KPATKA XAPAKTEPHCTHKA HA ITIPOAYKTA
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. HMME HA JEKAPCTBEHHMA MPOAYKT = |‘asoewenue e

Hudaykan 50 mg xancynau, TBLPAH e L e e
Diflucan 50 mg capsules, hard

2. KAYECTBEH U KOJTHYECTBEH CHhCTAB

Bceaka TBEpAA Kancyna cbiabpka duykonason (fluconazole) 50 mg
[Tomowao(n) BelwecTBo(a) ¢ H3BECTHO AcHCTBHE: BCAKA TBBPAA Kancyna chabpxa 49,70 mg nakrosa
MOHOXHApPAT.

3a ITBJIHHA CHUCEK HAE MOMOIIHATE BEIIECTRA, BHXKTe TOUKa 6.1.

3. JIEKAPCTBEHA ®0OPMA
Kancyna, TBppaa

Beaka TBbpaa XKeNAaTHHOBA Kancysa oT 50 mg ce CheTOH OT GAN0 TANO H TIOPKOA3¢HO CHHBO Kanaue ¢
wagnue “Pfizer” v xoa “FLU-50” ¢ uepno MacTuno. PasMepsT Ha kancynute € 4.

4.  KJIAHUYHYI JAHHH

4,1 TepaneBTHYHH NOKA3AHHA

Hutnykan e nokasaH npy cnegunTe reOHUHK HHeKUHH (BX. Toyka 3.1).

gHQH!l{aH € NOKa3aH NpH BE3IPACTHH 3a JICHCHHUC HA,

KpHNTOKOKOB MEHHHTHT (B. TOUKa 4.4).

Kokunanonaomukosa (Bx. ToUKa 4.4).

HHBa3uBHA KaHAMAO3A.

Kananaosza Ha TUraBHLIUTE, BKIIOYHTENHO opodapuHreania, esopareaiHa KaHAHA03a,

KaHAMAYPHA W XPOHHAMHA NUTABHYMHO-KOYKHA KaHJHI03a.

. X poHHYHa opaiHa aTpodHiHa KaHANAO3a (Bb3NATIEHHE HA YCTaTa B PE3YNTAT OT 350HH NpoTE3N), B
cayyai, e 360HaTa XMIrHeHa WK NOKATHOTO NeYeHHe ¢a HEAOCTATHYHH.

. BarunanHa KaHAHZO34a, OCTPa HIH PeKYPEHTHa, KOTaTO JIOKANHOTO JICHCHHE HE € NOAXOAAIO.
Kanauaosen GalaHuT, KOraTo JIOKAMHOTO JISUEHHE HE € NoAX0AAUlOo.

. JlepMaTOMEKO3a, BKIIOYHTENHO tinea pedis, tinea corporis, tinea cruris, tinea versicolor n xoxHa
uHpeKUms ¢ candida, KoraTo € MpeAnHcaHo CHCTEMHO JICUCHHE, |

. Tinea unguinium (OHUXOMUKXO3Q)}, KOTATO CE CUHTA, M€ APYTH areHTH HE CA NQAXOAANM,

EHQJIEEEH € ITOKa3aH NMpH BEIPACTHH 3a ﬂ@@l‘lﬂﬂl(THKﬂ Ha.

PeuuanB Ha KPUIITOKOKOB MEHHHTUT NIPH NALAEHTH C BHCOK PHCK OT PELIHAHB.
. Pennaue Ha opodapHHreaHa Wiy e3odareanHa KaHAHA03a OpH NauueHTH, HHdexrupanu ¢ HIV
H/TH, TPR KOUTO PUCKDBT OT PELHAHE € MOBUIIEH,




@ 3a peaylMpaHe Ha 4eCTOTaTa Ha PeKYPEeHTHA BarMHajiHa KaHAu103a (4 WK noseye enusona
FOJAUILIHO)

® [MpodunakTHka Ha KaHAUANAZHH HHPEKLUUH TIPH MALMEHTH C MPObJIKUTE/IHA HEYTPONEeHHs (KaTo
MaLMEHTH C XEMATOJIOTHYHM 3JI0OKAYECTBEHH 3a00/19BaHNsA, KOUTO Ca HA XMMHOTEpAIus, WiH
MalMeHTH, MOJJIOKEHH Ha TPAHCIIAHTALIUA Ha XEMOMOETHYHH CTBOJIOBU KJIETKH (BXK. TOuYKa 3.1)).

JudaykaH e nokasaH Mpy HOBOPOJEHH Ha TEPMHUHA, KbpMayeTa, MaJIKH Jiela, ela | FOHOLH Ha Bb3PacT
ot 0 no 17 roauHu:

Tudaykan ce npuiiara npH JIe4eHHeTo Ha KaHI103a Ha TurasuLuTe (opodapuHreanta, e3odaruaita),
MHBa3WMBHA KaH/IM/103a, KPUHNTOKOKOBH MEHHHTUTH U MPOodUIaKTHKA Ha KAHIHW1034a MTPH
HMYHOKOMITIPOMETHpaHH nauueHTu. Judykan Moxe na ce npuijara Karo nojabpialia Tepanus, 3a
npeaoTBpaTABaHe Ha PELiMAMB Ha KPUIITOKOKOB MEHUHIHT, NPH ella ¢ BUCOK PUCK OT PELHINB (BXK.
Touka 4.4).

Jleuenuero Moke 1a Ob/ie 3aMOYHATO NMPeIn Aa Ca U3BECTHH Pe3yaTaTuTe OT MUKPOOHOIOrHYHOTO H
NpyruTe N1abopaToOpHHU H3CJEABaHNA; BBIIPEKH TOBA, KOraTo pe3y/ITaTHTE Ca U3BECTHH, TepanuaTa TpsdBa
1a ¢ KOpHrupa rnoaXoAsLo.

TpabBa na ce B3emar 11o/] BAUMaHue opuLMaTHATE NPEernopbKH 3a MpaBUIHATa yrnoTpeda Ha
AHTUMHUKOTHLIH.

4.2 JI0o3HpPOBKA H HAYHH HA MPHJIOKEHHE

ﬂOBH POBKa

Jlo3upoBkaTa TpsA6Ba /1a ce OCHOBaBa Ha BU/A M CEPHO3HOCTTa HA rbOMYHaTa nHdekuus. JleueHneTo Ha
WH(EKLMUTE, H3UCKBALM MHOMOKPATHO NpUiarane, TpsadBa J1a Mpoab/KH T0KATO KIHHUYHUTE
CHMNTOMH WM 1a00OpaTOPHUTE Pe3y/ITaTH MOKAXKAT, Y€ aKTHBHATA MUKOTHYHA HH(EKLUs € OTCTpaHeHa.
HeanekBaTHHAT KypC Ha JieYeHHE MOJKe Ja A0Bee 10 PeLUANB Ha HHDEeKLHATA.

Bw3pacmuu.

Kpunrokoko3sa - Jleuenue Ha Harosapsaiia O6ukHOBEHO OT 6 10 8
KPHIITOKOKOB noza: 400 mg npe3 | ceamuum. [pu
MEHUHTHUT MbPBUs J1€H KUBOTO3acTpallaBallly

[Tocnensama no3a: | MHGEKUUH, IHEBHATA 1032
200 mg no 400 mg | moxe na Obae yBenu4yeHa 1o

JIHEBHO 800 mg
- lMopaepxaia 200 mg qHEeBHO HeonpeneneHo npu AHeBHA
Tepanus 3a no3a ot 200 mg
MpeaoTBPAaTABAHE HA
pPeLM/IHB Ha
KPUIITOKOKOB

MEHUHTHUT IpH
MaLHEHTH C BUCOK PUCK
OT PELIH/IMB.




KoxkunanongoMuKo3a 200 mg no 400 mg | Ot 11 meceua ao 24 mecena
AHEBHO HJTH NO-ABJIN0 B 3aBHCHMOCT
OT nmauueHTa. [Ipy HIKOH
HH(EeKUHH, 0CoDEeHO
ME@HHHTHT, MOXE A3 CE
npuaoxar 800 mg qHesHo.
Hugazungua Haropapraua B ofuiua cnyqai,
KanXHA03a no3a: 800 mg npe3 | NpenoprUYHTENHATA
TEPBHA AEH NpPOIBIKHTEIIHOCT HA
[Tocneasaina ao3a: | JEUSHHETO NIPH KaHAHIEMHA
400 mg OHEBHO e 2 CEAMHLH CJIEA ITEPBH
OTpHLATENIEH PEe3YATAT OT
KPBBHA KyATYpa H
OTHIYMABAHE HA CHMITTOMHTE
Ha KaHIHACMHUATA,
Jlewenne Ha - OpodapHHreanHa HartoBapsalua 7 1o 21 aquu (A0 NOCTHraHe
KanaAn103a Ha KaHIHNO034a no3a: 200 mg ao Ha peMHCHA Ha
JHTABHIHTE 400 mg npes opodrapuHreanHara
TBPBHA J€H. kaHauao03a). [lo-aenru
[Mocneneama aoza; | NEpHOAM MOraT Aaca
100 mg go 200 mg | HaMOXHUTENHH IIPH NALHEHTH
SHEBHO ChC CEPHOZHO HAPYLICH
HMYHHTET,
- Ezoarnanna Harorappaina 14 go 30 guu (10 nocTHraHe
KaHAKWI034a nosa: 200 mg no Ha peMHCHA Ha
400 mg npe3 e3ogareaHaTa KaHIuA03a).
ITBPBHS JEH. [To-awaru nepuoaHn Morat aa
[Tocneapama go3a: | ca HATOKUTEIHH NPH
100 mg no 200 mg | MauHEHTH CbC CEPHO3ZHO
AHEBHO HAPYLUEH HMYHMTET.
- Kanaunypust 200mg 10 400 mg | 7 ao 21 guu. Ilo-aparu
JIHEBHO nepHOIN MOTAT A4 ¢a

HATOMHTETHH TIPH NaUHEHTH
CBC CEPHO3HO HAPYIICH
HMYHHTET.

- XpoHuuna atpoduvna
KAHAHOO34

50 mg AHeBHO

14 nuwm

- XPOHHYHA KOXKHO-
AUraBUYHa KAaHIUA034

50 mg no 100 mg
JHEBHO

o 28 nuu. Moxe na ce
HaJIOXKAaT MO-ABJIrA NEPHOIH
B 3aBUCHMOCT KAKTO OT
TEXKECTTA Ha HHPEKIHATA,
Taka H OT NOAIEXKALOTO
HMYHHO YBPEXAaHe H
HH(EKLHS.

Ilpenoreparapane Ha
PEeOHIHB HA
JHTABH1HA
KaHJAHA03a NMPH
nudiekTnpanu ¢ HIV

- OpotdapuHreasta
KaHAUO03a

100 go 200 mg
JHEBHO WUITH
200 mg 3 oeTH
CeAMHYHO

Heonpeaenen nepuoa, mpu
MALHEeHTH ¢ XPOHHYHA
HMYHOCYTIPECHUA.




NAHHEHTH ¢ BHCOK - Ezoparnanaa 100 mg no 200 mg | HeonpeaeneH nepuon npu
PACK OT peliHAHB KaHIHAO34a JTHEBHO MITH MaLHeHTH ¢ XPOHHYHE
200 mg 3 ubTH UMYHOCYIIpECHd.
CEAMHUYHO
I'ennuTanna - OcTpa BarunanHa 150 mg EnHokpaTHa 4032
KAH/HA032 KaHAUAO3a
- Kanguaosen cananut
- JleueHne u 150 mg Ha BcekH [Togabpxamia go3a: 6
npogHIaKTHKa Ha TpH AHH 00110 3 MECELA.
pPeUHAHBHPALLY Ao3u (e 1,4, 1
BarHHAJIHA KaHIHAO3a 7), nocae/ABaHH OT
{4 vinu noseue enusoena | 150 mg BeAHBXK
Ha FOJHHA) CeAMHYHO
noAAbpKalia 103a
AepMAaATOMHKO3H - tineq pedis, 150 mg peguBXK 2 10 4 ceaMH LM, IEUEHHETO
- finea corporis, CeAMHUMHO HIHW Ha finea pedis MoXe ga
- tinea cruris, S0 mg BeAHLXK NPOALIIKH 40 6 ceAMHLIN
- candida vRQeKunu JHEBHO
- tinea versicolor 300 mg 10 400 mg | 1 go 3 ceamMHUH

BE€OHLXK CCAMHYHO

30 mg BeAHBX
AHEBHO

2 1o 4 ceamunu

- tinea unguium
(onuxomurko3a)

150 mg BeaAHbK
CEAMHYHO

Jleuennerto Tpsbea 1a
MPOALIIKH AOKATO
HHPEKTHPAHUAT HOKBT CE
3aMecTH (H3pacTHE
uerHGekTupaH ), [loBTOPHUAT
pacTex Ha HOKTHTE Ha
NPbCTUTE HA PBUETE H
CbOTBETHO HA Kpakara
HOPMAJTHO H3HCKBA 3 o 6
Meceua 4 6 g0 12 Mecena.
Bernpeky ToBa pacTexbT
MOYKE 14 BAPUPA CTPOro
HHAUBHAYAIHO H B
3aBUCUMOCT OT BB3PacCTTA,
Cnex ycnewHo 1e4YeHue Ha
NPOAB/KATEIHH XPOHHYHH
HHOEKLHH, HOKTHTE
0OHKHOBEHO 0CTaBaT
AchopMUpaHy.




