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KPATKA XAPAKTEPHCTHKA HATBOAVETA 0o 15988

Kunt PEZ N s s Do s et Db
| o
1. HFME HA JEKAPCTBEHMS IPOIYKT I oassonia ho Ré¢/ A7/ /7{4 ! mf}'
MMKOMAKC 150 mg KancyaH, TBbPAH "_'“"" s ab / 1:‘ii.".?l:’;".‘..‘_'f.f.;f'.fff‘i;::,‘,:j'

MYCOMAX 150 mg capsules, hard

2. KAMYECTBEHH KOITHMECTBEH ChCTAB
Bceaxa Teepaa kancyna ceappxka duyxonason (fluconazole) 150 mg

TomomHo(H) BemecTRO(a) ¢ H3BECTHO ACHCTBHE

Beska TBEpAA Kancyna CeRXbpAa 35,25 mg n1akTo3a MOHOXHAPAT.

3a MBEIHKA CIHCHK HA OMOUIHHMTE BENIECTBA BHKTE TOUKA 6.1

3. JEKAPCTBEHA ®OPMA
Kancyna, Teepaa

Mycomax 150: Tebpan HENpo3payHH JKeIaTHHOBH KaTCY.TH ChC CHHBLO-3€/1€HA MOPHA YacT, TAOTO €
6400 ¢ yepeH Hagmue “MYCO 1507, chaBpKaliK 1nowrn 641 A0 HKLATCHHKAR 1Ipax, KOUTO MOFaT Ja
6B1aT KOMIIpecHpaHy BB (OpMaTa Ha MAJIKH LHTHH/IPH .

4, K/IMHHUYHH TAHHH
4.1 TepaneeTHUNE NOKAIANNA

MHKOMake € NOKa3aH NpH clnegHATe re0HYHH HHbekipn, (Bx. Touka 5.1).

MukoMakc € mokasaH OpH BE3pAcTHH 34 NCYCHHC Ha.

KpHnTokokoB MEHHHIHT (BK. TOUKa 4.4).

Koxuuanonnomukoza (Bxk. Toyka 4.4).

HnBazuBHA KaHIHZO3a

Kanano3a Ha AMraBMIMTE, BKIIOYHTENHO OpodapuHreanta, e3ohapuireantia KaHIHI03a,

KAHAMYPHA H XPOHUYHA JINTABHYHO-KOKHA KAHAHEO3A.

. XpoHHYHa opaiHa aTpodHYHA KaHAWA03a (BE3NATIEHHE Ha YCTATa B PE3YNITAT Ha 3b0HK
[IPOTE3H), B Cy4aii, ye 3-0HATa XUrHEeHa HJIH JIOKATHOTO JieueHHe ca HefOCTaTEYHH
BarunanHa kaHAK03a, OCTPA HIH PeKYPEHTHA, KOraTo JTOKAIHOTO IeYEHHE HE € MOXOAAIIO.
Kanauzosen Gananur, Koraro IOKATHOTO JIEYEHHE HeE € IOAXOAAILO.

JlepMaTOMHKO3a, BKIIIOYHTENHO finea pedis, tinea corporis, tinea cruris, tinea versicolor n
KoxHa HHexums ¢ candida, KOTaTO € NMOKA3aHO CHCTEMHO JICYCHHE.
. Tinea unguinium (onuxomuxo3a), KOTaTO CE CUMTA, Ye APYTH aTEHTH HE CA MOAXOALIH.

MukoMakc e nokasan IpH BL3PACTHH 3a opodHIaKTHKA Ha:

Pennve Ha KPHNTOKOKOB MEHMHIHT PH MAKEHTH C BUCOK PUCK OT PELIHIHB.
Pelynme Ha opodapHATreanHa nim ezoareasia KaHOHAO03a [PH NAIHEHTH, HH}
HIV w1, npH KOUTO PUCKET OT PELMAHE € IOBHILEH.

® 3a peAyumpaHe Ha 4eCTOTaTa HAa PEKyPEHTHA BarMHaNHa KaHxano3a (4 wiH I
FOJIAIIIHO)
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. IMpodunaxTika Ha KaHAWAHAZHH WHGEKINH NPH NALUMEHTH ¢ MPOXBDKHTEIHA HEYTPOIICHHS
(kaTo MAUHEHTH ¢ XeMATOMOTHIHH 310KAYSCTBCHH 3a00NaBaHKA, KOHTO ca Ha XMMHOTEpAariH
HIH NALKMEHTH, NOUIOKEHH HA TPAHCILIAHTALMA HA XEMOTNOETHYHH CTBOMIOBH KIETKH (BX.
TouKa 5.1)).

Mrxkomake e noka3aH MNpyY HOBOPOJEHH Ha TEPMHHA, KbpMayeTa, MAJIKH Jielia, Aela W IOHOLIH Ha
BE3pacT or 0 ao 17 roauHu:

MHrKoMaKce ce npuiara npH Ne4eHHeTo Ha KaHAUA03a Ha AurasunuTe (opodapyuHreanHa,
esodarHanta), HHBA3HBHA KAHAK03a, KPUIITOKOKOBH MEHHHIHTH M MPOQIIAKTHKA Ha KaHIHA03a NpH
UMYHOKOMIIPOMETHPaHH NauueHTH. MHKoMaKc MOXe 1a ce IpHIara KaTo NoAbpKailia TEpAnHs, 3a
NpeAOTBPATABAHE HA PEIMIHE HA KPHNTOKOKOB MEHHHTHT, MPH JIEUa C BHCOK PHCK OT PELIAAHB (BK.
Touka 4.4).

JleyeHnero Moxke aa 6B/ 3aNOYHATO MpPEaH Ja ¢a H3BECTHH Pe3yNTATHTE OT MHKPOOHONOTHYHOTO H
JApyruTe 1abopaTOpHH H3CIEABAHNA; BHIIPEKH TOBA, KOTATO Pe3YNITATHTE ca H3BECTHH, TepanugTa

TpAGBa A3 ce XOPHrHpa NoAXOAALIO.

TpaGBa Aa ce B3eMar nog BHUMaHHE OQHLHATHHTE MPENOPHLKH 32 NPaBUIHATA YioTpeba Ha

AHTHMHKOTHLH.

4.2 Jo3npoBka H HAYHH HA NPHICKEHHE

EOBHEOBKB

Ho3uposkara Tpa6Ba 1a ce OCHOBaBa Ha BHIA M CEPHO3HOCTTA HA rebuyHaTa HH(ekMa. Jleyenuero
Ha MHEKIHHTE, H3HCKBALIM MHOTOKPATHO npuiarake TpAoBa 7a NPOOLKH A0KATO KIHHHYHHTE
CHMIITOMH WU 1a00PaTOPHHTE PE3yNTaTH MOKAKAT, Ye AKTMEHATA MHKOTHYHA MHEKLHs €
orcTpaHeHa. HeanexksaTsa Npogb/KATEHOCT HA JIeUeHHUEe MOKE Jia AOBEAE AC pellMIHB Ha

HHexnuaTa,
Bwspacmuu
Ilokaiaugme Hosuposka IlpognLTKHTENHOCT HA
JICICHEETO
Kpantoxoko3a - Jleuenne Ha Harosapeama goza: | O6ukHOBEHO OT 6 10 8
KPHITOKOKOB 400 mg npes ceamuH. [Tpu
MEHHHTHT ObPBHA OEH JKHBOTO3aCTpALLIaBallH
Ilocnensama fo3a: | naexuny, THeBHATa J03a
200 mg no 400 mg | Moxke na 6Bae yBenHYeHa a0
BEIHBXK JHEBHO 800 mg
- lopabpkaina 200 mg BenHbkK Heonpenenexo npu gHesHa
Tepanus 3a JHEBHO Ao3a ot 200 mg
NpeaoTBpaTABaHE
Ha peLHI1B TIPH
KPHITTOKOKOB
MEHHHTHT NpH
MALKEHTH ¢ BHCOK
PHCK OT PELIHJIHB,
Koxunarongomuxosa 200 mg no 400 mg | Ot 11 meceua 1o 24 meceua
BEAHBHK JHEBHO HIH MO-TBJITO B 3aBHCHMOCT
ot naudeHTa. IIpy HAKOH
HHpexunn, ocobeno
MOXeE [T ce NP
JHEBHO.




HBBAa3HBAA KARAHA033 Hatoeapeaiia ao3a; | B o6mms cmyyait,
800 mg mpez MPeNnopLYHTENHATA
THPBHA JEH. HNPOXBDKHTETHOCT Ha
Tocnensama ao3a: | IEUSHHETO NPH KaHAMAEMHEA €
400 mg BeAHBX 2 cegMuuM Cliea DbPBR
JHEBHO OTPHLATENIEH Pe3yATaT OT
KpbBHa KYNTYpa H
OTLIYMABAHE HA CHMATOMHTE
Ha KAaHAHAECMEATA
Jlenwenne na - Opodapunreanna | Hatorapeamsa no3a: | 7 no 21 aum (1o nocturaHe Ha
KAHABA032 HA KaHaKA03a 200 mg no 400 mg | peMHCHA Ha
JHECABHIHTE Mpe3 IbPBHI JICH. opodapunreannara
Hocneapama no3a: | kauguaosa). [o-genru
100 mg no 200 mg | mepHOAN MOTAT Aa ca
BEIHBH JHEBHO HAJIOKKTEIHH NPH NALHEHTH
ChC CEPHO3HO HapylleH
UMYHHTET.
-Ezoparnanna Harosapeama go3a: | 14 ao 30 ZHH (1o MOCTHTaHe
KaHZUA03a 200 mg mo 400 mg | Ha pemucHa Ha e3odareanHara
npe3 MEPBHA EH. KaHOHA03a).
TMocnepsama go3a: | INo-gearu nepHoan Morat aa
100 mg 10 200 mg | ca HaOKHTENHY NIPH
BEJHBX THCBHO HAUHEHTH ChC CEPHO3HO
HapyIleH HMYHHTET.
-Kanauaypuas 200 mg no 400 mg | 7 o 21 anu. lo-aparu
BEAHBIK JHEBHO NepHOIH MOTAT Jia ca
HAJIOKHTENIHA NPH NalHEeHTH
CBC CEPHO3HO HapylleH
HMYHHTET.
- XpoHH4Ha 50 mg BefHDK 14 nau
aTpouyHa JHEBHO
KaHIM03a
- XpoHHYHa 50 mg no 100 mg Jto 28 aud. Moxe na ce
KOXHO-NTHIaBH4YHA BEIHBXK AHEBHO RAMOXKAT NO-ABJIIH NEpHOaH B
KaHJua03a 3aBUCHMOCT KaKTO OT
TEKECTTa Ha MHDCKUMATA,
TaKa H OT NOJJIEKALIOTO
HMYHHO YBpEKIaHe H
HHEKIHA
IIpeaorspaTnsane - Opodapunreanna § 100 no 200 mg Heonpenenen nepuox npu
HA PeNBIHB HA KaHzuao3a BEAHBXK JHEBHO MALMEHTH ¢ XPOHHYHA
JHrapHIMa wiH 200 mg 3 meTH | HMYHOCYTIPECHS.
KAHAHIO03A OpPH CEAMHYHO
andexTapanu ¢ HIV
HANHEHTH € BHCOK - Ezoarnanna 100 mg g0 200 mg | Heonpenenen nepros npH
PHCK OT penajHB KaHJH03a BEJHBXK JHEBHO NanKeHTH ¢ XpOHKHYHA
HAITH HMYHOCYTIpECHA.
wm 200 mg 3 meTR
CeIMHUYHO
l'earTanna - Octpa Barnuanaa | 150 mg
KAHAH03R KaHJua03a
- Kananaoszen
Ganauur




- Jleuenue u
NpopHUNaKTHKA HA
peLHAHBHPALIA
BarHHAIHA
kaHauao3a (4
MOBEYE EIIH300a HA
rofiiHa)

150 mg Ha BceKH
TpH AHH 0610 3
mo3u (mea 1,4, 1
7), nocneasaHH or
150 mg sennnx
CeIMUYHO
NOAABPKALLA 2034

[Mozaspxamma qo3a: 6 mecena.

JdepMaTOMHKOZH

- tinea pedis,

- tinea corporis,
- tinea cruris,

- candida
HHpEKIHH

150 mg Benunxk
cenMHYK0 HnH 50
mg BeAHBK THEBHO

2 10 4 ceIMHLIY, TEYEHHETO HA
tinea pedis MoXe na
NPOIB/DKK 10 6 cenMHLu

- tinea versicolor

300 mg 1o 400 mg

BCAHBAK CEAMHYIHO

1 no 3 ceaMHIIA

50 mg BeAHEXK
JOHEBHO

2 no 4 ceaMHLIM

- tinea umguium
{oruxomurosa)

150 mg BeqHBR
CEIMHIHO

Jleuenuero TpAOBa Aa
MPOBIDKH JOKATO
HH(EKTHPAHUAT HOKLT ce
3aMECTH (H3pacHe
uweundexrupan). [loeropunar
PacTexk Ha HOKTHTE Ha
MPBCTHTE HA PBLETE H
CHOTBETHO HA KpaKaTa
HOPMAJTHO H3HCKBA 3 10 6
mecena i 6 1o 12 Mecena.
BrnnpekH ToBa PacTEXET MOXE
Ja BapHpa CTPOro
HHIHBHIYaJIHO U B
3aBHCHMOCT OT BB3pacTTa.
Cnej ycnewHo Je4eHUe Ha
HPO,I[’E\JDKHTBIIHH XPOHHYHH
HHEKIHH, HOKTHTE
0OHKHOBEHO OCTaBaT
nediopMApaHH.

IlpodnnakTHka Ha
KAHAHN03A NpH
NANHEHTH C
NPoAbL/KHTENHA
HEYTpPONeHHH

200 mg no 400 mg
BEIHBHK JHEBHO

JleyeHHeTo TpAOBa Ja 3amoHHe
HAKOJIKO JHH [peIH
OYaKBaHATA HEYTPOIISHUA U Ja
OpOARIDKH 7 AHH clIEn
Bb3CTAHOBABAHETO Cle] KaTo
HeyTpoduiHTe ce nc;xaqa'r Hax

1000 xsreTkHM Ha mm .

ChelianHy nomynalHy

Cmapuecka gv3pacm o
Jo3posKarta TpaGea Na ce aganTHpa py3 0CHOBa Ha GeOpeunara pyHkmsa (Bx. 5Svbpeuno
yaspexcoane).

