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Beska TBbpaa kancyna cbaspxka 150 mg dnykonason (fluconazole).

[loMOWHO BEWECTBO C U3BECTHO ASHCTBHE: BCAKA TBBPAA KancyJia cbabpka 115,50 mg nakrosa
MOHOXHpAT.

3a MBJIHKMA CMUCHK HA MOMOLWHHUTE BELIECTBA BUXKTE TO4Ka 6.1,

3. JIEKAPCTBEHA ®OPMA

Tsbpaa kancyna.

Onykopuk 150 mg kancynn, TBbpAH, NPEICTARIABAT CHHH/CHHH TBBPAH ENAaTHHOBH KarCyju ¢
pa3Mep ,,1” n Hagnvue “RANBAXY™ ¢ 4epHO XpaHHTENHO MAacTHIO BbPXY TANOTO U Kanauero,
ChABbPAKALUH O 10 Oene3HUKaB npax.

4, K/IHMHWYHH JAHHH
4.1 TepaneBTHYHHK NOKAIAHHA
PnykoHa3on € nokazaH npu cneaHute rodbrnunn undekuny (Bx. Touka 5.1):

(DHYI{OHEBOJ] € MOKAa3aH MNpH Bb3PACTHH 34 NCYCHHEC HA!

. KpunTOKOKOB MEHUHIHT (BX. TouKa 4.4);

L Kokuuanonaomukosa (Bx. Touka 4.4);

* MHuBa3KBHA KaHAMI034;

- KaHauao3a Ha nMrasyuMTe, BIITHOUYUTESHO opodapHHreanHa, ezogareaiHa, KaHIHaypHa 1

XPOHHYHa KOXHO-AHTABHYHA KaHANWO034,

° XpoHHuHa opainHa aTpodHyHa KaHAN1032 {BL3NATIEHUE Ha YCTaTa B pe3yNTaT OT U3MO0N3BaHETO
Ha 3b0HHK NpoTe3u), B cayuai ue, 3bOHATA XUrMEHA WITH JTIOKANHOTO JIEYEHHE Ca HEAOCTATbUHH;

. Barunanna kaHanMa03a — 0CTpa WM PEKYPEHTHA, KOTaTo NMPHIAraHeTo Ha JIOKANHO JIEUYEHHE HE €
MOAXOAALLO; .

¢ Candidal balanitis, korato npunaraHeTo Ha JIOKANHO JIEYEHHE HE € NOAXOAALIO;

JlepMaToMHKO3a, BKIIOYUTENHO tinea pedis, tinea corporis, tinea cruris, tinea versicolor n
KoxxHa uHpekuus ¢ Candida, Korato € npeaNUCaHO CUCTEMHO NleYEeHHUE;

° Tinea unguinium (OHAXOMMKO34a), KOraTO C€ CYUTA, Y€ APYrHd areHTH He ca NOAXOAALLM.

(DJIYKDHH?-GJ'I C MOKa3aH ITpH BB3PACTHH 3a npocbunam‘nna Ha.

. Peunans Ha KPUNTOKOKOB MEHUHIHT MPU NAUNEHTH ¢ BHCOK PHCK OT PEUHINB;
. Peunaus na opodaprHreanHa nnu ezodareanHa KaHAKI03a Npu NAHEHTH, HHDEKTHPAHH C
HIV, NpH KOWUTO PUCKDBT OT PEUHAMB € NOBHLLIEH;

¢ 3a peayuUMpaHe 4ecTOTaTa Ha PEKYPEHTHA BarvHallHa KaHauao3a (4 Wi nose
FOJAULLHO);

° [IpogniakTHKa HA KAHAMAOZHW HHPEKUMH NPU NALKMEHTH C NPOABLIKHTEN
(KaTo MauKeHTH C XEMATOJONHYHH 310Ka4YeCTBEHH 3aD0NABAHHUA, KOUTO ca

WK NNAUHCHTH, NOANTOXCHHA HA TPAHCIIAHTAUHA € XEMOIMMOCTHYHH CTBOJIOB
3.1)).




(MnyKoOHA304 ¢ NoKa3aH npe AI0HOCEHH HOBOPOAEHH, KbpMaUueTa, MAKH Aeua, Aelad U IOHOWH Ha
gb3pacT o1 0 20 17 roanun.

MDyKoHa304 ce npuara npu 1e4YeHHeTo HA KaJK103a Ha JUraBHuMTe (opodapuHreanta,
e3odhareanHa), HHBa3MBHA KaHAMI03a, KPHNTOKOKOB MEHHHIUT W NPOQUIAKTHKA HA KaHAWAO03a NPH
HMYHOKOMIOpOMeTHPaHK nauneHTH. PayKOHA30.1 MOXKe Aa ce NPH.Iara KaTo nolabprkaila Tepanus, 3a
NpeaOTBPATHBAHE HA PEUKM/INB HA KPUNTOKOKOR MEHHHIUT MNPy 1eua ¢ BUCOK PHCK OT peUrAHB ( BXK.
TOUKa 4.4).

JleueHHeTo Moxke Aa ObAC 3aNOYHATO NPEAH A4 €A U3IBECTHH PE3YITATHTE OT MUKPOOHOIOrHYHOTO H
APYTUTE NadOPATOPHHU M3CNEABAHHUA. BLITPEKHU TOBA, KOraTo Pe3viTaTHTE Ca U3BECTHH, TEpanuiaTa
TpabBa Ja ce Kopurupa noaxoaailo.

Tpsabea aa ce B3emMaT Noa BHUMaHHe OHLHATHHTE NPENOPBKYH 3a NMpaBUIHaTa ynoTpeda Ha
AHTUMHKOTHLM.

4.2 [lo3HpoBKa H HAMHH HA [PHJIOKEHHE

Jlo3upoBka

Jlo3rpoBkaTa TpaOBa 1a ce OCHOBaBa Ha BMa U CEPHO3HOCTTA HAa rbOMUHaTa nHpekuns. JleuenuneTo
Ha HHPEKUHMHTE, H3UCKBALH MHOTOKPATHO Npuaarade, Tpadea 1a npoabiIkH JOKATO KITHHHYHHTE
CHUMINITOMU WK TadOpaTOPHHUTE pe3y/TaTH NOKAXAT, Y€ AKTHBHATA MUKOTHYHA HHEKLIHA €
OTCTpaHeHa. HeanexBaTHHMAT KypC Ha Tepanus MOXKE 1a A0BEAE 10 peUMAUB HA HHBEKLMATA,

BbipacTHH
lokazanue [lo3npoBKa lpoaLAXKHTENAHOCT HA
JIeYeHHETOo
JleueHune Ha Harosapgralua no3a: | ObukHosero ot 6 10 8
KPHNTOKOKOB 400 mg npe? ceamuum. [1pu
MEHUHIHUT NbLPBHUA JEH XHBOTO3ACTpaUIaBallH
[Tocneapawa nosza: | HHdEKUMKN, AHEBHATA A03a
200 mg no 400 mg MOX€e 1a Obje yBeTHueHa a0
AHEBHO 800 mg.
Kpumrokokosa [lonavpxawa 200 mg aHeBHO HeonpeneneHo npu aHeBHa
Tepanus 3a no3a ot 200 mg
NpeaoTBpaTABAHE
Ha peunaHB Ha
KPHNTOKOKOB
MEHWHIUT NpyY
NalMEeHTH ¢ BUCOK
PHCK OT peuUH/IUB
200 mg 10400 mg | Or 11 a0 24 Meceua nau no-
ABATO, B 3aBUCUMOCT OT
10 nauueHTa. llpu Hakou
OKLIWAMOHUAOMHKO32
UHPEKLHHU, OCODEHO
MCHUHTHUT, MOXKE 1A ce
npunoxar 800 mg AHEBHO.
HaTtosapgata noza | B obuusr cnyuati
Npe3 NbPBHUA IEH:
NHBa3uBHA 500 mg
KAHIHI032 [locnenBawa no3a:
400 mg AHEBHO




OTWWYMABAHC HA CHMIITOMHUTC
HAa KAHAHACMHUATA.

OpotapHHreaiHa

HaToBapsawa noza:

T no 21 aHu (Do nocTruraxe Ha

KaHau103a 200 mg 10 400 mg | pemucua Ha
npe3 NbpBUA ACH opodapuHreanHara
llocaeasatna no3a: kKaH11a03a). [lo-a1baru
100 mg 10 200 mg NepyvoOaAx MOraT aa ca
JHEBHO HANOXHUTEAHH NMPH NALIMEHTH
CbC CEPHO3HO HAPYLUEH
UMYHHTET.
Esodareaina Hartoeapsauia no03a: | 14 10 30 aHu (30 nocturaxe
KaH1KA03a 200 mg no 400 mg Ha PEMHUCHA HA
npe3 NbpPBHS JEH ¢3odareanHaTa KaHAKWA034a).
Ilocaeasawa no3a: [lo-1baru nepuoau morar Ja
100 mg 70 200 mg | ca HANOXKUTENHU NpH
Jleyenue Ha JHEBHO NAUHEHTH CHC CEPHUOBHO
KaHAW103a Ha HapYLLieH HMYHHTET.
AAraBULNTE Kanauaypwus 200 mg no 400 mg 7 no 21 axun. MNo-abvaru
JHEBHO nepvoad MoraT na ca
HANOXKHTEHH NPH NALUEHTH
ChC CEPHOIHO HAPYLLEH
HMYHHTET.
XpOHHYHa 50 mg AHEeBHO 14 nHH
aTpodmruHa
KaHaHao3a
XpoHHUUHA KOXKHO- | S0 mg ao 100 mg Ho 28 nnun. Moxe aa ce
JIAraBU4HA AHEBHO HA10XKAT NO-ABbJITH NEPHOH,
KaHAHA03a B 3aBUCHMOCT OT TEXECTTA Ha
HHDEKUHATA WU OT
NOAIEKALOTO HMYHHO
yBpEeXJaHE U HHPEKLHS.
[IpenorBparasade Ha | OpodapuHreanHa 100 mg 200 mg Heonpeaenen nepuoa npu
peLIMIMB HA KaHaWI03a aHeBHO UK 200 mg | natUMeHTH ¢ XPOHHYHA
NUraBHYHA 3 MbTH CEAMHYHO HMYHOCYMpECHS
KaHAHO03a MpH E3odareanna 100 mg no 200 mg Heonpeaenen nepuoa npu
HHpekTupanu ¢ HIV | kauauaosa AHEBHO Miin 200 mg | NauMEHTH ¢ XpPOHHYHaA
NALUMEHTH C BUCOK 3 NBbTH CEAMHYHO HMYHOCYIpeCHs
PUCK OT PELIM/IUB
OcTpa BarvHanHa 150 mg Eanokparha no3a
KaHAWno3a;
Kananaosex
OanaHuT
CennTaina Jleuenue n 150 mg Ha Bceku [Toanbpxkaiua noza: 6 meceua
R npopuniakTUka Ha | TPU AHK 0B 3
peuxdarBUpaLLa a0z (aen 1, 4u 7).
BarHHaliHa nocneasavu ot 150
KaHana03a (4 i | mg BEAHDBK
NOBEYE €NH301a HA | CEAMHUYHO
roauHa) noaabpxaltila n103a
-tinea pedis, 150 mg BeaHDBXK 2 10 4 ceAMHLH, NEHEHHETO
-tined corporis, CeAMHUYHO HIH 50 Ha tined pedis
-{ineu cruris, Mg BEAHBXK AHEBHO | NMPOABIKH AQK
JlepMaToMHKo3u -Candidu-
MH(PEKLHH

- tinea versicolor

300 mg a0 400 mg
B€AHDBXK CE€AMHUYHO




50 mg BeaHBbXK 2 10 4 ceaMULH
AHEBHO
- tined unguium 150 mg BeaHbXK Jleuenuero Tpadea na

{ OHHXOMHKKO03a) CEAMHYHO NpOoABLIKH, A0KATO
HHPEKTUPAHUAT HOKBT €€
3aMECTH (H3pacHe
HenHdekTupaH). [losTopHuaT
PACTEX HA HOKTHTE Ha
NPLCTHTE HA pbUETE K Ha
KpakaTta HOpMaaHO H3MCKBRA 3
a0 6 Mmeceua m 6 no 12
meceua. Brnpekn Tosa,
pacTeXbT MOXE N1a Bapypa
CTPOTO HHANBHAYATHO W B
3aBUCUMOCT OT Bb3pacTTa.
Cnea ycnewmHoTo JeYeHHE Ha
NPOABLIKHTENHN XPOHUUHH
HHO)EKUHH, HOKTHTE
0OMKHOBEHO ocTaBat
neopMHUpaHi.
[TpodmnakTuka Ha 200 mg 00 400 mg | JleueHuero Tpabra na
KaHAMAO3a Npy 3aMOYHE HAKOJKO AHH npeau
MaLKHEHTH ¢ O4YaKBaHaTa HEYTPONEHHA H
NPOAbLKHATENHA 1a NMPOABLIKN 7 AHHM Clie]
HEYTPOINEHHUA Bb3CTAHOBABAHE, C/Ie] KaTo
HeyTpogHAUTE Ce NoKayar ¢
Haa 1000 kneTkn na mm?,

CneunanHu nonynauuu
Cmapuecka 8vb3pacm
B cayua# ue HaMma aaHHK 33 OB0peuHO yBpexKaaHe, TpaOBa 1a ce npunara obvuailHaTa n03a.

bvopeuno yepexrcoane

DnyKoHa30:1 ce eKCKpPETHpa OCHOBHO 4pe3 ypHHATa B HenpoMeHeH Bua. Korato KypebT Ha ieveHHe €
C €IHOKpAaTHa 0033, HE € HEOOX0AMMO KOPUIrHpaHe Ha 103aTa.

Ilpv nauMeHTH (BKAIOYUTENHO aeua) ¢ yBpeaeHa 0b0peuHa GyHKIMA, KOFaTo ¢ HAnara MHOroKpaTHo
NpUICKEHHUE Ha (hNYKOHA30J, ce 3ano4ysa ¢ nbproHavaiHa A03a 50 mg no 400 mg, ocHoBaHa Ha
peropbyBaHaTa AHeBHa 103a crnopea nokazaHverto. Cnel NbpBOHAYanHaTa HaToBapaalla A03a.
JHEBHATa N03a (Cnopea HHIHWKAUMHWTE) ce onpeaens oT cneanarta tabnuvua:

KpeaT#HHHOB KJAHpHLHC (m)/min) [IpouneHT OT NpenopLYHTEIHATA 1034
> 50 100%

< 50 (6e3 ananuza) 50%

[locToanHa nuannia |00% cnen Bcaka auanuia

[TauneHTuTe Ha xemoadanuia Tpsadsa aa nonyvuaeat 100% oT npenopbuHTeNHaTa 103a cnel BCAKA
AHaIn3a; rnpe3 AHUTe, CBODOAHM OT Ananu3a, nauMeHTuTe TpaOBa 1a NoyyaBaT HaMaIeHa 103a B
CBOTBETCTBHE C KPEATHHHHOBUA UM KIIHPBHC.

