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A ATERLWS N0 NIEKAPCTEATA

| M3NBLARNAT
Roarma xapaxmepUCTIUKa Ha MPOgYKITA., punoxaiue |
1. HME HA JEKAPCTBEHHS IPOIYKT A2 L2 T
KbM Pea, NQ ............................. 3
Hudayxan 150 mg TebpaM Kancynu 3 J/H”/'IJ
Diflucan 150 mg hard capsules paspeweHue Ne&o.r” [ L1007 : T

L anfipgrnie N2 oo 17200

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Beska Tebpaa kancyna ceaspxa (urykonason (fluconazole) 150 mg
TMomomno(u) BemecTBo(a) ¢ H3RECTHO AelicTBHE: BCAka THHLPJA Kancyna caiabpxka 149,12 mg naxrosza
MOHOXHJpAT.

3a mb1HUA COHCBK HA OMOIIHATE BEHICCTBA, BHKTE T09Ka 6.1,

3. JEKAPCTBEHA ®OPMA
Tewnpaa xancyna

Beska tebpaa XeraTHEORa Kancyia ot 150 mg ce ChCTOH OT TIOPKOA3eHE CHHBO THIO H TIOPKOA3SHO
CHHEO Kamaue ¢ saanuc “Pfizer” u xox “FLU-150” ¢ 9epHo MacTiio. PazMepsT Ha KancyymTe e 1.

4. KJIHHHYHH TAHHH
4.1 TepaneBTHIHR HOKASAHHEN

HAudaykan e noxasan npu cneguute rbOuann uHGexuun (Bx. Touka 5.1).

HpJI € NOKA3aH" NMpH H 33 JCYUCHHE Ha:

KpanmokokoB MEHUHTHT (BK. To9Ka 4.4),

KoxunauonaoMakosa (Bx. TouKa 4.4).

Hupasusra xanxanoza.

Kannuaosa Ha nHraBUIETe, BLIOYHTEIHO OpOpapHHTeanHa, e3ofareaia Kauaunosa,

KARJHIYDHA H XPOHHYHA JIATABEYHO-KOXHA KAHITHAO3A.

. XpoHMdHa OpalHa aTpoduaHa KAHAMA034 (BB3NANCHHE Ha YCTATA B PE3yITaT OT 360HH
TpOTE3H), B ClTy4aif, e 350HaTa XUIMeHa WK JIOKAIHOTO JICYEHHE Ca HEAOCTATEYHH.
Barunansa xauaun03a, 0CTpa HIIH PEeKyPEeHTHA, KOTaTO NOKAIHOTO JIEYEHAE HE € TOIXOAAIIO.
Kauannosen 6anaHuT, KOraTo JIOKaNHOTO JeUeHHE HE & ROEXO/AIIIO.

HepmaToMBko3a, BKNIOYHTENHO tinea pedis, tinea corporis, tinea cruris, tinea versicolor B
KoxHa HH(EKIHA ¢ candida, KOFaTo € NpPeNKCARO CACTEMHO IEYEHHE.,
. Tinea unguinium (ouuxomuxo3a), XOraTo ce CUMTA, Y€ APYTH AT¢HTH HE Ca NOIXOMNITH.

* & &

H KaH € NOKA3aH HPH BE H 384 HIAKTHKA HA.

. Penapue Aa KpHNTOKOKOB MEHRHIHT NPH NAIMEHTH ¢ BHCOK PHCK OT PEIIHE.

] Perunns Ha opodapanreana AM esodarearsa KaHAHA03a NPA NAUMERTH, AnEXTHPARH C
HIV uny, IpH KOHTO PHCKLT OT PENAMB € IOBHINEH.

. 3a peayuEpane Ha wecTOTaTa Ha PEKYPEHTHA BArMHANHA Kan/Ana0%a (4 WK oBeYe enu3oa
roumso) P

. Tpodrnaxrika Ha KaHAMAHAHHE AHGEKUWE TPA TAIHMEHTH ¢ TPOTBIDKHTEHA e
(kaTo HAlMEHTH C XEMATONOTHIHH 3N0KAYECTBEHH 3a00/I9BaHAS, KOHTO Ca Ha
HIIH TAHEHTH, NOAIOKEHH HA TPAHCTIIARTALNA Ha XeMONOSTHYHH CTRONOBH K
To4Ka 3.1)).




H KaH € nokKasaH InpH HOBO €HH Ha TEpMHHA., KbpMay4 MaJIKH 1€ eLla ¥ IOHOLIH Ha
Bb3pact ot 0 1o 17 roauuu:

Huduykan ce npunara npH JJe4YeHHETO HA KaHAM/103a Ha JMraBuikTe (opod)apHHIeanHa,
eaoq)ama.rma), HHBa3WBHA KaHJH/03a, KPHIITOKOKOBH MEHHHIHTH H npo(bmlmnxa Ha KaHHu/103a NpH
HMYHOKOMITpPOMETHpaHu nauneHTH. Jludykan Moxe a ce npuiara KaTo no/Urbpialiia Tepanus, 3a
Npe0TBpaTABAHE HA PELH/IHB HAa KPHIITOKOKOB MEHHHIHT, NPH Jiella C BUCOK PHCK OT PeLH/IUB (BX.
Touka 4.4).

Jleuenneto moxe na Gb/ie 3aN04HATO NpPe/H [a Ca H3BECTHH PE3YJNTATHTE OT MHKPOOHOIOrHYHOTO H
Apyrure 1abopaToOpHH H3CNE/IBAHHS; BBIIPEKH TOBA, KOTATO Pe3y/NTATHTE Ca H3BECTHH, TepanuiTa
TpsA0Ba Jla ce KOPUTrHpa MOAXOAAILO.

Tpabea na ce B3emar noj BAMMaHHe OQMIMATHUTE IPENOPbKY 3a NpaBUIHaTa ynorpeba Ha
AHTHMHKOTHLIH.

4.2 [l03HpPOBKAa H HAYHH HA NPHJIOKEHHE

Josu POBKa

Ho3suposkara TpabBa 1a ce OCHOBaBa Ha BHJA M CEPHO3HOCTTA Ha rbOHYHaTa HHpeKHs. JledeHneTo
Ha HHOEKLHHTE, H3UCKBAIIH MHOTOKPATHO MpHJarae, TpabBa Ja NpoIb/uKH JOKATO KIHHHYHHTE
CHMIITOMH HITH 1a00paTOPHKUTE pe3yNTaTH MOKAXKAT, Ye aKTHBHATA MHKOTHYHA HH(pEKLHA €
oTcTpaHeHa. HealeKkBaTHUAT KypC Ha JieYeHHe MOe J1a I0BEJIe 10 PELHINB Ha HHEeKIHATa.

Buv3pacmuu:

Kpanrokokosa - Jleyenune Ha Harosapsama O6ukHOBeHO 0T 6 10 8
KPHIITOKOKOB no3a: 400 mg ceamuuy. [pu
MEHHHTHT 1pe3 NbPBHA A€H | KHBOTO3ACTpalllaBally{
ITocneasama HH(peKHH, THEBHATA 1034

no3a: 200 mg o | moxe aa ObAe yBeJlMUYEHa 10
400 mg BeaHBXK 800 mg

JITHEBHO

- [lopaspxama 200 mg BequbK Heonpenenexo npu nHeBHa

Tepanus 3a JTHEBHO no3a ot 200 mg

MpeOTBpaTABaHE Ha

pEeLHIHB Ha

KPHIITOKOKOB

MEHHHIHT MpH

MALHEHTH C BHCOK

PHCK OT pEeLlH/IHB.

Koxnuanonaomukosa 200 mg 1o Ot 11 mecena no 24 Mecena

400 mg BenHBK HITH TIO-/IBJITO B 32aBHCHMOCT
JTHEBHO ot nauueHTa. [1pu HaKoH

HHpeKIHH, 0c0OeHO
MEHHMHIHT, MOJKe Ja ce
npunoxar 800 mg nHeBHO.

3 N ’\‘ ] v
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HuaBa3aena Harosapsania B ofmms coy4qai,
Kanu03a noza: 800 mg IpenopLINTENHATR
npes LPBHA A€H | NPOABDKATENHOCT HA
Tlocnepsama JEYSHHETO NpH KAHAHACMHS
zo3za: 400 mg e 2 cepMuIH cNel IT6PBK
BE/HBK AHEBHO OTpHIIaTENCH Pe3yNTar OT
KPBLBHA KYJATYpa H
OTITyMABAHE HA
CHMITTOMHTE Ha
KaHIHAEMHATAE,
Jeygenne ma - Opodapunreansa Haropapeailia 7 no 21 aum (a0 DOCTHraHe
KanAHAG3A HA KaH# 033 Boza: 200 mg no | Ha PpeMHCHA Ha
JMHrABHUHTE 400 mg npes opodapHHreansara
ITbPBHA JESH. xanganosza). [lo-xeara
Iocneapaia AEpHONH MoraT ka ca
foza; 100 mg Ao | HANOXKWTEAHH BPHA
200 mg BenHbXK MALHEHTH ChC CEPHO3HO
AHEBHO HapylieH HMyHHTET,
- Esodarnama Haronaprama 14 no 30 qau (10 nocTHrane
KaHAH/03a moza: 200 mg a0 | Ha pemECcHA Ha
400 mg npe3 esodareanHaTa KaHAHI033).
ITBPRHA TeH. Ho-menre nepHOAH MoOTaT
Hocnensawa Ha ca HANOKWTCAHA OpH
no3a: 100 mg o | NauMEHTH CBC CEPHO3HO
200 mg pem¥K HapyIneH HMyHHTET.
JHEBHO
- Kangunypns 200 mg no 7 ao 21 amm. Io-aemrn
400 mg BeaHEX NCPHOAH MoTaT Zia ca
JHEBHO HATOKHTEIHH MPH
MALHEHTH CBC CEPHOIHO
HApyLleH HMyHHTeT.
- XpOHHIHA 50 mg semHBK 14 zau
arpotdrana xaHaAHA03a | AREBHO
- XpoHeIHA KOXKHO- 50 mg mo 100 mg | Mo 28 nun. Moxe xa ce
IHraBH9IHa KAHAHAO3A | BEAHEK JHEBHO HANOKAT MO-THACH NEPHOIH
: B 3ABHCHMOCT KaKTO OT
TeXKecTTa Ha HHdeKIuaTa,
Taka H oT NOLICKANOTO
HMYHHO YBPeKNAHE B
HHpexnys.
Ipeaoreparapane Ba | - Opodapunreanya 100 o 200 mg Heonpeaencn nepaoa npa
PEOHIHE HA KaHRHAO0343 B&IHBXK AHEBHO NANHEHTH ¢ XPOHHAYTHA
JATABHYHA Wik 200 mg HMYHOCYITPECHS.
KaHAMA032 NPH 3 BT CEUMETHO
aEndpexcrapann ¢ HIV
NAIMEHTA ¢ BHCOK - Esogarnanma 100 mg xo Heonpeaenen nepuog npy
PHCK OT penEABEB KAHOHH03a 200 mg pemirex NanACATH ¢ XpOHHIHA
JHECBHO HIH HMYHOCYAIPECH .
200 mg 3 mpTH
CeMIYIHO
TenaTanna - OcTpa parAHanna 150 mg
KaHARJO3a KaHAHEO3a
- Kabnmanosen




- Jlegenne n 150 mg na Beexn | [lopaspxkama nosa:
npodunakTHKa Ha TpH AHH 0DHIO 6 Mecena.
pelHAMBHpAINA 3nozaigpen 1,4,
BaTHHAMHA KAHAHAO3a | A 7), MOCNeBAHH
{4 Anu moBeve ot 150 mg
€0M30/A HA FOAMHA) BENHEX
CeAMETHO
NOAZBPAAIA
Joe3a
JlepMATOMEKO3H - tinea pedis, 150 mg BenuBX 2 mo 4 cenMALE, ICICHACTO
- tinea corporis, CEAMHYHO WK Ha. finea pedis MOXe Aa
- tinea cruris, 50 mg BeapbX NPOABILEH 10 6 CEAMHIIH
- candida nadexuEn JHEBHO
- tinea versicolor 300 mg no 1 xo 3 ceaqmuny
400 mg BeAHEXK
CEMHIHO
50 mg BeaHbXK 2 no 4 cenMuum
AHEBHO
- finea wunguium 150 mg Beaubx Jleuennero TpabBa pa
(ormuxomuxoza) CeaMHUTHO APOABIDKH KOKATO
AH(CKTHPRHAAT HOKLT Ce&
3aMecTH {A3pacTae
HenHpeKTHpaH).
[ToBTOpHHAT pacTek HA
HOKTHTE Ha NPBCTHTE Ha
prLETe H CLOTBETHO Ha
KpaxaTa HOpMAILHO H3HCKBa
3 mo 6 Mecena H 6 fo
12 Mecetia. Benpexn ToBa
pacTexbT MOKE Aa BapHpa
CTPOTO HHAHBHAYAITHO H B
3aBHCHMOCT OT BB3pacTTa.
Cney ycnenno NeHEHHS Ha
MPOXBIDKATENHA XPOHHTHH
AHGEKIANR, HOKTHTE
OOHKHOBEHO OCTABAT
AeOPMHDAHH.
NpoduiaxTaxa Aa 200 mg ao Jleyennero Tpa6Ba Aa
KAH/AHA032 npPA 400 mg BeAHBK | 3AM0YHE HAKOJKO JHH OPEaH
HAIHENTA ¢ THERHO OYAKBAHATA HEYTPOTICHHA H
HpOSBLICKATEIRA JA NpOThDEH 7 OHA clel
HeYTponenas BB3CTAHOBABARETO CHEH
KaTo HeYTpOQHIHTE e
nokavar Hag 1000 xnetkn
Aa mm’.
Che Hi RORYAG

Cmapuecka sv3pacm.

