-- = TecTBaHe 3a YYBCTBUTCIHOCT HE CE MPENOPBYBA, ThH KATO BUILT
durykoHazon

19

IT/H/0821/001-004/1A/001/G 0230518



* = C. glabrata e v3pino B kareropui ,,I“. MUK copamo C. glabrala Tpabsa na ce uHTEpnpeTHpar
KaTo Pe3UCTEHTHH, Korato ca Haj 16 mg/1. Kateropusra Ha yyscreurenroct (<0,001 mg/1) e npocTto
3a 30ATBaHE Ha HEMpaBW/IHA KlacHduKkauma Ha ,,[* mamMoere kaTo ,,S* maMose. ,,I"'- YYBCTBUTCIIHH,
[IOBHILICHA €KCMIO3XAINA: MHKPOOPIraHH3MBT € KaTeropH3HpaH KaTo ,,9yBCTBUTEJICH, IMIOBHIICHA
EKCMO3HLUA", KOTaTO HMAa rojisiMa BEPOATHOCT 3a TepareBTHYCH YCIEX, Thi KATO €KCNO3HIIHATA Ha
CPEJCTBOTO € YBEIMUEHA Upe3 KOPUTHpaHe HA I030BHA PEXXHM WM Ype3 HeroBaTa KOHUECHTPALUA Ha
MACTOTO HAa HH(EKLIUATA.

S5.2. DapMaKOKHHETHYHH CBOHCTBA

DapMaKOKHHETUYHHTE CBOWCTBA Ha (DIIYKOHA30] €& CXO/AHH CJIE[ HHTPABEHO3HO KW MEPOPATHO
MPHJIOXKEHHE.

Abcopbuus

Crnen nepopaiHo npHaokeHue GrykoHason ce pezopbupa aobpe U IIa3MEHHTE KOHLICHTPALMH (H
CHCTEMHATa OHOHATIMYHOCT) ca HaJl 90% OT KOHIIEHTPAIHKUTE, KOUTO Ce JOCTHIAT Clie/l HHTPABCHO3HO
BBBEKIAHE.

AbcopbuuaTa OT raCTPOUHTECTHHAJIHKS TPaKT HE ¢€ ITOBJIMABA MMPU ¢AHOBPEMEHEH NPHEM C XpaHa.
MakcHMaTHHATE TUIa3MEHH KOHLICHTPALMH Ha [IaJaHo ¢e AocTurat Mexay 0,5 1 1,5 qaca cnen npuema
1 JIMMHHALIMOHHMSAT FIOTY)KHMBOT OT IU1a3Mara € okoio 30 daca. TTnasMeHHTe KOHLUEHTPALKH ca
MpONOPLIMOHAIHYU Ha Jo03ara. JleBeTaeceT NpoLieHTa OT paBHOBECHUTE KOHIECHTPAIIMH C€ JOCTHrat Ha
4-5 geH cnea MHOrOKpaTHO NpuJio)keHHe Ha eJHOKpaTHA JIHEBHA J{03A.

[IpunoxeHHETO HA HATOBApEalla 1034 (Mpe3 MbPBHUS JAEH), KOATO € ABa NbTH MO-BHCOKA OT
obHuaifHaTa JHEBHA 1033, I03BOJIsIBA AocTUraHe Ha 90% OT paBHOBECHHUTE IUIa3MEHH KOHLICHTpAItHH
Ha BTOPHA J€H CJIe]] HAYaIOTO Ha JIEYEHHEeTO.

Pasnpenenenue J
[IpuBuaHUAT 06€M Ha pasnpenencHue e OJIM3bK A0 o0eMa Ha Boaara B opraHusMa. CBbpP3BaHETO C
[U1a3MEHHTE NpoTerHH e HHCKO (11-12%).

DJ1yKOHA30J NPOHUKBE J00pe BBB BCHUKH H3CISABAHN TEIECHH TeHHOCTU. KOHLEHTpAHUTE Ha
(TYKOHA30M B CIIIOHKATA M XpadKaTa ca OMM3KH A0 Te3H B asMara. [1pu naumeHTH ¢ MEKOTHYEH
MEHHHIHT KOHUCHTpalLHKUTe Ha (payKOoHAa30M B LepeOpocnHHaIHaTa TeUHOCT ca npudmuaurento 80%
OT CLOTBETHHTE IUTa3MECHH KOHLIEHTPALIMH.