Yepruoopoono yvepexcoune
JlaHHHUTE MPH NAUKEHTH ¢ HEPHOAPOOHO YBPEKIAHE Ca OrPAHUUEHH, NO Ta3H NPHYHHA
TpsaOBa na ce npuaara ¢ BHHMaHWe NPH NaLUMUEHTH C HEPHOIPOOHAa ANCHYHKUHSA (BXK.

[Teouampuuna nonviayus
[ipH neanaTpuyHa nonyaauua He TpadOBA 1a ¢ NPEBMILABA MAKCHMATHA AHEBHA 110




KakTo np1 nogo0HH HHPEKUHUH NPHU Bb3PACTHH, NPOABLIKUTEIHOCTTA HA JIEYEHHUETO ¢€ OCHOBABA HA
KCIMHHYHHAA M MHKOJIOMMYEH OTroBop. P1yKoHA30.1 €€ NPU.Iara KaTo € THOKPaTHA JJHEBHA 103a.

3a neaHaTpHYHK NAUHEHTH € yBpeaeHa ObOpeuHa GpyHKUMNA BXK. 103MpaHe Npu Svopeyno yapescouiie.
(PapMakOKHMHETHKATA Ha (BJIYKOHA30/1 NPA NeJIHaTpPHYHA nonyaauus ¢ 00peyuHa HeA0CTaTLYHOCT HE €
IIPOYUEHA (3a HOBOPOAEHH, KOUTO Y4ECTO NPOABABAT NbPBHYHA OBOpEUHa HE3PANOCT, MOJIA, BHXKTE NO-

104y ).

Kvpuauema, maiku Oeya u oeya (om 28 onu 0o 11 coounu).

[Hokazanue

HAo3HpoBKa

[Ipenopbku

KaHauno3a Ha AUTraBULKTE

[TbpBoHauanHa ao3a: 6 mg/kg.
[Tocaeasawa no3a: 3 mg/kg.
AHEBHO.

[1LpsoHavanHaTa j103a MOXe
na 6b1e U3INoN3BaHA Npes
NbPBUA AEH 3a NO-0bP30
NOCTHrAHE HA PABHOBECHO
CBCTOSHHE,

MuBa3uMBHA xaHaMa03a
KpHNTOKOKOB MEHHHTHT

Jo3a: 6 no 12 mg/kg aHeBHO

B 3aBUCUMOCT OT TeXecTTa Ha
3a001ABAHETO.

[loaabpaalua Tepanus 3a
npeJoTBpaTaBaHe HA PeLLHHB
Ha KPUIITOKOKOB MEHHHIHT MpH
AclUa € BHCOK PHCK OT
peLUHAHBH

Jo3a: 6 mg/kg aHeBHO.

B 3aBUCUMOCT OT TEXECTTa Ha
3200/ 19BAHETO.

[IpodunakTrka va Candidu
NPH UMYHOKOMITPOMETHPAHH
MALMEHTH

Ho3a: 3 no 12 mg/kg.

B 3aBMCHMMOCT OT CTeneHTa u
NPOABLIKHTENIHOCTTA HA
NpEeAH3IBUKAHATA HEYTPONEHHS
(BXK. NO3HPOBKA MPH
Bb3PACTHH).

fOnoutu tom 12 oo 7 coownu):

B 3aBUCHMOCT OT TEMIOTO W pa3BUTHETO Npe3 MydepTeTa, NeKapaT TpAOBA Aa NpeLeHH Ko 1032
(BL3pPacTHH WK aeua) e Han-noaxoadwa. KnMHHYHATEe AaHHHW NOKA3BaT, 4e Aeuara UMaT no-BHCOK
KJIHPBHC HAa QUIYKOHA30 B cpaBHeHHe ¢ Bb3pacTHuTe. /lo3u ot 100, 200 n 400 mg npu Bb3pacTHH
CHOTBETCTBAT HA 103K OT 3, 6 M 12 mg/kg npH aeua, 3a NOCTUraHe Ha CPaAaBHMUMA CHCTEMHA

CKCITO3HULIHA.

besonacHOCTTa W ePpeKTUBHOCTTA HA PAYKOHA30M 33 NEYEHHE HA FEeHUTATHA KaHaKWa03a MpH
neaAraTpyYHaTa NoNnyjJauxs He ca ycTaHoseHH. HannuHuTe nonacTosLeM AaHHA 3a APYTHTE
NeAHATPHUHHY NOKA3aHUA Ca ONUCAHU B TOYKa 4.8, AKO ICHEHHETO Ha reHHTATHA KaHaH103a NpH
NaUUeHTH Ha BBL3IpAcT MEXAY |2 n 17 ronMHuW € HaNnOXKHTENHO, NprunaraHaTa A03HPOBKA € ChlUATa

KaTo MPH Bb3PACTHH.

Honocenu nosopooenu () 0o 27 onuy);
Hosopoaenute baBHO oTaenaT paykoHason. CobluecTBYBAaT UIBECTHH (PAPMAKOKHHETHYHH NaHHH,
NOAKPEMALLH PEeXKHMaA HA A03HPAHE, NPEACTABEH No-A0ay (BxK. Touka 5.2).

Bnipacrosa rpyna

o3uposka

[lpenopbknu

JloHocenn HoeopoaeHu (0 oo
|4 nHuK)

Cobwara go3a 8 mg/kg, KakTo
NpH KbpMadeTa, MAIKH /lela n
aAeua TpadBa na ce npuiara Ha
BCEKM 72 yaca.

He tpsbBa na ce HanBHILIaBa
MAKCHUMAHATa 103a oT 12
mg/kg Ha BCekHn 72 vaca.

HoHoceHn HoBOpoaeHH (0T 15
20 27 auu)

Cobuwara 103a B mg/kg, KakTo
NPH KbPMaUYeTa, MAJIKH 1€1a W
aeua tpa0Ba 1a ce npu.aara Ha
BcekH 48 yaca.

He tpabsa aa ce uE
makcumatHaTZAGa®

mg/kg Ha BCg

HauuH Ha npHioKeHHe




Kancyaure TpaOBa Aa ce npyUeMar Ueid, HE3aBUCHMO OT MPUEMa HA XPaHa.

4.3 Ilporusonoxazanun

CBPBbXUYBCTBHUTEIHOCT KbM AKTHBHOTO BELUECTBO, CXOAHH a3010BH CbEIHHEHHA. HIIH KbM HAKOE OT
NMOMOLUHHTE BELECTRA, U3bpoeHn B Touka 6.1.

Bt3 ocHOBAa Ha naHHWATE OT NPOYYBAHE HA B3aUMOCHCTBUATA NPH MHOTOKPATHO NpuUarase,
¢/IHOBPEMEHHOTO NpUAaraHe ¢ TepdheHaanH € NPOTHBOMOKA3aHO 1PH MAUHEHTH, NPHEMALIH
p1yKOHA30.1 KaTO MHOrokparHa ao3a ot 400 mg 1HeBHO WaH No-BHUCOKA. EaHOBpeMeHHOTO npHaaraHe
Ha APYI'H JIEKAPCTBEHU NPOAYKTH, yabhxkasawu QT-dHTepBana, KOUTO ce MeTadoan3Hpar upes
uutoxpom P450 (CYP) 3A4, kaTo un3anpu.. acTeMH30.1, MUMO3H1, XHHHIHH H EPUTPOMULHH, €
[NMPOTHBONOKA3aHO NPH NALKEHTH, NpHeMallli GNyKoHaszo. (BXK. Touku 4.4 n 4.5).

4.4 Cneunaany npeaynpexkieHHN H NpeANasHH MepKH Npu ynorpeda

Tinea capitis

PnyKoHa30J1 € NPOYUYBAH NPH JCUYEHHETO Ha linea capitis Npy aeua. Y CTaHOBEHO €, Y€ epUKACHOCTTA
MY HE NPEBbIXO0KIA rpru3eod yIBHH H obuata ycnesaeMocT € Ouna no-masko ot 20%. I'lo Ta3u
npuurHa $AYKOHA30n He TpsOBa Aa ce U3N0.13Ba NPH tined capilis.

KpunTokoko3a

JaHHuTe 3a epUKACHOCTTA OT NE€YEHHETO ¢ UTYKOHA3O0 MPH JIEYEHHETO Ha KPHNTOKOKO3a ¢ pa3ivyHa
nokanuiauus (Hanp. 6enogpodHa U KOXHa KPUNTOKOKO3a) ca OrpaHHYEHH, KOETO He MO3BOJIABA 1A Ce
HanpaeAT NpenopbKH 3a a03aTa.

Kananaoia

[IpoyuBaHMATA NOKa3BaT NOBHLLIABAHE Ha YecTOTaTa Ha MHpekunuTe ¢ Buaose Candida, paznuunm ot
C. albicans. Te 4ecTo ca ecrecTBeHO pe3UcTeHTHN (Hanp. (. krusei v C. auris) WA NokaseaT
HAMaJjI€Ha YYBCTBUTENHOCT KbM daykoHnaszon (C. glubrara). Ilpu TaknBa nHdekUHH MOXKe 1a e
HeoOX0ANMa aNTEPHAaTMBHA NPOTUROMbOHYHA Tepanus BCAEACTBHE HA HeycnelnHo aeueHue. [opaau
TOBA NPEANUCBAWNTE NIEKAPH C€ CHBETBAT A2 B3EMAT MPEABHA YECTOTATA Ha PE3UCTEHTHOCT KbM
baykOHa301 Npy pasiauunu Buaose Candida.

Jb100OKHM eHaeEMHUYHH MHKO3H

Jlanuure 3a ehprkacHOCTTA OT EUEHHETO ¢ (hTYKOHA3Z0J [P JIEYEHHUETO Ha APYTH GOpPMHU Ha
€HAEMHYHH MHKO3H KaTO NApakOKUWAWOHIOMHKO3A, JIMMGPOKOKHA CMOPOTPHX03a H XUCTOTA3MO3a
Ca OrpPaHHYEHH, KOETO HE NMO3BOAABA A CE¢ HANpaBAT NPENOPbKH 3a J03arTa.

bhOpeyHa cucTema

(PnyKoHa3o TpAadBa Aa ¢ce npuiiara ¢ BHHMaHHE NPH NALHEHTH ¢ ObOpeuHa AncdyHKUHA (BXK. TOUKA
4.2).

HaabbOpeuHa HEAOCTATHUHOCT

HM3BeCTHO €, 4e KETOKOHA301 NpU4HHABA Ha10BbOpeuHa He10CTaTbYHOCT, KoeTO OH MOro a ce
OTHACd, MaKap U CPaBHHUTEHO PAAKO, 3a (pyKoHa30nN.

HanbnbpeunaTa HEAOCTATHLUHOCT, CBBP3aHA ¢ €1HOBPEMEHHATA YNoTpeOa Ha NPeaHU30H, € ONHCAHA B
TO4Ka 4.5.

XenaTtodHaMapHa cucTema
DnyxoHazon TpadBa Aa ce npunara ¢ NOBHILEHO BHUMAHHE MPU NALIMEHTH ¢ HEPHOOPO
AUCHYHKUHA.

MDnyKoHa30a C¢ CBbPIBA C PeAKH CAyYad HA CEPUO3HA YEPHOAPOOHA TOKCHYHOCT,
CMBPTHH CAYYAH, OCHOBHO NMPH NALHEHTH CHC CEPHO3HMA MO LTeXKalun 3adonasax
X€MaTOTOKCHYHOCT, CBbP3aHa ¢ 1yKOHA30/, HE € YCTAHOBEHA Bpb3Ka ¢ obLuara A



MPOABHKUTEAHOCTTA HA JEUEHHETO, N01a WK Bb3pacTTa. XeNnaTOTOKCHYHOCTTA, CBbp3aHa C
(hAYyKOHA301, OOMKHOBEHO € 00paTuMa Npu NpeKpaTABaHE HA NEHEHHETO.

[launeHTH, NpH KOUTO ce HabnAaBaT aDHOPMHH NPOMEHH B 4EPHO,APOOHUTE (PYHKLIMOHAIHU TECTOBE
MO BPEME Ha NeveHHeTo ¢ PpaykoHasos, Tpadsa aa ObaaT NpocaeasBaHy 3a NposBa Ha NO-CEPHOBHO
4epHOApOOHO yBpeXaaHe.

[TaunenTuTe Tpabea na 6vaaT HHDOPMHPAHH 32 CHMNTOMHTE, HACOYBALIH KbM CEPHOIHH
YepHOAPOOHH ePEKTH (3HAYMMA ACTEHNS, AHOPEKCHA, NEPCHCTHPALLIO raacHe, NOBpPbLUAHE U
KbaTeHHua). JleueHneto ¢ paykonasoa Tpadea HezadaBHO 1a ce NpeKpaTH H NAUMEHTHT 24 Ce
KOHCYATHpA C JleKap.

CbpAEHHO-CHhA0BA CHCTEMA

Hakou a301u1, BKIKOUUTENHO QUIYKOHA30., ¢a CBbP3aHM ¢ yab/kaeaHe Ha QT-uHTepBana 8
efeKkTpokapaHorpamata. ®nyKoHa30 npean3BUKBa yabkaBaHe HA QT upe3 HHXMOHpaHe Ha NOTOKA
Ha HOHUTE BLB BONTAXK3ABHCHMHTE KaTHEBH KaHanH (k). Y awixkasaneto Ha QT, npUUHUHEHO OT
APYIH NEKAPCTBEHH NPOAYKTH (KaTO aMHOAAPOH), MOXKe 1a Obae YBETHUEHO NOCPEACTBOM
nHxHOupane Ha unToxpom P 450 (CYP) 3A4. Ilo BpeMe Ha nocTMapkeTHHIOBOTO HabmoaeHue ca
YCTAHOBEHH MHOIO pe/IKK Cy4au Ha yabakaeane Ha QT-uHteprana u forsades de pointes npu
NauHeHTH, npuemallud GuyKkoHas3on. Te3d cliyuaH ca BKJIHOUYBAIH TEXKKO OOSIHH NMAUKWEHTH C
MHOKECTBO CMECEHH PHCKOBH JaKTOPH, KaTO HANPUMEP CTPYKTYPHH YBpeXAaHHsA HAa ChPLETO,
€NEKTPONUTHH HAPYLLIEHHUA U ChIIBTCTBALLO JICHEHHE, KOUTO MOXKeE 13 Ca AONPHHECH 34
yabmkaBaHeTo Ha QT-uHTepeana. [launeHTHTE C XHNOKANHEMHSA W W3ABEHA CbhpaeUHa
HEAOCTATBhYHOCT Ca C MOBHLUEH PUCK OT MOABA HA KMUBOTO3ACTpalLABALLM KAMEDHH APHTMHUH U
torsades de pointes.

®nykona3on Tpadsa aa ce npuaara ¢ BHUMaHUE Npy NaUMEHTH ¢ NOTEHUHATHO NPOAPHUTMOTEHHH
CBCTOSAHHUA. EAHOBPEMEHHOTO Npunarane ¢ ApyrH 1eKapcTBEHH NPOAYKTH, 33 KOUTO € H3BECTHO, Y€
yab/KaBaT QT-nHTepsana u KonTo ce Metadbonuiupar upes uvtoxpom P450 (CYP) 3A4, e
NPOTHBOMOKA3aHO (Bx. TOUKH 4.3 1 4.5).