Bvbpeuno yepeowcoane
MHKOMAKC ce eKCKpeTHpa NPEMMYINECTBEHO B YPHHATA KaTO HEH3IMEHEHO AKTHBHO
KYPCBT Ha JIe4EHHE € ¢ e/IHOKPaTHA J103a, He € HeoOXOAMMO KOPHrHpaHe Ha f03aTa
[lp# maureHTH (BKMIOYHTENHO Jela) ¢ yBpeaeHa Gu0peuna GyHKIms, KoraTo ce H
NIPHAOXEHHE Ha QITyKOHA30/1, Ce 3aM04Ba ¢ MBPROHAYANHA f03a 50 mg no 400 mg, O
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npenopsruBaHaTa JHEBHA 103a CMIOPEA MOKA3aHHUETO. Cnen NMbpBOHA4YaJlHaTa HaTOBapealla 103a,
JIHEBHATa 103a (cnope,u HH,[[HK&I.[HHTC) CE onpenen no cjaeaHara Ta6JIHU,a:

KpearnunnoB kaapbac (ml/min) IIpoueHT OT NpenoOpPBLYHTEHATA 1032
>50 100%

< 50 (6e3 quanusa) 50%

Xemoauanusa 100% cnen BcAka AHAIH3a

[TaunenTuTe Ha nocTosHHa auanu3a TpaGBa aa nonyyasat 100% ot npenopkyaHara 103a e/l BCAKa
AManu3a; npe3 AHUTe, CBOOOHH OT JHAIH3a, NALHEHTHTE TpAOBa 1a MoMyyaBaT HaMaJleHa 103a B
CbOTBETCTBHE C KPEaTHHHHOBHS UM KITHPBHC.

Yeprnoopobno yepeacdane
JlaHHHTE NpH NalUKMEeHTH ¢ YepHOAPOOHO YBpeXk1aHe ca OrpaHHYeHH, MO Ta3H NPHYHHA (IIyKOHa30/1
TpAOBa /1a ce npuiara ¢ BHUMaHHe MpPH NaUMEHTH ¢ YepHOAPoOHa TUchyYHKUMA (BK. TOUkH 4.4 1 4.8).

[MeanaTpryHa NoOMyIaLus
[Tpu neauaTpuyHaTa nomyauus He OMBa [a ce NpeBMilIaBa MAaKCHMalHaTa AHeBHa A03a oT 400 mg.

Kakro MpH HOHOGHH HH(I)CKLIP[H MpH Bb3PacCTHH, NMPOJIB/IKUTETHOCTTA HA JICYEHHETO C€ OCHOBAaBa Ha
KIHHHYHHA U MHUKOJIOTHYE€H OTrOBOP. MukoMakc ce fnpuiaara KaTo €eJHOKpaTHa JHEBHA /1034.

3a neAMaTPUYHH NALMEHTH C yBpeaeHa 6b0pevHa (yHKUMS BXK. JO3HPAHETO NpH bvopeuno
yepeacoane. DapMakoKMHETHKATa HA UTYKOHA30J1 MPH MeAuaTpuyHa rnoiyaius ¢ 6p0peuna
HEI0CTATLYHOCT HE € NMPoYyeHa (3a HOBOPOAEHH, KOWTO YeCTO NMPOsABABAT MbpBHYHA OBLOpevHa
HE3PSIOCT, MOJIA BHXKTE MO-0ITY).

Kvpmauema, manxu oeya u deya (om 28 onu 0o 11 200unu):

Ilokazanune ZJlo3npoBka Ilpenopnku
- Kanaunosa Ha nuraBuumTe [IbpBOHauanHa no3a: [TbpBOHaYa HaTa /10332 MOXKE Ja
6 mg/kg ObJle W3MoNI3BaHa npe3 MbPBUA J€H
[Nocneasawa noza: 3a no-0bp30 AocTUraHe Ha
3 mg/kg BeaHbK PaBHOBECHO CHCTOAHHE.
JIHEBHO
- MHBa3uBHA KaHauI032 Jo3a: 6 no 12 mg/kg B 3aBHMCHMOCT OT TexKecTTa Ha
- KpunTokokoB MEHHHIHT JHEBHO 3abonsBaHeToO
- [loaabprkawa Tepanus 3a Ho3a: 6 mg/kg Benuex | B 3aBMCHMOCT OT TesKeCTTa Ha
NpeaoTBpaTABAHE HA PELMIMB HA JHEBHO 3a00ABaHETO
KPHITOKOKOB MEHHHIHT MPH [Ie1ia ¢
BHCOK PHCK OT PELIMIMBH
- [podunakruka va Candida npu Jo3a: 3 no 12 mg/kg B 3aBMCHMOCT OT CTENeHTa U
HMyHOKOMHPOME'THpaHH MalMHeCHTH B€IHDBK JHEBHO ﬂpOJl'bJ'DKHTeHHOCTTa Ha
npeau3BHKaHATa HEYTPONEHHs (BK.
JIO3MPOBKATA MPH BB3PACTHH)

FOnoww (om 12 0o 17 200unu):

B 3aBHCHMOCT OT TErJI0TO W pa3BUTHETO Npe3 mybepTeTa, NekapAT TpaOBa Ja NpeueHH KOs 103HPOBKa
(BB3pacTHH MM Jleua) e Haii-noaxoasma. KiIMHMYHHTE JaHHHU MMOKa3BaT, ve Je1aTa MMaT Mo-BHCOK
KIHPBHC Ha ()JIyKOHA30/1 B CpaBHEHHE ¢ Bb3pacTHuUTe. JJo3uposka ot 100, 200 u 400 mg npw
Bb3PACTHHU CHOTBETCTBA Ha I03HpoBKa oT 3, 6 M 12 mg/kg npu aeua 3a nocTUraHe Ha ¢
CHCTEMHA EKCIO3HLIUA.




ca OMMcaHu B Touka 4.8. Ako JleYeHHeTO Ha reHUTalHa KaHaKu103a npH toHowH (ot 12 10 17 roaunu)
€ HAJIOXKHMTE/THO, NpHUlaraHaTa J103MpoBKa TpaOBa /1a € ChIllaTa KaKTo MPH Bb3PacTHH.

Hosopooenu na mepmuna (0 0o 27 onu):
Hoeopoaenute otaensat daynonason 6asHo. Mma Maiiko hapMakOKHHETHYHH JaHHH, MOAKPENSIIH
Ta3u JO3MPOBKA MPH HOBOPOJEHH Ha TEPMHHA (BK. TouKa 5.2).

B'I:Z pPacroBa rpymna EOSIIEOBKS! E!pelm PBEKH

Hosoponaenu Ha TepmuH (0 1o 14 [Ceiara no3uposka mg/kg, kakro [He OuBa na ce HajaBMiaBa

IHH) NpH KbpPMayeTa, MAJIKH lela ¥ [MakcHMaiHa j103a ot 12 mg/kg Ha
neua TpaOBa aa ce npuiara Ha  [BCekM 72 yaca

BCEKH 72 yaca.

Hosoponenu Ha TepmuH (o1 15 no|Chiuara aosuposka mg/kg, kakro [He Oupa na ce HaaBuLLaBa

27 num) NpU KbpMayeTa, MaIKK €la i [MakckumanHa 103a ot 12 mg/kg na
neua TpsOBa na ce npuiara Ha  [Bceku 48 yaca

BcekH 48 uaca.

Hauun Ha TMPUIIOXKEHHE

(I)J'IyI{OHaE!OJ'I MOKE [a c€ npHUara rnepopajiHO HJIH Ype3 HHTPaBEHO3HaA HH(pYBHH, KaTo TOBA 3aBHCH OT
CbCTOAHHETO HA MaLHEeHTAa. an NMPeMHHaBaHEe OT HHTPABE€HO3€H KbM MNEPOpaIeH MbT HA BbBEK/IAHE
HITH 06pa'mo, HE ¢ HCOGXO,D.HMa rnpomMmsaHa B IHEBHATA 1034.

JlekyBawuaT nekap Tpadea a npeanuiue Hai-noaxoasuwara gapmauesTuyHa Gopma M KOJIHYECTBO HA
aKTHBHOTO BELIECTBO B 3aBUCHMOCT OT BB3pacTTa, TernoTo u aosara. Kancynnara gopma He e
npurojHa 3a ynorpeda npu kbpmayera U Manku geua. ChlUecTByBaT NepopaiHi TeUHH GOPMH Ha
(1yKOHa301, KOMTO Ca NO-MOAXOASALLM TPH Ta3H MOMyIaALHS.

Kancynure TpaGBa 1a ce mpHeMar Le/in U He 3aBHCAT OT NMpHeMa Ha XpaHa.
4.3 IlpornBonoka3aHus

CBp'bX'{}’BCTBHTeJTHOCT KbM AKTHBHOTO BELUECTBO, CXOJHH a30JIOBH CbEAWHECHHSA, HIIH KbM HAKOE OT
MOMOIIIHHTE BellecTBa U30poeHH B To4Ka 6.1.

B®3 ocHOBa Ha JaHHKTE OT MPOYyYBaHe Ha B3aMMOAEHCTBUATA MPH MHOTOKPATHO NpH/araHe,
€[JHOBPEMEHHOTO MpHiaraHe ¢ TepdeHaaut e NPOTHBONOKa3aHO NP NAaLMEHTH, NPHEMAaLIH
Mukomakc kato MHOrokpaTtHa a03a ot 400 mg THeBHO WM MO-BHCOKA. EHOBpeMEHHOTO NpHiaraHe
Ha [IpYTH JIEKapCTBEHU MPOAYKTH, yabbkaBawu QT uuTepBasia, KOUTO ce MeTaboiM3Mpar upe3
uutoxpom P450 (CYP) 3A4 kato umsanpua, acTeMH30J1, MTAMO3H/, XHHHIHH H EPUTPOMHLIMH €
NPOTHBOINOKA3aHO MPH NMaLMEHTH, NpueMaly (aykoHaszon (Bxk. Touku 4.4 u 4.5).

4.4 Cpennajuu npeaynpexieHds H NpeanasHi MepKH NpH ynorpeda

Kanauposa
IIpoyuBaHusATa NOKa3BaT NOBHILABAHE Ha YecTOTaTa Ha HH(ekuuuTe ¢ Bunose Candida,

paznuunu ot C. albicans. Te uecto ca ecrectBeHo pesucteHTHH (Hanp. C. krusei u C. auris) niu
MOKa3BaT HaMaJleHa YyBCTBUTENHOCT kKbM (nykoHason (C. glabrata). [1pu Takua HHDEKUMH
MO>Ke J1a € HeoOX0/JMMa aITepHATHBHA NMPOTHBOrbOMYHA Tepanus BCAeCTBHE HA HEYCIELIHO
neyenue. ITopaau ToBa npeanucBauIMTe IeKapy ce ChBETBAT Aa B3eMaT MpeJiBH/ YecToTaTa Ha
PE3MCTEHTHOCT KbM (UTyKOHA301 NpH pa3nuduu Buaose Candida.

Tinea capitis

@yKoHa30/1 € NPOYYBaH MPH JIEYEHHETO Ha finea capitis NpU Aeua. Y CTaHOBEHO €,
NpPeBBb3X0XKAa rpu3eody BHH W oblata ycnieBaemocT € Guna no-manko ot 20%. Iloj
Muxkomakc He 6MBa 1a ce M3MON3Ba MU tinea capilis. |
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Kpunroxokoza .
JI&HH]-ITB 3a ed)mcuoc’rra OT JIeYyeHHeTO C q)JTy](DHaISOJI l'lpH JISYEHHETO Ha I(leTI‘OKOl(OSia C pa:mnqﬂa

nokanusaiHa (Hanp. 6enonpobHa H KOXHa KPHUITOKOKO3a) €a OTPAHHYEHH, KOETO HE NMO3BOJ1ABA [1a C¢
HAINPABAT NPEHOPHKH 32 AOUPOBKATA.

E’LJ]SOKH EHNEMHYHH MHKO3H )

JauuuTe 3a epHKACHOCTTA OT JIeUCHHETO ¢ (UTyKOHA30M MPH JIEYEHUETO HA APYTH GOpMH Ha
EHACMHYHH MHKO3H KATO NAPAKOKIH/IHOMHKO3a, J'IHM(I)OKO}KHa CIOpOTPHXO03a H XMCTOIMIA3MO3a Ca
OrpaHUYEHH, KOETO He TMO3B0MIABA /1A Ce HATIPABAT MPEeNoPBKH 3a JO3HPOBKaTa.

Bubpeuna cucTeMa

MukoMakc Tpabra fa ce npunara ¢ BHUMaHKe NpH NaUHeHTH ¢ Ou0pevna nucdyHkLua (Bx. ToYKa
4.2).

Han6s6peuta HenocTaTpyHOCT

H3eectHo ¢, ye KeTOKOHA30/1 NMpHYHHABA HANOBOPeyYHa HEAOCTATHYHOCT M TOBA, MAKap H PAIKO CE
Habmonara u npu QuIyKOHA3ZO0II.

Han616pevna HeAocTaTEHHOCT, CBBLP3aHA ¢ eHOBPEMEHHOTO JICUEHHE C NIPEHH3O0NON € OTIHCaHA B
To4ka 4.5.“EdexTn Ha pIYKOHA30] BLPXY APYTH JIEKAPCTBEHH NPOAYKTH.

XenarofunuapHa cucremMa
Mskomakc TpAOBa Ja ce NpAara ¢ BHHMAaHWE [PH NALMEHTH ¢ YepHOIPOOHa AUCHYHKIUMA.

®nyxonasos ce CBBP3Ba € PEAKH CY4ad Ha CepHO3Ha YEPHOIPOOHA TOKCHYHOCT, BRTHOUHTEHO
CMEBPTHH CITy4aH, OCHOBHO ITPH NALMEHTH CHC CEPHO3HH nmoAnexalny 3abommpatud. B cmyyaunte Ha
XeNaTOTOKCHYHOCT, CBBbP3aHa ¢ (MTyKOHA30/, He € YCTAHOBEHA Bph3ka ¢ o0mara AHEBHA 1032,
NPOZBIDKHTETHOCTTA HA JIEHEHHUETO, NI0/Ta WM Bb3PACcTTA HA MalHeHTa XenaToTOKCHYHOCTTA,
cBBp3aHa ¢ (uyKkoHazon, 06MKHOBeHO € Giia o0paTHMa NpPH NPEKPATABAHE HA JIEUEHHETO.

TTaupenTy, npH KOHTO ce HabnioraBaT aGHOPMHH NPOMEHH B YepHOAPOOHHTE PYHKLHOHANHHA TECTOBE
N0 BPEME Ha JICYIEHHETO C (yKoHazon, TpabBa fa 6bJaT NpocAeNIBaHH 34 NIPOABA HA NO-CEPHOIHO
uyepHoApoOHO yepexaaHe. [TanuenTuTe TpabBa aa 6vaaT MHGOPMHUPAHH 34 CHMIITOMITE, YKA3BALIH
CEPHO3HH uepHOAPOOHH ediekTH (IHaUMMa acTeHHA, AHOPESKCHS, NEPCHCTHPAIIO raJIEHE, NOBPBIIAHE 1
ABATeRMA). JleueHueTo ¢ Qurykonazon TpaOBa He3abaBHO Aa ce MPEKPaTH # NALHEHTST Ja ce

KOHCYJITHpa C JICKap.