ITpoduiakTHKa HA 200 mg no 400 mg | Jleuenuero Tpadea na

KAaHAHA03a IIDA 3&MOYHE HAKQJIKO JHH NPCIH
INARHCHTH C OQ4YakKBaHara HCYTPOINCHHA H
NROABJIEKHTCIIHA Aa NPOAPAXKN 7 5uH¥ cReg
HEYTPOOCHASA BE3CTAHOBABAHCTO CIEA KaTO

HEYTpOQHUINTE Ce IToKayar
nan 1000 kieTkn Ha mm’.

Cneyuannu nonvaayuu

Cmapuecka év3pacm:
HosnposkaTa TpsadBa Aa ce afanTHpa Bb3 0CHoBa Ha 6b6Gpeunara GyHKIHS (BXK. bubpeuno ygpexcdare),

bvbpeuno yspexcoane

Korato KypehT Ha ICHEHHE € ¢ SAHOKpaTHa 1034, HE € HeoOX0MMO KOpHIHpaHe Ha Jo3aTa.

[Tpn nauueHTH (BKIIOYHTENHO Jela) ¢ yBpeaeHa ObOpevHa (PYHKIHA, KOTaTO C€ Hajara MHOTOKPaTHO
NpUIOKeHHe Ha (QNYKOHA301, Ce 3amouBa ¢ MbpBoHavyanHa Ao3a 50 mg ao 400 mg, ocHoBaHa Ha
npenoppyuBaHara AHCBHA J03a cCnopcn MOKAa3dHHCTO, Cne;x MbpBOHAYANHATE HaTOBappallga A03a,
[AHEBHATA J03a (CTIOpPEA HHAHKALMHTE) Ce OTnpeaensd Mo ciefHarta Tabauna:

KpeaTnunHos KJIupbHC (ml/min) IIpoueHT OT NPENOPLUATETHATA 032
>30 100%

< 50 (6e3 nHann3a) 50%

XEeMOANaNN3a 100% cnen Bcaka quaniusa

[TauueHTHTE Ha MOCTOAHHA AHaIM3a TpsOea aa nonyvasat 100% ot npenopbyaHara 403a Cliel Beaka
AVANIU3a; Tpe3 JIHHUTE, CBOOOIHA OT AMaNH3a, NalHeHTHTe TPAOBA Ja Noyvasar HaMaleHa 103a B
CBOTBETCTBHC ¢ KPCATHHHHOBHA HM KJIHPBHC,

HeprodpobHo yepescoane
JIaHHUTE MPK NAUWEHTH C YEPHOAPOSHO YBPeXaHe ¢a OTPAaHUYCHH, IO Ta3H NprtirHa (UIyKOHA30M

rpaGBa 1a ce NpHara ¢ BHHMaHHe NPH NaLHeHTH ¢ YepHoApobHa aucdyrKuus (BX. ToukH 4.4 1 4.8).

Heduampuuna nonyaayusi
TMpu nenuaTpuuHara nonynanus He OHBa Ja ce NpeBHIliaBa MaKCHMAaIHa JHEBHaA no3a ot 400 mg,

KakTto npu nogo0HN HH(pEKUHH NPY BE3PACTHH, MPOABIKHTEIHOCTTA Ha JICUEHHETO C& OCHOBABA HA
KJIMHIYHHA ¥ MUKOJOTHYEH OoTroBop. JudykaH ce mpunara Karo ¢HOKPATHA AHEBHA 1034.

3a neAMATPHUHH NAUUEHTH C yBpeaeHa Ou0peuna yHKIua BXK. A03UPaHETO Npu Svbpeyro yepescoane.
dapMakOKHHETHKATA Ha (UIYKOHA30J NpH NeAHATPHUHA romynauus ¢ 6s0peuHa HeAOCTATEYHOCT HE €
npoyvena (3a HOBOPOAEHH, KOWTO YeCTO TIPOABABAT MbPEHYNA OBOpetna He3PANOCT, MOJIA BHKTE 110~

A0TTY).




Kvpmauema, manku oeya u oeya (om 28 onu 0o 11 2o0unu).

+ A5 SR % i i

- Kaun

HJ03a Ha [IbpBOHavanHa no3a: [TepBoHauanHara 103a MOXe 1a
JIATABULIUTE 6 mg/kg Obje u3non3BaHa npes3 MbpBHA ACH
[Mocneapawa go3a: 3 mg/kg | 3a no-0bp30 AOCTHraHe Ha
AHEBHO PaBHOBECHO CbCTOSIHHE.
- MuBasuBHa kauauao3a | Jloza: 6 no 12 mg/kg aHeBHo | B 3aBUCHMOCT OT TeXecTTa Ha
- Kpuntokokos 3a00JIIBAHETO
MEHUHTHT
- [Topabpxawa Tepanus | Jloza: 6 mg/kg nHeBHO B 3aBMCMMOCT OT TeXeCTTa Ha
3a Npe0TBpaTABaHe Ha 3a00BaHETO
peLHanB Ha
KPUNTOKOKOB MEHHHTUT
[pH A€La ¢ BHCOK PHCK
OT peLUAHBH
- [IpodunakTika Ha Jo3a: 3 no 12 mg/kg aHeBHO | B 3aBHCHMOCT OT CTE€MNEHTA H
Candida npu MPOABIKUTEIHOCTTA Ha
HMYHOKOMIIPOMETHPaH! Mpeau3BUKaHaTa HeyTPOreHus (BXK.
MayHueHTH J03UPOBKATAa MPU Bb3PACTHH)

IOnowu (om 12 0o 17 2o0unu).

B 3aBHCHMOCT OT TEMNIOTO M Pa3BHTHETO mpe3 nybepreTa, ekapaT TpAOBa J1a MPEeLEeHH KOs J03HPOBKa
(Bb3pacTHH WK jiela) e Hai-noaxoasua. KnMHHYHHTE 1aHHH 0Ka3Bart, Y€ Aelara UMaT No-BUCOK
KJIMPBHC Ha QJIyKOHA30J1, B cpaBHeHHe ¢ Bb3pacTHuTe. JJozuposka ot 100, 200 u 400 mg npu Bb3pacTHH
CHOTBETCTBA Ha JI03upoBKa oT 3, 6 U 12 mg/kg npu aeua 3a nocTUraHe Ha CpaBHUMa CHCTEMHA
€KCMO3ULIMS.

Be3zonacHocTTa W e(peKTUBHOCTTA NPH NOKA3aHUETO 3a MeHUTallHA KaHAH103a NpH NneJnaTpuyHaTa
rnmonyJjaius He e yctaHoBeHo. HannynuTe nanuy 3a 0€30MmacHOCT 3a ApYTruTe NeAHaTpHYHH MOKa3aHus ca
OMUCaHM B Touka 4.8. AKO T€YEeHHETO HAa FeHHTAJIHA KaHau103a npu Howu (o1 12 1o 17 roavnsx) e
HaJIOXKHUTEIHO, MpUJaraHata Jo3MpoBka TpsaOBa Jia e chlllara KakTo MNpy Bb3pacTHH.

Hoesopooenu na mepmuna (0 00 27 Onu):
Hosopoaenure otaensat diykonason 6asHo. Uma Masiko (papMakOKMHETHYHH JaHHH, MOJAKPENALLN Ta3H
Z103MpOBKa MPH HOBOPOJEHH Ha TEPMHUHA (BXk. TOYKa 5.2).

HoBopoaeuu Ha Ceuata qo3upoBka mg/kg , KakTo rnpu He 6uBa na ce HaaBHlIaBa
tepMmuH (0 10 KbpMaueTa, MAJIKH Aela U aeua TpsOBa Ja ce MakCHMaJiHa J103a oT 12 mg/kg Ha
14 nuM) npusiara Ha BCeKH 72 yaca. BCEKH 72 4aca

Hosopoaenu Ha Cwinata ao3upoBka mg/kg, KakTo npH He OuBa j1a ce HaaBHlIaBa
TepMHuH (0T 15 1o KbpMaueTa, MaJIKH Jeua 1 aeua Tpadsa na ce MakcHMMaiHa fo3a oT 12 mg/kg Ha
27 nHK) npusiara Ha Bceku 48 yaca. BcekH 48 yaca




Hauun Ha NpHaoKeHHe

Mudirykan MOXKe a Ce IpUara NepopanHe WIH YPes HHTPABEHO3HA HH(Y3HA, KaTO TOBA 3aBHCH OT
CBCTOSHHETO Ha nanueHTa, [Ipi npemyHaBane OT HHTPABEHO3EH KBbM [1I€POpaneH I'bT Ha BbBEXKAaHe, HITH
oOpaTHO, HE € HeODXOoAMMa NPOMAHA B JHEBHATA 1032,

Kancynure TpabBa na ce mpHeMar WENH M HE 3aBHCAT OT NpHEMA Ha XpaHa.
4.3 IlporuBonoxkazaHus

CBpbXYYBCTBHTENHOCT KbM aKTHBHOTO BEIIECTRO, CXOMHH A30M0BU CHEAHHSHHS, WIH KbM HAKOS OT
MOMOILIHUTE BeleCTBa, H30pOoeHH B ToYKa 6.1,

Bb3 0CHOBA HA JAHHHTE OT MPOyYBaHEe Ha B3aHMOACHCTBHATA NMPH MHOTOKPAaTHO NpHIiarane,
€HOBPEMEHHOTO IPUIATAHE ¢ TepPEHAANH € NPOTHBONOKA3AHO NPH NALMEeHTH, preMaiuk ndnykan
KaTo MHOTOKpaTHa Ao3a ot 400 mg AHEBHO MM NO-BHCOKa. ENHOBPEMEHHOTO MpUTaraHe Ha APYTH
EKapCTBEHM MPOAYKTH, Yabaxkasamu QT uHTepBaia, KOMTO ¢ce MeTaboniusdpar ypes unToXpom P450
(CYP) 3A4, kato uusanpuz, acCTeMH30J, MAMO3KT, XMHHHIHH H €PUTPOMHLUH, € IPOTHBONOKAa3aHO MPH
nalyeHTH, npueMainy drykonazon (K. Toukn 4.4 1 4.5).

4.4 Cnenuajand HpelynpexaeHnsa H OpealalHR MEPKH NPH ynoTpeda

Tinea capitis

D rykoHa300 € NPOYURAH NPH NCUSHUETO HA tneg Capitis py Aena. Y CTaHOBEHO €, He HE IPEBb3X0X/a
rpuseodyIBHE 1 06mara yenepaemoct e 6una no-mamko ot 20%. Io Tasn npuvuna JudnykaH xe busa
Ia ¢e U3mON3Ba OpH finea capilis.

Kpunrtokokosa
HNaurHuTe 3a e(PUKACHOCTTA OT JISUEHHETO C QIYKOHA30M TIPU MEUSHUETO Ha KPUITTOKOKO3a ¢ pasnuiHa

nokanuzauma (Hanp. Genogpobua H KOXHA KPUTNITOKOKO3a) €a OrpaHHYeHH, KOeTO HE NMo3BoNABa 13 ¢
HaNpaBAT NPENOPbKH 3a JO3HPOBKATA.

JIua00KU eHaeMUdHU MEKO3ZH

JlaHHuTe 33 eDUKACHOCTTA OT JIeYeHNETO ¢ (PIYKOHa30/1 NPH JSYeHHETo Ha APYTH dopMH Ha CHAEMHUYHH
MHKO3H KAaTO NapakoKUHAHOMHKO33, THM(POKOXKHA CTIOPOTPHXO3A U XHCTOILIA3MO3a Ca OrPaHH'CHH,
KOETO He M03B0/ABa Aa Ce HAIIPABAT NPENOPHKH 34 JO3HPOBKATA.

bsOpetHa cucTeMa
Tudnykan TpaGBa Aa ce npuhara ¢ BHUMaHHe [IPH TTAUMEHTH ¢ YepHOApoOHA AHCGYHKIHA (BX. TOUKa
4.2).

Haads6peuna HelOCTATEYHOCT

U3BecTHO €, Y& KETOKOHA30MBT NPHYMHARA Han0bOpeUHa HeAOCTATREYHOCT H TORA, Makap H PAAKO, MOXKE
aa ce Habmoaasa H NpH (PIYKOHA3O.

Han6rOpeunara HeLOCTATHUHOCT, CBBbP3aHA ¢ €AHOBPEMEHHO JIEUEHHE ¢ MPEAHU30H, € ONHCaHAa B TOYKa
4.5 , Edexrn Ha GAyKOHa30a BLPXY APYry ACKaPCTBCHM NPOXYKTH .

XenatoOuaHapHa CUCTEMA
Nuhnykan Tpatea Aa ce Npriara ¢ BHUMaHue MpH NalKeHTy ¢ YepHoApobHa nuchyHKUH,

Jndnykan ce CBRP3BA ¢ PEAKU CIIYYAH HA CEPHO3HA YSPHOLPOOHA TOKCHHHOCT, BRIIOUHTEAHO ¢
CJIyuad, OCHOBHO NPH NAL{HEHTH CbC CEPHO3HY NMouiexatiy 3abonssanus. B cnydante Ha




XenaTOTOKCHYHOCT, CBbp3aHa ¢ (IYKOHA30Jl, He € YCTaHOBEHA Bpb3Kka ¢ 00liara AHeBHa 1034,
NpOJbJKHTEIHOCTTA Ha ISUSHHETO, MONA HIH Bb3PacTTa HA MALHEHTa, XeNaTOTOKCHYHOCTTA, CBBP3aHa ¢
¢dnykoHazos, 06MKHOBEHO € Ouia obpaTuMa NpU MpeKpaTABaHe Ha JICUCHHETO.