Bucokn KOHUEHTpALMH Ha (JTYKOHA30M B KOXKATa, NPEeBUILIABALIM IUTa3MEHUTE, C& JOCTHTAT B CTPAaTYM
KOPHEYM, €MHACPMHUC-AepMa H NoTTa. OIyKOHA30J KyMYJIHpa B CTpaTyM KopHEYM. Cres npuiaraHe
Ha go3a oT 50 mg eIHOKPATHO JHEBHO KOHLEHTPAIHATa Ha (DTYKOHAZ0M B IU1a3Mara cief 12 auu e

73 pg/g, karo 7 aHY clen NpekpaTaBaHe Ha TeueHrero T4 e Bee ome 5,8 pg/g. Ipu no3a 150 mg
BEIHBK CCAMHYHO KOHLEHTPAUMHTE Ha (IIYKOHA30J1 B CTPATYM KOPHEYM Ha ceaMus feH ca 23,4 ng/g
M CBOTBETHO CeJleM JHH ClIeJi BTopaTa Jo3a ca Bece ome 7,1 ug/g.

Koruentpanmata Ha QIyKoHa307 B HOKTUTE cjiell 4 Meceua JieueHre npu Ao3a 150 mg BeAHBXK -
CEAMHUYHO € chOoTReTHO 4,05 pg/g npu 3apaeu W 1.8 Lug/g npH 3apa3eHn HOKTH. KOHILIEHTpallHH Ha
(TYKOHA30J1 C€ U3MEPBAT B HOKTHTE H IIECT MECEIa e/l IPUKITIOYBAHE Ha JEUEHHETO.

buoTpanchopMalus |
@yKoHa307 ce MeTadONTH3Mpa B HE3HAUHTEHA cTeneH, Crie npuiiarage Ha OenssaHa ¢
' PaiMOaKTHUREH eJIEMEeHT Ao3a caMo 11% ce etmMuAMpa npoMeHeHa B ypuHarta. PirykoHa30M € YMEPEH

HHXHOUTOp Ha n3oeH3uM CYP2CI19,

EnumMuHHpaHe

EnMMHHAUHOHHUAT HOMY>KMBOT OT IJ1a3MaTa Ha GIyKoHa30/1 € npuoaus

NLT HA eKCKPeurs ¢ OLOpeunHaT, kato npudausHTenHo 80% o1 npHeTa
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IT/H/0821/001-004/1A/001/G



HEMPOMEHEeHa B yprHaTa. KIUpEHCET Ha UTyKOHA3011 € MPONOPLMOHAICH HA KIHPBHCA HA
kpeaTHHBHA. HaMa aaHHu 3a MeTabonuTu B KpbROOOpAIIEHHETO.

,I[’bJIF HAT CIIHMHHAHHOHECH MONYKKBOT Ch3AaBa IPEAINOCTABKH 3a JICHCHUC Ha BarHHAaJIHaTa KaHauAaA034
C €JHOKpPAaTHa [034, a 34 JICYCHHEC Ha OCTAaHAJIIHTC MHKO3H - C CAHOKPATCH ,EHEBEH_H CAHOKPATEH
CECAMUHCH ITPHEM HA JICKAPCTBOTO.

brOpeuHo yBpekaaHe

IIpu mauueHTH ¢ Texkka ObOpeuna HepocTaThuHOCT (GFR < 20 ml/min) moay>KMBOTHT C€ YARIKaABA OT
30 Ha 98 yaca, mopamH KOETO Ce M3MCKBA [IOHMKABAHE Ha 103aTa. PIIyKOHA30J € OTCTPaHABA OT
T1a3MaTa Ype3 XeMOAMAIN3a U B NO-HACKA CTETCH TIpH NepHToHeanHa quannsa, Cien 3-uacosa
XeMOAHaIH3a okoJo 50% (yKoHa30l ce eIMHMHHHpPA OT KPBBTA.