CLpae4HO-ChLJ0BA CHCTEMA

HAxon 2304, BKAIOUHTEHO (ITyKOHA30JM ca CBBbp3aHH ¢ yaboxasaHe Ha QT uHrepBana B
eleKTpoKkapAiorpaMaTa. OTyKoHa30k npeAN3BHKBA yabbkapaHe Ha QT upes uxubupaHe Ha noToka
Ha HOHMTE BBB BONTAXK-3ABHCHMHTE KajlueBH KaHaH (I). Yabwkapanero Ha QT, NpHIHHEHO OT APYTH
JIGKapCTBEHH NMPOAYKTH (KAaTC aMHOAApOH), MOXe Ja Obe yBenHueHO NOCpeacTBOM HHXHOMUpaHe Ha
muroxpoM P450 (CYP) 3A4. ITo BpemMe Ha NOCTMAPKETHHIOBOTO HaOJMIIOACHHE, €A YCTAHOBEHH MHOTO
PEHAKH clTyva Ha yAwDKabaHe Ha QT uHTeprana H torsades de pointes NIPH MaHEHTH, NPHEMALIH
¢ykonazon. Te3n cyyan ca BmouBany TeXK0 GOMHH NAIMEHTH ¢ MHOXECTBO CMECEHH PHCKOBH
thaxropH, KaTO HanpUMEp CTPYKTYPHM YBPEXIAHHA Ha CHPLETO, eNIEKTPOITHTHH HAPYLICHHA H
CBITBTCTBALIO JICYEHHE, KOETO MOoke Aa ¢ AonpuHacamo. [lauuenTHTe ¢ XHNOKaIeMHS H H3SBeHa
C'Bplle‘IHa HSAOCTATHYHOCT Ca ¢ NMOBHIIIEH PHCK OT IMOABa HA JKHBOTO3ACTpalllaBalllH KAMCPHH apHTMH
u torsades de pointes.

MHukoMakc TpAOBa a ce npunara ¢ BHHMAaHHWE TPH MALMEHTH C MOTEHUHAIHO MPOAPHTMOTEHHH
CHCTOAHMSA.

EanospeMeHHOTO NpuiiaraHe ¢ Rpyry jeKapcTBEHU MPOTYKTH, 328 KOMTO € H3BECTHG
QT unTeppana u KOHTO ce MeTaGomu3Hpat upes uuroxpom P450 (CYP) 3A4 e npq
Touka 4.3 H4.5).



XanodaHTpHu

XanodaHTpus yabbkasa QT UHTEpBaNa NPH PENOPHYNTENHATA TEPATIEBTHYHA 1032 H € cybcTpar Ha
CYP3 A4, o Ta3n NpHYHHA IHORPEMEHHOTO NpUIaraHe Ha (ryKkoHas3on v xanohaHTpPUH He ce
npenops4Ba (BxK. Touka 4.5).

ﬂepma’ronomqﬂn PEaKLIHH

ITo Bpeme Ha NeyeHHeTO ¢ GRYKOHAZ0M, MALHEHTHTE PALKO Ca TIPOABABANH eKCHOTUATHBHH KOKHH
peaKLiMH, KaTo HanpHMEp CHHAPOM Ha Stevens-Johnson H ToxcHYHA enHMaepManHa HEKPOIH3A.
INauenture coe CITHH ca no-ck/10HHH A2 pa3BHBAT TEKKH KOXKHH PEaKLHH KBM MHOJKECTBO
NIEKAPCTBEHH NPOIYKTH. AKO MAtMEHT, JIEKyBaH 34 OBBPXHOCTHA MEOHYHA HHEKUHA, NOTYYH
o0pHB, xoHTO MOYXKe Aa c& TLDKH Ha (nyKoHa30m, leyeHueTo TpAOBa na 6bae npexpareHo. Ako
NaLMEeHTH C HHBa3HBHA/CHCTEMHA re0uYHa MHpEKLHS nonyyar o6pus, Te TpaGsa Aa ce Habmonasar
BHHMATE/IHO H JICYEHHETO ¢ UTyKOHA30l Aa Ce IPEKPATH aKo ce MOABAT OyIO3HH JIE3HA MK
MYITH(OPMEH EPHTEM.

Crobi1aBa ce 32 feKapcTBEeHa peakius ¢ €03MHOMMIU U CHCTEMHH cumirroMy (drug reaction

with eosinophilia and systemic symptoms, DRESS).

CBPBXYYBCTBHTEIHOCT
Anadunakcua ¢ Habmo aBaHa B PeAKH CiTy4ad (BK. ToUKa 4.3).

Luroxpom P450
®nyxonazon e momeH CYP2C9 nuxuburop u ymeped CYP3A4 auxubutop. ©nykoHa3on € ChHIIo

uaxu6uTop M Ha CYP2C19. MNauueHTH, NnpHeManii €THOBPEMEHHO MHKOMAKC H IEKAPCTBEHH
NPOAYKTH C TECEH TEPANeBTHYEH HHTepBal, MeTabonusupanu upe3 CYP2C9, CYP2C19 u CYP3 A4,
TpabBa Aa 6baaT HaGmronaBaHH (K. Touka 4.5).

Tepdenanun
EnHOBpPEMEHHOTO MpHIaraHe Ha UTyKOHa30/1 B I03HPOBKH mox 400 mg axesHO H TepdeHannH Tpabea
BHHMATENHO Ja c& MOHRTOpHpa (Bx. Touka 4.3 u 4.5).

ITomolHHM BELIECTRA

Kancy::ﬂ're CBODPIKAT JIAKTO3a MOHOXMAPAT. Hauue[-m{ C peOKn HACJICACTBEHH l'lpOGJIEMH Ha
rajJlakro3ida HellOHOCHMOCT, Lapp JAKTa3¢H ,uedmuﬂ'r HAITH CNIOKO30-ralakTo3Ha Manaﬁcopﬁum HE
TpAOBa Ja MPHEMAT TOBA JIEKAPCTRO.

Tosn nexapcTBeH NPOAYKT ChABKA no-Manko ot 1 mmol Harpui (23 mg) Ha Karicy.1a, T.e. MOXC 12
Ce KaKe, 4e NPaKTHHECKH HE ChABPKA HATPHIL.

4.5 BaarmoaeiicTBHE ¢ ApYTH JieKAPCTBEHH NPOAYKTH H APYTH GopMH Ha B3aHMO/IcHCTEHE

Ednospemennama ynompeba cbe crednume opyzu rexapcmeen RPOOYKmy e RpomueonoKd3and.

Lnsanpua; uMa croOLICHHA 32 CHPASYHO-CBAOBH CHOHTHA, BKIIIOUHTENHO torsade de pointes, ipy
NALMEHTH, HA KOHMTO Ca Npunarany UIyKOHa30JI B LH3anpUL €AHOBPEMEHHO, B KOHTPOIHPaHO
npoy4BaHe € yCTAHOBSHO, 4e eAHOBpeMeHHaTa ynotpeba Ha durykonalon 200 mg eAHOKpaTHO AHEBHO
H 3anpua 20 mg 4eTHpH METH AHEBHO BOXHM [0 CHTHHHKAHTHO MOBHIICHHE HA IUIa3MEHHTE HHBA
Ha UM3anpHA ¥ yaeokasane Ha QT vHTepBana. ExHoBpeMeBHOTO NpuioxeHHe Ha GIIyKOHA30I U
LUI3aNpHA € NPOTHBOTIOKa3aHo (Bx. Touka 4.3).

TepdeHazvH: MOpaaN CEPUO3HH ChPACYHH APHTMHE, KOHTO Bh3HHKBAT BTOPHIHO B pe3ynTaT Ha
yAbmkapade Ha QTc-uHreprana npH MalHeHTH, MPHEMADIH 2300BH AHTHMHKOTHLIH 3a&1HO €

TephCHAHH, Ca MPOBSACHH MPOYYBAHMA BHPXY Te3H BlauMofelicTBHA. B npoyupane, np -
bayxonason e npunaras B n03a 200 mg THEBHO, HE € YCTAHOBEHO yADKaBaHe Ha QTC TR
JAPYro Npoy4BaHe, IIPH KOETC Ca M3MO3BaHu AHEBHH 1038 oT 400 1o 800 mg ¢pnyxon /
YCTAHOBEHO, Y€ (IIYKOHA30JI, [IPHNOKEH B J03M, PABHH WIH NO-BHCOKH oT 400 mg Ay
3HAYHTENHO MOBHLIARA MNA3MEHHTE KOHICHTPALMA Ha TeppeHaIHH, KOTATO ABETE JIf
npunarat B koMOuHauua. KoMOMHHpaHoTO npuioxkerne Ha GIyKoHazon B A03H, pas

8



BHCOKH 0T 400 mg, c TepdeHanun e npoTusonokasado (Bx. Touka 4.3.). ExHoBpeMeHHOTO
nprimkeHue Ha GyKoHa30 B 03M, MO-HHCKH 0T 400 mg AHeBHo, ¢ TepdeHanuH Tpabba
BHHAMATEJTHO Ba ceé MOHHTOpHpa.

ACTEMH30/1: €AHOBPEMEHHOTO NMPHIOKEHHE Ha (HITYKOHA30M ¢ aCTEMM30/1 MOXKE /1a MOHHXH KIHUPBHCA
Ha aCTEMH30]1. B pesynTaT noBHIEHKWTE INa3MEHH KOHLICHTPALMH Ha ACTEMH30J1 MOTAT /13 JIOBEJaT A0
yawspxasane Ha QT u penxn cnyvaun Ha forsade de pointes. ETHOBpEMEHHOTO NPHIIOKEHHE HA
duTykoHa301 1 aCTEMH30J] € IIPOTHBONOKA3aHo (BX. To4Ka 4.3).

IIMMO3MA: BEIIPEKH Y€ HE € MPOYYeHO in vitro U in vivo, eTHOBPEMEHHOTO NPHIOKEHHE Ha
(IyKOHA30 C NUMO3NA MOXe a AoBele N0 HHXHOHpaHe Ha MeTabonu3ma Ha numo3ns. [lopumenure
IIA3MCHH KOHLCHTPAUHH HAa MUMO3HA MOTaT Ja JOBEOAT A0 YABIDKABAHE Ha QT H pEIKH cliy4vaHd Ha
torsade de pointes. ENHOBPEMEHHOTO NPHJIOKEHHE Ha (TyKOHA30/1 H TMMO3M]| € MPOTHBONOKA3aHO
(kK. TOuka 4.3).

XHHH/IMH: BLIIPEKH Y€ HE € NIPOYYEHO in Vifro W in vivo, ¢qHOBPEMEHHOTO MPHIIOKEHHE HA
¢uryKoHa3071 ¢ XHHUMIHH MOXe [a JOBEAe A0 HHXHOupaHe Ha meTabomuama Ha xuHumuH. [lpunaraneto
Ha XHHHIMH € CBbP3aHO ¢ yaAwbkaBaHe Ha QT u B penku ciydau Ra forsades de pointes.
ENHOBPEMEHHOTO NMpHIOAKEHHE Ha (IyKOHA301 H XHHUIHH € NPOTHBOMOKA3aHo (BxK. Touka 4.3).

EpHTpOMMIIHH: €JHOBPEMEHHOTO NMpPHJIoKEHHE Ha (yKOHA30/1 H EPUTPOMHIMMH GH MOTJIO Ja TIOBHIIH
PHCKa OT KapAHOTOKCHYHOCT (YabiukeH QT uHTepBan, torsade de pointes) # ¢ nocieaBallia BHE3aMHa
chbpAcYHa CMBPT. EnHoBpemenHOTO Npiiioxkenne Ha QUIYKOHA30/ H EPHTPOMHLIHH €
NPOTHBONOKA3aHO (BX. TOMKA 4.3).

Ednoepemennomo npunoxcenue coc caednime Jexapcmeenu RPOOYKmMY He ce npenopvyea:

Xanodantpun: GuIyKoHa301 MO3KE 4 NOBMIUM TUTA3MEHHTE KOHUCHTPALHH Ha Xano(aHTpHH mopaau
unxubupane CYP3A4. EanoBpemenHoto npuiomxente Ha (uIykoHa30n B epHTPOMHIIHH MOXKE [a
TIOBMILIH PHCKA OT KapauoTokcHuHocT (yasnked QT uurepsan, forsade de poinfes) u BnocneacTeue
Ha BHE3aIHa CLpAeYHa CMBPT. TasH koMOMHAUKMA TpAORa Aa ce H3bArBa (BXK. Touka 4.4).

Eonospemenno npunosicenye, x0emo uUCKGA NOSUMIEHO BHUMAHUE.!

AMHOJAPOH: EAHOBPEMEHHOTO NPWIOHEHHE Ha qUIYKOHA30/ ¢ aMHOJApOH Moske Ja yAbmkH QT
HHTeppana. Heobxoaumo e noeHieHo BHAIMaHHeE, aKo CE HANAra eJHOBPEMEHHO MPUIIOKEHHE HA
¢nyKoHa3on H aMHORApOH, ocobero ¢ gukoHazon BLB BUcoKa foza (300 mg).

Eonoepemennomo npunoxcenue na credrume jexapcmeenu NPOOYKMY HANA2a NPeORUZHU MEPKU Y
adanmupane Ha 0ozama:

Edekr Ha TH JieKa SHH 11 KTH BEPX OHA30J

PrjaMnuime: €AHOBPEMEHHOTO MPHIOKEHHE Ha (yKoHa301 H pHAaMITHIMH € JOBEJIO 10
Hama/TABAHE Ha IUIOLITA NOoA KpuBaTa ¢ 25% H cKbeaBaHe Ha BPEMETO Ha MONYKMBOT Ha (UTykOoHa3ol ¢
20%. [1pu nauneHTH, KOHTO NMONYYaBaT eAHOBPEMEHHO pH$aMITHINHH 1 $ryKoHazon, TpabBa Aa ce
o6MHCITH MOBHMINABAHE Ha 03aTa HA (UTyKOHA3OIL.

