KPATKA XAPAKTEPUCTUKA HA IMTPOAYKTA

A2 10533

1. MME HA JIJEKAPCTBEHHS ITPOYKT 22928 Lh-09- 0%

MHUKOMAKC 150 mg kancyJii, TBbpPAH
MYCOMAX 150 mg capsules, hard

2. KAYECTBEH U KOJIMYECTBEH ChbCTAB
Beska TBbp/a Kancysa cbabpka pnykonason (fluconazole) 150 mg

[loMouHO(K) BeLLECTBO(a) C H3BECTHO AEHCTBUE
Besika TBbpAa Kancya cbabpka 35,25 mg JIakTO3a MOHOXH/IpAT.

3a MbJIHUA CITUCHK Ha MOMOIIHUTE BEllleCTBa BUXKTE TO4KaA 6. |

3. JIJEKAPCTBEHA ®OPMA
Kancyna, TBbpaa
Mycomax 150: TBbpAM HENPO3paYHH KEJTATUHOBH KAICYJIM ChC CHHBO-3€JIEHa rOpPHAa 4acT, TAJIOTO €

Osu10 ¢ uepen Haanuc “MYCO 1507, cbabpkaimy NoYTH 01 10 KBJITEHUKAB MpaxX, KOUTO MOrar Ja
ObaaT KOMIMpEeCcHpaHHU BbB (hOpMAaTa Ha MaJIKU LIMLJIMHJIPH .

4. KJIUMHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHA
MuKOMaKC € MoKa3aH NMpM ClAeAHUTE MribOMYHU HH(PEKUMH, (BXK. TouKka 5.1).

MuUKOMAaKC € NOKa3aH MpH Bb3PACTHH 3a JICYEHUE Ha:

® KpHUIITOKOKOB MEHUHIHT (BXK. TOYKa 4.4).

® KokuuauouioMHKO3a (BXK. Touka 4.4).

® MuBa3uBHA KaHOU1034a

® Kanauao3a Ha TMraBuildTe, BKJIKOYUTEIHO OpodapuHreanta, e3ogapMHreajiHa KaHau103a,
KaHAMIAYPHSA U XPOHHYHA JIMTABUYHO-KOXKHA KaHK103a.

® XpoHH4YHA OpajiHa aTpopuyHa KaHAK103a (Bb3MaJIeHHe Ha ycTaTa B pe3yJiTaT Ha 3b0HH
NpOTE3H), B ClIy4yaid, 4e 3b0HaTa XUrueHa WM JIOKAJTHOTO JIeYeHHe ca He10CTaTbYHH

® BaruHaiHa KaHaua03a, OCTpa WM PEKYPEHTHA, KOraTo JIOKaJIHOTO JICYHEHHUE HE € MOAXOASO.

® Kanaupo3eH 0ajaHUT, KOrato JIOKaJIHOTO JIeYEHHE He € MOAXO0/IA1110.

® JepmaToMuKo3a, BKJIIOYMTEIHO finea pedis, tinea corporis, tinea cruris, tinea versicolor u
KoXxHa UHeKUHs ¢ candida, KOraTo € rnoka3zaHo CUCTEMHO JICYEHHeE.

@ Tinea unguinium (OHUXOMUKO3@), KOraToO C€ CUUTA, Y€ JAPYrHA areHTH HE ca MOAXOISLIM.

MHUKOMAKC € MoKa3aH MpH Bb3PACTHU 3a NPOdUIAKTHKA Ha:

» PeuyuB Ha KPUNTOKOKOB MEHMHTHT NPH NALMEHTH C BUCOK PUCK OT PELMIMB. < .

e Peuuaus Ha opodapuHreasHa win e3odareaHa KaHAMA03a MPH MALMEHTH, @q‘,}c—rﬂ ; e, N\
HIV WK, npy KOMTO PUCKBT OT PELIM/AMB € IMOBHILIEH. {Sz;: .-f“ : ‘;Tr i, y

s 3a peslyLMpaHe Ha 4ecTOTaTa Ha PeKypeHTHa BarMHAJIHA KaHn/103a (4 Wil Hoeye emmsdna
FOMUIHO) = | Sprel i |



. [TpodunakTHka Ha KAHAHAWA3HH HHOCKLHHK NPH NALMEHTH ¢ MPOABIDKHTETHA HEY TPOTIEHHS
(KaTO MALMEHTH C XEMATOJIOrHYHH 3JIOKAYESCTREHH 3a00/19BaHHA, KOUTO €& Ha XMMHOTepanus

. MITHM MAUMEHTH, MOAIOKEHH HA TPAHCIVIAHTALIUA Ha XEMOTIOSTHYHH CTBOJIOBH KJIETKH (BX.
TOYKA 5.1)).

MHKOMAaKC € 110Kka3aH [MpH HOBOPOAECHH Ha TEPMMHA, KbpMaueTa, MANkKH ieua, Aela H IOHOUIH Ha
BB3pacT ot 0 10 17 roaAuHu:

MukoMaKkc ce npWiara Npy Je4eHHETO Ha KaHAK03a Ha nuraBHUKTe (opodapuHreanya,
e3odarvania), MHBa3WBHA KAHANI03a, KPHITTOKOKOBH MEHHHIHTH H MPOQHIAKTHKA Ha KAaHOWA03a NpH
MMYHOKOMIPOMETHPAHH NAalHeHTH. MHKOMaKC MOXE a C¢ MpHIara KaTo MoAAbpXKaila Teparnuii, 3a
MPeAOTBPATABAHE HA PELHAKB Ha KPHITTOKOKOB MEHHHIHT, MPH 1A C BHCOK PHUCK OT PELMAMB (BXK.

Touka 4.4).
JleyeHHeTO MOXKE 12 b€ 3aMOYHATO NMPEAU 1A Ca U3BECTHH pe3yATaTHTE OT MUKPODHONIOrHYHOTO U

Apyrute 1abopaTOpHH H3CHEABaKUs; BBHIPEKH TOBA, KOraTo pPe3yJITaTHTE Ca U3BECTHH, TEpanUiTa
TpaOBa Ja ce KOpHIHpa MOIXOAALLO.

Tpabea na ce B3eMat noj BHUMaHNe O(ULIMATHHTE [IPENOPBKH 3a NpaBUIHATA YIIOTpeda Ha
AHTMMHKOTHLH.

4.2 o3upoBKAa H HAYHH HA NPHJIOKEHHE

EGSHMB!{H

Ho3upoBkara TpsaOBa f1a ce OCHOBaBa H2 BUAA H CEPHO3HOCTTa Ha MbOMYHAaTa HHGeKLHA. JIeyeHneTo
Ha MH(EKLHHTE, H3UCKBAIIY MHOTOXpATHO npuiaraHe Tpabea 1a NpOABIDKU JOKATO KIIMHHYHHUTE
CHMITTOMHM MM JTaOOPaTOPHHUTE PE3YyJITaTH MOKAXKAT, Y& AKTHBHATA MUKOTHYHA HHEKIUS €
orcTpaHeHa. HeagekpaTHa NpOABIDKHTENHOCT HA JIGUEHHE MOKe [1a JOBEOE N0 PEUHIHB Ha

HH}pekunsTA.

Bv3pacmnu
Hoxazanne JO3HpOBKAR IIpoALJOKATEIHOCT HA
JICYCHHETO L
KpHnTOKOK03a - JleyeHye Ha Harosapeaia no3a: | ObukHoseHo ot 6 10 8
KPUITTOKOKOB | 400 mg npes cenmMuuu. [Ipu
MEHHHTHT MLPBHA ICH >KHBOTO3aCTpalliaBalu
Ilocnenpaiia no3a: | MHGpeKUMH, THEBHATA [03a
200 mg no 400 mg | Moxke na 61 yBenuueHa 10
BEAHBK JHEBHO 800 mg
_ - [logaspxkaa 200 mg BeHBK HeonpeaeneHo npy JHEBHA
Tepamnui 3a OHEBHO no3a ot 200 mg
l [IPEAOTBPATABAHE Ha
PEHHUANB NMPH
KPHITTOKOKOB
MEHHHTUT TIPH
NalHdeHTH ¢ BUCOK
YUCK OT PeiUaHB.
KoKnuAHOBIOMHKO3A 200 mg no 400 mg | Ot 11 Mecena no 24 Mecena I
| BEAHDXK JHEBHO WIIH NTIO-ABJIO B 3aBUCHMOCT |
OT nauueHTa. Ilpn Hakou
HHPEKUHH, 0c0O0eHO MEHHHTUT

MOxe fa ce nmpuigakar 800 mg
JHEBHO.




HaBa3HBHA KaHAHA03A

JleueHHE HA
KARHIAHI03a HA
JIETABHOHATE

IpeporBpaTaBane
HA peHJHB HA
JHTABAYHA
KAHAHA03A OpH

HE¢exTHpaHn ¢ HIV

DANHEHTH C BHCOK
PHCK OT penHAHB

I'enHTAJIHA
KAHAHIA032

- OpodapuHreanHa
KaHAWa034

-Ezodarnanua
KaHAKA034

-Kanaunypus

- XpOHHYHA

aTpoduyHa
KaHAHAO3a

- XpOHHYHA
KOXXHO-JIUraBHYHA
KaHAHI03a

- Opod)apnﬂrea_.n_ﬂa
KaHOK03a

- Ezodaruansa
KaHAKAO03a

- OcTpa BaryHaiHa
KaHAKWA034

- KanaunnoszeHn
OanaHuT

Harogappaiiia 103a;
800 mg npe3
ITHPBUA JIEH.
[locneapaina go3a:
400 mg BeAHDBXK
JHEBHO

Hartopapsaria no3a:
200 mg no 400 mg
npe3 MspPBHUA JIeH.
Ilocneppaia aosa:
100 mg ao 200 mg
BeHBX JHEBHO

Harosappaiija ao3a:
200 mg no 400 mg
npe3s MbpBUSA AEeH.
[Tocnenpauia no3a:
100 mg oo 200 mg
BeHBK JHEBHO

200 mg no 400 mg
BEIHBEXK AHEBHO

50 mg BeaAHDXK
IHEBHO

50 mg no 100 mg
BEIHBXK IJHEBHO

B o01ms cnyuaii,
NpenopbrUNTENHATA
NPOABLIDKUTETHOCT Ha
JIEYEHHETO NPH KaHIUOEMHUS €
2 ceAMULIM Cliel TbPBU
OTPHLIATENICH PE3YNTAT OT
KpBBHA KYJIITYpa H
OTILIYMABAHE HA CUMITTOMMUTE
Ha KaHJIUAECMHUATA

7 no 21 nHu (10 MOCTUraHe Ha
peMUCHUA Ha
opodapHHreanHara
KaHauao3a). [lo-aenaru
NepuoaHu MOraT Ja ca
HAJIOXKUTE/IHU NP NMAURUEHTH
ChC CEPHO3HO HApPYLICH
UMYHHTET.

14 no 30 nHu (Mo nocryraHe
Ha peMHCHA Ha e30darcaiHara
KaHAHO03a).

[To-aBnru nepuoan Morar aa
Ca HAJIOXUTENTHHU MpH
NAUUEeHTH CHC CEPHO3HO
HapylleH HMYRHTET.

7 oo 21 auu. [lo-abarn
nepuoau MOraT Ja ca
HAJIOXKUTETHH MpY naleHTy |
ChC CEPUO3HO HAPYLLUESH
HMYHUTET,

14 auH

Ho 28 nuu. Moxe na ce
HAJIOXKAT TO-ABJIH NMEPHOAHA B
3aBUCHMOCT KaKTO OT
TEXKECTTa HA HHPEKUMATA,
TaKa M OT MOAJ1eXKAIIOTO

HMYHHO YBpPCXKIJaHC H

100 no 200 mg
BEIHBK AHEBHO
mnu 200 mg 3 meTH
CEAMMYHO

100 mg no 200 mg

BCAHDBX NHCBHO

HIIH
vwnu 200 mg 3 reTH
CEAMHYHO

150 mg

HeonpeneneH nepyoA nNpu
MalUeHTH ¢ XpOHUYHA
UMYHOCYIIpecus.

Heonpenenexn nepuon npu
NAaLUKEHTH ¢ XPOHUYHA

HMYHOCYIIDCCH1.




- JleueHue u | 150 mg Ha Bcexy [Topnwpxkamnia gosa: 6 Meceua.
npodHNIakTHKa HA | Tpu AHU 06LIO 3
peLMAHBHpallla posu{(neH 1,4, u
BarHHaaHa 7), nocneaBatHyd Ot
kaHgugo3a (4 umd | 150 mg BeAHBX

nopeye €nmHicaa Ha | CCAMHYHO

rojuHa) NoAABpIKaLlA 4034
JdepmMaToMEKO3H - tinea pedis, 150 mg seaHBXK 2 10 4 cenIMMIIH, JIEHCHHUETO HA
- tinea corporis, ceaMHuHO WM 30 | tinea pedis MOxke na
- tinea cruris, | mg BeaHEK JHEBHO | MPOABIDKM A0 6 CeAMHLH
- candida
HHQECKIINHA
- tinea versicolor 300 mg no 400 mg | 1 no 3 ceamuum
| BEAHBK CEAMUUHO |

50 mg BeAHBXK 2 00 4 cegMULIM
IHEBHO '

- tinea unguium 150 mg BeaH®BK Jleuennero Tpabsa na
(onuxomuxosa) CEIMHUYHO POABILKH JOKATO
HR(PEKTUPAHUAT HOKBT Ce
3aMeCTH (M3pacHe
HeuHPeKTHpaH). [IoBTOpHUAT
pacTek Ha HOKTHUTE Ha

, | IPBCTHTE Ha PBLETE KU

. . | CHOTBETHO Ha KpakaTa
HOPMAJTHO H3HCKBA 3 10 6

| Mecenta 1 6 a0 12 meceua.

. Bonpekn ToBa pacTe:KbT MOXKE
- Jla BapUpa CTPOro

| WHAUBHAYATHO U B
3aBHCHMOCT OT BB3pacTTa.
Cnen ycneuHo ie4eHUue Ha
IIPOABL/LKHATEIIHH XPOHUYHH
WHEKLMH, HOKTHTE
OOMKHOBEHO OCTaBaT
aedopMUpaHH.
IpodpunakTaia Ha 200 mg no 400 mg | Jleuenuero Tpadpa Aa 3anoyHe
KARAHA03a NPH BEJIHbX JHEBHO HAKONKO JXHH NPEIn
NANHEHTH C OYaKBaHaTa HEYTPONEHHA H Ja
DpOoXL/CKHTENHA NPOABLIDKY 7 AHU CNE
HeyTpOneHHS ' Bb3CTAHOBABAHETO CJIE] KATO

HEYTPOGdUINTE CE MOKAYAT HAL,

3
1000 knerxu Ha mm .