Hosuporkara TpsGRa Aa ce aanTHPa B3 ocHOBa Ha 61L6pewHaTa hynkuma (Bx. Bvbpeuno

yepexcoane).

Bvopeuno yepexcoane

Hudyxan ce eKCKpeTHpa NPeAMYINECTBEHO B YPHHATA KaT0 HEH3MEHEHO AKTHBHO Be:
KYDPCET Ha JEHEHHUE € C ¢[IHOKPATHA [034, He € ReoOXOINMOo KOPHTHpaHE Ha A03aTa.
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[pu nanwenTH (BKIIOUHTENHO /e1a) ¢ yBpeeHa 6b0peuna GyHKIMs, KOraTo ce Hanara MHOTOKPaTHO

NpUIIOKEHHEe HA QIyKOHA301, CE 3a104Ba ¢ MbpBOHaYanHa A03a 50 mg 1o 400 mg, ocHoBaHa Ha
npenopbyBaHaTa JHEBHA 103a cnope] nokasanuero. Ciiell mbpBOHaYaJHaTa HaTOBapBallla 1034,
JHEeBHATA /1034 (CTIOpE/l HHAMKALMKTE) Ce Onpe/eNs no cieaHara Tabnuua:

KpeaTnunHoB kanpsuc (ml/min) IlpoueHT OT NpenopLYHTEIHATA 032
>50 100%

< 50 (be3 xemonuanuza) 50%

XeMoauanusa 100% cnes BcAKa XeMOAHAIH3A

[TaunenTuTe Ha XemMoananu3a TpsaGBa aa nomyyasar 100% ot npenopsyanata 103a clell BCAka

XeMO/Man3a; npes AHUTE, cBOOOHM OT HaNu3a, nauueHTuTe TpabBa Ja NoyYyaBaT HamaleHa /103a B

CbOTBETCTBHE C KDEATHHHHOBHA HM KIIMPBHC.

Yepnodpobno yepesicoane
JlaHHHTE Npu NauKeHTH ¢ 4epHOPOOHO yBpekJaHe ca OrpaHHYeHH, 110 Ta3H NPHYHHA (IryKoHa30n

TpsiOBa 1a ce Mpuiara c BHHMaHHe NPH MaLHeHTH ¢ YepHoApoOHa auchyHKums (BikK. ToukH 4.4 1 4.8).

Heduampuyna nonyaayus
[1pu neguarpuynara nonynauus He OHBa Ja ce npeBHIIABa MAKCHMaiHa JHEBHA 103a ot 400 mg.

Kakro npu noao6uu nadeknun np4 Bb3pacTHH, NPOABIKHTEIHOCTTA HA JIEYEHHETO Ce OCHOBaBa Ha

KJIMHHYHHA B MHKOJIOrHYeH 0TroBop. Jludnykan ce npuiara kaTo eIHOKpaTHa JHEBHA J103a.

3a megMaTpPHYHH NalLMEHTH ¢ yBpesieHa Ob0peuna QyHkuMsa Bx. 103upaHeTo npH bvopeuno
yepedicoane. DapMakOKHHETHKaTa Ha (JyKOHA30.] NPH NeaMaTpu4Ha nomynauus ¢ 6s6peuna
HE/IOCTaThYHOCT HE € NPoYyY€eHa (3a HOBOPOJEHH, KOHTO YECTO MPOABABAT MbpBHYHA ObOpeuna
HE3PAJIOCT, MOJIsl BHIKTE TIO-/10MTY ).

Kvpmavema, manxu deya u deya (om 28 onu do 11 200unu):

- Kannunosa na [IspBOoHauanua no3a: [TepBoHauanHaTa 03a MOXe J1a

JIHraBULMTE 6 mg/kg Obe U3Mo3BaHa Npe3 MbpPBHA JEH
[Nocnensama nosza: 3 mg/kg | 3a mo-6bp30 AOCTHraHe Ha
BEJIHBIK THEBHO PaBHOBECHO CBCTOSHHE.

- UnBasusna kanaunosa | Jlosa: 6 no 12 mg/kg B 3aBHCHMOCT OT TexecTTa Ha

- Kpunrokokos BEJIHBK JJHEBHO 3abonsBaHeTO

MEHHHTHT

- [opabpkama tepanus | Ho3a: 6 mg/kg Beunk B 3aBucuMoOCT OT TeXecTTa Ha

3a Npe/loTBPaTABAHE HA | THEBHO 3abonsBaHeTo

pELM/IHB Ha

KPUIITOKOKOB MEHHHTHT

TNPH Jiela ¢ BUCOK PHCK

OT peHIUBH

- Ilpo¢unakruka Ha Ho3za: 3 no 12 mg/kg B 3aBHCHMOCT OT CTENEHTA H

Candida npu BEIHBIK JHEBHO NPOABIKHTETHOCTTA Ha

MMYHOKOMIIPOMETHPAHH npeiM3BUKAHATA HEyTPONeH

NalHeHTH JI03HpOBKaTa NpH Bb3pa

fOnowu (om 12 00 17 200unu): ff =

i

B 3aBHCHMOCT OT TEINIOTO K pa3sBUTHETO Npe3 mybepreTa, JeKapaT TpsOBa 1a npewe

YN

AO3HpOBICA -
(BB3pacTHH WK Jeua) e Hal-noaxosma. KiHHHYHUTe JaHHK MOKA3BAT, Ye AeNaTa HMED No-BHCOK.
e < "
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KITHPBHC Ha (IyKoHa30M, B cpaBHeHHe ¢ Bb3pacTaute. Jlozuposka ot 100, 200 u 400 mg npu
BL3PacTHH COTBETCTBA Ha JI03HPOBKa OT 3, 6 ¥ 12 mg/kg npu Jeua 3a NocTHraHe Ha CpaBHHMa
CHCTEMHA EKCIIO3HLIHA.

BesonacHocTTa H eeKTHBHOCTTA MPH NOKA3aHHETO 33 FEeHHTAHA KAaHHU/103a NPH TeHaTpH4HaTa
nonynauus He € ycraHoseHo. Hanuunute nqanHu 3a Ge3omacHoOCT 3a JpyTHTE NeJHATPHYHH MOKa3aHUs
ca onucaHH B To4Ka 4.8. AKO JleYeHHeTO Ha FeHHTaIHA KaHauao03a npH wHotuM (ot 12 go 17 roaus#)
€ HAJIOKHTENIHO, pUJlaranaTa 103MpoBka TpsOBa /1a e chInaTa KakTo NPH Bb3PACTHH.

Hoeopooenu na mepmuna (0 0o 27 onu):
HoBopoznenute otaenst ¢uykonason 6asHo. Mma Manko apMakOKHHETHYHH JaHHH, MOAKPensIly
Ta3u JIO3HPOBKA NPH HOBOPOJIEHH HA TepMHHA (BX. TOYKa 5.2).

Hosoposienn Ha Covmara nosuposka mg/kg , Kakto npu He 6uBa na ce HajBHIIaBa
TepmuH (0 10 KbpMaveTa, MaJIKH Jiela u Jeua Tpsabea aa ce makcumanna ao3a ot 12 mg/kg na
14 num) NpHiara Ha Bceku 72 4aca. BCekH 72 uaca

Hoeoponenu Ha Comara fo3upoeka mg/kg, kakTo npu He 6uBa na ce HagBHIIaBa
TepmuH (0T 15 10 | KbpMaveTa, MankH Jiena u jiena Tpabsa jia ce MakcHMaiHa 103a oT 12 mg/kg Ha
27 nau) NpHJara Ha BcekH 48 vaca. BcekH 48 uaca

Hauun Ha npunoxenue

Hudnykan Moske Jja ce npuiara nepopanHo (Kancyi, npax 3a NepopaiHa CyCleH3Hs W CHPOIT) HIH
Ype3 HHTPaBeHO3Ha HHy3us (HHQY3HOHEH Pa3TBOP), KATO TOBA 3aBHCH OT CHCTOAHHETO HA NMAlHEHTa.
[Tpn npemuHaBaHe OT HHTPaBEHO3EH KBbM MEPOPAIEH IThT HA BbBEXK/AHE, HIIH 00paTHO, He €
HeoOXoMMa NpoMsAHA B THEBHATA J1034.

JlexyBawusaT nexap TpsGBa ja npeanuuie Hal-noaxoasmara papmanesTHYHa POpMa H KOJTHYECTBO
Ha aKTHBHOTO BELECTBO B 3aBHCHMOCT OT Bb3pacTTa, TErnoTo H go3ara. Kancynuara gopma He e
NpUroJHa 3a ynotpeba npu kbpMaveTa H Manku aena. ChllecTByBaT NepOPATHA TeYHH (hopMu Ha
¢bykoHa3011, KOHTO €a NO-NOAXOAAIIH NPH Ta3H NOMYJIALMS.

Kancynnte TpsabBa 11a ce npueMar LieH H He 3aBHCAT OT PHEMA Ha XpaHa.
43 IlporuBonoxkazanus

CBpBX4yBCTBHTENHOCT KbM aKTHBHOTO BEIIECTBO, CXOJIHM a30JI0BH ChEJIMHEHHS, HIH KbM HAKOE OT
NOMOIIHATE BElIEeCTBa, H30pOeHH B To4Ka 6.1.

B3 ocHOBa Ha IaHHKTE OT NPOy4YBaHe HA B3aUMOJICHCTBHATA PH MHONOKPATHO MPHJIAraHe,
€/IHOBPEMEHHOTO MNpuJiarase ¢ TepdeHa i e MPOTHBOMOKA3aHO MPH MAIHEHTH, PHEMAIIH
Hudnykan kato MHOrokpatha 103a ot 400 mg JHEBHO WM N0-BHCOKA. EIHOBPEMEHHOTO NpHaraHe
Ha JpYTH JIeKapCTBEHH NPOAYKTH, yabipkasaiyu QT uHrepBana, KouTo ce MeTaboNH3ApaT upes
uuroxpom P450 (CYP) 3A4, kaTo uM3anpus, acTeMH30J1, THMO3H]l, XHHHIHH H EPHTPOMHIIHH, €
MPOTHBOMOKA3aHO MPH MaUHEHTH, Mpuemauy (aykonaszon (Bxk. Touku 4.4 u 4.5).

4.4 Cpoenuaiuu NpeIynpexJeHHs H NPeANa3HA MepKH NPH ynorpeba

Tinea capitis i
DiykoHa30J1 € Npoy4BaH MPH JIEYEHHETO Ha tinea capitis ipn feua. Y CTaHOBEHO €, Y€ H 5

NpeBb3X0kaa rpuseodyBUH H obiarta ycnesaemocT € 6una no-manko ot 20%. ITo T
Hudnykan ve 6uBa 1a ce U3n0N3Ba NPH finea capitis.




Kpanrokokosa

JanHuTe 33 eUKACHOCTTA OT JIeYSHHETO ¢ (ITYKOHA30) NPH JICIEHHETO HA KPHITTOKOKO3a ¢ PazIHuHA
noxanusanud (Hanp. 6enoApodHa H KOXKHA KPHIFTOKOKO03a) Ca OTPAHHYEHH, KOETO He TO3BOJIABA J1a Ce
HaNpaBAT NPENOPHKH 3a AO3HPOBKATa.

ABI00KH eHASMHYHN MUKO3H

HananTe 32 ePHKACHOCTTA OT NedeHueTo ¢ QUIYKOHA30N NpH JIeYeHHETo HA APYrH $opMH Ha
CHAEMUTHH MHKO3H KaTO HapaKOKIIHOMHKO34, NHMGOK0KHA CIOPOTPAX034 H XHCTOIUIA3MO34 ¢4
OrpaHHY¢HH, KOETO HE MTO3BOJIABA A4 CE HATIPaBAT NPEHOPHLKH 3a JO3MPOBKATA.

brbpeyna cHcTeMa
Hudyxan Tpabsa aa ce npunara ¢ BHAMaHHE OpH MALIHEHTH ¢ YepHOAPOOHa THChYHKIA (BK. TOUKA
4.2).

Han6s0peyHa HelocTaThuHOCT

HUssecTro €, 4¢ KETOKOHA30MBT NPHUNHABA HAAGLOpEYHA HEAOCTATHLYHOCT H TOBA, MaKap H PAAIKO,
MOXe A3 ce Habmonara ® npH dutykonazon. OTHOCHO HaRGLOpPEINHa HEAOCTATHUHOCT, CBBP3aHA C
€IHORPEMEHHO AICYEHNE C NPSANA30H, BAAKTE T04ka 4.5 , EQekTA Ha (yKoHa30N BLPXY APYEH
TNEKAPCTREAN TPOAYKTH™.

XenaroQwiHapHa cHCTEMa
Hudayxan Tpadea fja ce Npunara ¢ BHUMaKKE IPH NANHEHTH C YepHOApoOHa mucdymKums.

Juduiykan ce cBpp3Ba ¢ peaky CIyJad HA CEPHO3HA YEPHOAPOOHA TOKCHYHOCT, BKIIOUUTENHO
CMBPTHH CIyYaH, OCHOBHO IIPA NAITHEHTH CHC CEPHO3HM Monexkany 3abonsapanud. B crydanTte Ha
XENaTOTOKCHYHOCT, CBbP3aHa ¢ (UIYKOHA30JL, HE € YCTAHOBEHA BPB3Ka ¢ 001laTa JIHEBHa 1033,
NPOABIDKHTENHOCTTA Ha JICICHUETO, ONIA HITH BB3pacTra Ha MalueHTa. XenaToTOKCHYHOCTTS,
cBbp3aHa ¢ Quykonason, 0bHKHOBEHO € GHITa o6paTHMa IIpH IPeKpaTABaHe Ha JCICHHETO.