DapMaKOKMHETHKA ITPH KbPMEHE
B eaHo gapMakOKHHETHYHO NPOYYBAaHE NMPH AeCET KbpMELH KeHH, KOWTO BPEMEHHO HJIH 34

MOCTOAHHO Ca CIIPETH KbPMEHETO Ha CBOUTE JCLIA, C€ OIIEHABAT KOHLUECHTPALIMMTE Ha PIyKOHA30.1 B
I1a3MaTa M B MaliuHHOTO MIIAKO 48 yaca ciie mpHIoskeHHe Ha ¢AWHMYHA 71034 oT 150 mg
(pnykoHazon. MIyKOHA30/1 ¢€ OTKPHBA B MAHYMHOTO MIAKO B CpelHa KOHLIEHTpALKMA PUONH3UTEHO
98% oT Tazu B MaiiunHaTa ruasMa. CpeJHHAT MK Ha KOHLICHTPALKATA B MailYMHOTO MIISKO €

2,61 mg/1 5,2 yaca cnen npreMa Ha go3ata. OyakBaHaTa JHEBHA 1034 (IYKOHA307 3a KbPMA4EeTO OT
MalYMHOTO MJTAKO (TIpHeMa ce, Ye cpeqHaTta KoHcyMartmaTa Misiko € 150 ml/kg/neH) Ha basa Ha
CpeRHHs NIMK HAa KOHLEHTpauusaTa B MaskoTo € 0,39 mg/kg/nen, xoaro € mpnomusutenHo 40% ot
NpPENopPhUNTEIHATA HEOHATANIHA 11034 (Bb3pacT <2 ceaAMHIH) win 13% OT npenopbyHTEIHATA 1034 32
KbpMaveTa 3a KaHI{103a Ha JIMTABHIIHTE.

[leAMaTpUYHA MOMYJIALKS

OueHeHH ca papMaKOKUHETUYHH AaHHU, MOTy4YeHH OT 113 neauarpHyHH NalHeHTH B PAMKHTE Ha
5 npoyyBaHMA; 2 IPOYYBaHUA C [pUJlaraHe Ha €JHOKpaTHa 11034, 2 MpOyYBaHUs C NpHIaraHe Ha
MHOTOKPAaTHA 1034 H €3HO [IPOYUYBaHE NMPH HEJOHOCEHH HOBOPOAEHH. [laHHHTE OT €1HO OT
POYYBAHUATA HE MOTAT JIa C€ HHTEPUPETHPAT NOPALY NIPOMEHH B 1030BaTa GopMa 1o BpeMe Ha
npoy4saHeTo. JOIMbIHUTETHA NJAHHK ¢a HATHYHH OT IPOyYBaHe ChC ChCTpajaTenHa yrnorpeba.

Cnen npunoxkenne Ha 2-8 mg/kg GrykoHa30 Ha fiena Ha Bb3pacT MeXAy 9 mecela v 15 roguuu ¢
ycraHoBeHa AUC ot okono 38 pg.h/ml npu nosupoeka ot 1 mg/kg. CpeHUAT masMeH
CJIMMHHALIMOHEH MOY>KHBOT Ha ¢iykoHazon sapupa mexxay 15 u 18 uaca, a o6eMbT Ha
pasnpenenenue e okono 880 ml’kg cnen MHOrokparHo npunoxxkenHe. 11o-ABabr Ia3MEH MOJTYKUBOT
Ha (UIyKOHA30M1 OT OKOMNO 24 yaca e OMN YCTAHOREH ClE]] €/JHOKpaTHO NpuioxeHune. Tosa € cpaBHEMO
C €MMHHALLHOHHHA TIOYKHUBOT HA (hJIYKOHA30/ Cel ¢QHOKPATHO HpWIokeHUe Ha 3 mg/kg BEHO3HO
Ha Jfeua Ha Be3pacT ot 11 aum no 11 mecenia. O6eMBT Ha pasnpenesieHHe B Ta3H BE3PaCcTOBA rpymna e
okoJsio 950 ml/kg.