CnenuaiHy nonynauny

C mapuecka abzpacm

HosHporkara TpaOBa Na ce aaanTHpa B3 OCHOBA Ha 6LOpeunaTa dyuxims (8x. Fvbpeyno
YEpedtcoane). |

Bwvbpeuno yspescoane 7 A 11 N
MHKOMAaKC c€ EKCKpETHpa NPeUMYIIECTBEHO B YPHHATA KATO HEH3MEHEHO aKTHBHO /- INECTRT” "ordtp S
KYPCBT Ha JIEYEHHE € C eHOKPATHA 1038, He & HeOOXOAUMO KOpHTHpaHe Ha f03aTh! & &, N

IIpn nauMeHTH (BIUTIOYHTENHO Aella) ¢ yBpeaeHa OnOpeyHa QyHKUMA, KOraTo ce ot VePRIHON
MpIIOKEHKE Ha PITyKOHA30.1, Ce 3a1l04Ba ¢ MbpBOHaYanHa 103a S0 mg go 400 mg BATCA
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npenopbYBaHaTa JHeBHa /103a crope nokazanuero. Cie mbpBoHa4YaiHaTa HaTOBapBalla 103a,
JHEBHATa 103a (crope] HHAHKALMKTE) ce onpeesis no cieaHara Tadbauua:

OLHEHT OT NPENMOPHIHTCIHATA a03a

KpearnnnHOB KJHpBHC (ml/min)

>5(0 _ . 100% _
< 50 (6e3 nuanusa) S50% .
XeMoauaausa 100% cnien Besika Manusa

[lauMenTHUTE HA MOCTOAHHA AManu3a TpsaOBa aa nomy4asar 100% or npenopbsuyaHara J103a ciie/l BCsika
JIMaJIu3a; npe3 AHUTe, CBOOOAHM OT AManu3a, nalMeHTHTe TpsaOBa 1a nojryyaBaT HaMajeHa J103a B

CbOTBETCTBHE C KPCATHHHHOBHSA UM KJIHDBHC.

Heprnoopobno yspescoane
JIaHHMTE MPH NALMEHTH C YePHOAPOOHO yBpeXKIaHe ca OrpaHUUYEHH, 110 Ta3H NMPUYHHA (ITYyKOHA30J]

TpaOBa Ja ce mpujiara ¢ BHUMaHWe NMPU MaUMeHTH ¢ YepHOAPOOHa NUCHYHKLMSA (BXK. TOYKH 4.4 1 4.3).

[legnaTpuyHa nomyJjanus

[Ipu nenuaTpuyHaTa nonyJauus He OMBa 1a ce MpeBHlIaBa MakCcUMaiHaTa qHeBHa j103a ot 400 mg.

KakTo npu nogoOHH HH(MEKLMHU MPH Bb3PaCTHH, MPOAB/DKUTEIHOCTTA Ha JIEYEHHETO C€ OCHOBABA Ha
KJIMHUYHUS U MUKOJIOTHYEH OTroBop. MHUKOMaKC ce nmpuiiara Kato eJHOKpaTHa JHEBHa J103a.

3a neMaTpUYHHU NALMEHTH ¢ yBpeJeHa Ob0peuHa pyHKLMS BXK. 103UpaHETO Npu bvopeuno
yapedsicoare. DapmakOKMHETHKaTa Ha (pJIyKOHA30J1 NpH NeAxMaTpyuyHa nomyJanus ¢ Ob0peyHa
HEJIOCTAThYHOCT HE € Mpoy4yeHa (3a HOBOPOJAEHH, KOMTO YeCTO NMposSBIBaT MbpBHYHA ObOpeyHa
HE3PSIOCT, MOJIS BHXKTE IM0-J10J1Y).

Kvpmauema, manku oeya u oeya (om 28 onu oo 11 2oounu):

- Kanauao3sa Ha JIMraBuLMTE [I'bspBOHauanHa no3a: [IbpBOHauanHaTa 1032 MOXKE Ja
6 mg/kg Ob/ie U3MOJI3BaHa I11pe3 MbPBUS J€H
[Tocnenpama no3a: 3a M0-0BbpP30 JOCTUraHe Ha
3 mg/kg BeIHBXK PaBHOBECHO CbCTOSIHHE.
| IHEBHO ‘
- MHBa3uBHaA KaHAK103a Jlo3a: 6 no 12 mg/kg B 3aBHCHMMOCT OT TexkecTTra Ha
- KpUnTOKOKOB MEHHHIHT | AHEBHO | 3a00J11BaHETO
- [lopabpxalna Tepanus 3a Joza: 6 mg/kg Beaubk | B 3aBUCMMOCT OT TexecTTa Ha
npeaoTBpaTABaHe HA PEeLMIMB Ha JHEBHO 3a0019BaHETO

KPHUIITOKOKOB MEHHHIHT TPH JieLa ¢
BUCOK PHCK OT PELIHAMBH

- [Ipodunakruka Ha Candida npu Hoza: 3 no 12 mg/kg B 3aBucHMOCT OT cTeneHTra u

UMYHOKOMITPOMETHPAHH MALMEHTH | BEIAHBXK AHEBHO MPOAB/DKUTEIHOCTTA Ha
MpeaU3BUKaHATA HEYTPONEHUS (BIXK.

\ | JO3HPOBKATA IPH Bb3PACTHH)

FOnowu (om 12 0o 17 200unu):

B 3aBUCHMOCT OT TErJIOTO U pa3BUTHETO Ipe3 nybeprera, JekapsaT TpAOBa 1a NpeUeHU KOs J03UPOBKa
(BB3pacTHU WM Aeua) € Han-noaxoadma. KnMHUYHMTE JaHHMW 1OKa3Bar, 4ye aerara MMat rno-BUCOK
KJIMpBbHC Ha (PIyKOHa30J1 B cpaBHEHHUE ¢ Bb3pacTHUTE. Jlo3upoBka ot 100, 200 u 400 mg npwu

Bb3PACTHU CHOTBETCTBA Ha J103UPOBKa OT 3, 6 u 12 mg/kg npu aeua 3a nocTMraHe Ha CpapHUMAa
-~ ‘""H-:,_‘\
A N
?

CUHCTCMHA CKCIIO3HLIHUA.




ca OMMCaHM B Touka 4.8. AKO JIeYEeHHETO Ha FreHUTAaJIHA KaHaua03a npy roHowH! (0T 12 10 17 roauHun)
€ HAJIOXKHMTEJIHO, MpUjlaraHaTa J03UpoBKa TpAOBa 11a € ChlilaTa KakTo NPy Bb3PacTHH.

Hoesopooenu na mepmuna (0 0o 27 onu):
Hosoponenure otaensat duynonazon 6asHo. MMa Manko papMakOKMHETUYHH JIAHHM, MOAKPEIIsLIHN

Ta3H JI03MPOBKA NMPH HOBOPOAEHU Ha TEPMHUHA (BX. TOYKa 5.2).

HoBopoaeuu Ha TepmuH (0 10 14 [Chiara nmupﬁm{a mg/kg, KAaKTO He OMBa J1a ce HA/IBMI1IABA

neua TpsaOBa aa ce mpwiara Ha  [BCEKHW 72 vaca
BCEKH /2 4yaca.

ITHU) Npy KbpMayeTa, MJIKM leua 1 [MakcumainHa ao3a ot 12 mg/kg Ha

Hosopoaenu Ha TepMmuH (ot 15 noCobiara nozuposka mg/kg, kakro |He OuBa na ce HajBuLIaBa

neua TpsaOBa aa ce npuiara Ha BcexkH 48 yaca
BCcekH 48 uyaca.

;7 JIHH) nNpy KbpMayeTa, MaJIKM iella ¥ (MakcumainHa a03a ot 12 mg/kg na

HayuH Ha NMPHIIOKEHHE
@nykoHa30J MOXE J1a Ce Npujiara NepopaiHO WK Ype3 HHTPaBEHO3HAa HH(Y3HUs, KATO TOBA 3aBUCH OT

CBCTOAHHECTO HA MNALKUCHTA. HPH NMpeMHHABaHE OT HHTPAB€HO3€H KbM M€POPAJICH IIbT HA BHBCIKIAHC
HJIH DﬁpﬂTHO, He € HeoOXxoauMa [MpOMsiHA B IHEBHATA 1034.

JlekyBaiusaT nexkap TpaOBa 1a npeanuiue Ha-noaxoaswara gapmaueBTiuHa opma U KOJIMYECTBO Ha
aKTHBHOTO BELLECTBO B 3aBUCHMOCT OT Bb3pacTTa, TErJj10To U jJo3ara. Kancynnara ¢popma He e
MPUrojiHa 3a ynorpeda rnpu Kkbpmauera u MaJiku aeua. CbliecTByBaT nepopaaiHd TeYHH GOpPMH Ha
(JTyKOHA30J1, KOUTO €A NO-NMOAXOASALIM IPH Ta3H TMOIyJIalUsl.

Kancynure TpsOBa aa ce npuemar Le/d U He 3aBUCAT OT IIpMeMa Ha XpaHa.
4.3 IlporHBONOKA3aAHHSA

CBpBbX4YBCTBUTEIHOCT KbM aKTHBHOTO BELLECTBO, CXO/IHH a30JIOBH CbEAMHEHHS, WIH KbM HAKOE OT
MOMOLLIHMTE BellecTBa U30pOeHH B TO4Ka 6. 1.

B®3 ocHOBa Ha JaHHUTE OT MPOYYBaHe Ha B3aMMOJICHCTBUATA NPHU MHOTOKPATHO TNpUJIaraHe,
€JHOBPEMEHHOTO NpHUjaraHe ¢ TepdeHaauH € MPOTHBOMNOKA3aHO IPH MaLKEHTH, TpUeMalllH
MukoMakc KaTto MHOrokparta a03a ot 400 mg AHEeBHO WM NMO-BUCOKA. EAHOBPEMEHHOTO NMpUiaraHe
Ha APYIrH JIEKAPCTBEHH NMPOAYKTH, yab/pKaBalm QT uHTepBana, KOUTO ce Mmeraboiu3upar ypes
uutoxpom P450 (CYP) 3A4 karo uMzanpua, acTeMHU30J1, MTUMO3H/1, XHHU/UH U EPUTPOMHULIMH €
MPOTHBOMNOKA3aHO MPU NALMEHTH, NpueMalu GiykoHason (BxK. Touku 4.4 u 4.5).

4.4 ChonenHa/IJHH npeaynpe:xIeHHsl H NpeINa3HH MEPKH NpH ynorpeda

Kanaunosa
[IpoyuyBaHusTa NOKa3Bar roBMilaBaHe Ha yectoraTa Ha UHpekuuuTe ¢ BuaoBe Candida,

pasznuunM ot C. albicans. Te yecTo ca ecrecTBeHO pe3ucteHTHH (Hanp. C. krusei u C. auris) uiu
MOKa3BaT HaMaJIeHa YyBCTBUTEIHOCT KbM (aykoHazon (C. glabrata). I1pu TakuBa UHpEKIUH

MOXK€e J1a € HeoOX0/1MMa aJITepHAaTHBHA MPOTHBOIbOMYHA Teparus BCAEACTBHE HA HEYCIIEIIHO
neuyenue. [lopaau ToBa npeanUcBalUTe JIEKapH ce€ CbBETBAT Ja B3eMaT NpeaBu/l qec*ro'f’:.-ga_ua.\ .
PE3UCTEHTHOCT KbM (PJIyKOHA30J1 npH pa3nuuHu BuaoBe Candida. .

Enﬂ‘*‘ A ’

Tinea capitis

npeBb3X0x/a rpuseodysiBuH 1 obLiara ycnesaeMocT e 6umia no-manko ot 20%. Qf‘rhan Ilpimmia
Mukomakc He OMBa 11a ce U3NO0JI3Ba IPH tinea capitis.

\ A — - -J-‘-;'.-
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KpHITTOKOKO3a
TaHHHTE 33 €HHKACHOCTTA OT IEYEHHETO ¢ QUIYKOHA30 MPH IEYEHHETO Ha KPUNTOKOKO3a C pa3jiiiyHa

noxkanusauus (Hanp. 6enoapobHa B KOXKHA KPHITTOKOKO32a) CA OTPAHHUCHH, KOETO He MO3BONIABA 1a Ce
HaNpaBAT NPENOPHKH 33 AO3UPOBKATA.

- Jun6boky eHIeMHYHH MHKO3H
JlaHHuTE 3a ePHKACHOCTTA OT JIEYEHHETO C (ITYKOHA30M NMPH JNEUEHHETO Ha OpyrH GOpMH Ha
eHAEMHMYHN MMKO3H KATO NMapaKOKLMAKOMHMKO3a, THM(POKOXKHA CIIOPOTPHX03d H XHCTOIIA3MO32 ca

OrpaHMYEHH, KOETO He MO3BOJIABA Jla C€ HANPABAT NPENOPHKU 38 JOIUPOBKATA.

bubpedHa cucreMa
Muxkomaxc TpaOBa fia ce npuiara ¢ BHUMaHue NpH NalpeHTH ¢ 6s0peyuHa TMCPYHKIMUA (BXK. TOUKA

4.2).

Han06p0peyHa HeAOCTATLYHOCT
H3BecTHO €, ue XeTOKOHA30J NPHYHHABA HaADOBOpeUHa HEJOCTATEYHOCT H TOBA, MaKap H PAAKO ce

HaOnrogaBa H TpH QITYKOHA30J1.
Hanb1OpeuHa HEAOCTATBHHOCT, CBBP3aHa ¢ CAHOBPEMEHHOTO JICYCHHE C NMPEAHHU30N0H € ONKCcaHa B
To4ka 4.5.“EdexTn Ha GIYKOHA30N BHPXY APYIH JIEKapCTBEHH NPOAYKTR.

XenaTobumMapHa cucTeMa
MukomMakc TpaOBa na ce mpuaara ¢ BHEMaHHE NPH NMALUMEHTH ¢ YepHOAPOOHA MUCPYHKLMA.

DnyKoHa30J1 ce CBBP3Ba ¢ PEAKH C/Ty4Yad Ha CepHO3Ha YepHOOpOOHa TOKCHYHOCT, BKJIFOYMTEITHO
CMBPTHH CIIy4YaH, OCHOBHO NpPH NAlHEHTH CEC CEPHO3HHU MOAIEKAMmHN 3adonasaHus. B cnyuauTe Ha
XETMAaTOTOKCHYHOCT, CBbP3aHa ¢ (UITYKOHA30J1, HE € YCTAHOBEHA Bp'h3Ka ¢ oblaTa JHEeBHA 1034,
MPOAB/DKUTEIHOCTTA Ha JIEYCHHETO, N0J1a WK Bb3PacTra Ha NaiMeHTa XenaTOTOKCHYHOCTTA,
CBBP3aHa ¢ QIIYKOHA30J1, 0OHKHOBEHO € O1ia o6paTHMAa NpH NPEKPATABAHE HA NEHEHHETO.

[TaumeHTH, npu KouTo ce Habnoaasar aOHOPMHH IPOMEHH B YepHOAPOOHHUTE (PyHKLIHOHAIHH TECTOBE
NO BpeMe Ha JieueHHETo ¢ dhaykoHasol, Tpa0Ba Aa 6BAaT NpocieAsBaHH 3a NPOYIBa HA N0-CEPHO3HO
yepHOApOOHO yBpexaane. Ilauuenrure Tpadea fa ObaaT HHGOPMUPAHH 38 CUMITTOMUTE, YKa3Balllu
CEepHO3HH YepHOAPOOHH edeKTH (3HaIHMa aCTEHUS, aHOPEKCHS, NEPCUCTHPALUO raieHe, NORPBLUAHE H
XBITTeHHLA). JIeueHneTo ¢ duykoHaszon Tpsabsa He3abaBHO Na ce NMpeKpaTH U NalUeHThT Ja ¢
KOHCYJITHpA C JIeKap.