TpoyuBanuaTa Ha B3aMMONEHCTBUATA MOKA3BAT, Y€ KOraTo (UIYKOHA30 32 NEPOPaNHO MPHIOKEHHE
C€ MPHEME €AHOBPEMEHHO ¢ XPaHa, MMETH/IHH, aHTHALMAH WIH clie 00TBUBaHe Ha LATI0TO TAO 34
KOCTHO-MO3bYHA TPAHCIUIAHTALMA, He ce HaGloJaBa KIWHHYHO 3HAYHMO HapylieHue Ha ab
Ha pnykoHason

Xuapoxnopotuasun: Bre eaHo apMakoKHHETHIHO MPOy4YBaHe 33 B3AHMOAEHCTR
NPHMKEHHE Ha MHOTOKDAaTHH J03H XHOPpOXJIGPOTHAZHA IIPDH 3pAaBH ,IIOSPOBOJ']I!H,
¢ykoHa3on e A0BEO A0 NOBHINABAHE HA IUTA3MEHHTE KOHLCHTPAIMH Ha Qyko



OT Ta3W BeJHYHHA HE OH TpAOBaNO fa HaNara MPOMAHA B I030BHA PEXXHM Ha qUIyKoHa30/1, [PH JIHLA ,
NpHeMAIlH eHOBPCMEHHO IUYPETHLIH.

Edekr a KOHA3071 Bb H JIEKAPCTBEHH I U

OnykoHa3oa € yMepeH HHXHOUTOp Ha upToxpoM P450 (CYP) uzoersum 2C9 1 3A4. DrykoHason
CBHILO € MOWEH HHXHOHTOP K Ha M3oen3aM CYP2C19. B nonbaHenre na HabnionasaHuTe/
JOKYMEHTHPAHHUTE B3AHMOACHCTBHA, CIIOMEHATH TO-0JTY, KMa PHUCK OT TIOBHILEHA IN1a3MeHa
KOHIEHTpaLHs Ha APYTH ChCTAaBKH, MeTabonmmanpanu or CYP2C9, CYP2C19 u CYP3A4
€AHOBPEMEHHO NPUIIOXkKEHH ¢ (UIYKOHA30I1. 3aToBa € Heo0XOAHMO MOBHIICHO BHHMAHHE NMPH
NpwiaraHe Ha Te3H KOMGUHALMH H NaUMeHTHTe TpAOBa BHHMATENHO Aa ce MOHHTOpHpaT. EdQekThT Ha
€HIMMHOTO HHXHOHpaHe Ha (IYKOHA30/ Mpogkikapa 4-5 HA cell CIIHpaHe Ha JICUEHHETO C
GTyKkoHa30 NOPaJH JBJIrHA NMOKYKHBOT Ha dnykoHa3on (BXk. Touka 4.3).

AncdeHTaHIN: MPH eAHOBPEMEHHO JiedeHHe ¢ duiykoHason (400 mg) ¥ HHTpaBeHO3eH andeHTaHHIT
(20 ug/kg) npu 3npasu noSposonum crofiHocTra Ha AUC oHa andeHTaHHA ce € MOBHLUIA 2 ITHTH,

BEPOATHO upe3 HHXHOHpaHe Ha CYP3A4. Moxe aa e HeoOXoaHMO ananTHpase Ha no3aTa Ha
andeHTAHMN.

AMUTPHITHIHH, HOPTPHITTHIHH: $NyKOHA30]1 MOBHINABA €(heKTa HA AMHTPHITTIUTHH H HOPTPHIITHIINH.
5-HOPTPHUNTHINH WHIH S-AMHTPHITHIIHH MOTaT 3 OBJaT H3MEpBAHH B HAYANOTO HA KOMOHHMpaHaTa
Tepanus ¥ clefl eana ceaMuua. Jlozata Ha aMHTPHNTHNHH/HOPTPUNITHAMH TPAOBA /1a ce afanTHpPa, aKo
€ HeobxoauMO.

Ambotepuiun b: enHospeMeHHOTO ipHiIcKeHHe Ha GnykoHason B amborepHimH b nipu
HHOEeKTHPAHH HOPMATHH K HMYHOCYTIPECHPAHH MMILKH MOKA38a CIEJHUTE PE3YNTaTH: MAIBK
AIMTHBEH aHTHMUKOTHYEH ediexT npu cucremua ungexuna ¢ C.albicans, nMinica Ha p3auMoeicTeue
OpH HHTPaKpaHHanHa HHpekiH ¢ Cryplococcus negformans U aHTATOHHIBM MEXKIY JBETE TeKapcTBa
npu cucTeMHa HHEKUHA ¢ Aspergilus fumigatus. KNHHAYHATA 3HAYHMOCT Ha PE3YATATHTE, NOAYYEHH
OT T€3H MPOY4BAHUA, HE € H3BECTHA.

AHTHXOATYIAHTH: PH MOCTMAPKETHHIOBHS OITHT, KaKTO H IPH APYTHTe a30J10BH AHTHMHKOTHYHH
CPEJICTEA, Ca NOTYYeHH ChoO1eHH 3a KbpBeHe (CY(Y3HH, €MHCTAKCHC, FACTPOHHTECTHHAIHO
KbpBEHE, XEMAaTYPHA H MeJieHa), CBBbP3aHH ¢ YABDKaBaHe Ha MPpoTpoMOHHOBOTO BpeMe NPH NALHEHTH,
NpHEMAILH SAHOBPeMEHHO dutykorason u BapdapuH. [To BpeMe Ha eqHOBPEMEHHOTO JICUEHHE C
tyxonason u BapdapiH, NpoTpOMGHHOBOTO BpeMe € GHII0 YBENHYEHO A0 2 ITHTH, Hali-BEPOATHO B
peaynTaT Ha HHxHOMpaHe Ha BapdapiHOBHS MeTabomnyem upes CYP2CY. [1pn nampienTH, npueMariy
KYMapHHOB THIT WM MHAAHEIHOHOBH AHTHKOaryAaHTH eAHOBPeMEHHO ¢ QUIYKOHA30J,
npoTpoMOHHOBOTO Bpeme TpAGBa Aa 6ble BHUMATEHO MOHHTOpHpaHO. Moke Na ce HAIOXKH
ajanTyvpaHe Ha 103aTa Ha aHTHKOaryJaHTHTe.

Benzoanazeminn (KpaTko aeicTs Hanp. MHAA30IaM, TPHA30NaM: clle/l IEPOPATHO NPHIOKESHHE
Ha MHJa30/1aM, GIYKOHA30/1 € HOBEJ JO 3HAMMTENHO YBEMHYSHHe HA KOHLICHTPALMATA Ha MHAA301aM
M A0 NICHXOMOTOPHH ehekTn. EAHOBPEMEHHOTO NMOrTEMAHE Npe3 yeTaTa Ha (mykonason 200 mg 1
migazonam 7,5 mg e yeenuawio AUC n BpemeTo Ha NONYXMBOT Ha MHAA30/aM, CLOTBETHO 3,7 IbTH
¥ 2,2 npTH. 200 mg AnepHoO (iTyKoHA30M, IPHIOXKEHH yenopeaHo ¢ Tpuasoiam 0,25 mg nepopanHo ca
yeenuawiH AUC H BpemeTo Ha NONY>XHBOT Ha TPHA30MaM, CHOTBETHO 4,4 METH M 2,3 IHTH.
IoTeHumpaHe H yAbDKaBaHe Ha eeKTHTE Ha TPHA30/1aM ca HabogaBaHH TIpH €AHOBPEMEHHO
neuenue ¢ qurykonason. Ako ¢ HeoOxoauMa eIHOBpEMEHHA TepaIui ¢ OeH30HAEIHHN TIPH
NagHeHTH, IpHeMaulH GIyKOHa30M, TpAOBa aa ce 0OMHCIM HAMAaIBaHe Ha J03aTa Ha
GenzoanasennHa, a MauueHTHTE TPAOBA A3 GBAAT MOAXOANIIO MOHHTOPHPAHH.

KapGamasenun: gurykonazon HHxuOHpa MetabonnsMa Ha xapbamazenut M e Habmon,
NOBHMINABAHE HA CEPYMHHTE HHBA Ha KapbamasenuH ¢ 30%. ColuecTByBa pHCK 3a p
KapOaMasenuHoBa TOKCHYHOCT. Moxe [1a ce HaJIOKH KOPeKIHA B A03aTa Ha Kaph
3aBUCHMOCT OT CBOTHOLISHHETO KOHLIEHTpauus/edekT.
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KajuHeBH aHTArOHHCTH: HAKOM KANMIMEBH AHTATOHKCTH (HHGEAHITHH, H3PAAUIIHH, AMITOTHIIHH,
BepanaMmii H denonunun) ce Merabonusnpar upes CYP3A4, @aykoHason HMa NoTEHIMAN 1a
TMOBHIIH CHCTEMHATA eKCIIO3HIHA Ha KallJHeBHTe AHTAroHNCTH. [IpenopbydTento € 4ecto
MOHHTOpPHPaHE Ha HEXXEIAHHTE JIEKAPCTBCHH PEAKLHH.

LienexokcHO: Mo BpeMe Ha eIHOBPEMEHHOTO NpUIokeHHe Ha GuykoHason (200 mg aHeBHO) K
uenekokcud (200 mg) C . 1 AUC Ha uenexokcu6 ce nopumasa ¢ 68% u 134% cboTBETHO.

IonoBMHATa OT A03aTa LENEKOKOCHD Moke Na 6be JOCTATHYHA KOraTo ce KoMOMHHMpa ¢ (IIyKOHA30J1.

uiodocthamua: komGHANpaHa Tepanmis ¢ HHKIopochaMua H GUTyKOHa30/ BOAM A0 NOBULICHHE Ha
OunApyOHH H KpeaTHHKH B cepyMa. KomOGuHaimaTa Moxe aa ce m3noizea, KaTo ce HMa Npeasu
PHCKA OT HOBHIIIEH cepyMeH OWIMPYOHH H KpeaTHHHH.

DeHTaHWT: ChOOIIEH eAMH (aTaneH cly4aii Ha HHTOKCHKALHA ¢ (HeHTAHHI, ABIDKaLA ce Ha
BE3MOMKHO B3aUMOZeHCTBYE Ha eHTaHmN ¢ dutykoHa30/1. B normsiHeHne npu 3apaBy J06pOBOILM €
nokasaHo, 9e (IyKoHazon 3a0aBs 3HaYMMO €NHMUHHPAHETO Ha deHTanuN. VBenHyeHaTa
KOHLEHTpaLM4 Ha (eHTaHHN MOXKE 1a JOBeAe Ko pecnHpaTopHa Aenpecus. [laupenTure Tpsabea
BHHMATENHO /Ia CE NPOC/IeNsBaT 3 OTEHIMATEH PHCK OT PeciipaTopHa nenpecHs. Moxe fa ce
HaTOKAT KOPEKI[HH Ha 103aTa Ha eHTaHun.

HMG-CoA peAyKTa3HH MHXHOWTOPH: PHCKBT OT MHONATHA W pa0A0OMHO/IN3a C¢ NIOBHINABA, KOraTo
durykoHa3on ce npunara eaHospeMerto ¢ HMG-CoA peayktazas HHXHOHTOPH, MeTabonmH3MpallH ce
upes CYP3A4, xato atopsacTaTiH U cuMBacTaTHH W upe3 CYP2C9 xato dayeacTtatvi. Axo e
HeobxoaxMa koMOMHMpaHa Tepanus, NaLHEHTHT TPAOBA Ka ce Habmo/aBa 3a CHMITTOMH Ha MHOMATHA
M pabOMHONH3A H KpeaTHHHHKHHA3aTa TpA6Ba Aa ce moHuTopHpa. HMG-CoA peayxrasnure
uHxuOKTOpH TpAGBa Na ce cnpar, ako ce HaGNoJaRa 3HAYMHMO YBe/THYABaHE HA KPEaTHHKHHA3ATa HiH
ce IHArHOCTHIHPa WM MpeAnonara MUonaTHs/pabaoMuonmza.

HopyTunnb: ymepennte uuxuburopu Ha CYP3A4 kato dhnykoHason NOBHINABAT MIA3MEHHTE
KOHLICHTPALMH Ha MOpYTHHHO M MOTaT A4 MOBHILAT PHCKA OT TOKCHYHOCT. AKO TaKaBa KOMOHHALIMA
He Moke a Obie naberHata, HaManere Josata Ha 280 mg seaHLK AHEBHO (IBe KaNCyJH) 33 BPEMETO
Ha MpHIOXKEHHE Ha HHXHOHTOpA H OCHIYPETE LUATETHO KIHHHYHO Opoc/icAsBaHe.

Heaxadiop: enHOBpeMEHHOTO NPHIOKEHHE ¢ HBaKadTOp — MOTEHLIHATOP HA TpaHCMeMOpaHHUs
perynarope Hentik, Hapeuen CFTR-nporeun (Cystic Fibrosis Transmembrane Conductance
Regulator), noeHwrasa 3 nsTH €KCOO3HLMATA HA MBAKadTOP H 1,9 IMETH eKCO3HIHATA HA
xupapokcuMeTi-usaxagrop (M1). [Ipenoprusa ce HaMaNfBaHe Ha No3aTa Ha uBakadrop no 150 mg
BEIHEK JHSBHO NPU NAUMEHTH, NpHeMalnu eaHoBpeMeHHO YMepenH CYP3 A4 urxuburopu, kato
¢nykoHa30N H EPHTPOMHLIHH.

Onanapu®: ymepenure uaxHGHTOpH Ha CYP3 A4 kaTo ¢IIyKOHA30/ NOBHIABAT ILTASMEHHTE
KOHUEHTPALIMH Ha oanapi0 — CBIETCTBAILATA UM YAOTpeba He ce mpenopb4sa. AKO koMOHHHpaHETO
HM He MOke Ja ce uaberHe, gozata oganaput na 6nae orpanrdena o 200 mg apa NETH JHEBHO.

H OCYIIPECAHTH { HATIP. KJIOCIIOPHH, CBCPONIUMYC, CHPOJIKMYC H TaK| C).

Luknocnopun: PnykoHa30/M NOBUILABA SHAYHMO KoHiieHTpauuaTa u AUC Ha umiiocnopss. Ilo
BpEME Ha CAHOBPEMEHHOTO ICUeHHE ¢ (uiykonason 200 mg AHEBHO H IMXIIOCTIOPHH

(2,7 mg/kg/nHeBHo) e HaGmogasaHo nosumenue Ha AUC Ha UMKAOCIOPUH B paMKHTe Ha 1,8 mbTH.
Tazn KoMOHHAITMA MOJKE A2 Ce M3NOA3BA, KATO C& HAMAIM A034Ta Ha MKNOCNOPHH B 3aBUCHMOCT OT
KOHLEHTPAIMATA Ha [AKJIOCTIOPHH.

Epeponumyc: Benpexkw, ue He e npoyueH in vivo i in vitro, HprykoHa30JI MOKe /1a phyy
CepyMHHTE KOHLEHTPALYH Ha eBEpONHMYC upe3 Haxubupane Ha CYP3A4.