XanoaHTpuH

XanohaHTpuH yabmkasa QT-uuTtepBana npy npenopbUMTENHATA TEPANEBTHYHA 1034 M € cyOCcTpaT Ha
CYP3Ad4. Ilo Tazu npuyrHa eHOBPEMEHHOTO NpuiaraHe Ha GaykoHa3on v XanodaHTpPHH He ce
npenopbyuea (Bxk. To4ka 4.5).

HepMaTo10rHuHH peaxim

[lo BpeMe Ha Je4eHHETO ¢ PAyKOHA30N, NALUMEHTHTE PAAKO ca NPOABKBAIH €KC(PONHATHBHH KOXKHH
peakUHH, KATO HANPHUMEP CHHAPOM Ha Stevens-Johnson H TOKCHYHA €MUaepMaliHa HEKPONH3aA.
CbobulaBa ce ¥ 3a NEKAPCTBEHA PEaKUUR € €03UHOMHANA U CHCTEMHU cuMNTOMHM (drug reaction with
eosinophilia and systemic symptoms, DRESS).

[laumnenTute crne CIIMH ca no-ckNOHHM aa pa3BMBAT TEXKKH KOXHU PeaKUHH KbM MHOMXKECTBO
NEKAPCTBEHHU NPOAYKTH. AKO NALUEHT C NMOBBPXHOCTHA MbOHYHA HHPEKLIMA NONYUH ODPHUB, KOHTO
MOKE /12 CE AbJIKH Ha PAYKOHA30J, NeveHueTo TpAadBa 1a Obae npekpaTeHo. AKO NaUKHEHTH C
HHBA3UBHA/CHCTEMHA bOMYHA WHEKUWA nonyuaT oOpuB, Te TpAOBa 1a ¢e Hab O aaBaT BHUMATEMHO
H J€YEHHUETO ¢ (PITYKOHA30/ 1a C€ NPEKPATH, aKO CE NMOABAT OYN03HM JIE3HH WX MyaTHDOpMEH
EPHUTEM.

CBPBbXYYBCTBHTEIHOCT
AHadunakcusa e HabaonaBaHa B peaKK cay4au (Bx. Touka 4.3).

Lintoxpom P450
®nykonazon € ymeped CYP2C9 u CYP3 A4 nuxuburop. OaykoHasosl e Cbllo Molle
CYP2CI19. llaunenTn, npyemaiy eJHOBPEMEHHO (PIYKOHA30 H JIEKAPCTBEHH NPO
TepaneBTHYeH HHTEepBa., MeTabonan3npaHd upes CYP2C9, CYP2C19 nw CYP3 A4,
HaDAaBaHM (BXK. TOuKa 4.5).

TepdeHaauH




EaHOBpeMEHHOTO NpU.1arade Ha guiyKoHas3on B A03HpoBKH No1 400 mg aHeBHO H TepdeHaany Tpadsa
BHHMATEHO [1a ce MOHUTOpHpa (BXK. Touka 4.3 n 4.5).

[ToMmoLHK BeLUuecTBa

Kancynute cbabp®kaT N1akTo3a MOHOXHApAT. [lanMeHTH ¢ peaxy HacaeacTBEHW npobaeMH Ha
ra;1akTO3HA HEMOHOCUMOCT. Lapp-nakraieH aedyumT WK M1HKO30-ranakTo3Ha Marabcopbums He
TpaOdBa 1a NpuUemar ToBa JIEKapCTRO.

4.5 B3auMOAEHCTBHE C APYTH J1€KAPCTBEHH NPOAYKTH H APYTH GopMH HA B3aHMoOAeficTBHE

Lonospemennama ynompeod CbC C1leOHUMe JIeKAPCMEeH Y HPOOYVKIMN € NPOMUGOROKU3UH .

Lln3anpuna: nma cbo01IEHHR 38 CBPAEHHO-CBAOBH CHOUTHA, BKIIKOUHTENHO {lorsade de pointes, npy
NaUHEHTH, HA KOHTO Ca NpUNaralyd GayKkoHa3o H un3anpua eaHospeMeHHo. B koHTpoaupato
[NpoOy4YBaHEe € YCTAHOBEHO, Y€ eAHOBpeMEeHHaTa ynoTpeda Ha duiykoHason 200 mg eaHOKpaTHO AHEBHO
4 uxzanpua 20 mg 4eTUPH NbTH AHEBHO BOAM A0 3HAYKUTENHO MOBHLLEHHE HA MNJA3MEHHTE HMBA Ha
LUH3anpua H yabikasane Ha QTc-nHTepsana. EaAHOBpEMEHHOTO NpuaokeHHe Ha GNYKOHA30 H
UW3anpua € rNpoOTUBONOKAa3aHOo (Bx. ToOUka 4.3).

Tepdenaann: nopaan CEpHO3HH CHPACUYHN APHTMHH, KOUTO Bb3IHWKBAT BTOPHYHO B PE3Y/ITAT HA
yabkasane Ha QTc-wHTepBana npH NAUMEHTH, NPHEMALLUH a30/10BH AHTHMHKOTHLIHY 3a€IHO C
TepgeHaaHH, ca NPOBEAEHH NPOYYBAHHA BbPXY TE3M B3aMMOAEHCTBUA. B npoyusaHe, npu koeTo
¢nykoHazon e npunaran B 1o3a 200 mg aHeBHo, He € ycTaHoBeHO yabmkaBane Ha QTc-uHTepsana. B
ApYTro NPOY4YBAHE, NPH KOETO €A H3M0A3BaHK AHEBHH N03H oT 400 oo 800 mg dnykoHazon, €
YCTAHOBEHO, 4¢ (UIYKOHA30/, MPHUAOKEH B 103H, PaBHH HIIH NO-BHCOKH OT 400 mg aHEBHO,
3HAYKTE/IHO NOBHILABA NJA3MEHHTE KOHUEHTPALHMH Ha TepdEHaaHH, KOTaTO ABETE 1€KAPCTBA CE
npunarav B KOMOHHauMA. KomOnuupaHoTo npuiioxkeHue Ha GnyKoOHa30/1 B 103U, PABHH HIIH NO-
BUCOKH 0T 400 mg, ¢ TepdeHanrH e NpOTHBONOKA3aHO (BX. To4Ka 4.3).

EaHOBpPEMEHHOTO NpHIIOKEHNE Ha (P.TyKOHA30 ¢ TepdeHaanH B 1034, No-HUCkH OT 400 mg aHeBHoO,
TpAOBA BHUMATENHO /12 C€ MOHHTOPHPA.

ACTEMH3041: €IHOBPEMEHHOTO NMPUIOKEHHE HAa PAYKOHA30] C ACTEMH30 MOXKE 1a NOHMKH KIIHPBHCA
Ha acTeMu30/1. B pe3yaTar nosuuieHUTE N1a3MEHH KOHUEHTPALHHK Ha aCTEMH301 MOraT aa A0BeaaT A0
yabmxasane Ha QT u peaku cnyyvan Ha forsade de pointes. EAHOBpeMEHHOTO NPHNOKEHHE Ha
($hNyKOHA301 M aCTEMH30 € NIPOTHBONOKAa3aHo (BXK. Touka 4.3).

[IAMO3HA: BBIPEKH Y€ HE € NPOYUEHO irt Vilro 1 in vivo, € IHOBPEMEHHOTO MPHAOKEHHUE Ha
¢yKOHA30 € NMUMO3MA MOXKE 1A JoBee 10 HHXHOUpaHe Ha MeTaboau3Ma Ha nuMosuna. [loBuuIeHHTE
NJ1a3MEHH KOHUEHTPAUHWHK Ha NHMO3HA MOraT 1a A0BEAAT A0 yabkaBaHe Ha QT W pekH cnydan Ha
tforsade de pointes.

EaHOBpEMEHHOTO NPUIOKEHHNE HA (PIYKOHA30J1 U NTUMO3H] € NPOTHRONOKA3aHO (8. TOUKa 4.3).

XHHHAHH: BLIPEKH UE HE € MPOYUEHO i VIlro W in vivo, e IHOBPEMEHHOTO NPUACKEHHE HA
(hAyKOHA30/ C XHHHIHH MOXe a 10Beae A0 MHXxHOnpaHe Ha Metabonn3ma Ha xuHuauH. [prnaranero
Ha XMHHIHH € CBBP3aHo ¢ yabmkasaHe Ha QT w ¢ peakn cayuau Ha torsades de pointes.
EnHOBpeMEHHOTO nNpuUnokeHHe Ha PAYKOHA301 U XHHHAMWH € NPOTHBONOKA3aHo (BXk. Touxa 4.3).

EpHTPOMUUMH: €QHOBPEMEHHOTO MPHICKEHHE HA GITYKOHA30 H EPUTPOMHLKH OH MOIJIO 1a NOBHILM
PHCKa OT KapAHOTOKCHYHOCT (yabinkeHd QT-uHTepsan, torsade de pointes) v nocnaeasala BHe3amnHa
CbpAe€4HA CMBPT. EAHOBPEMEHHOTO NpUIOKEHHE HA PITYKOHA30ST H EPUTPOMHLMH €
NPOTHBOMNOKA3aHO (BXK. ToMKa 4.3).

LOHOBDeMEHIOMO NPWIONCEHUE ChC CICONUNTE IeKADCMBENH NPOOVKMU He Ce NPpenoffhu
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Xano@aHTpuH: GnyKOHa301 MOXE Aa NMOBHLIHN MAAMEHNTE KOHLEHTPALMK HA XandihEf
HHxHOupaHe Ha CYP3A4. EaHOBpPEMEHHOTO NpHNOKEHHE Ha (.IYKOHA300 H Xatoq\ausp




MOBHLIK PHUCKA OT KAPAHOTOKCHYHOCT (yab.xkeH QT-untepsan, torsade de pointes) n BocaeacTsue
OT BHe3anHa CbhpaevHa cMbPT. Ta3u koMOMHauUs TpAaOBa Aa ce u3dsrea (Bx. Touka 4.4).

EOHl’prE.H{:'HHH RPUIONWCEHHE, KOCINO HIUHCKGU HOBRIHEHTO GHUMAHIE,

AMHONAPOH: eIHOBpEMEHHATA yrnoTpeda Ha (AYKOHA30/ W aMHOJapOH MOXE 1A yabku QT
HHTepeana. HeobXoaMMo € NOBHILIEHO BHUMAHHE, KO C€ HAN1Aara € 1HOBPEMEHHO NPHIOKEHHE Ha
1y KOHA301 M aMHOAAPOH, OCODEHO KOraTo (pnyKkoHason € BbB BUcoka no3a (800mg).

Eonogpe e nnomo RPIIoXCeHue Hd CICOHUMEe IeRKAPCMBCHU MPOOVKRIN HUlded IPCONU3HI MEPKH U
UOUNMUPUNHE Hd 003Um.
EdexT Ha Apyru nekapcTBEHU NPOAYKTH BLPXY GAYKOHA3O0N

PuthamMnHuMH: eAHOBPEMEHHOTO MPUIOKEHHE HA QUTYKOHA30 K prubaMNULIMH € J0BEO 10
HamanaBaHe Ha TLTOWTa noa Kpueara ¢ 25% 1 CKbCABAHE HA BPEMETO HA NOJTYXKHKBOT Ha (PyKOHA30.
c 20%. Ilpn nauneHTH, KOMTO NOJYHABAT €AHOBPEMEHHO pHaMNULMH U ¢paykoHa3on, TpadBa na ce
0OMHCNHU NOBHLLIARAHE HA 103aTa HA (AYKOHA3O.I.

[IpoyuyBaHnATa Ha B3aHWMOAEHCTBHATA NOKA3BAT, Y€ KOrato (yKoHa301 3a NepoOpaHO NPUIOKEHHE
Ce NPpUEME €JHOBPEMEHHO ¢ XpaHa, UMMETHUAKH, AHTHALKMAK UM chel oDabUBaHe Ha UANOTO TAJIO 34
KOCTHOMO3bYHA TPAHCIUIAHTALMA, HE Ce HA0MKD1aBa KIIHHUYHO 3HAYMMO HapylleHHe Ha abcopbumnTa
Ha pJIyKOHaz0.M.

XHUAPOXJOPOTHA3HI: NPOYYBaHE 3a PapMaKOKUHETHYHO B3aUMOIEHCTBHE NOKa3Ba, Ye
€IHOBPEMEHRHOTO PHAOKEHHE HA patIMYHH 03U XHAPOXIOPOTHA3HA NPH 3apaBA 100POBONLM,
npyemMaiwuu ¢nykonason, soau 1o 40% yrennueHue B niiazMeHaTa KOHLIEHTPALKA Ha PJyKOHA30.
EdexTsbT Ha TOBa yBe/IMMEHHUE He HA1ara fpoMsHa B 1030BHA PEXHM Ha GJYKOHA30M NPU MHIANBHAH,
NPUEMALLH €AHOBPEMEHHO AUYPETHLIM,

EdexT Ha daykoHazon BbpXY APYrH N€KApPCTBEHH NPOAYKTH

PnyKkoHa30J1 € ymepeH HHXHbuTop Ha uutoxpom P450 (CYP) uzoensnm 2C9 u 3A4. daykonazon e
CbLLO MOLWEH HHXHOUTOP Ha u3oeH3um CYP2C19. B nonwaneHue na

HaONAaBaHHTE/ IOKYMEHTHPAHHUTE B3aMMOEHCTBUA, CIIOMEHATH NO-A0/1Yy, HMa PHCK OT NOBHUILIEHA
uta3MeHa KOHUEHTpaLHA Ha Apyru cbeTaBku, meTtabonuivpavu ot CYP2C9, CYP2CI19 u CYP3A4
€HOBPEMEHHO NPHIOKEHH ¢ PAyKOHa301. 3aTOBA € HEOOX0AHUMO NOBHLIEHO BHUMAHHE MPH
npHJjlaraHe Ha Te3n KOMOUHALMH U NAUMEHTUTE TpAOBAa BHHMAaTENHO Aa ¢ce MOHUTOpHpaT. EdekTbT Ha
€H3HMHOTO HHXHOHpaHe Ha GyKOHA30A MpoabAKaBa 4-5 1HH Clied CIIMPAHE HA JIEYEHHETO ¢
(1yKOHA301 MOPaAKn AbJTHR NONYKHUBOT Ha GAYKOHA301 (BX. To4ka 4.3).

Abpountnund: gykonazon (HHxuOuTOp HAa CYP2C19, 2C9, 3A4) nosHLaBa eKCIO3HLMATA Ha
aKTHBHaTa MoaeKyna Ha abpounTuHMO cbe 155%. Ilpu eaHospemMenHo npunaraxe ¢ GaykoHason
KOpHIrupanTe n03aTta Ha abpouMTHHUO B CLOTBETCTBHE C YKa3aHUATA B HH(pOpMaLHATa 3a
npeanuceaHe Ha abpouUHTHHUD.