ITauMeHTH, TpH KOUTO ce HabmoaaBaT aOHOPMHHU NPOMEHH B YepHOAPoOHHTE PYHKLHOHAIIHE TECTOBE MO
BpeMe Ha eveHdeTo ¢ GuiykoHazon, TpAdBa aa Ovaar npocieAsBaHH 3a NMPogBa Ha 10-CEPUO3HO
yepHoApoOHO yBpexaaHe. T1anueHTUTE TPAOBA Aa ObpAaT HHQOPMHPAHH 32 3a CHMITOMHTE, YKa3BalllH
CEPUO3HM YepHOAPOOHH edieKTH (3HAYHMA ACTCHHA, AHOPEKCHS, NMEPCHCTHPAINO rafcHe, OBPhIIaHe H
KbATeHHua). JleuenneTo ¢ duiykonason TpaOsa He3abaBHO 1@ Ce NPEKPaTH ¥ NALMEHTHT Ja Ce
KOHCY/ITHPA C JieKap.

CBpAeHHO-CHAOBA CUCTEMA

Hsaxou a30/n, BKIUUMTEIHO QIYKOHA30M ca CBhp3aHKt ¢ yabmkasade Ha QT vuTepsana g
eNeKTpoKapAHorpamara. MIyKkoHa3os MpeAu3BHKRA yAbkasane Ha QT upes HHXHOMpaHe Ha NOTOKa Ha
HOHHTE BLB BONTAK3ABHCHMHTE KaNHeBH KaHaM (). Yapixkasanero Ha QT, NpHYHHEHO OT ApPYrd
JNIEKapPCTBEHH NPOAYKTH (KaTO aMHOZApOH ), MOske fa Objle yBeTHUeHO TOCPeACTBOM HHXHOHPane Ha
nutoxpoM P450 (CYP) 3A4. Tlo BpeMe Ha IOCTMAPKETHHIOBOTO HAOIIOAEHHE, €A YCTAHOBEHH MHOIO
peIKH CIyvan Ha yab/okaBaHe Ha QT untepsana H forsades de pointes pH NalHEHTH, TIPHEMAIIH
Iundnyxan. Te3d cnyvad ca BKIIOYBAH TEXKKO OONHH [TALHEHTH ¢ MHOXKECTBO CMECEHH PHCKOBH
haxTopH, KaTO HANPHMEP CTPYKTYPHH YBPEKAAHHA HA CHPUETO, ENEKTPONIHTHH HApYLIEHHA H
CHITBTCTBALLO NEYEHUE, KOETO MOXKE Ja € AONpHHACAWO. [TalHEHTHTE ¢ XHMOKANHEMHA B H3ABEHA
ChpAEUHA HEJOCTATHYHOCT Ca C MOBHIIEH PHCK OT NOABA Ha KHBOTO3acTpallaBallll KAMEPHH apHTMH
torsades de pointes.

Hudnykan Tpabsa a ce puiara ¢ BHUMaHHE MPH NalHEHTH ¢ MOTEHUHATHO NPOapHTMOTCHHH
CHCTORHUA.

EHOBPeMEHHOTO TIPU/IArane ¢ APYTH JIEKAPCTBEHH NPOAYKTH, 33 KOWUTO € U3BECTHO, Ye yabkasat QT
HHTepBaia M KOUTO ce MeTabonusupar ypes untoxpom P450 (CYP) 3A4 e npoTiBonokaszano (Bx
TOYKH 4.3 U 4.5).

XanogaunTpuy

XanodarTpuH yabmkasa QT uHTepBana NPy NpenopbyHTe/HaTa TEPaNeBTHYHA J103a H e CyOCTpaT Ha
CYP3A4. To Ta3u nprYHHA SAHOBPEMEHHOTO NpHIIarase Ha QaykoHasosl H XaI0QaHTPHH HE Ce
npernopbysa (Bx. Touka 4.3).

EGEM&T(}IIDI"H‘-IHH PCAKLIHH

[To BpemMe Ha NeyeHHETO ¢ (UIYKOHA30M, TTAUMEHTHTE PAAKO Ca NTPOABABAIH SKCPONMATHBHH KOXHH
PEaKLiNy, KaTo HANPHUMEP CHRIPOM Ha Stevens-Johnson ¥ TOKCHYRA ENEACPMaiHA HEKPOJH3a.
[MTauuenture cbe CITHH ca no-CKIOHHH Aa pa3sBHBAT TEXKH KOKHH PEaKIHK KbM MHOKECTBO
NEeKapCTREHY MPOAYKTH. AKO NALMEHT, IEKYBaH 33 MOBLPXHOCTHA re0udHa nrdexims, nonyyu obpws,
KOITO MOXKeE 1a c€ AU Ha dIykoHA301, NTeyeHHeTo Tpsa6Ba aa 6bae npekpaTeHo. AKO NALHEHTH ¢
WHBa3MBHA/CHCTEMHA rEOUUHA MHGEKIHA NoNy4aT 06pHB, TC Tpalsa Aa ¢e HaOMonaBaT BHUMATENHO ¥
nedeHHeTo ¢ QUIYKOHA30J Ja C& NPEKPaTH, ako Ce NOoABAT OY/I03HH NTE3HH HIIH MYJITH(GOPMEH epuTEM.

CBpBLX4YBCTBUTEIHOCT
AHadunakcus e HabmoaaBaHa B penkH ciiyHau {Bx. To4ka 4.3).

L{uroxpom P430

®nykonaszon e moeH CYP2CY unxuburop u ymepeH CYP3A4 uuxubutop. PaykoHason € Chuio
uaxubuTop ¥ Ha CYP2C19, [TauuenTn, npueMalliy eqHoBpeMeHHO JuduykaH U NeKapcTBEHH Mo




TECEH TEPANCBTHYEH MHTEpBas, Merabomusnpany dpez CYP2CY, CYP2C19 n CYP3A4, Tpa6Ba na Opaar
HaOmogasaHu {BXK. TOYKa 4.5).

Tepbernanun
E/iHOBpeMeHHOTO NpHiaraHe Ha GiyKoHas3on B 1o3upoBkY nox 400 mg nHeBHo # Tepdena uH tpadsa aa ce
MOHHTOPHPa BHUMAaTENTHO (B, Touka 4.3 i 4.5).

JloMOLIHH BeIeCTBA

Kancynure chanpxar naktosa MoHoxuapar. [TawwenTy ¢ pefkyu HacneACTBEHH IPpoOJEeMH Ha ranakTo3Ha
HENOHOCHMOCT, Lapp-naktazeH aepHUNT UM IMIOK030-TaNlakTo3Ha ManabcopOuus He Tp2OBa Jla npHeMat
TOBA JIEKAPCTBO.,

4.5 BsanmoneiicTBYE ¢ APYrH JeKAPCTBEHHA NPOIYKTH H APYTH (OPMH HA B3aHMoOAeHCTBHE

EQnogpemennama ynompefa e CAEOHUME ReKAPCIMBERY NPOOYKMY € NPOMOSONOKA3AHA,

Lluzanpun: nMa chobLISHHUS 33 CHPACYHO-CEI0BH ChOUTHSA, BKIIOUUTENHO forsade de pointes, npu
NaHeHTH, Ha KOHTO ¢a rpuaaragy GIyKOHa30J H UH3aNpHA €IHOBPEMEHHO. B KOHTPONUPAHO IPOYUBAHE €
YCTAHOBEHO, e eJIHOBpeMeHHaTa ynoTpeba Ha ¢mykoHazon 200 mg BeANbX AHEBHO ¥ Lsanpug 20 mg
YeTHPH IThTH AHEBHO BOJH [0 CHTHH(PMKAHTHO MOBHILEHHE HA [UTA3MEHUTE HHBA HA H3ANPUA H
ymeokasade #a QT vHTepBana. EAHOBpeMEHHOTO NPHIOKEHHE HA (MIYKOHA30J1 H LIM3aTlpHA €
NPOTHBOEITOKA3aHO (BXK. Touka 4.3).

Tephenanyn: nopaay CCPROSHA ChPACUHH aPHTMHH, KOUTO Bb3HHKBAT BTOPHYHO B PE3YJ/ITAT Ha
yIbkasane Ha QTc-HHTEpBAna NPy NANMEHTH, NPHEMaLil a30N0BA RHTHMHKOTHIIM 3a€/IHO C Tep(eHalHH,
ca IIPOBEACHH [IPOYHBAHUS BhPXY TE3N BIaUMOLSHCTRUS. B npoyusane, 1IpH KOeTo (JiyKoHa3on e npuiaraq
B 103a 200 mg JHEBHO, HE € YCTaHOBeHO YAbkasaHe Ha QTc-unTepaana. B Apyro npoy4saHe, pH KOETO ¢a
M3TION3BAHK AHEBHH 1034 oT 400 no 800 mg ¢paykoHas0m, € YCTaHOBEHO, Y€ (NTYKOHA30J, IPHIIOXKEH B JI03H,
PABHH WIIH I10-BHCOKH OT 400 mg AHEBHO, 3HAYUTEIHO [TOBHIIABA [TA3MEHHTE KOHUCHTPALHH Ha
Tep(eHAnMH, KOT4TO JBETE JIEKapCTRa ce Npuiarar B koMOuHauus. KoMGHHHPaHOTO NPHIOKEHHE Ha
QIIyKOHA30/1 B I03H, PABHH HTH NO-BHCOKM OT 400 mg, ¢ TepdieHaIHA € MPOTHBOTIOKa3aHo (BxK. ToWKa 4.3.).
EAHOBPEMEHHOTO IPHIOKEHNE Ha (PIYKOHA301 B 103, O-HHCKH 0T 400 mg 1HeBHO, ¢ Tep(peHanyH Tpadea
BHUMATENHO A4 C& MOHUTOPHDA.

ACTEMH30JI: €IHOBPEMEHHOTO TTPHIOMEHUE HA (PIYKOHA3ON ¢ ACTEMH3ICA MOXKE 43 TIOHWKH KIUPHHCa Ha
acTeMH30. B pe3ynTaT MOBHIIEHUTE MIa3MeHH KOHLEHTPAllHH HA aCTEMU30MT MOTaT /12 JOBEAAT 10
yremkasane Ha QT H pellky Cryuau Ha forsade de pointes. ENHOBpEMEHHOTO NPHIIOXKEHHE Ha (IyKOHA30/1 H
aCTEMHU30JI € ITPOTHBOMOKA3aHO (BK. TouKa 4.3).

ITMMO3M: BAPEKH Y€ He € MPOYUYEHO in Vilro WM in vivo, €THOBPEMEHHOTO MPHIIOKEHHE Ha (PTyKOHA30 ¢
ITAMO3HJL MOE fa OBEAE N0 HHXUOUpane Ha MeTabonuiMa Ha mMUMOo3KA. T1oBHIICHHTE [TNa3MEHH
KOHUCHTPALMH Ha MUMO3W] MOFaT Aa AOBEeNaT 10 yAbinkasane Ha QT u peaxu cnyuan na forsade de pointes.
EfHOBpEMEHHOTO IpANCOAKeHKHE Ha GIIYKOHA30M H MAMO3KA € NPOTHEONOKA3aH0 (8. TovKa 4.3).

XHUHUAKH: BBIIPEKH Y€ HE € NPOYHEHO IR Vilro Wi in vivo, ERAHOBPEMEHHOTO NIPUIOKEHHE Ha (IyKOHA30M ¢
XHHUAHH MOXKE Aa JoBeae 10 HHxubupaHe Ha MeTadonH3Ma Ha XMHUAKH. [IpHNaraHeTo Ha XHHHAKH €
CBBP3aHO ¢ Ybikapane Ha QT | B pe/IkH ClTyyaH Ha forsades de pointes. EAHOBpEMEHHOTO NPHIKEHHE Ha
QUIYKOHA30/1 K XMHUIMH € TIPOTHBONOKa3aHo (BXk. To4Ka 4.3).
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EpHTPOMHUIIHE: eAHOBPEMEHHOTO NPHAIMKEHHE HA (PIYKOHA30/1 H €PHTPOMHUIIHH OH MOIVIO A2 IOBHIUW PUCKA
OT kapAHoTokcHYHOCT (yasmkeH QT uurepsan, forsade de pointes) v ¢ nocieaBala BHE3AMHA ChPACYHA
CMBPT, EAHOBPEMEHHOTO NPUIOXKEHHE Ha (TyKOHA30M H epHTPOMHLMH € IPOTHBONOKa3aHo (B, ToYKa 4.3).

EQuoepemernomo RpURONCEHUE CbC CAEOHUME NEKAPCMEEHY NPOOYKMY HE Ce RDERODDHEA.

Xanodaurpun: dhAyKOHa30 MOXKe A2 NOBUIIH TIIA3MEHATE KOHLCHTPALUHMH Ha Xano(paHTPHH NopaaH
puxubupane CYP3A4, EqHoBpeMEHHOTO NPUIOXEHNE Ha (PIYKOHA30N 1 Xano(aHTPHH MOXe Ja NOBHIIH
PHUCKA 0T kapruorokcHuHoceT (yasmxen QT unrepsan, forsade de pointes) v BNOCHEACTBUE RA BHE3ANHA
cepleuHa cMBPT. Tasn KoMOWHauMs TpAOBa 12 ce w3laraa (B, Touxa 4.4),

Eonospemenno NpUROACERIE, KOEMO UIUCKBA NOBUMEH BHUMANUE.

AMHWOJAPOH; eAHOBPEMEHHOTO NPHIIOKEHHE Ha (PJIYKOHA30J ¢ aMHOJapOH Moxke Ja yabka QT
wHTepBaina. HeoOXoauMo € IOBHUIEHO BHUMAHKe, aKo ¢€ Halara ¢1H0OBPeMEHHO MPHI0KEHHE Ha
dAyKOHA30]1 M amHoaapoH, ocobeHo ¢ duykonazon BB BHCOKA 103a (800 mg).