Cuponumyc: GprykoHa30/ NOBMINABA ILTA3MEHHTE KORUEHTPAMH HA CHPOTHMYC B

uHxubupare Ha Metabormama Ha cuponimyc upes CYP3A4 u P-raukonpoTen. T g S HPE
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MO3KE /Ia Ce M3II0/I3Ba, KaTO CE aJanTHpa J034aTa Ha CHPOJIMMYC B 3aBHCHMOCT OT CBOTHOLLUEHHETO
e(eKT/KOHLeHTPaLHA.

Takponnmyc: PryKOHA30] MOKE 3 TIOBMIUM 0 5 MTHTH CEPYMHHTE KOHHEHTpalMK Ha NepopaiHo
TIPHEMAHHSA TAKPONHMMYC FIOpaad HHXUOHpaHe Ha MeTalon3Ma Ha TakpormuMyc upes CYP3A4 s
yepeata. Hama Habmopapanu 3HauuMH papMakoKMHETHYHH IPOMEHH, KOTaTo TAKPOIHMYC Ce
MpHIara MHTpaBeHo3Ho. [IOBHIIEHHTE HHBa HA TAKPOJIHMYC C€ CBBP3BAT ¢ He()POTOKCHUHOCT. Jlozara
Ha NEpPOpanHo NpHUIaraHHs TAKPONHMYC TpAOBa a C& HAMAJIM B 3aBHCHMOCT OT XOHLEHTPAUMATa Ha

TAKPOTHMYC.

Jlocapran: ®myxoxaszon nHxuGHpa MeTabonH3Ma Ha JIOCApTaH JJ0 Herosusl akTHBeH Metabomut (E-31
74), OTTOBOpEH 3a HAl-roNngMa YacT OT HEroBHA aHrHoTeH3HH-1I-peenrropeH aHTarOHH3EM 11pH
JiledeHHeTo ¢ JocapraH. [TasHeHTHTe TPAGRA MOCTOAHHO Aa HAGMONABAT KPBBHOTO CH HAJLTaHe.

MeTanoH: (DJIYKOHaBOJ'[ MOXKE Ja MOBHINH CepyMHATa KOHICHTpaIlHA Ha METAJOH. Moxe na e
Heo0XoouMo aBaOTHpaHe HA J03aTa Ha METaJOH.

Hectepountn mporupopsanamurentu cpeacrea: C o AUC Ha daypbunpodeH ce nopHmasat ¢ 23%

u 81% cpoTBETHO, KOraTo ce npHiara ¢ GuykoHa3o, B CPaBHEHHE ChC CAMOCTOATEHOTO
npHiIoKeHHe Ha Qypbunpoden. [Tonobxo, C o AUC na $hapMakonordyHo aKTHBHHA Hiomep {S-
T

(+)-ubynpoden] ce noexmuasar ¢ 15% u 82% cBOTBETHO, KOoraro qUIyKOHa30JI ce nphnara
€QHOBPEMEHHO ¢ pauemuueH ubynpoden (400 mg), B CpaBHEHHE ChC CAMOCTOATEHO MPHIOKEHHE Ha
panemuueH HOynpodeH. :

Brnpexu ge ne ¢ cnenuduyHo npoy4eH, (UTyKkoHa30/1 HMa NOTEHUHAN A3 (TOBHUIH CHCTEMHATa
excniozuuus Ha apyra HCTIBC, xonTo ce metabonusupar ot CYP2C9 (nanp., HanpokceH,
JIOPHOKCHKAM, MENOKCHKaM, AHK1opeHaK). [Ipenopbysa ce yecTo HabMONEHHE 38 HEXENAHUTE
NEeKapCTBCHH PEaKi[HU M TOKCHYHOCT, cBbp3anu ¢ HIIBC. Moxke na e HeobXoqumo ananTHpaHe Ha
mozara na HCIIBC.

Denurory; OnyKoHa3on HHXHOHPa YepHOApoOHHS MeTaboH3BM Ha leHHTOHH. EMHOBPEMEHHOTO

MHOTOKPATHO NpHaarare Ba 200 mg ¢nyxonazon u 250 mg GeHHTONH HHTPaBEHO3HO € MPEAH3BHKAIID

nosuuasaue Ha AUC, #a deHnTonH cbe 75%, nHa C . cbe 128%. TpH eAHOBPEMEHHO MPUIIOKEHHE
min

CepyMHHTE KOHUEHTPaUHH Ha GeHUTOHH TpabBa Na ce MOHHTOPHPAT, 33 Ja ce H30erHe EHHTOMHOBA

TOKCHYHOCT.

Ipennuzon: Hma croGiuenue 3a ensH cuywvaii npy HepHOAPoOHO TPaHCIUIAHTHPAH NaLHEHT, JIEKYBaH
C MpeIHA30H, KOATO pa3BHBa ocTpa HanOLOpeuHa HeIOCTATHYHOCT Clie NPEKBCBAHE HA TPHMECCUHA
Tepanii ¢ dnykoHazon. [Ipeanonara ce, 4e NMPeKsCEAHETO Ha QUTYKOHA30JI NPHYHHABA YBS/THUCHHE Ha
akTHBHOCTTa HA CYP3A4, k0oeTo BoAM J0 noeMiueH MeTaboNnssM Ha nmpeannsoH. [laimenTure Ha
MPOABLIDKMTENHO JIEMeHHe ¢ GITyKOHA301 M NPeAHH30H TpA6Ra fa GBAAT BHUMATENHO NPOC/IEAABAHU
3a HEAIOCTATEYHOCT HA HanOROpeURaTa Kopa npyu ciipaHe Ha GuryKoHas3om.

Pudabyrun: ®nykoHazon nopHINaBa CEpYMHHTE KOHLICHTPALIMA HA pH(abyTHH, KOETO BOIH 10
nosHwasane Ha AUC na pudabyrnn ¢ no 80%. Hma crobiteHus 3a yBeHT NPH NAUHEHTH, IIPH KOUTO
ce TpHJlaraHy eHOBpeMeHHO (urykoHason u pudabyTun. [Ipu koMOHHMpana Tepanus Tpabea na ce
HMaT NpeABKA CHMIITOMHTE Ha TOKCHYHOCT OT pHabyTHH.

Caxsunasup: Oiyxonazon nosamasa AUC 1 Clm Ha CAKBHHABWD CHOTBETHO ¢ MpHOMH3HTENHO 50%

1 55% nopany MHxHGHpaHeTO Ha YepHOAPOOHHA MeTabonu3eM Ha cakBHHaBHpP oT CYP3A4 u
HHXHOHpaHeTo Ha P-rnukonporentd. BaaumoaeiicTeHe CB¢ cakKBMHABHD/PHTOHARHP HeE €
moxe na 6uae no-u3paszeno. Kopexuua Ha fo3aTa Ha CAKBHHABHP MOXeE Aa € Heohxo

Cyndaunnypeiins JJekapcTBEHH NPORYKTH: YCTAHOBEHO €, Y€ (PIyKoHa301 Y,
MOMY)KHBOT Ha €HOBPEMEHHO TPHIATAHHTE NePOpaHE CyahaHuTypeHH CpeaCcTBH
XJIOpIpONaMu, TNHOEeHKIIAMHL, ITHNKH3KL, TONOYTaMua) fpH 3ApaBK A00POBOILH.
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€QHOBPEMEHHO IPHIOKEHRE Ce PenophiBa YeCTO MOHHTOpHpaHe Ha KPbBHATA 3aXap M NOAX0AIN0
HaMaJeHHe Ha A03aTa Ha CyA(paHWTypeiiHuA MPOAYKT.

Teodumun: B nnauebo-kxoHTpoNMpaHo MpoyY4BaHe 3a B3aUMOAEHCTBHE IPHIOXEHRETO Ha (IryKoHA30.
200 mg 3a 14 AHKM BOIH OO HAMAIEHWE HA CPEAHMA IIA3MEH KIMPBHC Ha TeopumHH ¢ 18%.
Iaupentrre, KOHTO NOTYYaBAT BHCOKH AO3H TEOGHIHH WA KOHTO NIOPAJM JPYTH NPHYHHM ¢a C
BHCOK PHCK OT Teo()IIHHOBA TOKCHYHOCT, TpaOBa Ja 614aT HaOmoAaBaHH 3a MPHIHALIM Ha
TeohHNHHOBA TOKCHYHOCT, I0KATO TIpHEMAT ¢urykoHazon. Tepamiara Tpabea na ce MoauduiHpa, ako
BE3HUKHAT MPH3HALUH HA TOKCHYHOCT.

Todaumrunnb: excnosuLMaTa Ha TohauuTUHKO e DoBuLIea, korato ToauHTHHUO ce NpHnara B
CBIOBTCTBALIO C JPYTH JIEKAPCTBEHH NPOIYKTH, KOHTO TIPEAM3BHKBAT YMEPEHO HHXHOHpaHe Ha

CYP3 A4, taka u MomHo HExubupane Ha CYP2C19 (Hanp. ¢nykonason). [To Tasi npHkHa ce
NpenophiBa HAMANABAHE HA X034Ta HA TOPaUMTUHHO HA 5 ME BEOHBXK AHEBHO, KOraTo ce koMOHHHpa
C TAKHBA JICKAPCTBEHH MPOTYKTH.

ToneanTan: eKCriO3HUIMATA HA TOMBAITAH € 3HAUMTENHO noruieHa (200% 3a AUC; 80% 3a Cha),
Korato TonBantaH — CYP3A4 cyGerpar, ce npunara eRHOBpemeHHO ¢ durykoHason — ymeped CYP3A4
HEHXMOMTOP, C PHCK OT 3HAYHUTEIIHO YBE/IHYEHHE HA HEXXENaHUTE PEaKIMH 0cobeHo 3HAYHTENHA
Auypesa, NeXMpaTanHs | ocTpa Gu6peuHa HepocraThuHOCT. B ciydaii Ha egHoBpeMenHa ynotpeba
Ao3aTa Ha ToNBanTaH TpAGEa Aa GbAC HaMAalleHa, KaKTo € YKa3aHo B MHPOPMAaLMATA 10
NpeANHCBAHETO 33 TOJIBANITAN, H NAIMEHTHT TpabBa yecTo Aa Ob/e MPOCNeASBaH 33 HEXKENaHH
peaKLHH, CBBP3aHH C TOJBANTAH.

Bunika ankanonny: Beripeky ye He € npoy4eHo, QUiyKOHa30/1 MOXKE 12 NORMILH NJIa3MEHUTE HHBA HA
BMHKA AKATOMANTE (HaMNp., BAHKPUCTHH H BHHONACTHH) H Aa A0BeAe A0 HEBPOTOKCHYHOCT, KOETO €
EB3MOKHO NOpagH HHXHOHpalua eekT no otHomeHHe Ha CYP3A4.

Buramun A: Hva cno6meHne npr eaMH NalpeHT, NpieMan; koMGHHKpaHa TepanHti ¢ TpaHc-
PETHHOHIHA KHCE/IMHA (KHCeTHHHa (JOpMa HA BHTaMHH A) M (TyKOHA30J1, NPH KOHTO Ca Bhb3HHKHAIH
HEJKENaHH AeKapCTBeHH peakiyH, cebp3anH cLIHC mon gopmaTa Ha nepebpaneH NCEBAOTYMOp, KOHTO
€a OT3BYYAJIH [IpH CIIHpaHe Ha neveHueTo ¢ paykonason. Tazw koMOHHALMA MOKeE [1a CE M3I0N3BA, HO
Tpabpa Aa ce MMa npeasu prcka 3a LIHC Hexenanu peakiiun.

Bopukonason: (uaxuburop Ha CYP2C9, CYP2C19 1 CYP3 A4): EnqHOBpeMeHHOTO NPHIaraHe Ha
BOpHKOHazol nepopanto (400 mg na 12 yaca npes mepeua AeH, nocaeaApany ot 200 mg Ha 12 vaca 3a
2,5 nuuj 1 drykoHazun nepopatso (400 mg nape3 mepBHA AcH, nocaeaBanu ot 200 mg AnesHo 3a 4
IuK) Ha § 3paBu foOpOBOMLM OT MBEXKHK 11071, BOAAT A0 Nopumasane Ha Cmax u AUCt Ha
BOPHKOHA30] cpeaHo ¢ 57% (90% CI: 20%, 107%) u crotReTHO 79% (90% CI: 40%, 128%). He e
YCTaHOBEHO KAKBO HAMAIIABAHE HA AO3ATA/HIIH YECTOTATa HA BOPHKOHA30M H (UIYKOHA30/ OH
STMMHHHPAJIO T031 eekT. AKo BOPHKOHA30J1 Ce MPHIara HemocpeACcTBeHo cnefl UIYKOHa30, ce
npenopruBa APOCIeANBaHEe Hi CBBPIAHHTE C BOPHKOHA30/ HEKEIAHH PeaKIHH.

3uposyann: GnykoHason nosumasa Cmax v AUC Ha 3uzoByauH ¢ 84% u 74% croTBETHO NOopanu
npuOAN3HTENHO 45% HaManeHue Ha IEPOPANHHS KIMPHHC Ha 3MA0BYIHH. TTomy:KHBOTET Ha
3HIOBYAHKH € CBIRO TAKA YAbIDKEH ¢ npubnuanTenHo 128% npu koMGHHUpaHA TepanHs ¢ ¢uiykoHa3oll.
Hamnenture, nonyvapamy Tazy komGyHaIMe, TpaOpa Ja ObaaT HaGIO/IABAHH 34 Pa3BHTHETO Ha
HEXKENAHH PEaKlHK, CRBP3aHH ChC 3HAOBY A,

A3MTPOMHLIMH: B OTKpHTO, paHIOMH3HPAHO, TPOKHO-KPBECTOCAHO Npoy4BaHe npH 18 3apasu
HoGpoBONUM € oueHeH edeKTET Ha eAUHMYHA MEpopaHa J03a asuTpoMuLlEH 1200 mg Brpxy
thapmaxOKHMHETHKATA Ha eJMHHYHA NepopanHa fo3a ¢uykonaszon 800 mg, KakTo H eeKTH
tykoHazoJ BEpXy (apMaKOKHHETHKATA Ha asuTpoMuLmH. He e yeraHOBeHO CHrHHH
(hapMaKOKHHETHYHO B3aUMOJEHCTBHE MEKIY yKOHA30/ U a3HTPOMMHIIHH.
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BbpXY XOPMOHAJIHOTO HHBO NpH npoy4saHeto ¢ 50 mg duiykoraszon, aokaTo npH 200 mg AHEBHO
TUIOLITA N0/l KPHBATA HA ETHHWIECTPATHOI H JIEBOHOPrecTpes € HapacHana choTBeTHO ¢ 40% u 24%.
Cnenoraresnto He Mo¥e Na ce OYaKBa MHOrOKPaTHO MPWIATaHKAT B TAKHBA 1034 (IyKoHA30/1 ia HMa
HeGrarompuaATeH eQekT BupXy ePeKTHBHOCTTA HA KOMOMHMDAHHTE NEPOPATHA KOHTPALCITTHBH.