Chpoe4yHo-ChA0OBA CHCTEMA

HsaxoH a3014, BRIIOYHTEIHO (IIYKOHA30JI Ca CRBP3aKH ¢ yanbkaBaHe Ha QT uHrepBana B
enekTpokapauorpaMara. GiykoHazon npeaM3BUKRa yaAbDKaBaHe Ha QT upe3 uxubupade Ha noroka
Ha WOHUTE BBB BONTAX-3aBUCHMHTE KanueBu kaHanu (I). Yabmokasadero Ha QT, npuynuHeno oT apyru
JIEKAPCTBEHH NPOAYKTH (KaTO aMHOAApPOH ), MOXe f1a Obae YBENHYEHO NMOCPEACTBOM HHXHOMpaHe Ha
turoxpoM P450 (CYP) 3A4. 1o BpeMe Ha NOCTMapKETHHIOBOTO Hal/IOICHHE, Ca YCTAHOBEHH MHOT'O
pelKH ciayuau Ha yannkaBane Ha QT unrepsana u torsades de pointes npy nauHeHTH, NIpHEMalLN
diryxoHa30. Te3u cioydan ca BKIIOYBAIH TEXKKO HOJIHH MALMEHTH ¢ MHOXXECTBO CMECEHH PHCKOBH
¢dhakTopH, KaTO HANpUMeEpP CTPYKTYPHH YBpEKIAaHHUA HA ChPLETO, €ICKTPONUTHH HAPYLICHHUA H
CBHITLTCTBALIO JTEUEHHE, KOSTO MOXKeE Z1a € AonpuHacauo. [lanwenTuTe ¢ XMmokaneMus 4 U3ABeHA
ChbpACYHA HEJOCTATHEYHOCT Ca C MOBHILICH PHCK OT MOABA HA )KHBOTO3ACTpaLUABAIIN KAMEPHH apUTMH
H torsades de pointes.

Mukomake Tpsabsa Ja ce npriara ¢ BHHMaHHE IIPH NALMEHTH C MOTEeHUHANHO MPOapHTMOTEHHH
CBCTOAHHA.

QT unrTepBana u KouTo ce Metabonuzupar upes uuroxpom P450 (CYP) 3Ad e np
TOYKA 4.3 u 4.5).



XanodauTpun
XanodantpuH yasmkasa QT HHTEpBana npyn NpenopbuMTE/IHATA TEPANECBTHYHA 1034 B € CyOCcTpaT Ha

CYP3A4. Ilo Tasu npy4YHHa eIHOBPEMEHHOTO NpHiaraHe Ha (GJIyKOHa30] B XanodaHTpHH He ce
npenopbusa (BxK. ToUKa 4.5).

JlepMaTONOrHYHH PEaKIiHH
[To Bpeme Ha nedeHHeTo ¢ (UTYKOHa30/, NALMEHTHTE PAAKO ca NPOABABAIH €KCOONHATHBHH KOXKHH

peakiLMH, KaTO HampuMep CHHAPOM Ha Stevens-Johnson ¥ TokCHYHA enuaepMaliHa HEKpPOIH3a.
[Taunenrture che CITHH ca no-CkJIOHHM Aa pa3sBHBAT TEXKU KOXKHH PEAKLIHH KBM MHOXKECTBO
NEKapCTBEHH MPOAYKTH. AKO TALIHEHT, JIEKYBaH 3a MOBBPXHOCTHA I'bOHYHA HHGEKLMS, NOMYYH
obpus, KOUTO MOXe JIa ce AB/DKH Ha QIyKOHA30J1, IedeHHETO TpaOBa /1a Ob/€ NPEKpaTeHO. AKO
MalMEeHTH ¢ HHBa3HBHA/CUCTEMHA I'bOHUHA HHDeKUHA noryyaT oOpuB, Te TpaOBa aa ce HabmoaasarT
BHHMATEJIHO H NIe4eHHETO ¢ GITyKOHA30/ A Ce MPEKPATH aKO Ce MOABAT OYJIO3HH JIE3HH WIH
MYITH(QOPMEH EPHTEM.

Cro0OlLaBa ce 3a IeKapCTBEeHa peakiHa ¢ e03MHOQUNUA M CUCTeMHH cuMIToM (drug reaction

with eosinophilia and systemic symptoms, DRESS).

CBpPBXYYBCTBUTEIHOCT
AHajunakcHa e HabnoJaBaHa B peOKH Cliy4a (BixK. TOuka 4.3).

Lluroxpom P450
®dnykonHason e MoieH CYP2C9 unxuburop H yMeped CYP3 A4 unxuburop. @aykoHas301 e CBIIo

uHxuburop 1 Ha CYP2C19. IlaumenTu, npueMalid eAHOBpEMEHHO MHUKOMAKC 4 NNEKAPCTBEHH
NPOAYKTH ¢ TECEH TEpPaNneBTHUEH UHTepBa, MeTabomusupanu upez CYP2C9, CYP2C19 u CYP3AA4,
TpadBa Aa Opaar Habmonasanu (Bx. Touka 4.5).

Tepdenanuu
EAHOBpeMEHHOTO NpriaraHe Ha (urykoHason B o3HpoBKH noa 400 mg nHeBHO » TepdeHanuH TpsaOBa
BHHMATE/IHO Ja ce MOHHTOpHpa (BXK. Touka 4.3 u 4.5).

[1oMOlIHH BELLIECTBA
Kancyndre cbabppxar nakro3a MOHOXHApAT. [TalHeHTH ¢ peKH HacleACTEREHH NMpobieMH Ha

rajakTo3Ha HenoHocHMocT, Lapp nakrazeH aehuumuT WK rioKo30-ranakto3Ha Manadbcopbuua He
TpaOBa a mpHeMaT TOBa JICKApCTBO.

To3u nexapcTBeH NPOAYKT ChABPKA MO-MaJIKO OT 1 mmol HaTpuii (23 mg) Ha kancyna, T.e. MOXKE J1a
Ce KaXKe, Ue NMPaKTHUECKH HE ChAbLPXKa HATPHH.

4.5 BiaaMoaeficTBHE ¢ APYId JeKAPCTBEHE NPOAYKTH H ADYIrH GOpMHE HA B3IAHMOACHCTBHE

Eonoepemennama ynompeba cvc crednume Opy2u 1exapcmeery npoOyKmuy e npomugonoKa3ana.

ITn3anpun: uMa ChoOLICHMA 3a ChPACYHO-CHAORHK ChOMTHSA, BKNIIOUKTENHO torsade de pointes, NIpH
MALMECHTH, Ha KOUTO Ca MpUIaraHyd GayKOHa30J1 H HU3anpHa ¢IHOBPEMEHHO. B KOHTponupaHo
NpOy4BaHE € YCTAHOBEHO, Y€ €AHOBpeMeHHaTa ynotpeba Ha dgutykoHazon 200 mg eJHOKpATHO AHEBHO
H umMzanpua 20 mg YeTHpH ITHTH AHEBHO BOJIM A0 CHTHH(MHMKAHTHO TOBHILEHHE HA TUIA3MEHHTE HHBA
Ha uM3anpu ¥ yaspkasane Ha QT udarepsana. EAHOBpeMEHHOTO NpWIOXKEHHE Ha QUTYKOHA30M U
LM3AITPHA € NMPOTHBONOKA3aHO (BXK. TOuKa 4.3).

TepdenanuH: nopaay CepHO3HH CHPAESYHH APUTMHH, KOUTO BE3HHKBAT BTOPHUHO B Pe3YyJITaT Ha
yawbxasaHe Ha QTc-HHTEpBana NpM NalMEeHTH, MPHEMAIH a30J10BH AHTUMHKOTHIIM 3aeHO C
TephHEHANMH, Ca MPOBEJIEHH MIPOYUBaHUA BBPXY T3 B3aUMoAeHCTBHA. B npoyusane, NpH Xo0eTo
¢ykoHason e npunaran B noza 200 mg AHEBHO, HE € YCTAHOBEHO YAB/DKABaHE Ha QT AR @,x
ApYyro npoy4BaHe, fpH KOETO ca H3NoI3BaHH AHEBHH 03U oT 400 no 800 mg dhykoHASeY, « Ed:g_ﬁ ) 'ffﬂ \
YCTAHOBEHO, 4¢ QITYKOHA30J1, IPUIOKEH B AO3H, PaBHH WIH n0-BUCOKH oT 400 mg 1 i ;e f’:‘;u(?**: L 4 \

3HAYMTENHO NOBHIIABA [LUTa3MEHHTE KOHLICHTPALIMH Ha TepeHaAWH, KOraTo ABETE J { é : “:!_' LH‘FW) EE
npunarar B KoMOHHalus, KoMGMHHPaHOTO NpHIIOXEHHE Ha (ITYKOHA30J B NO3H, PaBHHHNH:TL ; *4: A :‘“-“ /.
.:;"_;; ;\*\\ s -;f{”i:g:-.ff: /
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BHCOXH oT 400 mg, ¢ TepdeHaauH e NPOTHBONOKA3AHO (Bx. Touka 4.3.). ERHOBPEeMEHHOTO
NPHIOKEHHE Ha (GITyKOHA30/ B I03H, MO-HUCKH oT 400 mg aHerHo, ¢ TepheHanuH Tpadsa
BHUMATE/HO /1a C€ MOHUTOPHpA.

AcTeMM3011: eIHOBPEMEHHOTO NMPWIOXKEHHE Ha QUIYKOHA30J1 ¢ aCTEMH30J1 MOXKeE J1a MOHMKU KIHPBHCA
Ha aCTeMH30/1. B pe3ynTaT NoOBHIICHUTE IU1a3MEeHH KOHUCHTPpaLMKM Ha aCTEMM30J1 MOraT Ja JOBEAAT A0
yasokaBaHe Ha QT u peaxu ciryyau Ha forsade de pointes. ENHOBPEMEHHOTO NMPHIOXKEHHE Ha
(hITyKOH2301 ¥ aCTEMHU30J1 € IIPOTHBOTNOKAa3aHo (BXK. TouKa 4.3).

TIuMO3UA: BEINPEKH Y€ HE € NPOYYEHO in Vilro M in vivo, €AHOBPEMEHHOTO NPWIOXKEHUE Ha
¢$IYKOHA30J ¢ MUMO3HI MOXKE Ja JoBe/ie 10 HHXuOHpaHe Ha MeTabonnsMa Ha numosul. [lopuincHUTE
IJIa3MEHH KOHLIEHTpALMY Ha NMMO3MJ MOTraT 4a JoBeAaT A0 yanpkasade Ha QT u peaku ciry4yad Ha
torsade de pointes. EXHOBpeMEHHOTO MPIWIOXKEHHE Ha (DIYyKOHA30J U TMMO3H] € IPOTHBOINOKA3aHO
(BXk. TOUKa 4.3).

XHHHOKH: BBIIPEKH Y€ HE € NPOYUEHO in Vilro 1 in vivo, €AHOBPEMEHHOTO MPHJIOXKEHHUE HA |
¢yKOHA30J ¢ XHHHIAHWH MOJ)KE [a foBene 10 HHXubupane Ha MetabosiM3Ma Ha XHHUIKH. [IpiiaraHero
Ha XMHUIMH € CBhp3aHO ¢ yabnkaBaHe Ha QT u B peaku ciayuau Ha torsades de pointes.
ERHOBpPEMEHHOTO NMPHJIOXKEHUE HA (UTYKOHA30/1 H XHHHAOUH € MPOTHBONOKA3aHo (BXK. To4Ka 4.3).

EpHTPOMHIIMH: €JHOBPEMEHHOTO NPHIOKEHHE Ha (IYKOHA30J1 H €pUTPOMHLIMH OH MOIIO J1a MOBMIIH
pHcKa OT KapaHoTokcHuHocT (yabiokeH QT wxrepsan, forsade de pointes) Y ¢ nocneasaliia BHe3alHa

chpAe4Ha CMBPT. EAHOBPEMEHHOTO NPWIOKEHHE Ha (QUIyKOHA30/ H EPUTPOMHLIMH €
NPOTHBOIIOKA3aHO (BK. TO4Ka 4.3).

E@HD&Q&HEHHOMO RPDUNONCEHUE CHC clleoOHume AEKAPCMEEHU ngadgxmu HE CE€ npeEnopvUed.

Xanodpautpuu: GaykoHa3on Moxe Aa NOBULIM MIA3MEHHUTE KOHLIEHTPAllMM Ha Xano(aHTpHH Nopagu
nHxuOupane CYP3 A4, EnHOBpeMEHHOTO NPUIIOKEHHE HAa (DITYKOHA30 K EPUTPOMHULIMH MOXeE J1a
NOBUILK PHCKA OT KapAHOTOKCHUHOCT (yabbkeH QT uHTepsan, forsade de pointes) B BOCIIeACTBUE
Ha BHE3alHa ChpAae4yHa cMBPT. Tasu komOunanus tpabea aga ce u3bsarea (8. Touka 4.4).

E@HOGP&H&HHO NPUAONCEHUE, KOEMO USNCKEd NOGUUICHD BRUMAQRUE,

AMHOIAPOH: €THOBPEMEHHOTO TNIPIIOXKEHHE Ha PJIYKOHAZ0J ¢ aMHOAapOH MOKe Aa yab/DkH QT
uHTepBana. HeobxoanMo € MoBHIIEHO BHUMAHKE, aKO C€ HAJIara €JHOBPEMEHHO NMPWIOKESHUE HA
(hIyKOHA30/1 ¥ aMHOA2POH, ocobeHo ¢ dnukoHa3on BB BHCOKa f03a (800 mg).

Lonogpemennomo npunodicerue Ha CeOHUme Aexapemeenu npooyKmu Haaaza npeona3iy MepKu u

aoanmupane na ooiama.

- Edext Ha apyru nekapcTBeHH NPOAYKTH BBPXY DIIYKOHAZO0J

PudamMnuiuH: eJHOBPEMEHHOTO NMPHIOKEHHE Ha (UTYKOHA30J1 U pUaMITHLIHH € JOBENO JI0
HaMalABaHe Ha NNIOUITa NOoA KpUBaTa ¢ 25% M CKBCABAHE HA BPEMETO Ha MOJTYKHMBOT Ha (JTYKOHA30I ©
20%. I1py naiMeHTH, KOKWTO MOTYYaBaT €AHOBPEMEHHO pUPaMNMLIMH ¥ PITykOHAa30N, TpAbBa na ce
OoOMHUCIHM NOBUIABAHE HA 103aTa Ha (PIIYKOHA3OI.

[IpoyuBaHMSTa HA B3aUMOJEHCTBHATA NMOKA3BAT, Y€ Koraro uIykoHa30/1 3a NEPOPATTHO NPHIOKEHHE
CE NMPHEME €JHOBPEMEHHO C XpaHa, IMMETHAMH, aHTHALIMAH UM ciien 00buBaHe Ha [AJIOTO TAIO 34
KOCTHO-MO3BYHA TPAHCIUTAHTALMA, HE ce HabMoAaBa KNIMHUYHO 3HAYHMO HapyLIeHHe Ha ab
Ha ¢uTyKOHa3on |

XuapoxsiopoTHasul: Bne en1HO papMakOKMHETHYHO NMPOYYBaHE 3a B3aHMOJICHCTR
MPWIOXKEHHE HAa MHOTOKPATHH JO3H XMAPOXJIOPOTHA3HA,IIPH 3aApaBH 10OpOBOIILH,
¢ TyKOHA30J1 € AOBEJIO JO NMOBHILABAHE Ha TUIA3MEHUTE KOHLEHTPAUWH Ha QJTYKOH




OT Ta3H BeJIHUHMHA He OH TpabBaIo Aa Hasara MPoMsIHa B JO30BHA PEKHM Ha (QIyKOHA301, MPH NHLA ,
NpHeMally €JHOBPEMEHHO JUYPETHIIH.

