KPATKA XAPAKTEPHCTUKA HA MPOAVKTA



1. HUME HA JEKAPCTBEHUS HPOAYKT

¢/

Hupryran 150 mg TRepaM Kancynu .
Diflucan 150 mg hard capsules :  -n- 1
2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Beska TaLpaa kancyna ceabpika dnykonaszon (fuconazole) 150 mg
TMomMourHo(K) RelwecTBO(a) ¢ U3BECTHO AelcTBHAE: BCAKA TBBP/A Kallcyaa cbabpKa 149,12 mg nakToza
MOHOXH]paT.

3a MbAHWUA CMHCHK HA [TOMOWIHWTE BEWESCTBA, BHIKTE TOUKa 6. 1.

3. JEKAPCTBEHA ©®OPMA
Tewpaa kancyna

Beska TebpAa skenatyHoBa kancyna ot L50 mg ce ¢heToM OT TIOPKOA3IEHO CHHBO TAM0 W TIOPKOA3EHO
CHHBO Karrave ¢ Haanuc “Plizer” u koa “FLU-150 ¢ uepto mactusno. PaimepsT Ha kancyanTe e 1.

4, KJIAHUYHU JAHHH
4.1 TepaneBTHYHU NOKAZAHKY
JInhnykau e nokasad npu cneaHnTe reOMYHN MHbeKUHK (B, Touka 5.1).

Judyavkan e NokalzaH Npy Bh3PACTHH 3a AeYeHHe Ha:

. KpunTokokoB MEHHHTHT (BXK. Touka 4.4).

. Koxuuauouaomukosa (ex. Touka 4.4).

. HMusazMBHA KAaHAWNO3A.

. Kanan103a Ha THraBHLMTE, BKIKIOYMTETHO 0podapruHTeanta, e3odareanta KaHauao3a,
KaHAWIYpHA 0 XPOHUUHA NUTaBUH HO-KOXHA KAaHIHI03a.

. X poHHUHA opanHa arpoyuuHa KaH HA03a (BBINATEHHE HA YCTATa B PE3YNTAT OT 3HOHU
NpoTE3H), B Clyyad, de 3bOHATa XHIHEHA UK NOKATHOTO ICHEHNE ca HEA0CTATLUHHU.

. Barunania xaHnu103a, 0CTpa MITH PEKYPEHTHA, KOTATO NOKANHOTO NeHEHHE He € MOAXOARILO.

. Kanavao3eH GamaHkT, KOraro TOKATHOTO Ne4eHHe HE € NOAX0IALID.

. JlepMaTOMUKO3a, BKIIOUHTESNHO finea pedis, tinea corporis, tinea cruris, tinea versicolor v
kawkHa WHperms ¢ candida, KoraTo e NPEeANUCano CHCTEMHO NEUCHHE.

. Tined unguinium {(ORUXOMUK03d), KOTATO Ce CHHTA, Ye IPYTH areHTH He ¢a NOAXOIA UL

TNudnykaH e noKa3aH Mpu Bh3pACTHY 33 NPOYUNAKTHKE HA

- Peunus Ha KPUNITOKOKOB MEHWRTHT MPK NALWEHTH ¢ BUCOK PHCK OT PELMAHB.

. Peuyane Ha opohaprHTeanta unu esodareaina KaHnaua03a ipu NauneHTH. HHPEKTHPAHHU C
HIV unu, mpyu kOUTO PHCKLT OT PELMANB € MTOBHLIEH.

. 3a penyurpane Ha YECTOTATA HA PEKYPEHTHA BATHHATHA KaHTHAO3A (4 unu noseye enuzoaa
TOAKILHO)

. IpoduAaKTHKa HA KAHIWAMAZHY MHDEKLMH NPH NALMEHTH C MPOBIKUTENHA HeyTpo

(KaTo MAIHEHTH ¢ XeMATONOTHYHH 3JTOKA4ECTBEHH 2a60MABaHHA, KOHTO ¢a Ha XHMH
WK NALMEHTH, NOJUIOAKEHM Ha TPAHCHNAHTALMA Ha XeMOMOETHUHI CTBOTOBI KNe
Touka 5.1)).




Hudrykan e nokazaH Npu HOBOPOEHHU HA TEPMUHA, KbPMAUETa, MATKH Jela. Jela W KOHOW N Ha
Bb3pacT o1 0 no 17 roamHu:

JndnykaH ce npunara npm neueHUETo Ha KAHANI03a HA JTIHTABHLMTE (opothapuHreanna,
e3o(parvanHa), MHBa3MBHA KaHAWAO03, KPUMITOKOKOBH MEHHHTUTH M NPOUIAKTHKA HA KAHANA03a IPH
HMYHOKOMNPOMETHPaHU NauueHTH. Jlndnykan Moxe na ce npunara KaTo noambpxaiia Tepanus, 3a
MPEJIOTBPATABAHE HA PELMJINB HA KPHNTOKOKOB MEHWHIUT, TIPH JIELA C BUCOK PUCK OT peLINB (BA.
TOouka 4.4).

JleuenuneTo Moke 1a 6bAE 3aI0UHATO MPeIN 1a ca H3BECTHU PE3YNTATHTE OT MUKPOOUONOIHUHOTO U
ApyruTe nabopaTopHu H3CNeABaHNs; RLIIPEKH TOBA, KOraTo PEe3yJTATUTE ca U3BECTHH, Tepanuata
TpabBa 1a ce KOpPUIHUpa NOAXOAALLO.

Tp:abBa 21a ce B3emMat nNojL BHUMaHKe opULHATHITE IPENOPBKU 3a NpaBUAHATa ynoTpeGa Ha
AHTUMHKOTHILIH,

4.2 Jlo3upoBKa W HAYMMH HA IPHJIOKeHHE

ZIOSMQOBKE[

Hosupoekarta Tps6Ba la ce 0OCHOBaBa Ha BUJA U CEPHO3HOCTTA Ha MbOMuHaTa uHdekuns. JleuenneTo
Ha UH(EKLMUTE, H3UCKBALLK MHOTOKPATHO MpUaarate, TpabBa Aa NpoAbIkKK J10KATO KIMHUUYHUTE
CUMNTOMH WJIW TaDOpaTOpHUTE Pe3yNTaTH MOKAKAT, Ue aKTHBHATA MUKOTHYHA HH(EKLMS €
oTcTpaHeHa. HealeKBaTHUAT Kype Ha MeUeHre MOsKe 1a J0BeJe J10 PeUnanB Ha HH(peKunaTa.

Buvzpacmiiu:

Kpunrokokosa - Jleuenue na Hartograpgaiia OOHMKHOBEHO OT 6 710 8
KPHIITOKOKORB no3a: 400 mg ceamuun. Mpu
MEHHHTHT npe3 MbPBHUA JIEH | 3UBOTO3acTpaLlaBalln
[Tocnenraua MH(EKUMH, AHeBHATA /1032
no3a: 200 mg no MosKe n1a Obje yBenuueHa 1o
400 mg BeJIHBbK 800 mg
JIHEBHO
- Moanbpkalua 200 mg BeaHbK Heonpe/leneno npu 1HeBHA
Tepanus 3a JIHEBHO noza ot 200 mg
NnpeaoTBpaTABaHE Ha
peuninB Ha
KPHITTOKOKOB
MEHHHTHT 11pH
MauMeHTH ¢ BUCOK
PHCK OT peLMaMB.
KoxkuuanonaoMukosa 200 mg 1o Ot 11 meceua 10 24 meceua
400 mg BeAHBIK HITH N0=]IBJITO B 3aBHCHMOCT
JIHEBHO oT nauuenTa. [pu HiKOH
HHpekunn, ocodeHo
MEHUHIUT, MO%e Ja ce
npunoxar 800 mg axeBHoO.




HHuBa3uBHA
KAH/AH032

Harograpgauia
no3a: 800 mg
npe3s MbpBUs JIeH
IMocnenpatua
no3a: 400 mg
BEIHBMXK JHEBHO

B o6wums cnyuaii,
npenopbuMTENHATA
MPOALIKUTENHOCT Ha
JICUEHHUETO NPU KaHJIHAeMHs
e 2 ce/AIMMILM crell MbpPBH
OTpULATENIEH Pe3ynTar oT
KPbBHA KYITYpa
OTUIYMSIBAHE Ha
CUMMNTOMHUTE HA
KanaujaemMuara.

JleueHne Ha
KAHIHI032 HA
JHTABHLHTE

- Opodpapunreanna Hatoapeawia 7 00 21 AHU (10 nocTHraHe
KaHJiM103a noza: 200 mg no Ha pemMucHs Ha
400 mg npes opoapuHreantara
NbPBUSA JEH. kanauao3a). [Mo-abiaru
[Mocnengauua Nnepuoan Morat aa ca
nosza: 100 mg no HAOKUTENHH NMPH
200 mg BenHbH MALUHEHTH ChC CEPHO3HO
JIHEBHO HapyWeH HMYHUTET.
- Ezodarnanna Harosaprawa 14 no 30 gHW (110 nocTHTaHe
KaHan103a no3za: 200 mg no Ha peMucHs Ha
400 mg npe3 ezohareaiHaTa KaHuna03a).
MbPBHA JEH. [Mo-abaru nepuoin Morar
[TocnenBatia I1a Ca HATTOKUTESTHU NpH

aosa: 100 mg 1o
200 mg BeaHBb&K
JIHEBHO

NAaUHEHTH CbC CEPHO3ZHO
HApYLIEeH HMYHUTET.

- Kananaypus

200 mg no
400 mg BeAHBK
JIHEBHO

7 no 21 auu. [Mo-abaru
neproan Morart j1a ca
HATOKHUTENHMU TTPU
NAUWEHTH ChC CEPHOBHO
HApPYLEH HMYHHUTET.

- XpoHuiHa
arpopuiHa Kananuao3a

50 mg BeIHBLK
JIHEBHO

14 nun

- XpOHHUHA KOAKHO-
JIUraBUIHA KaHIN103a

50 mg no 100 mg
BEJHBK AHEBHO

Jo 28 nuu. Moske na ce
HANOKAT MO-ThJITH NEPHOIN
B 3ABUCHUMOCT KaKTO OT
TekecTTa Ha MH(peKuATa,
Taka u oT NoJUIeKALOTO
HUMYHHO YBpeulaHe 1
HH(peKLHs.

i

IpeporepaTsiBane Ha

pPelIHB Ha
JUraBHYHA
KAHAN1032 NpH

undpextupanu ¢ HIV

MalHeHTH ¢ BHCOK
PHCK OT pelanB

- Opotpapunreanta
KaHaMa03a

100 no 200 mg
BEHBLIK JHEBHO
unn 200 mg

3 MbTH CEAMHUHO

Heonpeaenen nepuoa npu
MaueHTH ¢ XpoHHIHa
HMYHOCYTIpeCHs.

- Ezodarnanua
KaHAN03a

100 mg no

200 mg BeaHbK
JIHEBHO WITH
200 mg 3 nuTH
CEeJMUUHO

Heonpeaenen nepuoi npm
natHeHTH ¢ XPOHHUHA
HUMYHOCYTpEcHs.

TenuTaaHa
KAaHIH1032a

- OcTpa BaruHajiHa
KaHIK103a

- Kanaunposen
Gananut

150 mg

EnHokparHa




- JleueHue u
npogHunakTHKa Ha

150 mg Ha Bceku
TpH IHH 0010

peunanBHpalla 3 no3m (pen 1, 4,

BarMHanHa KaHauao3a | u 7)., nocneaBaHu

(4 nnu noeeue ot 150 mg

€rnu30/1a Ha FroJIMHA) BEIHBIK
CeIMHYHO
noanbLpAaLla
no3a

Mopbpixaia no3a:
6 Mecera.

depMaToMHuKO3H

- tinea pedis,
- tinea corporis,
- tinea cruris,

150 mg BeiHBIK
CEJIMHMYHO WK
50 mg BenHbK

2 10 4 ceaAMULM, JIEUEHHETO
Ha tinea pedis Moxe 1a
NPOJBLIKH 10 6 ceMULN

- candida vadexupn JIHERHO

- tinea versicolor 300 mg no | no 3 ceamuum
400 mg BeaHBK
CEIMHUYHO

50 mg BeaHbBHK
JIHEBHO

2 no 4 cenMuUH

- tinea unguium
(onuxoMuro3sa)

150 mg BeiHbxK
CeJIMUYHO

Jleuennero TpadRa na
MPOJILIAKN 1OKATO
MH(PEKTHPAHWUAT HOKBT c€
3aMecTH (M3pacTHe
HeMH(PEKTHPAH).
[ToBTOpHUAT pacTek Ha
HOKTHTE Ha MPBLCTHTE Ha
pbUeTe H CLOTBETHO Ha
KpakaTa HOpMaIHO H3HCKBA
3 1o 6 meceua un 6 110

12 meceua. Bunpeku ToBa
pacTexbT MOXKE J1a BApHpa
CTPOro WHAWBHAYAIHO W B
3aBUCHMOCT OT Rb3pacTTa.
Criejt yerewHo neveHme a
NPOALIKUTENHN XPOHHTHH
UH(PEKUHHN. HOKTUTE
00MKHOBEHO OCTABAT
Jiepopmupann.