4.6 @epraanTer, GpemeHHOCT H KLpPMeHe

bpemenHoct
Eano ofceppallHOHHO Mpoy'BaHe NOKa3Ba HallMYHE Ha YBE/THYEH PHCK OT CHOHTaHeH aGopT npH

JKEHH, JIEKYBAHH ¢ (IIyKOHA301 1PE3 MBPROTO TPHMECETHE.

JaHHHTE OT HAKONKO XWISAH GpeMEHHH KeHH, JISKyBaHH C KyMynaTHBHA no3a <150 mg
dmyKoHa30N, IPHIIOXKEHH NPE3 MBPBUA TPUMECTED, HE MOKA3BAT MOBHIIEHHE Ha 001MsA PHCK

ot Manpopmaiuu Ha deryca. B eqHo roisimo o6cepBallHOHHO KOXOPTHO NMPOYHBAHE
EKCIIOIHUMATA Ha NEpopalieH QUTyKOHa30. pe3 ITBPEHA TPHMECTEP CE CBBP3Ba € JIEKO

MIOBHILIEH PHCK OT MYCKYJ/THO-CKEJIETHH Man(OpMalHK, CHOTBETCTBALIK HA NPHOAMIHTETHO

1 aonbaHuTENRCH cayyYaii Ha | 000 xeHH, NeKyBaHH ¢ KyMyNaTHBHH 2034 <450 mg, B cpaBHEHUE
€ JCHH, IEKYBaHH C a30/1H 3a IOKATHO MPHJIOKEHHE, H Ha PHOIH3UTENAHO 4 JOMBIHHTENHH
cmydas Ha 1 000 skeHn, TeKyBaHH ¢ KyMyJIaTHBHU 103H Hal 450 mg. Kopurapauusr
OTHOCHTeNeH pHck e 1,29 (95% CI 1,05 xo 1,58) 3a 150 mg nepopanen daykonaszon 1 1,98 (95%
CI 1,23 no 3,17) 3a aosu Han 450 mg dnykoHazon.

Hma c100menns 3a MHOXKECTBO BPOISHH aHOMAIIHH (BKTIOMHTENHO Opaxunedanus, THCILIA3HA Ha
YUIHKTE MHJEH, FO19Ma npeAHa QoHTaHena, AedopMalmd Ha GeMypa 1 paaHO-XyMepaiHa CHHOCT032)
Npy Aeua, YHHTO Maliki ca JIEKyBaHH 3a Hali-MaKo TPH Mecena ¢ BHcoki fo3H (400-800 mg/nn.)
dumykoHa30N 3a KOKIHAHOHAOMHKO3a. Bphikara Mexay ynotpeGara Ha (UTyKOHAa301 M TE3H CHOMTHA
HE © fCHA.

IpoydYraHHMATA NPH JKHUBOTHH €A NOKA3AIH PENPOAYKTHBHA TOKCHYHOCT (BX. TouKa 5.3).

®nykoHaron B 0OHUAHHM FO3MPOBKH H KPAaTKOTPaitHo NeyeHue He TpAOBa Ja ce npunara npH
GpemeHHH, OCBEH ako He ¢ afCOMOTHO HANOKHTETHO,

®rykoHa301 BbB BHCOKH AO3H H/ANH NPOABLKHTETHH TEPANeBTHIHH CXeMH He OMBa 4a ce NpHiarar
o BpeMe Ha OPEMEHHOCT, OCBEH NPH OTEHLUHATHO ¥KHBOTO3aCTPAIABAIH HHEKITHH.

Kbpmene
OITyKOHA307 MPEMHHABA B KbPMATa H JOCTHra KOHUEHTPALMH CXOAHH HA Te3H B Ma3MaTta (BkK. TOUKa

3.2). KspMeHeTo MoXe Aa He ce cripa NMPH eIHOKPaTeH MPHEM Ha CTAHAAPTHA J103a oT 150 mg
¢ykonason. KspMeHeTo He ce penophusa np IpHeM HA MHOTOKPATHH AO3R HIH Ha BHCOKH 1034
(yxonason. [lom3nTe or KbPMEHETO 3a PAa3BHTHETO M 3[paBeTo TPAOBA 1a C& BIEMAT NpEBH] 3a8/1HO
€ KTHHMYHHTE HYXKAHM HA MaiKaTa oT QuiykoHa30/1 H a C€ ChIIOCTABAT ¢ BL3IMOKHHTE HEKENaHH
peaxkuu# oT (hIyKOHA30) TIPH KbPMAYETO KIH OT MOANEXKAIIOTO ChCTOAHHE Ha MakKkara.

PDeprHIHTET
DIyKOHA30M HE BITHAE BEPXY (PEPTHIHTETA HA MBEXKKH WM JKCHCKH [LTEXOBE (BXK. To4ka 5.3).

4.7 [EdexTr BEpxy ciocobHOCTTA 32 modHpaue A paboTa ¢ MAIIAAA

He ca npoBexnany npoyysaHmns 3a edekra Ha QUIyKOHA30N BEpXY ¢H0cOOHOCTTA 32 Io(pHpaHe H
pabota ¢ MawmHy. [TaunenTuTe Tpabea ga GuaaT npeaynpencHd 3a eBEHTYaIHA 104BA HA 3aMasHOCT

4.8 Hexeaass JeKAPCTREHH PEAKOHE
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Ha#i-qecTHTe HeKeNaHH IEKAPCTBEHH PEakuMH, 3a KOMTO ce chobuara (>1/10) ca rnapobonue,
KopeMHa GoJika, JnapHs, rafeHe, NOBPbIaKe, MOBUILEHH CTOHHOCTH Ha CepyMHATa ATaHHH
aMHHOTpaHC(epasa, MOBUINEHH CTOHHOCTH Ha CEpyMHATA acnapTat aMHHOTpaHcdepasa, noBUIICHH
CTOHHOCTH Ha ankanHata docdarasa H oGpue.
Crpo0masa ce 33 IeKapcTReHa peakLia ¢ eo3uHoGHIHA H cicTeMHu cumntoMd (DRESS) pra
BPB3Ka ¢ IEYeHHETO ¢ pIyKoHasoa (BK. Touxa 4.4).

CnenHuTE HEXEIAHH JIEKAPCTBEHH PeaKLHH ca Sl HaOMoAaBaHl M ChOOIABAHH 110 BpeMe Ha
neveHHeTo ¢ GAyKOHA30/ CBC CIeQHHTE YecToTH: MHoro vectu: (=1/10); Yecrn: (1/100 u <1/10);
Heuecrn: (> 1/1000 1 <1/100); Pegru: (> 1/10,000 u <1/1000); Muoro peaxn: (< 1/10,000), ¢
HEH3BECTHA YECTOTA (0T KATHYHHTE JAaHHH He MoXe [1a Oblic HanpaseHa OLCHKA).

TabnH4eH CITACHK HA HEXENAHHTE PEAKIMH

ucremo-opranen |[Jecrn [Hewectn IPenxa C HeM3BeCTHA
¢ eCTOTa
APYUICHHSA HA AHEeMHA ATpaHyJIOLTO34,
PLBTA B NHMHEATA neBkoTIeHWA,
HCTEMA HEYTPOIICHUA,
TpoMOOLIMTOIEHHA
pynieRHS Ha AHadrnaKcus
MYHHATA CHCTEMA
apymenns HA [Mlomwken anetut  [XunepXoaHCTEPOIEMHS,
eTaGoIHIMa H XHIEPTPHTIHLEPEMMUI,
paHeHeTo XHTIOKATIEMHA
CAXHIHH COMHOJIEHTHOCT,
apymenHs Ge3chHHE
Elapymemm Ha I'napoGonue [Ipunazsim, Tpemop
epPBHATA CHCTeMA niapecTe3us,
3amalisane,
HapYHICHHA Ha
BKyca
pyIeHHs Ha Bepruro
yxoTo o xabupunta
‘bPACTHA Torsade de pointes (Bx.
pymieHEn rouka 4.4), ybIKaBaHE
Ha QT (Bk. Touka 4.4)
TOMamHo-YpepHH A6axomuHanHa Gonka, [KoncTunaums
apymieHHS MOBPBLIAHE AHAPHA, |QMCIIENCHSA,
rageHe METEOPH3bM,
CyXO0Ta B ycTaTa
Xemaro-Omnnapan  [[lopumeHHe Ha Xonecrasa (Bxk. YepHoapoGHa
[HApymeHHs aHWH To4Ka 4.4), HENOCTATEYHOCT (BX.
MHHOTpaHcepazaTa [KEITEHHIIA (BXK. 4ka 4.4),
BAK. TOUKa 4.4), To4uKa 4.4), enaToleIynapHa
OBHINEHHE HA NOBHUIEH eKxpo3a (BXK. Touka 4.4),
CrapTaT 6ummpyGuH (BXK. enaTHT (BXK. TouKa 4.4),
HOTpaHc(epasaTa ([Touka 4.4) €MaToLeTy1apHO
BXK. TOUKa 4.4),
OBHILIEHHE HA
kannara ¢ocdaraza)

KpPLETA {BXK. TOYKA .
4)
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ADYINCHAA HA O6pHE (BXK. TOUKA exapcTeer 00pus [ToxcwdHa enHaepmanHa PJlekapcTena
0KATA H K.4) PXK. ToYKa 4.4%), €KpONK3a, (BX. ToYKa |peakuus ¢
ONKOXKHEATA THKAH pTHEApHA (BaK. 4), cMHAIpOM Ha €03HHOQMIHA 1
uka 4.4), Stevens Johnson, (Bk. [CHCTEMHH
PYPHTYC, 4ka 4.4), ocTpa CHMITTOMH
PEKOMEPHO eHEpaTH3HpaHa (DRESS)
30TABAHE K3aHTEMATO3Ha
cTyno3a (BX. TOYKa
4), excoTHATHREH
€PMaTHT, aHTHOEAEM,
K Ha JIHLETO,
oneLus
PYMCHAS HA F\duanrm
CKY./IHO-
KeJIeTHATA CHCTEMA
Che/ABHHTE/HATA
Kan
A HAPYDICHAS & YMmopa,
eKTH HA MSCTOTO Hepas3noioKeHHe,
apHIOKeHHE peTenns, Tpecka

*BIMIOYUTETHO HUKCHpaH JleKapcTBeH o0puE

IlenuaTpu4na momynauxs
XapakTepucTHKATA M HECTOTATA Ha HEXENAHHTE PEaKIMi ¥ NabopaTOpHH OTKIIOHCHHUA, otbenglanx o

BpeMe Ha NEOHATPUYHHTE KIMHHYHH H3MHTBAHHA, KATO C€ H3KTIOYH MOKA38HHETO MNEHHTAIHA
KaHJHMA03a, Ca CPAaBHHUMH C Te3H, HabMoAaBaKK NPH BL3PACcTHH,

CrobuaaHe Ha NOAOIHPAHH HEXENAHH PEaKIIMH
Cpo0blIaBaHeTo Ha NOA03NPAHH HEXEAHY PEAKLIMM CAe paspellaBaHe 3a YnoTpeda Ha NIeKapcTBeHUA

TPOAYKT € BaxHO. TOBa No3BondBa Aa MPOALIKK HAGNIOIEHHETO HA ChOTHOIIEHHETO NMOA3A/PHCK 32
NEKapCTBEHHA MPOAYKT. OT MEAHLIMHCKHTE CIELIHATIHCTH C€ W3MCKBA 1a ChOOIIABAT BCAKA
NOA03HPaHA HeXXeNana peakuus Ype3 Haneanurensa areHuns no nexapersata yi. ,.Jlamss I'pyes” Ne

8, 1303 Codua, Ten.: +35 928903417, yebeaiir: www.bda.bg.
4.9 IIpeposmpane

Hma enHoBpeMeHHH cho0IEeHHA 3a npeao3upane ¢ QUIyKOHA30 H XaMOUHHALHH H NapaHOHAHO
NIOBEJIEHUE.

B ciywait Ha npeaosupase, MOJe 1 ce TIPHIOXKH H COTBETHO CHMITTOMATHYHO JIEYEHHE (¢
TIOATEP/KAILH MEPKH H NPOMHBKA HAa CTOMAxa, ako € HeOOXO0AKUMO).

DITyKOHA30] Ce EKCKpeTHPa B I'OJIAMA CTEIEH ¢ YPUHATA; NTPEAM3BUKBaHE HA o0HIHA AHYpe3a MOXeE fa
TIOBHILH CTEMCHTA Ha eNMMHHHpaHe. Tpr-yacoBa AHAIH3a HAMANABA [UIA3MEHHTE HUBA ©
npubsmsuTenHo 50%.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapmakosuHaAMHIHE CBOHCTBA

Dapmarxomepaneemuyra pyna. aHTHMHKOTHIIA 32 CHCTEMHO NPHIICKEHUE, TPHA3ONO0BY NPOH3
ATC xon: JOZACO1

MexaHH3EM Ha AeiCTBHE
DIyKOHA30I € TPHAZONOB AHTHMHKOTHYEH areHT. OCHOBHHAT My MeXaHH3IBM Ha Agiic l§

HHXHOMpaKe Ha uuTOXpoM P-450-MenunpanoTo 14 anda-naHocTepon AeMETHIHpaHe
KOETO MpeACTaBIARa BAXKHA CTHIKA NPH GHOCHHTE3a Ha reOU4HuS eproctepon. Harp
anta-METH CTEPOIH KOPEAHPA C NOC/IEABAIIATa 3ary0a Ha eprocTepon oT KIeThYHaTa
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reOHuKHTe H OM MOTJIO /1a € NPHYKMHA 338 aHTHMHKOTHYHATA AKTHBHOCT Ha durykoHasona. PykoHazon
€ F0-CENEKTHBEH NPH MEGHYHHTE HTOXPOM P-450 ¢H3UMH, OTKOJIKOTO NPH PATHIHHM LHTOXpOM P-
450 eH3HMHM CHCTEMH npH 603aiiHHLK.