ﬂem‘ Ha @!!KOH&BOJI BbPXY APYI'H JICKAPDCTBCHH TIDOAYKTH

dnykoHazon e yMepeH HHxHOHTOp Ha LuToXpoM P450 (CYP) usoexsuMm 2C9 u 3A4. QaykoHason
CBILIO € MolleH HHxu6uTop ¥ Ha H3oeH3uM CYP2C19. B pombiHeHye Ha HabmonasanuTe/
NOKYMEHTHpPaHHTe B3auMOJIeHCTBUSA, CTIOMEHATH MO-J0JTy, HMa PHCK OT MOBHUIIEHA IU1a3MEHA
KOHLICHTpallid Ha JPYTH cheTaBKH, Metabonusupan ot CYP2C9, CYP2C19 nu CYP3A4
eJHOBPEMEHHO NMPUIOKEHH ¢ (QIYKOHAa30/1. 3aToBa € Heo6XO0AHMO NOBHILIEHO BHHMAHUE NIPH
MpHiaraHe Ha Te3 KOMOHHALIMH H NALUEHTUTE TpaOBa BHUMATEIHO Jia c€ MOHHTOPHpaT. EQEKTsT Ha
EH3HMHOTO HHXMOMpaHe Ha (ITyKOHA30J1 NPOABLKABA 4-5 JHH ClIEd CIIHpaHE Ha JICYEHHETO C
($ITyKOHA30J1 TOpaAH OBJITHA NMOMYKHBOT Ha (PITyKOHa3ox (BK. Touka 4.3).

AndeHtaHun: npu eaHOBpeMeHHO JievenHe ¢ ¢uykoHaszon (400 mg) u UHTpaBEeHO3CH andeHTaHuN
(20 ng/kg) npu 3apasu godposonium crofiHocTTa HA AUC o Ha andeHTaHWI ce € MOBUIIWIA 2 ITBTH,

BEPOATHO upe3 HHxHOHpaHe Ha CYP3A4. Moxe na e Heo6xoauMo afanTipaHe Ha 1o3aTa Ha
andeHTaHuI.

AMHMTDHITTWIMH, HOPTPHIITHJIMH: (UTYKOHA30J1 NOBHINABA €(heKTa Ha AMHUTPHITTWIMH U HOPTPHIITHIHH.
5-HOPTPHNTHIMH H/HIH S-aMHTPHIITHIMH MOTAT Ja 6bJaT H3MEPBaHH B HA4YaJIOTO HA KOMOHHMpaHaTa
Tepailud H clie]l eAHa ceaMuiia. Jio3aTa Ha aMUTPUITTWIMH/ HOPTPUNITIWIHH TpAOBa Ja ce ananTupa, ako
¢ HeoDX0HMO.

AMdboTepHiIHH b: e THOBPEMEHHOTO MPUIIOKEHHE Ha QITYKOHA301 M aMpoTepulnH b nipu
HH(EKTHPAHH HOPMA/THU H UMYHOCYTIPECHPAHH MMUIIIKH MOKA3BA CIICAHUTE Pe3yaTaTH: MATBK
aJHTHREH aHTHMHKOTKHYEH edekT npH cucremua undexkups ¢ C.albicans, nunca Ha B3auMoaeicTsUe
npy HHTPaKpaHKanHa HHGeKUHA ¢ Cryptococcus neoformans 1 aHTarOHH3BM MEXAY JBETE JIEKAPCTBA
npu CUCTEMHA UH(eKUHA ¢ Aspergilus fumigatus. KnuHAYHATa 3HAYMMOCT Ha PE3yNTATHTE, TIOTyHYEHH
OT TE3HW NMPOYYBAHHS, HE € H3IBECTHA.

AHTHKOAr'YJIAHTH: NPH NNOCTMAPKETHHIOBHA OIUT, KAKTO H IIPH APYTHTE a30JI0BY AHTHMHKOTUYHU
CPEACTBa, Ca NOTyYeHH ChoOLIeHHS 3a KbpPBEHE (CY(PY3UM, ENUCTAKCHUC, TACTPOMHTECTHHAIHO
KbpBEHE, XeMaTypHs H MeJIeHa), CBBP3aHU ¢ YAB/DKABAHE Ha MPOTPOMOHHOBOTO BpeMe NIPH MAaLMEHTH,
npueMatii eAHOBpeMEeHHO urykoHazon ¥ BapdapuH. [1o Bpeme Ha eTHOBpeMEHHOTO JIEUEHHE C
¢dnykoHa3on U BapdapuH, IpOTPOMOHHOBOTO BpeMe € OHIIO YBEIHYEHO A0 2 ITbTH, HaH-BePOATHO B
pe3yaTaT Ha HHXHOHpaHe Ha BapdapHHOBHA MeTabonussm upes CYP2C9. [Ipu naumeHT!, npueMainy
KYMapHHOB THII1 WIH HHAAHEAUOHOBH AHTUKOATYJIAHTH €AHOBPEMEHHO C (PITyKOHA30JI,
NpoTpOMOHHOBOTO BpeMe TpaAOBa Aa 6b1¢ BHIMATEIIHO MOHUTOPHPaHO. Moke 1a ce HaNoXH
ajnanTUpaHe Ha J034Ta Ha aHTHKOAaryJ1aHTHTe.

benzonHalenyHy (KpaTko ACHCTBAINK), HAMP. MHIA30aM, TPHA30JIaM: CI¢ NEPOPATHO MIPHIOKESHHE

Ha MHAa3onaM, QuryKoHa30J1 € AOBEJ A0 3HAYMTENHO YBEIMUEHHE Ha KOHLIEHTPALHATa Ha MHIa30/1aM
M J0 ICHXOMOTOpHH e¢eKTH. EqHOBpEMEHHOTO NormbinaHe npes yerara Ha ¢urykoHazon 200 mg u
MHzazonaM 7,5 mg e yeenuuwio AUC u BpeMeTo Ha NOMyKMBOT Ha MHUIa30J1aM, ChOTBETHO 3,7 ITETH
H 2,2 mbTH. 200 mg quesHo pnykoHa3ou, NPHUIOKEHH YenopeaHo ¢ Tpuasonam 0,25 mg nepopanHo ca
yBenuuiiid AUC 1 BpeMeTo Ha NOMY>KHBOT Ha TPHA30JIaM, CHOTBETHO 4,4 ITbTH H 2,3 TLTH.
IloreHuMpaHe ¥ yab/KABaHE Ha e(DEKTHTE Ha TPUA30JIaM ca HaOMoaaBaHH NPH €THOBPEMEHHO
NiedyeHHe ¢ pykoHalon. Axo € HeoOX0AuMa eJTHOBPEMEHHA Tepanus ¢ 6eH30AMA3ETHHH MPH
NAaILMEHTH, NpHeMalny GayKoHa3o, TpaOBa aa ce OOMHCIH HaMaIMBAHE Ha J03aTa Ha
OeH30Ma3eNMUHa, a NalHeHTHTe TpaOBa Aa 6bAAT NOAXOALIO MOHHTOPHPAHH.

Kapbamasenus: quiykoHaszon uHXnOHpa MeTaboin3Ma Ha kapGaMasernHH K € Habmo
NOBHLIABAHE Ha CEpPYMHHUTE HUBA Ha KapbamazenuH ¢ 30%. ChinecTByBa pHCK 3a
kapbaMa3emMHOBa TOKCHUYHOCT. MoXe /1a ce HAOXKUM KOpeKLMs B 4034aTa Ha KapO
3aBHCHMOCT OT ChOTHOUMIEHHUETO KOHLICHTPALHA/edeKT.
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KanuueBH aHTArOHKUCTH: HAKOH KAILHEBH aHTArOHHCTH {HAQeUNHH, U3PaJMITHH, aMIOAUITHH,
BepanaMun ¥ penogunuH) ce merabonusnpar upe3 CYP3A4. OayKoHa30/1 UMa OTEHLKal Ad
NOBHIIHM CUCTEMHATA eKCNO3HLMA Ha KAJILMEeBUTE aHTaroHUCTH. I1penopbuuTenHO € 4ecTo

MOHHTOPHPAHE Ha HEXENaHHUTE JICKAPCTBEHH peakLHH.

Llenekokcub: Mo BpeMe Ha eAHOBPEMEHHOTO MpHIokeHHe Ha (urykoHason (200 mg AHEBHO) H
nenexokend (200 mg) C 1 AUC na nienekokcud ce nouinana ¢ 68% u 134% croTBETHO.

IMonoBMHATA OT A03aTa LENEKOKOCHD MOXe fia OBJie JoCTaThUHA KOoraTto ce KoMOHHHpa ¢ (UuIyKOHAas301]1.

Linknodochamun: komOuHMpana Tepanus ¢ uuxnogocdamun ¥ GykoHa3on BOAY 10 MOBHIICHHE Ha
OwinpyOHMH 1 KpeaTuHHH B cepyMa. KomOuHalmaTa MOXe fa ce M3MOI3BA, KaTO CE HMa MIPEABHA

PHCKA OT MOBHILIEH CepyMeH OWIHPYOHH M KPEaTUHHH.,

MdeHTaHnt: croOleH equH daTaneH ciryyail Ha MHTOKCHKauMA ¢ QeHTaHW, ARDKalna ce Ha
BBE3MOXKHO B3aHMO/ciicTBYMe Ha (heHTAHMN ¢ QykoRra3on. B pombiHeHne rpH 3upasy AoOpoBoILY €
MOKa3aHo, Y& IykoHazon 3abapd 3HAYHMO STUMUHHPAHETO Ha (PEHTaHWI. Y BEJIHYCHATa
KOHIIEHTpallMd Ha eHTaHW MOXKe Jia I0ReIe A0 pecnHparopHa aenpecus. [Tauuenture Tpabsa
BHHMATEIHO Ja Ce NPOCieasBaT 3a NOTEeHIMAJIER PUCK OT pecriupaTopHa Jenpecus. Moxe aa ce
HAJIOXKAT KOPEKLIMH Ha 103aTa Ha (peHTaHW.

HMG-CoA penykrasHH UHXHOHTOPH: PHCKBT OT MHOMATHA M pabIoMUOIHU3a Ce MOBUINABA, KOraTo
¢utykoHason ce npunara egHoBpeMeHHO ¢ HMG-CoA penykrazHn HHXHOUTOPH, METAOOTH3UPALIY CE
upe3 CYP3 A4, kaTo aTopBacTaTHH M cHMBacTaTHH WiH upe3 CYP2C9 karo ¢mysacTaTtiH. AKO €
HeoOxoauMMa KOMOHHHMpaHa Tepanus, NaUHEHTHT TPAOBa Aa ce HabmoaaBa 32 CHMIITOMH Ha2 MHOTIATHA
H pabaoMHOMIN3a ¥ KpeaTUHWHKHUHA3aTa TpAOBa aa ce moHuTopupa. HMG-CoA penykrasHuTe
HHEXUOMTOPH TpAOBA A4 Cc€ cnpaT, ako ¢e HabmoaaBa 3HAYMMO YBENHYMABAHE HA KPEAaTHHKHHA3ATA HWITH
¢€ JHArHOCTHLIMPA WIH NpeArnoiara MHonaTusa/pabaoM1onu3a.

HopyTunub: ymepennTe nHxuburopn Ha CYP3 A4 kxato durykoHa3on noBHUIABAT IUTA3MEHHTE
KOHLIEHTpalUHH Ha HOpYTHHHO M MoraT J1a MOBULIAT PHCKA OT TOKCHYHOCT. AKO TaKaBa KOMOMHAIUA
He Moxe Aa Obae u3bernarta, HamajeTe qo3ara Ha 280 mg BeAHsK IHEBHO (ABE KaNCyJIH) 3a BpeMETO
Ha MPRIOKEHHE HA HHXHOHUTOPA H OCHIYPETE WIATENIHO KITHHUYHO NPOCIeasBaHe.,

HBakadTop: enHoBpeMEHHOTO NPWIOKEHHE C HBAKA(TOP — MOTEHLIMATOP Ha TpaHCMEMOpaHHUA
perynaropeH 6entok, HapeueH CFTR-npoteuH (Cystic Fibrosis Transmembrane Conductance
Regulator), noeHimagea 3 mbTH eKCNO3MLMATA HA HBakadTop U 1,9 MbTH eKcno3unuaTa Ha
xuapokcumeTun-ueakagrop (M1). [Ipenopruea ce HamanapaHe Ha go3aTa Ha HBakadTop fo 150 mg
BE€JAHBXK JHEBHO MPH NallHEHTH, NpHeMauli eAHOBpeMeHHO yMepeHH CYP3A4 nuxuburopy, kato

(pTyKOHA30J1 H EPUTPOMMIIHH.

Onanapub: ymepenure nuxuburopu Ha CYP3 A4 karo ¢imykoHas3on nmoBHILIABAT IUIA3MEHHTE
KOHLEHTpAalLHH Ha onanapub — ChITbTCTBALIATA UM YIoTpeda He ce npenopbysa. AKo KOMOHHHPAHETO
MM HE MOXe Aa ce u3berde, mosara onanapub ga Onae orpanudeHa a0 200 mg nBa ITLTH AHEBHO.

HMMyHocynpecaHTu (Hanp. UMKIOCHOPHH, €BePOJIUMYC, CHPOJIHMYC M TAKPOIHMYC):

Lluxnocnopuk: PykoHa30/1 NOBHLIABA 3HA4YUMO KoHUeHTpauwusTa 1 AUC Ha uuxnocnopus. [lo
BpEME Ha €IHOBPEMEHHOTO JieueHue ¢ ¢uykoHaszon 200 mg AHEBHO U LIMKIIOCTIOPUH

(2,7 mg/kg/nneBHo) e HabmonasaHo nosuineHre Ha AUC Ha IIMKJIOCTIOPHH B paMkuTe Ha 1,8 meTH.
Tasu xomObuHaUMA MOXe 8 C€ H3MOI3Ba, KATO C€ HAMAallH [103aTa Ha [UKIOCTIOPHH B 3aBHCHMOCT OT

KOBLCHTPAOMATA Ha ITHKJTIOCTIOPHH.

Eseponnmyc: Brnpeku, ve He € npoyseH in vivo WM in vitro, AyKOHa30J1 MOXe Aa 110
CEpPYMHMTE KOHLIEHTpaLlMH Ha €BEpOIUMYC upe3 HHXHOHpaHe Ha CYP3 A4,

CHpoaumyc: (ryKoHa30/1 MOBUIIABA MIA3MEHHUTE KOHLEHTPALIMH HA CHPOJIMMYC BEPO
HHXUOHpaHe Ha MeTabonk3Ma Ha cuponumMyc upes CYP3 A4 u P-raukorniporenH. Tasu
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MOX€E 1 ce U3MNOJ3BA, KATO Ce aAalTHpa A03aTa Ha CHPOJIMMYC B 3aBHCHMOCT OT ChOTHOLIECHHETO
edeKT/KOHLIEHTpaLMA.

Takponumyc: OIrykoHa30J1 MOXKe Aa MOBHILH Z10 5 ITETH CEPYMHHTE KOHLICHTPALMH Ha NMEPOPaHO
pHEeMaHHUs TAKPOIHMYC Mopaid HHXUOHpaHe Ha MeTabonuiMa Ha TakpoaumycC upe3 CYP3A4 B
yepsata. Hama Habmoaasany 3HaUMMM PapMaKOKHHETUYHH NPOMEHH, KOTaTO TAKPOJIUMYC Ce
[pHIara HHTpaBeRo3Ho. IIOBHIIIEHUTE HUBA HAa TAKPONHMYC ce CBBbp3BaT ¢ HedpoTokcHuHocT. Jlozara
HA MepOpaHO MPHJIAraHHA TAKPOJIUMYC TpsOBa Aa € HAMANH B 3aBUCHMOCT OT KOHLIEHTpaLIHsATa Ha

TaKpOJIHMYC.

Jocaprat: Onykonason nHxuOHpa MeTabonn3Ma Ha JI0CapTaH 10 HETOBHA akTHBEH MeTabonut (E-31
74), OTTOBOPEH 38 Hal-rogMa YacT OT HETOBMS AHT'MOTEH3UH-11-pelienTopeH aHTaroHu3sM NpH
nevYeHKeTo ¢ nocaprad. [laipeHTHTe TPpAOBA NOCTOSHHO Aa HAOMIOAABAT KPBBHOTO CH HAJIATAHE.