IpodpnaakTHKa Ha
KAHN1034 1IPH
MALMHEHTH C
OpoabJKHTETHA
HeyTpoleHus

200 mg no
400 mg BeAHBK
JIHEBHO

JleuenneTo Tpadea na
3aMOUHE HAKOKO JIHW Npeidn
OYAKBAHATA HCYTPONEHUA 1
JId TIPOIbIAKH 7 IHN chefl
Bb3CTAHORABAHETO CJic]
KaTO HeyTpouinTe ce
nokadar Haja 1000 kneTku
na mm?,

CreyuaiHg RORVIayUU

Cmapuecka 8b3paci

Jlosuposkata TpabBa jla ce a1anThpa Bb3 0CHOBA Ha GuOpetHata pyHkuns (BA. hnopeuns,
VEPeNCOune).

Buvopeuno yepesicoane

JIupayKaH ce eKCKpeTHpa MPeUMyLIECTBEHO B yPHHATA KATO HEU3MEHEHO AKTHBHO B
KYpChT Ha NleeHNe e C eHOKpaTHa 1103a, He ¢ He0OX0AMMO KOpUTHpaHe Ha 1103aTa.
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[Mpu naumenTw (BKMoUNTENHO Jleua) ¢ yBpeaeHa ObOpeuHa (hyHKUHMA, KOraTo Ce Hanara MHOrOKPAaTHO
npuiIo)eHue na Gayxkonason. ce 3ano4pa ¢ MbpeoHauaiHa a03a 50 mg no 400 mg. ocHoBaHa Ha
MpernopbYBaHaTa AHEBHA [lo3a criopell rnokasanueTo. Chell mbpBoHAYaIHATA HATOBAapBALlla 1034,
JIHEBHATA J103a (CMope/l MHAHKALMKUTE) ce onpeaens no cjeaHata Tadnvua:

KpeaTnHnHoB KAUpLHe (ml/min)

IpoueHT OT NpenopbLYNTEHATA 1032

>50

100%

<50 (6e3 xeMoHan3a)

50%

Xemoauanusa

100% cnen BcAka xemMoauanusa

MaunenTute Ha xemoauanusa TpadBa aa nonyyasar 100% oT npenopbuaHarta 103a cie/l Beaka
Xemoaunanusa; npes AHuTe, cROOOIHN OT 1Nanuza, nauHeHTHTe TpAdBa Ja NoNyyaBaT HaMaseHa j103a B

CbOTBETCTBHE C KPEATHHHHOBUSA UM KIJTUPBHC.

Yepnodpoono vepescoane

Hanuure npu nauneHTH ¢ YepHOAPOOHO YBPeKIaHe ¢a OrpaHuueHH, MO Tazk NpHYHHA (IVKOHA30M
Tp#OBa fa ce nNpuara ¢ BHUMaHHE NpH NALMEHTH ¢ YepHoapoOHa auchyHKIMs (B, Toukn 4.4 n 4.8).

Ileouampuuna nonviavuus

an neauaTpuiuHaTa nonynagus HE OMBa na ce npeBUlliaBa MaKCHMallHa JIHEBHA fo03a OT 400 mg.

KaxkTto npu noao0HH HHd)CKLIHH MPHA Bb3PACTHU, NPOABIIZKHUTEITHOCTTA HA JICHEHHETO €€ OCHOBABA Ha
KJIMHHUYHHWA U MUKOJIOTH'YEH OTroBop. J.IH(bJ'l_\-’KaH CE€ npuiara Kato €1HOKpaTHa JIHEBHA 1034a.

3a neanaTpuHHKM NAUMEHTH ¢ yBpeaeHa ObOpeuHa QYHKLUMS BIK. JO3UPAHETO Npu Bbopedno
vepexcoane. MapMakoKnHeTHKaTa Ha (UIyKoHA30J1 NPH NeinaTpuyHa nomynanus ¢ o0bdpeina
HEZOCTATBUHOCT HE € MPOYUEHA (38 HOBOPOJIEHW, KOWTO HecTO NPOSBARAT NbpBHUHA OBLOpeUHa

HE3PATTOCT, MOJIS BHIKTE ﬂO-,Il()JIy).

Kvpuavema, vanxu deya u oeya (om 28 onu oo 11 coounu):

- Kanannosa na n‘prOHaqd'lHd n03a:
JAUTABULINTE 6 mg/kg

BeJIHBIK JTHEBHO

Mocnenpawa no3a: 3 mg/kg | 3a no-0bLp30 A0CTHraHe Ha

[TepBOHAUAnNHaTa 1034 MOKE /14
ObJIE M3I10J3BAHA MPe3 MbPBUS JICH

PABHOBCCHO CHCTOAHUE,

- MuBasusHa kananiosa | Jlosa: 6 no 12 mg/kg

B 3aBMCUMOCT OT TexkecTTa Ha

peuuanB Ha
KPUNTOKOKOB MEHHUHIHT
1npu Jaeua ¢ BHCOK pHCK
OT peumrIuBH

- KpunTtokokor BeJIHBIK JTHERHO 3abonsBaHeTO

MEHHUHTUT

- Moanbpxkawa tepanus | Jloza: 6 mg/kg eanbx B 3aBUCHMOCT OT TeKeCTTa Ha
3a MpejloTBpaTABaHe Ha | AHEBHO 3a00N9BaHETO

- [pogunakThka Ha Jloza: 3 o 12 mg/kg B 3aBUCHMOCT OT CTENEHTA U
Candida npwm BELHBIK [IHEBHO MPOALIAKNTENHOCTTA HA
HMYHOKOMMIPOMETHPAHU npeIn3BHKAHATA HEYTPOMEHHS (BXK.
NalneHTH JI03HpOBKATa MpH Bmpacmn)%

FOnowi (om 12 do 17 200unu);

B 3aBMCHMOCT OT TEMIOTO M pa3BUTHETO Npe3 nybepreTa, nekapat TpabBa jla npeueH Hif
(BBL3PACTHU MM Aeua) e Haii-noaxoasia. KnnHnYHNTE JaHHU MoKa3sar. ue Jeuara u

“F/; s .
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KJIIMpBHC Ha (iyKoHa3od, B cpaBHenne ¢ Bb3pacThuTe. Jlosuposka ot 100, 200 u 400 mg npu

Bb3PACTHU ChOTBETCTBA Ha 103MpoBKa oT 3, 6 u 12 mg/kg npu Aeua 3a nocTUraHe Ha cpaBHUMAa
CHCTEMHA EKCITO3NLNS.

besonacHocTTa M eheKTHBHOCTTA MPH NMOKA3aHWETO 3a MEHUTAIHA KaHAN103a TIPH NejHaTpuiHaTa
nonynauns He e ycranoseno. Hanuunure nanuu 3a 6e30nacHoOCT 3a ApYruTe NeaMaTpuyHi NoKasaHms
ca onucanu B Touka 4.8. Ako neveHNeTo Ha reHUuTanHa KaHanao3a npu toHown (ot 12 go 17 roauHu)
€ HAJIOKUTEITHO, MpHIaraHaTa 103MpoBKa TPAOBaA 1a ¢ CbllaTa KAKTO NPH Bh3PACTHH.

Hosopooenu na mepmuna (0 do 27 o).
Hosoponeuure otaenst (pykoHason 6arHo. Mma Manko (papMakoKMHETHUHH JaHHH, NOIAKPENsiLn
Ta3u JI03MPOBKA MPH HOBOPOJEHH HA TepMUHA (BXk. Touka 5.2).

Hoeopojienn Ha Cobuata jo3uposka mg/kg , kakTo npu He Duga 1a ce HaJIRMILABA
Tepmun (0 10 KbpMauerTa, MK Jela 1 deua Tpadea aa ce MakcumanHa 1o3a ot 12 mg/kg Ha
14 nun) npunara Ha Bceku 72 yaca. BcekH 72 yaca

HosopoaeHu Ha Cwluara po3npoBka mg/kg, KakTo npu He 6uBa na ce HaaBHLIaBa
TepMuH (oT 15 1o KbpMaueTa. Manki fela u Jeua Tpadsa aa ce Makcumanta 103a o7 12 mg/kg na
27 j1n) npunara Ha Becekn 48 uaca. BcekH 48 vaca

Haunn Ha npuioikerue

Jndykan Moske 4a ce npuiara nepopaiHo (Kancyiu, npax 3a nepopanHa cycreHsus u cHpoI) 1in
ype3 HHTPABEHO3HA HHQY3Hs (MH]Y3MOHEH Pa3TBOP), KATO TOBA 3aBUCH OT CHCTORHUETO Ha NALMEHTA.
[Tpu npeMuHaBaHe OT HHTPABEHO3EH KbM MepopaneH MbT Ha BbBEKAaHE, W1 o0patho, He e
HeoOX0/1MMa NMPOMsiHA B JIHEBHATA 11032.

JlexkyBawuaT nekap TpabBa J1a npeanuie Haii-noaxoasuara gpapMauesTHIHa dopma 1 KOINUECTBO
HA AKTHBHOTO BELLECTBO B 3aBHCHMOCT OT Bb3PACcTTa, TernoTo u jo3ara. KancynHara gopma He ¢
MPUroIHa 3a ynoTpeda npu kbpmaveta n Makn feta. ChIUIECTBYBAT NEpOPanti T4 HH hopmn Ha
pnyKOHA30J1, KOWTO €a NO-MOAXOAALLN P TA3U MONYTalHa.

Kancynute TpabBa fa ce NpHeMaT Leik W HE 3aBUCHT OT NPUEMA HA XpaHa.
4.3  TlpornBonokazaHus

CBPBXUYBCTEUTENHOCT KbM aKTHBHOTO BELLECTBO, CXOAHN a307I0BH CHEAMHEHIA, HITH KbM HAKOE OT
MOMOLLHNTE BellecTsa, n3bpoeHn B Touka 6.1,

Bb3 OCHOBA HA JaHHHTE OT MPOyuBaHe Ha B3aMMOJEHCTBUATA NPH MHOFOKPATHO [pHJjarate,
eIHOBPEMEHHOTO npujaraie ¢ TepdeHannt e NpoTHBOMOKA3AHO MpH MAUNEHTH, npuematiH
Jndhnykan KaTo MHOTOKpaTHa J103a 0T 400 mg AHEBHO WK TMO-BUCOKA, EAHOBPEMEHHOTO MpHIArane
Ha APYTH NeKapcTBeHH MPOAYKTH, yabmkasaum QT uHTepBana, KouTo ce meTabonuiupar upes
unroxpom P450 (CYP) 3A4. kaTo unsanpui, acTeMuson, MiIMO3HA, XHHHIAWH | ePUTPOMHLINH, €
MPOTHBONOKA3AHO MPH MAUHEHTH. NpHEMatly (pnykoHason (BxK. TOUKH 4.4 1 4.5).

4.4 CneumajHu npeaynpe:xacHus 1 NPeAnasHi MepKH npH ynorpeda

Tinea capitis
MyKoHA307 € NPoYUBaH NPN NIEYEHNETO Ha tinea capitis npy aeua. VeTaHOBEHO €, ue

NpeRb3XokKAa rpu3eodyIBHH 1 0dLIATA YCNEBAEMOCT € Auna no-manko ot 20%. o 7
Jndnykan He Gusa Jla ce H3N0/3BA NPH tinea capitis.




KpunTtokoxoaa

Hannure 3a epuKacHOCTTa OT NeveHHETO ¢ (MNYKOHAZ0N NPH NEUCHHETO HA KPUNITOKOKO3A € PA3NHYHA
JoKanu3auMs (Hanp. 6e101podHa U KOKHA KPUNTOKOKO3a) Ca OTPAHWNEHH, KOETO He NO3BONsBA 1A ce
HarpaBaT MPenopeKy 38 JO3UPOBKATA,

Abn00KH eHIEMHYMHU MHKO3H

JanuuTe 3a eUKACHOCTTA OT NEUEHHETO € (PIYKOHAIOR NPK JeueHieTo Ha apyTH dopMh Ha
SHIEMUYHM MHKO3U KATO NapakoKUHANOMUKO32, TUMAOKMKHA CNOPOTPHXO3a U XKCTOMITA3M03a <a
OrpaHuY¢HH, KOETO He NO3BONABA Ja ce HANPABAT NPeNOpbLKHU 3a T03HMPOBKATA.

Bubpeuna cuctema

Hudpryxan Tpabea na ce npuiara ¢ BAMMaHME NIPH PALHEHTH ¢ YepHoApoOHa AnchyHKUMA (K, TOHKA
4.2).

Han6nbpeyna HegocTaThUHOCT

HagecTHO €, Ye KETOKOHA30MLT NPUUHHABA HaA0BOpeyHa HeJOCTATBYHOCT M TORA, MaKap W pSIKo,
Moe 1a ce Habnopaea u npu (pnykoxason. OTHOCHO HaABBOPeUHA HELOCTATBYHOCT, CBBP3aHA ¢
eOHOBpeMEHHO NEYeHHe C MPEAHN30H, BUATe Tovka 4.5 | Edexty Ha hrykoHa3on Bepxy ApyTH
NeKapeTREHU NPONYKTH'.

XenatobunuapHa cucTema
Tvdnykan Tpabea na ce MpuAara ¢ BHHMaHWe TIPH NALMEHTH © YepHoApobHa AHCOhYHKUNS.