VcraHOBEHO €, ve (UIyKOHa30/ B A03HPOEKa S0 mg AHGBHO, NMpHAaraH Ao 28 JHH HE MOBIHABA
TUTa3MeHHTE KOHLUEHTPALHM Ha TECTOCTEPOH MPH MBXKE WM CTEPOHMAHHTE KOHUEHTPALHH NPH KeHH B
JeTepoana Be2pact. OaykoHa3on B Ao3HpoBkH oT 200 mg no 400 mg AHEeBHO HAMA KTHHHYHO 3HAYHM
edeKT BbpXy CHAOTEHHUTE CTCpOUAHH HHBa WiH BEpXY ACTH cruMynupaHuis oTroBOp NpH 3[paBH
A0OpoBOIUHM OT MBXKH TION. [IpoydBaHHS BBpPXY B3aMMOJECTBHETO C BHTHNHPHH NOKA3BaT, e
€JHOXPATHHTE WIH MHOTOKPAaTHH J03H ¢uTykoHa3on 50 mg He 0xka3BaT BAMAHHE BEPXY MeTabonmsma

My.

In vitro yypcTBHTENHOCT

DaykoHa30/1 MOKa3Ba AHTHMMKOTHYHA AKTHBHOCT i Vitro KbM KIIMHHYHO PasNpOCTpaHeHH BHAOBE
Candida (Bxmouurento C. albicans, C. parapsilosis, C. tropicalis). C. krusei € BpTpeInHoO
pesucTenTeH KbM (urykonason. [Tomynaunara ot nue Tin C. glabrata e ¢k cpeaHa IyBCTBHTENHOCT
(I) xpM dutykonazon. Munkumannata nuxubupama xoHueHTpauus (minimum inhibitory concentration,
MIC) u enupeMuonoru4HaTa rpaHu4Ha croiiHoct (epidemiological cut-off value, ECOFF) na
¢nykonason 3a C. guilliermondii ca no-ercoku ot Te3u 3a C. albicans. HoponoasunusT ce Bua C.
auris € ¢ TEHJSHIMA a € OTHOCHTEITHO PE3HCTEHTEH KBM (PITyKOHA30M.

drykoHaz0n NPOKBABA in Vitro aKTHBHOCT M KM Cryptococcus neoformans u Cryptococcus gattii,
KaKTO U KbM CHIEMHUHNTe IeceHH Blastomyces dermatiditis, Coccidioides immitis, Histoplasma
capsulatum u Paracoccidioides brasiliensis.

Bpb3ka M MAaKOKHHETHKA K PapMakoaBHaMHKa

[Ip# npoy4YBaHHATa BLPXY XKHBOTHH HMa KOpeal|i MEXY CTOAHOCTHTE HA MHHHMA/HaTa
HHxHOHpawa konueHTparms (MIC) u edukacHocTTa cpellly ekcrnepMMEHT&IHE MHKO3H B pe3yATar Ha
Candida spp. Ipu KIMHHYHN NPOYYBAHAA ¥Ma MOUTH 1:1 nuHelina B3auMoBpe3ka Mexxay AUC u
no3ara Ha puykonasona. Habmogapana e chino taxa JHpeKTHa, HO HeNTHHEHA Bpr3ka AUC nnu
ll03aTa H ycnelleH KITHHHYEH OTroBOP KEM Mepopania KAHAMA03a H B MO-MAKa CTeneH KaHguAeMHA.
Io noxobeH HAYHKH, NEYSHUETO € NO-MANKO BEPORTHO NPH HH}EKLHH, IPHYMHEHH OT INAMOBE, 32
KOHMTO (PITyKoHa30J HMa no-eucoka MIC.

MexanuabM/MH Ha PE3HCTEHTHOCT
Candida spp ca pa3BHIH peAnlla MEXaHH3MH HA PE3HCTEHTHOCT KBM 430/I0BH AHTHMHKOTHYHM areHTH.

PyKOHA30/1 AMA BUCOKM MHHMMATHH HHXHOMpaLlH KOHUEHTpPALHH MO OTHOIIEHHE Ha MbOHYHHTe
LIAMOBE, KOMTO ¢a PA3BHNH e/IHH WIH MOBeYe MEXaHH3MH Ha Pe3HCTEHTHOCT, KOSTD MOBITHABA
HeGnAroNpHMATHO ePMKACHOCTTA, KAKTO i# Vivo, Takd H KITHHHYHO.

Hpu obuyaiino uyscreutennu sunoee Candida Hali-4ecTO CpemaHHiIT MEXaHHFBM Ha pa3sBHTHE Ha
PE3MCTEHTHOCT BKIIIOYBA LIENIEBHTE €H3HMH Ha A30JH, KOHTO ¢4 OTTOBOPHH 3a GHOCHHTE3aTa Ha
eproctepon. PesncrewrHocrra Moxke Aa Obe NpHUMHEHA OT MyTauKUA, NOBHUICHO IPON3BOACTBO HA
€H3UM, eUIYKCHH MEXAHW3MH Ha IEKAPCTBOTO HITH Pa3BUTHETO Ha KOMIICHCATOPHH [LTHIIA.

Hwma crobiuennn 3a cynepurexiys, Npean3BHkana ot suaore Candida, pasawinm or C. albicans,
KOHTO 9ecTO HMAT OpUCHLIA HamaneHa YyBcTeuTennocT (C. glabrata) WM pe3HCTEHTHOCT KBM
dnykoHazon (Hanp. C. krusei, C. auris). [lpu Takusa uadekiun Moxke Aa € HeoOxoauma
aNTepHATHEHA OPOTHBOrEGHYHA TEpAny.
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(EUCAST ¢nyxona3zon ocHoBeH AoKyMeHT (2020)-pepeua 3; Eponefickv KOMHTET 10 H3MMTBAHE 32
YyBCTBHTEITHOCT KbM AHTHMHKPOOHH CPEACTBA, IPOTHBOTEOMYHH CPEACTBa, TabMHLM ¢ rPaHHYHH
CTOIHCTH 3a uHTepnperauus Ha MIC, sepens 10.0, B cuna ot 2020-02-04). Te ca Ounm pasaeneHH Ha
HEBMAOBO CBBP3aHH TPAHKYHH CTOHHOCTH, ONPEASICHH IJ1aBHO Ha 6azara Ha
dapMaxoxuHeTHUHK/ hapMako XHHAMHYHH AaHHH H He3aBucuMu oT MIC pasnpeseneHdeTo npy
KOHKPETHHTE BHIOBE, ¥ BHIOBO CREP3aHH [PAHHYHH CTOMHOCTH 3a BHA0OBETE, Haill-4eCTO CBBP3aHH ©
9oBeIIKH HHpekIMH. Te3H rpaHHYHH CTOHHOCTH ¢a MOCOYEHH B TAOTHIIATA M10-A0Y:

ARTHMEKOTEK BH/I0BO-CBLPIANE rPAHEYHA cToliHOCTH (SSR>) B Mg/l [Herunoso
‘ CBbLp3aHK

FPAHMYHH
A

CTOHROCTH

S</R> B mg/l

Candida Candida Candida mdida Candida Candida

albicans  Wubliniensis |glabrata ei arapsilosis _ Yropicalis

Dnykonason [2/4 D/4 0,001*/16 |- D/4 D/4 /4

S =YyscteureneH, R = PeancreHTeH

A = HeBuz0BO CBBP3aHM rpaHHYHH CTOHHOCTH Ca OMPEENEHH IiaBHO Ha 6a3aTa Ha
tapmaxokHHeTHYHH /papMaKOIMHAMHYHK AaKHA W HezaBucuMu o MIC pasnpefenen1eTo npu
KOHKpeTHHTE BHAOBE. Te ce H3noa3BaT caMo NMpH OPraHH3MH, KOHTO HAMAT KOHKPETHH IPaHH4HH
CTOHHOCTH.

-- = W3nuTBaHMATA 33 UyBCTEHTENHOCT HE ¢4 MPENOPLYUNTENHH, Thil KATO BHAOBETE HE Ca MOAXOAALIH
3a NIe4YeHHE C TO3H MPOHYKT.

*= Lenusr C. glabrata e B xateropus ,, I”. MIC cnpamo C. glabrata tpabea aa ce MATepNpeTHpPaT
KaTo Pe3UCTEHTHH, Korato ca Haj 16 mg/l. Kareropusara Ha yyscreutentoct (<0,001 mg/l) € npocto
3a n36ArpaHe Ha HenpaBWIHA Knacdukanus ka ,J” mamosere Karo ,,5” mamoBe. ,,I”- 4yBCTBHTENHH,
MOBHILIEHA EKCIIO3HIIHA: MHKPOOPTAHU3MET € KATErOPH3vH KAaTo ,,4yBCTBUTENICH, NOBHLIEHA
€KCMO3HIMA™, KOTATO UMA TONIAMa BEPOATHOCT 3a TEPANEBTHYEH YCNEX, Thi KaTO eKCTO3HIUMATA Ha
CpedCTBOTO € YBE/IHYEeHa Ype3 KOPHIHIHpaHe Ha NO30BHA PEANIM HITH 4pes HEToBaTa KOHLEHTpauKA
Ha MACTOTO Ha HHpeKuHATa.

52 d@apMAKOKHHETHYHH CBOHCTBA

DapMaKOKHHETHYHHTE CBOMCTBA Ca CXOAHH Clle] HHTPABEHO3HO HIIH NMEPOPANHO MPHIIOKEHHE.

Abcopbuns

Cnen nepopanHo npuiokeHHe GIIyKOHa30n ce pe3opOupa xobpe K IWIa3sMeHHTe KOHLIEHTPALMH (M
cHcTeMHaTa OHOHaIHvHOCT) ca HaR 90% OT KOHLEHTPALMKUTE, KOHTO C& JOCTHTAT Cjle] HHTPABEHO3HO
BbBEKARHE. AGCOPOLHATA OT TaCTPOHHTECTHHANIHHA TPAKT HE ce MIOBJTHABA NPH €AHOBPEMEHEH [IPHEM
¢ XpaHa. MakcHMaNHiTe 1a3MeHy KOHUEHTPallMH Ha INaJHo ce gocTuraT Mexay 0,5 u 1,5 vaca cnen
npuema. IlnasMeHNTe KOHIIEHTPALMH ca MPONOPLMOHATHH Ha Xo3aTa. JleBeTaeceT npoueHTa oT
CTAUHOHAPHHUTE KOHLIEHTPALMH Ce JOCTHIAT Ha 4 — 5 ieH c/ie) MHOTOKPATHO IPWIarane BEAHbK
IJuepHO. [IpunoxenveTo Ha HaToBapBalla f03a (IPe3 IBPBHA JSH), KOATO € /iBa ITHTH IO-BUCOKA OT
obHuaiiHaTa IHEBHA 1034, MO3BOMABA A0CTHraHe Ha 90% OT pABHOBECHMTE IUIA3MEHH KOHLIEHTpAllHH
Ha BTOPHA JEH Cliel HAYAN0TO HA JICYEHHETO.

Pasnpenenenue
[TpueHaHUAT 00eM Ha pasnpenenenne e 61uabk 4o 0b6ema Ha Boaara B opraHn3ma. CBEP3BAHETO C

INasMEHHTE NpoTeHHH ¢ HUcko (11 — 12 %). -

®nyxoHason NPoHHKea NoOpe BLB BCHMKH H3CIEABAHH TENECHH TeUHOCTH. KoHueHTpauu
thmyKkoHa3051 B CIOHKATA H XpadKaTa ca Gnusku N0 Te3H B mnasmara. [IpH manyeHTH ¢
MeHHHrAT KoHLeHTpauuuTe B LICT ca npubmusutenno 80% or choTBETHHTE ITA3MeE:
KOHLIEHTPaLMH.




BHuCOKH KOHLEHTPALIMH B KOXKaTa, PEBHIUABALH CEPYMHATA, Ce JOCTHIaT B CTPATYM KOPHEYM,
emuepMuc-aepMa H notta. OaykoHason KyMmynupa B cTpaTyM kopHeym. I1pu nosza 50 mg AHEBHO
KOHUEHTpauusTa Ha dutykoHason cienl 12 auu e 73 ng/g M ceaeM AeHa ciel MpeKpaTaBaHe Ha
neveHKneTo ¢ ee owe 5,8 pg/g. Ipu gosa 150 mg BeAHBK CCAMUURO KOHIIEHTPALIMMTE HA
¢aykoHa3on B cTpaTyM KOpHEYM Ha cenMus AeH ca 23,4 ug/g v cLOTBETHO celieM JIHH ClIEA BTOpaTa
Hoza ca Bee owe 7,1 pg/g.

KoHuenTpaumaTa Ha ¢sryKoHa30 B HOKTHTe cliell 4 Mecenia JiedeHue NpH 103a 150 mg BeaHbK
CeAMHYHO € ChOTBETHO 4,05 1g/g npu 3apasw u 1,8 pg/g npH GonHu HokTH. KOHUEHTpain Ha
($hnykonazon ce H3MEPBAT B HOKTHTE M LIECT MeCela e/l MPHKTIOYBAHE HA IEYEHHETO.

bu OpM

®iyxoHason ce MeTabonusupa B MHOTO Maka cteneH. CaMo 11% oT panquoakTHBHATa A03a Ce
€KCKPETHpaT MPOMEHEHH B ypuHara. ®AyKoHa30n e cejleKTHBeH HHXHOHTOP HA Ha H30EH3HMHTE
CYP2C9 u CYP3A4 (Bx. Touka 4.5). DiIyKoHA301 € CHINO Taka HHXHOHTOp Ha i3oensuM CYP2C19.

EniMunnpane
ENHMUHAIMOHHHAT NOMYKMBOT B IU1a3MaTa 3a (u1yxoHason ¢ npubnnsuTenHo 30 yaca. OCHOBHUAT

NLT Ha exckpelwa e 6b6peunns, kato npuGHanTenHO 80% OT MpHeTaTa 1032 Ce eKCKpPeTHpa
HEMpoMeHeHa B ypHHaTa, KnuprHCBT Ha duIyKOHA30N € MpONOpPUMOHATIEH HA KIHPBHCA HA
KkpeaTHHHHA. HAMa naHHu 3a MerabonnTH B KpHBOOOPBIICHHETO.

JBAroro Bpeme Ha NONY)KHBOT CH30aBa NMPeROCTABKH 33 ieUeHHE HAa BArMHANHATA KAHAMA034 C
€IHOKpaTHa J03a, a 33 JICYEHHE Ha OCTAHAIINTE MHKO3H — C eJHOKPaTeH NHEBEH H eJHOKPaTeH
ceIMHYEH TIPHEM Ha JIEKAPCTBOTO.

®apmakoknHeTHKa Npu 650peuso yBpexkaaHe
[1p# naumenTtn ¢ Texka 6uOpeuna HepoctarbyHocT (GFR< 20 ml/min) Bpemero Ha nony KHBOT ce

yBesm4aea ot 30 Ha 98 waca. B pesynrar Ha ToBa ce Hanara noHwkKaBaHe Ha nosara. QIyKOHA30J1 ce
OTCTpaHsABa HpPe3 XeMOAHANN3A U B TIO-MAJKA CTETIEH uPe3 nepuToHeanHa AHannsa. Oxono 50% ot
¢iTyKoHa301a ce eTMMHHMPAT OT KPLBTA CAel 3 YacoB KypC Ha XeMOJHAIHIA.