AndeHTanuA: No BpeMe Ha CbIbTCTRALLO fiedeHHue ¢ haykoHazon (400 mg) u andeHTarun (20 pg/kg)
WHTPABEHO3HO MMpH 3apaBH 100pososiun, AUC,. Ha andeHTaHun ce e yBenuuuna 2 nbTH, BEPOATHO
upe3 HHXHOMpane Ha CYP3A4. Moxe na e HeoDxoaumo aganTupane Ha go3aTa Ha andeHTaHu.

AMHWTPHIITHIIHH, HODTPHUOTHAKWH: (1yKOHA301 NoBMILABA edeKTa HA AMHTPHUITTHIIMH U HOPTPHIILMAMY.

L

5-HOPTPHMTHANH W/ WAHK S-aMUTPUNTHAMH MoraT aa 0baaT U3MEPBAHKH B HAYATOTO HA KOMEMALDA A7

e HeOOXO/IHMMO.

AMbOoTEpHUKH b: eTHOBpeMEHHOTO NpuokeHHe Ha QayKoHason v amboTepuiH b
HHPEKTHPAHH HOPMANHH W HMYHOCYIPECHPAHH MHLIIKH NOKA3Ba CNE1HUTE peaynTaT
aIMTHUBEH AHTHMHUKOTHYEH e(eKT npu cucteMHa uHdekuus ¢ C. albicans, nunca Ha B3 M()gcncmuﬁ
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NPy HHTPaKpaHHanHa uHdekuns ¢ Cryplococcus neoformans U aHTArOHUIbM MEKAY ABETE JIEKAPCTBA
NpH CHCTEMHA HHpEKUHA € 4. fumigatus. KAMHKWYHATA 3HAYUMOCT HA PE3YATATHTE, NOJYHEHH OT TE3H
NPOYUBAHMA, HE € NIBECTHA.

AHTHKOAry/IaHTH: NPH NOCTMAPKETHHTOBHA OIUT, KAKTO H NPH APYIHUTE a30/0BU aHTUMUKOTHYHH
CPEACTBA, Ca MOAYYEHH ChOOLLEHHNS 33 KbpBEHE (CYPYINHU, €NUCTAKCHC, rACTPOHUHTECTHHATHO
KbPBEHE, XEMATYPHA H MENEHA), CBLP3AHH C YABJKABAHE HA MPOTPOMOHHOBOTO BpeMe NMPH NAUHEHTH,
NpHEMALIH €JROBPEMEHHO (DAYKOHA300 W BapdapuH. [1o Bpeme Ha eNHOBPEMEHHOTO IEYEHHE ¢
¢g1yKOHa301 W BapdapHH, NPOTPOMOHHOBOTO BpeMeE € OHJI0 YBEIUYEHO 10 2 MbTH, HA-BEPOSTHO B
pe3y/TaT Ha HHXHOHWpaHe Ha Bap@apHHOBHA MeTadoAn3bM upe3 CYP2C9. [1pu nauMeHTH, npyemaiuu
KYMapHHOB Hj1H HH1aH1HOHOB THI aHTHKOAry. 1aHTH YCTIOpEIHO ¢ .1YKOHA30.1, NPOTPOMOHHOBOTO
BpeMe TpAOBa 1a ObAe BHUMATEMHO MOHMTOpHpaHo. Moxe 1a ce HaIoKHK aJanTUpaHe Ha 103aTa Ha
AHTHUKOATY 1aHTA.

beH3zoaualenuHH (KpaTKoAeACTRALLM), T.€. MW1230aM, TPHA30NAM: CJIE]L NEPOPATIHO NPHIOKEHHE HA
MHa300aM. (J1yKOHA3041 € A0BEN J0 3HAYHMTENHO YBENHMYEHHE HA KOHLEHTPALMATA Ha MKHAA30/1aM H
A0 NCHXOMOTOPHH edeKTH. EqHOBpEeMEHHOTO norablane npes ycrata Ha Gaykonason 200 mg u
MHaa3oaaM 7.5 mg e yeenanunino AUC n BpeMeTo Ha NONYXHBOT HA MHAA30/1aM, CLOTBETHO 3,7 NbTH
H 2,2 nbT. 200 mg aHeBHO QuIyKOHA30., NPUIOKEHH yenopeaHo ¢ Tpuazonam 0,25 mg nepopanHo ca
yBeaHYHAH AUC 1 BpeMETO Ha NONYXKHBOT HA TpHa3oaaM, cbOTBETHO 4.4 NbTH H 2,3 NbTH.
[loTeHUMpaHE W yabKaBaHE HA e(DEKTUTE HA TPHUA30JaM ca HabAKAARAHH NMPH €AHOBPEMEHHO
neveHue ¢ PAyKOHa30.1.

AKO € HeoOX0IMMa e/IHOBpEeMEHHA Teparnns ¢ OeH30AHa3eNHHH NPH NAUMEHTH, NPUEMALLH
¢nykonason, Tpadbea na ce odMHUCIKM HaMaABaHe Ha A03aTa Ha DeH30aMa3enHHa, a NALHEHTHTE
TPAOBa 4a 0baaT NOAXOAAIO MOHHTOPHPAHH.

Kapbamazenuu: ¢pnykoHaszon nuxubupa metabonnima Ha kapbamaizernuH 1 e HabmoaaBaHo
NOBHILABAHE HA CEPYMHUTE HHBA Ha KapbaMasenud ¢ 30%. CuluecTByBa pHyCK 3a Pa3BHTHE HA
kapOaMa3enHHOBAa TOKCHUYHOCT. Moxke Na ce Hal0KKM KOpeKLIHS B 103aTa HAa KapdaMa3enuH, B
3ABHCHMOCT OT CbOTHOLIEHHETO KOHUEHTpaLUs/e(eKT.

KanuneBH aHTArOHMCTH: HAKOW K&TUMEBH AHTArOHUCTH (HUGEAHNUH, HIPATUITHH, AMIOAHITHH,
BEpanamun 1 genoannuH) ce Metabonuupar upes CYP3A4. dnykoHason uma noTeHUHa aa
MOBHILIH CHCTEMHATA €KCIMO3HLUHA HA KATUMEBHTE AHTAroHUCTH. [lpenopbuuTenHo e yecTo
MOHHTOPHPAHE Ha HEXKETAHUTE NIEKAPCTBEHU PEAKLIHH,

Llenexkokcnb: no sBpeme Ha eAHOBPEMEHHOTO NPHUAMKEHHE Ha daykoHazon (200 mg AHEBHO) U
uesiekokcHO (200 mg) Crax 1 AUC Ha uenekokcub ce nosminasa ¢ 68% u 134% choTseTHO.
[lonosuHata o1 no3zara uenexkokocud Moxe na Obae AOCTATBUHA, KOraTo ce€ KOMOUHHUPa ¢
(bayKoHazon.

Livknodochamua: koMOMHHpaHa Tepanus ¢ LHKIogochaMua U GAYKOHA30 BOAH A0 NOBHLIEHWE HA
OuAnpyOHHa 1 KpeaTHHHHA 8 cepyma. KoMOHHaUMATA MOXKE 1a C€ W3M0/13BA, KATO CE MMa NPEeBHA
PHUCKa OT NOBHLIEH CEPYMEH OUNUPYOUH U KPEaTHHHH.

deHranna: CboOLLEH € eanH daTaneH cay4ail Ha HHTOKCHKALNUA ¢ GeHTAHMIT, ABJKALLA CE Ha
BLIMOXKHO B3aMMOJEHCTBHE HA DeHTaHun ¢ $haykoHasot. B nonbiaHeHHe npu 3apasu 100pOBONLM €
noxKa3aHo, 4Ye :1yKoHa30 3a0aBs 3HAYMTENHO CIMMUHHUPAHETO HA (PeHTaHU. YBelnyeHaTa
KOHLIEHTpaLlus Ha PeHTAHK MOXeE Aa A0BeAe 10 pecnupaTopHa aenpecui. [launenture tpadea
BHHMATETHO A CE NPOCIIEIABaT 3a MOTCHUMWANEH PUCK OT pecnupaTopHa aenpecus. Moxe na ce
HANOXKW KOPEKLMA Ha 103aTa HA PCHTAHMII.

HMG-CoA peayKTa3zHy MHXHOUTOPH: PUCKBT OT MHUONATHA K pabaoMHOIIH3a Ce MOB
¢1ykoHazon ce npuiara eaHoBpeMeHHO ¢ HMG-CoA penykTa3zHn HHXHOUTOPU, M
ypes CYP3A4, kato atopBacTaTHH ¥ cumBacTatu waun upes CYP2C9 kato dnysac
HeoOXoaMMa KOMOUHWpaHa Tepanyd, NalKeHTbT TpAOBa 1a ce HabAK0JaBa 3a CHMNT
H padIOMHOJIH3a H KpeaTHHUHKHHA3aTa Tpabea aa ce mouuTtopupa. HMG-CoA peay



HHXHOWTOpPH TpsOBa Aa ce cnpar, ako ce Hadn1aBa 3Ha4MMO YBE/IHYaBaHE HA KpeaTHHKHHA3aTa WK
CE AMArHOCTHLIUPA HAK nNpeanosiara MmuonaTua/padbaoMronnia. BbiMoxkHO € 1a ca HeoOX0AUMHU No-
HUCKH 003 HMG-CoA peaykTa3iHu HHXHOMTOPH CHINIACHO YKA3aHUATA B KPATKUTE XapaKTEPUCTHUKH
Ha CTaTUHUNTE.

HOopyTHHUO: ymepeHuTe nHHxuouTopu Ha CYP3 A4, kaTO pyKOHA301, NOBULLIABAT NIA3MEHHUTE
KOHUEHTPAUMY Ha HOPYTHUHHUO ¥ MOraT a NOBHILAT PMCKA OT TOKCHUYHOCT. AKO TakaBa KOMOHHALIMSA
He MOXKe 1a Obae HiderHara, n03aTa Ha MOpYTHHHUO TpsadBa na Obae HaMaleHa Ha 280 mg BeaHBbXK
AHEBHO (J1B€ KANCYJ/1M) 3a BPEMETO Ha NPUIoKEHHe HAa HHXHOHTOpa M Tpabaa aa OBAE OCHIYpeEHO
LLLATETHO KIAMHUYHO NpOCie/1aBaHe.

Onanapu0: ymepenute HHXHOUTOPH Ha CYP3 A4, kato paykoHa301, NOBUILIABAT NJIA3MEHHTE
KOHUEHTpaLHUHK Ha oJanapubd — cenbTeTBalaTa My ynortpeda He ce npenopbuBa. Ako KOMOHHWpAHETO
MM HE MOXE Aa ce W3derHe, no3ara onanapuo Tpadsa aa 0bvae orpannyeHa no 200 mg asa nbTH
JHEBHO.

MMyHOCYNpecaHTH (Hanp. RHKAOCNOPHH, EBEPOIHMYC, CHPOIRMYC W TAKPOIUMYC):

LnknocnopuH: ¢pnykoHazon noByinara 3Ha4uMo koHueHTpauuaTa 1 AUC Ha unknocnopud. 1o
BpPEME Ha €JIHOBPEMEHHOTO jiedeHHe ¢ daykoHasoa 200 mg AHEBHO W UMKAOCTIOPHH (2,7
mg/kg/nHeBHo) € Habmoaasano nosuwenre Ha AUC Ha uMknocnopvH B pamkuTe Ha 1,8 nbry. Taiu
KOMOMHALIMA MOXKE Aa C€ W3NOA3BA, KAaTO C€ HaMaTH 103aTa Ha LUKIOCNOPHUH B 3aBHCHMOCT OT
KOHUEHTPALHATA Ha LMKIOCTIOPHH.

LBEPOAHMMYC: BLNIPEKH. Y€ HE € MPOYUEH i Vivo WK in vitro, GJYKOHA30J1 MOXKE J1a NOBHLIH
CEPYMHHTE KOHUEHTpatlMK Ha €BEPOAMMYC 4pe3 HHXHONpaHe Ha CYP3A4.

Cuposnnmyc: $p1yKOHa30l MOBHMILABA NNA3ZMEHUTE KOHUEHTPALUHWHA Ha CUPOJIHMYC BEPOATHO 4Ype3
HHXHOHpaHe Ha meTabonu3mMa Ha cuponumyc upe3 CYP3 A4 u P-rnrkonporent. Tazn koMOHHaums
MOXE 1a CE€ H3N0/3Ba, KATO CE€ aJanTUpa 103aTa Ha CHPOJIMMYC B 3ABUCHMOCT OT CHOTHOLUEHHETO
ePEKT/KOHUEHTPALIHA.

Taxpoaumyc: ¢paykoHa30/1 MOXKE 18 NOBHULLH A0 5 MbTH CEPYMHHUTE KOHLIEHTPALHH HAa MEPOPATHO
NpUEMaHUs TAKPONMMYC NMopaaH MHxubupane Ha metabonnima Ha Takponumyc upez CYP3A4 8
yepsarta. Hama Haba0aaBaHH 3HAUUMH PAPMAKOKHHETHYHHA NPOMEHH, KOraTo TaKpOAHMYC Ce
npujara HHTpaBeHo3HO. [loBuweHUTe HHYBA Ha TAKPONIMMYC Ce CBBbP3BAT ¢ HedpoTokcHyHOCT. [lo3aTa
Ha fIEpOPaNHO NpUaaraHus TakpoaruMyc TpadBa 1a ce HaMajlM B 3aBUCHMOCT OT KOHUEHTPALMATA Ha
TAKPOJIUMYC.

Jlocaprau: ¢pnykoHa301 HHXHOHpa MeTab0,1M3Ma Ha JIOCapTaH 10 HEroBHA aKkTHBEeH MeTtadoauT (E-3 |
74), OTTOBOPEH 3a HAH-ro/1IMa YacT OT HErOBHA @HIMMOTEH3MH-1[-peuenToper aHTaroHHIBLM NpH
neveHuneTo ¢ nocaptal. [launenTrre Tpadea NnocTosHHO Na HADMIORABAT KPLBHOTO CH HAJIAraHe.

Jlypa3naoHn: ymepeHute HHXHOuTopH Ha CYP3A4, kato ¢ykoHa30/1, MOraT a NOBUILAT TUTAIMEHUTE
KOHLEHTPALUMH Ha NYpa3HA0H. AKO HE MOXe Ja ce uiderHe cbnbTCTBAKA ynoTpeda, HamaneTe 103ara
Ha JIypPa3HIOH ChracHO YKa3aHMATA B KpaTKaTa XapakTEPHCTUKA Ha JIyPa3HAOH.

MeTaa0oH: GnyKoHa301 MOXKE /1a NOBULLM CEPYMHATA KOHLEHTpaUHa Ha MeTagoH. Moxe aa e
HeODXOAWMO aaanTHpaHe Ha 103aTa HA METAIOH.

(+)-uOynpogeH] ce nopuinaeat ¢ 15% u 82% cboTBeTHO, KOrato GayKoHason ce
€AHOBPEMEHHO ¢ paucMHeH HOynpodeH (400 mg). B CpaBHEHHE CHC CAMOCTOATE
paueMuyeH HOynpogen.