[anuenTy, npH KOHTO ce Habmogasar aGHOPMHH MPOMEHH B YepHOAPOOHATE PYHKIHOHAIHH TECTOBE
110 BpeMe Ha JIedeHHeTo ¢ GuykoHazol, TpA6Ba Aa GbAAT MPOCIENgBaHH 33 TPOABA Ha MO-CEPHO3HO
4epHOAPoOHO yBpexaue. [TanuenTure Tpatea ga Graar HHGOPMAPAHH 34 33 CHMETOMHTE, YKa3BallH
CEPHO3HH YEPHOAPOOHH eeKTH (3HAUHMa ACTEHHS, AHOPEKCHS, NIEPCECTHPAIO rafieHe, NOBBIRAHE H
xwareduia). leuennero ¢ gayxonazon 1pabsa HezabasHo Aa Ce APEKPATH H DAIHEHTLHT Ja Ce
KOHCYITTHpA ¢ leKap.

Cspaeino-ce10Ba CHCTEMS

Hsxox azons, BKimounTeHO hIyKoHa30/ Ca CBBLP3anH ¢ yabkagane Ha QT uHTepBana B
eNIeKTpoKapHorpaMara. PykoHa3on npe/in3BHKBa yAbokasane na QT 4pes nuxubupaHe Ha IOTOKA
Ha HOHMTE BbB BONTAX3IABHCHMHTE KauueBH xaHamd (I.). Yabmkaganero Ha QT, npuHHEEO OT
JIpyrH JeKapCTBEHH MPOAYKTH (KATO aMHOJAPOH), MOXe /Ia ObJie yBENHUEHO IIOCPEICTEOM
unxubupane Ha ToxpoM P450 (CYP) 3A4. Io BpeMe Ha ROCTMapKETHHIOBOTO HabMO/ICHKE, c&
YCTaHOBCHHM MHOTO PeJKH Clly4aM Ha yAwDkasaHe Ha QT uaTeprana M forsades de pointes npn
naguedTs, npdeMawrd Judnykad. Teau caydad ca BIUHOYBATH TEXKO GOMHE ALHEHTH ¢ MHOXKECTBO
CMECEHH PHCKOBH (akTOpH, KATO HANPUMEP CTPYKTYPHH YBPEKAAHHA HA ChPIETO, SNEKTPOIATHH
HapymieHuA H ChIIFTCTBALIG NEICHAD, KOSTO MOXE A3 € gonpuHacamo. [laupenTHTe ¢ XHNOKAmHEMHUS
H H39BE€HA ChPACTHA HEAOCTATSIHOCT €A ¢ ROBHINIEH PACK OT NOABA HA XKMBOTO3aCTPAIHABAIN
KaMepHU apHTMH K torsades de pointes.

JAudnykan TpsOBa na ce Npuiara ¢ BHAManHe MPH NatMedTH ¢ MOTEHIHANTHO IPOAPHTMOreHHH
CBCTOAHHA.

EnHOBpeMeHHOTO npunarane ¢ APYTH JeKapcTBEHH IPOYKTH, 33 KOHTO € H3BECTHO, 4€ Y,
QT unreprana u xouTo ce MeTabomusupar upes naToxpoM P450 (CYP) 3A4 e npoTueo,
ToukH 4.3 u 4.5).



XanogaHTpHH

XanodantpuH yabmxasa QT HHTEpBana Npr npenophUHTENHATA TEPANEBTHIHA /1032 H € cyOCTpar Ha
CYP3A4. o Ta3su npyuMHa eIHOBPEMERHOTO NpHIAraHe Ha UIyKOHA30/1 H XanojaHTpHH He ce
npenoppysa (BK. Touka 4.5).

EepMamnoqun DEAKIIHH

[To Bpeme Ha NeueHHeTo ¢ (PIyKoHA30/, HAUMERTHTE PAAKO CA HPOABARANH eKCPOIHATHBHH KOXKHH
PeaKiHH, KaT0O HanpuMep CHHEPoM Ha Stevens-Johnson H TOKCAYHA eNHCPManHa HEKPOAH3A.
[TaunentrTe che CITHH ca no-CKIIOHHH 42 PA3BHBAT TEXKH KOKHH PEAKIHH KbM MHOXKECTBO
JleKapCTBEHH MPOAYKTH. AXO NALHEHT, JIEKYBaH 3a IOBLPXHOCTHA rbOMIHA HHPECKIHA, HOMYH
o0pus, kofiTo MOXe Aa ce AB/DKK Ha QuyKoHason, NeveHneTo Tpabsa Aa Gbae npekpareno, Ako
MALMCHTH C MHBA3HBHA/CHCTeMHa rbHTHa rudeKupa mony4aT oGpHB, Te TpaOBa na ce Habmoaasat
BHHMATEITHO H JICYCHAETO ¢ GRyKOHA3ON Na ce MPEeKPaTH, ako ce MOARIT GyNO3HH Ne3HH HiH
MYNTH(ROPMEH EPHTEM,

CBPbXYYBCTRHTENHOCT
AHadunaxcus e HAGMIOAABAAA B PEKA Clyyau (Bk. Touka 4.3).

HuToxpom P450
Dnykonason e ymepern CYP2C9 u CYP3 A4 uuxuburop. $aykonaszosn ¢ chmo MOIIeH HEXHOHTOp Ha

CYP2C19. lNanmsenTn, npHeMany eguoBpeMenno JIH@IYKan H NeKAPCTBEHH TPOAYKTH ¢ TeceH
TEpaNeBTHYeH HHTepBan, Merabommsapat Ypes CYP2CY, CYP2C19 #n CYP3A4, TpsaGpa na 6pnar
Habmonaaeann (Bx, Touxa 4.5),

Tepbenamyn
EmHoBpemMeHsOTO NpANarane Aa uykosaszon B Ao3Hpoekd noy 400 mg axeBRo 1 TepdeHaIHA TpAGRa 1a
Ce MOHHTOPHpA BHeMaTemHo (Bx, To9%a 4.3 A 4.5).

Homowmny BeliecTna

Kancymre chabpikar nakrosa Mosoxmuapar. [landenTs ¢ peaika HACAeICTBCHH NTPpofiieMy Ha FalakTo3Ha
HEMOHOCHMOCT, Lapp-naxTaseH Je(pRIHT HITH IJHOKO30-TAaKTO3HA MallabcopOmma He Tpabea na
TPHEMAT TOBA NEKAPCTEO.

Andmykan kancyas ceIbpska no-Manxo ot | mmol gatpuit (23 mg) #a kancyna, T.e. MOXe [a C€ Kaxke,
Y€ TPAKTHYCCKH HE ChABIIKA HATPHH.

4.5 BsadmoaeiicTBHe C APYrA JeKAPCTReRH NPOAYKTH B Apyra GopME HA BlakMoaelcTBEe

Edonospemennama ynompetia coc creduume iexapcmeenu npodyKmy € npomosenoxasana;

Lluzanpyn: #Ma CroOmeHHs 3a CHPAEUHO-ChA0BH CHOMTHS, BXIIOUHTENRO forsade de pointes, ipa
NaiHEHTH, HA KOHTO ca IpHIarany GuIyKOHA30N K LH3alpH]] HOBPEMERHO. B KoRTponspaHo
poyuBaHe ¢ YCTAHOBEHO, U¢ €THOBPEMEHHATa ynoTpeba Ha ¢uryronasoln 200 mg peARbR JHEBHO H
unzanpuj 20 mg YeTHPH TBTH AREBHO BOJM J0 CHIHHPHKANTHO NTOBULICHHE Ha MNa3MeHNHTe HHBA HA
IH3aNpH H yabbkasake Ha QT unreprana. EqHoBpemensoTo npriiokenne na (ayKoHa3al H H3ANPAT
€ NpOTHBONOKA3aHO (BK. TouKa 4.3).

Tepdenannn: nopays cepHO3HE CHPACIHN aDUTMUH, KOWTO Fh3HHKBAT BTOPAYHO B PE3yNTAT HA
yabnkaBane Ha QTc-HHTEpBANA NPH TALKEHTH, IPHEMALTH a30JI0BH AHTHMHKOTHIME 32EHO C
TepderanHH, ¢a POBEAEHH IPOYUBAHKA BbPXy Te3H B3auMozeticTeiA. B npoy4sane, npa koeTo
¢nyxonason e npanaras B no3a 200 mg ARERHO, He € ycTanoseHo yanDkasane Ha QTc-auTeppang. B~
ApYTO NpOY4YBaHe, MPH KOETO CA W3IIII3BAHA JHernn 1034 ot 400 no 800 mg durykonason, e yoyfiqpend
ue durykonason, DpUACKEH B O3, PaBHA HIH NO-BUCOKH ot 400 mg AHeBHO, 3HATATENHO n i




NPOTHBOIMOKA3AHO (BK. TouKa 4.3.). ENHOBpEeMEHHOTO MpAIGKEHKE Ha (NYKOHA30M B KO3H, TIO-HHCKH OT
400 mg Anesno, ¢ TephenanEn TPAOBA BHAMATENIHO 1A C€ MOHHTOPHPA.

ACTEMHA301: €/HOBPEMEHHOTO MPHUIKEHHE Ha (UIYKOHAZO0J C aCTEMH3O MOXe Ja NOHIKA KIAPBHCa Ha
actemMu3on. B pesynrat nosMrensTe Ma3MeHH KOHIEHTPALME Ha acTEMH30] MOTAT Aa AOBEAT 10
yabokasane Ha QT u peaxn ciaywan Ha torsade de pointes. ETHOBpeMEHHOTO NPHIOKECHAE HA
GJTyKOHA30] H ACTEMH30] € IPOTHRONIOKA3ARO (BXK. Touka 4.3).

IIHMO3KA: BhIIPEKH He He € NPOYHEHO i Vilro WM in Vivo, RHOBPEMEHHOTO HPANOKENHE HA
taykoHazon ¢ NHMO3HT MOXE a JoBexe N0 HHXMONpane Ha MeTaborusMa Ha maMoznz, [oBuiuenuTe
Ta3MeHH KOHLICHTPAIHA Ha BAMO3HT MOTaT id AOBEAAT A0 yahpkasane Ha (T H peAxH cIyvyad Ha
torsade de pointes. EAHOBPEMEHHOTO TIpHTOAeHHE Ha (yKOHA30N B MUMO3H € IPOTHBOTIOKA3aHO (BiK.
TouKa 4.3}

XMHHIMH. BBIPEKHA Y€ He € NPOYHEHO in Vitro WiM in vivo, SAHOBPEMEHHOTO NPANOKEHHE HA
{rykonazon ¢ XHHHIHH MOXKE Jia JOBEAE A0 HHXHOHpane #a MeTaboH3Ma Ha XAHKARH, [TprwiaraneTo Ha
XHHH[HH € CBBP3ako ¢ yabokasane Ha QT 1 B pelku cnydaH Ha forsades de pointes. EfHOBDEMEHHOTO
NpUIcKeHHe Ha GIIyKOHA30N H XHHAAMHE € NpoTHBONOKa3aHO (k. Touka 4.3).

EpHTPOMMINH: €IHOBPEMEHHOTO IPANOKEHEE Ha (HIYKOBA30N ¥ SPATPOMMIEH 01 MOYTIO /i3 NOBHINH
pucka ot KapaAHOTOKCHIHOCT (Yammker QT wrrepean, forsade de pointes) u ¢ nocneaBama BHe3aMHA
ChpJieMHa CMBPT. ENHOBpEMEHHOTO NPHIOKEHHE Ha (UIyKOHA30N H EPHTPOMHIAH € NPOTHBOTIOKA3AHO
{BKk. TOuKa 4.3).

£onogpemennomo npunoNcenue coc creduume aexapcmeenit nDOOVKITY He ce NPENopbLYsd.

Xanodanrpen: daykonazon Moxe A4 NOBHIIM [UTA3MEHHTE KOHIISHTPAIRY HA XANoQaHTpHUH [opaja
uaxuOupane CYP3A4. EAHOBPEMEHHOTO NPHIIOKEHAE Ha (UIYKOHA30M H XanodaHTPHH MOXE 13
TIOBHIITA PHCKA OT KapAHOTOKCHYHOCT (Yanmken QT uurepean, forsade de pointes) H BIOCIEACTEHE
Ha BHEI4MHA ChPAeYHA CMBPT. Tasn komOunanna Tpabsa Aa ce n3barea (Bx. Touka 4.4).

Eonospesmenio npunojcenie, Koemo usHCKEa NOGUNICHD SHIMANNE.

AMHOAAPOH: RHOBPEMERHOTO NPIIICKEHHE HA (IyKORA30N C aMHOAAPOH MOXe Ja yab/oka QT
nHTepbana. HeoGxommmo € NnopHInEHO BHAMAHEE, aKO Ce HAJlara eAHOBPEMEHHO [PAJIOXKEHHE Ha
dbnyKoHason B aMEOAApOH, 0cobeHo ¢ durykoRason BbE BECOKa A03a (800 mg).

Eonospemenrnomo npunoxcenue na creduume Aexapemeen RPOJYKINU yanaza NPeGhaznt Mepku 4
aoanmupane ud 0ozama:

Edekr na J€Ka HH IT KTH BE KOHA3OJ

Pudammvms: eIHOBpeMEHHOTO NPHIOKeHHe HA (GIykoHa30/ H pApAMARIAH € JOBENO [0 HAMANSBaHe
Ha IUJOLITA O KPHBATA ¢ 25% H CKbCABAHE HA BPEMETO Ra TIONMYKHABOT Ha duryxoHazon ¢ 20%. [pa
DAHEHTH, KOHTC NMOMTYYABAT ¢IHOBPEMEHHO pHGAMIHIHH H (uykoiasosn, TpaOBa ka ce 0OMHCIH
NOBHIIABAHE Ha A033Ta HA TYKOHA3OI.