Juditykan ce cBbp3Ba ¢ pelKH CIyUYaH Ha CEpUO3HA YEPHOAPODHA TOKCHIHOCT, BRIOUWTENHO
CMBPTHY CHIYUAN, OCHOBHO NPH NALKWEHTH CbC CePUO3HH nodnexauin sabonasarus. B ciyuante na
XeTATOTOKCHYHOCT, CBbp3aHa ¢ (MTYKOHA30M, He € yCTAHOREHA BPb3ka ¢ o0luarta AHeBHA 1034,
MPOALIKHTENHOCTTA HA JIEHEHHETO, MOJA WK BbIpacTTa Ha NauuenTa. XenatoTokcHHHOCTTA,
CBBP3aHA ¢ (YKOHA30/, 06UKHOBEHO e Guna obpaTumMa Npy npekpaTaBaHe Ha NeUCHHETO.

MaunenTH, Npu KoWTo ce Habmonaeat aGHOPMHN MPOMEHU B UepHOIPOBHUTE DYHKUHOHAIHK TECTOBE
No BpeMe Ha NedeHueTo ¢ Giykonason, Tpabea Aa OBAAT NPOCNeNdBaHil 33 NPOABA Ha N0-CEPUOZHO
yepHonpoOHO yBpexaaHe, [TauneHTHTe TPIGBA Aa 6B0aT HHAOPMHUPAHH 32 32 CHMOTOMNTE, Yka3Bally
CEPHO3HH YepHOAPOOHH edekTr (3HAYUMA GCTEHUA, AHOPEKCHS, IEPCHCTUPALLD TadeHe, NOBPBILANE U
swbSiTeHrua). Hedenueto ¢ thnykonazon Tpabea He3abaBuo aa ce NPEKPaTH W NALWEHTBT A4 €€
KOHCYNTUPA ¢ nekap.

ChpAevHO-ChI0BA CUCTEMA
HsAkou 43071, BKIOYATENTHO QuIyKOHA307 ¢a CBbp3aHi ¢ yAbkarane Ha QT uHTepsana 8

enextpokapauorpamara. GaykoHason npedn3BUKEa yibkasane Ha QT upes MHXUGHpaHe Ha MOToKA
HA HOHWTE BLB BONTAK3ABMCUMITE Kanuerd kanany (Ii). Y abmkasaHeTo Ha QT, npUUHHEHO OT
APYTH NEKAPCTREHHM NPOIYKTY (KAaTO aMHOnapoH), Mowke 1a 6b/le yBETHHEHO MOCPECTBOM
HMHXHUOWPaHE Ha UMTOXPOM P450 (CYP) 3A4. Tlo BpeMe Ha MOCTMAPKETHHTORBOTO HabneHe, ca
YCTAHOBEHN MHOTQ pejIki CyYau Ha yabikasane va QT wHteprana n lorsades de pointes Npw
nauuenTn, npremanii Judaykau. Tesn ciyuan ca BKIIOUBANK TexkKo DOTHM NALHEHTH C MHOKECTBO
CMECEHH pHCKOBH GAKTOPH, KATO HANPUMED CTPYKTYPHH YBPEXAAHHS HA CHPUETO, CNEKTPOSIHTHH
HApyLeHUs: i CHABLTCTBALLO NIEHEHHe, KOETO MOJke Ja e lonputacsuo. [launenTnTe ¢ xunokanuems
¥ U39BEHA ChPAEUYHA HEJOCTATEYHOCT ca ¢ MOBHIUEH PHCK OT MOAB2 Ha HBOTO3ACTpAlIABALIM
KaMepHW apuTMU U torsades de pointes.

Jindpnykan TpaGsa Aa ce Npuiara ¢ BHUMAKKE IPY NALKEHTYH ¢ OTEHLUAIHO NPOAPUTMOreHH
ChCTOAHKA.

E/IHOBPEMEHHOTO [IPUNIATAHE € APYTH NIEKAPCTBEHN NPOAYKTH, 3 KOUTO € HIBECTHO, HE
QT nuTepeana M KoUTO ce MeTaboAH3HPaT upes UHTOXPOM P450 (CYP)3A4 e npoTng
Touku 4.3 u 4.5). /
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XanogaHTpHH

XanodanTprH yasnxaea QT HHTepBana npH NpenopbyHTEnHaTa TepaneBTHYHA 103a U e cybcTpat na
CYP3A4. Ilo tazn npM4HHa ¢ AHOBPEMEHHOTO NPUAAraHe Ha (bAYKOHA30N 1 XanohaHTPHH HE ce
npenopbyBa {(Bx. Touka 4.5).

JepMAaTONOrHYHH PeaKUHu

Mo BpeMe Ha ReueHHAETO ¢ AYKOHAZ0R NalHenTyTe PAAKO ca MPOABABANH eKC(ONHATHBHI KOKHH
PEAKLMH, KATO HATIPHUMEP CUHPOM Ha Stevens-Johnsan k TOKCHYHA eruiepManHa HeKpoHsa.
Chobulaea c¢ 3a ICKAPCTREHA PLakliMa ¢ cO3HHOMUINA W cHueTeMHN cumiaTomit (drug reaction

with eosinophilia and systemic symptoms, DRESS), INaunenture cbe CITMH ca no-cknonHu aa
PAIBMBAT TEIKKW KOWHH PEAKLMM KbM MHOKECTRBO IEeKApPCTREHH MPOTYKTH. AKO NAUHEHT, TeKYBaH 32
MOBLPXHOCTHA rLOMYHA HHdEKUMS, NoTyaY oBpHB, KOHTO MOe Ja ce ALMKU HaA GIayKoHa3on,
neuennero TpabBa aa 6bae npexpaTeno. AKO NalMenTH ¢ HHBA3HBHA/CUCTEMHA MyOHUHA HHdieKLMA
nonyuar oBpHe, Te TPAGBA Ja ce HaboaBAT BHUMATENHO U JTedeHHeTo ¢ pIyKoHazon Ja ce
NPEeKPaTH, aKo ce MOABAT GYNO3HN NIe3HH HITH MYyATH(HOPMEH EPHTEM.

CBpPbLX4YBCTBHTENHOCT
AHacbnnakcua e nabmronaeasa B peAkn coyuau (Bxk. Touka 4.3).

LinToxpom P450

daykonason ¢ ymeped CYP2C9 u CYP3A4 unxu6urop. ®nykoHazon e cblo MOLLEH HHXHOUTOP Ha
CYP2C 19, NauweHTy, npueMaliy eaHorpeMenHo Jndnykan 1 TekapcTBeHHN NPORYKTH ¢ TECEH
TeparnerTHYeH uHTepsan, Metabonuzupat upes CYP2C9, CYP2C19 u CYP3A4, Tpadea na &wvoar
HabnroaaeaHu (B, Touka 4.5).

Tepdienaavn
EnnoBpeMERHOTO NpUarade Ha GnykoHazon B 103uposkH nog 400 mg aHeBHO U TepdeHanHn TpaGBa na
€€ MOHWTOPHpA BHUMATENHO (BXK. Touka 4.3 1 4.5).

Kaununoza
TlpoyuBaHiisTa [0Ka3BaT MOBWILIABAHE HA HECTOTATA HA undexunnte ¢ Bugoe Candida, pasnnynu oT

C. albicans. Te uecto ca ectecTBeno pesuctentHi (Hanp. C. krusei v C. auris) nin Nokas3sat HamaleHa
yyRCTBHTENHOCT KbM (nykonazon (C. glabrata). Tpy TakuBa HHAEKLIN MOKE Ta & HeOOXOAMMA
allTepHATHBHA MPOTHBOTHONUHA TEPANUs BCACACTBUE HA HEYCTICWHO JICHCHUE. [Topanst Tora
TIPENTMCBALLLMTE NEKapH Ce CLBETRAT Ja BICMAT NPEARMIL HECTOTATA HA PEIHCTEHTHOCT KhM hnyKoHazon
npu paznitnn sugose Candida.

HasMotHi BeUECTBA

KaricyuTe ChIBPKAT TAKTO32 MOHOXMAPAT. TTauMeHTH ¢ peKu HACTEACTREHH npoSaeMu Ha
HEMOHOCHMOCT KbM FaNaKTosa, MbIIEH NAKTA3EH Te(HUMT UIH FI0KO30-ranakTo3Ha ManabeopSuus He
TpsbGBa 1a NpueMar TOBa NeKapcTBo.

JlhnykaH Kancyi ChabpKa No-Manko ot 1 mmol Hatpuii (23 mg) Ba Kancyna, T.e, MOKE J1a Ce KaKeE,
4e NPaKTHYECKH HE ChbIKA HATPHHA.

4.5 BiaaumopeiicTBHe ¢ IPYrH TeKAPCTBECHH TIPOAYKTH H APYTH dopMH Ha B3auMOACHCTEHE

E()HOG[JG_’UIGHHCIH’JLI VFIO@I)(;’(;CI Che CReOHUmE JeRAPCINBEH Y ITDO()V.R'I?IU ¢ NpOMOGOROKA3IARA.

Linzanpua: uma cbodILeHns 3a ChpPAEHHO-CHA0BH CHOUTHA, BRIIOURTENHO forsade de pointes, Nph
NaLMEHTH, HA KOUTO ¢a NPUATaHK Gy KoHA30M W LM3anphi ¢IHOBPCMEHHO. B xonTponupaHg
NMpoyYBaHe € yCTaHOBEHO, e eTHOBpeMeHHATa yrotpe6a Ha daykoHaszon 200 mg BelHD %&Wﬂ no/?
unsanpug 20 mg 4eTHpH MuTH AHEBHO BOIN 10 CHIHUHKAHTHO NOBHLUCHHE Ha NIa3M, _ GL—!.
uM3anpua M yasmkasade va QT uHTepsana. EAHOBPEMEHHOTO NPHIOKEHHE Ha hnyk
e NpoTUBONOKa3aHo (Bi. Todka 4.3).




TepdenHanvn: nopanu cepnozHy ChpACYHN APUTMHI, KOUTO Bb3HWKBAT BTOPUYHO B PE3YNTAT Ha
yabikasade Ha QTc-pHrepBana Npy NAaLKUEHTH, MPUEMALIH a30N0BH AHTHMHKOTHLIM 33€IHO ¢
Tepdienann, ca NPoBeeHH NPOYYBaHKA BLPXY Te3u B3auMoZeiicTeus. B npoyusaHe, npu Koeto
dnykonazon e npunaran B 103a 200 mg IHEBHO, He e YCTAHOBEHO Yb/hkaBake Ha QTc-uHrepsana. B
IPYro NPpoyyBaHe, MPH KOETO Ca H3NON3BaHK JHerHK Jlo3u oT 400 1o 800 mg dmykoHason, ¢ yeTaHoBeHO,
ue GayKOHA30M, NPUIOKEH B J103H, PARHH WITH MO-BHCOKU OT 400 mg AHEBHO, 3HAUMTENHO [IOBKILIARA
naa3sMeHuTe KOHUEHTPALKN Ha TepdeHATNH, KOraTo ABeTe NeKApCTRA ¢¢ NpHNaraT i koMGHHaLuS,
KomOuumpanoTo npunoxeHHe Ha hnyKoHas30N B A03M, PABHH Mk 1o-BHCOKH oT 400 mg, ¢ TepdeHainn ¢
NPOTUBONOKA3AHO (B3, Touka 4.3.). EAHOBPEMEHHOTO NpUNOKeHe Ha (Y KOHA3ZON B 103, NO-HUCKK OT
400 mg nnesHo, ¢ TepdeHaUH TpAOGRA BHUMATEITHO Ja € MOHUTOPHPA.

ACTeMN30N: eAHOBPEMEHHOTO NPUIIKEHWE HA GPNYKOHA300 ¢ ACTEMHION MOXKE 13 NOHWIKU KNMPbHCA HA
acTeMu3on. B pesynTaT NOBHIIEHHTE NIA3MEHH KOHUSHTPALIMH HA aCTEMH30 MOTAT A4 J0BelaT 10
yAabnxaBaHe Ha QT W peakn cnyuau Ha torsade de pointes. EXHOBPEMEHHOTO NpunoKEHNE HA
(riyKoHA30M M ACTEMM3QN € TTPOTHRONOKA3AHO (BXK. TouKa 4.3).

[TUMO3KA: BBIPEKH Y€ HE € MPOYUEHO it Vilro UNW in vive, €AHOBPEMEHHOTO NPHIOMKEHUE Ha
hITYKOHAZ0N ¢ NIMMO3H MOXKE Aa ToBee 00 HHXKOupade Ha MetaGonuaMa Ha numo3ni. [TosnuleHnTe
MNa3sMeEHH KOHUEHTPAUHK Ha IAMO3KA MOTAT 4 MoBeJaT 40 yAbmkasate Ha QT ¥ pelkv ciyual Ha
torsade de pointes. EnHoBpeMeHHOTO TIpUNOMNeHWE Ha GITYKOHA3ON K ITHMO3K] e NPOTHBONOKA3aHO (BkK.
Touka 4.3).

XUHUAKH: BBAPEKH ue He e MPOYUEHO i Vitre Wi in vivo, eAHOBPEMEHHOTO MPHIOXKEHHE Ha
(IYKOHAROT € XMHHAKH MeXe 13 JIoBee 10 HHXHOUpaHe Ha MeTabonM3Ma Ha XUHWAWH, TIpunaraneto Ha
XMHWAMH € CBhpP3aHo ¢ yabkaeane Ha QT W B penxu cnyuau Ha torsades de pointes. EAHOBPeMEHHOTO
MPHIGHKERME HA PRYKOHASON 1 XHHUANH € TPOTHROTION23aHO (B, Touxa 4.3).