Bunpeky ue He € cneundruno npoyueH, ¢:1yKOHa30.1 UMA NOTEHLHMAN 13 NOBHULLHA CHCTEMHATA
ekcno3uuus Ha apyru HCTIBC, konto ce metadonuiupar ot CYP2C9 (Hanp. HanpokceH,
AOPHOKCHKAM, MeoKCHKaM, AMKnodenak). [1penopbusa ce 4ecTo HadAKOAEHHE 38 HEXKENAHHTE

IEKAPCTBEHN PEAKUWH H TOKCHUHOCT, cabp3anHu ¢ HCTIBC. Moxe aa e HeobxoanMMo ananTupaHe Ha
nozarta Ha HCTIBC.

MeHnTonH: PayKoHa30a HHXHOKPA SePHOAPOOHHKA MeTaDONH3IBM HA (PEHUTOHH. EAHOBPEMEHHOTO
MHOTOXpaTHO npuaaraHe Ha 200 mg daykonaszon v 250 mg peHHTOUH HHTPABEHO3HO € NPEAN3BHKAN0
nosuwiaBaHe Ha AUC >y Ha deHnTOnH cbC 75%, W Ha Chpyn ¢be 128%. [1pHu eanoBpeMeHHO npuaoxkeHue
CePYMHHUTE KOHUEHTPAUNK Ha PEeHUTONH TPAOBA na c€ MOHMTOPHPAT, 3a Ja ce U3derHe (PeHUTONHOBA
TOKCHYHOCT.

[IpeaHn3oH: HMa cbodueHHe 3a €AUH CAYYai NpH YepHOAPODHO TpaHCNNAHTUPAH NAaLKEHT, IeKyBaH
C NPEeAHKHIOH, KOHTO pa3iBHMBa OCTpa HANOBLOpEeUHA HEAOCTATBYHOCT C/1ed NPEKBLCBAHE HA TPUMECEHHA
Tepanus ¢ daykorason. Ilpeanosara ce, ye npekbCBaHETO Ha (PJ1yKOHA30J1 TPHUHHABA YBEIWUYEHHNE HA
akTuBHOCcTTa HAa CYP3 A4, koeTo BOAW A0 NOBHULIEH METADOIH3BM HA NpeaHK30H. [lauMeHTHTe Ha
NPOABJDKUTENHO eueHue ¢ QUTYKOHA300 W NPEaHN30H TpAdBa 1a ObJaT BHUMATEIHO NpOCNEaSBaHH
332 HEJAOCTATbYHOCT Ha HaAOBLOpeUuHaTa Kopa nNpu CUpaHe Ha (ayKOHA3OJL.

PudabyTuH: $payKoHa301 NOBUILABA CEPYMHHUTE KOHUECHTPALUHHK HA pHBabyTHH, KOETO BOAH 10
noeuitasaHe Ha AUC Ha pudadbyTuH ¢ no 80%. Uma cboblieHna 3a yBerT NpH NAUKUEHTH, MPH KOHTO
ca npunaralHv eqHoBpeMeHHo ¢nykoHaszoa u pugadytun. Ilpu komOuHnpana Tepanus Tpadsa na ce
HMaT NpeaBHA CUMINTOMHTE HA TOKCHYHOCT OT pH(padyTHH.

(CakeuHaBup: GpnykoHa3on noriuara AUC u (i HA CAKBHHABUP CHOTBETHO ¢ npuOau3uTenHo 50%,
H 55% nopaan MHXUOMPAHETO HA YepHOAPOOHHA MeTabonu3bm Ha cakBuHasup oT CYP3A4 u
HHXHOUpaHeTO Ha P-rankonpoTenH. B3anmMoaeHCTBHE CbC CAKBUHABHP/PUTOHABHP HE € MPOYYBAHO M
MOX¢ /1a Obae No-w3paszeHo. Kopekuus Ha 4o3aTa Ha CAKBHHABHP MOXKE 1a € HeoDXxoaHma.

CyndaHnnypeinHu 1ekapcTBEHU NPOAYKTH: YCTAHOBEHO €, ye (hAYKOHA30M yALIKABA CEPYMHUA
NO/Y>XHBOT Ha €J1HOBPEMEHHO NPpHIaraHUTe NePopaiiu CyadaHuIyperHH cpeacTsa (Hanp.
XJiopnponaMmua, randeHKnamMua, rMnu3ua, ToaoyTaMua) npu 3apasy godposonu. [fo spemMe Ha
€/IHOBPEMEHHO NPWIOKEHHUE C€ NPENOPBYBA HECTO MOHUTOPHPAHE Ha KPbBHATA 3aXap W NOAXOAALO
HaMaJiCHWE HA 103aTa Ha CYJdAHNTYPECHHUA NPOOYKT.

Teoduaun: B nnauedO-KOHTPOJHPAHO NMPOYUBAHE 3a B3AMMOAEHCTBHE, MPHUICKEHNETO HA
dbaykoHazon 200 mg 3a 14 AHW BOAKX A0 HAMalleHHWE HA CPEAHHUA NNA3MEH KIUPBHC HA TCOPUINH C

1 8%. [TauneHTHUTE, KONTO MOIYYABAT BUCOKH J03H TEOPHUINH UK KOUTO NOPALH APYIH NPHYHUHH Ca ¢
BHCOK PHCK OT T€O(PHIHHOBA TOKCHUHOCT, TpAdBa na 6baar HabaoaaBaHH 3a NPH3HAUK Ha
TeO(HINHOBA TOKCHYHOCT, A0KATO NpHemMat daykonaszon. TepanusaTa TpadBa aa ce MoavgUuupa, ako
Bb3HWUKHAT NMPH3HALUX HA TOKCHYHOCT.

TodaunuTHHUO: ekcno3uuaTa Ha TeohauUTHHUO € NOBHLLIEHA, KOraTo TeO(allMTHHHO ce npunara
CHMBTCTBAULO C APYTH NE€KAPCTBEHH NMPOAYKTH, KOHTO NPEAUIBHKBAT KAKTO YMEPEHO HHXHOHpaHE Ha
CYP3A4, Taka 1 mowHo HHXxHOMUpaHe Ha CYP2C 19 (Hanp. ¢paykoHazon). [1o Ta3n npHuuHa ce
npenopsLYBa HaMansBaHe Ha 403aTa Ha TOQAUMTUHUO HA 5 Mg BEIHBXK AHEBHO, KOraTto ¢ KOMOHHHpa
C TAKMBA JE€KAPCTBEHH NPOAYKTH.

TonsanTaH: €KCMO3KMUKATA HA ToaBaANTaH € 3HauuTe 1Ho nosyiueHa (200% 3a AUC; 80 % 3a Cha),
korato toneantad - CYP3A4 cyOcTpar, ce npunara €AHOBPEMEHHO ¢ PykoHason — ymepeH CYP3A4
MHXUOUTOP. C PUCK OT 3HAUUTENHO YBEAUUCHHUE HA HEXEIAHUTE peakLIMH, OCODEeHOo 3Hat-| -
AUype3a, JexuapaTauus U ocTtpa OB0peuHa HegocTaTbuHOCT. B cnyuail Ha eaHOBpeEME e
103aTa Ha To/1IBanTaH TpaOBa na Obae HAMANCHA, KAKTO € YKa3aHo B HHpOpMaUUATa /
NPEeANUCBAHETO 33 TOJIBANTAH W NAUKUECHTHLT TpaOBa yecTo Aa Obae npocneasBaH 3a f ﬁe
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BuHka a1Kas10u14: BLIPEKH Ye He € MPoYyveHO., (PIyKOoHA30/1 MOXKeE Ja MOBHILK NNa3MEHHTE HHBA Ha
BUHKA A1KaJI0MANTE (HANP. BAHKPHCTHH W BUHONACTHH) M 1a A0BEAE A0 HEBPOTOKCHUHOCT, KOETO €
Bb3MOXKHO Mopaau HHXHOHWpawuus edext no otHoweHue Ha CYPIA4.

ButaMHH A: uMa cboOLLEHHE NPH €1MH NAUMEHT, NpUeMall KOMOUHUpaHA TEPANTHA C TPaHC-
PETHHOHAHA KUCENHHA (KUCEAHHHA (opMa HA BUTAMHH A) U (PITyKOHA3041, [PH KOHTO € BbIHHKHANA
He)KenaHa flekapcTeeHa peakuus cebpiana ¢ LIHC sbBe BHA Ha LiepedpaneH nceBaorTymop, KoaTo €
OT3BY4aA1a Cjle] CTIUPaHe Ha Je4eHHETO ¢ d.1yKOHA30.). Ta3n KoMOHHALIMA MOXe 1A Ce H3NoA3Ba. HO
TpsaOBa 14 ¢€ UMa Npe/iBH PUCKA 33 HexelaHn peakurd Ha LIHC.

Bopukonazon: (muxudouTop Ha CYP2C9, CYP2C 19 u CYP3A4): ¢IHOBPEMEHHOTO NpUAraHe Ha
BOpHKOHa301 nepopanHo (400 mg Ha 12 yaca npe3 nbpBHA aeH, nocaeasaHd ot 200 mg Ha 12 vaca 3a
2.5 nHK) u daykoHazon nepopanHo (400 mg npes nbpBUA aeH, nociaeasanH ot 200 mg aHeBHo 3a 4
NHW) Ha 8 3apaBu AOOPOBOAUN OT MBXKKH MO, BOAAT A0 noHilasaHe Ha Cna M AUCT Ha
BOPHKOHA30: cpeaHo ¢ 57% (90% CI: 20%, 107%) u cvorBeTHO 79% (90% CI: 40%, 128%). He e
YCTAHOBEHO KAKBO HAMaJIABAHE Ha [103aTa/4ecToTaTa Ha NpPHEM Ha BOpHKOoHa3on U ¢gnykoHazon 6m
eJIMMHUHUPAN0 TO3H ePekT. AKO BOPHKOHA3Z0N CE€ NpUaara HENOCPEACTBEHO cnel PyKkoHazod, ce
NpenopbLYBa NPOCAEAABaAHE HA CBbP3AHHUTE ¢ BOPHUKOHA30 HEXENAHN PEAKLIMH.

3UA0BYAUH: DNYKOHA30/1 NOBHILABA Cmax M AUC Ha 3nnoByauH ¢ 84% v 74% cpoTBeTHO nopany
npyuban3uTenHo 45% HamaneHve Ha NepopanHug KIWPbHC Ha 3HA0BYAHH. [loNyKHUBOTBHT Ha
3UA0BYAKH € CbLUO TAKA YABLAKEH ¢ npudaninTento 128% npu xomOWHUpaHa Tepanus ¢ $ayKoHa3o..
[TauneHTHTE. NOAyyasallK Tazu koMOWHauna, Tpabea na ObaaT HabarwaaBaHH 3a Pa3BUTUETO Ha
HeXKeJJaHW peaklHH, CBbp3aHHW CbC 3MA0BYAMH. Moxe aa ce oOMUCIH NOHKIKABAHE HA A03aTa Ha
3IUAOBY AHH.

AMTPOMMLNH: B OTKPUTO. PAHAOMH3HPAHO, TPOHHO-KPBCTOCAHO NpoyyuBaHe npyu | 8 3apaBu
100poBONUM € OleHeH edeKThT Ha eAMHHMYHA Nnepopainia A03a a3uTpoMUuumH 1200 mg BbpXY
¢apmMaKkoKHHETHKaTa Ha eAMHHYHA nepopanHa no3a ¢aykonason 800 mg, kakTo U edexTHTE Ha
$bnyKOHa301 BbPXY (papMakOKUHETHKATA HAa a3UTPOMHULIMH. He e ycTaHOBEHO CHTHHUKAHTHO
(papMaKOKHHETHYHO B3aMMOACHCTBHE MEXKAY (PIYKOHA30/1 H a3UTPOMHMIINH.

[lepopannu KOHTpAUENTUBU: NPOBEACHHN ¢a ABE (PAPMAKOKHHETHYHHU NPOYUYBAHKSA C KOMOHHHPAHH
MepopanHy KOHTpaUenTHBH W MHOFOKpaTHH 1034 daykoHason. He ca ycTtaHOBEHH 3HAUUMH eeXTH
BbPXY XOPMOHANHOTO HHBO NpH npoy4eaHeTo ¢ 30 mg paykoHason, AokaTo npH 200 mg AHEBHO
[UIOUITA NOJA KPUBATA HA €THHUAECTPAIHON H NEBOHOPrecTpe € HapacHana ¢boTBeTHO ¢ 40% n 24%.
CieaoBaTENTHO HE MOXE /1a C€ OYAKBA MHOTOKPATHO MPUNaraHusT B TAKUBA A03H (PIYKOHA30 44 HMa
HebnaronpuaTeH eeKT BbPXY €PEKTUBHOCTTA HA KOMOMHUPAHHUTE NEPOPaTHH KOHTPALENTHURM.

MeakadTop (CaMOCTOATEAHO HAH KOMOWHHPAH ¢ NEKAPCTBA B CbLIWA TEpaneBTHYEH KNAac):
€/IHOBPEMEHHOTO MPHAOKEHHE C UBAKAdTOP, NOTEHLHATOP HA TPAaHCMEMOpaHHUA perynaTopeH
oentTbk, HapeueH CFTR-npotenn (Cystic Fibrosis Transmembrane Conductance Regulator) nosninaga
3 NbTH eKCnoMuMaTa HA HBakadTop K 1.9 NbTH EKCNOIMUMATA HA XHApOKcHn-neakadTop (M1).
Hamanseaue Ha no3ata Ha uBakaTop (CAMOCTOATENHO Wi KOMOHHHUpaH) € HEODXOANMO CBINACcHO
YKAa3aHUATA B KpaTKaTa XapaKkTepHUCcTHKA HA UBaKadTop (CAMOCTOATENHO HIH KOMOUHKUPAH).

4.6 DeprHAHTET, DPEMEHHOCT H KbpMeHe

XKeHu ¢ aeTepoaeH NOTEHUUAN
[Tpenu 3anouBaHe Ha NedeHUE, NAaUMEHTKaTa Tpadea 1a 6bae UHPOpMHpPaHA 33 NOTEHUHANTHHA PUCK 34

deTyca.

(Cnea JieveHHe ¢ eAMHAYHA 1034 ¢€ Npenopbusa NEepHo1 Ha OUHMCTBAHE OT | ceaMuu
Ha 5—©6 noJyXHBOTa) Npeay 3adpeMeHsBaHe (BX. Touka 5.2).



[lpn no-abiru Kypcose Ha NeYeHHE MOXE /1a ¢& OOMMCIU NOAXOARLLA KOHTPAUENLUA NPH KEHHU C
AETEPOACH NMOTEHLUHAN NP3 LUETHA NEPHOI HA JICHEHHE H B NPOab/KEHHE HA | ceamuua cren
nocheaHaTa 3o3a.

bpeMeHHOCT

O0cepBALMOHHH NPOYUBAHHA NPEANO/IAraT NOBHILEH PUCK OT CMIOHTAHEH aDOPT NPH XKEHHU, JE€KYBAHH
C (FJIYKOHA30J NPe3 NbPBHR U/ KUK BTOPUA TPUMECTBP € CPABHEHHE € XKEHH, KOMTO HE Ca JIEKYBAHH C
h:1yKOHA30.1 KM €A JIEKYBAHH € 2301 32 J1I0KATHO NMPUIOKEHHUE NPe3 ChILUWA NEPHO.