OnursT ¢ QIYKOHA30J1 IPM HOBOPOJACHH € OTpaHiyYeH 10 (PapMaKOKMHETHYHH H3CIEABAHHS MPH
npexkaeBpeMeHHo pofaeHH. CpedriaTa Bb3pacT IPH NMpuWiaraHe Ha nbpBa A03a ¢ Ouna 24 vaca (B
pamkuTe 9-36 yaca), a cpeaHOTO Terno npH paxaane e omwno 0.9 kg (B pamkure 0,75-1,10 kg) npu

12 npesxkneBpeMeHHO POASHH CBC CpeHa FeCTallHOHHA BB3pacT OT okoj10 28 ceamuu. Cenem
MALMEHTH Ca 3aRBPIIWIM NPOTOKO/IA; TIPHIATaHH ¢a KaTO MAKCHMYM 5 HHTPAaBEHO3HH UHQY3HUK OT

6 mg/kg ¢nykoHazon Ha Bcekn 72 yaca. CpeJHMAT eIMMHAHALMOHEH NIOTYXKHUBOT € Oun 74 vaca (s
paMkuTe ot 44 10 185 vaca) npe3 mbpBHA ASH U € HAMAJIAN C BPEMETO CPEAHO A0 53 yaca (B paMKHTE
ot 30 no 131 yaca) Ha ceamus aeH ¥ 0o 47 yaca (B paMkuTe ot 27 10 68 yaca) Ha TPHUHAJECETHA JCH.
[Inougra mona kpusata (pg.h/ml) € 271 (B pamkuTe oT 173 10 385) Ha ITbpPBUA JEH U CE € YBEIMUNIA
cpenno ao 490 (B pamkute oT 292 1o 734) Ha ceaMus ACH, M € HaMaIaaa CPegHo carme:
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Crapuecka Bb3pacT

[IpoBeaeHo e hapMaKOKHHETHYHO NpOyYBaHe MPH 22 MAIMEHTH Ha BB3pacT 65 1 Haj 65 rOAHHH C
€JHOKPATHO npuiiarade Ha 50 mg gaykoHazon. Jlecer oT MayMeHTHTE NMpHeMaT JHYPETHLM, KaTo
cEITETCTBAaINA Tepanus. CroiHocTHTE HA Cax 1.3 Yaca ciied JO3HpaHeTO C¢a OT NopaabKa Ha

1,54 pg/ml. Cpenunre croiirocty Ha AUC ca 76,4 £20,3 pg.h/ml, a Ha TEpMHHANHHS ITOJIY>KHBOT —
46,2 yaca. CTOHHOCTHTE Ha (PapMAKOKMHETHYHUTE NAPaMETPH €A [10-BHCOKH OT aHATIOTHYHMTE,
YCTAHOBEHHTE MPH MJIaJH MbKe 100poBonuy. EnHOBpeMEHHHAT pHeM Ha JUYPETHLIM HE NOBJIMABA
crathcTHaeckH 3HaUMMO AUC i Cpax, KaTo DombIHEHHE KpeaTHHAHOBUAT KIMpBHC(74 ml/min),
MPOLIEHTHT Ha eKCKpeTHpaHus HenpoMeHeH ¢uykoHasosl B ypuHara (0-24 vaca, 22%) u Ob0peunust
KIHpBHC Ha urykoHazon (0,124 ml/min/kg) npH malEeHTH B CTApUYECKa BH3pacT Ca KaTo 11O C MOo-
HMCKH CTOMHOCTH OT Te3H, YCTAHOBEHH MPH MIaaH Jo6posonuu. [IpoMaHaTa Ha napaMeTpUTE Ha
¢uTyKoHA30M NMpH MAalMEeHTH B CTApUYECKA Bh3PacT € CBbp3aHa ¢ MoHIKeHaTa 0p0pevuna QyHKIu,
XapaKTEpHa 3a Ta3ud Bb3pacToBa TPyIIa.