IIpoyuBanusTa #a BRaHMOJICHCTBHATA NOKA3BAT, Je KoraTo QUIyKOHa30N 32 NEPOPATHO HPHIIMKEAHE CE
npHeMe eIHOBPEMEHHO C XPara, HMETHAWE, AHTHAUMAR WIH cliell oGIEIBaNe Ba TANOTO TAIO 33
KOCTHO-MO3bYHA TPAHCILIAHTAIMA, HE Ce Hal/I0AABa KIHHAYHO 3HA9HMO HapylreHHe Ha aGcopOinaTa Ha
¢aykoHazon.

MPHIOKEHHE K3 MHOTOKPATHA JIO3H XHAPOXIOPOTHAIH/ NIPH 3APARH A00POBOIIH, IpH:
thryxoHa30n, BOJAH O MOBHIIABANE HA IUIA3MEHHTE KORICHTPaIMH Ha (GIYKOHA30M C
T43H BEHYAHA He GH TpaGBaNo fa HANAra NpOMAHA B A030BHA PEXHM Ha (ryxoHazon
NMpHeMany eqHOBPEMEHHO AHYPETHIIM.
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Edext Ha 0HA30] BHPX TH.EKa HH KTH

DiryroHason € ymepen HHXuGETOp Ha IrToxpoM P450 (CYP) n3oenzamu 2C9 1 3A4. dirykoHazon chIno
€ MOIlEH HHXHOHTOp Ha #3oensAM CYP2C19. B fombinenne Ha HabmozasasiTe/ JOKyMEHTHPARHTE
B3aUMOJCHCTBYS, CTIOMEHATH NO-J0NY, IMa PHCK OT NOBHINEHA NNA3MEHa KOHUEHTpalus Ha ApYTH
cbeTaeky, Metabomiuznpans ot CYP2CY9, CYP2C19 n CYP3 A4, egnoBpeMeRHO NPWIOKCHH C
¢uykonazon. 3atoBa ¢ HEOOXOMMO NOBAMEHO BHMMANHE NPH NpIIACaHE HA Te3H KOMOHHAI |
NaUMeHTHTE TPS(GBA BHEMATEITHO 18 c€ MOHATOpHpaT. EdexThT Ha eH3HMBOTO HHXHOMpaHE Ha
¢ykoHazon MpoaWDKaBa 4-5 JHEH CNE/ CIMPAHE HR NEISHUETO ¢ PIyKOHAzON, NOPARM AEIHA
MOJTyXHBOT Ha GrykoHazon {Ek. Touka 4.3).

AndeHTannin: npu eAHOBPEMERHO NeeHHe © durykonason (400 mg) R HHTPABEHO3EH angeHTaHHA
(20 ug/kg) mpu ampasn KoGpoBoIH croiiHocTTa Ha AUC jo HA andeRTann ce € IOBHITIWIA 2 ITBTH,
BepoATHO Ypes HHxHOnpane Ha CYP3A4. Moxe Aa ¢ HeoOxoAMo afjarTupaHe Ha 103aTa Ha
aJHpeHTaHHIL.

AMHTDHOTHINH, HODTPANTHARH: (IIyKOHA30/ [IOBHIIABA e)EKTa Ha AMHTPANTAIMH H HOPTPHITHIMH.
S-HOPTPUIITHIHH /I S-aMATPHAIITHINH MOraT a GHAaT H3MEPBAHHA B HAYANIOTO HAa KOMOMHHMpaHATa
TEepanyi H cliel efHa ceaMuia. J{olata Ha aMHTPRATUIMA/HOPTPHITIWIKH TpA0Ba [ ce aflalTHpa, aKo €
HeoOxomuMo.

Amdorepunus B: efHOBPEMEEHOTO NPRIDKENTE Ba pNyKoHa30N K amporepHipin b npr nHpexTHpany
HOpMAITHH H HMYHCCYTIPECHDAHH MALIKH TI0KA3Ba CIISIHHTE pe3ylNITaTH: MATHK ANHTHBEH
AHTHMHKOTHYEH ehekt npu cucremua urdexuus c C.albicans, nunca ua s3aamMogelicTye Dpu
HHTpaKpaunaina wudeims ¢ Cryptococcus neoformans A aHTATOHHIGM MEKIY JBETE JIEKapCTBA IPH
cHcTeMua widekns ¢ Aspergillus fumigatus. Knanuuata 30a4aMocT Ha pe3yITraTuTe, NONy9eHH OT
TE3H NIPOYIBAHHA, HE € R3BECTHA.

AHTHEQAUYIAHTH: TIPH TOCTMAPKETHATORHUS OIIAT, KAKTO H MpH APYTHTE a30JI0BH aHTHMHKOTHIHY
CPeJCTRa, €4 NONYYeHH ChOOIREHHA 32 KhpBEHE (CY(Y3HH, CMHCTAKCHC, TACTPOMHTECTHHANHO
KBpBeHE, XeMaTyDHA H MENIEHa), CBBP3aHH C YABJDKABAKE HA IPOTPOMOMHOBOTO BpeMe NIPH NAIHEeHTH,
NpHeMAIH €JHOBPEMEHHO (IIyKORa30M1 H BapdapuH. [1o BpeMe Ha eZIHOBPEMEHHOTO JICYCHHE C
¢dayxonason H Baphapus, IPOTPOMOAHOBOTO BpeMe € GRIIO YBEAHYEHO A0 2 ITHTH, Hali-BEPOSTHO B
pe3ynTar Ha HHXHOHpane Ha RapdapaHoBAS MeTabomazsm upes CYP2CY. [TpH nauyuenTH, BpaeMatlH
KYMGpPHHOBH HIH HEIAQHAHOHORH aHTAXOArYAAHTH €AHOBPEMEHHO ¢ PIyKORa30, TPOTPOMOHHOBOTO
Bpeme TpabBa a 6b/ic BAEMATENHO MOHUTOPHPanHo. MoXe Aa ¢e Ha0XH aJanTHpaKe Ha N03aTa Ha
aHTHKOAryaHTa.

bemzonuazennnu TROAEE Hamp. 0NiaM, TPHAZONAM: CJIeJl IEPOPATHO NPHICKEHAS
Ra MH/Ja3071aM (UIYKOHA30 € IOBEI 10 3HATHTENHO YBETHICHHE Ha KOHICHTPAL[HATA Ha MHAA30IaM H
A0 MIcAXoMoTopHH eiekTH. EAoBpeMenHOTO Morremane npes yeraTa Ha ¢gpaykonazon 200 mg 1
MHpasonam 7.5 mg e yenaanno AUC ¥ BpeMeTo Ha Nojly XWBOT Ra MH/a30/1aM, COTBETHO 3,7 IBTH
H 2,2 mbTd. 200 mg AREBHO GIYKOHA30M, IPHIIOKEHH YCIIOPEAHO ¢ TpHazonaM 0,25 mg nepopanso ca
yBenndunn AUC # BpeMETO B2 NOMY)XHBOT Ha TPHA30IAM, CHOTBETHO 4,4 THTH H 2,3 MBTH.
tloTennupane B y;bipkapane Ha e)eKTHTE Ha TPHA3ONAM Ca HAOMOABAHH TIPH €HOBPEMEHHO
nevense ¢ GIykonason. Ako e HeoGXOMHMa eIHOBPEMEHHA Tepanis ¢ Ger30HA%ETHAR NP
NalyeHTH, npueMattH Guaykonason, Tpabsa fa ce 0GMHCIH HaMANABAHE Ha /103aTa HA
Oemzoauasennna, a NnauKeHTATe TpOBa Aa HBAAT HOAXOAAMO MOHHTOPHpPAHH.

KapGamazenun: ¢gayxonazon maxutupa Merabonusma na kapGamaseniy | e HABMIONABAHO -~
NOBHIIABAHE HA CEPYMHHTE HMBA Ha Kapbamasenut ¢ 30%. CrluecTByBa pucK 3a THe
KkapOaMasemHHOBA TOKCHYHOCT. MoxXe 12 ce HAnoXu KOpeKivs B RO3ETA Ka Kapbamases
3aBHCHMOCT OT ChOTHOMICHHETO KOHIEHTpaIMA/edexT. R
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KanuneBH aHTaroHACTH: HAKOH KANIHEBH AHTATOHHCTH (HA(EIHIHH, H3PAAARNHH, AMIORUIIHH,
Bepanamwl K genonunun) ce Merabomusupar upes CYP3A4. daykouazon uMa HoTeHIHAN Ja
TIOBHIIH CHCTEMHATA €KCIO3HA HA KATIHEBHTE anTaroHHCTH. [IpenopsunTenno ¢ gecto
MOHHTOPHPAHE HA HEXKENABUTE JIEKAPCTBEHH PeaKIHH.

Llenexoxcu0: no Bpeme Ha €NHOBPEMEHHOTO NPHIOKERHE Ha (iykonazon (200 mg AHEBHO) H
uenekokcut (200 mg) Cmax H AUC Ba nenexokcu6 ce nosdmasa ¢ 68% # 134% cpoTBeTHO.
TTonosuHaTa OT A03aTa LENEKOKOCHD MOXe Aa Obje AOCTATHYHA, KOFATO ce KOMOHHHpA C
tyxonason.

Liuknopocdamun: xomburHpana Tepanns ¢ wHiohocdaMuz | (IyKoHa3ON BOAM A0 HOBHIICHHE HA
Ounapy6una W KpeaTHHHHS B cepyma. KomOunanuaTa moxe Ja ce H3MOM3Ba, KATO Ce MMA TIpeJBH
PHCKBT OT NOBHINEH CepyMEH OHNHPYOHH M KpeaTHHMH.

OentaHu: crobmen eanA GaTaneH ciyvaii Ha HHTOKCHKAIKES C (peHTAHI, THIDKALLA Ce Aa
BB3MOXHO B3aMMOReHCTBAE Ha (eATanmn ¢ duyxonasosn. B fomrsinenue npy 3ApaBH J0OPOBONIIH €
10KA3aHO, 4Ye ¢uykoHa30) 3a6aBa 3HAYKMO STUMHHHPAHETO Ha (heHTaHUR. YBeTHYCHATA
KOHUEHTpamus Ha PeHTaHIN MOXE A oBefAe 0 PecHpaTopHa zenpecui. [lannentare Tpabea
BHEMATEHO [1A C€ NPOCHEATPAT 33 ROTCHIMANIEH PHCK OT pecnHparopHa Aenpecni. Moke ma ce
HallOXAT KOPEKIHHA HA JA03aTa Ha (eHTaHHIL.

HMG-CoA penykrasns HHXWOHTOPH: PHCKBT OT MHOTIATHA M PabOMEOH3a CE IOBHINABA, KOIaTo
dykonason ce nprnara easospeMenno ¢ HMG-CoA pefyxrasmn HHXHOATOPH, MeTabomasupany ce
upes CYP3A4, xato aTopBacTaTi ¥ cHMBacTaTHH Wi upe3 CYP2CO xato ¢uypacTaTai, Axo e
HeoOXoMMa KOMOHHHpaHRa TEPAIIAA, NALHEHTET TPROBa Ra ce HabMmo/aBa 33 CHMITTOME HA MHOTIATAS
¥ pabAOMHONH3a M KpeaTHHKHHA3aTa TpAbBa fa ce MoRHTOpHpa, HMG-CoA peayxrasHHTe
HHXHOHTOPH TpAGBa /ia ce CIpaT, ako ce HabII0/1ana 3HAYMMO YBEHYABAHE HA KPEATHHKAHA3ATA HIIH
ce AMarHOCTHIHPA HIIH NIPEANIONAra MEOTIATHA/paGAOMHOTH3A.

H6pyTHHHD: ymepenuTe HHEXAOHTOPH Ha CYP3 A4, xato UIyKoHa30N, IOBANIABAT ILTA3MEHHTE
KOHLEHTPalH Ha HOPYTHHHO A MOraT fia IOBYINAT PHCKA OT TOKCHYHOCT. AKO TaKapa KOMOHHAIHA He
moxe Aa Obje w3bernaTa, HamaneTe A03aTa Ha HOpYTHHHO Ha 280 mg BeHEK AHEBHO (IBE KANCyIIH) 33
BPEMETO Ha OPHIOKEHHE Ha HHXHONTOpA W OCHIYPETE IIATETHO KIHHHYHO IPOC/EASBaHe.

HpakadTop: egHOBpEMEHHOTO NPHIOKEHNAE C HBAKA(TOP - OTEHIHATOP Ha TPAHCMEMOPaHHAS
perynatopen 6enrnk, Hapeten CFTR-nporens (Cystic Fibrosis Transmembrane Conductance
Regulator), norAmaga 3 mbTH eKCHO3MNAATA HA HBaKadTOp K 1,9 ITETH EKCNO3AINATA HA
XHApoKCHMeTH-HBakadrop (M1). IIpenoprara ce namMangeaHe na aosata Ha uBakadrop Ao 150 mg
BCAHBK JIHEBHO TIPH N3LHEHTH, NPHEMAIIH eHOBpEMEHHO yMepedd CYP3A naxuO8TOpH, Kato
Iy KOHA30M ¥ ePUTPOMMIIMH.

Onanapu6: ymepenure Haxu6HTOpHE Ha CYP3A4 Kato GayroHa3o/ DOBHINABAT NIA3MEHHTE
KOHIICHTPAlUHH Ha 0JIanapib — chIrbTeTBaAITATa HM yHOTpeba He ce IMpenopsYBa. AKC KOMOHHMPAHETO
HM He MOXe¢ aa ce H30erae, 203aTa onanapst Aa 6uae orpanuyena go 200 mg ABa FHTH AHEBHO.