JIAHHHTE OT HAKOAKO XMW OPEMEHHH KEHHU, JIEKYBAHH ¢ KyMynaTHeHa 103a <150 mg daykonazon,
NPH.I0KEHH NPE3 NBPBHUA TPUMECTBP, HE NIOKA3BAT NOBHLLEHHE HA OOLIHSA PUCK OT Man(PopMaLHH Ha
¢peryca. B eqHo ronaMo o6cepBauHOHHO KOXOPTHO NPOYYBAHE €KCMO3MUMATA HA NEPOPAICH
bayKoHa30n Npe3 NLPBUS TPHMECTLP CE€ CBBbP3BA C IEKO MOBULLEH PUCK OT MYCKYJIHO-CKENETHH
Ma(popMaLIMH, CbOTBETCTBALIM Ha Nnpuban3uTenHo | nonwanuTenex cnyuvait Ha 1 000 xenn,
ICKYBAHH ¢ KYMYNATHBHH 1034 <450 mg. B CPaBHEHHE C XKEHU, JIEKYBAHH C 30,11 32 JIOKAIHO
[IPHAOKEHHE, H HA TTPUOIUIUTENHO 4 A0MbAHKTENIHH cayuas Ha | 000 xeHu, 1eKyBaHu ¢
KyMyaaTUBHU A03U Haa 450 mg. Kopurupanuar otHocuTeneH puck e 1,29 (95% CI 1,05 no 1,58) 3a
150 mg nepopaneH dgaykonazon v 1,98 (95% CI1 1.23 ao 3.17) 3a ao3n Hag 450 mg ¢aykonason.

HannunuTe enMaeMHonoruyHu Npoy4BaHis Ha CbpaeyHH MaigopMauru Npy W3Noa3BaHe Ha
(bnyKoHa30.1 MO BpeMe Ha OpPEMEHHOCT NaBaT NPOTHBOPEYUBH pe3yaTaTh. Brnpekn ToBa MeTaaHanH3
Ha 5 00CcepBALMOHHK NPOYYBAHHA, BKJIIOUYBALLM HAKOIKO XHAAAH OpeMEHHH HKEHU ¢ EKCNO3NINA Ha
(h,1yKOHA30/1 Npe3 NbPBUA TPUMECTBP. YCTAaHOBABA | .8—2 MbTH NOBULIEH PHCK OT CbPAECUHH
MasiopMalHK B CpaBHEHHE C dncaTa Ha ynotpeba Ha ¢nykoHazon w/uam ynorpebara Ha 23014 3a
NOKANHO NPHI0KEHHE.

Cbo0OLIEHNA Ha CNy4au ONTMCBAT MOJIEN HA BPOASHU AS(EKTH NPH eld, YHHTO MaHKH ca NpUeMaiiy
BUCOKH 1034 (400 oo 800 mg/nen) dnykoHason no epeMe Ha OpPEMEHHOCTTA B NPOABLAKEHHE Ha 3
MECELIA HITH NMOBEYE NPH JIEYEHHETO Ha KOKUMIHONWAOMHKO3a. BpoaeHuTe aedekTH, HadA0 aBaHH
npy Te3W Aeua, BKAOYBAT Opaxuuedanus, AMCNNA3HMA HA YIWWKTE, ronama npeaHa ¢poHTaHena,
deMopanHO HIKPHBABAHE H PAAHO-XYMeEpaNHa CHHOCTO3A. [IpUUHHHO-CNEACTBEHA BPb3Ka MEKLY
ynotpebaTa Ha QNYKOHA30M H T€3H BPOACHHU 1edeKTH HE € yCTAaHOBEHA.

®aykoHa3on B 00HYAHHH JO03HPOBKHU U 3a KPAaTKOTPaWHO JeueHUe He TpadBa /1a ce npuiiara npu
OpeMEHHH, OCBEH aKO He € HANOXKHTEHO.

MdnyKoHa30/ BbB BUCOKH 103K W/ UK NPOABIKHTENHHU TEpANeBTUUHH CXeMH He TpAGBa na ce
npyjiarar no speMe Ha OPEMEHHOCT, OCBEH NPH NOTEHLHATHO KHBOTO3aCTPaLIABALUN MH(DEKLUH.

Kbpmene

@ayKOHa30J NPEMHUHABA B KbPMaTa W A0CTHIa KOHLIEHTPALIMK NO-HUCKH OT T€3W B MJ1a3mara (B,
To4ka 5.2). KbpmeHeTo MoXKe 1a He ce crnpa Npy eJHOKpaTeH NPHEM Ha CTaHaapTHa A03a oT 150 mg
dbAYKOHA3Z01 HNK NO-MaJKo.

KbpMEHETO HE Ce NpenopbyBa NPy NMPUEM HA MHOTOKPATHU A03WU WIH HA BUCOKH A03H (YKOHA30A.
[los3uTe OT KbPMEHETO 3a Pa3BMTHETO H 31paBeTo TPAOBA 1a ce B3eMaT NPEABH 3a€IHO ¢
KITAHHYHHTE HYXAH HAa MaHKaTa OT (G1YKOHA301 U A3 C€ CHMNOCTABAT ¢ BbIMOXKHHTE HEXKEIAHH
peakurH oT (GayKOHA301 NPH KbPMAYETO UK OT NOANEKALLOTO ChCTOSHUE HA MaKaTa.

DepTuanteT
DiryKoHA301 HE BAHAE BLPXY (PEPTUIMTETA HA MBXKKH HIH KEHCKH NABXOBE (BXK. TOUKa 5.3).

4.7 Ed¢exTH BBpXY cnocobnoctra 32 modupane # padora ¢ MalIHHA

He ca npoBexaanu npoyqBaHus 3a eekta Ha (PayKOHA30/1 BbPXY CNOCOOHOCTTA 34
paboTa ¢ Mawunun. INauneHTruTe TpabBa 1a ObaaT NpeaynpeaeHH 3a eBeHTYaNHa N
WK npyunanbUd (BX. Touka 4.8) No sBpeme Ha JeveHHeTo ¢ (payKoHason 1 Tpsdea




4.8 Hexeann NeKapcTBeHH peaklHH

Hai-uecTUTe HeXeNaHM IEKapCTBEHH PeaKkUMH, 3a KOHTO ce cbodwana (>1/10) ca rnasodonme,
KopeMHa 00J1Ka, 1Mapud, raaeHe, NOBpPbLIAHE, NOBUILEHH CTOMHOCTH HA CEpYyMHATa anaHHuH
aMUHOTpaHcdepa3a, NOBULLIEHH CTORHOCTH Ha CepyMHaTa acnaprar aMuHoTpaHcdepasa, NOBULLEHH
CTOMHOCTH Ha anKkanHaTta ¢pocdarasa U oOpuB.

(CboOuIaBa ce 3a J1eKapcTBEHa peakuus ¢ €03nHodhUANa H cHcTeMHH cumnTomu (DRESS) 818 Bpbika ¢
neveHneTo ¢ hnykoHaszon (Bxk. Touka 4.4).

CheaHHTE HEXENaHHN eKapcTBeHH peakumnu ca Onnn HabnraaBaHn U cbodLWABAHU MO BPEME Ha
JICUEHHUETO ¢ PJIYKOHA30.1 CbC CAeAHHUTE YeCTOTH: Muoro uectu: (>1/10); Yectu: (17100 u <1/10);
Heugectn: (= 1/1000 n <1/100); Peaku: (= 1/10.000 1 <1/1000); Muoro peaxu: (<1/10,000). ¢
HEW3BECTHA 4ECTOTA (OT HATTMMHHUTE JaHHHW He MOXe 1a Obe HanpaBeHa oLeHKa).

Cucremo opranen | Hectu HeuecTH Peaku C Heu3BecTHa
KJ18C YeCTOTA
Hapyuwienns Ha AHeMuUs ArpaHyoUHTO3A,
KpbBTa H NEBKOINEHHA,
JIAM(pHATA TPOMOOUMTONEHHUA,
CHCTEMA HEYTPONEHHA
Hapywenun Ha AHadunaxkcus
HMYHHAaTa
CHCTEMA
Hapymenus na [ToHHKeH aneTuT | XHunepxonecTepo/ieMHus,
MeTaDoNH3MA H XHIIEPTPHUTIHLEPEMHUS,
XPaHEeHeTo XHUNOKATHEM KA
lcuxnuHu COMHONEHTHOCT,
HAPYIUNEHHHA 0e3CbHNE
Hapymwenunn na I"nasobonne [Tprunaasum, Tpemop
HepBHATA napecTes3us,
CHCTEeMa 3amansase,
HapylUEHHUA Ha
BKyCa
Hapymienns Ha
YyXOTO H CBEeTOBBPTEK
JIAOHPHHTA
Cohpaeunu Torsade de pointes (Bx.
HApYLIEHHS TouKa 4.4), yasnxkaBaHe
Ha QT (BX. TOUka 4.4)
Cromamnoupesn | AGaoMHHanHa KoHncTunaums
H OoKa, AUCNEencus,
HapyWeHHA NOBPBHLUAHE. METEOPHIBM,
Avapuns, rageHe | CyxoTa B ycTara




Xenaroonanapnu | [loedweHue Ha | XonecTtasza (Bk. YepuoapobHa
HAPYIUEHHA anaHuH Touka 4.4), HEAOCTATBLYHOCT (BK.
aMHHOTpaHcdep | KBLATEHHLA (BXK. TouKa 4.4),
azara Touka 4.4), Xxenaroue.lyaapHa
(Bx. Touka 4.4), | NOBULUEH HeKpo3a (Bxk. Touka 4.4),
MOBHILUCHHUE HA OUTMPYOHH (B, XENATHT (BXK. TOUYKA
acnaprar TOouKa 4.4) 4.4),
aMUHOTpaHchEp XENaToUenynapHo
azara (B, YBPE}H1aHe (BXK. TOYKA
Touka 4.4). 4.4)
NOBULLUEHHE
Ha ankanHara
docdaraza
B KPBBTA (BX.
TO4Ka 4.4)
Hapyumenus na O6pus (BX. JlekapcTBeH ToxcuuHa ennaepmanHa | JlekapcTeeHa
KOAATa H TouKa 4.4) OOpHUB (BXK. TOUKA | HEKPOAU3A, (BXK. TOMKA | peaKuus ¢
NOAKOXHATA 4.4)*, yptukapua | 4.4), CHHAPOM Ha €OIMHOPUIHA U
ThKaH (B>X. TOUka 4.4), Stevens Johnson, (BX. CUCTEMHH
NPYpPHTYC, Touka 4.4), ocrpa CHMIMTOMM
NPEKOMEPHO reHepanuivpaHa (DRESS)
H3IMOTABAHE €K3aHTeMATO3HA
NycTyno3a (BXK. TOUKa
4.4), ekchONHATHBEH
NEPMATHT, AaHTHOEAEM,
OTOK Ha JTMUETO,
aoneyus
Hapywenusn Ha Muanrus
CKeJIeTHO-
MYCKYJ/IHATA
CHCTEMA H
ChelHHHTE/THATA
ThKAH
Oobmu YmMmopa.
HAPYIIEHHS H HEePa3NOIOoKEHHE,
e(peKTH Ha ACTECHHUA, TPECKA
MACTOTO HA
NPHJI0KEHHE

*BratountenHo gukcHpan nekapcreeH oOpus (fixed drug eruption).

[leanaTpryHa nonynaums

XapakTEpPHUCTUKATA M 4ECTOTAaTa Ha HEXEeIAHUTE peakiyu U 1adopaTopHH OTKIOHEHHS, OTOEeM3aHu
MO BPEME HA NEAHATPHYHHTE KJIHHUYHHU U3NUTBAHWA, ¢ M3KNIOHYEHHE HA NOKA3AHHUETO 32 NreHUTANHA
KaHAKA034a, Ca CPABHHUMH C Te3W. HaDNOAaBaAHU NPH BbL3PACTHH.

CvobuiaBaHe HA MOAO03IHPAHH HEXENAHH PEAKLIMK
Cbo01aBaHeTO Ha NOAO3IMPAHH HEXENAHW PeaKLUWK Cnel pa3pellaBaHe 3a ynotpeda Ha AeKapCTBEHHA
NpoAYKT € BaXKHO. ToBa No3BonsABa 4a NPOAbLIKH HADNHOAEHHETO HA CbOTHOWEHUETO NMOA3A/PUCK 3a

NEKAPCTBEHUA NMPOAYKT. OT MEIMUMHCKHUTE CNEUATUCTH €€ M3UMCKBA 1a cbOoOLIaBAT BCAKA

8. 1303 Codusa. Ten: +359 2 8903417, yebecanTt: www.bda.bg

4.9 Tlpeao3upane



Uma eaHoBpeMeHHH cboOLIEHUA 33 Npeao3upaHe ¢ (hJyKOHA30/1 U XallOLUHHAUNK H NaPaHOH/IHO
NOBEAEHHE.

B chyuaii Ha npeaosupate. MOXe [1a ce NPHUI0KH K CHOTBETHO CHMIITOMATHYHO JEeUHeHHe (¢
NOL1bPAKALUH MEPKH H NMPOMHBKA HA CTOMAXA. aKo € HEODX0AMMO).

MAyKOHA301 c€ EKCPETHPA B I'0J1MA CTENEH ¢ YPHHATA: NpeAn3BHKBaHe Ha OONITHa avype3a MOXeE 1a
NOBHULIH CTENEHTA HA EJIMMHHWpPAHE. [ py4acoBa AYafM3a HaMaNABa NJ1A3MEHUTE HUBA C
npudan3nTenHo 50%.

5. ®APMAKOJOI'MYHU CBOUCTBA
5.1 dapmakoaHHAMHUHH CBOHCTBA

(bapmakoTepaneBTHYHA rpyna: aHTHMHUKOTHLIK 38 CHCTEMHO NPHIIOXKEHHWE, TPHA3Z0NOBH NPOH3IBOIHH,
ATC koa: JO2ACOI

MexaHn3bM Ha JeHCTBHE

PnyKoHAa30 € TPHA3010B AHTUMHKOTHUYEH areHT. OCHOBHUAT MY MEXaHH3IbM Ha ACHCTBHE €
HHxHOUpaHe Ha uuToxpom P450-meannpanoro 14-anda-naHocrepon-geMeTHINPAHE NPH IEOUUKHKTE,
KOETO MpeACTaBIABa BAXKHA CTLNKA NpH OHOCHHTE3a HA TbONMUHUA eprocTepod. HaTpyneaHeTo Ha 14-
a1(pa-METHICTEPOIIH KOPEeNHpa ¢ noc/eBaliara 3aryba Ha eprocTepol oT K1eTb4HaTa MemOpaHa Ha
rLOMUKNTE U OK MOFNO Aa e NpHYKHA 32 aHTHMHKOTHYHATA aKTHBHOCT Ha PaykoHazona. PnykoHazon
€ MO-CEIEKTHBEH NPU rbOMUHHUTE UUTOXpOM P430 eHn3umu, OTKOMKOTO NpH pa3iHdHA unToxpoMm P450
€H3UMHH CUCTEMH NpH DO3afHULK.