-5.3. IIpeaknIMHAYHH JAHHH 32 0€30HACHOCT

B HEKJIMHHYHHTE M3MHTBAHHS ca HaOMmoAaBaHy edeKTH caMo B TO3H, KOMTO c1abo HaiBHIIABAT
pEeBAHTHUTE J03H 3a KIHHM4YHA yrioTpeda.

Kapyunozennocm

HsMa naHHH 3a KaHUEPOreHeH MOTEHINAI Ha (DJIYKOHA30J TIPH MHIIKHA U NIPH [LTHXOBE, TPETHPAHU
NepopalHo B MPOJLIDKEHHE Ha 24 Mecelia ¢ 103H oT 2,5, 5 unu 10 mg/kg/nen (mpubIM3HTEITHO

27 BTH MO-BUCOKH OT MPEMOPbUHTERHUTE TO3H IpH Xopa). [IpH MBKKH IUTbXOBE, TPETHPAHH € 5 W
10 mg/kg/nH, e HabmopaBaHo HapaCTRAHE HA YECTOTATA Ha XEeNaToLETyIapeH aICHOM.

Mymazennocm

®IiryKOHA30J1, CbC WK 0€3 MeTaboNHrHO aKTHBHPAHE, € NTOKa3aJl OTPHLIATENIHH PE3YJITATH B TCCTOBE 38
MYTAareHHOCT NpH 4 wama ot Salmonella typhimurium v B Mutna aum@oM L5178Y cuctema.
[ls#roreHeTHYHHM MPOYYBaHHUA in vivo (KIIETKH OT MULIK KOCTEH MO3bK, CJIE] NIEPOPANCH MPHEM Ha
bIyKOHA301) M in vitro (MMQOLMTH OT XOpa, H3JIOKEHH Ha QayKoHazon mpH go3a 1000 pg/mi) ve
NOKA3BaT AAHHH 32 XPOMO3ZOMHH MYTALIHH.

Penpodyxmuena moxcuunocm
DayKoHA30J HE OKa3Ba BIHIHHE BLPXY (PEPTUIMTETA Ha JKEHCKH MM MBXKH ILTBXOBE IPH
NEePOPaIHO NPWIOKEHHE Ha JIHEBHH 4034 oT 5, 10 win 20 mg/kg WiH mapeHTepaiHo B 1032 5, 25 WK

75 mg/kg.

Hsma edextu BepXY mnoaa npu qo3u ot S5 win 10 mg/kg; mopuinapane Ha QeTaIHHTE AHATOMHYHH
aHOMaTHH (yBesiHueH Gpoit pebpa, pastMpendo 6L0peuno nerenye) 1 3abaBaHe Ha ocHPHKAIMATA Ce
HaOMI04aBaT MPH NMPHJIAraHe Ha MO-BHCOKH JIO3H OT MopAabKa Ha 25 u 50 mg/kg. [Tpu no3u or
nopsinbka Ha 80 no 320 mg/kg, npuaoKeHH BLPXY IUTbXORE C€ MOBHILIABa EeMOPHOJIETAIUTETHT H
yeCcTOTaTa Ha peTAHUTE aHOMAIHH, BKJIL. JedopMupaHn pedbpa, pa3lensaHe Ha HeOLIETO H aHOpPMalTHa
KpaHHO]aLHalIHa OCHPHKAIMS.

B enHO nepHHAaTaHO NPOyUYBaHE MPH TUTBXOBE € YCTAHOBEHO, Ye HHTPaBEHO3HOTO BbBEXKIAHE Ha

20 mg/kg v 40 mg/kg ¢ NPOBOKHPANIO AUCTOLMA M TIPOJIOHIMPAHE Ha PAKAAHETO IIPH HAKONKO
#*UBOTHU. HapyweHuaTa B pofgoBus npouec, HabIoaaBaHu MPH TE3W I03H, ¢a JOBEJIH J0 JEKO
[IOBHIIABAHE HA OPOA HA MBLPTBOPOJIEHUTS H HAMAISBAHE HA NIPESKUBACMOCTTA HA HOBOPOASHUTE.
Bb3aeiicTBHETO BBPXY PONOBHS MPOLIEC MTPH IUTBXOBE CHOTBETCTREA HA TOBA NPH BHAOBO CNIELHMHYHO
NOHHKABAaHE HA €CTPOrCHHOTO HHBO MO BE3AeHCTBHE HA BHCOKUTE 1034 (PiykoHaszoln. 11pH ke,
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6. OAPMAIIEBTHYHH JAHHU
6.1. CnHCBHK HA TOMOUIHHATE BELIECTRBA