MetanoH: OmykoHa30on MOXE Ja MOBHILLIH CEPYMHATA KOHLICHTpaUusa Ha MEeTaIoH. Moxe 1a e
HeOOXOAUMO aJaNTHPAHE Ha A03aTa Ha METANOH.

Hecrepounuu r_lmaonmnanménﬂn cpencrea: C = AUC Ha bypbunpodet ce nopumanar ¢ 23%

1 81% cBOTBETHO, KOraTo ce npwiara ¢ (PIryKOHa30/1, B CPABHECHHUE ChC CAMOCTOATENTHOTO
npunoxkeHue Ha GuypGunpoden. IlogobHo, C = 1 AUC Ha (apmMaKoIOrHiHO aKTHBHHMS H30MEP [S-

(+)-ubynpoden] ce nopumasar ¢ 15% u 82% cpoTBeTHO, KOrato qUIyKoOHa30J ¢e rpuiara
€IHOBPEMEHHO ¢ pauemMHAueH Hoynpoden (400 mg), B cpaBHEHHE CHC CAMOCTOATENHO NPUIIOXKEHUE Ha

paueMu4icH HoynpodeH.

Brnpeku ve He e cnenv¢puuHO npoyueH, (TyKOHa30J1 MMa NOTEHLHAM Ja MOBHILH CHCTEMHATA
excno3uuus Ha Apyrd HCIIBC, kouro ce Mmerabonusupar ot CYP2C9 (nanp., HanpokceH,
NIOPHOKCHKAM, MeTIOKCHKaM, nuKiodenak). Ilpenoprusa ce yecro HabMoOAECHHE 32 HEXKEIAHHTE
JICKAPCTBEHU PEAKLHH H TOKCHYHOCT, ¢Bbp3aHu ¢ HIIBC. Moxe aa € HeoOxoaumo ananrupaHe Ha
no3ata Ha HCIIBC.

Denuroun: PrykoHrazon HHXHOHpa yepHOApOOHUA MeTaboH3bEM Ha heHUTOUH. EMHOBpEeMEHHOTO
MHOrOKpaTHO npuiaraHe Ha 200 mg ¢naykoHazon v 250 mg peHUTOMH HHTPABEHO3HO € NPEAU3BHKAJIO
NMOBUIIABAHE Ha AUC JHa dbeHUTONH ¢bC 75%, M Ha C . ¢bC 128%. I1pH eZHOBpEeMEeHHO NIPUIOKEHHE

CEpYMHHTE KOHuempauHH Ha (peHHTOHH TPAOBa Aa ce MOHHTOPHPAT, 3a Ja ce H3berHe (peHUTOMHOBA
TOKCHYHOCT.

[Ipeanu3oH: MMa cLoOleHHe 38 eAMH CTyyaii NpH 4epHOAPOOHO TPAHCILIAHTHPAH NALMEHT, JIEKYBaH
¢ NpeAHH30H, KOHTO pa3BHBA OCTpa HanOBOpeUHa HeAOCTATHUHOCT CJIEA NPEKLCBaHE HA TPHMeEceYHa
Tepanua ¢ ¢urykoHazosn. Ilpeanonara ce, ye npeKbCBaHEeTO HA GIIYKOHA30M MPHYHHARA YBEIMYEHHE HA
akTUBHOCTTA Ha CYP3 A4, koero Boau A0 NMOBHIIEH MeTaboIM3BM Ha NpeAHH30H. [TauueHTUTe HA
MPOABIDKHTEHO JIeYeHHe ¢ (PIYKOHA30J U NpEeAHU30H TpiadBa na ObAAT BHUMATETHO NpOCienaBaHu
38 HEJOCTATHEYHOCT Ha HAAOBEOpeyHaTa KOpa NpH cnvpaHe Ha QIIYKOHA30M.

Pugabyru: OIykoHa30/1 MOBHLIABA CCPYMHHTE KOHLUEHTPAlMH Ha pu(abyTHH, KOETO BOAH A0
nosHuasane Ha AUC Ha pudabyTun ¢ 10 80%. UMma cpobimeHus 3a yBeHT NpH NaliMeHTH, NPH KOHTO
ce MpUIaraHi eAHOBPeMEHHO QurykoHazon ¥ pu¢abyTuH. [Ipy komOuHUpaHa Tepamus TpaAOBa Ja ce
HMAT MpeABHI CHMITTOMHMTE Ha TOKCHYHOCT OT pr¢alyTHH.

Caxeunaeup: Onykorazon nosuimasa AUC u C_  Ha CAKBMHABHD CHOTBETHO C NpUOn3uTento 50%

H 35% nopanu uHxuOHpaHeTo Ha YepHOAPOOHHA MeTaboNnH3bM Ha cakBHHABHp oT CYP3
MHXHOHpaHeTo Ha P-riukonporeuH. BauMoaelcTeie ¢h¢ CaKBHHABHD/PUTOHABHD HE

‘‘‘‘‘‘‘‘‘
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eIHOBPEMEHHO MPIICKEHHE CEe NPENOPHYBA YECTO MOHUTOPHPAHE Ha KPBBHATA 3aXap U NMOAXOIAIIO
HaMaJleHHe Ha J03aTa Ha Cy/1ipaHWIypeHHKA NPOIYKT.

Teodunun: B ruiane60-KOHTPOIHPaHO NPOYYBaHe 3a B3aHMOACHCTBHE MPHIOKEHHETO Ha (TYKOHA30I
200 mg 3a 14 gHH BOJM A0 HAMAJIEHHE HA CPEAHMA IUIa3MEH KIHPBHC Ha TeoduiHH ¢ 18%.
[TalpeHTUTE, KOMTO MOJY9YaBaT BUCOKH J03H TeOQWIHH WIH KOHTO NMOPaaH APpYrd NPHYHHH €a ¢
BUCOK PHCK OT TeodHIMHOBA TOKCHYHOCT, TpsOBa Aa 6paaT HabmoaaBaHH 3a MPH3HALM HA
TeOQHIHHOBA TOKCHUYHOCT, JI0KaTo npueMat ¢uiykoHason. Tepanusra TpaOBa Ja ce MOIH(HLIMPA, aKO
BB3HMKHAT MPU3HALIM HA TOKCHYHOCT.

TodauuTHHKG: eKCno3HUMATA Ha TOQaMTHHRE € noBHIliea, KOraTto ToQaltMTHHUO ce npunara B
CHITHTCTBALIO ¢ APYrH JIEKAPCTBEHH MPOAYKTH, KOMTO MPeU3BHKBAT YMEPEHO HHXHOHpaHe Ha
CYP3 A4, raka n Mmouino uHxyOupane Ha CYP2C19 (vanp. ¢rykonazon). 1o Tasu mpuurHa ce

NpenopbYBa HAMAIABAHE HA 103aTa Ha TodaLMTHHHO Ha 5 mg BEAHHXK AHEBHO, KOraro ce KOMOMHHpa
C TAKHBA JICKAPCTBECHHU MPOAYKTH.

Tonpanral: eKCMO3ULMATA HA TOABAMTAH € 3Ha4HuTenHO nosuineHa (200% 3a AUC; 80% 3a Cuax),
xorato Tonsantad — CYP3A4 cy6cTpar, ce npuiara eqHOBpeMeHHO ¢ duryxoHaszon — yMepeH CYP3A4
MHXUOHKTOP, C PUCK OT 3HAYHTETHO YBEIMMEHHE Ha HEXKEIaHUTE peaKkUdu ocoOeHO 3HaUUTeTHA
AHypes3a, iexuapaTalms U ocTpa 6p0pewHa HenocTaThYHOCT. B ciryuaii Ha egHOBpeMeHHa ynoTpeba
J03aTa Ha TONBAaNTaH TpAOBa Na Objie HaMalleHa, KAKTO € YKa3aHO B MHpOpManuaTa no
NPEeANHCBAHETO 32 TOMBANTAH, U MalMEHTBT TPAOBa YecTo Aa Obje NpoC/eagBaH 32 HeKeJlaHN
peaKkiHMH, CBBP3aHH C TONBAITAH.

BuHka ankanouayd: Benpeku e He € Npoy4eHo, (IyKOHAa30JI MOXE Ja [OBHILH [UIa3MEHUTE HHBA Ha
BHHKA aNkajoMaure (Hanp., BUHKPHCTHH H BUHOIACTHH) U Aa ROBEAE 10 HEBPOTOKCHYUHOCT, KOETO €
'BB3MOXHO Nopaan RHXHOHpawms edext no oTHoulenne Ha CYP3A4.

Buramun A: UMa cpobineHne npy eAyH NaLMEHT, NpHeMall KoMOMHHMpaHa Tepanus ¢ TpaHC-
PETHHOMIHE KUCENIHHA (KHCeaHHRBA GopMa Ha BUTAMHH A) H (QJIYKOHA30J1, NPH KOWTO ¢a BB3HUKHAIH
HeXeJTaHH JIEKapCTBEHH peakiuM, cebp3aHd cLIHC nmoa dopmata Ha nepedparneH ICeBIOTYMOp, KOUTO
¢a OT3BYYaNH NpH CNHpaHe Ha JIeUeHHEeTO ¢ (GIIyKOoHa30m. Tasu koMOHMHAaIMa MOXKe 18 Ce M3M0JI3Ba, HO
TpadBa aa ce umMa npeasuj pucka 3a HHC HexenaHu peaximu.

BopukoHason: (Huxuburop Ha CYP2C9, CYP2C19 u CYP3A4): EnnoBpeMEHHOTO NpUiaraHe Ha
BOpHKOHa3o0J1 nepopanHo (400 mg Ha 12 yaca npe3 repBUs AeH, nocaeasanu ot 200 mg Ha 12 yaca za
2,5 o) u dpyxonazin nepopaiHo (400 mg npes mbpBUA A¢H, nocneasany ot 200 mg aHeBHO 3a 4
JAHM) Ha 8 3apaBH JOOPOBOJILM OT MEXKHM 11071, BOAAT 00 NopuilasaHe Ha Cmax u AUCT Ha
BOpHKOHAa30 cpeaHo ¢ 57% (90% Cl: 20%, 107%) u cvorBeTHO 79% (90% CI: 40%, 128%). He ¢
YCTAHOBEHO KAKBO HaMallsfiBaHe Ha A03aTa/WiH YeCTOTATA HA BOPUKOHA30M U (iykoHason 6u
EJIHMHHUPAJIO TO3H eeKT. AKO BOPUKOHA30J1 Ce IPHIIAara HenocpeACTBEHO cltel (pIyKOHA30J1, Ce
MpEnoOpbYBA MPOCIEAIBaHE Ha CBBP3aHUTE C BOPHKOHA30J HEXKE/TAaHHU pPeaKlUi.

3unosyaun: @nykonazon nopumaea Cmax u AUC Ha sugoByauH ¢ 84% u 74% cboTBeTHO nopanu
npubnu3uTenHo 45% HaMancHHUe Ha NEPOPaTHHA KITKPBHC Ha 3u00ByAuH. [lomyxHBOTET Ha
3UJIOBY/IHH € CBIIO TaKa YABDKEH ¢ NpHOnu3nTenHo 128% npu koMOHHHpaHa Tepanus ¢ GIIyKOHA30.
[laupeHTHTE, MONY4YaBalny Ta3u KoMOHMHauMA, TpaOBa na ObaaT HabmoOnaBaHH 3a Pa3BUTHETO HA
HEXEJIAHH PeaKUMH, CRbP3aHH CHC 3HAOBYAHH.

A3HTPOMHMIMH: B OTKpHTO, paHIOMH3HPAHO, TPOHHO-KPLCTOCAHO NMpoy4BaHe npH 18 3apasu
A0OpOBONILM € OLIeHEeH e(peKTHT Ha ¢IMHHYHA NepopaiHa Jo3a a3uTpoMULHH 1200 mg Bupxy
(¢apMaKOKMHETHKATa HA eAMHHYHA nepopanHa a03a ¢uykoHaszon 800 mg, kakTo U edexTyTe
hryxona3on BepXy apMakOKMHETHKATA Ha a3UTpoMHLMH. He e ycraHOBeHO cHrHUG#K R ;;vf\\\-._
¢$papMaKOKHHETHYHO B3aMMOAEHCTBHE MEXDY PIYKOHA30)I M a3UTPOMHIIMH. _\ 4

[Tepopanuu xoHTpatenTHsy: IIpopeacHy ca ABe PapMaKOKHMHETHYHH MPOYUBAHHSA
NMECPOPAJIHH KOHTPaLleNTHBH U MHOIOKpaTHH A034 (piyKoHazon. He ca yctaHOBeHH ¢
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BLPXY XOPMOHATIHOTO HMBO NpH npoy4BaHeTo ¢ 50 mg durykonason, nokaro npu 200 mg NHEBHO
[UTOLLTA NOJ], KPUBATA HA €THHHIECTPAAHOIN H JIEBOHOPreCTpeN e HapacHana c0TBeTHO ¢ 40% u 24%.
CrneaoBaTenHo He MOXKE Aa ce 04YaKBa MHOTMOKPATHO NMPWIAraHMAT B TAKKBa J03H (PIyKoHA3011 Aa UMa
HeOnaronpuaTeH edekT BbpXY ePeKTHBHOCTTA HA KOMOUHKPAHHTE NEPOPATHH KOHTPAUCITTHBH.

4.6 @eprTHABTET, GpeMEHHOCT H KbpMEHE

JeHu ¢ aeTepoeH NOTeHUHAN
[Ipenu 3anouBaHe Ha JicUCHHE, NMALMEHTKATA 'rpﬂﬁBa na 6p1e nHpopMHUpaHa 3a MOTCHLHATHUSA PUCK 34

(eryca.

Cnepn NevyeHHe ¢ eAMHHYHA 1033 C€ MPEenopbYBa NEPHOA HA OUMCTBAHE OT | cenMHIla (CHOTBETCTBALL]
Ha 5—6 Noay>XHBOTA) npeau 3abpeMeHIBaHe (BXK. TOYKA 5.2).

[Ipx Mo-ABArH KypCOBE Ha JICUEHHE MOXKe a ce OOMHCIIH NOAXOAAINA KOHTpaLIENIHA MPH XKE€HH ¢
NETePOAEH MOTEHLMAN Npe3 LIEJIHA MEPHOA HA JIGYSHHE H B IPOARIDKEHHE Ha 1 ceaMHmla crien
NnocAeaAHaTa 103a. |

BpeMEeHHOCT
O6cepBallMOHHH NPOYYBaHHA MPEANONAraT YBEJIMYEH PUCK OT CIIOHTAHEH abOpT NpH XEHH, IEKYBaHHU

¢ ¢pIyKOHA30M Npe3 ITbPBUA W/ WJIM BTOPHA TPUMECTBP B CPABHEHHME € JKEHH, KOUTO HE ca JIEKyBaHH C
¢iIyKOHAa30]1 MIIM ca IEKYBaHU € a30J14 32 JIOKATHO [MPWIOXKEHUE Mpe3 ChIIMA TIEPHO.