YCTaHOBEHO €. 4e (PIyKOHa301 B 103nposKa 50 mg AHEBHO, nMpuaarad A0 28 aQHU. HE NOBIKABA
NJa3MEHHTE KOHUECHTPALIMK HA TECTOCTEPOH NPH MBXKE UITA CTEPOHAHHUTE KOHLEHTPALUM NPH KEHH B
neTepoaHa sn3pacT. DaykoHaszon B 103HpoBKH oT 200 mg 1o 400 mg AHEBHO HAMA KIIMHHUUYHO 3HAYUM
e(PEKT BbPXY €HAOMEHHHTE CTEPONIHH HHBA WK BbPXY ACTH-cTuMynupanus oTroBop npu 3apaey
NOOPOBOILH OT MBXKH N0, [1poyusarus BbpXy B3aHMOAEHCTBHETO C AaHTUIIMPHH MOKA3BAT, Ye
€AHOKPATHHTE HAH MHOIMOKPAaTHH 403H ¢daykoHaszon 50 mg He OKa3BaT BIHUAHUE BbpXy MeTabonuima

MY,

[n vitro 4yBCTBHUTEAHOCT

®nykoHa3on Noka3sa aHTHMHKOTHUYHA AKTUBHOCT i Vitro KbM MOBEUYETO KIHHUUYHO Pa3NpoCcTpaHEeHH
Buaose Candida (Bxmountenno C. albicans, C. parapsilosis, C. tropicalis). C. glabrata nokaisa
HaMaJleHa YYBCTBHTENHOCT KbM dyKoHason, aokato C. krusei v (. auris ca pe3NCTEHTHH KbM
bnykoHazol. MunvuManHaTta nHxHOMpawa koHueHTpauus (minimum inhibitory concentration) n
€MUAEMHONOrHYHaTa rpaHv4uHa ctodHocT (epidemiological cut-off value, ECOFF) Ha daykoHazon 3a
C. guilliermondii ca no-Bucoku ot te3m 3a C. albicans.

DnyKoHA301 NpoABABaA N Vilro akTHBHOCT W KbM Cryptococcus neoformans w Cryptococcus gattil,
KAKTO H KbM €HAEMHUHHWTE nneceHn Blastomyces dermatiditis, Coccidioides immitis. Histoplasmua
capsulatum v Paracoccidioides brasiliensis.

MexaHn3bM/MH Ha DE3HUCTEHTHOCT

Candidu spp. ca pa3Bunu pedua MEXaHW3IMHK HA PE3UCTEHTHOCT KbM a3010BH AHTHMHKOTHUYHH
areHTH. PIyKOHa30/1 HMa BHCOKH MHHUMATHH HHXHOMPALLIM KOHLUEHTPALMH 1O OTHOLLEHHWE Ha
MbOUYHKTE LIAMOBE, KOMTO €A pPa3BU/IM €1HH HIH MOBEUYE MEXaHUIMH HA PEIUCTEHTHOCT, KOETO
noBJ/IHABRA HeONaronpuUaTHO ePMKACHOCTTA KAKTO iH vive, Taka U KIIMHHYHO.

Ilpn obnuaitHo uyecTBUTENHUTE BHAOBE Cundidd HA-4eCcTO cpellaHnn MEXAHH3bM Ha Pa3BUTHE Ha
PE3IUCTEHTHOCT BKIKOUYBA LEIEBHTE EH3IMMH HA a30,1M. KOUTO €A OTFOBOPHH 3a OHOCHHTE3a Har==

Mma cbhobutenus 3a cynepundekuna ¢ suaose Candida, pazanunu ot C. albicans,
NPHCHLUA HaManeHa 4yBcTeUTenHoCT (O glabrata) N pe3INCTEHTHOCT KbM U1yKo



Kruse, C. aurisi). I'lpy TakuBa HHDEKUHK MOXKe 13 € HE0DX0AMMa aITepHATUBHA MPOTHBOIBbOMYHA
Tepanus.

[ paHHYHN CTOWHOCTH (CHINACHO EBPONEHCKHA KOMHUTET MO HINHTBAHE 3 YYBCTBHTENHOCT KbM
aHTUMUKpOOHH cpeacTra (EUCAST))

EBponedcCKUAT KOMUTET MO W3INKUTBAHE 33 YYBCTBUTEIHOCT KbM aHTHMHUKPOOHH CpecTBa —
MOAKOMHTET MO H3NATBAHE 338 YYBCTBHUTEIHOCT KbM NpoTHBOrbOHuHKM cpeacrtea (EUCAST-AFST) e
onpeAeIu] rpaRUYHUTE CTORHOCTH Ha diykoHason 3a BuaoeeTe (‘undida Bb3 OCHOBA Ha aHANTH3a Ha
¢hapMaKOKHHETHUHHTE/PAPDMAKOIMHAMHUYHHY AAHHU, il Vilro 1yBCTBHUTENHOCTTA U KIIMHNYHHS OTIOBOP
(EUCAST ¢aykona3oa ocHoeH J0KyMeHT (2020)-sepcna 3: EBpONeHCKH KOMHTET NO H3NKTBAHE 3a
4YBCTBUTEIAHOCT KbM AHTUMHUKPOOHHU CpeacTBa, NPOTHBOrbOMUHKM CpeacTBa, TabanuM ¢ rpaHUYHM
CTOMHOCTH 3a HHTepnpetauna Ha MIC, sepcua 10.0, 8 cuna o1 2020-02-04). Te ca Ounn paszaenenu
Ha HEBHA0BO CBbP3aHH IPAHHYHH CTOWHOCTH, ONPEAEIEHH FllaBHO Ha DazaTa Ha
(hapMaKOKHHETHUHHW/PapMaAKOAMHAMHYHK NaHHHK W He3aBUcHMHU oT MIC pasnpenenenunero npu
KOHKPETHUTE BHI0BE, H BUIOBO CRLP3AHH MPAHHYHNA CTOMHOCTH 3a BU1OBETE, HAH-YECTO CBBLP3AHHU C
YOBELW KW UHEKLMHW. Te3n rpaHUUHU CTOMHOCTH Ca NocoyeHu B TabanuaTa no-aony;:

AHTUMHKOTHK | BUa0BO-CBbP3aHH rpaHH4HH CTORHOCTH (S</R>) B mg/I Hesnaoso
CBbp3aHu
FPaAHHYHH
CTOWHOCTH
A
S</R> B
mg/l
Candida | Cundida Candida | Candida | Candida Candida
albicans | dubliniensis | glabrata | krusei parapsilosis | tropicalis
Oaykonazon | 2/4 2/4 0.001%/16 | -- 2/4 2/4 2/4

S = HyscTBUTeneH, R = PesucrenTen

A = HeBHAOBO CBbP3aHK FPaHUYHH CTOHHOCTH, ONpPEAEAEHH I1aBHO Ha DaszaTa Ha
¢apMaKkoKHMHETHYHH/ DapMakOAHHAMMYHHK JaHHU W He3aBucHMH o MIC paznpeaenenueTo npu
KOHKpETHHTE BUAOBE. Te ce v3nosi3BaT caMo NpH OPraHH3MH, KOUTO HAMAT KOHKPETHH MPAHHUYHHU
CTOHHOCTH.

-- = MI3nuTBaHuUbTa 38 YYBCTBHUTE/IHOCT HE Ca NPENOPBUYUTEIHH, THH KAaTO BUAOBETE HE €A NOAXOAA LUH
3a JIEYEHHUE C TO3N NPOAYKT.

*= Uenwnsy C.glabrata e B xateropus ..I”. MIC cnpamo (. glubratu tpabBa na ce MHTEpNpeTUpPAT
KaTO pe3UCTeHTHH, koraTo ca Haa |6 mg/l. Kareropuara na uyscreurendoct (0,001 mg/l) e npocrto
3a W30Arsane Ha HenpasuiHa KJ1acudukauma Ha ,,I™ wamMoeeTe karo ,.S™ wamose. 1™ — 4yBCTBHTENHH,
MOBHLLEHA €KCMNO3HUNA: MUKPOOPraHHU3MbT € KaTErOpU3nUpaH KaTo ..4yYBCTBUTENEH, NOBHULLIEHA
EKCMO3WUMA™, KOraTo MMa roiiMa BEPOATHOCT 32 TEPANEBTUHEH YCIIEX, ThHA KATO €KCIMO3HNIHATA Ha
CPEACTBOTO € YBE/HYEHA Ype3 KOPHTHPaHE HA 1030BHA PEXHM WK YPE3 HErOBaTa KOHUCHTPAaUHWA Ha
MACTOTO HA HHeKUMATA.

5.2 PapMaAKOKHHETHUYHH CBOHCTBA

(DapMaKOKHMHETHYHHTE CBOMCTBA €A CXOAHHM C.1€]1 HHTPABEHO3HO WJIH NEPOPATHO NPUNOKEHHE,

AbDcopOLmMS

(Cnea nepopanHo npunoxenue GaykoHason ce pezopbupa 106pe M NNaIMeHHUTE KOHUEHTpaUHH (H
CUCTeMHaTa OMOHANHUHOCT) ca Haa 90% OT KOHUEHTPALIMHTE, KOUTO €€ JOCTUIaT Clie HHTPABEHO3HO
BbBEXIaHe. ADCOpOUMATA OT raCTPOHHTECTHHATHUA TPAKT HE C€ NOBIMUABA NPH €1HOBPEMEHEH NPHEM

npuema. [lhaimMeHnTe KOHLEHTpaLUK ca NPONOPUNOHANHY HA no3aTa. JleseTaeceT npo
CTaLHOHAPHHTE KOHLEHTPaUHHU ¢ AOCTUIraT Ha 4 — 5 AeH cnel MHOMOKpaTHO 1puara
[IHEBHO.

[IpH:10’)KEHHETO HA HAaTOBAPBALLA A03a (NPEe3 NBPBHUA AEH), KOATO € JBA NbTH MNO-BHC
obOnyalHaTa AHEBHA 1034, M03BONISABA A0CTHraHe Ha 90% OT paBHOBECHUTE N1a3MEHH
HAa BTOpHR A€H Clled HAYaIOTO Ha NEYEHHUETO.



Painpeae.ienne

[TpHBUAHUAT 00eM Ha pasnpeaeienue € 0,1M3bK 10 00ema Ha Bojarta B oprasdniMa. CBbP3RAHETO ¢
MIa3MEHNTE NPOTEUHH € HHCKO (1 1% — 12%).

D1y KOHA3041 MTPOHUKBA J00pe BbB BCHUKH W3CNEIBAHH TE/IECHH TeYHOCTH. KOHUEHTpaunuTe Ha
(P1YKOHA30.1 B CJIHOHKA H XpayKH ca DaKn3KkH 10 Te3u B naaszmara. [Ipn nauMeHTH ¢ MHKOTHUEH
MEHUHTHT KoHUeHTpauuHuTe B LICT ca npudanintenno 80% ot cboTBEeTHHTE N1a3MeHH
KOHUEHTpaLHHK.

BHCOKH KOHLEHTpaUHWHK B KOXATA, NPEBULLIABALLM CEPYMHATA. C€ AOCTHIaT B POroBUA CNOM (stralum
corneum/), enuaepmMuc-aepmarta u notra. GaykoHason kymyaupa B stratum corneum. [pu no3a 50 mg
AHEBHO KOHUEHTpaUHATA Ha GayKoHa30 ¢i1ea 12 aHu ¢ 73 pg/g v ceaemM aeHa cnea npekpaTaBaHe HA
neyeHueTo € Bce owe 5.8 pg/g. [lpu 103a 150 mg BeAHBK CEAMHUYHO KOHUEHTPALMHUTE Ha
baykoHason 8 sirafum corneunt Ha ceAMHA AeH ca 23.4 ug/g v CbOTBETHO CeaeM [IHH cllen BTopara
A03a ca Bce owe 7,1 pg/g.

KoHueHTpanuuata Ha payKkoHa3o:1 B HOKTHTE ciel 4 Meceua nedeHue npd ao3a 150 mg Beanbx
CeAMHYHO € CbOTBETHO 4.05 pg/g npu 3apaeu u 1.8 pg/g npu 60101 HOKTH. KOHueHTpauuu Ha
(NYyKOHA30J C€ U3MEPBAT B HOKTHTE H LUECT MECELA CIEA NPUKIHOYBAHE HA ICYEHHETO.

buoTpaHcopmaums

OnykoHaszon ce Metabonuinpa B MHOro Manka crened. Camo 11% oT paavoakTuBHaTa 403a ce
€KCKPETHPAT MPOMEHEHH € ypHHaTa. DNyKOHA30/1 € CENEKTHBEH HHXHOHUTOP Ha HA H30EH3IUMHTE
CYP2C9 n CYP3A4 (Bx. Touka 4.5). ®nyKkoHa30 € ChUlO Taka UHXHOMTOP Ha n3oeH3um CYP2CI9.

EnuMuUHKpaHe

BpemeTo 3a nonyeanMuHupane Ha ¢gaykoHasosn € npubanzurenno 30 yaca. OCHOBHHUAT NbT Ha
eKCKpeuus € Ov0peunns, kato npubausutento 80% oT npueTaTa 103a C€ EKCKPETHPA HENMPOMEHEHA B
ypHHata. KNupbHCHT Ha (PNyKOHA30/ € NPONOPUMOHAIEH HAa KJIMPbHCA Ha KpeaTHHUHA. Hama naHHu
3a MeTabOANTH B KpbBOOOPBLUIEHUETO.

JBbArKHAT €TMMUHALKOHEH NMOYXHUBOT Ch3aaBa NPEANOCTABKH 3a NeHYEHWE HA BArMHAHATA KaHIHA03a
C eJHOKpaTHa N03a, a 3a JIeYeHHE HA OCTAHAJIUTE MHKO3H — C €1HOKpaTeH THEBEH U €1HOKpaTEH
CE/IMHUYEH NPUEM HA JIEKAPCTBOTO.

PDapMaKOKHHETUKA NpH ObOpeuHO YBpexaaHe

Ilpn nauneHTH ¢ Texxka 6bOpeuna HepocTaTbuHocT (GFR< 20 ml/min) BpeMeTO Ha MONYXKHUBOT ce
yBesinyasa ot 30 Ha 98 vaca. B pelynrar Ha ToBa ce Hanara moHvxasaHe Ha Jo3arta. @aykoHazon ce
OTCTPAHABA YPE3 XEMOJHAIH3A U B NO-MAJIKA CTENEH 4Ype3 nepuToHeatHa amannia. Okono 50% ot
(b1yKOHA301a CE€ ENUMUHNPAT OT KPbBTA CAeA 3-4acoB KYPC Ha X€MOAHaH3a.