EpUTPOMUIIUN: eHOBPEMEHHOTO MPHICKEHNE HA (AYKOHA30M M EPHTPOMHURH GH MOTTIO A MOBHLIY
pUCKa oT KapauoTokcHunocT (yawmkeH QT uHTepsan, torsade de pointes) W ¢ TOCTENBALYA BHE3ATIHA
Chp/leuHa cMbPT. EQHOBPEMEHHOTO MPHNOKEHHE Ha BRYKOHAON U ePUTPOMMUMH ¢ MPOTHBONOKAZAHO
{Bk. Touka 4.3).

EOHogpe MENHOMO RPWIOHCEHUE CbC CASOHUME ReKAapCMBEHY NPOAYKITY HE cg npEHOPLYRA.

Xanohantpun: (yKoHa30N MOKe /12 MOBULIH MIa3MEHNTE KOHUEHTPAUNH Ha Xano(aHTpuH nopajim
uHxubupane CYP3A4, EHOBPEMEHHOTO NIpUNIoXKeHHe Ha (ITyKoHa301 W XanodaHTpHE Moxke aa
MOBUILM PUCKA OT KApIMOTOKCHYHOCT (ybisken QT unTepearn, torsade de pointes) 1 BIoOC/1e/CTBHE
HA BHE3amHa cbpleuHa cMbpt. Tazu koMOUHauWs Tpadea ja ce m3barea (Bx. Touka 4.4).

Eonpepevenno npuiocesie, KOeMO USHCKGY NOBUIHEHO GHILMARHUE!

AMUHOIAPOH: EOHOBPEMEHHOTO TIPUITOKEHHE HA (MTYKOHAZ0JE ¢ aMUGIAPOH MOXE d YABIIKH QT
uHTepeana. Heo6xoauMo € NOBHILIEHO BHUMAHUE. AKO CE HAZara eJIHOBPEMEHHO NPUITOMkeHUE HA
(payronazon U aMuopapoH, ocodeno ¢ GrykoHazon BbB BHCOKa 1033 {800 mg).

E()HOE{DQ.-WE’HHOHTO RPUTOAICEHUE HA CRE()HIH?TE’ JAEeKAPCHGeHU HDO()VKIT’IH Hdhasa ?Z!’)E()HGS’HH AEPRU U
adanmupaile Ha 0e3ama.

EdiekT HA APYTH JIeKapCTBEHW IPOAYKTH BBPXY IYKOHAZON

PudaMIIULKH; €AHOBPEMEHHOTO NPHUIOKEHNE Ha BNYKOHA3ON 1 pU(AMITULIME € IOBEO 10 HAMANABAHE
0,
HA MNOLITA MO KPUBATA ¢ 25% U CKBCABAHE HA BPEMETO HA TIONYKUBOT Ha (hITyKOHa307 C 20%,

~

MOBKIUABAHE HA KO3dTa Ha (ZI)II}JKOHE’BOJ'I.

poyuBaHMATa Ha B3aMMOLEHCTBIATA TOKA3BAT, He KOraTo ¢uIykoHason 3a nepopan
pUeme EIHOBPEMEHHO ¢ XpaHa, LIUMETHIMH, AHTHALMIH 1IN cel 00.TbUBARE Ha Lid
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KOCTHO-MOIBUYHA TPAHCINAHTALNKS, He ce HabMoNaBa KIMHWYHO 3HAYHMO HapyLWeH e Ha abcopbumaTa Ha
dykosazon.

XuapoxnopoTnasijl: Bue dapMaKoKyHeTHUHO NpoyYBaHE 33 B3AHMOJSHCTBUSA €IHOBPEMEHHOTO
NPHIGKEHWE HA MHOTOKPATHU 10H XUAPOXNOPOTHAIUA NIPH 3ApasH JoOPOROIUN, PHEMALILY
(bryxoHa30M, BOAH 0 NOBHLIABAHE HA NNA3MEHHTE KOHUEHTPALMK Ha (rykonazon ¢ 40%. EdexT oT
TA3U BeMWYHHA He Gu TpsbBano Aa Hamara MpoMAHA B JO30BHS pexkiM Ha dayKoHason NMpu auua,
NpHeMaly enHOBPEMEHHO AHYPETHLN.

EdekT Ha dinykotazon gbpx TH NEKAPCTBEHH NPOAYKTH

DnyroHazon e yMepeH HHXHOKTOp Ha unToxpomM P450 (CYP) uzoensumu 2C9 u JA4. dnykoHazon ¢blio
€ MOLIeH HHXHOWTOp Ha w3oen3um CYP2C19. B fonbiHen e Ha HaBm0daBaHu Te/IOKYMEHTHPAHWTE
B3aHMOIEHCTBHA, CIIOMEHATH NO~I0Y, HMA PUCK OT NOBHLIEHA MAA3MEHA KOHLUEHTPALWA HA NPYTH
cbeTasku, MeTabonusupanu o CYP2C9, CYP2C 19 u CYP3A4, enHOBPeMEHHO IPUWITOKEHH C
dhaykoHazon. 3aToBa e HeoGXOIMMO NOBHICHO BHUMAHHE MPH NMPHIATAHE HA Te3H KOMOUHAUHR W
nauueHTHTe TpADEA BHUMATENHO na ce MOHHTOpHpaT. EQekThT Ha eH3UMHOTO HHXUOKpaHE Ha
drykorazon npoabmkaea 4-3 IHH CNed CTUPaHe Ha NEYCHUETO ¢ qUTYKOHA30MN, TOpagn TbIrH:
MONYKHUROT HA (pIIYKOHA30: (BXK. ToUKa 4.3).

ABpounTHHUG: (nykoHazon (uHxubHuTop na CYP2CI9, 209, 3A4) nosuilaka eKCMO3HLIMATA HA
AKTUBHZTA MOIEKYNA Ha abpouMTHHYUG cbe 155%. TpH eqHOBpeMeHHO NpUaaraHe ¢ guiykoHazon
Kopurupaiite 103aTa Ha abpounTHHUG B ChOTBETCTBYE C YKA3AHHATA B HH(OPMALIMATA 34 NPENNHCBAHE
Ha aGpoUMTHHHOG.

ANQeHTaHWI: NTPH ¢IHOBPEMEHHO Nevenne ¢ (rykoHason (400 mg} W HHTPABEHO3EH andeHTaHKT
(20 pg/kg) npu 3apasu 106posoniu croiinoctta Ha AUC 1o Ha andenTanus ce e nosuwiuna 2 Ny,
BepoATHO uped Huxubupane Ha CYP3A4. Moxe na e HeoOXoakMO aanTipane Ha 103aTa Ha
andeHTaHum.

AMWTPHIOTUIMH, HOPTPHATITHAMK: (hiryKOHA30M NOBHILABA ehekTa Ha aMUTPUITHIMH W HOPTPUIITHIIHH.
S-HOPTPUNTHIMH KUK S-aMUTPUOITUAMK MOTAT Jla OBIAT HIMEPBAHY B HAYANOTO HA KoMOUHHKpaNaTa
Tepanua M Clell eaHa ceamuua. Jlozata Ha aMUTPUTHIRH/HOPTPUITTHIMH TPAGBa 11 ¢ a1anThpa, ako e
HEOBX0ANMO.

Amcotepuupn B: eTHoBpeMeHHOTO NpHAGKeHWe Ha dITykoHason i am(oTeprind b npu HWHIeKTHpaHH
HOPMANIHK 1 KMYHOCY TPECHPAaHI MULLKW MOKA3RA CNIEAHHTE PEYNTaTH: MABK aIIHTHBEH
AHTUMHKOTHUEH edeKT NpH chetemua nHdexing ¢ C.albicans, nunca Ha B3aUMOIEHCTBHE NpH
wHTpakpannatia undexuns ¢ Cryprococcus negformans W aHTarOHW3LM MEXY [BETE NCKapCTsa 1ipn
cHeTeMHa HHpexuua ¢ Aspergillus fumigatus. KnuHAUHATA 3HAUMMOCT HA PE3YNITATATE, TOTYUEHH OT
TE3M NPOYUBAHHA, HE & H3BECTHA.

AHTHKOATYAANTH: TPH TOCTMAPKETHHTOBHSA ONUT, KAKTO U TIPY APYTUTE a3010BH aHTUMHKOTUAHH
CPEACTBA, Ca MONYUeHH ChOOUISHNA 3a KbpBEHE (CY(Y3UN, ENUCTAKCHC, TACTPORHTECTHHANIHO
KbpBEHE, XEMATYPHA M MEAIEHA), CBbpP3atif C YIb/KAaBaHe Ha npoTpoMOUHOBOTG BPEME TIPH NALMEHTH,
fpleMalli eHOBpeMeEHHO diykoHason u BapdapuH. o Bpeme Ha eAHOBPEMEHHOTO JIEHCHIE €
dnykonazon u papdhaprH. nNpoTPOMOKHOBOTO BPEME € OWIo YyBEAUYEHO 110 2 IbTH, HaK-BEPOATHO B
Pe3YATAT HA HHXKBHPaAHE Ha BapdapHHOBUA METABONUIBM YpE3 CYP2CS. TTpu naunenTh, npHemaii
KyMapUHOBH WJIH HHAZHAHOHOBH aHTHKOArY1aHTH CAHOBPEMEHHD C (pykorazon, NpOTpoMOHHOBOTO
BpeMe TPAORA N2 Ghle BHUMATENHO MOHNTOPHpano. Moxe ja ce HaNoXn alanTHpaHe Ha 103aTa Ha
aHTHKOATYIaHTa.

Bensonuazenusy (kpaTkoaeicTpaui), HANp. MUIa30Nam, Tpualonam: ciea nepopan
HA MUAA30N1aM (BIYKOHA30N € OBEN J0 3HAYNTENHO YBENHYEHHE HA KOHUCHTPALWA
0 eHXOMOTOPHM edexTy. EANoBpeMEHHOTO MOrNLLIAHE Npe3 yeTaTa Ha ayroH
Mupazonam 7,5 mg e ysennuuno AUC u BpeMeTo Ha NOoMTy3HBOT HA MHOA30MaM,
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W 2,2 nuTH. 200 mg aHeeHO NyKoHAz0N, NpUIoKeHH YenopeHO ¢ TpHasonam 0,25 mg nepopanyoe ca
yeenuuunu AUC 1 BpeMeTo Ha NONYXHUBOT HA TPHA30JaM, ChOTBETHO 4,4 NbTH 1 2,3 MBTH.
TMoTeHuMpaHe W yobikasaHe Ha eheKTUTe Ha TPpHazoNaM ca HabmoJaBaH npH ¢HOBPEMEHHO
neveHue ¢ dykoHaszon. Ao e HeoOXoANMa eJHOBpEMEHHA Tepanya ¢ DeH30AHAIENMHHHK TTpK
NaueHTH, NpUeMaly (paykorason, Tpadea qa ce obMHCTH HAMANABRAHE HA J03aTa Ha
BeH3oaMa3enuHa, a NAUeHTHTE TPAORA Na 6BAAT NONXOANIO MOHHTOPUPAHN.

Kapbamazenun: gnyxoHason nHxubupa metaGonnima Ha kapBSaMazenun v e nabrogasano
NOBULLABAKHE HA CEPYMHUTE HUBA Ha xapbaMazeninu ¢ 30%. ChliecTBYRA PHCK 32 PA3BHTHE HA
kapbamazeAMHOBA TOKCHRHOCT. Moske N2 ce Hanoxm Kopexums B no3ata ha xapbamazenvy, B
3aBHCUMOCT OT ChOTHOIUSHUETO KOHUEHTpaLna/edeKT.

KANUKHEBU AHTAMQHUCTH: HAKOW KANUWERBH aHTATOHUCTH (HUMeIHNMH, HIPATHITHH, AMITOIHITHH,
Bepanamun K dpenoannun) ce metadonusupar upes CYP3A4. Onykonason uma noteHunan aa
NOBHIUHW CUCTEMHATA eKCITO3MSH Ha KanuueBUTE AHTarOoHUCTH. npt‘.‘nOp'h'-IMTEﬂHO € yecTo
MOHHTOPHPAHE HA HEXKETIAHHTE NekapcTBEHH peakiu.

Lienekokcu®: no epeme Ha eNHOBPEMEHHOTO NpHIToXeHe Ha dnykoHason (200 mg nHesHo) U
uenekokenb (200 mg) Cnax 1 AUC Ha uenexokcnt ce nosuiuasa ¢ 68% i 134% cworeeTHo.
[TonosuHaTa oT fo3aTa LenekokocHd Moxe na Ohae HoCTaTbuHA, KOFaTo ¢e koMOunvpa ¢
¢rykoHazon.

Luknodochamun: komGunnpana Tepanig ¢ uMknohochaMiud U GnyKoRa3en BOJH 10 TIOBHILEHHE Ha
BumdpyOuHa u KpearHHitHa B cepyma, KomGuHualuaTa Mosxe 2a ce W31003284, KaTo Ce UMA NPEABN
PUCKBT OT TIOBKLUEH cepyMeH OHNUpYGHH 0 KPeaTHHUH.