Ednospemennomo npunoxceHue Ha cREORUME AeKapemeeny nPOOYKIMY Harazq Rpeonasiy Mepry u
adanmupane Ha oo3ama.

Edexr Ha ApYry JeKapcTBEHH NPOAYKTH BhPXY GIYKOHA30M

PrdaMITHIKH: €THOBPEMEHHOTO MPHIOKEHHE Ha (IyKOHA30M H PHOAMITHIHH € TOBEAC 10 HAMANARAHS HA
MOINTA M0 KpUBaTa ¢ 25% H CKeCABaHe Ha BPEMETO Ha NoyxHBoT Ha duiykonazon ¢ 20%. [lpu naunenTy,
KOMTO MOJyYaBaT efHOBpEeMEHHO pHaMITHLHH H (riyKoHasol, Tpa0Ba Ja ce 0OMHCITH NOBHLIABAHE HA
J03aTa Ha (PJIyKOHA30/1.

TIpoyuBaHHATa Ha B3aHMOAeHCTBHATA MOKA3BAT, Ue KOraro GuIyKOHA30MI 33 MEPOPATHO NTPANOKEHHE CE
NpHeMe eJHOBPEMEHHO C XpaHa, UMMETHANH, aHTHALIMAHK HNH ciel 00buBaHe Ha LANOTO TAJO 38 KOCTHO-
MO3bUHA TPAHCTINARTALMA, HE C& HADMIOJaBa KIHHAYHO 3HAYAMO HapylleHHe Ha abcopbunsaTa Ha
(BAYKOHA30M.

XuapoxsopoTrazwa, Bee GapMakOKUHETHUHO NTPOYYBAHE 38 B3AUMOASHCTBHS CAHOBPEMEHHOTO
NPHIOKEHHE HA MHOIOKPATHH 030 XHPOXIOPOTHAZHA NPH 3ApaRy L00POBOALH, HpHeMaliy
(ryKkoHa30J, BOAH A0 NOBUILABAHE HA T/I23MEHHTE KOHUESHTpaLHHK Ha Quykonason ¢ 40%. Edexr o1 Tasu
BEeJTMYMHA HE O# TPAOBANO 112 Hanara MpOMsSHA B IO30BHA PEKHM Ha PAyKOHA30/1 IIPH JTHLA, MPHEMAIlX
eJHOBPEMEHHO AHYPETULH.

EdiekT HA GAYKOHAZOI BBDX rH JeKaADCTBEHH NPOAVKTH

Dnykonason e MomeH nHxudurop Ha uuroxpom P450 (CYP) uzoensum 2C9 1 ymepeH HHXHOHTOD HA
CYP3A4. Onykonason € Cbhuio naxubutop v Ha u3oeH3uM CYP2C19. B nompinenne Ha

HAOMOAaBaHNUTE/ NOKYMSHTUPAHWTE B3aUMOIeHiCTBIS, CIOMERATH T10-10/TY, HMa PHCK OT IIOBHIIEHA
N1A3MEHA KOHUSHTPAIUS Ha ApyTH cheTaBki, Metabommsupann ot CYP2CY, CYP2C19 n CYP3AA4,
eIHOBPEMEHHO MPUINQKEHH ¢ GNYKOHA30M, 3aToRa ¢ HEOOXOAUMO NOBHILICHO BHMMaHNe TIpK NPpUiaraie Ha
Te3H KOMOHHAMH ¥ NAlMEHTHTE TPAOBA BHUMATEIHO [a ¢& MOHUTopHpat. EQeKTeT Ha SH3UMHOTO
MEXUOHpaHe Ha (UIYKOHA301 TIPOAL/DKARA 4-5 THH e/l CHPAHE Ha IEUSHHETO ¢ GyKOHa30n, Nopaau
IBATHA TTONYXUBOT Ha QaykeHason (BX. Touka 4.3).
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AngeuTannn: npH ¢IHOBPEMEHHO neveHue ¢ ¢ykoHazon (400 mg) ¥ MHTPaBeHO3eH aNeHTa |
(20 png/kg) nipu sapaeu noOpoBoauu croiiHocTTa Ha AUC |y Ha andeHTaHuN ce € MOBHILKIA 2 ThTH,
BEPOATHO ype3 unxuOupane Ha CYP3A4. Moxe fa ¢ Heo6x0AMMO ajanTHpaHe Ha A03aTa Ha al)eHTaHuIL

AMHTPHITAIHH, HOPTPHNTHAAH: (JIYKOHA30J MOBHLIABR eEeKTa HA AMHTPUNTHITHH H HOPTPHIITHIHH. 5-
HOPTPUITHNHE WHITH S-aMHTPUNTHIHH MoraT Aa ObIaT H3MEPBAHH B HAYAJIOTO Ha KOMOHHHpaHaTa Teparis
1 Cllel eHA ceAMHUa. J03aTa Ha aMHTPHITTHIIHH/HOPTPUIITHIIHH TPSOBa Aa Ce aaanTHPa, ako € HeoOXOIHMO.

Amdorepminy B: eJHOBPEMEHRHOTO TIpIIoKeHHe Ha GiyKoHa3oN H aMPOTEPHIMH b 1IpH HHQEKTHPaHH
HOPMANHH # UMYHOCYTIPSCHPAaHU MUIIKY TTOKA3BA CACAHHTE Pe3ysITaTH: ManbK AHTHBEH aHTHMHKOTHHEH
edexT npu cuetemua nugexuus ¢ C.albicans, nunca Ha B3auMOACHCTBHE NPH UHTPAKpAHHATHA HHPEKI}s C
Cryptococcus neoformans v aHTarOHHIBM MEXAY ABETE JIEKAPCTBa U CUCTeMHA HHdekuus ¢ Aspergillus
Sfumigatus. KnyHudHATA 3HAYUMOCT HA PE3YATATUTE, NOIYYEHH OT TE3H MPOYUBAHUA, HE € HIBECTHA.

AHTHKOATYJAHTH: TIPH TIOCTMAaPKETHHIOBUS ONTHT, KaKTO H IIPH APYTHTE a30710BH aHTHMHUKOTHYHH
CpelCTBa, ca MOTYYeHH ChOOIEHUS 3a KbpBeHe (CY(y3HH, eMHCTaKCHC, TaCTPOUHTECTHHAIHO KBPBEHE,
XeMaTypHsl 4 MENEeHa), CEbP3aHy C YAb/DKaBaHe Ha NPOTPOMOHHOBOTO BpeMe NPH NALUEHTH, NPpHEMallH
efHOBpeMenHo (pykoHason u BapdapuH. [1o BpeMe Ha eIHOBPEMEHHOTO fIeueHne ¢ GyKkoHason u
papdapuH, NpoTpoMBUHOBOTO BpeMe € DHNI0 YBETHMEHO 10 2 NbTH, HaH-BEPOATHO B PE3YJITAT Ha
urxubnupane na sapdapunosus meraboanzbm upes CYP2CY. T1pn nannenTH, npreMally KyMapHHOBH
HITA WHARHAHOHOBH AHTHKOArYIaHTH SAHOBpeMeHHO © hrykorason, npoTpomOHHOBOTO Bpeme TpabBa na
Oble BHUMATEHO MOHATOPUPAHO. Moxke 1a ¢e HANOKU afanTupaHe Ha J03aTa Ha aHTHKOATyianTa.

beHszoanalenuu (KpaTkonecTRANM ), HANP., MHAA30JaM, TDHA30/aM; CJIE IEPOPANHO TPUAOKESHHS Ha

MHAa3onaM (PpayKoHa3oJl € A0BET J0 SHAYHTENHO YBeTHYSHHE Ha KOHICHTPAMATA HA MUA30/1aM | J10
[ICHXOMOTOPHH eekTu. ExHoBpeMeHHOTO NOrnbuiane npes ycrara Ha gaykodason 200 mg W Muaa30nam
7.5 mg e yBenmuunio AUC 1 BpeMeTo Ha MOJyKHBOT Ha MHa30/1aM, CbOTBETHO 3,7 MbTH H 2,2 TTBTH.

200 mg AneBHO GAYKOHA30/, IPWIOKEHH YCHOPEAHO ¢ TpHasoaM 0,25 mg rnepopatHo ¢a yBeIHYHIH
AUC u BpeMero Ha MOJYKHBOT HA TPHA30/IaM, CEOTBETHO 4,4 MbTH H 2,3 nbTU. [loTeHIMpaHe 1
yabIKapaHe HAa eleKTHTE HA TPUA30aaM ca HaGniofaBaHK PH €JHOBPEMEHHO JIeUeHHe C PaykoHasol.
AKO ¢ HEeODXOAHMA eHOBPEMEHHA Tepanus ¢ BEH30AMa3eNHHA NPH MAUHEHTH, MPpHEMallH GrykoHa3od,
TpabBa fa ce oOMMCIM HamansBade Ha J03aTa Ha DeH304Ha3eNHHA, a TAUHEHTHTE TPsOBa Aa ObaaT
NOAXOAAIO MOHWTOPHUPAHM.

Kapbamasenvs: GIykoHa30n HHXuOupa MeTabonu3ma Ha kapSamasenus 1 ¢ HaONIOAaBaHo NOBHLIABANE
Ha CepyMHHTE HHMBA Ha kapGamazenud ¢ 30%. ChillecTBYBa PHCK 3a pa3BUTHE HA KapOamazenunosa
TOKCHYHOCT. MOXe A ce HaJTOKH KOPeKLHA B 103aTa Ha kapbaMa3ernuu, B 3aBHCHMOCT 0T
CBHOTHOIICHHETO KOHUEHTPaHA/ePeKT.

KanuHesH aHTArOHHCTH; HAKOM KAIIIMEBH aHTArOHMCTH (HUdEaUNnuH, H3pagHIiiy, aMJI0JHTHH,
Bepanamui U denorunnn) ce Metaboausnpar upes CYP3A4. PurykoHason WmMa noTeHnHan Aa NOBHUIH
CHCTEMHATA EKCNO3HS HA KAJIWHEBHTE aHTArOHUCTH. [IpenopbyuHTeIHO € 4eCTO MOHHTOPHPAHE Ha
HEeKeNaHUTE JISKAPCTBEHH peaKLiH.

[{enexokcub: O BpeME Ha SAHOBPEMEHHOTO NPWIOKenKe Ha (uykoHason (200 mg aHeBHO) U
uesnexokcut (200 mg) Cpa ¥ AUC ua uenexoxeu® ce noevumaga ¢ 68% u 134% cworseTno, onoennara
OT J103aTa [leAeKoKocHO Moxe Ja ObAe BOCTaThUHA, KoraTo ¢e KOMOUHUPA ¢ GAYKOHA30.
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[IuknodochaMug: KoMOHHHpaHA Tepanus ¢ unknogochaMun ¥ Gryxonason BOAH A0 NOBHUIEHHE HA
HunupyOuHa ¥ KpeaTHHrua B cepyma, KomOnHauuaTa Modke Ja ce H3M0M3B4a, KaTo e HMa peABH]
PHCKELT OT NOBRILEH CepyMen OMIUpyOHH H KPEaTHHHH.

PerTannil: cro0icH eail GaraneH ciiydait Ha HHTOKCHKAUKS ¢ PeHTanu, AbKala ¢€ Ha Bb3MOXKHO
B3aHMoOjieHcTeye Ha derTannn ¢ dayxonazon. B nonbaHeHHe npHd 34paBH 100pPOBOILY € MOKA3aHO, ve
Prykonason 3abass 3HAYMMO STUMHHHPAHETO Ha (PeHTaHHJ. Y BeNuYeHaTa KOHUEHTPALUKA Ha GeHTanun
MO3Ke 13 NOBee o pecrupatopHa genpecHs. [TauneHTHTEe TPHOBA BHUMATETHO 13 €& NPOCHERABAT 32
MOTEHIUANIEH PUCK OT peciupaTopHa fenpechs. Moxe fia ce HaNOMKAT KOPEKIMY Ha 103aTa Ha PEHTaHHIL,

HMG-CoA penykrazuy HHXuOHTOpH: PHCKBT OT MHONATHS M pabaoMHO/iU3a C¢ MOBHILABA, KOraTo
dbnykoHazon ce npuiara egHospeMeHHo ¢ HMG-CoA peayxTaznu HHXHOKUTOPH, MeTAGOAN3MpAIIH Ce
ypes CYP3A4, kaTo atopsactaTvt u cuMeacTaTid win uyped CYP2C9 kato giysacTaTiH. AKO €
HeoBxoAuMa koMOMHUpPaHa Tepanks, NauHeHTLT TPpgOBa Aa ce Hab/roaaBa 3a CHMITOMH H2 MHONIATHA H
pabIOMHO/IH3a H KpeaTHHKHHasaTa TpAa6ea Aa ce MoruTopupa. HMG-CoA peayKTasHHTe HHXHOMTODH
TpabBa Ja ce crpar, ako ce HabaloaaBa 3HaYHMO YBEIHYABAHE HA KPEaTHHKUHAIATA UITH CC
JIHACHOCTHUMPA WIH TIPeAnoiara MuonaTHa/padioMuonmnsa.

WMvrocynpecadTs (Hanp. LHKACCITOPHH, €BEPOJHMYC, CHPOJAUMYC H T OJIMMVC ).