JlaHHHTE OT HAKOJIKO XWIAAH OpeMeHHH KEHH, JIEKYBaHH ¢ KyMyJlaTHBHA n03a <150 mg

(b TyKOHA30J1, NPUIOKEHH Npe3 ITbPBHUA TPHMECTRP, HE MOKA3BaT NOBHIICHHE HA 00IMA PUCK

ot MandopMauuu Ha deryca. B eaHo ronaMo obcepsalHOHHO KOXOPTHO MMpOYyYBaHe
EKCTIO3ULIMATA HA nepopanieH (GJIYKOHA30/ NPe3 NbPBHA TPUMECTEBD C€ CBBP3BA C JIEKO

MOBHLICH PHCK OT MYCKYJIHO-CKEJIETHH MalipOpMaLiK, CEOTBETCTBALUM HA NPHOIHU3UTENHO

1 gomrenHMuTENEH cryyal Ha 1 000 sxeHH, NEKyBaHH ¢ KYMYJIATHBHH A03H <450 mg, B CpaBHEHHE
C 2KEHH, JIEKYBAHHR C a30JIM 38 JIOKAJIHO MPWIOKEHHE, H Ha NPUOIU3HUTENHO 4 JOITBITHUTEIHHA
cimyuas Ha 1 000 sxenu, nexkysaHu ¢ KyMyJaTHBHY 1034 Haa 450 mg. Kopurupanusar
oTHocHTeneH puck ¢ 1,29(95% CI 1,05 no 1,58) 3a 150 mg nepopanen ¢paykonazon u 1,98 (95%
CI 1,23 no 3,17) 3a go3u Han 450 mg diykoHason.

Hami4uure envaeMHONOrHYHH MPOYYBaHKA Ha ChpJeyHH MaipopMaliiH NTPH W3NOJ3BaHe Ha
(ITYKOHA30J1 NNO BpeMe Ha OpeMeHHOCT JaBaT MPOTHBOPEUYHBH pe3ynTaTH. BhIlpexu TOBa MeTaaHAIUA
Ha 5 00CepBaLMOHHH NMPOYYBAHUA, BIUTIOUBALIUU HAKONKO XHISAAHK GpeMEeHHH )KEeHH ¢ eKCTIO3HULUA Ha
(GIIYKOHA30JI MPeE3 MEPBUA TPHMECTBP, YCTAHOBABA |,8—2 MBETH [TOBHLIEH PHCK OT ChbpACYHH
mMadopMaLiAM B CPaBHEHHE C JIMICAaTa Ha ynoTpeba Ha quIyKoHa30n /WM ynoTpebara Ha a30/d 32
JIOKAHO NPWIOKEHHE.

Cro0LIeHHA Ha CITy4Yad OTIMCBAT MOAEJ Ha BpoJeHH aedeKkTH npH aeta, YMHTO MaiKy ca

npuemany Bucoku 03 (400 no 800 mg/nen) daykonason o BpemMe Ha OpeMeHHOCTTa B
NpoXb/DKEHHE Ha 3 MeceLa WIH NOBEYE NMPH JICUSHHETO Ha KOKLUHAWOHAOMHKO3a. BpogeHnnTe
aedexTH, HabmoaaBaHH NpH Te3HW Aelia, BKIOUYBAT Opaxunedanns, AUCIUIA3UA Ha YIUTE, roisMa
npeaHa poHTaHeNa, PeMOpaTHO U3KPHBABAHE H paaHOo-XyMepaliHa CHHOCTO3a. [[pHuHHHO-CNeaCTBEHA
BPB3KA MEXAy yrioTpebaTa Ha (GyKOHA307 M Te3H BPOICHH Ae(heKTH He € yCTaHOBEHA.

(DyKOHA30J1 B CTAHAAPTHH JO3HPOBKH U 38 KPAaTKOTpaHHO JieueHUe He TpabOBa aa ce © npkiIara npy

OpeMeHHH, OCBEH aKko He € abcomoTHO HeobXxoaHMoO.

Ha OpEeMEHHOCT, OCBEH IMPH NOTEHUHANHO XMBOTO3aCTPaWIaBalH HHGEKIIHH.

KnpMeHe
DITyKOHAa30/ NPEMKEHARA B KbpPMAaTa M JOCTHUIa KOHUEHTPALUHMH CXOJHH HA TE3H B

5.2). KppMeHeTO MOXKE Aa He ce CIHpa NpH eJHOKPATeH NMPHEM Ha CTAaHAAPTHA JI0
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daykoHazon. KepMmeHeTo He ce npenopbusa Npy NPHEM Ha MHOTOKPATHH RO3H WY HAa BUCOKH 103U
daykonaszon. [Tonsure 0T KbPMEHETO 32 Pa3BUTHETO M 3paBeTO TPAOBA Aa CE B3EMAT NpeJBHN 3a€AHO
C KIHHHYHHTE HYXH Ha MaiikaTa oT UTyKOHA30J1 U J1a C€ CBIIOCTABAT ¢ Bb3MOXXHUTE HEXKENIaHH
peakUKH oT (UTYKOHA30J MPH KbPMAUETO WIM OT NOAJIEKALIOTO ChCTOSAHHE Ha MalKkarTa.,

DepTUnuTeT

(DyKOHA30/1 He BAKAE BbPXY (hepTHIHTeTa HA MBXKKH HIH )KEHCKH IUThXOBE (BXK. TOUKA 5.3).

4.7 EdexTr BLpXy cnocofnocTTa 3a modupane H paboTa ¢ MAINHAH

He ca nposexaHM npoy4BaHus 3a eexra Ha GryKoHa3on BEpXY cocoOHOCTTa 3a wodHpaHe U

pabora ¢ MaluHHY. [JlauueHTre TpaOBa Aa OBAAT NpeaAyYNIPEACHH 3a €BEHTYATHA NOABA HA 3a8MasgHOCT
WM OpHNaabsLM (BXK. Touka 4.8) mo BpeMe Ha neueHueTo ¢ MukoMakc M Tpabea na 6waar
NOChbBETBAHH Aa He OodHPAT M Ja He pabOTAT ¢ MaLIMHK aKO NPOABAT HAKOH OT TE€3U CHMITTOMMH.

4.8 HexelaBH JJeKAPCTBEHH PeakHH

Haiji-yecTHTe HexenaHH NeKapCTBEHH PeakiiMi, 3a KOMTO ce chobuiasa (>>1/10) ca rmaBobonue,
KopeMHa Dojika, AMapHi, raicHe, NOBPbILAHE, MOBULICHK CTOMHOCTHA Ha CEPYMHATa aNaHHH
aMHHOTpaHc(hepasa, NOBHINEHH CTOMHOCTH Ha CEPyMHATA acnapTaT aMUHOTpaHc(epasa, NOBULLICHH
CTOHHOCTH Ha anxkanHaTa ¢ocdarasa 4 oOpHB.
Cnobiaba ce 32 neKapcTBeHa peakims ¢ eo3uRodunus U cucremuau cumnromu (DRESS) BuB
BPb3Ka C JIEUEHHETO ¢ (PIIyKoHa3on (BxK. ToUuKa 4.4).

CneaHvTe HEXENIaHH JICKAPCTBCHH peakliMy ca Ounv HabnronasaHu ¥ cLo0IaBaHH 1O BpeMeE Ha
NIEYCHUETO ¢ QIIYKOHA30J1 CbC CeaHuTe uecTorn: Muoro dectu: (=1/10); Uectu: (>1/100 n <1/10);

Heuectn: (= 1/1000 1 <1/100); Peaku: (= 1/10,000 1 <1/1000); Muoro peaku: (< 1/10,000), ¢
HEHW3BECTHA YecToTa (OT HATHYHHTE JaHHH HE MOXe Ja Obae HanpaBeHa OLCHKA).

TabauyeH CIHCHK Ha HEXeTaHHUTE PCAKIIHH

Is:c'reuo-ol)raﬂen YecTn HewecTn Penxn IC HeR3BecTHA
ac 4eCTOTA
HapymeHnst Ha AHEMHA ArpaHyJ0LMTO34,
PLBTA M JEMpRATA IIEBKOTICHHA,
HCTEMA HEeYTPONEHUA,
TPOMOOLIMTOTICHHA
Hapyimenas na AHadmrnakcHa
HMYHHATA CHCTEMA
Hapymenas Ha [loHwkeH aneTur  [(XUIEepXOIHCTEPONEMHH,
MeTaboIH3IMA H  XHMEPTPHTNIHLECpEMUS,
XpAHEHETO IXHMOKANIEMHSA
[icAxp9HR COMHONIEHTHOCT,
HAPYIIC¢HHS Oe3chHue
HapymeHnss HA ["'napobonue [ Ipunangsbum, TpeMop
HEePBHATA CHCTEMA fapecTes3us,
3aMaliBaHe,

HapyLIeHHUs Ha
BKYyCa

Hapymenss Ha Bepruro X HUMR;T}“QQ
[VXOTO H JAORPHHTA | - \'\,l
ICrLpaeunn Torsade de poin ; 4 ﬁ;"\* o |
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Cromammpo-apeBan |A6xomunanHa 6onka, KoHcTunanus

HAPYIICHES MOBPBILIAHE AHApHS, |AHCIICTICHS,
razieHe METEOPHU3bM,
CyXOTa B yCraTa
Xenato-Onnaapan [[losuiueHue Ha Xonecrasa (Bx. HeproapobOHa
HApYIIC¢HES [AJTAHHH TO4YKA 4.4), HEAOCTATHLYHOCT (BIXK.
lamunoTpaHcdepasara xbiTeHua (BK.  [Touka 4.4),
(Bx. Touka 4.4), . [TouKa4.4), Eena'rouenynapﬂa
MOBUMIIIEHHE HA TIOBHLIEH eKpo3a (BXK. Touxa 4.4),
acnaprar OunupyOuH (Bxx.  [XenmaTT (BX. Touka 4.4),
AMHHOTpaHCchepa3aTa [Touka 4.4) XenaToleyIapHO
KBK. TOUKA 4.4), YBpexxaaHe (BX. TOYKA
TIOBHUILIECHHE Ha 4.4)
lankanHaTta gocdaraza

B KPBBTA (BXX. TOUKa

|4.4)

HapymeHnus ua O6pue (Bx. Touka  [JlekapcTBeH 0GpHB Tokcnuna enuaepMaHa JlekapcTeeHa
OMATA H 4.4) (Bk. Touka 4.4%), HeKponusa, (BXK. TOUKa [peaxius ¢
Eonxmnan ThKAH | YpPTUKapHs (BXK. 4.4), CHHAPOM Ha O3MHOQIIHA U
TOUKa 4.4), Stevens Johnson, (Bx. HCTEMHHU
[MPYPHUTYC, mouka 4.4), ocTpa UMIITOMMU
TPEKOMEPHO ~ [FeHepalnu3HpaHa (DRESS)
U3IQTABAHE €EK3aHTEMaTO3Ha

MYyCTYJ103a {BXK. TOUKA
4.4), exchoiuaTiBeH
IREpPMATHT, AHTHOEIEM,
OTOK Ha JIMLIETO,
aoneLuHs

Hapymenns na Muanrus
MYCKYJIHO- *
CKeJETHATA CACTEMA
H CheAHHATE/THATA

ThK2H
O6mna RapymeHns 1 YMopa,

kdeKTH HA MICTOTO [HEPa3MOJIOXKEHHUE,
HA OPAJIOKEHRAE ACTEHHS, TPeCKa

*BKITIOUHUTENHO PHKCHPAH JICKApPCTBEH 0OPHB

IleauaTpuyHa NOMyIALIMS
XapaKkTepHCTHKATa M YECTOTATa Ha HEXXENAHUTE peakiiy M N1abopaTopHU OTKIOHEHHs, OTOeNA3aHH MO

BpEME HA NEJUATPHYHHTE KIHHUYHHK H3MMTBAHHA, KATO C& H3KJIKOUM NOKA3aHUETO reHUTATHA
KAHJAUJI034, CA CPRBHUMM C TE€3H, HAOMIOAaBaHM NpPH BL3PAacTHH.

CpobuiapaHe Ha NOAO3HPAHH HEXENAHH DEAKLIHH |
CoobuiapaHero Ha MOAO3UPAHH HEXEJIAHH PEAKLIMM Clie]] paspelliaBaHe 3a yrorpeda Ha leKapcTBeHUA
NPOAYKT € BAXXHO, TOBa NMO3BO/IABA Ja MPOTb/DKH HaGTIOACHHETO Ha ChOTHOLLIEHHUETO IT0J13a/pUCK 32
NeKapCTBEHUA MPOAYKT. OT MEAHLIMHCKHTE CHELIMATIHCTH ¢€ H3UCKBA Aa ChoOILaBaT BCAKA

NOAO3IHpAHA HEXKEJIaHa peakuus Yype3 M3ITeNHUTENHA areHUMs 110 Jekapersara yi. ., Jlamsae I'pyes” Ne
8, 1303 Codusn, Ten.: +35 928903417, yebeaiir: www.bda.bg.

4.9 Ilpexozapane

HMma eaHOBpeMEHHH CHOOILCHHUS 3a Npeao3vpane ¢ GIyKOHAa30J U XaIIOLUHHALIMH H
MOBEACHHE.

B cayuaii Ha npeno3npaHe, MOXKe Aa ¢e NPUI0XKU M CHOTBETHO CUMITTOMATHYHO JI€
NOAABPKALIM MEPKH H POMHKBKA HAa CTOMaX4a, ako € HeoOX0auMo).
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dayKkoHa30/1 ce eKCKPETHpA B TOAMAa CTENEH ¢ YpHHAaTa; NNPeIM3BHKBaHe HA ODWIHA Anype3a MoXe Ja
NOBHILH CTENEHTa HA eIMMMHUpaHe. TpH-4acoBa QHAIH3A HAMAJIABA [UIA3MEHHTE HUBA C

npubnuzuTenno 30%.

5. ®APMAKOJOI'HYHHU CBOUCTBA

5.1 @apMakoAHHAMHYHH CBOHCTBA

Dapmaxomepanesmuyna 2pyna.; aHTHMUKOTHLIM 38 CHCTEMHO NPWIOKEHHE, TPUA3OAOBH [TPOHIBOIHH
ATC kom: JO2ACO1

MexaHu3bM Ha NeHCTBHE

DyKOHa30M € TPHUA30IOB AHTHMHUKOTHYEH areHT. OCHOBHUAT MY MEXaHH3BM Ha JCHCTBHE €
HHXHOHpaHe Ha LUTOXpoM P-450-MenunpanoTo 14 andga-nanocrepos AEMETWIMPAaHE NMPH rbOHUKHTE,
KOETO NPeACTaRIsBa BAXKHA CTHIKA NMpH OHOCHHTE3a HA rbOMYHKMSA eprocrepon. Harpynsanero Ha 14
anda-MeTUN CTEPOITH KOpeupa ¢ nocneapallara 3aryba Ha eprocrepos oT KieThuHaTa MeMOpaHa Ha
rEOHUKHTE B OH MOTJIO Aa € NpHYMHA 32 AHTHMHMKOTHYHATA aKTUBHOCT Ha ¢urykoHa3ona. PirykoHa3on
€ MO-CEJIEKTHBEH MPH I'bOHMHHTE LHTOXPOM P-450 eH3MMM, OTKOJIKOTO IIPH PasiIHYHH UUTOXPOM P-
450 eH3UMHK cHCTeMH NPH O03aiHHULIA.

YcTaHOBEHO €, ye (pITykoHa30M B A03UpoBKa S0 mg AHEBHO, NIpHIarad Ao 28 AHU He MOBNHABA
IU1a3MEHHTE KOHLIEHTPALHH HA TECTOCTEPOH IPH MBKE WIH CTePOHAHHTE KOHLIGHTPALUH [IPH KEHH B
fleTepoHa Bb3pacT. MayKoHa301 B J03UpoBKH oT 200 mg g0 400 mg AHEBHO HAMA KIMHUYHO 3HAYHM
e(deKT BLpXY €HJIOreHHUTE CTePOMAHH HHBa WIH BbpXY ACTH cTUMyNnupaHHs OTTOBOp NpPH 3paBU
NOOPOBOIILIH OT MBXKKHU Nnoj. [IpoyuBaHHs BEPXY B3aUMOACHCTBHETO ¢ AHTUIIMPHH NOKA3BAT, Ye

e THOKPATHHTE WJIH MHOIMOKPaTHH 03U QUTYKOHAa301 50 mg He OKa3BaT BAUAHHE BHPXY MeTabonusma

MY.