LIHKI0CNOpHE: (QIyKOHA3ON MOBKIIABA 3HAYMMO KOHUEHTpaluaTa H AUC na waoiocnopas. [To Bpeme
Ha CAHOBPEMEHHOTO Jie9eHHe ¢ (uykorazon 200 mg AHEBHO H WHkiocnopuH (2,7 mg/kg/mHeBHO) €

Habmo/asako nosnmerne Ha AUC Ha IMKROCIOPHH B paMKiTe Ha 1,8 i, Tasw xombHHEAILMS MOXe
A4 ce H3HOM3RA, KATO CC HAMAR [03ATA HA WHK/IOCIOPHH, B 3ABHCHMOCT OT KOHICHTDAUHATA Ha —
LHKIIOCHOPHH.

EBepormuMyc: penpexH, Ye He € [pOyueH in vive WM in vitro, QIyKoHasol MOXE Ja Nl
CCPYMHHTE KOHHEHTPAIKK Ha eBEPOIHMYC upes naxnbupane Ha CYP3A4.
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Crpomamyc: (rrykoHa30)1 MOBHIIARA INIA3MEHHTE KOHLICHTPALIAA Ha CHPOIHMYC BEPOATHO Ype3
HHxHOMpaHe Ha MeTaGonu3Ma Ha cAponuMyc upes CYP3 A4 u P-mmxonporeun. Tasa xoMGrHAIAS MOXE
Az Ce H3MOM3BA, KATO CE ananTHPA J03aTa Ha CHPOJIHMYC, B 3ABECHMOCT OT CHOTHOIICHHETO

ePeKT/KOHUEHTPALH.

Taxpommyc: dirykonason Moxe /ia HOBHIIY A0 5 IIHTH cepyMHHTE KOHIEHTPANHH HA IEPOPATHO
NpHEeMaHHA TAKPOAWMYC NOPaii HHXHOHpaHe Ha MeTabonu3Ma Ha Takposmmyc upes CYP3A4 B uepsara.
Hsama nabmonasany 3paunmMy PapMaKOKHHETHIHH [POMEHH, KOTATO TAKPONHAMYC CE IPFJIATS
HHTPaBeHO3HO. [10BHINIEHATE HABA HA TAKPOJAMYC Ce CBLP3BaT ¢ HedpoTokcAunocT. Jlo3aTa Ha
NIEpOpanHo NpHJIAraHis TAKPONHMYC TpEOB2 Ja Ce HaMaM B 3aBHCHMOCT OT KOHLEHTpatHaTa Ha
TaKPOIHMYC.

Jlocapran: qurykonason HEXHOHpa MeTaGonn3Ma Ha nocapTaH A0 HEroBHs aKTuseH Metabonut (E-31
74), 0TroBopeH 3a Hali-TOJNMa YACT OT HErOBHA AHTHOTeH3HH-11-penenTopeH AHTArOHAZLM IPH
lle4eHreTo ¢ nocaprak. [lanMenTaTe TpaGRa MOCTOAHHO Aa HaGMORABAT KPHBROTO CH HANATAHE.

Mertanon: ¢nykonazon Moxe Jia DOBHINA CEpyMHATR KOHLUCHTpAIUS Ha MeTaion. Moxe ja €
HeoOXOAHMO aJauTHpAHE HA A03ATa HA METANIOH.

Hecrepounnu npoTaeoppsnanirennn cpenctTea: Coa B AUC Ha durypSunpoden ce nosumasar ¢ 23%
1 81% croTseTHO, KOraTo CE NpHAra ¢ UIyKOHA30/, B CPABHEHHE ChC CAMOCTOATENROTO HPHIICKEHHE
Ha (rypbunpoden. Moaobno, Cue # AUC Ba thapMakonorsano axraeaAs H30MEp [S-(+)-n6ynpogen])
ce nosamaear ¢ 15% u 82% cpoTBeTHO, KOraTo GUyKoHAa30N Ce pHiIara eJHOBPEMEHHO ¢ palleMHYIeH
abynpoden (400 mg), B cpaBHEHEE ChC CAMOCTOATEIIRO MPHJIOKEHAE HA palieMUdeH HOynpodeH.

Buipexd ue He € crienn@uHOo Npoyyen, GAyKORa30) HMa NOTCHEHAN 2 NOBAIIHA CHCTEMHATA
ekcriosnis Ha ipyra HCTIBC, xonro ce merabomasupar or CYP2CY (wanp., HATPOKCEH, JIOPHOKCHKAM,
MEJIOKCHKaM, fuknogenax). Fipenoprasa ce 9ecTo HabmoaeHHE 32 HEKETARATE ICKAPCTEEHH PEAKIHH H
TOKCHYHOCT, CBbp3atn ¢ HCTTBC. Moxe na & Heobxoznmo aganTipane Ha nosata na HCTIBC.

DeHUTORE: diTyXOHa30) HHXMOHDPA YePHOAPOOHHS MeTaGoNHIbM Ha derHTOMH. EXHOBpeMERHOTO
MHOFOKparHo npanarade Aa 200 mg durykonason u 250 mg (EHHTOMH HHIPABEHO3IHO € MPCANIBHKAN0
noeuiyasane Ha AUC24 Ha GeHRTONH CBC 75%, B Ha Coia Cb¢ 128%. [IpH ¢AHOBPEMEHHO IPHIOAEHHE
CEpYMiHTE KOHIEHTPAIH HA (eHHTORH TpaORA A3 Cc MOHHTOPHPAT, 3a fia ce Hilerne pennToHHOB
TOKCHYHOCT,

{Ipennnaon: uMa CHOOIEHNE 32 CAWH CITyYali IPH YEPHOAPOOHO TPAACILIAHTHPAH NALMCHT, JEKYBaH C
TPeAHHU30H, KOHTO Pa3BHEA 0CTPa HAAGBOPEYHA HEJIOCTATEYHOCT ClIEH MPEKLCBAHE HA TPHMece Ha
Tepanus ¢ guykonason. Hpennonara ce, ye npexnCeaHeTo Ha QUIyKOHAZ0N PHYHHABE YBENHIEHHE Ha
axtHBEHOCTTA HA CYP3 A4, KoeTo Boan o NOBHITER MeTaBONHAEM Ha npexamsol. [arerTure Ha
IPOXLDKATENHO NedeHne ¢ (IyKoHa30l ¥ PEAHH30R TPAOBA 12 6HJAT BHEMATEHO HPOCIEAABAHH 34
HEAOCTAaTHYHOCT Ha HAROROPEIHATA KOP2 IPH CIRPAaHE Ha QUIYKOHA30M.

Pudabyrun: duyxonason nosHInasa cepyMHATE KOHIEGHTpAIHHA Ha prdalyTHH, KOSTO BOJHE X0
nosamasane Ha AUC #a pudabymin ¢ a0 80%. Uma chobmienEs 38 YBEHT Ap# NALHEHTH, MPH KOHTO €4
TIpUIaraHy eIHOBPEMeHHO (ayxonazon H pudadbyrun. [Ips xomGurHMpana Tepanus TpaOEa xa ce EMaT
TIPSABHA CHMITOMHTE Ha TOKCHIHOCT OT pragabyTHH.

Caxpunasup: ¢myxonaszon moeamasa AUC # Cuax Ha CAKBHHABHD CHOTBETHO © nipuGAH3ATENHO 50%

H 55% nopaji HHXHGHpaHETO Ha JepHOAPOOHHUA MeTaGoIHIbM Ha cakBHHABHP o1 CYP3A4 1
HHXHOHpaneTo Ha P-rimkonpoTery. BianmonekicTeRe che CAKBREARHD/PHTOHABHD HE € L
Moxe na i€ no-uspaseHo. Moxe xa e HeobxoUMa KOpeKIHS Ha J03aTa HA CAKBHHABHD.
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©/IHOBPEMEHHO MPHIICKEHHE Ce MPENOPRYBA YeCTO MOHHTOPHPAaHE HA KPBBHATA 3aXap H ROAXONAIN0
HaMalicHHE Ha 7103aTa Ha CYI(paHHIypelHu NPOXYKT.

Teodunun: B nnauebo-KOHTPOXAPAHO MPOYYBAHE 33 B3aHMOIEHCTBHE IIPHIICKEHHETO HA (ITYKOHA30/
200 mg 3a 14 aHH BOAM N0 HAMAUICHHE Ha CPEHHEA IIa3MEH KIHPBHC Ha Teodrmmd ¢ 18%. [lauuenTHTE,
KOHTO MONYYABAT BHCOKH A03H TeOQHIMH HIIH KOHTO NOPaAH APYTH HPHYXHH CA C BHCOK PHCK OT
TeO(HIMHOBA TOKCHIBOCT, TpAGBa Jia GhaaT Habmojasasy 3a OPH3HALM Ha TeOAIHHOBA TOKCHIHOCT,
noxaro ApHeMar haykonalon. Tepanusra TpaGea na ce MomuduIApa, aKo FH3HHKHAT NIPHIAALY HA
TOKCHYHOCT.

Todanuruamb: excnosHIHATa Ha TOGAETAHAG € TOBHINEHA, KOraTo TOPAUATHAAD ce mpHara
CBITETCTBAIIOG C APYTH JICKAPCTBEHH IIPOAYKTH, KOHTO NPEH3BHKBAT KAKTO YMEPEHO HHXHOHpaHe Ha
CYP3A4, taka u momuo maxnbApane Ha CYP2C19 (nanp. durykounason). [To Tasu npaausa ce
TIPENOPHYEA HAMAJIABAHE HA 033Ta HA TOAMTHHAG Ha 5 Mg BEIHLK AHESBHO, KOTATO & KOMOHHEDA ¢
TAKHBA JICKAPCTBEHH TPOAYKTH.

TonpanTaH: €KCMO3HUMATA HA TOABANTAH € 3HAMHTENHO NosAmeHa (200% 3a AUC; 80% 3a Cuax),
koraro Tonsantal — CYP3A4 cyberpar, ce npanara exHoBpeMeHHO ¢ (ayxonason — yMepes CYP3A4
HHXHAOHTOP, C PHCK OT 3HAYHTENHO YBEIHICHHE HA HEXEIAHHTE peakuui 0coOeHO 3HATRTENHA
AHype3a, AeXHApaTaus | ocTpa Op0peina HelocTaThIHOCT. B ciiy+aii Ha eHOBpeMenHa ynoTpeba
J03aTa Ha ToABANTaH TpAOEa fa 6bjic HaManena, KAKTO € YKa3aHo B HHPOPMALHATA N0
MpPEeANHCBAHETO 32 TOABANTAH, H NAHEHTHT TPROBA YecTo Aa Gbae npoceIpal 3a HeXEIann
peakiHu, CBEP3aHH ¢ TONBAIITaH.

BHHKA anKanoHIn: BEOPEKH Y€ HE € TPOYUeHo, (IyKoHA30J MOMKE A4 NOBHIN IVIA3MEHATE HUBA HA
BUHKA QIKANOHAHTE (HAIP., BHHKPHCTHH M BHHONACTHH) H Ja I0BEE A0 HEBPOTOKCHYHOCT, KOETO €
BB3MOMKHO MOPaAH HHXHOHpainna edexT no orHomenue Ha CYP3A4.

Buramus A: uMa chobmeHHe NpH €HH NANHENT, IPHEMALl; KOMOHHHPANA TepalHs ¢ TPaHC-
PETHHOH{HA KHCENHHA (KHCceTHHAA GOpMa Ha BHTaMHH A) H QrIyKoHA30J, NpH KOHTO €2 BE3HHKHANA
HeXKEeNTaHH JeKapCTEEHH peakunH, cenpsann ¢ LIHC noa gopmara Ha uepebpaneH NceBIoTYMOpP,
KOHTO Ca OT3BYYallH [IPH COHpAaHe Ha Nedennero ¢ durykonason. Tasn xoMOMBaIMa MOXe fa C€
M3MOI3BA, HO TPAOBa fa ce HMa npefeAA puckeT 3a LHC Hexenann peakumy.

Boprxonazon: (uexaburop Ha CYP2C9, CYP2C19 1 CYP3A4): eAHOBpeMEHHOTO NpHAaraHe Ha
80pHKOHa30M repopanHo (400 mg Ha 12 yaca npes MupBRA fieH, nocaeasanH oT 200 mg Ha 12 vaca za
2,5 mum) B GraykoHazon nepopanso (400 mg npes mupBHA AeH, nocnenpany o 200 mg Ha 24 gaca 3a 4
JAHH) Ha 8 31paBh JOOPOBONIK OT MBKKH IO, BOIAT S0 MOBHIIABARE HA Com H AUC Ha
BOPHKOHA301 CPeAHO ¢ 57% (90% ClI: 20%, 107%) u croteetHO 79% (90% CI: 40%, 128%). Hee
YCTaHOBEHO KAKBO HAMANIARAHE HA A03ATA/HIM YECTOTATA HA BOPHKOHAZ0M H (IyKkoHason 64
CIMMHAEPANO TO3H eeKT. AKO BOPHKOHA30JI C& NPHIAra HEMOCPEACTBEHO ciiell (uIyKOHA30M, Ce
[penopLyBa MPOCIEsBaHe Ha CEbP3IAHATE C BOPHKOHA30M HEXEIaHH PeaKiiy.

3ugoByany: dirykonazon noBmuaBa Cre, # AUC Ha sunosyman ¢ 84% | 74% croTeeTHO, NOpagd
mprGIM3HTENHO 45% HaManeHHe Ha IEPOPANHAA KITHPHHC HA 3HA0BYAAH. [I0MyXKHBOTHT Ha 3WAOBYIHH €
CBILO TaKa yALKeH ¢ pHOAM3MTEnHO 128% npH komGHHUpaHa Tepanud ¢ Guykosaszol. [TaumeHTHTE,
nony4aBall(i Ta3H KOMOUHAIHA, TpAOBa Aa 6bAaTa HAGMIONABAHH 33 PA3BHTHETO HA HEXKENAHA PEAKIHH,
CBBP3aHH ChC 3HA0BYAHH. Moxe 1a ce 0OMECIIH HAMANABaNE Ha HO38Ta HA 3HAOBY/IHMH.