OenTanun: chobluen eand dataneH cayyaid Ha MHTOKCHKaUUA ¢ ieHTaHN T, AbMKaLLE CC Ha
EB3MOWHO BIaumoielicTaie Ha henTanun ¢ GuykoHason. B IOMbiHeHNE TIpK 3ApabH 100poBosiliM €
nokasaHo, ue GIyKoHa3on 3abaBs 3HATHMO STUMUHUPAHETO HA (pDeHTaHWI. Y BenuueHarTa
KOHLEHTpaLMs Ha (peHTAHUN MOKE Ad AOBEE 0 pecrupatopHa aenpecns. MNatkenTure TpaoRa
BHUMATENHO Ja C& MPOCNeAaBaT 3a NOTEHIMANEH PUCK OT pecTipaTopHa aenpecis. Mowe 1a ce
HAOKAT KOPEKUMY HA 103aTa HA (eHTaHNIL

HMG-CoA pefyKTasHi fHXUGHTOpH: PUCKBLT OT MUOTIATHS K paboMHON|3a e NoBULLARA
(RO303aBHCHMMO), KOraTo YKOHA30N ce npunara eJHOBPEMEHHO ¢ HMG-CoA penykTasiu
uHXUbUTOpH, MeTabonmranpatuy ce upe3 CYP3A4, xaTo atopBacTaTHH W CHMBACTaTHH HITH HPE3
CYP2CH kato dnyeacTaTni (MOHUKeH YepHOAPoOEH METabOINIBM Ha CTAaTHHA). AKO € HeOBXOIUMA
KOMGHHUpaAHA Tepanus, NAUMEHTHT TPAOBA Na ce HabTH01aBa 38 CUMITOMU HA MHONATHA H
pabaoMuonusa W KpeaTHHKHHA3aTa TPADea 21a ce MOHUTOpUPA. HMG-CoA penykrazHuTe
WHXHBHTOPH TPAGRA A CE CIIPAT, KO ce HAbND1aBa 3HANUMO YRENMUYABAHE HA KPEATUHKUHARATA WIH
ce IMArHOCTHUMpA WITH Tipeanoara Muonatia/pabromioniza. BeamoxkHo € 1a ca neodxopumu fo-
HickH 103 HMG-CoA penyKkTasHi HHXUOUTOPH ChITIACHO YKA3aHHATA B KPATKUTE XapAKTCPUCTHRN
Ha CTATHHMTE.

MGpyTHHMG: yMepennTe nHxuGHTOpH Ha CYP3A4, kato tnyxoHa30en, NOBMILABAT TNA3MEHUTE
KOHUEHTPALHH Ha HOPYTHHHD U MOTAT 112 NOBHLIAT PHCKA OT TOKCHUHOCT. AKO TaKaBa KOMOWHALINA He
MOYE 1A Bbae u3bernara, Hamanere 4o3ara Ha HOopyTuHUG Ha 280 mg BedHBK NHEBHO (IBe Kancynu) 1a
BPEMETO HA IPUNGKEHNE HA HHXUBUTOPA H OCHTYpeTe LWATENHO KIIKHITYHG TPOCENABANE.

MpakadTop (cAMOCTOSTENHO WY KOMOMHWPAH C NEKAPCTRA B ChUKA TCPANEBTUNEH Knacy:
e IHOBPEMEHHOTO TIpHITOKEHNE € UBakahTop - NoTeHUHWaTOp Ha TpaHCMEMOPaHHUS
perynatope bentbk, HapeueH CFTR-npoTeun (Cystic Fibrosis Transmembrane Conduct
Regulator), nosuirasa 3 mMbTH eKCNO3ULUATA HA wsakafprop W 1,9 MhTH EKCTO3HUNATA
xuapoxcumetni-ueakadrop (M), Hamanaeane na f103ata Ha uBakadTOp (camMmocTos
KOMBHHUPAH) € HeoBX0AMMO CHrIACHO YKA3AHKATA B KPATKATA XApaKTePUCTHKE Ha
(CaMOCTOATENHO HITH KOMOUHHPaH). !
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Onanapub: ymepenute unxunbutopin Ha CYP3A4 kato duiyKkoHa30N NOBHILABAT Ma3MEHUTE
KOHUEHTpaUKUH Ha onanapud — CbNbTCTRALLATA M yIIOTpeba He ce Npenopbusa. AKO KOMOUHUpaHETO
UM He MOKe 2a ce n3lberde, no3arta onanapud na 6bsae orpainuena no 200 Mg JiBAa OLTH JHEBHO.

Unmynocynrpecantu {Hanp. QHKNOCNQPHH, EBEPOTHMYC, CHPOMUMYC M TAKPORHMYC):

LIMKnocnopun: (yKkoHa30n NOBMULLIABA 3HAUMMO KOHLEHTpauusta ¥ AUC Ha UHKNOCNOpHH,. [To Bpeme
Ha eJIHOBPEMEHHOTAO TieverHe ¢ (iykonason 200 mg aHeBHo W kocnopus (2,7 mg/kg/nHesno) e
Habnogaeano nosdterue Ha AUC ua UHKIOCTIOPHH B paMkkTe Ha 1,8 mbti. Tazuw koMOHnalua moske
na ce W3MNoN3Ba, KATO Ce HAMANHK 103aT4 Ha LMKOCIOPHH, B 3ABUCHMOCT OT KOHUEHTPALMATA Ha
UHMKTOCTIOpHH.

EBEPONMMYC: BBIPEKH, HE He € MPOYYUEH (A ViV HITH (7 Vifro, (BRYKOHA3OM MOWE A8 TOBHLWH
CEPYMHHNTE KOHUEHTpAUHKW Ha eBeponuMyc upes nHxubdupane Ha CYP3A4.

Cuponnmyc: GpryKoHa3on MoBMILARA MNA3MEHNTE KOHLIEHTPALMKH HA CHPONMYC BEPOATHO 4pes
MHXHOKpaHe Ha MeTabonu3Ma Ha cuponumyc upes CYP3A4 u P-rnukonportend. Tasu komGutanma Moxe
Jl2 Ce W3NON3BA, KaTo Ct aAanTHPa 403213 Ha CHPONHMYC, 8 3aBHCHMOCT OT CHOTHOLIEHHETD
eQeKT/KOHLUEHTpaLHS.

Taxposumye: payKOHA30N Mase Aa MOBHALIW 10 5 MBTH CEpYMHUTE KOHUIEHTPALIMH HA NMepopantHo
NipyUeMaHns TagpoluMyc Nopasu MHXUOUpaHe Ha MeTabonusma Ha Takpoaumyc upes CYP3A4 B yepeata.
Hsma Habntonarauu sHaUMMH (PAPMAKOKWHETHUHW NPOMEHH, KOTATO TAKPOAUMYC Ce TIpHniara
UHTpaBeHo3Ho. [ToRHIIEHHTE HIBA HA TAKPOTMMYC ce ¢BBP3BAT ¢ HedpoTokeHIHoeT. [lozaTa Ha
MEepopanHe NpunaraHng TakpoiMyc Tpabea Jla ce HaMan| B 3aRUCHMOCT OT KOHUEHTpaUUaTa Ha
TAKPOIHMYC,

JlocapTaH: guryxoHaszon nuxubupa MeTabonu3Ma Ha OCapTaH 0 HErOBHS aKTHBeH MeTaboinT (E-31
74}, 0TroBOpeH 3a Hali-rofNsgmMa 4acT OT HEroBHA aHTUOTEHIUH-lI-pelenTopen aHTaroHU LM NpH
NeueHHeTo ¢ nocaprad. MagneHTiTe TpsaOEa NOCTOAHHO Aa HaOM0AABAT KPBEHOTO CH HandraHe.

Jlypasunon: ymepeHuTe Huxu6uTOpH Ha CYP3A4, kato urykoHason, MoraT Ja NoBWILAT MiasMeHuTe
KOHUEHTPAMY HA JTypa3HioH. AKO He MOXKe fa ce W3berHe chibTCTRallla yNoTpeda, HamasneTe nosarta
Ha NIYPasHLOH CHINIACHO YKA3aHUATA B KPATKATA XAPEKTEPHUCTHKA Ha JiyPasuacH.

MeTanon: gpryKoHason Moxe Ja MOBWLLIN CepyMHATa KOHUEHTpauna Ha metanon. Moxe na e
HeOGXOAHMO ANANTHPAHE Ha A03aTa HA METAJ0H.

HecTepoHaHH OpOTHBOBBINANHTENHN cpencTha: Coa 1 AUC Ha duypSunpoden ce noruasart ¢ 23%
u 81% CbOTBETHO, KOTATO Ce TIpUNara ¢ QyKoHa30, B CPABHEHHE ChC CAMOCTOATENHOTO NPHIOKEHHE
va duypbunpoden, Tiono6H0, C e 1 AUC ra hapMakoNorHIHO aKTHBHUS HIOMED [S-(+H)-nbynpodeH]
ce noruasar ¢ 15% u 82% choTBeTHO, KOraTo (IYKOHA3ON ce NPUiara eAHOBPEMEHHO ¢ palleMHUeH
udynpoden (400 mg), B CPaBHEHNE CBC CAMOCTOATENHO MPHAOKEHHE Ha paLEMHUCH nbynpodeH.

Bunpeky de ne e cneundnuHo npoyyeH, GriyKoHA307 HMa NOTEHUHAN 12 NOBULLIN CHCTEMHATA
ekenosuuna Ha apyru HCTIBC, kouto ce Metabonusupat oT CYP2C9 (Hanp., HANPOKCEH, IOPHOKCHKAM,
Menokchkam, auksioderak). [Tpernopbuea ce ecTo HaGMIOICHHE 33 HEWENAHHTE JEKAPCTBEHN PeakLuv H
TOKCHHHOCT, cBbp3adn ¢ HCTIBC. Moxe na e Heobxoaumo ananTHpade Ha 03aTa Ha HCMBC.

DenutouH: grykouason HHxHGHpa vepHoapobHIA MeTabonuibM Ha deruTonH. EaHOBpeMEHHOTO

MHOrOKPATHO pHAarave Ha 200 mg daykoHazon u 250 mg (peHHTONR HHTPABEHO3HO € npe

TOKCUYHOCT.
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[Tpennu3on: WMa cHoOLIeHHe 3a eIWH clyvail Mpk YepHOAPOOHO TPAHCTUTAHTHPAH MALHEHT, TEKYRAH ¢
NpeAHW30H, KOIHTO pasBHEa 0CTpa HALOBOpeyHa HEAOCTATBYHOCT CIeN MPEKBCRAHE HA TPUMECEHHA
Tepanus ¢ gykoHazon. Tpeanonara ce, ue NpeKbeBaHeTo Ha GIyKOHA30/1 TIPHUHHABA YBETMYEHHE HA
aktuBHoCcTTa Ha CYP3A4, koeTo Bogu 0 nOBMIICH MeTAG0AMIbLM Ha Mpeann3od. TauyenTiTe Ha
MPOABIHKUTENTHO NEdeHHe ¢ PITyKOHA30N M NpedHU30H TpaOka fa 6bIaT BHHMATENHO MpocneqABaH 3a
HENOCTaTLYHOCT HA Hag0LOpeUHaTa KOpa TpH CMRpane Ha duykoHazor.

PuabyTuH: dinykonazon noBUIUABA CepyMHUTE KOHLUEHTPAUUH Ha pHdabyTHH, KOeTO BOJH 10
nosuwasane Ha AUC Ha pudadytun ¢ 1o 80%. Mma cbobLieHnd 32 YBEWT NPH NauMeHTH, NpH KOMTO ca
OPUBACAHH eHOBPREMEHHO pyKOHAON U pUabyTUH. pyr koMEUHMpaHa Tepanus TpAGBA oa ce uMaT
NpeaBud CHMITOMUTE Ha TOKCHYHOCT OT pH(aby THH.

CaxsunHapup: iykoxaszon noeuiiaba AUC U Cunex H2 CAKBHHABHP CHOTBETHO ¢ NpHOIUaUTeaHO 50%
¥ 55% nopaaH WHXHEWpaHeTo Ha YepHogpobHHA MeTabonuasM Ha cakBHHaBRHp oT CYP3A4 u
WHxudnpaveTo Ka P-roukonpoTtend. BiauMoaeiicTare ¢be cakBUHABIP/PUTOHABKD HE & MPOYUBAHO U
Moxe aa Otje no-u3ipaseHo. Moxe na e HeoOXoQMMa KOpPeKUMA HA 103aTa HA CAKBUHABHD.,

CyniaHunypefiHi NEKAPCTBEHW TPOAYKTH: YCTAHOBEHO €, Ye dUIYKOHA30M Y ALIXKABA CEPYMEHE
MOMY>KHBOT HA €THOBPEMEHHO NpPHNAraHUTe MepopanHu cydaHnTy peithn cpejicTra (Hanp.
xaopnponamui, raMBenknaMi, rnunusnA, Tonoy TaMMa) ipH 30pasy nodposonuy. [1o Bpeme na
eHOBPEMEHHO MPUIoIKEHHE Ce TTPENophYRBA HeCTO MOHUTOPHpAHE Ha KPBEBHATA 3aXap H MOAXOAALIO
HamaneHHe Ha £03aTa Ha cyndannnypeiinis NpoLyKT.

Teodunun: B nAaueto-KOHTPOIHPAHO NPOYUBAHE 32 B3AMMOIEACTBHE NPUAOKEHHETO HA (Y KOHA30
200 mg 3a 14 141 BOAW N0 HAMANEHHWE HA CPEIHWA NIa3MeH KIMPLHC Ha Teopunun ¢ |8%. TTauneHTuTe,
KOHTO NOMYYABAT BUCOKW 103K TeOhUNNH WK KOWTO NOPANY APYTH IPHUHKN €A ¢ BUCOK PNCK OT
TeodUIHHOBA TOKCHYHOCT, TPsiBRa Ja OuaaT HabMoNaBaHK 33 NPHIHALK HA TeOdUIMHOBA TOKCHYHOCT,
Joxato npuemMar (aykoHason. Tepanusrta Tpabea fa ce MOAUGHLMPA, aKO BB3HWKHAT ITPU3HALIA Ha
TOKCHUHOCT.