[{uxnocrnopus: GJIYKOHA30 NOBHIUABA 3HAYMMO koHIeHTpaumsTa 1 AUC Ha nuxnocniopus. [1o Bpeme Ha
eIHOBPEMEHHOTO fieuenue ¢ ditykonazon 200 mg AneBno i nukiocnopuH (2,7 mg/kg/aHeBHo) €
nabnionaBano nopuuerne Ha AUC Ha OMK0CiopHH B pamkuTe Ha 1,8 mpTi. Tasu komOGrHauus Moxe aa
Ce H3M10J13Ba, KaTo Ce HAMAJH J103aTa HA LHKJIOCNOPUH, B 3aBHCHMOCT OT KOHUCHTPAUUATA Ha

UM KTOCIIOPHH.

EBepoliMyC: BBIIPEKH, Y€ HEe € MPOYYCH in Vivo UIH in vitro, PIyKOHA301 MOXKE Ja TOBHLIH CePYMHHTE
KOHIIEHTPALWH Ha eBepoIuMyc [pe3 nHxndnpane Ha CYP3A4.

Cuponsmyc: QIIyKOHAZ0N NOBUINABA (I1A3MEHUTE KOHIIEHTPALNH Ha CHPOIHMYC BEPOATHO Hpe3 HHXHOHpaHe
Ha MeTaGonusma Ha cupomumyc upes CYP3A4 u P-rimukonporenH, Tasm KOMOHHAIHA MOKE la ¢e MAN0J3Ba,
KATO CE AAANTHPAa A03aTa Ha CHPOIHMYC, B 3aBHCHMOCT 0T CHOTHOLUEHHETO e(heKT/KOHIEHTPALHU.

Takpoaumyc: duiykoHa30n MOXKe A3 NOBUINY KO S THTH CEPYMHUTE KOHLICHTPAllHH Ha MEPOPAJIHO
NpHEMAHHs TAKPOAMMYC TIopaii nHxnbupane Ha MeTabonn3mMa Ha TakpouMyc upes CYP3A4 B uepsarta.
Hama gabmogasany 3HaYAMH (PApMaKOKHHETHYHH MMPOMEHH, KOTaTC TAKPOIUMYC CE NPHJAra
MHTPaBEHO3HO. [TOBHINEHHTE HUBA Ha TAKPONHMYC Ce CBBP3BaT ¢ HedpoTokcuuroctT. [loara Ha NEPOPanHo
npHIaranis TAKpoIMMYC TPAOBA Ja ce HaMalK B 3aBUCHMMOCT OT KOHIEHTPaUMATa HA TAKPONHMYC.

Jlocapran: dryKoHaszon HHXEGHpa MeTabONH3Ma Ha T0capTaH Ao HEroBHA akTHBeH MeTabonut (E-31 74),
OTIOBOPEH 3& HaM-roJAMa YacT OT HErOBHS AHTHOTEH3HH-[I-pellenTOpeH aHTaroHM3bM MPH JISHCHHETO ¢
nocaprad. [amxnenTaTe TPOBA NOCTOAHHO A2 HAQMIOAABAT KPHBHOTO CH HARAraHe.

Meranon: (payKoHa30/1 MOXKeE A3 NOBALIY CepyMHATa KOHLUEHTpauusa Ha MeTaoH. Moxe na e
HeoOX0AMMO aRanTHPAHE Ha 103aTA HA METALOH.

Hecrepousy npoTHROBL3NANKTEANY cpencTsa; Cona, ¥ AUC na dmypbunpoden ce nopuutasar ¢ 23%

81% CHLOTBETHO, KOTATO C& MPHNAra ¢ (bIyKOHa30/, B CPaBHEHHE ChC CAMOCTOATETHOTO NPHIIOKEHHE Ha
dbaypbunpoden. [1oa06HO, C e # AUC Ha dapMakonoruyno akTuBHES usoMep [S-(+)}-uObynpoder] ce
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nosuwaBar ¢ 15% u 82% ceoTBETHO, XOraTo QIyKOHa30/ C& NPHIAra eAHOBPEMEHHO C paleMUYeH
udynpoden (400 mg), B cpasHeHne CbC CAMOCTOSTENHO MPUICKEHHE Ha palieMHYer HOynpodeH.

Bropeku ue He € cnelHdHyHO npoyyel, GuykoHazon UMa NOTEeHUHAN A8 (IOBHINK CUCTEMHATa SKCTIO3HIIA
na apyru HCITBC, kouto ce merabonmsupar ot CYP2CO (nanp., HampoKkceH, IOPHOKCHKAM, MEJIOKCHKAM,
muictodenax). Npenoppusa ce yecTo HabMOACHHE 34 HEXKETAHHUTE JIEKAPCTBEHH PEaKUHH H TOKCHYHOCT,
cebp3ann ¢ HCITBC. Moxe na e HeoOxoaumo aganTupane Ha fosata Ha HCTIBC.

Qeunrous: GayKoHazon nuxubupa qepHoapobHHA MeTaboIH3EM HA (PEHHTOHH. EJHOBPEMEHHOTO
MHOrokpaTtHo npuiarane Ha 200 mg duykonason u 250 mg QeHHTOMH HHTPEBEHO3HO € TPEARIBHKANO
nosuinasane Ha AUC,4 Ha denurouH ¢bve 75%, 1 Ha Con ¢6¢ 128%. Tpu ensoepeMento npuioxkeHne
CepyMHUTE KOHLCHTpAUMH Ha (heunToun TpAOBa ja ce MORUTOPHPAT, 3a Aa c¢ u3berne GEeHHTONHOBA
TOKCHYHOCT.

Mpepnnzon: uMa coobleHne 3a eARH Cay4ai npy YepHoapoOHO TPaHCTINAHTHPAH NALHEHT, IEKYBaH ¢
APENHU30H, KOWTO pa3BHBa ocTpa HanOpbpeuna HeloCTaTHYHOCT CIIEH IPEKLCBAHE Ha TPHMECEYHA Tepan s
¢ qurykonason. Tlpeamnonara ce, Ye MpeKbeBaHeTo Ha QNTYKOHA30M MPHYHHARA YRETHHCHHE HA aKTHBHOCTTA
Ha CYP3A4, xoero BOAY 0 NOBHIUEH MeTabonu3itbM Ha npeaunlon. Hauxnenrire Ha NpoAbLLKHTETHO
nederue ¢ GAYKoHA30 U NPSAHNH30H Tpadsa Ja ObaaT BHHMATENHO NPOoCiesBaHY 38 HeA0CTaTbYHOCT Ha
naa6bpOpevnara Kopa npy cnupaHe Ha GnyKoHas3ol.

Pudabyrun; GrykoHaon NOBKIABA CEPYMHHUTE KOHLEHTpaLuK Ha pubalyTHH, KOSTO BOJM A0 NOBHIIABAHE
va AUC ua pudaGyrns ¢ 1o 80%. Fima cpo0LIeHHA 33 YBEHT IIPpH NAUHEHTH, [1PH KOHTO ¢a NPpHIIaraHH
eqHOBpeMEHHO (GykoHason u pudadytun. [1pu komOraupana Tepanua Tpadea Aa Ce UMaT NPeABYA
CHMIITOMHTE HA TOKCHUHOCT OT prdadyTu.

CaxBunapnp: Quykonazon nosutuasa AUC n C,. Ha CAKBHHABHD CHOTBETHO ¢ Npubnusutendo 50% u
55% nopafu HHXHOHpaHeTO Ha YepHOAPoOHUA MeTabonu3eM Ha cakeuHaByp or CYP3A4 n
uEXHOHpaHeTo Ha P-rauxonpotend. BiaumogelicTBie ChbC CAKBHHABMP/PHTOHABUD HE € MPOYHBAHO H
moske aa Obae no-uspazeno. Moxe na € Heobxo uMa KOPEKLIHs Ha A03aTa HAa CaKBHHABHP.

Cynganunypeiiny NekapcTBeHH NPOAYKTH: YCTAHOREHO €, Me (yKOHA30 YAb/IKaBa CCPYMHUs NONYKHBOT
HA EAHOBPEMEHHO PVUNATAHITE NICPOPasHH Cyntanmnypeliny CPeACTBa (Hanp. XI0pnponaMHi,
rinGeHKnamMA, TAUNH3KHA, TONOYTaMuR) Mpu 3apaBK 1o0poBoLH, [1o BpeMe Ha €LHOBPEMEHHO
HPHIOKEHHE Ce NPenopbyBa YeCTO MOHHTOPHPAHE HA KPBBHATA 3aXap H MOAXOAAII0 HAMANCHHE HA 103aTa
Ha cyJithaHunypeliHHS NPOAYKT.

Teodmnun: B nAaue60-KOHTPONHPAHO TPOYYBAHE 3d B3AHMOASHCTBHE NNPHIIOKEHHETO Ha (UIyKOHA30N
200 mg 3a 14 gau BOAY JI0 HAMAJIEHHE HA CPeIHMA MIIA3MeH WINpLHC HA Teodunun ¢ 18%. [TauuenTHre,
KOHTOQ MONYYABAT BHCOKH 03U TEOGUIUH WK KOHTO NOPaay JApYri NpUYHHY ¢a ¢ BHCOK PHCK OT
TeodhHMHOBA TOKCHYHOCT, TpaOBa 1a 6bAaT HabmoaaBany 3a NPH3HALH HA TeO(H/THHOBA TOKCHYHOCT,
noxaro npHemar duiykorazou. Tepanusrta TpsOBa Aa ce MOAU(UIINDA, aKO Bb3HHKHAT [IPUIHALM HA
TOKCHYHOCT.

BHHKa aJIKANOKIIH: BEIIPEKH He HE € MPoyYeHo, (PayKoHa3osl MoXKe Ja [IOBHUIH IJIa3MEHHTE HHBA Ha BUHKA
anKkanouanTe (Hanp., BAHKPHCTHH K BUHONACTHH) ¥ 4 IOBENE A0 HEBPOTOKCHIHOCT, KOETO ¢ BBAMOXKHO
nopagd HHxHOHpaums edexT no orHouenue ra CYP3A4,

Buramun A: uMa croDLIEeHHe NPH €IUH NalHeHT, NpHeMaly kKoMOHHHPaHa Tepanus ¢ TPaHC-PETHHOU
kucearHa (KHceTHHHa GopMa Ha BUTAMUH A) ¥ QulykoHA307, TPH KOATO ca Bh3HAKHAH HeXenaH
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JeKkapcTBeHH peakuuy, cebp3anu ¢ UTHC noa dopmata Ha uepedbpanen ncesaoTyMop, KOHTO ca
OT3BYYA/TH NPH COHPAHE HA SICUCHHETO C QUIYKOHA30J, TasH KOMOHHALKS MOXe 13 c€ H3IMON3Ba, HO
TpsOBa Aa ce uMa npeasua pucksT 3a LIHC Hexxkenanu peakuum.

Bopuxonasos: (naxuburop Ha CYP2C9, CYP2C19 u CYP3A4): ennospeMeHHOTO NpHJIaraHe Ha
BOPHKOHA307 nepopaino (400 mg na 12 waca npes nbpBya AeH, nocneasany o1 200 mg va 12 yaca 3a 2,5
aH#) 1 haykonason nepopanHo (400 mg npes nepeug aeH, nocaeaeaHy ot 200 mg Ha 24 yaca 33 4 gHu)
Ha 8 sapaBn JoOpOBOMIH OT MBXKKH IIOJ, BOJAT A0 MoBulaBade HA C,, ¥ AUC Ha BOPUKOHA30M CPEIHO
¢ 57% (90% CI: 20%, 107%) v ¢eotBeTHO 79% (90% CL; 40%, 128%), He e ycranoBeHO kaxkBo
HaMalNsBaHe Ha A03aTa/ WKW YeCTOTATE H3 BOPHKOHA30/ U (P/1yKOHA30/ OH eIHMHHEPANIO TO3H €QEKT. AKO
BOPHKOHA30]1 C€ NPHJIAra HermoCpeaCTBEHO cnel PayKoHas3on, ¢e Ipernopuusa npocieassade Ha
CBBP3AHUTE ¢ BOPUKOHA30J HEKENAHU PEAKUHY,

3unosyann: hnyxkonason noenwasa C . v AUC Ha 3uaosyanH ¢ 84% u 74% CBOTBETHO, NOPAIH
npudnusuTenHo 45% HamaneHue Ha nepopatHAs KIHPBHC Ha SUAOBYIHH. [10MyKUBOTET HA 3UAOBYAKH €
ChIIO TaKa YABDKEH ¢ npubnnsuntenno 128% npu koMOuHApana Tepanus ¢ haykonason. Hanuenture,
MOMY4aBAIH Tazn koMOuHanus, Tpabsa Aa Obaara HabmoAaBaHN 33 PA3BHTHETO HA HEXENAHH PEAKLIHH,
CBBPGaHH CbC SHAOBYAHH. Moske fa ce obMHCIY HaMataBaHe Ha [03aTa HA 3HAOBYARH.