DapMAKOKUHETHKAE NPH KbPMEHE

B eaHO papMakOKMHETHUHO NPOYUBRAHE NPU AECET KbPMELLH KEHH, KOWTO BPEMEHHO HiH 34
NOCTOAHHO €A CMPENH KbPMEHETO HA CBOWTE €UA, CE€ NMPAaBH OLUECHKA HA KOHUEHTPALUHTE Ha
dbnykoHazon B n.1a3mMarta v 8 MAHUMHOTO MAAKO 3a 48 yaca cien eamHuuna aosa 150 mg pnykonason.
DuyKoHa301 ce OTKPURA B MAHYMHOTO MJISKO B CpEAHA KOHUEHTPAUHA NPUOIH3HTENHO 98% oT Ta3u B
MalyvHaTa nnasMa. CpeHUAT NHK Ha KOHUEHTpauHiaTa B MaHuyHHOTO Masko € 2,61 mg/l 5,2 uaca
crnej npyeMa Ha jlo3arta. OyakBaHaTa AHEBHA A03a (JTYKOHA30J 33 KbPMayeTo OT Maif4HHOTO MITAKO
(npHema ce, ye cpeaHaTa koHcyMauma Ha maako e 150 ml/kg/neH) Ha Ha3a Ha cpeHHs MUK Ha
KOoHUueHTauuaTa 8 Maskoto e 0.39 mg/kg/aen. koaro e npubaunzutento 40% ot npenopvusaHaTa
HeoHaTanHa n013a (Bb3pact <2 ceamuuM) win 13% ot npenopbyBaHaTa 103a 3a KbpMaueTa 3a
KaHANA03a HA IUraBHULIMTE.

PapMaKkOKHHETHKA NPH Jeua
OueHeHH ca QapMaKOKHHETHYHH NaHHU. Nody4YeHH oT | |13 neanaTpHuHy NaLUEHTH B
NpOyuBaHHs, 2 NpOy4BaHKA ¢ NMPUNAraHe Ha eJHOKPATHA 103a. 2 NPOY4YBaHHA C NPHJI
MHOTOKPaTHA 1033 U €2HO MPOY4BAHE NPH HEAOHOCEHH HOBOPOAEHH. JlaHHHTE OT €
NMPOy4YB8aHHATA HE MOTaT 1a C€ WHTEPIIPETHPAT NOPAIH NPOMEHH B CbCTABA N0 BPEM
JIONLAHWUTEIHW NaHHH €A HANWYHH OT MPOYUBAHE OT TUNA ., compassionate use .




Cnen npunarane Ha 2-8 mg/kg @nykoHa3on npH aeua Ha Bb3pacT ot 9 meceua a0 15 roauuu, e
yctaHoBeHa AUC ot okono 38 pg.h/ml npu nosuposka ot 1 mg/kg. CpeaHuaT nnaimer
ESIMMHHALMOHEH NONYXKHUBOT Bapupa Mex1y |5 1 |8 yaca, a 00eMbT Ha paslnpeaeneHue ¢
npudaninTenno 880 ml/kg cnea npunarade Ha MHOTrOKpaTHH 103M. Cliea NpUaraHe Ha € 1HOKpaTHa
1033 € YCTAHOBEH NO-AbABI €TUMHUHAUWOHEH NONYKHUBOT — 0K010 24 yaca. ToBa e cpaBHUMO ¢
€IMMHUHALMOHHHAT NONYXKHBOT Cled ¢ 1HOKpaTHO npuaarade Ha 3 me/kg iv. Ha peua ot || aHn pno 11
veceila. O0eMbT Ha paznpedeneHne Ha Ta3k Bb3pacToBa rpyna e okoao 950 ml/kg,

OnuTbT ¢ GuiyKOHA301 APH HOBOPOEHH € OTPaHHYEH 10 PapMAKOKHHETHUHHTE NPOYUBAHHSA NPH
NpexAeBpEMEHHO poleHU. CpeaHaTa Bb3pacT NPH NpylaraHe Ha nbpea jgo3a, npy 12
NpeKACBPEMEHHO POAEHH Ha NPHOIW3UTENHA recCTauMOHHA Bb3pacT oT 28 ceamuuM, € Guna 24 yaca (8
paMkuTe Ha 9-36 yaca). a cpeaHorto Terno e ouno 0.9 kg (8 pamkute Ha 0,75-1.10 kg). Ceaem
NaUMEHTA Ca 3aBLPLLKMAU NPOTOKOAA.

[lprnaranm ca KaTo MAaKCHMyM 5 HHTpaBeHO3HH HHY3INHK oT 6 mg/kg PaykoHa30n HA BCEKH 72 yvaca.
CpeaHHAT eJIMMHUHAUMOHEH NONYyKUBOT € Oun 74 vaca (Bapupaiuo ot 44 go 185 uaca) npes nbpBuA
J€H ¥ € HaMaTd1 ¢ BpEeMeTO CpeHo A0 53 yaca (Bapupawo ot 30 a0 131 vaca) Ha ceamus v no 47
yaca (gapupauwuo ot 27 g0 68 yaca) Ha TpruHaaeceTHa AeH. [1howra noa kpusara (mcg.h/ml) e 6Guna
271 (ot 173 no 383) Ha nbpBUA AEH. yBeNHUMNA Ce € cpeaHo a0 490 (B pamkuTe Ha 292 — 734) Ha
CEeAMHA H € Hamanana cpeano Ao 360 (ot 167 no 566) na TpuHaneceTus aeH. Ob6eMbT Ha
pasnpeaeneHue (ml/kg) e 6un 1183 (o1 1070 no 1470) Ha nbpBUA AEH U CE € YBEAHUYHNA C BPEMETO
cpeaHo 1o 1184 (ot 510 no 2130) na ceamus n 1328 (o1 1040 po 1680) Ha TpruHaneceTus aeH.

PapMaKOKHHETHKA NPU NAUHEHTH B CTap4E€CKa Bb3pacT

[IpoBeaeHo e papMaKOKHHETHYHO NPOy4BaHe NP 22 NauMEHTH HA Bb3PacT > 65 roAUHH.
Mony4aegalllM €AHOKpaTHa nepopaina n03a ot 50 mg paykonason. JleceT oT T€3M NalLHEHTH ca
NOJY4aBalH CbNbTCTBALLA TepanHa ¢ AUYpeTHUH. Crac € Ouna 1,54 pg/ml u e nocrurnara 1.3 vaca
cnen npuema. Cpeanara AUC e 6una 76,4 £ 20,3 pg.h/ml, a cpeaHuaT TepMuHanen noayxueort — 46,2
yaca. Te3u CTORHOCTH Ha PAapMAaKOKHUHETHUYHUTE NapaMeTPH Ca MO-BACOKH OT aHATIOTHUHHKTE
CTOAHOCTH, CHOOLIABAHHW NPH 34PaBK MAaau MbKe A00poBoAUK. EAHOBpeMEHHOTO NpunoKeHHe Ha
NRYpETHUH HE € NPOMEHHN0 CUTHHPUKAHTHO AUC nnn Cina. B nonbiaHeHHe, KpeaTHHHHOBHAT
KIHpBHE (74 ml/min), npoueHTbLT HEMPOMEHEHO NeKapPCTRO, EKCKpeTHPaHO ¢ ypyHaTa (0 — 24 4., 22%)
H HIYHCREHUAT OBOpeueH kaiupbHe Ha aykonazon (0,124 ml/min/kg) npu nauxeHTH B HanpeaHaa
Bb3pacT 00O €a MO-HHUCKY OT TE3H NPH NO-MAaau 300posonud. CleqoBarenHoO, NPpOMAHATA B
€/IMMHHUPAHETO HA GIYKOHA30A MPH NAUKEHTH B HANPEAHAIA Bb3PacT H3MIEKAA Ca CBBP3AHH C
HaMasneHa ObOpedna GyHKUHSA, XapakTepHa 3a Ta3u rpyna.

Bpbika QapMakoKHHETHKA-hapMaKOAHWHAMHUKA

[Ipx npoyuBaHHUATA BbPXY MHBOTHH HMa KOpPENaLUS MEXK1Y CTOMHOCTHTE HA MHHHMANHATA
HHxubrpaula koHueHTpauus (MIC) u edukacHocTTa cpelly eKCNEpUMEHTATHU MHKO3H B PE3YIITAT HA
Candida spp.

[IpH KAHHHUYKHKY Npoy4YBaHHA UMa NOYTH || nnHeiHa B3anmMoBpbika Mexay AUC U nosara Ha
bnyxonasona. Habmoaaeana e cbulo Taka AMpekTHA, HO HEAHHeNHHa Bpb3ka mexay AUC wnu no3ara
H YCNELWEH KIHHHYEH OTFOBOP KbM NEPOPAIHA KaHAHI03a H B NO-MaJika ¢TeneH kanauaemua. [lo
NoA0OEH HAYHH, NIEYEHHETO € NO-BEPOATHO NMPH HHPEKLUHUH, MPUUHHEHH OT LLAMOBE, 33 KOHTO
dbaykoxazon uMa no-sucoxa MIC.

5.3 IlpeaknHHHUYHH JaHHH 32 GezonacHOCT

[lpH HEKIMHMUHKTE NPOYUBAHHUA €AMO NPH €KCIIO3HULIMH, 32 KOMTO CE CUMTA, Ye ¢a B J0CTaTbYHA
CTENEH NO-roNEMH OT MAKCHMAIHATA €KCMO3MLUMA NPH Xopa, ce HabAAaBaT €PEeKTH, KOUTO NoKa3sat
MaJIKO 3HAYEHUE 3a KJIIMHHYHATa ynoTtpeda.

KaHueporeHesa

Hsama naHHH 33 kaHueporeHeH noreHuMan Ha GyKoHa30/1 NPH MHLIKH H NPH NABLXOBE
nepopaHO B NpoAbKeHue Ha 24 meceua ¢ 103K oT 2.5, 5 uau 10 mg/kg/aen (npuba
NbTH MO-BUCOKH OT NPENOPBLYBAHHTE A03H Npu xopa). [1pn MbKKH nabxoBe, TpeTHpa
mg/kg/aeH, € HabaloaaBaHO HAPacTBAHE HA HECTOTATA HA XeNaToLENYNAPEH aJCHOM.




MyTtareHesa

M1y koHa304, € HAK O€3 METADONMTHO aKTHBUPAHE, € NMOKa3ad OTPHUATENHH Pe3y/ITaTH B TECTOBE 3a
MYTAreHHOCT nNpu 4 wama ot Sulmonella tvphimurium v 8 muwn aumdom L5178Y cucrtema.
LiToreHeTHYHHU NpoyuBaHHUsa in vivo (KNETKH OT MUK KOCTEH MO3BK, Cj1€a NEPOpPATIEH NPUEM Ha
baykoHazon) u in vitro (AMMQOUNTH OT Xopa. U3N0XKEeHH Ha GaykoHason npd 303a | 000 pg/ml) e
MOKA3BaT JaHHHW 34 XPOMO3OMHH MYTALMH,.

PenpoayKTHBHA TOKCHYHOCT

OnykoHa3on, NpUIoKEH NEpopasiHO B aHEBHa J03a 5. 10 wau 20 mg/kg unn napenTepanHo 8 a013a 5,
25 uan 75 mg/kg, He noBinaBa PEPTHAUTETA HA XKEHCKH HITH MBXKKH NIBXOBE.

He ca nabawaasanm edextu Bbpxy ¢eTtyca npu 5 uau 10 mg/kg: npu ao3u o1 25 u 50 mg/kg v no-
BHCOKH € Hab/1r01aBaHO NOBUHLUEHHUE HA GeTatHuTe MaadopmaurH (NoBULLEH Opoii pedpa,
pa3wnpaBaHe Ha ObOpeuyHOTO nerenye) u 3adaseHa ocudukauus. [lpu no3uposkn ot 80 mg/kg xo 320
mg/kg e HadnioaaBaHa NOBHUIEHA eMOPUOHANHA CMBPTHOCT MPH [1BLXOBE, KaTO MandopMauuuTe
BKJTIOYBAT AePOpMHpaHH pedpa, ducypa Ha HEOLETO M HapyLUEHHS B YEPENHO-TTHLIEBATA OCH(DHUKALINA.
YCTaHOBEHO €, Y€ HHTPABEHOIHOTO BhBEXAaHe Ha 20 me/kg u 40 mg/kg e npoBoOKHpano AUCTOKHUA U
NPONOHIHPAHE Ha PaXKIaHETO MNPH HAKOIKO XKHBOTHH, HapyuieHuaTa B poaoBHs npouec,
Ha0ArAaBaHH NPH TE3U J03H, ¢a A0BENK 10 ACKO NOBUUIABAHE HA OpOs HA MBbPTBOPOIEHHTE H

HaMa 19BaHE Ha NPEXHBAEMOCTTA HA HOBOPOIEHHUTE.

BauanneTo BbpXy poaoBHa npouec NpH IIbXOBE ChOTBETCTBA HA TOBA NPH BUAOBO CNELMPHUHOTO
MOHHMABaHE HA ECTPOreHHOTO HUBO NO/ Bb3ACHCTBUE HA BUCOKHTE A03H ykoHazon. [1pH xenwu,
NEKYBaHU ¢ PAyKOHA30., He ca HabJlio1aBaHU TakKUBa XOPMOHAIHHU NPOMEHHN (BXK. TouKa 5.1).

6. DAPMALIEBTHUYHH JAHHH

6.1 CnucbK HA IOMOIHHTE BEIECTBA

KancynHo cbAbpPXKUMO:

JlakTo3a MOHOXUOpAT

LlapeBH4YHO HULLECTE

CuanuveB AHOKCHA, KONoOWAEH De3BoIeH
Marunesues cTeapar

Hatpues naypuncyndar

KancynHa oOBHBKA:
Kenatud

[laTeHT cuHbO (E131)
[IpeuncreHa Boaa
TutanoB adokcua (E171)

[leyarHO MacTHAO:

[llennak

[IponuaeH rankon

KenezeH okcua, depeH (E172)

6.2 HecbBMecTHMOCTH

Henpuaoxumo

6.3 Cpok naroanoct

3 YOIHHH

6.4 CrneuHaaHH YCAOBHSA HA CHXPAHEHHE

Ha ce cexpaHasa npu remnepatypa noa 25°C B opMruHaiiHaTa onakoska.




Ja ce na3u oT BaAara.

6.5 Buau cbabpxkasHe HA ONAKOBKATA

150 mg kancynn — 0nvcTepHm aenTH no | kancy!na, kKapToHeHa KyTua o | kancy.ia.
6.6 CroeuHaaHH NpeANaA3HH MEPKH NPH H3XBbLPJIAHE

Hama cneurHaniu N3INCKBaHUA.

7.  TNIPUTEXATEJ/I HA PAZPELIEHHETO 3A YIIOTPEBA
Exodapm Npyn AJ]

yn. Atadac Jlykos Ne29 et1.3
1407 Codua, brarapus

8. HOMEP(A) HA PAPEILIEHHETO 3A YIIOTPEBA

20030173

9. JATA HA IIBPBO PABPELIABAHE/MIOJHOBSABAHE HA PASPEUIEHHUETO 3A
YIIOTPEBA

Harva na nbvpso paspewasane: 10.03.2003
JlaTta Ha nocneaHo noaHoBsaraHe: 24.06.2008

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

sHyapu 2024