A3SHTPOMHUMH: B OTKPHTO, PAHZOMHIHPAHO, TPOHHO-KPHLCTOCAHO NpoydBare npH 18 3apasn
A0GpOBONEA € OlieHeH edekTHT Ha eIMHEYHA NEPOPANKA J03a asHTpoMHIHN 1200 mg 8o

¢apmaxokHHETHKATA HA eMHEYHA IEPOPanHa 1033 ¢urykonazon 800 mg, kakTo H ede hg,HUMH o
¢nyxonaszos BhpXy (hapMakOKHHETHKATA Ha a3uTpoMHLHH. He e ycratoBeHo 3HaUAM '
(apMaKOKHAETHIHO B3AMMOACHCTERE MEXY (UTyKOHA30T H A3HTPOMHATIHH.
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[Nepopannu KOUTPANCNTHEN: NPOBEZICHH Ca /B¢ (PApMAKOKHHETHHHH [TPOYYBAHHR ¢ KOMOHHHpAaHA
NEpOpaHH KOHTPAUESITTHBH H MHOTOKPaTHH A03H (uiykonason. He ca ycranoses 3Ha9HME edeKkTH
BBPXY XOPMOHANHOTO HHBO IPH NpoyTBaneTo ¢ 50 mg durykonazour, Zoxaro npH 200 mg AHEBRO IUIOIITA
NOA KPHBATA HA CTHHAJIECTPA/IMOI H IEBOHOPIECTpeX ¢ HapacHana choreeTHo ¢ 40% u 24%.
CrenopatenHo ne MOXe Ja € OYAKBA MHOTOKPATHO MIPHIATAHAAT B TAKHBA N03H (UIyKOHA30A 12 HMA

HeONaronpusTen eexT BHPXy epHKACHOCTTA Ha KOMGHRHPAHHTE NIEPOPATHH KOHTPALENTHEH.

4.6 DeprannTer, GpeMenHOCT B KLpMene

Bpemennocr
Ezano obceppanioHno NpoyYBaHe NOKA3BA HAJIMYHE HA YBEJHYEH PHCK OT CHOHTAHEH abOpT NpH sKeHH,

JIEKyBaHK ¢ (IyKoHA30/ Npe3 MBPBOTO TPHMECEHHE.

Hma crhobmenua 3a MHOroGpoifHn BpoZeHn aoManuy (BnoUATemHO Opaxuedanis, JMCIasss Ha
YUIHTE, FONAMA npe/iHa GoRTaHeNa, (PeMOPATHO HIKPUBRIBAHE M PAJMO-XyMEPLIHA CHHOCTO3a) IIPH Jela,
YHHTO MAHKH ca JICKYBaHH HaH-MAIKo TPH HIH N0BEYE MeCera ¢ BHOOKH Ho3H (400-800 mg apeBHO)
¢nyxonazon 3a koxuuAMOsROMHKO3a. BpE3kara Mexny yrnorpeGara Ha QryKOHA30/ i TE3H CHOHTHA He €
ACHA.

I[NpoyyBannaTa NpH XHBOTHH €A TIOKA3AH PENpOAYKTHBHA TOKCHYHOCT (BX, TouKa 5.3).

Ilo Bpeme Ha GpemMennocT He TPAOBa /1a ce H3N0M38a (MIYKOHAI0N B CTAHJAPTHH JIO3H 33
KpaTKOEPEMEHHH JIEYCHUA, OCBEH aKQ He € afco/moTHO HeobXoqHMO.

Io Bpeme Ha GpemenHOCT He TPAGBa A CE H3NOI3BA (TYKOHA30N BBB BHCOKA J033 H/UITH B CXEMa C
TPORBIGKHTENHO MPHIIOKEHHE, OCBEH IIPH NOTEHIHAITHH ¥HBOTO3aCTPANIABAINH HHEKIHH.

Knpmene

DiyKoHa30/ NPEMHHABA B KhpPMATA H AOCTATA KOHLIEHTPAIHH, CXO/IHH Ha TE3H B IUIa3MaTalBK.

To4Ka 5.2). KbpMEHETO MOXe 12 HE Ce CIMpa NpH eHOKPAaTEH NPHEM Ha 03a 0T 150 mg (uykonazon.
KnpmereTo Be ce npenophysa NpH IpUeM Ha MEOTOKPATHH HIH BHCOKH [02H Quiykonasod. Homsute ot
KBPMEHETO 33 pa3gATHETO H 3APABCTO TpA0Ba Aa ¢ B3eMaT NPEABAY 3a8HO C KAHMHATHHTS HYXAH HA
Mafikara ot [ludurykan 1 aa ce CBIIOCTABAT C BE3MOXKHHTE HEXENaHH peakiu ot Judurykan npr
KBpPMa4eTO HWIH OT NOMICKALLOTO CHCTOSHHE Ha MaiikaTa,

Deprivmrer
Duyxonason He RIHAE BEPXY (JEPTHNHTETa Ha MBKKH HITA XEHCKH ILThX0Be (BXK. To9Ka 5.3).

4.7 Edextn BLpIY cHOCOGHOCTTS 32 Modapane B paGora c MAMEARE

He ca nposexgann npoysanna 3a edexra Ha Juduryian pppxy crioco6HOCTTa 32 modupane u pabora c
manmna. [launenrate TpaGra fa Gvaar npeaynpeaeHs 3a eBEHTYANHA NOABA HA 3AMARHOCT MAH
npunagbiM (BX. To4Ka 4.8) o BpeMe Ha nedenneto ¢ Judurykan u Tps6ea na 6bAAT NOCHBETBANH 12 He
wobHpar ¥ fa He pabOTET ¢ MALITHHH, 2KO TIPOARAT HAKOH OT TR CHMITTOMH.

4.8 Hexenans NexapeTRedH peaKnan

Hafi-aecTHre Hexenann nexapersenn peaxupn (2 1/100 go <1/10), 33 xouTo ce chobuiasa, ca
INaBoGOIHE, kopeMmHa Do, XuapHs, rajeHe, NoBPbUIARE, TORHIICHH CTOHHOCTH Ha CEPYMHATA AflAHAH

aMHHOTpaHChepasa, NOBHINEHH CTORHOCTH HA CEPYMHATA aCTIAPTAT aMHHOTpaHCepasa, HOBHIICHH
CTOMHOCTH Ha anxannara dhocdaraza u oOpus.

Cnezuure HexXenanH NEKAPCTBEHH PEAKLMA ¢a G HaGMOAABAHH A CHOOIABAHH [0 Bpe
nevenueTo ¢ Jiuuykan che CASIHHTE 9ECTOTH: MHOrO YecTH: (>1/10); vectn: (>1/100 go
Hedecty: (> 1/1 000 ae <1/100); peaxa: (> 1/10 000 a0 < 1/1 000); Muoro peaxa: (< 1/1
HEH3BECTHA “eCTOTA (OT HANHIHATE JAHHH He MOke /1a b€ HANPABCHA OLICHKA).

15



Crcremo- Yecta HevecTn Penxn C HeR3IBeCTHA
OpraHel KJIac SECTOTA
Hapymenns 5a Anemns ATpaHyIONHTO34,
KpBBTE B JCBKOTICHHS,
aEmbHATA TPOMOOHUHTOIICHHA,
CHCTEMA HEYTPONSHHA,
Hapymenud na Anadunakcud
HMYHHATA
CHCTeMa
Hapymenna na Tonuxen aneruT | XRNepXonecrepolcMus,
MeTaboin3Ma H XHIIEPTPHTTIHUCPEMHS,
XpageHeTo XHITOKAITNEMHS
Necpxauan CoMuonenTHOCT,
HAPYIICERS beschHme
Hapyuierns Ha I'nasoGonue TNprnagsim, Tpemop
HepBHATA mapecTesus,
CHCTeMA 3aMaiinane,
HApyIIeHHs Ha
BKYyCa
Hapymenns 5a CaeToBbpreN
¥X0TO B
JafHpHEATA
Crpneynn Torsade de pointes (Bx.
SapymeHsas rodka 4.4), yapoKaBaHe
Ha QT (sx. Touxa 4.4)
Cromamuo- AOxomunanaa Gonka, | Koncrunaaua
IpCBHH NoBpBILIAHE, AHCICTICHA,
HAPYIICHAN JIHapns, METEOPHIBM,
ragene CYXO0Ta B yCTaTa
Xenaro- Tosnmenne Ha Xonecrasa (Bk. Yepaonpobaa
Onamapna anaHuH TouKa 4.4), HEJOCTATBYHOCT (BAK.
HapymenHsa amuroTpancdepasata | KnATeHHENA (BK. T04Ka 4.4),
(Bxk. TOuka 4.4), TOuKa 4.4), XenaToLenyaapHa
MOBHINCHUE HA NOBHIEH Hexpola (B, Touxa 4.4),
acnaprar OHMAPYOUH (BK. XemaTHT (BX. ToUKa 4.4),
amunoTpancdepazara | Touka 4.4) XenaTouenyNapHo
(Bx. Touka 4.4), yBpekAane (BA.
NMOBHIIGHHE HA TouKa 4.4)
amkansara docdaraza
E KpbBTa (BXK.
touxa 4.4)
Hapymicansa na ObpuB (Bx. JlexapcTen Toxkcuuna enugiepmanna | JlekaperseHa
KOXAT2 W Touka 4.4) obpae* {(Ex. HEKPOJH3a, (B, peaxims ¢
HONKOMHATA TouKa 4.4), Touka 4.4), CHHEPOM HA | EO3MHOQDHIHA
TEKAH ypTAKApHS (BXK. Stevens Johnson, (Bx. H CHCTEMHAH
TOYE: 4.4), Touka 4.4), ocTpa CHMITTOME
TIpYPHTYC, reHepanm3IApaHa {DRESS)
OPEKCMEPHO eK3aHTEMATOZHA
H3INOTABAHE NycTYnosa (BK.
ToKa 4.4),
excdoauaTHeH

IEPMATHT, aHTA0E]
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Hapymenus Ba Muanrus
MYCKYJAHO-

CKeJIETHATA

cHCTeMA H

ChEIHHHTENHATA

ThK3H

O6mn Vmopa,
HAPYIIEHHS H HEDAZMONOKEHHE,
eeKTH BEa acTeHHA,
MICTOTO HA Tpecka
HNpHJIOKEHAE

*BKIIOYHTENHO (DHKCHPAH JIEKapCTBEH 0OpUB

llennarpuyia NOMYyIauns

XapaKTepHCTHKATA H 9€CTOTATa Ha HEXKENAHATE PEAKIHH H JA00PATOPHH OTKIOHSHHA, OTOEIAZAHH 110
BpeM< Ha NCAHATPHYHUTE KNHHHYHY HINHTBAHHA, KATO ¢ HIKMOYH NOKA3AHHETO NEHUTANIHA KaH i 1034,
€@ CPaBHHMH ¢ Te3H, HAOMONABAHH NIPH Bb3PACTHH.

Cpobujapane Ha HONO3HPAHK HEKENAHYW DEAKIIHH

CrobniasareTo Ha NOAO3HPAHH HEXEIAHH PEAKIMH CIIE PazpellanaHe 3a YIOTpea Ha JICKAPCTRCHAS
OPOAYKT € Bak#o. ToBa HO3B0/IABA A2 NPOTBIKH HAGMIOGAEHHETO HA CHOTHOIICHUETO MON38/PHCK 33
JAEKAPCTBEHUA NPOAYKT, (T MEAMUHHCKRTE CHCIMANNCTH € UWINCKBa A3 cholilianat BoAka
MoZ03upara HexeNaHa peakiug Ype3 H3snniaHuTeNHa areHIEA [0 leKapCcTeara, ya. ,,Jlaman I'pyes”
Ne 8, 1303 Codwuas, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpepo3mpasne

Hma cxobimenua 3a npenosupane ¢ Judurykan. Crofimasa ce €IHOBPEMEHHO 33 XAMOILMHAIH 1
NapaHOHAHC TIOBSACHHE,

B ciyvait na npenosupane, MoKe Ja Ce NPHIOKH H ChOTBETHO CHMITOMATHYHO JIEdeHH e (C
TOAXBPKAIM MEPKH H IPOMHBKA HA CTOMAXA, 2KO € HeoGXO/HMO).

1y OHA307 CE EKCKPETHpPA B MONAMA CTENEH C YPHHATA; TIpEAA3BHKABAHE Ha oOrITHA THYpesa Mojke 3
TIOBHIOHN CTeNEHTa HA ENMMAAKpane. TpHYacoRa XeMORAATH3A HAMAJNABA IUIASMEHHTE HHBA C
npubausuTenHo 50%.

5. ®APMAKOJOIrHYHH CBOMCTBA
5.1 ®apmaxkoaEHAMHATHE CBONCTBA

GapMakoTEPANCETHYHA TPYia: AHTHMEKOTHIM 33 CHCTEMHEO TIPHIOKEHAE, TPHA3OIOBR TPOH3BOIHH,
ATC xoa: JOZACO1

Mexanusem va qeficTpre

Dny«OHA30N € TPHAIONOB AHTUMHKOTHYEH aredT. OCHOBHMAT My MEXaBHIbLM Ha JeHCTBHE ¢
nHxuGHpane Ha UHTOXpOoM P-450-MemupanoTo 14 anda-naHocTepon JeMeTHIHpaHe IPH MLOHIKHTE,
KQETO MPCACTABIABA BAKHA CTHIKA NPH GHOCHHTE3a HA rEOAYHUA eprocTepon. Harpynsaneto na 14
ajia-METHA CTepOJIH KOPEAHpA C NIOCHEABAINATA 33ry0a HA EPrOCTEpol OT KIeThHara MeMOpana Ha
reOUMKHTE M O MOTTIO 213 ¢ NPHYMHA 33 AHTHMHKOTHYNATA aKTHBHOCT Ha (ykonason. ®ayxonaszon e
TIO-CeNCKTUBEH NpH rEOAYHITE NHTOXpoM P-450 eHsuMH, OTKOJIKOTO NPH pasiHIHA EATOXpOM P-450
CH3HMHH CHCTEMH [IpH GO3aHHHIH.