A3WTDOMHIINH; B OTKPHTO, PAHI0MU3UPAHO, TPOHKRO-KPBCTOCAHO npoyuBane npu 18 sapasu ao0pososiuu
e QUeHEeH edeKTHT HA SAUHIYHA TIEpopaNta 1032 a3uTpoMHuIKH 1200 mg BbpXy QapMakOKHHETHKATA Ha
eZlMAUYHa TIepopaina Jo3a dnykoHaszon 800 mg, kakTto u edexTHTe Ha PAYKOHA30T BHPXY
$apMakOKHHETHKATA HA A3UTPOMMLMH. He € yCTaHOBEHO 3HAYHMO GapMakOKUHETHUHO B3auMoneicTane
MEXY GUIVKOHA30N U a3UTPOMKIIUH,

Tepopanyy KOHTPAUENTHEH: NPOBeeHH A JBe (apMaKOKHHETHYHH NPOYYBaHHSA ¢ KOMOMHHPaHH
NepopaHH KOHTPALEITHBH H MHOrOKPaTHH 103 (iykoHazos. He ca yCTaHoBeHH 3HAYMMKU ePeKTH BLPXY
XOPMOHAMHOTO HYBO tpu Nipoyusanero ¢ 50 mg dhnykonason, Aokaro npy 200 mg IHEBHO MIIOINTA NOX
KpMBaTa Ha eTHHWIECTPAAHOIL H JIEBOHOPTECTPEII € HapacHala CbOTBETHO C 40% u 24%. CnenopaTenHo He
MOJKE [1a C& 0YaKBa MHOTOKPATHO MPHIAraHMsiT B TAKHRA A034 d1ykoHa3on Ja HMa HebnaronpuareH edext
BBPXY €(HKaCHOCTTa HA KOMOHHHUPAHUTE EPOpaiHi KOHTPALETITHRH,

UsakadTop: eqHOBPEMEHHOTO NPUAOKEHHE ¢ HBakadTOp, NOTEHIHATOP HA TPaHCMEMOpaHHHS
peryaaropen bentsk, Hapeued CFTR-nporenn (Cystic Fibrosis Transmembrane Conductance Regulator)
MOBMLIABRA 3 MMBTH EKCTIO3MUHUATA HA MBaKadTop U 1,9 NBTH SKCHO3INLKATAE HA XHAPOKCHMETH/I-HBAKA(PTOP
(M1). [Ipenopsusa ¢¢ HaManssade Ha 103aTa Ha upaxkadpTep 1o 150 mg BeAHBK JHEBHO NPH NALHEHTH,
fipUeMalL¥ eAHOBpeMeHHO yMepeHn CYP3A uuxubuTopH, KaTo (UIYKOHa301 H EPHTPOMHLUHH.

4.6 PepTaanTer, OpeMEHHOCT M KhpPMEHE

BpeMeHROoCT

Mma cLOOIERHS 32 MHOKECTBO BPOAEHH aHOMATHH {BKMHOUHTENHO Spaxuuedaliyg, JIHCIITa3HA Ha YIUHHTE
MU/IH, FosIAMa npeiHa poHTaHena, gedopMauns Ha dheMypa H pajHo-XyMepanua CHHOCTO3a) NPy Asua,
YHHTO MalKH ca JEKYBaHH 3a Hali-MANKO TPH HITH [ToBeHe Mecena © BHCOKY fo3# (400-800 mg 1neBHO)
dNyKOHA30M 33 KOKLIAMOUAOMHIK03a. Bpbakata Mexy ynotpebara Ha QuiykoHa30m U Te3H ChOMTHS HE €
ACHA.

[TpoyuBaHHsATA [IPH KHBOTHH C4 ITOKA3ANMH PEIIPOAYKTUBHA TOKCUHHOCT (8. To4ka 5.3).
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JaHHHUTE OT HAKQAKOCTOTHH OpeMEHHH XKeHH, leKyBaHu Cbe cTanaapThy go3H (<200 mg/nen)
BIYKOHA30M, IPHAATAH KaTo §XHOKPaTHA HJIH MHOMOKPAaTHH J03H TIpe3 MbPBHA TPHMECTBP, HE TOKa3BaT
YBETHUEH PHCK OT HeXej1aHH eeKTH BhpXY NI0AA.

drykoHazon B oOHUatHU JO3UPOBKY W KPATKOTpaliHO seuerne He TpadBa na ce npunara npu bpemMeHHn,
OCBEH aKO HE € HANOKHTETHO.

@ yKoHa307 BEB BUCOKH A03M H/HIH NPOABDKATEHH TEPANEBTHYHH CXeMH He OHBa Aa € MPUIarar no
Bpeme Ha OpeEMEHHOCT, OCBEH NPH [OTEHIHANHO KXUBOTO3ACTPaLIABALIKE HEPeKIHH,

Kupmene

dnyKoHA30 IPEMHHABA B KbPMAaTa | JOCTHra KOHUEHTPALHH I10-HHCKH OT Te3H B Iiasmara. Kppmeneto
MOYKEe 14 He C€ CIHPA NPH eJHOKPATEH MPHEM Ha cTaHAapTHA A03a oT 200 mg QryKoHa3oN Wik no-Manko,
KbpMeHeTO He ce NPernophyBa NP TIPUEM HA MHOTOKPATHH WA BUCOKH 1031 GNyKOHA30IL

DePTIVINTET
DnykoHa300 HE BITHAE BBPXY (PEPTHIHTETA Ha MBKKH HIIH KEHCKH MITBX0BE (BXK. TO4Ka 3.3).

4.7 EdexTu Bbpxy cnocobnocrra 3a modupaue H padora ¢ MalURHA

He ca nposexcranu npoydsanns 3a edexra Ha Jludutykan BbpXy CTIOCOBGHOCTTA 33 WodHpake H paboTa ¢
MawnHH. [laiuenTuTe TpabBa na 6bAaT npeaynpeleHy 3a €BEeHTYATHA NOARA HA 3aMAAHOCT WK NPHIATLUK
(B. Touka 4.8) no BpeMe Ha neueHueto ¢ Judumykan v TpsOsa Aa ObAaT NOCHBETBAHH A2 HE IWophHpaT 1 1a
e PaBoTAT ¢ MAIKHE, aKO POABAT HAKOH OT TE3H CHMIITOMA,

4.8 HexeJJaHn JeKAPCTBEHH PeakKiiaH

Hait-4ecTuTe HeXenany nexapcrBeny peakupn (> 1/10), 3a xouro ce cboliliasa ca rasodoIMe, KOpeMHa
Gonka, AMapus, TaieHe, NOBPBLIAHE, MOBHIIEHH CTOHHOCTH HA CEpYMHATa ajlaHHH aMHHOTpaHCpepasa,
NOBMINEHH CTOMHOCTH Ha CEpyMHaTa acnapraT aMuHoTpaHcdepasa, MOBHILEHH CTOHHOCTH Ha afKaiara
¢ocaraza 1 0OpHB.

CrenHuTte HEKeNaHy NeKapcTreny peaxupy ca Gy nabmoaasann u cho0aBani 0 BpEME Ha JICYEHHETO €
Nudiykan ¢he CIETHUTE YeCTOTH: MHOTO YecTH: (=1/10); vecTh: (=1/100 o <1/10); newecrn: (= 1/1000 go
<1/100Y; penxn: (= 1/10 000 no < 1/1 000); muoro peaxs: (< 1/10 000), ¢ HeH3BeCTHA YECTOTA (OT HATHYHHTE
JAHHH HE MoxXe a8 ObJe HanpaBeHa OLICHKA).

Cucremo-opraues HecrH Heuectn Peakn

RII2C _

Hapyiuenna Aa AHEeMHA APpasynouuTosa,
KPLBTA H NEBKONEeHUS,
aumdnaTa TPOMOOLMTOIICHHA,
CHCTEMAR HEYTPOICHHA,
Hapywesns na AHaUIakCHA
HMYHHATA CHCTEMA

Hapymenus na [ToxHmwxen aneTnt XHOEPXOIUCTEPOIEMHuU,
meraboaniva i XHOEPTPHITIHIIEPEM R,
XPRHEHETO XUTIOKaIeMUS
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Meuxnunn COMHONEHTHOCT,
HApYWECHHA 6e3CcBHHE
Hapyuwenust na ['maBoOonue [Tpunagpum, Tpemop
HEPBHATA CHCTEMA napecTeany,
3amaiiBaHe,
HapylIeHHs Ha
BKYyCa
Hapymenus Ha CBeToBBpTEXK
YX0TO H
JabHpAHnTa
Conpaedany Torsade de pointes (Bx.
HapyleH s TouKa 4.4), YIBIKABAHE
Ha QT (k. Touka 4.4)
Cromamino- Abnomunanga 6oska, KoucTunauns
qpeBHH NOBPBUIAHE, AUCTICTICHS,
HApYWeHus ANAPUA, METEOPHIBM,
_ rajleHe CyX0Ta B yCTara
Xenaro-Onnuapan | IlosHuieHue Ha aTaHHH Xonecrasa (Bx. YepHoapoOHa
HapylIeHNA aMHHOTpaHcdepasara Touka 4.4), HEAOCTATBYHOCT (BXK.
(Bx. Touka 4.4), WBATEHHIA (BK. Touka 4,4),
NOBAIICHUC HA acnapTatr | Touka 4.4), xenarouenyjiapHa
aMuHOTpaschepasaTa NoBHUUICH HeKpo3a (BXK. TO4Ka
(Bk. TOUKa 4.4), OnnupyOuH (BX. 4.4), xenaTHT (BXK.
NOBMIIEHHE HA allkanHara | To4ka 4.4) TovKa 4.4),
¢ocdarasa B KppBTa (BXK. XeMaToLENyAapHO
Touka 4.4) yBpeXaaHe (BXK. TO4Ka
4.4)
Hapyenns na Obpue (Bx. Touka 4.4) JlekapcTBEH TokCHYHA enuAepPMaTHA

KO0KaTa H o6puB* (BK. TOUKa | HEKPOAHN3a, (BXK. TOUKA
NOAKOKHATA 4.4), yprukapus 4.4), CHHIpPOM H&
ThKAH (B:K. Touka 4.4}, Stevens Johnson, (8.
NPYPUTYE, Touka 4.4), ocTpa
[IPEKOMEPHO regepajayusupaHa
H3[IOTABaHE €K3aHTEMATO3HA
MycTyno03a (BXK. TOYKA
4.4}, exchonuaTuBeH
ASPMATHT, BHTHOCAEM,
OTOK H& JIMUETO,
aJ1oneuHs
Hapymennsa Ha Muanrus
MYCKYJIHO-
CKeJIeTHATA
CHCTEMa H
CheIHHUTEHATA
THKAH
O0wn sapymeHus Ymopa,
H ePeKTH Ha HepasoJIoKeHue,
MACTOTO HA acTEHHUH,
IPHJIOIKEHHE TpecKa

*BKITIOMHTENHO IMKCUPAH NekapeTeel ofpus
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[TepnarpudHa NonynaUHs

XapaKTepHCTHRATa W YeCTOTATA HA HEXKSIIAHWTE PeakLMH U JTaDOPATOPHH OTK/IOHEHHS, OTOCIA3aHH 11O
BpeMe Ha NEAHATPHYHHTE ITMHWYHY U3IIHTBAHHSA, KATO C& H3KIIOYH NMOKA3aHAETO FeHUTAIHA KaHHA03], ¢4
CPaBHHMH C Te3H, HAOMOABAHH IIPH Bb3PACTHMH,

CroliiaBane Ha NOACIUPAHN HEXETaHH peakUuUd

Cho011aBaHeTo Ha OJO3UPAHH HeXKellaHH PeakuMH Cle] paspeliaBade 3a yrnorpeda Ha neKapCTBeHns
NPOAYKT € BKHO. TOBa MO3IBGAABA A NPOABIKA HabNIOAeHHEeTO Ha CLOTHOLIEHHETO 10138/ PHCK 38
neKapeTeeHng npoaykt. OT MEAHLMHCKHTE CIENHAIACTH C€ H3HCKBA Ja ChOOINABAT BCAKA NOAO3HPAHA

HexenaHa peakuus upe: M3npaHuTeNHa arenimsa 1o Jekapersara, yi. ,Jaman [pyes™ Ne 8, 1303
Co¢ma, Ten.: +359 2 8903417, yebcaiit: www.bda.bg.

4.9 IIpenosmpane

HMa egHOBpeMEHHH CHOOUISHUA 32 NMPeRo3upane ¢ MIyKoHa30n ¥ XanioNHalR! H apaHOHIHO MTOBEACHHE.
B cayuaii Ha fipefo3upae, MOXKE Zia Ce MPUJIKH H ChOTBETHO CHMITTOMAaTHYHO Jie4eHHE (C MOLTbPKalH
MEpPKH U MPOMHMBKA Ha CTOMaxa, ako € HeoOXoIumo).

BnykoHa30JI Ce eKCKPETUPA B TONAMA CTENEH C YPUHATA; NpeAn3BIKABANE Ha 00MIHA AMYyPe3a MOXe J1a
IOBHILH CTEIICHT Ha enkMAiHUpane, TpH-4acosa qUanH3a HAMaNgBa MIA3MEHHUTE HUBA C MPHOTHIUTENHO
S0%.

5. ®APMAKOJIOTHYHU CBOUCTBA
5.1 <dDapmakognHAMHURE CBOHCTBA

(dapMakoTepaneBTHYHA FPyNa: aHTHMHKOTHUM 38 CHCTEMHO MPH/IOKEHHE, TPHR3OIOBH (IPOUIBOAHH,
ATC xom: JOZACOI

Mexanp3bM Ha JielicTBHE

OyKOHA30M € TPHA30/10B aHTHMHKOTHYEH areHT. OCHOBHUSAT MY MEXAHU3bM Ha JchcTue e unxubupane
Ha UHTOXpoM P-450-memuupanoto 14 anda-naHocTepon AeMETHANPAHE NpH TeOMUKHTE, KOETO
[pEACTABAABA BAKHA CTLIKA TIpH GHoCKATE3a Ha MeOUYHKA eprocTepon. HatpynsaneTto na 14 anga-
METHJI CTEPOIIH KOpelHpa ¢ ocIeABatara 3aryfa Ha eprocTepon oT KeTeyHata MeMOpana Ha
rEGHUKUTE U OH MOTTIO A2 € IPHYHHA 33 AHTHMHKOTHYHATA AKTHBHOCT Ha prykoHason, diaykoHason €
[O-CENIEKTHBEH NpPH reOndHuTe Iproxpom P-450 enswmi, OTKOMKOTO NPH pasiHn4yHY BHTOXpoM P-450
EHIUMHH cUCTeMH Tipn 0o3aHHHLY.