In vitro YYBCTBHTEIIHOCT

(D TyKOHa30J N0KA3Ba AHTHMHKOTHYHA AKTHUBHOCT in Vifro KbM KJIHHHYHO Pa3nNpOCTPAHCHH BUJIOBE
Candida (BxmouurenHo C. albicans, C. parapsilosis, C. tropicalis). C. krusei e BbTpelnHo
PE3UCTEHTEH KbM (piryKoHasol. [Tomynaumara ot auB tHn C. glabrata e cbe cpeiHa TyBCTBUTEIHOCT
(I) xuM dnykonaszon. MuHHManHaTa uHXuOUpaima KoHeHTpaida (minimum inhibitory concentration,
MIC) u enuaemMuonornyHaTa rpaiuyHa cToiHocT (epidemiological cut-off value, ECOFF) na

¢qurykoHason 3a C. guilliermondii ca mo-Bucoku ot te3u 3a C. albicans. Hoponoasunusar ce sug C.
auris € ¢ TeHACHUHS Aa € OTHOCHTENIHO PE3UCTEHTEH KbM (UTyKOHA30/L.

MDyKkOH230/ NPOABABA in Vilro aKTHBHOCT H KBM Cryptococcus neoformans w Cryptococcus gattii,
KAKTO M KbM CHACMHYHUTE IL1eceHHd Blastomyces dermatiditis, Coccidioides immitis, Histoplasma
capsulatum wu Paracoccidioides brasiliensis.

Bpn3ka Mexay GpapMakoKHHETHKA H $apMakoaHHAMHUKA

IIpn npoyuBaHMaTa BBPXY KHBOTHH HMa KOpeIaLHa MeXIY CTOHHOCTHTE HA MUHHMATHATA
HHxHOHpala korUeHTpams (MIC) 1 epukacHOCTTa cpellly eKCIEPHMEHTAaTHH MUKO3H B PE3YJITAT Ha
Candida spp. [Ipu K1MHHYHH NpOY4YBaHUA UMa NOYTH 1:1 nHHeltHa B3anMoBpBb3Ka Mexxay AUC u
ao3ara Ha ¢urykoHazona. HaGnrogasana € ¢bIno Taka AUpeKTHA, HO HendHelHa Bpr3ka AUC win
J038Ta H YCIEIECH KIHHHYECH OTTOBOP KbM MEPOpAIHA KAHAM03a H B N10-MaJIKa CTeleH KaHIHIEMHAL.
ITo nogo6eH HauuH, JTIEYSHUETO € NO-MAJIKO BEPOATHO MPH MH(EKIMH, NPUYMHEHH OT IAMOBE, 32
KOMTO (huryKoHazon uMa no-pucoka MIC.

MexaHH3bM/MH Ha pe3HCTEHTHOCT
Candida spp ca pa3BiIH peauilia MEXaHU3MH HA PE3HCTEHTHOCT KbM a30/I0BH 8HTHMHK

@nyKOHa301 HMa BUCOKH MHHHUMATHH HHXHOHpauIy KOHLEHTPALIMH 110 OTHOLIEHHE Ha

I[]AMOBE, KOMTO Ca Pa3BHIH €AMH WIH MOBEUE MEXAHH3IMH HA PEIHCTEHTHOCT, KOETO M0
HeONAronpUATHO €GHKACHOCTTA, KAKTO in Vivo, Taka H KIHHHYHO.
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[Tpu o6puaiiHo uyscTBHTENHH BHAOBE Candida Hali-4yecTo CpellaHHAT MEXaHU3bM Ha Pa3BHTHE Ha
PE3HCTEHTHOCT BKJIIOYBA UEICBHTE EH3HMH Ha a30JIH, KOHTO ¢a OTTOBOPHH 3a OHOCHHTE3aTa Ha
eprocrepoi. PesucTeHTHOCTTA MOYKe Aa b€ MPHUYHHEHA OT MyTaLlKs, IOBHIIIEHO TIPOH3BOACTBO HA
eH3UM, eIIYKCHH MEXAHM3MH Ha JICKAPCTBOTO WIH Pa3sBHTHETO Ha KOMIIEHCAaTOPHHU METHINA.

MMa cpobiieHus 3a cynepuHdexiid, npeau3suKkana ot Buiose Candida, paznuunu ot C. albicans,
KOMTO 4E€CTO MMAT NPHCHIIA HaMalleHa YyBcTBUTeNnHOCT (C. glabrata) Wi PE3UCTCHTHOCT KbM
daykoHason (Hanp. C. krusei, C. auris). IIpu Takupa HH(pEKUHH MOXE 13 € HeoDXonHMa
aITEPHATHBHA NPOTHBOrEOHUHA TEpanus.

['paHWYHH cTOHHOCTH (chrnacHo EBpone#fickus KOMMTET IO H3IIHTBAHE 33 YYBCTBUTEIHOCT KbM
aHTUMHKpoOHH cpeactea (EUCAST))

EBponeiicKHAT KOMHTET MO M3MMTBAHE 32 YyBCTBHTEJIHOCT KbM aHTHMMKPOOHU cpeacTBa —
MOAKOMUTET NO W3MHTBAHE 33 UYYBCTBUTEIHOCT KbM NpoTHBOIBOMYHM cpeactBa (EUCAST-AFST) e
onpeaen! rpaHMMHUTE CTOMHOCTH Ha QIyKOHa30J1 3a BuaoBeTe Candida B3 OCHOBA HAa aHAIH3a Ha
dbapMaKOKMHETHYHHTE/PapMaKOAMHAMUYHH JaHHM, in vitro YyBCTBHTENHOCTTA H KIIHHUYHUA OTTOBOP
(EUCAST d¢dnykonaszon ocHoBeH 1oKymeHT (2020)-sepcus 3; EBponelickd KOMHTET MO M3MIUTBAaHE 32
YYBCTBHTEJIHOCT KbM aHTHMHKPOOHH CpEeACTBA, NMPOTHBOrEOHUYHM CpeACcTBa, TaOMULUM ¢ rpaHHYHHU
cTOMHCTH 3a HHTepnperauua Ha MIC, repens 10.0, B cuna or 2020-02-04). Te ca Ounu pasneneHy Ha
HEBMIOBO CBBP3aHHM MPAHMYHM CTOHHOCTH, OIIPENEIICHH ITIaBHO Ha Ha3aTa Ha

dapMaKOKHHETHYHU/ papMakOIMHAMUYHH JAaHHH H HezaBUCHMH oT MIC paznpenenenuero npu
KOHKPETHUTE BHAOBE, H BHAOBO CBBbP34HH 'PAHHYHH CTOMHOCTH 34 BHAOBETE, HAH-UECTO CBBP3aHH C
yoBellkH UHpeKkIHN. Te3n rpaHHYHE CTOMHOCTH ca NMOCOYEHH B Tabnuuara no-goiry:

IABTHMEROTHK [BAZ0BO-CBLP3aHHE rPAHAIHE cToliBOCTH (SSR>) B Mg/l HeBHAOBO
CBBbpP3aHH
rPAHAYHHA

TDﬁHOCTHA
<R>B
iCandida |Candida Candida lf‘indida Candida Candida
Ibicans ubliniensis |glabraia sei arapsilosis ___ropicalis
DaykoHaszon  [2/4 /4 ,001*/16 -- 4 2/4 2/4

S = YHysctBuTenew, R = Peaucrenren

A = HeBHI0BO CBBp3aHH rPAHHYHM CTOMHOCTH Ca OTNIpEeNIEHH [IaBHO Ha 6a3ara Ha
¢apMaKOKHHETHYHH /(papMaxogHHAMHYHM JAaHHH K He3aBHCHMH oT MIC pasnpeneneHrero npu
KOHKPETHHUTE BHI0BE. Te ce H3NON3BaT CaMo IPH OPraHu3MH, KOUTO HAMAT KOHKPETHHM MPaHHYHH
CTOMHOCTH.

-- = A3NMTBaHHUATA 38 YYBCTBUTEIIHOCT HE Ca NMPEMOPBUMTENIHH, ThbH KATO BHAOBETE HE Ca NOAXOALIH
3@ JICUCHUE ¢ TO3H [TPOIYKT.

*= Llenusr C. glabrata e B kareropus ,, I’. MIC cnpamo C. glabrata TpabBa na ce HHTEpNpETHPAT
KATO PE3UCTEHTHH, korato ca Haj |6 mg/l. Kareropusra Ha uyscTBUTenHocT (<0,001 mg/l) e mpocto
3a n304rpaHe Ha HenmpaBWiHa KiacH(ukauua Ha ,,I” mamosere xaro ,,S” wWaMoBe. ,,I”- UyBCTBUTENHY,
[IOBULICHA €KCIIO3ULIMA: MUKPOOPraHM3MBT € KATCrOPH3HH KaTO ,,YYBCTBHTENIEH, MOBHIIEHA
€KCITO3ULIMA"™, KOraTo HMa rojisiMa BEPOSTHOCT 34 TEPANCBTHYCH YCIIEX, ThH KaTO €KCIO3HUMATA Ha
CPEeACTBOTO € YBE/IHYECHA YPE3 KOPHIHTHPAaHE Ha JO30BHA PEKUM WIIH Ype3 HErOBaTa KOHLICHTPAIUs
Ha MACTOTO Ha HH(}EKIHATA.

- I'paHy4HH CTONHOCTH NPH_H3MHUTBAHE 38 YYBCTBHTENHOCT
Kpurepuure 3a uurepnperupare Ha MITK (MuHMManHa noTHCKALIA KOHLIGHTPALMA ) MIPH H3MUTBAHE
Ha YYBCTBHTE] HOCTTA ca ycTaHOBeHH OT European Committee on Antimicrobial Susceptibility
Testing (EUCAST) 3a {fluconazole} uca u3bpoenu Tyk:
https://www.ema.europa.euw/documents/other/minimum-inhibitory-concentration-mi
breakpoints _en.xlsx
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5.2 (PDapMAKOKHHETHYHH CBOHCTBa

(bapmMakoKHMHeTHUHHMTE CBOMCTBA ¢a CXOJHHM CJIE]l MHTPABEHO3HO HIIH MEPOPATHO NIPHITOKEHHE.

Abcopbums
Cnen nepopalHo IpHIoKeHNe (IIyKoHa301 ce pe3opbupa goOpe U ILIa3sMEHUTe KOHLIEHTPalMH (1

cUcTeMHaTa OMoHanu4HOCT) ca Hag 90% OT KOHUEHTpaUMUTE, KOUTO C€ JOCTHIaT CJIe HHTPABEHO3HO
BEBEXAaHE. AGcopOLMsTa OT raCTPOMHTECTUHAIIHUSA TPAKT HE CE NTOBIMABA MPH €THOBPEMCHEH NTPHEM
¢ XpaHa. MakcHMalTHUTe TUTa3MEeHH KOHLCHTPALMK Ha rajHo ce fqocturaT Mexay 0,5 v 1,5 yaca cnen
npHeMa. [IasMeHHTe KOHIIEHTPAaLHH ¢a NPOTIOPLIHOHAIHY Ha A03aTa. JleBeTaeceT MpoLUeHTa OT
CTAL[HOHAPHHTE KOHLIEHTPALHH ¢€ AOCTHUraT Ha 4 — 5 IeH cnell MHOTOKPATHO MpUIaraHe BEOHbX
nHerHO. [IpuiokeHHeTo Ha HATOBapRaIa J03a (nNpe3 MEPBUA JEH), KOATO € JIBa NETH NO-BHCOKA OT
obuyaiiHaTa AHEBHA 034, MO3BOJABA NOCTHraHe Ha 90% OT paBHOBECHUTE IIa3MEHN KOHUEHTPALIUH
Ha BTOPHA ACH CJIEA HAYAJIOTO HA JICYEHUETO.

PasnpeneneHue
[IpuauanuaT obeM Ha pasnpeneieHue ¢ Oau3bx 10 obeMa Ha BoAaTa B OpraHiuiMa. CBEp3BaHETO ¢
IUTa3MEHHTE NPOTEHHH ¢ HUCKO (11 — 12 %).

DITYKOHA30J1 NPOHHKBA A00pe BbB BCHUKH M3CIEABAHM TEJIECHN TEYHOCTH. KOHUEHTpauuure Ha
¢dayKOHA30J B CIIOHKATA K XpavkaTa ca OMH3KM A0 Te3d B IazMarta. I1pH nauueHTH ¢ MUKOTHYEH
MeHHUHTUT KoHlleHTparyuTe B LICT ca npubnuzurento §0% ot chOTReTHUTE MNa3sMeHy

KOHLICHTpAallH4.

BHCOKH KOHLIEHTpallMH B KOXKAaTa, [IpeBHILABAIIM CepPYMHATA, C€ JOCTUI'AT B CTPATYM KOPHEYM,
EeMUOCPMHC-aepMa U noTTa. ODIyKkoHa30 KyMyJHpa B cTpaTyM KopHeyM. 11py 103a 50 mg nHeBHO
KOHLIEHTpaLMaTa Ha (piykoHazon cien 12 nuu e 73 pg/g U ceaeM ZigHa ciell npeKkpaTapaHe Ha
neyeHHeTo € Bee ome 5,8 ng/g. [lpu poza 150 mg BeaHBK CEAMUUHO KOHLEHTPALMUTE HA
(JTyKOHA30JI B CTPATYM KOPHEYM Ha CeaMHA AcH ca 23,4 ug/g ¥ ChOTBETHO CeieM AHH CJIET BTOpaTa
oo3a ca sce owe 7,1 ng/g.

KonueHnrpaumsaTa Ha (ITyKOHa30J B HOKTHTE ciiel 4 Mecena JieueHHe IMpH Ao3a 150 mg BeaHnxk
CeAMUYHO € ¢bOTBeTHO 4,05 ng/g npu 3apaeu u 1,8 pg/g npu 6oaHu HOkTH. KoHLIeHTpaliuH Ha
¢uTyKOHA301 ce H3MEPBAT B HOKTUTE M IIECT Mecelia clie/l MPUKIIOMBAHE Ha JICUeHHETO,

buorpaHchopM

durykoHa3zon ce Merabonuznpa B MHOIO Manka ¢tencH. Camo 11% ot pagnoakTHBHAaTa 1034 ce
eKCKpPEeTHpaT INPOMEHEHHU B YpHHaTa. QUIyKOHA30J1 € CeJIeKTUBEH MHXUOUTOP Ha HA U30CH3UMHUTE
CYP2C9 u CYP3A4 (Bxk. Touka 4.5). OykoHA304 € ChIIO Taka HHXHOUTOp Ha H3oeH3nMm CYP2C109.

EnnMubupane

EquMHHAILMOHHUAT NOYKHBOT B ITa3MaTa 3a PiyKoHaszon € npuomuzureaHo 30 yaca. OCHOBHMAT
BT Ha EKCKpeLna ¢ OLOpeunns, kato npubnusurentHo 80% ot npuerara n03a ce eKcKpeTHpa
HENPOMEHEHA B ypHHaTa. KIIUPBHCHT Ha (ITYKOHA30J1 € NPOnoOpLMOHATIeH Ha KITHPBHCA Ha
KpeaTHHHHA. HamMa JaHHK 32 MeTaboJINTH B KPBBOOOPBILEHHUETO.