YcranoseHo e, e ¢rykonazon B Zo3KpoEka 50 mg qHeRHO, Npuaaray 1o 28 AHH, He NOBS
INa3MEHHTE KOHNCHTPARKH HA TECTOCTEPOH APH MBXE HIH CTEPOHANATE KOHLEHT]S
AerepoaHa Bp3pacT. ©Nykona3on B Ko3HposxH ot 200 mg ao 400 mg AHeBHO HAMa KT
edeKT BBPXY €HAOTEHHHTE CTEepOHAHH HHBa WM BpXy ACTH cTHMYIHpaHus OTroBO
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€IHOKPaTHHTE HITH MHOTOKpAaTHH 203H ¢urykonason 50 mg He OKa3BaT BIHANKE BHPXY MeTabosA3Ma
My.

In vitro wyecmeumennocm:

@nyKoHa30 10KA3Ba AHTHMHKOTHYHA AKTHBHOCT i Vifro KbM MOBeYeTo KIHHHYHO PasIpoCTPaHEHH
suiose Candida (sxmouurenno C. albicans, C. parapsilosis, C. tropicalis). C. Glabrata nokassa
3HAYMHTENHA TYBCTBHTENHOCT, A0kaTe C. Krusei e pesHcTeHTHA KbM (UIyKOHA30]1.

DirykoHa30j1 IPOABABA i Vitro aKTHBHOCT H KbM Cryptococcus negformans u Cryptococcus gattii,
K4KTO H KbM eHACMHIHATE Iecern Blastomyces dermatiditis, Coccidioides immitis, Histoplasma
capsulatum n Paracoccidioides brasiliensis.

g MCHAY GRIDMAKOXHHETHXA H GiDMAKOINHAMHKA

Ipy npoyuBanKATa EBPXY KHBOTHH HMA KOpeJL MekAy CTOHHOCTHTE Ha MHHHMAIHATA
HHx#OHpama kontenTpamus (MIC) u edrxacHoCTT2 Cpenty eKCriepAMERTAIHE MHKO3Y B PE3yATaT Ha
Candida spp. Tlpn kaaaHqsy npoydIsanys #Ma nours 1:1 nuneiina gsanMospraka Mexay AUC u
Ae3ara Ha uykonasona. HabmoaaBana € cuiio Taka AupexTHa, HO Henuuelina eppaka AUC unn
7103312 W yCOElleH KIHHAYEH OTTOROP KbM MEPOPATHA KAHAW/03a H B I0-MANKA CTeNIeH KauAHNeMHA.
Tlo nopo6en HauMH, TEIEHAETO € MO-BEPOATHO NPH HHGEKUHH, IPUIHAEHH OT MAMOBe, 3a KOHTO

dryxoHaszon uMa no-eracoxa MIC.

MexanusbM Ha PE3HCTEHTHOCT
Candida spp ca pasBHIH peALa MEXRHH3IMH Ha PE3HCTEHTHOCT KbM a30/10BH aHTHMHKOTHYHH &IeHTH.

DIryxoHa30n HMa BHCOKH MAHHMA/INH HHXHOApANIH KOHUCHTPALHHA TI0 OTHOIIEHHE Ha rrOHmETe
MaMOBE, KOHTO €4 Pa3BHITH ¢HH HJIH [OBeYe MEXAHH3MA Ha PE3HCTEHTHOCT, KOETO NOBITHIRA
HEDNArONPHATHO ePHKACKOCTTA, KAKTO i Vivo, Taka H KINHHIIHO.

Wma chobmenns 3a cyneprubexuus ¢ eunose Candida, paznuann ot C. albicans, kouto yecto
NPHTEXKARAT BPOLCHA JTANICA HA TyBCTBATENHOCT KbM daykoHazon (Hanp. Candida krusei). B Taxusa
CHYYas MOXKe a C& HAJIOXKH NPHIATaHeTo Ha JOITEIHHTENHA NPOTHROrE0HIHA Tepanys.

I'pasnyny crofinocTy (chraaco Epponelickns KOMETET IO H3INHTBAHE 33 9YBCTBHTCIHOCT KbM

ANTHMH il cpencTia (EUCAS

EBpONEHCKHAT KOMITET 10 H3MHTBAHE 33 YYBCTBATENHOCT KbM aHTHMHKPOGHH CPEACTBA —
NOJKOMHTET [0 H3NHTBAHE 33 YYBCTBHTENHOCT KbM npoTHBors6muHM cpeactea (EUCAST-AFST) ¢
ONpeNeIIii TPAHNTHITE CTORHOCTH Ha (mykoHason 3a Buaosete Candida Bb3 OCHOB2 Ha aHANTH3A Ha
thapmaxoxuHeTHYHHTE/DAPMAKOXHHAMAYHE JAHHH, i1 Vilro IyBRCTBHTENHOCTT H KAHHAIHEA OTFOBOP
(EUCAST ¢uryxonason ocropen JokyMenT (2007)-sepcns 2). Te ca Gunu pasaeleHH Ha HEBHAOBO
CBBP3ANY TPaHWHHH CTORHOCTA, ONPEAE/ICHH IIaBHO Ha Da3ata HA PapMaKOKHHETHIHH
/¢apmakonHHaMHIHN JAHEH H HE3aBHCHMHE oT MIC pasnpezeleHHETO NPH KOHKPETHHTE BHIOBE, H
BHAOBQ CEbP38HH IDaHHIHM CTOHHROCTH 32 BAJJOBETE, HA-9eCTC CEBP3aHH ¢ YOBELKH HHPEKIHH.
Tean rpanuuM CTOMHOCTH Ca NOCOYEHH B TAbIALATA O-A0NY:
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AHTHMHKOTHK | BHIOBO-CBBp3alM rpaHHYHH CTORHOCTH (S</R>) HesnzoBo
CBBp3aHK
Ly T
crofinocTu™
| Candida | Candida | Candida | Candida | Candida |~
albicans glabrata | krusei parapsilosis | tropicalis
®nykonazon | 2/4 IE - 2/4 2/4 2/4

S = YyscreuTenen, R = Pezncrenten

A = HeBH0BO CBLp3aHH FPAHWYHE CTOMHOCTH €A Ope/e/eHH riaBHo Ha Ga3ara Ha
dapMakokuHETHYRY /(PapMaKoOAWHAMAYHHE JAHHH ¥ He3aBHCHMH oT MIC pasnpezesieHHeTO pH
KOHKpeTHHTE BHAOBE. Te ce H3MO0I3BAT CAMO TIPH OPraHA3MH, KOMTO HAMAT KOHKPETHH IPaHHIHH
CTOHHOCTH.

— = V3ATBAHHATA 32 YyBCTBHTENHOCT HE Ca NPENOPLYATERHH, Thil KATO BHAOBETE HE €A MOAXOAAIIH
32 JICYCHHE C TO3H NPOAYKT.

IE = Hama aocTare4Ho AaHHH, Ye BHAOBETE Ca MOJXOGAIIH 32 JICICHHE C TEKAPCTECHAA NPORAYKT.

52 @PapmakoKEHETHIHH CBOHCTRA

<Dapmammemlmm'e CBOHCTBA CA CXOJHH CIEHA HHTPABCHO3HO AIH NEPOPATHO NIPHA0XKEHHAS.

Abcopbius

Cnea nepopanso npanoxenue dguykonason ce pezopéupa 100pe 1 MAa3MEHUTE KOHIIECHTPAIHA (A
CHCTeMHAaTa OHOHANTHIHOCT) ca Hag 90% OT KOHOEHTPALHHTE, KOHTO C& AOCTHIAT CIEN HHTPaBeHO3HO
BbBexAaHe. AGCOpOUHATA OT FACTPOHATECTHHANIMMA TPAKT He Ce MORJIHABA TIPH eAHOBPEMEHEH IPHEM
¢ XpaHa. MakcHManHuTe IIa3MeHH KOHHEHTpaliMH Ha INagHo ce ZocTurar Mexay 0,5 i 1,5 vaca cren
npuema. [nasMeHHTE KORUESHTPALHH Ca NPONOPIHOHANHH HA f03aTa. JleBeTaecer HpONCHTa OT
CTAMOHAPHHTE KOHUEATPAIMM CE JOCTHraT Ha 4 — 5 fieH cliel MEOrOKpATHO [IPHIArAHE BEAHRXK
aneHo. IIpunoxkenneTo Ha HaToBapBamia Jo3a (IIpe3 TLPBHA A€H), KOATO € JBa ITETH M0-BHCOKA OT
obuvialinaTa AHeBHa A03a, Ie3BONABA AocTHraHe Ha 90% ot PABHOBECHHTE LIAIMEHH KOHOCHTPallHH
Ha BTOPHA JEH CJI¢A Ha49anoTo Ha TeYeHHeTo.

Pasnpenenenne
[MpaeumsasT 0bem Ha pasnpeneneHne e GHIbk A0 ofeMa Ha BOAATA B OpradusMa. CBLP3BAHETO C
TUIa3MEHHTE MPOTEHHHA € Hucko (11-12 %).

DnykoHazon NpOHAKBA A00pe BBB BCHYKH H3CIIeIBAHH TeNeCHH TeuHoctd. KoHneRTpaumaTe Ha
GAYKOHA30M B CIIOHKATA H B XPayKaTa ca OH3KHA 10 TesH B rasmara. [Ipe DalgenT ¢ MEXOTHYEH
MeHHHATHT KoHUEeHTpauuuTe B LICT ca npubnuanrenno 80% o1 chotBeTHATE MIA3MEHH KOHIEHTPALMH.

BHCOKH KOHUCHTPAIAN B KOXATA, IPEBHINABAIIN CEPYMHATA, Ce JOCTHTAT B CTPATYM KODHEYM,
CHACPMHAC-IEPMA H TOTTA. DIYKORA30N KYMYJIHpa B CTpaTtyM KopHeyM. ITpH Ao3a 50 mg nueBHO
KOHUEHTpaUHATa Ha (IIyKoHason cefl 12 mum e 73 pgfe u cefieM AeHa cliel IPEKpaTABaHE HA ICYEEHCTO
e Bee ome 5,8 pg/g. Tpu nosa 150 mg Bennsk ceIMHYHO KOHUCHTPAIAKTE Ha (ITYKOHA30I B CTPATYM
KOpHEYM Ha ceaMus fied ¢a 23,4 1g/g M CHOTBETHO CeleM AHH CIIE] BTOpaTa A03a ca Bee ome 7,1 pg/g.

KonuenTpammsTa Ha quiykoHason B HOKTHTe cien 4 Mecena JedeHne npH fo3a 150 mg peapbk
CeMHYHO, € choTBeTHO 4,05 ngfg npu 3apasu K 1,8 pg/g opu Gomm voxrn. KoHNEHTpAUWE HA
(ITYKOHA30JI Ce H3MEpBAT B HOKTHTE i IIECT MECENa CJic]] MPHKIHOYRAHE HA JICIEHHETO.

buotpancdopmaums




EnumMunupane

EnumunansoHHEST NOTY*RUBOT B I1a3MaTa 3a uiykonason e nputnmzurento 30 saca. OCHOBHHAT ITBT
Ha eKcKpena e OBOpeunns, karo npubnusuTennoe 80% OT npueTaTa 03a ce eKCKPETHpa HENPOMEHEHA B
yprrara. KnapsuesT Aa ¢uryKoRason ¢ nponopuroRaneH Ha KIHpBHCA Ha KpeaTHHHHA. Hama JaHAK 3a
MeTab0IMTH B KphBOOOPBILIEHHETO.

ABIroTO BpeMe Ha MONYKHBOT Ch3RaBa NPEANOCTABKH 34 JIEYEHHE HA BATHHANHATA KAHAW/03a C
SIHOKPATHA 1032 BeAHbX JHEBHO, 3 33 JICYEHHE HA OCTAHAJHTE MAKO3H — C S/IHOKPATEH CEAMHYEH
HpPHEM Ha JIEKApCTBOTO.

DapmakokHHETHKa OpH GB0pedro YRpeKkaake
Tipw nameHTH ¢ Texkka Gr0peuna meocrarsudoct (GFR< 20 mlimin) BpeMeTo Ha HOTY KHBOT C&

ysenu9asa oT 30 Ha 98 uaca. B pesynTat Ha ToBa ce Hanara moRHXaBaHe Ha fo3ata. DIyKoHa30M ce
OTCTPAHABA YPE3 XEMOAHAIN3A H B 110-MAJIKA CTETIEH Ypes lepHToReanHa paanmsa. Oxono 50% ot
tayxoHa30/1a Ce eNHMIHHPAT OT KPHBTA Clien] 3 HacoB Kype Ha XeMOAHANA3A.

DapMaKOKHHETHKA IPH KbPMEHE

B epHo dapMakoKMHETEUHO NPOYIBAHE MPH AECET KEPMELLH XEHH, KOHTO BPEeMEHHO HITH 34 TIOCTOSHHO
Ca CTIpeNTH KbPMEHETO Ha CBOHTE Jielia, C& PABH OLSHKA HA KORIICHTPALHHTE Ha (NTyKOHA30M B [L1a3MaTa
H B MaHTHHOTO MKO 3a 48 daca ciiel] emHuaHa Ko3a 150 mg /Tuduyxan. Oykonason ce OTKpHBA B
MaiiHHOTO MJIAKO B CPEAHA KOHIIETpaliHa NpuGnnsuTenHO 98% ot Tasu s MalivmHaTa nuasMa. CpefHHAT
MK HA KOHLICHTPALHATR B MAKYHHOTO MILAKD e 2,61 mg/l 5,2 gaca ciiell npreMa Ha Ao3ara. OgakBaHara
AueBHa 103 QITyKOHA30J 34 KBPMAYeTo OT MAHYHHOTO MIIKO (IIPHEMA Ce, e CPEAHATA KOHCYMAlsd Ha
mnako e 150 ml/kg/nen) na Gasa Ha cpeHMA NHK HA KOHIEHTpanuaTa B Miakoto € 0,39 mg/kg/nex,
KoATO € npubmaarento 40% oT openoprYBaRATA HEOHATATHA 032 (Bb3pacT <2 ceamuiu) wiu 13% ot
NPENoprIBALATA 1034 38 KbPMAYETR 32 KAHIRA03A HA JINTABHIHTE.