YcTaHoBEHO €, ye dUIYKOHA30M B Z03upoBka S0 mg JHEBHO, IPHAraH A0 28 AHH, He NOBINABA
NAA3MEHUTE KOHLICHTPAIIHH HA TECTOCTEPOH NPH MbXKE WIH CTEPOHAHATE KOHLIEHTPAUMH ITPH KEHH B
AeTepoana Bb3pact. aykonason B gosuposkh 0T 200 mg g0 400 mg AHEBHO HAMA KMIHHUYHC 3HAYHM
edieKT BBPXY EHAOIeHHHTS CTEPOHAHH HHBE i shpxy ACTH cruMynupanus OTrOBOP NpH 3ApaBH
106POBOILY 0T MBXKH RoN. [TpoyusaHus BbpXy B3aKMOACHCTBHETO C aHTHNIHPHH NOKa3BAT, 4
eAHOKPATHMTE WIH MHOTOKpaTHH 103K (GiykoHason 50 mg He oka3BaT BAMSHUE BhpXy MeTabomu3ma my.

In vitro uyecmeumernocn.
MO IYyKOHA30/ NOKA3RA AHTUMHKOTHYHA aKTUBHOCUT /7 Vilre KbM NOBEYETO KJIHHHYHO Pa3lIpOCTPAHCHH
sunose Candida (srmountenso C. albicans, C. parapsilosis, C. tropicalis). C. Glabrata noka3sa
3HaYHTENHA YYBCTBHTENHOCT, fokaTo C. Krusei e pe3HCTEHTHA KBM QUIYKOHA3ON.

18




diykoHa30s1 IpOABABA {1 ViTtro aKTHBHOCT W KuM Crypfacoccus neoformans v Cryptococcus gattii, KakTo
¥ KBM cHAEMU4BUTE nneceny Blasfomyces dermatiditis, Coccidioides immitis, Histoplasma capsulatum u
Paracoccidioides brasiliensis.

Bpbaka Mexay hapmaxokvHeTdka H dapMakosHHaAMKUKa

[Ipw NpoyuBaHKiTa BLPXY KHMBOTHH HMa KOpealis] MeXIy CTOHHOCTUTE Ha MHHHMAaTHATa Auxubupala
kouuenTpauna (MIC) u edukacHocTTa Cpelty eKClepHMEHTATHE MUKO3U B pesyntaT na Candida spp.
[Mpy KIMHUYHYE DpoyYBaHWs uMa nouty |:1 nunelina s3anmospb3ka Mesxxay AUC v go3ara Ha
(paykonasona. HabmoaaraHa e cbllo Taka JMpeKTHA, HO HeluHeiiHa Bpb3ka AUC nnn ao3ata u ycneuwew
KJIWHHYEH OTTOBOP KbM [E€pOpaiHa KaHIH/1032 W B I0-MaNka creneH kasauaemud. [fo nogoben nasin,

NIEYEHUETO € TO-BEPORTHO IpH UHDEKLINH, NPUHAHEHH OT HIAMOBE, 38 KOHTO (MJIyKOHA30N HMa NO-BHCOKA
MIC.

MexaHU3bM Ha PE3UCTEHTHOCT
Candida spp ca passinm peayua MEXaHH3MH Ha PE3HCTEHTHOCT KbM a30/10BH AaHTHMHKOTHYHH 8reHTH.

PIyKOHA301 HMA BUCOKY MHHHMANHYE HHXHOUPaIH KOHIISHTPALUH 110 OTHOIIEHHE HA rbOHYHHTE
AMOBE, KOWTO Ca Pa3sBIIN SAHH WM IIOBEHE MEXAHH3MH HA PE3HCTEHTHOCT, KOETO NOBIHABA
HeDOnaronpHATHO eHKACHOCTTa, KaKTO in Vivo, Taka H KITHHHYHO,

Hwma coobmenns 3a cynepundexuns ¢ suaose Candida, pazanqnu ot C. albicans, KOHTO UeCTO
NPHTEXABAT BPOJIeHA JINNCA Ha YYBCTBHTENHOCT KbM (aykonason (vanp. Candida krusei). B Takusa
ClydaH MOXE Ja C€ HalloKU MPUNAraHeTo Ha ONBAHATENHA IPOTHBOTEOHYRA Teparnua.

I'pannyHy cTORHOCTH (CErnacHo EpponeHckna KOMHTET 10 H3THTBAHE 3d UYBCTRATENHQCT KbM
anTHMukpo6Hu cpeacra (EUCAST))

ExponeficKMaT KOMUTET [0 H3NHTBAHE 32 YYBCTBHTENHOCT KbM AHTHMHKPOOHH CpecTBa — ITOJAKOMHTET
110 M3ITHTBAHE 32 YYBCTBHTEIHOCT KbM npoTHBorsGHynM cpeacrsa (EUCAST-AFST) e onpepenua
rpaHHYHUTE CTOHHOCTH Ha (iykoHason 3a euzosere Candida 853 OCHOBA Ha aHAIN3a Ha
dapMakoxaHeTHUHKTE/PapMakoAMHAMWYHH JalHHY, in Vitro YyBCTBATEMHOCTTA H KITHHHYHHA OTTOBOD
(EUCAST dnykonaszon ocHoser nokymeHT (2007)-Bepcus 2). Te ca Ouim pazgenenn Ha HEBAOBO
CELD3AHH IPAaHHYHH CTONHOCTH, ONpeleNneHn MIaBHo Ha 0a3aTa Ha hapMakOKHHETHIHA
/dapMaKoAMHAMHUYHHN JAHEYW U HesaBucuMH oT MIC pasnpeneneHneTo npu KOHKPETHUTE BHIOBE, H
BHIOBO CBHP3aHK TPAHWUHH CTOMHOCTH 3a BHIOBETE, HAH-4ECTO CBBP3aHH ¢ YoBellkn uHdexunu, Teu
IpaHMYHH CTOHHOCTH ca OCOUMEHH B Ta0IHUaTa o-Aony:
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AHTHMAKOTHK | BuaoBo-cBHp3anya rpanyg4uny crofinocrn (S</R>) Heeraoso
CBLP3AHA
TPAHHYHA
crofinocrn”
S</R>
Candida Candida | Candida ; Candida Candida
atbicans glabrata | krusei parapsilosis | tropicalis
®aykonason | 2/4 IE - 2/4 2/4 2/4

S = YyscrerreaeH, R = Peanctenter

A = HeBH10BO CBbP3aHH FPaHMYHH CTOHHOCTH ca ONPEAENESHH TaBHO HA {a3aTa Ha (PapMaKOKHHCTHIHHA
/hapmMaKogHHAMUYHY AAHHK W Hesasucumu ot MIC pasnpenenenunero NpH KOHKPETHHTE BHAOBE. Te ce
W3ITOMI3BAT CaMo NPH OPTaHU3MH, KOUTO HAMAT KOHKPETHH MPaHHYHH CTOHHOCTH.

-- = M3nHTBaHHATA 38 UYBCTBHTENHOCT HE €A IPENOPLUUTENHY, Thil KATO BHAOBETE He Ca NOZXOALILN 32
NEYEHUE C TO3U NPOAYKT.

IE = HaMa J0CTaThYHO NAHHH, Y& BUAOBETE CA [TOAXOAALIH 34 JEUESHUES C IEKAPCTBEHUA MPOAYKT,

5.2 ®DapMakoKRHETHYRH CBOHCTBA

(DapMaKOKHHETHHHUTE CROACTEA Ca CXOAHY CHE/i HHTPaBEHO3HO WK NEPOPATTHO MPHIOKEHHE.

Abcopbuus

Cnen nepopanuo npwioxenie diykonason ce pesopbupa noGpe 1 niasMeHHTe KOHUEHTPAUUH (1
crcTeMHaTa OMOHAMMYHOCT) ca Hag 90% OT KOHLIEHTPAMUTE, KOUTO ¢& AOCTHIAT CleX UHTPABCHO3HO
BhBExIaHE. AGCOPOUHATA OT raCTPOUHTECTHHANIHMS TPAKT HE C& TIOBIWNBA MTPH CIHOBPEMEHEH ITPHEM ¢
XpaHa. MakCHMATHHTE NAasMeHH KOHLEHTPalHH Ha IaaHo ce gocrurat mexay 0,5 u 1,5 waca cnen
nprema, [Tn1asMeHnTe KOHIIEHTPALMU Ca MPOTIOPLUHOHANIHHA Ha Ao3aTa. JIeBETACCET NPOLCHTE OT
CTAUNMOHAPHUTE KOHUEHTPALUY & ROCTHIaT Ha 4 — 3 AgH ¢lle/l MHOMOKPaTHO MpHJarane BeAHBXK AHEBHO.
TIpriioKeHHETO HA HATOBapBalla fo3a (Npe3 TbPBHA JICH), KOATC € JBA ITbTH N10~BUCOKA OT oOuuaiinara
JIHEBHA 034, MO3B0/4Ba AocTurane Ha 90% oT paBHOBEeCHHUTE TIIa3MeHV KOHLECHTPallii Ha BTOPHA ACH
CHeN HAUANOTO HA TEYEHHETO.

PaznpeneneHue
Mpusnannar obeM Ha paznpelenetne e 6au3pk 10 06emMa Ha BogaTa B opraHusMa. CBbhP3BaHETO ¢
y1a3MeHHTe poTeHHy € HHCKO (1112 %).

MIyKOHA30J MPOHHUKEA A00pe BbB BCHYKH H3CNEABAHH TEECHY TEHHOCTH. KoruenTpauyuuTe Ha
TyKOHA30N B CIIOHKATA W B Xpaukara ca Ou3ky 40 TESH B Naa3mara. [1pH mauieHTH ¢ MHKOTHYEH
MeHHHrUT KoHueHTpaurnte B LICT ca npubnusutenno 80% oT ChOTBETHHTE MNAIMEHN KOHICHTPAIHY.

BUCOKH KOHLEHTPALMH B KOXKATa, NPeBHIABALIY CEPYMHATa, ¢ JOCTUTAT B CTPATYM KODHEYM, eNHACPMHC-
mepMa ¥ notra. GIyKoHA30) KyMya4pa B cTpaTyM kopHeyM. [Tpu aoza 50 mg AHeBHO KOHLSHTPALMATA Ha
dbnykoHazon cnep 12 gHu € 73 pg/g U ceieM ficha clief] peKpaTABaHe Ha IeYeHHeTo ¢ Bee owe 5,8 ug/e.
Iipn no3a 150 mg BeIHEX CEAMHYHO KOHLEHTPALHKTE Ha QNIYKOHA30J1 B CTPAaTyM KOPHEYM Ha CCAMUS ACH
ca 23,4 ug/g v CLOTRETHO CeleM IHK Cel Broparta jo3a ca see ouie 7,1 pg/g.

KoHueHTpauusTa Ha GIyKOHa30)1 B HOKTATE Clel 4 Meceua neueHue npy no3a 150 mg BeanbxK CeAMAYHO, €

cuoTBeTHO 4,05 puefs npw 3apasu # 1,8 ng/g npu DonHu HoxTH. KOHLIEHTpalHK Ha BIYKOHA30J ¢& H3MEPBAT
B HOKTHTE W ILIECT Mecelia CJIe NPHKTIOYBAHE Ha JICYEHHETO.
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buoTtpaHchopManud

dykoHazon ¢e MeTaboau3upa B MHOI0 Masika crerieH. CaMo 11% 0T paHOaKTHBHATA J103a CE CKCKPEeTHPAT
npoMeHeHH B yprHaTa. OIyKOHA30/ € CeleKTHREH HHXHOUTOp Ha Ha wioensumuTe CYP2CO u CYP3A4
(k. TOuka 4.5). ©ayxoHa30/ € Chluo Taka nHxKHOHTOpP Ha H3oeH3zum CYP2C19.

EnumMunupage

EAMMHHALMOEHHAAT NONYKHBOT B [/1a3Mara 3a diykona3on ¢ npudbnnsurento 30 yaca, OCHOBHHUAT ITHT Ha
ekckpeuws ¢ OpOpeunns, karo npudansuTenHo 80% OT NpHeTaTa A03a Ce eKCKpeTUpa HeNPOMEHEHa B
ypraHara. KnupeHCHT Ha QayKoHa30 € NPonopHuoHanes Ha KIMPEHCa Ha KpeaTHHHAA. Hama JaHHH 3a
meTadONUTH B KPHBOODPBIICHHETO.

JbJIroTo BpeMe Ha IIONYKUMBOT CH3aBa MMPEANOCTABKY 34 NEHEHUE Ha BArMHANHATA KaHAW034a C
eHOKPAaTHA 038 BeAHbXK JHEBHO, & 3a JISYSHHE HA OCTAHATHTE MHKO3H — ¢ EAHOKPATEH CeAMHYEH MPUEM
Ha JIEKAPCTBOTO.,

PapmakokyHeTHKa pH 6BOpeYHo YRpekAaHe

[Mpwu mauwenTH ¢ Texka OpOpesina HegoctaThyroCcT (GFR< 20 ml/min) BpemeTo Ha Moy KHBOT C&
yeennyaga oT 30 Ha 98 yaca. B pe3ysiraT Ha TOBa ¢e Hanara NOHWKaBaue Ha gozata, DIyKonason ce
OTCTPAHABA YPe3 XKEMOAHANN3A ¥ B NO-MAaNka CTeneH Upe3 nepuToHeanna ananusa. Okono 50% ot
(JIYKOHA301a Ce eTMMHHMPAT OT KPBETA CNIEA 3 4acoB Kype Ha XEMOAMaIN3a.