TodhaunTHHUG: eXCIOIUUMATA HA TOPALMTHHNG € MOBHILIENa, KOTATO TO(ALUTH HWO ce mpunara
CHITBTCTRALIO € APYFH IEKAPCTBEHH TIPOAYKTH, KOUTO MIPEM3BIUKBAT KAKTO yMepeHo HHXUOHpaKHe Ha
CYP3A4, taka v Mowwto uHxuGupane va CYP2CI19 (Hanp. dityxonaszon). [1o Tazu npuyuna ce
MpenopbUBa HAMANABANE HA 103aTa HA TodauMTHHNG HA 5 My BEANBIK AHEBHO, KOTATO Ce KOMOMHUPA €
TAKHBA AEKApCTBEHN TPOLYKTU.

TonBANTAH: CKCIO3MUHATA HA TONBANTAH € 3HAYUTENHO NoBuweHa (200% 3a AUC; 80% 3a C max ), KOTATD
tonranTaH — CYP3A4 cyOeTpar, ce Nipunara eTHOBPeMeEHHO ¢ diyKOHA30M — yMEpEH CYP3A4
MIXUBUTOP. € PUCK OT 3HAUMTEIIHO YBENNUESHNE HA HEWENAHUTE peakUiu ocoBeHO IHAYNTETHA INY pesa,
JexuapaTauus v ocrpa GbopetHa HejoeTaTeuHOCT, B cnyyail Ha eHoBpemMenia ynoTpeda o3ara Ha
ToneanTaH TpsGea Aa 6bae HAMANEHA, KAKTO € YKa3aHO B HHGOPMAUMATA N0 NPEANHCBAHETO 3a
TONBANTaH, 1 NAUKENTLT TPRGEa uecTo Aa Gblle NPociendBaH 3a HEXENaHH PEAKLIMH, CREP3AHH C
TONBANTAH,

Buika ankanowii: BLIPeKy Ye He € PeyHeHo, (iyKOHA30M MOKE 13 NOBKHLIN NIasMCHUTE HNBA Ha
RUHKA ATKTOHINTE (HATIP., BUKKPHCTHE 1 BTHONACTHH) W Aa IOBE/IE 10 HEBPOTOKCHTHOCT, KOCTO €
BBH3IMOKHO NOpaad MHXUbHpang ediekT no 0THOLLIEHHE Ha CYP3A4,

BuTamiH A MMa cboBIHEHHEe TPH eHH NALMEHT, MpUeMall KOMOUHHpaHa Tepanus ¢ Tpane-

PETHHOMAHA KMCENHHA (KHCENMHHA GOpMA HA BRTAMHH A) 1 Ny KOHA3ON, NPY KOHTO ca BL3HUKHAIN
HeKEeNaH AeKapcTBEeHW peakuni, CBbp3anH ¢ [JHC nox dopmata Ha nepeBGpaneH McesaoTYMOD,
KOMTO €& OT3BYYANM NPH CIHPAHE HA NEeHEHNETO ¢ (UIYKOHA30M. Tasn komBrHAUMA MOKE J
MaMoN38a, Ho TPAGBa ja ce Mva ipeaBra prckeT 3a LIHC Hexenakn peakuny.

Bopuxonason: (rnuxubutop na CYP2C9, CYP2CIO v CYP3A4): e1HOBPEMEHHOTO
BopHKkoHazon nepopanto (400 mg Ha 12 yaca npes MbpBUs ACH, nocneaganu ot 2
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2,5 aHn} u dnykoHason nepopanHo (400 mg npes nbpens neH, nocneagadu ot 200 mg Ha 24 vaca 3a 4
AHK) Ha 8 3apaeu NeOPOBONUY OT MBIKKK [0, BOJAT A0 NoBHLIaBaHe HA Cua M AUC Ha
BOpUKOHa30M cpefHo ¢ 37% (50% CI: 20%, 107%) u cvoTeeTHO 79% (90% CI: 40%, 128%). Hee
YCTAHOBEHD KaKBO HAMANRBAHE Ha N03aTa/HAN HEeCTOTaTa Ha BOPHKOHA3ON M (pAYKOoHa30n Gu
eJTMMHHUPAIIO TO3W EhEKT. AKO BOPUKOHAZON Ce MPHNTAra HeMoCPeICTBEHO cnel diykoHason, ce
NPENoPLYBa NPOCEAsBAHE HA CRHP3AHNTE ¢ BOPHKOHAZON HEXelaHH peakuun.

3unosymue: drykoHazon nosuiara Cuwe M AUC Ha 3up0By miH ¢ 84% 1 74% cROTBETHO, Mopaan
ApHONU3UTENHO 45% HaManeHHe Ha NePOPATHHA KITUPBHC Ha 3UTOBY IHH. TTonyKMBOTHT HA IWA0BY/IMH €
CBILIO Taka yAbMKeH ¢ Npudansutenno [28% npu xomBuHNpaHa Tepanua ¢ gnykoHason, [MayuentuTe,
nony4aealuy Tasu KoMBUHaums, TpAaOBa 1a GbJaTa HAbMOAABAHM 32 PAZBUTHETO HA HEKENAHW peaklini,
CBBP3aH1 ChC 3UN0BYAHR. Moske na ce 0OMWCITH HaMalgRate HA J03aTa Ha 3WAOBYAHH,

AZUTPOMMUMH: B OTKPUTO, PAHAOMHINPAHO, TPOHHO-KPBCTOCAHO NPOYYBaHe MpH 18 3aparu
N06pOBOILUM € oleHeH edeKTBT Ha eAMHHUHA [TePopaHA 1038 aznTpoMuiuH 1200 mg Bbpxy
(papmakokHHeTHKATa Ha e GMHWYHA Nepopanka fo3a dnykonazon 800 mg, kakTo U eekTHTE Ha
durykoHazon eupxy apMakoKMHeTHKaTa Ha a3NTpoMULMH. He e ycTaHOBEHO 3HAYHMO
(hapMaKoKUMHETHYHO B3aMMOREHCTBHE MEXAY (PIYKOHA30N 1 A3UTPOMHLMH.

[lepopanHH KOHTPALEIITHRH: NPOBEIeHH €A ABE PapMaKOKMHETHYHY NPOYHUBaHUs ¢ KOMOUHNpaHY
nepopanti KOHTPALETITHEY ¥ MHOTOKPATHY JT03H uTykoHason. He ca yeraHoBeHH 3HAYHMM eerTH
BLPXY XOPMOHAIHOTE HUBO MPH NMpoyyBateTo ¢ 50 mg GnykoHazon, gokato mpr 200 mg AHeBHO MNOULTA
MoJ KPUBATA HA TUHUNECTPAIHON 1 NEBOHOPrECTpen e HapacHana cLoTBeTHO ¢ 40% u 24%.
CrnenoBaTeHO He MOXKE 1a Ce OYaKBa MHOTOKPATHO NMPHITAraH|AT B TAKMBA 103U (PIyKOHA30N 1a UMa
nebnaronpusTen edekT Ebpxy eHKacHOCTTa Ha KOMOHHUPAHHWTE NepOPATHU KOHTPALIENTHBH,

4.6 @epTHRHTET, HpeMEHHOCT H KbpMeHe

BpemeHHocT
Eano obcepBalnoHHO NPOYYBAHE MOKA3BA HATTHYNE HA YBEITHYEH PHCK OT CIOHTaHEH abopT npy KeHH,

JREKYBaHH ¢ GAYKOHAZON NPEe3 MbPBOTO TPUMECEUNE.

JIaHHUTE OT HAKOIIKO XHITAAN GPeMEHHH KeHW, TTEKyBaHH ¢ KyMynaTusHa Jlosa <150 mg daykoHazon,
MPUAGKEHH MPe3 TTHPBHS TPHMECTHP, He NOKA3BAT NOBHIIEHHE Ha 00ILIMA PUCK OT MandopManiv Ha
detyea. B eHO ranamMo o6cepBalHONNO KOXOPTHO NPOYSRAHE eKCITO3KUMSITA HA NepopateH rykoHazo
[pes MbPBHA TPUMECTBP & CHbP3RA C JIEKO MOBUILIEH PHCK OT MYCKYIIHO-CKENETHH MarthopMatiki,
CHOTBETCTRALH HA NPHOTM3NTENHO | lonsaHWTeNeH ciydai na 1 000 %keHW, NexyBaHM ¢ KyMyIaTHBHYI
N034 <450 Mg, B CPABHEHHE ¢ WEHH, JIEKYBAHH C 2307IH 32 JOKATHO NPUIOKEHNE, W Ha NPHONH3UTENTHO

4 gombanutenHy ciyuas Ha 1 000 sxkeHu, TeKyBaHH ¢ KyMynaTHRHU 1031 Hajl 450 mg. Kopurupannar
oTHOCHTeNeH puek e 1,29 (95% CI 1,05 o 1,58) 3a 150 mg nepopanies drykorazon u 1,98 {95% CI

[,23 no 3,17) 3a no3n Hag 450 mg uiykoHazomn.

HMa choBLiesa 3a MHOTOGPOIiHIL BPOJIEHH AHOMATHH (BKNIOUHTENRHO Opaxuuedanis, IMCrnasus Ha
vinuTe, rosMa npeiHa (hoHTanesa, HeMOPANHO UBKPHUBABAHE 1 PATHO-XyMepallHa CUHOCTO3a) TIPH Jeua,
YHUTO MAIKK ¢A TEKYBAHW HAR-MANKO TPU KK MOBeHe MECEUA ¢ BHCOKH 03N (400-800 mg aneruo)
(hILYKOHAZON 32 KOKIIMANOWIOMHKOD3A. BpbikaTa Meway ynoTpebata Ha QUiyKOHA30N W Te3u ChOuTUS He ¢
ACHA.

[poy4BaHUATA NPH KHBOTHH Ca NOKA3ANH PENPONYKTHBHA TOKCUHHOCT (B3k. Touka 5.3).

ﬂpe,un 3&6peMeHﬂBaHe ce npenoptusa neprol Ha MeOUKaMEHTO3HO OUUCTRBAHE OT l'[pH6ﬂl/I3IflT

NedeHue (BX. Touka 5.2).

ITo BpeMe Ha BpeMeHHOCT He TpabBa Aa ce M3MoN3Ba quTyKRoHA30M B CTAHAAPTHH JO3H
KPATKOBPEMEHHM JICYEHHsI, OCBEH aKO HE € abCOMIOTHO HEOGXOANMO.
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Io apems na BpemenHocT ne TpADBa 12 co U3N0N3Ba AYKOHA30N BbB BUCOKA 103d H/UNU B CXEMA ¢
MPOABIKHTETHO TPHIMKEHHE, OCBEH TIPH TIOTEHIIHANHY #URBOTOZACTPALLIABALIM HRMEKLHM,

KnpMene

@uykoHA30N NPEMUHARA B KbIMATA W BOCTHIA KOHLUEHTPALMK, CXOAHH HA TE3H B [11a3MaTa(BK,

Touka 5.2). KbpMeHeTo Moske Jla He ce cNHpa TIpK eIHOKPATEH MpHeM Ha 2o3a oT 130 mg dnykonazon,
KupMeHeTo He ce NpenopbuBa MPH NMPHEM HA2 MHOTOKPATHI WIIH BHCOKM 0341 guiykoHaszon. [lonsute o1
KbpPMEHETO 32 Pa3BUTHETO W 3/1paBeTo Tpa(Ba 12 e BIeMAT NIPEARHI 3A8AHO C KUHHYHUTE HYHIM Ha
Maitkata oT Judnykad 1 Aa ce ChbNOCTARAT ¢ Bb3MOWHUTE HeXeNnaHu peakuuy oT Judiykan npu
KLpMAdeTo WK OT NOSASKALLOTO CCTOAHKE HA MaiikaTa.

DepTUnurer
DnykoHA30N He BANSE Bbpxy (GEpTUIHTETA HA MBIKKH HIM SKEHCKN NbXoBe {BkK. TouKa 5.3).

4.7 REdexTn BEPXY cHocoGHOCTTA 32 oGHpaHe H padOTa ¢ MAIUHHK

He ca nposexiany mpoyubatig 3a epekra na [Judmykad BbpXy cnoco0HOCTTa 33 Wodmpare 1 pabora ¢
Mawudu. Maunentite TpaGsa 1a 6baaT OpeAYNpEASHH 3& EBESHTYAARA NOABA HA 3AMAAHOCT MY
AprnafbUM (Bxk. Touka 4.8) no Bpeme Ha evenueTo ¢ Juduykas 1 Tpadea fa 6bAaT NOCHBETBAHM /12 He
togHpar W Ia He paBoTAT ¢ MALIHHA, ako NPOSBAT HAKON OT TE3H CHMNTOMM,

4.8 Hexenani TeKapcTEEHH peakuu
PezioMe Ha Npoibuiia Ha DE30ITACHOCT:

C10061aBa ce 32 NekapcTBeHa Peakuus ¢ eosurodunus 0 cucteMun cumntomn (DRESS) 1B Bphika ¢
neueHHeTo ¢ (hryKoHason {Bx. Touka 4.4),

Haii-uecTHTe HesKeNlaHH Jlekapcyedit peakiid (1/100 a0 <1/10), 32 kouTo ce choOIIABA, Ca
rnasoBonHe, KopeMHa GONKa, IMapHi, raieHe, MoBPblIAtE, MOBULIEHH CTORHOCTH Ha CepyMHaTa anaiiH
amuHOTpaHcdepasa, NOBULLIEHH CTOHHOCTH Ha cepyMHATa acnapTar amunoTpaHchepasa, NOBHINEHK
CTOMHOCTH Ha ankanHara ocdarasa n oOpUB.