I[’BHI‘OT O BPpCMC Ha MOJIY>KHBOT Ch3aBa IPEAINOCTABKH 34 JICUCHHUE HA BarHHaJIHaTa KaHOAKAO34a ¢
CAHOKpaTHa n103a, a 34 JICYCHHC Ha OCTAHAIIHTC MHKO3H — ¢ CAHOKPATCH JHCBCH U €JHOKpPATEH
CCAMHYCH IIPHCM Ha JICKApCTBOTO. |

MapMakokHHeTHKA IIpU 660peuHo yBpexaane
Ilpu naumenTH ¢ Texxka 660peuna HeaocTaTbYHOCT {(GFR < 20 ml/min) BpemMeTo Ha moay TKHBOTICR
yBenuuana oT 30 Ha 98 4aca. B peaynrar Ha TOBa ce Hajiara oHIWKaBaHe Ha Ao3aTa/DykKougIv

. 2 '1:.
OTCTpaHARA Ype€3 XeMOIHAIM3a H B [IO-MAJIKA CTENEH Ype3 NMEPUTOHEATHE JUATTN3a A JRDAO, dbkoal \ %?_
i T e 'q?é}':r.lc_:" -
¢QuTyKOHaA30/1a ce eTMMHUHMPAT OT KPBBTA CIIEH 3 4acOB KyPC Ha XEMOJHAIH3A. I::1:‘:_‘; a:ff’“**"*% i \.
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dapMaKOKHHETHKA NIPH KbPMEHE

B enHo ¢papMakOKMHETHYHO NpOy4YBaHe MPH OeCeT m.pmemn *KEHH, KOUTO BPEMEHHO HJIH 32
NOCTOSAHHO ¢a CNped KbPMEHETO Ha CBOMTE AELid, CE NPaBH OLlEHKa Ha KOHLIEHTPalMKTE Ha
bITyKOHA30J1 B IU1a3MaTa M B MAIMMHOTO MIAKO 3a 48 yaca ciiell elHHKYHa 103a 150 mg ¢pnykoHason.
O yKoHAa30J1 C€ OTKPHBA B MAHYMHOTO MJIAKO B CpPeIHA KOHLEHTpaLus npudausurenHo 98% ot tazu B
MaifuuHaTa rutasma. CpeJHHAT MWK HAa KOHUEHTpaUMATa B MaiftHHOTO Misiko € 2,61 mg/] 5,2 4aca
chel npHeMa Ha f03aTta. OuakBaHaTa AHEBHA A03a (IIYKOHA30/ 3a KbpPMaueTO OT MaHuUHOTO MIIFKO
(mpHeMa ce, ye cpeaHaTa KoHcyMauus Ha Misiko e 150 ml/kg/nen) Ha 6a3a Ha cpeanus MUK Ha
KoHLleHTpalsTa B Miakoto € 0,39 mg/kg/neH, koaro e npubaunsnrento 40% or mpenopbusaHara
HeoHaTalHa J03a (Bb3pacT < 2 ceamMuuM) UK 13% ot npenopbuBaHaTa /103a 3a KbpMYETa 34

KaHNHUN034 Ha JIMT'ABHLIHTC.

DapMaKOKWHETHKA MPH AeLa

OueHeHH ca papMaKOKHHETHYHH JAHHH, NIOMYyYeHH OT 113 neaMaTpH4HH MALHEHTH B PAMKHTE HA 5
NpOY4YBaHHA; 2 NPOYHBAaHUA C NPUIaraHe Ha €JHOKpaTHA J03a, 2 MPOYYBaHMA C IPUIaraHe Ha
MHOTOKpaTHa /1032 H €HO MPOYYBaHE TPU HEAOHOCEHH HOBOPOAEHH. JIaHHHTE OT €HO OT
NpOy4YBaHHATA HE MOTAT Jia C€ HHTEPIIPETHPAT NOPa Iy MPOMEHHU B CHCTaBa M0 BPEME Ha NMPOYUYBAHETO.
JIOMBAHHUTENHHA JaHHH ¢a HAJIHYHH OT NPOYYBaHEe ¢ MIIOCHPAHA LIEJ.

Cnen npunarale Ha 2-8 mg/kg dmykoHa3on npy aena Ha BB3pacT oT 9 Mecela no 15 roauHu, €
ycranoBeHa AUC or okono 38 pg.h/ml npu no3uporka or | mg/kg. Cpeanusr enumMHHALMOHEH
NOJYKHMBOT OT MIA3MATAa € Bapupan Mexay 15 1 18 gaca, a 00emMbT Ha pasnpeaeneHue e OuUn
npudauszutrenHo 880 ml/kg cnen npwiaraHe Ha MHOTOKpaTHH A034. (e ipuiaraHe Ha eTHOKpaTHa
A03a € YCTAHOBEHA MTO-TojIIMa CTOHHOCT Ha ETHMHHALIMOHHHA TMIOTY>KHBOT OT IU1a3MaTa — OKONo 24
yaca. TOBa € CpaBHUMO C NOJY>KHBOTA CJle[ €AHOKpaTHO npuiarade Ha 3 mg/kg 1.v. Ha neua ot 11
auH 10 11 Mecena. OGeMBT Ha pasnpefie/ieHHe Ha Ta3d BB3pacToBa rpymna € okono 950 ml/kg.

OnmuTHT ¢ PJIYKOHA30)1 NPH HOBOPOACHHU € OrpaHH4YeH 10 GapMaKOKMHETUYHUTE MPOYUYBAHHUS TIPH
NPEXIAECBPEMEHHO poaeHH. CpeaHaTa Bb3pacT [IPH NPWIArade Ha mppsa ao3a, npu 12
NpeXIeBPEMEHHO POASHH HA MPUOIU3UTEIHA reCTAllMOHHA BB3pacT oT 28 ceaMuly, e Ouna 24 vaca (B
paMkuTe Ha 9-36 yaca), a cpeaHoTO Terno ¢ Ouno 0,9 kg (8 pamxure Ha 0,75-1,10 kg). Cenem
NalMeHTa ca 3aBBPLIWIH NPOTOKONA;

[IpunaraHu ca KATO MAKCHMYM 5 HHTpaBeHO3HK HHPYy3HuK OoT 6 mg/kg PAyKkOHA30M HA BCEKH 72 yaca.
Cpennuar noayxHBoT € Oun 74 vaca (Bapupauno ot 44 no 185 vaca) npes mbpBHA JeH ¥ € HaMalAJIo C
BpEeMETO cpeaHo a0 53 4aca (Bapupatuo ot 30 go 131 yaca) Ha ceamuda ¥ o 47 yaca (Bapupaino ot 27
2o 68 uaca) na TpuHaneceTHs AeH. [Inomra nox kpuBarta (mcg.h/ml) e 6una 271 (ot 173 no 385) Ha
NBPBHA JEH K ce € yBeaHuWna cpeaHo a0 490 (B pamkure Ha 292 — 734) Ha ceaAMHA U € HAMaAANa
cpeano ao 360 (ot 167 oo 566) Ha TpuHageceTna geH. OdemMbT Ha pasnpenenenne (ml/kg) e 6un 1183
(ot 1070 po 1470) na repBUA eH K ce € yBeIHuHI ¢ BpeMeTo ¢pearo Ao 1184 (ot 510 no 2130) nva
ceamua H 1328 (ot 1040 no 1680) Ha TpuHaneceTus JeH.

DapMaKOKHHETHKA IIPH MAIIMEHTH B CTAPYECKA BB3PACT
[IporeneHO € GapMakOKMHETHYHO NPOyYBaHe NpH 22 NaLUMEeHTH Ha BB3PAcT > 65 roavHHu,

NOJTy4YaBailli €IHOKpPaTHA nepopanHa no3a oT S0 mg dnaykonazon. Jlecer oT Te3n NalMeHTH ca
nojTy4aBaiy ChTbTCTBALIA Teparnus ¢ AHypeTHUW. C e 6una 1,54 pg/ml u e pocturyara 1,3 yaca

cnen npuema. Cpeanara AUC e 6una 76,4 + 20,3 pg.h/ml, a cpenHUaT TepMuHaneH nomyxueot — 46,2
yaca. Te3u CTONHOCTH Ha PapMakOKHHETHYHHTE NapaMeTPH ¢a Mo-BUCOKH OT aHAJIOTHYHUTE
CTOMHOCTH, CbOOLIABAHH MPH 3ApaBH MJIAK MBXe-A00poBoNLM. EAHOBPEMEHHOTO MPHIOKEHHE HA
AMYPETHLH He € MPOMEHHUIO0 cHriipukaHTHO AUC i C_ . B nomeiiHeHHe, KpeaTHHHHOBHUAT

KITHpPBHC (74 ml/min), MpOLEHTHT HEMPOMEHEHO JIEKAPCTBO, eKCKpeTHpaHo ¢ ypuHata (0 — 24 u., 22%)
H H3UUcTeHuaT Os0pedeH KMpbHC Ha durykoHason (0,124 ml/min/kg) npu nanuesTy
BB3pacT 00O ca NO-HHCKM OT TE3H MPH NO-MIaau AoopoBoauy. ClneaoBaTesnHo, I
EJIMMHHHPAHETO Ha QUIYKOHA30J1 [IPK MALIMEHTH B HAIPEHANIA Bb3PacT W3k
HaMayieHa 0sOpeyHa QyHKIMA, XapaKTepHa 3a Ta3H IrpyIa.
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5.3 Ilpeax/IHHHYHE AAHHH 33 6e30macHOCT

[Ipy HEKIMHUYHHTE U3MWTBAHMA CAMO IPH €KCIO3ULIMH, 32 KOHTO C¢ CUHTa, Ye Ca B JOCTaTh4HA
CTereH MO-roJIEeMH OT MAKCHMAJIHATA eKCIIO3HLIHA NPH Xopa ce HabmoaaBaT epeKTH, KOUTO NOKA3BAT

MAaJIKO 3Ha4YeHHe 3a KIIMHAYHATA ynoTpeda.

KapUHHOr€HHOCT

HsaMa JaHHU 3a KaHLIEPOreHEH NOTEeHIMal Ha (UIyKOHA30/ NMPH MHUIIKH U NP TUTEXOBE, TPETHPAHH
NEPOPAJTHO B NPOABLKEHHE Ha 24 Mecelia ¢ 1o3M oT 2,5, 5 win 10 mg/kg/an. (npubnusurento 2 —7
ITETH NO-BUCOKH OT IMPENOPhYBAHUTE JO3H NpH Xopa). [Ipy MEKKH ILTEXOBE, TPETHPAHH € > H

10 mg/kg/neH, e HabmogaBaHO HApPACTBAHE HA YECTOTATA HA XETATOLENyAapeH aJeHOM

M HHOCT

dnykoHa301, cb¢ WK 03 MeTaboNUTHO aKTHBHpaHe, € 110Ka3aJl OTPULATE/IHH pe3yITaTH B TECTOBE 3a
MYTareHHoCT npH 4 wama ot Salmonella Typhimurium v B muun nuMdom L5178Y cuctema.
[{uTOreHeTHYHKTE MPOYUBAHKA in vivo (KIETKH OT MMILIM KOCTeH MO3BK, ClIe[ TIepopalieH NpUeM Ha
(IIYKOHA301) U in vitro (MMMQOLIMTH OT X0pa, H3J10KeHH Ha durykoHazon npu gosa 1000 pg/ml) we
NOKA3BAaT JaHHU 33 XPOMO3OMHH MYTAIMH.

PenpoAYKTHBHE TOKCHYHOCT
DIIyKOHA30J1, NPUWIOKEH NEpOopaiHO B AHeBHA n03a 5, 10 wium 20 pg/kg unu napeHrepalHo B Jo3a 5,25

WM 75 mg/kg, He noBnUABa PEPTWIMTETA HA KEHCKHM WIM MBXKH ILTLXOBE.

He ca Habnionaranu edexty Bupxy deryca npu 5 wnu 10 mg/kg; npu aos3u or 25 1 50 mg/kg u no-
BHCOKH ¢ HabmioxaBaHo MOBHILIEHHE Ha (heTaliHUTe MandopmaLuy (noeuireH Opoii pedpa,
pasHpsaBaHe Ha 6O6peuHoTO NereHue) U 3abasena ocudukanma. [lpu gosupoekn ot 80 mg/kg no
320 mg/kg e HabmoaaBaHa NoBHLIEeHa eMOPHOHATTHA CMBPTHOCT MPH ILUTEXOBE, KaTo MalThopMaluHTe
BKJIOYBAT AcdopMHpaHH pebpa, pucypa Ha HeOLeTo H HapyIieHHA B MEPEIHO-JIHLIEBaTa OCH(HKALIHA.
YCTaHOBEHO €, 4e nmpuiaradero Ha 20 mg/kg nepopanHo BOAM A0 Neko 3abaBiHEe HA HAYANOTO Ha
POOIIHHA MPOLIEC, a MHTPaBEeHO3HOTO BhBexAaHe Ha 20 mg/kg u 40 mg/kg e npoBoKHpasIO IUCTOKUA
H TIPOJICHTHpaHe Ha paXkJaHeTOo MPH HAKOJKO YeTHPHHOTH XHUBOTHU. Hapyinenusra B pogosud
npouec, HabMIOAaBAHM MPH TE3H AO03H, Ca JOBEIH 0 JIEKO OBHINABaHe Ha 6pod HA MBPTBOPOAEHHTE
H HAMJISBaHE Ha NPEXHBACMOCTTA HA HOBOPOAEGHUTE. BIMAHUETO BBEPXY POAMTHHUA TTpOLIEC
CBOTBETCTBA HA CHELM(HUHO 33 Pa3/IMYHHUTE BUAOBE TMOHKHKABAHE HA €CTPOr€HHOTO HHBO MO
BL3/I€HCTBHE Ha BECOKH 03H durykoHa3os. [1pu xenu, nexyBanu ¢ ykoHason, He ca HabmonaBaHu
TAKHBA XOPMOHAJIHH IPOMEHH (BX. TO4Ka 5.1).

6. PAPMAIIEBTHYHH TAHHHA
6.1 ChnHchLx HA TOMOIMEHEATE BeeCTBA

JlakT03a MOHOXHApAT
[IpexxenaTHHUIHPAHO LAPEBUYHO HHUIIECTE
CunMuHeB AHOKCHI, KOJIOHIEH Oe3BoicH
Hatupes naypuin cyadar

MarHe3ues creapar

TuraHoB auokcHA

Kenatul

[TatenT cuHbo V

YepHo MacTuno

6.2 HechBMeCTEMOCTH

Henpunoxumo
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6.3 Cpox na rogHocT
3 roAMHH
6.4 CpoenualHH YCIOBHS HA ChbXPRHECHHE

JleKapCTBEHHAT NMPOAYKT HE M3UCKBA CNIELIHAIHH YCIOBHA HA ChbXpaHEHHUE.

6.5 /laBHH 33 ONaKOBKATA
Bup onakoska: Bmcrep PVC uwiu PVC/PE/PVDC, anyMuHueBo osino, TMCTOBKZ H KAPTOHEHA

KYTHAL. .
Konuuectso B 1 onakoBka: 1 iy 3 kancynu

He BcHNKH BUZOBE OMNAKOBKM Morat jaa ObaaTt mycHaTH B npogaxda.
6.6 CoenuaaHu npeAna3zHHA MEPKH OPH H3XBLPJIAHE

HsamMa cnenanHy H3UCKBaHMA.

7. TIPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

Zentiva k.s.

Dolni Mecholupy 130

10237 Prague 10

Yewka Penrybnuka

8. HOMEP HA PAZPEHNIEHHETO 3A YIIOTPEBA

Per. Ne 20010433

9. JATA HA ITBPBO PA3PEINIABAHE/ IOJHOBSABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspetuasane: 02.05.2001

JlaTa Ha nocienHo nogHoeaBaHe: 31.08.2011

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA

06.07.2026 .
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