(DapmMakoKHHETHKA DY JI€lia

Queneny ca GapMaKOKHHETHYHH JaHHH, TOMYHeHH OT 113 reauaTpuyuy NalHeHTH B PAMKHTE HA J
npoyuBaHHi; 2 IPOYYBAHHA C [IPHITAraHe Ha €AHOKPATHA J103a, 2 IPOYYBaHHs ¢ MPHIIAraHe Ha MHOTOKpaTHA
032 ¥ eiH0 TIPOYHBaHe NPH HENOHOCEHH HOBOPO/IEHH. JlaHHHTE OT €IHO OT NPOYYBAHHATA HE MOraT Aa e
HHTEPIIPETHPAT MOPAAH POMEHH B CBCTABA 110 BpeMe Ha NpoyusaHeTo. JOITbIHHTENIHH JaHHH €3 HATHYHH
OT NPOYYBaHe ¢ MWIOChpAHA Lien.

Cnen npunarase Ha 2-8 mg/kg ¢aaykoHazon nph Aeua Ha BB3pactT 0T 9 mecena 10 15 rojuHy, € yCTaHOBEHa
AUC ot okono 38 pg.hVml npu ao3uposka o1 1 mg/kg, CpeaHnaT eAnMHRaLHUOHER NOTY>KHBOT OT I1asMara
e papupan Mexay 15 n 18 waca, a oBemsT Ha pasnpesenenue e 6un npudnusurenyo 880 mi/kg cren
pHJIaraHe Ha MHOTOKpaTHY 103d, Cref npuniarale Ha eAHOKPaTHA 032 € YCTAHOBEHA NO-rofiMa CTORHOCT
Ha eNVMHAHALMOHHUA TOMYKHBOT OT 1U1a3Mata — OKoJIo 24 vaca. Tosa € cpasHuMO ¢ IOAYKHBOTA Ciiej
enHoKPaTHO npunarade wa 3 mg/kg i.v. Ha neva or 11 auwm o 11 mecena. ObeMbT Ha pasnpeaCiICHHE HA
Ta3W FB3PacToBa Ipyna e okojio 950 mikg.

OnutbT ¢ GyKoHaz30J1 NPH HOBOPOACHH € OrpaHUyeH 10 (hapMaKOKHHETHHHUTE MPOYYBAHHA TIpH
npexcaespeMeHHo poreru. Cpepuara Be3pacT IPH NPWIaraHe Ha THPBA J03a, ITPH 12 NpeskaeBPeMEHHO
POACHH Ha NpUOAH3HTEIHA recTauMonya Bb3pact ot 28 cemmuuy, € Guna 24 yaca (B pamrure na 9-36 vaca),
a cpeanoTo Terio e Guno 0,9 kg (8 pamrute na 0,75-1,10 kg). Ceaem nauvenTa ca 3apEpLINIIA IPOTOKOIA;
TIpunarany ca karo MaKCHMYM 5 HHTpaBeHO3HH uHQy3uy ot 6 mg/kg dnykonalon wa Bcery 72 vaca.
Cpenuuar noayxusoT e O 74 vaca (sapupatto ot 44 2o 185 yaca) npe3 MePBHA JEH U € HAMANANC C
BPEMETO cpenHo J0 53 vaca (Bapupawie ot 30 no 131 4aca) wa ceamus n Ao 47 waca (papupauio ot 27 g0
68 vaca) na TpuBanecerna jaeH. Inonira noa xprsata (meg h/ml) e 6una 271 (or 173 o 383) Ha nupBUs
A€H U Ce € yBelnuuia cperuo no 490 (B pamxure Ha 292 — 734) na ceamud 0 € HaMalana cpeano ao 360
(o1 167 no 566) na TpuHageceTHs geH, O6eMbT Ha pasnpenenenue (ml/kg) e 6un 1183 (or 1070 a0 1470)
HA ITHPBUA JCH H C€ € YBenWun ¢ pemeTo cpeaso 1o 1184 (ot 510 xo 2130) va ceamus u 1328 (ot 1040
no 1680) na rpuHageceTus AcH.
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@apMakQKHHETHKA [PH TaliedTH B CTapyuecKa Bh3IPacT
[TpoBeaeHo € GPapMaKOKUHETHYHO NPOYYBAHE NP 22 MAUMEHTH HA BR3PAcT > 63 TOAMHY, NOTyYaBaiiny

eJHOKpaTHA nepopantaa Ao3a oT 50 mg paykonason. Jecer OT T€3M NANMEHTH ¢a NOTy4aBaty ChIBTCTBALIA
tepanyst ¢ AuypeTHin. Cp,, € 6una 1,54 pg/ml n e pocturnara 1,3 yaca cien npuema. Cpeauara AUC e
6una 76,4 £ 20,3 ug.h/ml, a cpeHUAT TEPMHRAICH NONYXWBOT — 46,2 yaca. Te3n CTONHOCTH Ha
dapMakOKUHETHIHHTE TIApaMeTpH Ca NIO-BHCOKH OT AHANOTHYHATE CTOHHOCTH, CLODILaBaH IpH 31PaBy
MJIAZN MBKe-100poBod. EqHOBPEMEHHOTO TPHITOKEHKE HA SJUYPETULH HE € TIPOMEHHIO CHITHHPHKAHTHO
AUC unu C, ... B ponniiaenne, KpeaTHHUHOBUAT KITHPBHC (74 ml/min), MPOUEHTHT HEITPOMEHEHO
JIEKapCTRO, eKcKkpeTHpaHo ¢ yprHara (0 — 24 4., 22%) 1 u3uncnenudt 6pdpeves KIMPHHC Ha PITyKOHa30
(0,124 ml/min/kg) npy NaiineHTH B CTAPYECKa BB3PACT, 00LIO Ca MO-HHCKH OT TE3H IPH Mo-MIaJH
n06poeomM, ClnefoRaTe/IHO, TPOMAHATA B ITUMHHHPARETO Ha ¢uyKoHa30/1 NPY NAlHEHTH B CTapyecka
BE3PACT HITASKNA € CEbP3aHa ¢ HamaneHa OuOpeuna QyHkUMA, XapakTepHa 3a Ta3H rpyna.

5.3 Ilpegranarunay sandn 33 6e30NacCHOCT

[TpH HEKTHHUYHUTE H3MTUTBAHHA CAMO NPH SKCHIO3UIINH, 38 KOHTO C€ CUMTA, Y€ ¢a B JOCTATEYHA CTENEH
[10-TOJIEMH OT MaKCHMAJIHATA eKCNO3HIHKS NIPY Xopa, ce Habmojapar eeKTH, KOHTQ NIOKA3RaT MaNko
3HAYCSHHE 3a KITHHHYHATA ynoTpeba.

KaplUHHOreHHOCT

Hama faHH#W 32 KapLUHWHOTEHEH NOTEHUHAT HA (DIYKOHA30M NPH MHIIKH U MPH TNUTEXO0BE, TPETHPAHH
NepopatHO B NMPOABKEHHE Ha 24 Meceta ¢ 203w ot 2,5, 5 nan 10 mg/kg/an, (npubanaurento 2-7 TbTA no-
BHCOKH OT NPENOpbYBannTe 03K IPH xopa). Ipn MbxkiH urbxose, Tperupanu ¢ 5 u 10 mg/kg/aen, e
HaOMOJaBaHO HAapacTBaHe HA decToTaTa Ha XEMaTOLENY/IapeH aacHOM,

MyrareHHocT

DnyxoHazoN, ¢ue wiy Oe3 MeTaloNUTHO aKTUBHpPaHe, £ IIOKa3all OTPHLIATENHH Ppe3y/ITaTH B TECTOBE 34
MYTareHHOCT fipy 4 wama ot Salmonella typhimurium v B mulin iMdom L5178Y cucrema,
LIMTOreHETHYHH MPOYUBAHHUA {1 ViVe (KNETKY OT MUIIKM KOCTEH MO3bK, CJIE]] NEPOPANCH IPHEM Ha
hryKoHa30s1) H in vitro (MAMMOLIHTH OT X0pa, H3TOXKEHH Ha (ykoHason npy ao3a 1000 pg/ml) ve noxasear
QM@HHHW 38 XPOMO3OMHH MYTAIHH.

PenpoAyKTHBHA TOKCHYHOCT
DyKOHA30M, NPUIOAEH NEpPOPanto B AxHeBHA Ao3a 5, 10 win 20 mg/kg uny napeHTepaHo B 103a J, 25 Wi
75 mg/kg, He MOBJIHMABA (PEPTHAHTETA Ha XKEHCKH MM MBXKY NTEXOBE.

He ca Habmonasaun edexTn Bhpxy dheryca npr 5 wm 10 mg/kg; npu gosu ot 25 v 50 mg/kg ¥ no-BHCoKH
ca HaONroMaBaHy NOBHIIEHKA Ha detannute Mandopmatnn (nosuinen Opol pedpa, pasiiHpABaHe Ha
6ROpeuHOTO Nerenye) 1 3abasena ocudurauns. pu fo3uposky oT 80 mg/kg no 320 mg/kg ¢ vabmonasana
MOBHIUEHA eMOPHOHANHA CMBPTHOCT ITPH TLTHXORBE, KaT0 ManhopMaluTe BKIIOUBaT Aepopmupany pedpa,
(hucypa Ha nebLETO 1 HapyMEHHs B YePelIHO-THIEeBaTd OCHMHKALHA.

YCTAHOBEHO €, ye npunaradeto Ha 20 mg/kg nepopanHo BOAK A0 fieko 3abaBAHe HA HAYAIOTO Ha
POAUMAHKA TIPOLIEC, 8 WHTPABEHO3HOTO BhBexkaane Ha 20 mg/kg v 40 mg/kg npoBokHpa IHCTOKHA U
IIPONIOHTHPAHE HA PAKAZHETO NPU HAKOIKO HETHPHHOIY XYBOTHH. HapymiennsaTa B poA0BIA NIPOLEC,
HAONIOAABAHH WIPH TE3W JO3H, Ca JOBEIN 10 JIEKO TOBUIIABAHE Ha OPOs HA MBPTBOPOACHHUTE H
HaMa/IABaHe Ha [TPEXHBASMOCTTA Ha HOBOPOACHNTE, BIHARKETO BHPXY PONMSIHKA TIPONEC CROTBETCTRA
Ha crienudUHHO 33 Pa3THUHUTE BUAOBE NIOHMKABAHE HA ECTPONCHHOTO HUBO MO BB3JCHCTBHETO HA
BHCOKH 7103 (UIYKOHA30M. [1pH skeHHU, TeKyBaHH ¢ (QIIYKOHA30JL, HE Ca HAOMIOaBAHH TAKHBA XOPMOHANHH
NPOMEHH (BXK. Touka 3.1),
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6. GAPMALEBTHYHH JAHHHU

6.1 Cnucbk HE NOMOUIBUTE BEIECTHA

KancyaHo chabpKumMo:

JlakTo3za MOHOXHAPAT

Hapesnyro HUeCTe

CunuiMeR TAOKCUA, KONOHACH, 6e3B0ACH
Marnesues creapar

Harpues naypuncyngar

CneTaB Ha Kancy/aHa 00BHBKa:
Kenarun

Tutanos puokcun (E171)
ITatenTHO cHHBO B (E131)

MacTtujo:

Ulennak, vepen xenesed okcul, N-OyTHIOB ankoxo, Oe3BOASH alKOX0, IPeYHCTEHa BOAR,
NPOTIHICHTIIMKON, IPOMULINSH ACHATYPHPAH CITHPT, U30NMPOMUIOB allKOX0J/1, aMOHAK, KOHUCHTRHPAH
pPa3TBOP, KaTHEB XHAPOKCH.

6.2 HechbBMeCTAMOCTH

Henpuaoxumo,

6.3 Cpok Ha roanocrt

S TOAHHH

6.4 CrnenHaJHu YCRIOBHR B2 ChXPanenie
Ha ce coxpanssa non 30°C.

6.5 JIaHnH 32 ONaKOBKATA

Fipospaued PVC Gimcrep uiu 6an nenpospauetk PVC/PVDC Ganctep ¢ rpwl oT anyMHHHEBO DOTHO.
Beska onakoBka cuaspka 1, 2, 3, 4, 6, 7, 10, 12, 14, 20, 28, 30, 42, 50, 60, 100 win 500 kancynu, TBRpAY.

He pcuuky BHOBE ONakoBkd Morar fia ObAaT ycHaTH B npoJaxia.

6.6 CrneunaJHu NPeANasHU MEPKH HPH H3XBHpAAHE

Hewnsnonspauuar NpoRyKT UMK OTOAABYHWTE MAaTEPHANH OT HEro TpADBA Na Ce H3XBBPIAT B
CHOTBETCTBHE ¢ MECTHHTE HIHCKBAHHA.

7. HNPUTENXATEJ HA PASPEINEHHETO 3A YIIOTPEBA

PFIZER EUROPE MA EEIG
Ramsgate Road
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Sandwich, Kent

CT13 9NJ
O6enuneno Kpasicteo

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

20010471

9. JATA HA ObPBO PASPEHIABAHE/TIOTHOBABAHE HA PASPENNIEHHUETO 3A
YIIOTPEbBA

Jlara Ha nepeO pa3pelnasase: 17 mait 2001 r.
Jlata na nocnenno nogvosasane; 03 okromepy 2011 1.

10. JATA HA AKTYAJIMIHPAHE HA TEKCTA
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