CReiHITe HEXeNaH IeKapeTBEHH PeakLiny ca Gunn Habmomasani i cbobluasaik no speme Ha
aeveHnero ¢ Judnykan Cbe CAeRHHTE YECTOTH: MHOTO HECTH: (=1/10); vectn: (= 1/100 no <1/10);
neuectn: (= 1/1 000 no <1/100); peaxu: (= 1/10 000 o = 1/1 000); mHoro peaxi: (< 1/10000), ¢
Hel3BECTHA YecToTa (0T HATMUHNTE JlaHHHM He Moxe Ja 6bie HarpaBeHa OlIgHKA).

Cucremo- YecTH Heuectn Peaxu C veniBecTHA
opraHeH KJaac YeCTOTA
Hapyulenus Ha AHemMua ATpaHyIounTO?4,

KPBETA H NEeBKOMNEHM,

JaumpHaTa TPOMGOUHMTOCHNS,

CHCTEeMA HEeyTpOoNeHus,

Hapyuienna Ha Anadunakcus

HMYHHATA

CHETEMA ]
Hapymesns Ha [ToHM¥ken ANeTHT | XUnepxolecTeponemua,

MeTahoInIMa H XUTIepTPUrIMLEPEMHA,

XpaHeHeTo XHNOKANHEMHSA

McuxuaHK COMHONIEHTHOCT,

Hapywlenus OesCHHUE
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HapyumeHuda Ha
HepBHATA
cHCTeMa

["napoGonue

fpunaasumn,
napecresus,
3amaiisaHe,
HapyllleHHs Ha
BKyca

Tpemop

MPHUIAOKEHHE

HapyureHus Ha Crerosbprex
YXOTO H
JAGUPHHTA
Chpaeunn Torsade de pointes (Bx.
HAPYLWICHUSA Touka 4.4), yabKapaHe
Ha QT (Bx. Touka 4.4)
CromMaumno- Adnomuuanua donka, | Konetunauus
4PEBHU NoBpbLYAHE, JMcnencus,
HApYIICHUA JMapus, METEOpPHIBM,
rafese CYXOTa B yCTaTa
Xenato- lMoeuurenne Ha Xonecrasa (Bx. Yepuoapobua
6nanapaun ANaHKuH Touka 4.4), HEIOCTATBUHOCT {BK,
HAPYUIEHHS amusoTpaHcdepasata | KbiTeHHUA (BX. | Touka 4.4),
{Bx. Touka 4.4}, Touka 4.4), xefnarouenynapHa
MOBULICHHE HA MOBULLIEH Hekpo3a (BiK. Touka 4.4),
acnaprar BunupyOuH (B3, xenatuT (Bx. Touka 4.4),
amMHHoTpaHciepasaTa | Touka 4.4) XenaTouenynapHo
{Bx. Touka 4.4), yBpewaaHe (BxK.
[IOBULEHHE HA Tovka 4.4)
ankanHata docdarasza
B KPhLBTa {BK.
Todika 4.4)
Hapywenua Ha Odpus (BX. Jlekapcreen Tokcnuna enuaepmanna | JlekapeTsena
KoKaTa N Touka 4.4) obpua* {BK. Hekpoausa, (B, peaKLius ¢
MogKOXKHATA Touxa 4.4), Touka 4.4), CUNAPOM Ha E03HHODHITHA
ThKAH YPTHKAPUS (BK. Stevens Johnson, (Bx. H CHCTCMHH
Touka 4.4), Touka 4.4), ocTpa CHMIITOMM
ApypuTyYC, refepamu3npaHa {DRESS)
NIPEKOMEPHO £K3aHTEMATO3HA
H3noTABane AyCTy 034 (BK.
Touka 4.4),
ekchonuaTHREH
JNEePMATHT, AHMUOEIEM,
OTOK Ha JIKLETO,
ANoneLHs
Hapymenusn na Mpanrus
MYCKYJIHO-
CKEIeTHATA
CHCTEMA H
CHLeAUIIUTENHATA
ThLKaH
Oomu Ymopa,
HapyIIEHHS 0 HepasnonokeHue,
ehekTH Ha acTeHus,
MACTOTO Ha TpecKa

*RKRNFOYUTENHO DUKCHPAH NekapeTseH ofpus

[TeauaTpuuda nonyiaurs

XapaKTepucTHKaTA W UECTOTATA HA HEKENAHHTE PeakLiH 1 nabopaTopHi OTKNOHEH

ca CpaBHUMHM ¢ TEIH, HaﬁH}OﬂaBaHH NpH BL3PacTHU.
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CboGuiaBaHe Ha N0A03KUPaHH HeXENany PeakLMi

Cbo0IIABAHETO HA NOAOIUPAHN HEKENANH PEAKUNK Clel paspelagane 3a ynoTpeba Ha TekapcTBeHHA
MPOAYKT & BaykHo. TOBA No3BONSEA 13 MPOILMKH HAGNIOEEHHETO HA CHOTHOLLIEHWETO NON3a/pPUcK 3a
AeKapeTBEHHA OpoavkT. OT MEAMUHHCKATE CREUHATNCTH CE W3HCKBa Aa ChobLIABAT BCAKA
NOAO3UPAHA HEXenaHa peakuma upes WanmblHUTENHA argHumKa No NexapeTsara, yit. . Jaman ['pyes”
Ne 8, 1303 Codns, en.: +359 2 8603417, yedcaiit: www.bda.bg.

4.9 [Ipeaosupane

Mma cbobiienvs 3a npenosupate ¢ Judmykan. Choblilara ce elHOBPEMEHHO 34 XATFUUHALIMH |
napaHouaHO NOBENEHHE.

B cnyqaﬁ Ha MPeo3upaHe, MOXe J1a €& MPHITOXKHY W CBOTBETHO CUMIITOMATHYHO NIEYEHUE (C
noALbpKALIH MEPKH H MPOMUBKA HA CTOMAXA, aKO € HeOﬁXO,E[HMO).

(D_HyKOHEBOJ'I CE EKCKpEeTHpa B ronsma CTencH ¢ ypruHata;, Npe3iBNKaBaHe Ha obunHa AWype3a MOxe 1a
MOBHIHH CTENEHTA HA CIAUMITHHPAHE. Tpnqacoaa XemMoAranyusa Hamalaba NIazMeHnUTE HIBA ¢
npubnnaHTenHO 50%.

5. ®APMAKOJOTHUYHU CBOMCTBA
5.1 dapmakogunamiinu ceoiicrea

dapMakoTepancBTHYHA [PyNa: aHTUMHKOTHLK 38 CUCTEMHO NIPKIOKEHHE, TPUAONOBU NPOHIBOIHN,
ATC xom: JOZACGH

Mexannsbm Ha 2elicTBUHE

DayKoHa3on e TPHAIONOB AHTUMHUKOTHUEH aredT. OCHOBHUST My MEXaHW3bM Ha 1eHCTBHE €
waxuBupaHe Ha uuToxpom P-450-meanupanoto |4-anda-naHocTepon IEMETHIMPAHE TPH rMLOMYKHTE,
KOETo MPejcTABNSBA BAKHA CTHIIKA NP1 GHOCHHTE3a Ha FEOUIHUA eprocTEPO. HatpynsaneTo Ha

1 4-andha-MeTHT CTEPOIH KOPERNPa C [OCNEABAIIATA 3ary0a Ha eprocTepol 0T KACTsHHATA MembOpana
HA FLOMUKKUTE M 6H MOFNIO 13 € NPUYHA 32 AHTUMHKOTUUYHATA AKTHRHOCT Ha (yKOHA3OT.
(MNyKoOHA30N € NO-CENEKTHBEH MPH MOHYHUTE IUTOXPOM P-450 eH3UMMW, OTKONKOTO TPH Pa3lTuyHA
LIATOXPOM P-450 en3uMHIt CUCTEMIU Npu Bo3aiHILH.

VeraHoeeHo e, 4e (Tykonazon B 1o3nposka S0 mg NHEBHO, Npunarax a0 28 nuu, HE MOBIMABA
NAAIMEHNTE KOHUEHTPALMH HA TECTOCTEPOH NPH MBKE WM CTEPOUIHUTE KOHUEHTPALUH TIPH MEH B
JeTepo]Ha Be3pacT. MNyKOHA30M B NO3HPOBKH OT 200 mg a0 400 mg AHEBHO HAMA KIHHKWYHO 3HAYUM
e(peKT BHPXY €HAOTEHHUTE CTEPOMAHN HIBA NITH BBHPXY ACTH ctuMyupasus 0TroBOP MpH 3]pasH
1o6poBoNUKM oT MBXKKH nos, poyuBaHus BLpXY B3aMMO1eHCTRHETO ¢ AaHTUMUPWH MOKA3BAT, e
eIHOKPATHHTE MJIU MHOTOKPATHH H03H (hlyKOHA30II 50 mg He okasRaT BITHAHNUE BHLPXY MeTabonHiMa

MY.

In vitro WWBCTBHTEAHOCT

D31yKOHAION NOKA3BE GHTHMHKOTHYHA aKTHBHOCT in Vifro KbM KNUHHYHO painpocTpaHeHn BUI0BE
Candida (sxmountenno C. albicans, C. parapsilosis, C. tropicalis). C. glabrata nokaspa HaManeHa
YYRCTBUTENHOCT KbM (IyKOHA301, JIOKATO C. krusei W C. auris ¢a PeIUCTEHTHH KM GyKOHA301.
MuHHManHaTa HHXHOHPALLA KOHUEHTpaUUA (minimum inhibitory concentration, MIC) u
enHIeMHONOTHYHATA TPAHHYHA CTOAHOCT (epidemiological cut-off value, ECOFF) Ha jrnykoHason 3a
C. guilliermondii ca No-8HCOKH OT TE3N 33 C. albicans.

@nyKkoHa30N NPOABABA i VIfro AKTHBHOCT W KBM Cryptococcus neoformans i Cryptococcus,
KAKTO W K'bM eHaeMUuHuTE Nnecehy Blastomyces dermatiditis, Coccidioides immitis, His
capsulatum w Paracoccidivides brasiliensis.




B[!'bSKa MeERIY !haQMaKOI{HHeTHKa n d)aQMaKOQHHBMHKa

[pu Npoy4BaHUSTa BBPXY IKHBOTHH UMa KOpeNaLis MeXay cToRHOCTHTe Ha MIC 1 eMKacHOCTTa
CpeLLy eKCNEPUMEHTANHH MUKO3U B pe3ynTat Ha Candida spp. T1pu KNMHWYHK TIPOYYBAHMA WMa
nouTH 111 MHHe#HA B3auMoBpB3Kka Mex Ty AUC v fo3ata Ha nykouasona. Habnrogasana e chilo
TaKa IMpeKTHa, HO HeAUHeitHa Bpb3ka AUC uim Jiozata 1 yenewwen KITMHUYEH 0TFOBOP KbM
NEpOpanHa XKaHXMA03a U B NO-Manka cteneH kasAugeMus. Mo nopoben nauuH, neyenkweTo e no-
BEPOATHO NPH HHOEKLHH, NPUUKHERH OT IAMOBE, 3a KOUTO (ITykOHA30N UMa no-Bucoka MIC.

MexaHu3bM Ha Pe3UCTEHTHOCT

Candida spp ca pa3sunu peanua MEXanu3MH Ha PEIRCTEHTHOCT KbM 23071081 AHTUMHKOTHYEH areHTH.
®nykoHazon uMa Brucokk MIC o oTHOWIEHHe HA rBOMYHIUTE UIAMOBS, KOWTO €& PA3BUIM eQWH WilH
TIOBEYE OT TE3Y MEXAHW3MH HA PE3UCTEHTHOCT, KOETO NOBIMsBA HeBNaronpuaTHo eMkacHoCTTa,
KaKTO in vivo, TaKa W KIIHHUYHO.

TIpn obuuafino uyseTBHTenHN BuloBe Candida Hal-4eCTO CPELAHHAT MEXaHMTBM Ha PA3BHUTHE HA
PE3MCTCHTHOCT BKIFOURA NENERUTE SHIMMH HA A30MTH, KOUTO ¢a OTFOBOPHH 3a BHOCHHTE3aTa Ha
eprocrepon. Pe3aucTeHTHOCTTA MOXE Aa ObJe NPUYMHEHA OT MYTALNA, NOBULLEHO NPOU3BOACTBO Ha
eH3UM, epNYKCHH MEXAHU3IMH Ha TEKAPCTBOTO HITH PA3BHTHETO HA KOMMEHCATOPHH IThTUINA,

Hma cpoluienns 3a cynepundexuus, npeanussuxana ot sujoee Candida, pasnnunu ot C. albicans,
KOUTO 9eCTO WMAT TPRCHILA HaMasieHa TyercTerTenHocT (C. glabrata} vian pesncTeHTHOCT KbM
dnykonazon (nanp. C. krusei, C. auris). TIpy TakuBa WHOEKLUMH MOKe /14 & HeoBX0gMMa
ANTEPHATHBHA NPOTUBOFLOMYHA Tepanus. MexaHH3sMUTE HA PE3UCTENTHOCT He ¢2 HAMBIHO W3ACHEHM
NPH HAKOW BLTpeiliHO pe3HCTeHTHU (C. krusei) nwan nosonoasunu ce {C. guris) Bugose Candida.