DapMakOKHHETHKA IPH LA

Oueneny ca GpapMakOKHHETHYHH RAHHH, NOMy4eHH oT 113 neaMaTpruHA NAUKEHTH B PaMKHTE Ha 5
APOYYBAHKA; 2 NPOYYBAHMA ¢ APHAATAHE HA GAHOKPATHA 1032, 2 APOYHBAHKA ¢ HPHAArAHE HA
MHOTOKDATHA 7033 H €HO IPOy4YBAHE OPH HEXOHOCEHN HOBOpOoReHH. [{akmirme 0T 87HO OT NPOYYBAHAATA
He MOraT /I ¢ HHTEPNPETAPAT HOPAXH OPOMEHH B CHCTABA 110 BpEME Ha HpoyUBaHeTo. JomsaHATeIHA
JaHHH ¢4 HATHYHH OT HPOYYRAHE ¢ MUNOCHP/MA L.

Cnea npunarase va 2-8 mg/kg durykonason npe gena Aa ap3pact oT 9 Mecena o 15 roannn, €
ycranosena AUC or okono 38 pg h/ml npu aosuposka o 1 mg/kg. CpeAHUST eHMAHAIMORCH
DOJYEHBOT OT TUIASMATA ¢ BAapHPaT MRy 15 u 18 uaca, a o6eMbT Ha pasnpenencaue e Owr
npubmusuTenHo 880 mlkg ciex npunarane ua MEorokpathu no3a. ClieJl MpAiaraie Ha AHOKPAaTHA 033
€ YCTAaHOBEHA NI0-T07ZMA CTOHHOCT Ha e/IHMUHAAOHNNS NO;TyKHBOT OT IUIa3MaTa — okono 24 daca. Toga
€ CpPaBHHMO ¢ HOMYKHBOTA Clieq eAHOKPATHO npanarane Ha 3 mg/kg i.v. Ha aena ot 11 mum go 11
Meceua. O0eMbT Ha pasnpeNiefieHHe Ha TA3H BL3pacToBa Ipyna e okono 950 mlkg.

OnuTHT ¢ ¢UTYKOHA30JI TIPH HOBOPO/CHH € OrpaHAYeH A0 (GapMaKOKAHETHYHHATE NPOYIRAHAS IPH
NpexAeBpeMeHHO pofieHH. CpeiHaTa BE3pact Mpu IPHAAraHe Ha IThpea 4o3a, Tpu 12 NpekaeBpeMeHHo
POIeHE Ha IPHONH3INTENHA NECTAHOHHA BR3pacT oT 28 ceAMMIH, € GAna 24 waca (B pamkwre Ha 9-36
zaca), a cpeanoTo Terno e 6uno 0,9 kg (B pamkure na 0,75-1,10 kg). Cenem nauperta ca 3aBsplOHIH
NPOTOKONE,

Ipunaras ca kato MaRCHMYM 5 HETpaBeHosnu uadyzun or 6 meg/kg dmykonason ua pcexsd 72 yaca.
Cpeannat nomyxHBOT e 6HN 74 yaca (Bapapamo oT 44 1o 185 waca) nNpe3 THPBHA ACH B € HAMAILNO C
BpeMeTo cpeAno Jo 53 gaca (Rapapamio ot 30 xo 131 gaca) a ceamua 1 Ao 47 uaca (sapupawmo o1 27
Ao 68 1aca) Ha TpuAayIeceTHA AeH. [lnomra nop kpusara (mcg.h/mi) e Guna 271 (ot 173 1o 385)Ha.
ITbPBHA [ICH H C€ € YBEIHYHNa CpexHo A0 490 (B pamxuTe Ha 292 — 734) Ha ceMHA U € H
cpeauo fio 360 (ot 167 no 566) Ha TpEBaneceTrs Aen. ObembT Ha pasnpenenense (ml/k;
(ot 1070 10 1470) Ha mepBHSK AeH H Ce € YRETHIHN ¢ BpeMeTo cpeHo o 1184 (ot 510
ceamus H 1328 (ot 1040 o 1680) Ha TpEHAzECETHN JCH.
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MAKOKHHETHKA NIPH €HTH B CTap4ecka
[iposeaero e papmakoxHHETHIHO NpOyYBaHe NPH 22 MAIHEHTH HA BBL3pact > 65 NOAUAN, NoYYaBaly
€/THOKpATHA Mepopansa fo3a ot 50 mg ¢mykonason. Jlecer 0T Te3k NALUKHESHTH €A NONyYaBanH
CBHITBTCTBALIA TEpanis ¢ AHYpeTHIH. Coux ¢ 61na 1,54 pg/ml m e gocruraara 1,3 gaca cnen npaema.
Cpenuara AUC e 6mna 76,4 + 20,3 pgh/ml, a cpeppmsT TepMunaien NORyKuBoT — 46,2 Haca. Tesu
CTOHHOCTH Ha (papMAKOKHHETHHHHTE HAPAMETPH ¢a [I0-BHCOKH OT aHAJIOTHIHATE CTOHHOCTH,
ChOOmABAHH NPH 3APaBH MIATH MEXe-A00pOoBONIE. EAHOBpEeMEHHOTO NPHIIOKEHEE HA JHYPETHIH HE ¢
npoMeHWIO cHriMduKkanTHO AUC il Coux. B Z0mbiHeHNE, KpeaTHHHHOBHAT KIMPEHC (74 ml/min),
HPOLEHTHT HEMPOMEHEHO JIEKAPCTBO, EKCKPETHPaHO ¢ yphHaTa (0 — 24 4., 22%) # #34HCNCHAAT
656peueH KTHpEHC Ha durykonazon (0,124 mbmin/kg) nmpu naiueHTH B CTApYEcKa BE3pAcT, 060 ca no-
HHCKH OT TE3H NpPH no-miae nobposonigy. Ciie[oBaTeHo, MPOMAHATA B SJIHMHHHPAHETO Ha
{yKxoua30N NpH NALKEHTH B CTAPUECcKa BE3PACT H3MNEKTA € CBHP3aHA ¢ HaManeHa Ob0peuna dyHKims,
XapaKTepHa 32 TazH Ipyna.

5.3 Hpeax/HBEETEH JARHH 32 GezomacmocT

[IpH HEXTMHHYHATE H3NHTBAHHSA CaMO NPH EKCTIO3HLMM, 33 KOMTO C€ CHHTA, Ye Ca B JOCTATHYHA
CTETICH NO-TOJNIEMH OT MAKCHMAHATA EKCTIO3HIIHA IPH XOpa, ce HabmioAaBaT e)eKTH, KOHTO NOKA3BAT
Maike 3HaYeHHe 3a KTHHHYHATA YIoTpeba.

Kapmanorensocrt

HaAMa faHH# 32 KapUHHOreHEH NOTEHIMAN Ha (MYKOHA30R NPH MHUIKH H NPH AALXORE, TPSTHPAHH
MepopaTHo B NPOABL/DKEHHE Ha 24 Mecena ¢ &03d oT 2,5, 5 wm 10 mg/kg/aH. (npuGmizurenso 2-7 meta
0-BHCOKH OT NIPENOpBUBAHATE A03H IPH Xopa). [Tpu Mexic wrsxose, Tpetrpand ¢ S5 # 10 mg/kg/aen, ¢
Ha0/M0aBaH0 HAPACTRAHE HA YECTOTATA HA XEMATONETYIAPEH ANCHOM.

MyTargHaocT

DAyKOHA30:, ChC WM He3 MeTabORMTHO AKTHBAPAHE, € HOKA3an OTPHUATEAHH PESYATATH B TECTOBE 33
MYTAareHHOCT NpH 4 wama ot Salmonella typhinmurium » 8 vums maMdom L5178Y cucrema.
LluToreHeTHIHH OPOYIBAHNAA in7 Vivo (KITETKH OT MHIIM KOCTEH MO3BK, CIIE]] IEpOpANieH IpHeM Aa
¢ryxonason) u in vitro (nuMdoETH OT X0pa, HAROKEHM Ha (uryKoHa3on mpu Ao3a 1000 pg/ml) xe
OKA3RAT JIAHHH 33 XPOMOZOMHH MY TALHH.

PenponykTHBHA TOKCHIHOCT
DyxoHazon, IPAIOKeH AEPOPANHO B JHEEHA 1033 5, 10 win 20 mg/kg WiM napeHTepanso B A03a 5, 25
anu 75 mg/kg, He NORTHABA ePTHARTETa HA KEHCKH WIH MbIKKH ILTEXOBE.

He ca mamonasanu edextd BEpXy deTyca npu 5 win 10 mg/kg; npu a03m ot 25 u 50 mg/kg u no-
BHCOKH ¢ Ha0JTIolaBaHy NOBAMICHHA HA $eTarHuTe ManhopMams (IoBHIIEeH 6poii pebpa, pasampsaBate
Ha GB0pevHOTO Nerenye) u 3abaneHa ocHukaima. [Tpu nosaposkn ot 80 mg/kg no 320 mg/kg ¢
Habmoznapakia NOBHIICHa eMOPHOHAINA CMBPTHOCT EDH IUTEXO0BE, KATO MaOpMAIMATE BIIIOYBAT
Aedopmupanu peGpa, prcypa Ha HeGLETO ¥ HAPYIIEHHS B YEPEITHO-THMIEBATA OCHQUKAIN.
YeranoeeHo €, 4e npunaranero sa 20 mg/kg nepopantio Boau Ao Neko 3abaBsHe Ha HAYANOTO HA
POAHIHMA NPOLEC, & HATPABEHO3HOTO BhBeXkAaHe Ha 20 mg/kg u 40 mg/kg HpOBOKHpa FHCTOKEA H
NMPONOHTHPAHE Ha PAXAAHETO NPH HAKOJIKO YETMPHHOIH XABOTHH. Hapymenusra 8 pofosus nipoiec,
HaOmozaBalu Opk TE3H JO3H, Ca AOBENH 0 JEKO NOBUIIABAHE Ha 5pos HA MBPTBOPOACHHTE H
HaMaIgBaHe Ha PEXMBACMOCTTA HA ROBOPOAEHHTE. BnsHUeTo FEPXY POMIHAS TIPOIEC
CbOTBETCTBA HA CHIEAGHIHO 33 PA3THYHATE BHJIOBE [IOHHKABAHE HA €CTPOTEHHOTO HHUBO TTOA
Bb3ACHCTBHETO HA BHCOKH 1038 (uyxonason. [1pH xeHH, NlekyBanH ¢ (IyKOHa30M, HE ca
HabmofapaHH TaKHBA XOPMOHAIHH IPOMEHH (BXk. Touka 5.1).
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6. ©APMANEBTHYHH JAHHH

6.1 Coacrk B DOMOIEHRTE BEIECTBA

KaticynHo chaspkaMo:

Jlaxro3a MoHOXHApAT

IlapeBHyHO HHIIECTE

Cunuiies JHOKCH], KoMOHAEH, 6¢3BOACH
Marnesnes creapar

HarpueB naypuicyngar

CBeTap Ha KANCY/HA 00BHBKA:

Kenatua (F441)

Tvranop guoxcun (E171)

IatentHo cueno V (E131)

MacTuno:

Hlennak, sepen xenesen okcha (E172), N-Oytunor amkoxon, Ge3soeH alkoxol, NPeYHcTeHa Boia,
npormaeHrankon (E1520), npomunen AeHaTypupan CAMPT, HIOAPOTIHIOS ATKOXOI, AMOHSK,
KOHUECHTDHPAH pa3TBoOp, Kamies xuapokcus (E525).

6.2 HecLBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogmocT

5 roauHu

6.4 Crienpajing yc/ioBAS HR ChXpancHRe

Ha ce coxpaniea nog 30°C.

6.5 JIanHH 33 onakoBKaTa

ITpospayen PVC 6mucrep wmi 6an Henpospasen PVC/PVDC 6micrep c rpsb oT anymunueBo $oIno.
Bcaxka onakoska ceRbpia 1, 2, 3,4, 6, 7, 10, 12, 14, 20, 28, 30, 42, 50, 60, 100 ana 500 TR:paM Kancynm.

He BcH4KH BHIOBE ONAKOBKH MOTAT Aa GBAAT MycHaTH B NpoAaxsa.
6.6 CrenmanHH OPEAUAIHA MEPKH IPH BIXBLPISHE
HeH3nomsBaHHMAT NPORYKT WK OTIAXLYHHTE MATEPHANH OT HEro TPA6BA /1A Ce H3XBBPIAT B
TBOTBETCTBHE C MECTHHTE H3HCKBaHHA.

7.  IPHTEXATEJ HA PAIPEINEHHMETO 3A YIIOTPEBA
Pfizer Europe MA EEIG

Boulevard de ia Plaine 17

1050 Bruxelles

Benrus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20010472




9. JIATA HA ITbPBO PASPEIIABAHE/MIOAHOBABAHE HA PAIPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha TepBO paspemasane: 17 mai 2001 r.

Hata na nocneano noaHoeseare: 03 okromepn 2011 r.

10. [JATA HA AKTYAJIH3UPAHE HA TEKCTA
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