DapMaKOKHHETHEA NPH KEPMEHE

B enno dapMakoKHHETHYHO NpoyuBaKe NPH JAECET KbPMEILH KeHH, KOUTO BpEMEHHO WY 34
FIOCTORHHO Ca CMPE/IH KBPMEHETO Ha CBOHTE AEIia, Ce NMPaBH OLIEHKA Ha KOHLEHTPaLMHUTE Ha
(ITyKOHA30J B IU1a3MAaTa M B MAYHHOTO MITAKO 3a 48 yaca cren egusiMyHAa no3a 150 mg gpnykoHaszon.
DyKoHa3oN ce OTKPHBA B MAHYHHOTO MIIAKO B CPeIHA KOHLIEHTpaLMa npubnuzutenno 98% ot Tasu B
MaifunHaTa iasMa. CpeqHMaT MK Ha KOKUCHTPALHATA B MaifuHHOTO Mistko € 2,61 mg/l 5,2 yaca
cnen npueMa Ha Aao3ata. QuakpaHaTa JHEBHA 1033 (UTyKOHA301 32 KbPMaveTo 0T Mali4HHOTO MITAKO
(nprema ce, 4e cpeHaTa KOHCYMauUa Ha Masko € 150 ml/kg/nex) na 6a3a Ha cpeJHHA UK Ha
KOHLEHTpauHaTa B Maskoto e 0,39 mg/kg/nen, kosaro e npubmusurento 40% or npenopryranata
HEOHaTa/IHa 1034 (BB3pact < 2 cepmuuy) HaH 13% or npenophusanarta 1034 33 KbpMUeTa 32
KaHAKZO3a Ha TUTaBHITHTE.

DapMakoKHHETHKA NIPH JIela
OueHenn ca papMaKOKHHETHYHH QAHHH, MOxy4eHH OT 113 NMeauaTpH4HH MALHEHTH E PAMKHTE Ha 5

NIpOY4BaHHA; 2 NpOYYBAHHA C IPHIIArAaHE Ha €IHOKPATHA 1032, 2 NpOYyYBaHHS C MPUIATAHe HA
MHOTOKpaTHaA 032 H €JHO NPOYuBaHe NPH HEOHOCEHH HOBOpOAeHH. JIaRHHTE 0T eAHO oT
NPOYUBAHHATA HE MOTAT A C& HHTEPIIPETHPAT NOPALH TIPOMEHH B CHCTaBa 1O BpeMe Ha MPOYYBAHETO,
JlOmBNHHTENHY JAHHH Ca HATHYHE OT [POyYBaHe ¢ MIWIOCHPIHA L.

Cnen npunarase Ha 2-8 mg/kg ¢nykonason npu gena Ha BL3pacT ot 9 Mecena o 15 roaHH
yctanoseHa AUC ot okomo 38 pg.h/ml npu nosupoeka ot 1 mg/kg. Cpenuuar enumu QysFno . ff?‘ ‘
TIOMY KHBOT OT IL1a3MaTa ¢ papupan Mexay 15 u 18 1aca, a obeMsT Ha pasnpenene ";lg,, S
npubnusnrenso 380 ml/kg cnen npunarade Ha muorokpaTHu gosu. Cnen npuiar: Klta N\ 3
N03a € yCTAHOBEHA NO-TONAMA CTOHHOCT Ha e/TMMHHAIMOHHMS NIOJTY>KHBOT OT IUL
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yaca. ToBa e cpaBHHMO ¢ MOy KHBOTA C/E] eAHOKPATHO NprnaraHe Ha 3 mg/kg i.v. Ha qeua ot 11
nHu go 11 mecera. OBeMET Ha pasnpene/icHHE Ha Ta3d BH3PacTORA TPyna € okono 950 mlkg.

OnuTsT ¢ GIryKOHA30) IPH HOBOPOJICHH € OrpaHKWYeH A0 (apMakOKMHETHYHUTE NPOYYBAHHA MU
npekaeBpeMeHHo poneny. CpenHaTa Bb3pacT NpH NpHIaraHe Ha IrbpBa 103a, npu 12
NpeXAEBPEMEHHO POICHH Ha NPUOTH3KTENHA FeCTALMOHHA Bb2pacT oT 28 ceAMHIM, e 6una 24 yaca (B
pamkuTe Ha 9-36 uaca), a cpeaHoTo Terio e Guno 0,9 kg (B pamxure Ha 0,75-1,10 kg). Cenem
TalMEeHTa Ca 3aBbPINITH NPOTOKONA;

Iprnarany ca KaTo MakCHMYM 5 UHTpaBeHo3H# uHGY3HH OT 6 mg/kg GmykoHazon Ha BcekH 72 yaca.
Cpennuar nomyxueot e 61 74 uaca (Bapupaitio ot 44 xo 185 yaca) npes IepBHA JEH H € HAMANAJIO €
BPEMETO CPeiRo A0 53 uaca (BapHpaitio ot 30 go 131 yaca) #a ceamua 1 Ao 47 waca (papupauo ot 27
no 68 yaca) Ha TpuHaaecetus AeH. [Inomrra nox kpusara (meg.h/ml) e 6una 271 (ot 173 go 385) Ha
IBPBHA JIEH H ce € YBeJTHIHNAa cpeano ne 490 (B pamkure Ha 292 — 734) Ha ceAMHA U € HaMaTAna
cpeano ao 360 (ot 167 no 566) na Tpunaaecetns aeH. OGeMET Ha pasnpeaencHye (ml/kg) e 6un 1183
(ot 1070 no 1470) Ha nbpBUS AEH U CE © YBen M ¢ BpeMeTo cpearo Ao 1184 (ot 510 xo 2130) Ha
ceamus | 1328 (ot 1040 o 1680) Ha TpuHaneceTHs AcH.

DapMakOKHHETHKA NPY NALMEHTH B cTApYecka Bh3pacT

FIposeneno e hapMaKOKHHETHYHO NPOYYEaHe NpH 22 MaltHeHTH Ha BB3PACT > 63 FOAMHH,
noMy4aBally eIHOKPaTHA nepopanHa Aos3a or 50 mg pnykonason. Jlecet oT Te3u NAIMEHTH ca
noNy4aBan# ChIIbTCTBALLA TEPANHA C Y PETHIIH. me ¢ Ouna 1,54 ug/ml 1 e nocTraara 1,3 yaca

cnen nprema. Cpesnara AUC e 6una 76,4 + 20,3 pug.h/ml, a cpeiHHAT TepMHHAIEH NOMYKUBOT — 46,2
gaca. Te3u cToiHOCTH HA (JapMaKOKMHETHUHHTE TTApaMETPH €2 NO-BKCOKHM OT AHAJIOTHYHHTE
cToHHOCTH, CHODLIARAHH NMPH 3ApaBH MIATH MBxke-100poBoni. EZHOBPEMEHHOTO NPHITIOKEHHE HA
ZUypeTHIH He € npoMennuno curuipukantHo AUC mnu C.m' B joneIHEHHE, KPEATHHHHOBHAT

KIMpPEHE (74 ml/min), NPOLEHTHT HEMPOMEHEHO NIEKAPCTRBO, eKCKpeTHpaHo ¢ ypuHaTta (0 — 24 u., 22%)
H H3uucneHuAT 6u6peueH wHMpBHE Ha dmykoHazon (0,124 ml/min/kg) NpH nalHeHTH B HanpegHaNa
BB3PAcT 0010 ca NO-HHCKH OT TE3H NPH NO-M1aJH A00poBOLH. CleIoBaTENHO, NPOMAHATA B
€TMMHHHPAHETO Ha (UTYKOHA30J [PH NAUMEHTH B HANPE/THANIA BH3PAcT H3LJIEKAA Ca CBbP3aHH ¢
HamaneHa 6n0peuHa ¢iyHKIMA, XapaKTepHa 32 Ta3H rpyna.

5.3 Ilpeaxnanuypd JAHHHA 33 6e300aCHOCT

IIpx HEKNMHHMHHTE H3MUTRAHUA CAMO NIPH SKCTIO3HLIMH, 32 KOHTO CE CHMTa, Ye Ca B A0CTATEYHA
CTemneH NO-TOIEMH 0T MAKCHMATHATA EKCHIO3HLMA NP Xopa ce Habonapat edexTH, KOHTO MOKa3BaT
MaJIKO 3HAUCHHE 32 KNWHWYHATA yroTpeba.

@gggﬂoremmcr

Hsama nannu 3a KaHneporeHeH MOTEHLHAT Ha (ITYKOHA30J1 MPH MUEUKH H TIPH ILTEXOBE, TPETHPAHH
nepopanHo B NpoAbiukeHue Ha 24 Mecewa ¢ 103H ot 2,5, 5 win 10 mg/kg/mn. (mpubnusurenso 2 —7
ITBTH NO-BHCOKH OT NPeNopbYBaHHTE J03H nmpx xopa). [Ipi MBXKH [UTEX0BE, TPETHPAHH C J H

10 mg/kg/neH, e HabmonaraHo HapacTBaHE Ha YECTOTATa HA XENATOLENYIApEH aJCHOM

MyTareHHOCT
DyxoHa3om, CbC HIH Ge3 METa0OAWTHO aKTHBHPaHE, € MTOKA3al OTPHLUATEHH Pe3yITaTH B TECTOBE 32

MYTAareHHoCT Npu 4 mama ot Salmonella Typhimurium v B muumm namdom L5178Y cucrema.
I{a#roreneTaniTe NpoyuBaHyA 7 vivo (KJIETKH OT MHLIH KOCTEH MOIBK, C/Iefl HepopancH MpHeM Ha
dnyxoHazon) u in vitro (amoLHTH OT XOpa, HanokeHH Ha durykonazon npu no3a 1000 pg/ml) ne
MOKA3BAT AaHHH 32 XPOMO3OMHH MYTallHH.

PenponykTHeHA TOKCHYHOCT
OykoHa300N, NPUIOXKEH NIEPOPATHO B AHEBHA A03a 5, 10 wu 20 pg/kg unn napexrepand

wiH 75 mg/kg, He noenussa GepTUANTET HA IKEHCKH WM MBHKKH IUTHXOBE.

He ca nHabmonasanu edextn BEpXy detyca npu 5 v 10 mg/kg; npu aosuor25 8 5
BHCOKHM € Ha0moaasaHo noeauende Ha Geranuure mandopmauuu (nosumeH 6poi

20



pasmupaBaHe Ha 6BOpeuHOTO Nerenye) U 3abasena ocudukauua. [Tpu nosuposxu ot 80 mg/kg 1o
320 mg/kg e nabnrogaBaHa NoBAIIEHA eMOPHOHAIHA CMBPTHOCT NPH ILTEXOBE, KATO Maln(opMauuuTe
BKTIOUBAT Jedopmupan pebpa, drcypa Ha HefueTo H HapyIlIeHHS B YePENHO-THNERATA OCH(pUKaLMA.
VeTaHoBeHO ¢, 4e npunaraHeto Ha 20 mg/kg nepopanHo BoxH A0 Aeko 3abaBaHe HA HAYAIOTO Ha
POIMIUTHUA [IpOIIEC, 2 HHTPABEHO3HOTO BhBekAaHe Ha 20 mg/kg u 40 mg/kg e MpOBOKHPaNo AHCTOKHMA
H NPOJIOHTHPAHE Ha PaskKJaHeTO NPH HAKOIKO YeTHPHHOTH 3kHBOTHH. Hapyimennara B poaosus
nponec, HabMOAaBaHH NMPH TE3H [103H, ¢a AOBEIH JI0 JIEKO TOBHIHIABAHE HA OpOs HA MBPTBOPOJCHHTE
H HAMAIABAHE Ha NPEKMBAEMOCTTA Ha HOBOPOAECHHTe. BIMaHHETO BBPXY POMH/IMHS IPOLIEC
CHOTBETCTBA HA CIIEUH(HIHO 32 pa3NMYHHTE BUIOBE MOHHXKABAHE HA ECTPOTEHHOTO HHEO MO
Bh3/icHCTBHE Ha BHCOKH /1031 (ykoHaszo1. [IpH jkeHn, leKyBaHH ¢ qurykoHason, e ¢a HabnoIaeaHu
TAKHBA XOPMOHAITHH MPOMEHH {BXK. TouKa S5.1).

6. DPAPMANEBTHYHH JAHHHN

6.1 CoHechbK HA NOMOIIHATE BEIECTRA

JlakTo3a MOHOXHMApPAT

IIpexxenaTHHH3HPAHO LAPEBHYHO HEILECTE

CHIIHIHEB AHOKCH], KOMIOHAEH He3Boed

Hartunpes naypun cyngar

MarHe3ueB creapar

TuaTaHOB THOKCHI

Kenatun

MarenT cuHBO V

YepHo MacTHITO

6.2 HecbpBMecTHMOCTR

Henpunoxumo

6.3 Cpok 5a roauocr

3 roaMHu

6.4 CroenEaanH ycJIOBEA EA ChLXpAREHHE

JlekapcTBEeHMAT NMPOAYKT HE HIUCKEA CTICLMANHH YCJOBHA HA CHXPAHEHHE.
6.5 anpa 3a omaxkoBkaTa

Buja onakoska: Bmucrep PVC wnn PYC/PE/PVDC, anyMHHHEBO (OITHO, THCTOBKA H KAPTOHEHA
KYTHA.

KonuuecTro B | onakoBka: 1 unu 3 kancynx

He BcH4kH BMROBE OMAKOBKH MOTaT Aa GbaaT mycHaty B npoaakda.

6.6 Crhenua/AH NPeANA3HH MEPKH NPH H3XBHDJIAHE

Hama cnenuansy HIHCKBaHHA.

7. NIPHTEXATEJI HA PAIPENIEHHUETO 3A YIIOTPEBA

Zentiva k.s.

Dolni Mecholupy 130
10237 Prague 10
Yemxa Perrybnuka
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8. HOMEP HA PA3PEILIEHHETO 3A YIIOTPEBA

Per. Ne 20010433

9. JIATA HA ITBPBO PA3ZPEIIABAHE/ HOAHOBABAHE HA PASPEIHIEHHUETO 3A
YIIOTPEBA

Hara Ha mepBo paspemagane: 02.05.2001

Jlata Ha nocaeaHo moaHoBABaHe: 31.08.2011

10. JATA HA AKTYAJTA3HPAHE HA TEKCTA

30.03.2021 r.
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