Cwvovpacanve na kancyrama

JlakTo3a MOHOXHMApPAT

LlapeBUYHO HMLLIECTE

KonowaeH, 0e3BoaeH CUTHLIMEB NHOKCHA
Harpuer naypuncyndar

Marueaues creapart

®ynroson 50 mg, 100 mg, 150 mg TBBpAX KANCYIIA

Obsuska na kancynama
Turanos anoxcun (E171)

bpunaurso cunso FCF (E133)
Kenartun

Oyurosod 200 mg TREPAM KaNCYJIu
Obsugra na xancyiama

Twranoe auokceup (E171)
bpunsautHo cuHeo FCF (E133)
Azopybun (E122)

JKenarun

6.2. HecnBMecTHMOCTH

Henpuinokumo

6.3. Cpokx Ha ron.ﬂocrr

3 roguHun

6.4. - CnenHa/IHA YCJI0BHS 32 ChXPAHEHHE
Jla ce cexpansea nox 30°C.

6.5. Buja H chaBpKAHHE HA ONMIAKOBKATA
@yuronod S0 mg TBLPAM KancyiiH

Ilpospa4un nnu 6enn Henpospaynan PVC/PVAC-ayMuHUeBH OIUCTEPH, B OIAKOBKH, ChAbpPXKALIH 1,
7,10, 14, 20, 28, 30, 50, 100 unu 500 kancyn.

DyuroJicH 100 mg TRBpAN Kancyau |
Hpozpaunu wim 6eu venpospayau PVC/PVAC-anymunnesd OnMCTepH, B ONIAKOBKH, ChIABPKAIIH 7,
10, 14, 16, 28, 30, 50 (1 x 50), 60 van 100 kancymnu. |

@OyHIoA0H 150 mg TREPAH KanCyIIH
[Ipo3payns unu Genu Henpospaunu PVC/PVAC-amymMuHiesn GIHCTEPH, B ONIAKOBKH, ChABPIKALLH |,
2,4,6,7umu 12 kancynm.

®ynronon 200 mg TBbPJAKH KAICYJIH
ITpo3paunn win Genu Henpozpaunu PVC/PVAC-anyMuHneBH ONKCTEPH, B O
2,4,7,10, 12, 14, 20, 30, 50 unu 100 kancynn.

He BcHYKkM BHAOBE ONAKOBKU MOraT Aa ObAaT IMyCHATH Ha nasapa.
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6.6. Chnenmuajnn NpeANA3HH MEPKH NPH H3XBLPJAHE H padoTa
Hawma crierinaniyu H3UCKBaHUA TIPH U3XBBPIISHE.
AKTHBHOTO BEILIECTBO (UTYKOHA30M C& Cpellla UeCTO B MOBBPXHOCTHHTE BoAu. HeH3mon3BaHuAT

NIEKapCTBEH NPOAYKT HIH OTMIAJIBUHHTE MATCPHATTH OT HErO TpAOBa 1A C€ H3XBBPILT B CHOTBETCTBHE C
MECTHUTE U3HCKBAHMA

7.  IIPHTEXKATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg 3, 2031 GA Haarlem
Hugepnanaus

8. HOMEP HA PA3SPEINIEHUETO 3A YIIOTPEBA
@yHronoH 50 mg - per. Ne 20230061
Oynronos 100 mg - per. Ne 20230062

Oynronon 150 mg - per. Ne 20230063
OyHronoH 200 mg - per. Ne 20230064

9. JATA HA ITBbPBO PA3ZPEIIABAHE/IIOAHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Hara Ha 0bprO paspemaane: 29.03.2023 r,

10. JATA HA AKTYAIU3UPAHE HA TEKCTA

30.05.2023
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