EUCAST I'pannuln cToliHOCTH

EBpONEACKNAT KOMUTET NO W3THTBAHE 34 HYBCTBHTENHOCT KBM AHTUMIUKPOBHH CpencTsa —
NOIKOMHTET MO M3NUTBAHE 33 YYBCTBUTENHOCT KbM NpoTHBorbOUuHN cpeactea (EUUCAST-AFST) e
onpe/leNHIl rpaHiYHITE CTOWHOCTU Ha daykoHazon 3a siaoeete Candida Bb3 0CHOBA Ha aHanu3a Ha
bapMakoKMHETHYHUTE/DAPMAKOTUHAMHYHN JAHHW, [N Vitro WYBCTBUTENIHOCTTA M KIIHHUYHUS QTTOBOD
(EUCAST tnyxonazon ocnosen nokyment (2020)-epeus 3; Epponeficki koMMTeT NO W3NUTBAHE 3a
YYBCTBUTENHOCT KbM AHTUMHUKPOSHH cpefcTsd, MPOTHROMBOWYHI CPEACTRA, TadTHLIN € rpaHuyHN
cTofiHOCTH 3a uHTepnpeTaund Ha MIC, sepens 10.0, B cima ot 2020-02-04). Te ca Sunn pazjeneHy Ha
HEBMAOBO CHBP3AHH IPAHHYHHM CTOMHOCTH, ONpeleeHy raBHo Ha 0a3aTa Ha apMakOKMHETHUHK/
hapMaKoaHHAMHYHY AaHHW ¥ He3aBucuME 0T MIC pasnpesleneHHeTo NpU KOHKPETHHTE BUAOBE, H
BUJOBO CBLP3AHH MPAHUYHI CTOWHOCTH 33 BUIIOBETE, HAII-YECTO CBBP3AHU C YORELIKH HH(EKUNH.
Te3u rpanHvHu cTOMHOCTH ca noco4eHH B Tabiuuara no-4o00y:

AHTHMWUKOTHK | BUJORO-CBBLP3AHN MPAHNYUHU CTORHOCTH (S</R>) B mg/| Hesunoso
CHLP3AHMU
rpaHAUHH
croiinocTn®
S</R> g
mg/l

Candida | Candida Candida | Candida | Candida Candida
albicans | dubliniensis | glabrata | krusei parapsilosis | tropicalis

(Mrykonaion 2/4 2/4 0,001*/16 | -- 2/4 2/4 2/4

§ = YygreTeurenen, R = Pezuctenten

A = HeBUAORO CBLP3aHM IpaHUYHH CTORHOCTH Ca OTIPEieNeHH rnasko Ha basaTa Ha
hapMaAKOKHHETHUHI/ HAPMAKOINHAMHYHI JJaHHK 1 Hesasucumu oT MIC pasnpejeneHneTo mpi
KOHKpeTHHTE Bugose. Te ce MAN0A3BAT CAMO NPH OPraHU3MH, KOMTO HAMAT KOHKPeTHH TPaHW HK
CTOWHOCTH,
- = ManuTBanusTa 32 YYBCTBHTENHOCT HE Ca MPEMOPLUUTENHN, THH KATO BH/IOBETE HE Ca
1A NCUEHWE ¢ TO3Y NPOIYKT.
* = 1lenust C. glabrata e & kateropus 1. MIC cnpsimo C. glabrata Tpadsa /1a ce WHTE
KATO pe3HCTeHTHY, koraTo ca Hag 16 mg/l. KaTeropudta na UyBCTBHTENHOCT (0,001 n
3a M30ArBaHe Ha HenmpaBuiHa knacwdukauua Ha ,I” wamoseTte kato LS utamose. I —
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NOBHLUEHA EKCTO3WUHAL MHKPOOPTAHN3MBT € KATErOPHUINpaH KaTo ,,UYBCTBUTENECH, NOBUILEHA
EKCHOSMHHH“, KOraTo uMa rofidMa BepOATHOCT 3a TepaneBTHIeH YCnex, Thit KATO EKCNO3NUNATA HA

CPeACTBOTO € YBENTHYEHa Ype3 KOPUripaHe Ha A030BHSA pPeskiM MW 4pe3 HEroBaTa KOMUEHTpauus Ha
MACTOTO HA MHDEKUWATA.

52 dapmakoKHHeTHUHH CBOHCTRA
DapMakokHHETUYHITE CBOHCTBA €A CXOAHH ClTell HHTPABEHO3HO WK NIEPOpaiHo NPpUAOKeHHE.

Abcopduua

Criell nepopaino npunoxene GrykoHason ce pezopbupa fobpe U MNAIMEHNTE KOHLUEHTpaUNY (1
cHcTeMHaTa 6MoHAaTHYHOCT) ca Had 90% OT KOHUEHTPALHWTE, KOWTO ce JOCTUTAT cllef] UHTPABEHOIHO
BbBewAaHe. AGcopbunsTa OT FACTPOUHTECTUHANHUSA TPAKT HE CE NOBNHABA NPU SAHOBPEMEHEH NPHEN
¢ xpaHa. MakcHMATHHTE MTasMeHH KOHLUEHTPaUWH Ha rHaaHo ce JocThrat mesxny 0.5 u 1,5 vaca cnen
npremMa. [InasmMenuTe KOHUEHTPAUNRU ca MPONOPUHOHANHH Ha n03aTa. JJeBETAECeT NPOLEHTS OT
CTAUHOHAPHWTE KOHUEHTPALUH ce JOCTHTAT Ha 4 — 5 fleH clel MHOTOKPATHO NMpUaTaHe BEAHBK
JHeno. TIpunoskeHNeTe Ha HATORAPRALLA J103a (NpPe3 MePBHS JIEH), KOATO € ABd NbTH NO-BHCOKA OT
oGuuaitHaTa JHeBHA 038, NO3RONABE JOocTHTaHe Ha 90% OT paBHOBECHUTE MasMenn KoHUEHTpalWk
Ha BTOPHA AEH CNel HAYANOTO HA NeYeHMETO.

Pasnpegenenune
MMpusnannaT obeM Ha paznpeenenie e 6IM3bK 10 obeMa Ha Bojarta B opraHuama. CEbp3BaneTo ¢
NAasMeHnTe MpeTenHM € Hucko (1112 %).

dyKoHazon MpoHYKea JoGpe BbB BCWIKM M3CIEIBaHW TeNeCHH TeuHocTH. KoHUenTpaunnTe Ha
(pNyKOHA30T B CMIOHKATA W B XpadYKaTa ca BITUIKM 1o Ten B Mavata. Hph NaluleHTH ¢ MIKOTHYeH
MeHUHrUT koHLenTpauunre B LICT ca nipudnnsurtendo 80% OT CLOTBETHUTE NAA3MEHH KOHUEHTPALHL.

Byucoki KOHLUCHTPALMH B KOXKATA, NPEBULLIABALLK CEPYMHATA, C& IOCTUIAT B CTPATYM KOPHEY M,
enUepMHC-[epMa ¥ NoTTa. PAaykoHason Kymynupa B CTpatym kopheym. [1pu nosa 50 g ZHeBHO
KOHUECHTpaLKsTa na gaykonason cnen 12 auu e 73 pg/g v ceaem Jegna cel NpekpaTiBaHe Ha NeHeHneTo
e Bee owe 5.8 ig/g. TIpn no3a 150 mg BeaHbkK CEAMHUYHO KOHUEHTPaLMuTe Ha (NyKOHA30N B CTPATYM
KOPHEYM Ha ceamMus neH ¢a 23,4 [1g/g U CLOTBETHO celieM JIHK Clie]] BTOpaTd 034 ¢a BCe oLle FA RTINS

KoHLeHTpauHaTa Ha (JIYKOHA30N B HOKTUTE cnell 4 Mecela JieHeHWe NpH j1osa 150 mg BeAHB)
ceAMUYHO, € ChoTBETHO 4,05 /g npy 3apasy v 1,8 /g nph Goany HOKTH. KoHUEHTpaurK Ha
hTyKOHA3ON Ce U3MEPBAT B HOKTUTE M LIECT Mecella CNIel NPHKIOUBAHE Ha JICHEHHETO.

BuoTtpatchopmalins

diykoHazon ce MeTaboNK3Npa B MHOTO MANKa CTENEH. Camo 11% oT paakoakTUBHATA J03a cC
eKCKpeTHPaT NPOMEHEHH B ypuHaTa, MnyKoHa3on e yMepeH uHxHGUTOp Ha Ha noeH3zumiTe CYP2C9 u
CYP3A4 (gx. Touka 4.5). DaykoHazon ¢ culi0 Taka MOLLEH UHXHGUTOP Ha w3oen3uM CYP2CTY.

EnuMuHupaHe . .
ENMMIHALMOHHHST NONYKUBOT B NNA3MaTa 3a (yKOHA30N € NPHOTHIUTENHO 30 waca. OcHOBHRUAT b1

ha exckpeuns e GuOpeurns, kato Npudnuutento 80% oT MpreTaTa /103a e eKCKPETHPA HENPOMEHENA B
ypuHata. KinpsHesT Ha mykonason e BPOnopUrOHAeH Ha KIIMPBHCA Ha KpeaTHHIHA. Hama panuy 3a
METABONHTH B KPbBOOGPBILEHHETT.

JIBAroTO BpeMe Ha NOAYKHBOT Ch3/[aBa NPEANOCTaBKI 34 NEYCHHS HA BAFHHATHATA KAHANI03A ¢
e1HOKPATHA 034 BEIHBXK JHEBHO, 2 33 AEYEHUE HA OCTAHANMTE MUKO3H — ¢ SAHOKPATEH ceqMHYEH
MpUEM Ha JIEKApPCTROTO.

dapMakokuneTrra npy 6ubpeutio yepexaaHe .
TTpH nauuenTH ¢ TexKa OhOpeHa HEAOCTATHHHOCT (GFR< 20 mli/min) BpemMeTO Ha MO
vBeNMuara oT 30 Ha 98 uaca. B pe3ynTart Ha ToBa C€ Hanara NOHWKABaHE Ha JI03ATA. o
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OTCTPaHABE YPE3 XeMOMAH3a W B MO-Mallka CTeMEH Ype3 nepHToHeANHa Inannia. Oxonoe 50% ot
(GAYKOHA30/1a C€ ENMMMHHKUPAT OT KPBBTA Ciiel 3 HACOR KYPC Ha XeMOAHATH3A.

DapmMakoKHHETHKA NPK KEPMEHE

B enho gapMakokMHETUYHO NpoytiBaHe NpH AeceT KbPMEUIH KEHH, KOUTO BPEMEHHO UITH 33 NOCTOSHHO
€& CMpenn KkPMEHETO HA CBOUTE JIeUa, Ce NPABH OLUEHKA Ha KOHUEHTPAUMATE Ha (pTYKOHAZON 8 [LTA3MATA
W B MakuiHOTO MAAKO 3a 48 waca ciielt eauHnyHa foza 150 mg Jdndnykan, DnykoHason ce oTkpMea B
MalYHHOTO MNIFKO B Cpe/iHa KOHUETpaLMs npubnuauTento 98% ot Tasu 8 maiiuinata nazma. CpeaHnaT
MK HA KOHUEHTPAUKATA B MafiukHOTO maako e 2,61 mg/l 5,2 vaca cnep nprema Ha ao3aTa. OQuaksaHaTa
AHEBHA 1033 (NYKOHA30N 33 KbPMAUETO 0T MAHYHHOTO MISKO (PHEMA CE, Y€ CPEAHATA KOHCYMALUS Ha
mnako e 150 ml/kg/aen) wa 6aza Ha CpeIHNA NIK Ha KOHLIEHTPAUMATA B MAsKkoTO e 0,39 mg/kg/new,
KOATO € npubHnTesno 40% oT NpenopwyYBaHATA HEOHATANIHA 1033 (BL3pACT <2 ceAMMLK) MK 13% oT
Npenopb4BaHaTa 1034 33 KbpPMAaueTa 3a KaHAHA034 Ha TMraBulinTe.

PapMakgKHHETHKE NPH Jleua

Ouenenn ca (hapmMakoKMHe THYHH JaHHW, DoTyueHHd ot [ [3 nematpuunm nauyeHTH B paMKHTe Ha 5
POyUBAHWS; 2 NPOYYBAHKS C NPHIAraHe Ha €IHOKPATHA 1033, 2 TIPOYUBAHUA ¢ NPUIAraHe Ha
MHOTOKPATHA 1033 W €AHO TIPOYHBaHe TIPH HEZOHOCEHW HOBOPOZeHH. [[aHHITE OT eAHO OT NMPOYUBAHKATA
He MOrarT Jla ce UHTEPTIPETHPAT TIOpaiM NMPOMEHH B CLCTARA MO BPEME HA MPOYUBAHETO. JONbLIHUTEIHY
JAHHW ¢4 HANTHYHW OT NPOYUBAHE ¢ MUIOChPAHA e,

Cnen npunarane Ha 2-8 mg/kg dnykoHaszon Npu Nelia Ha Be3pact oT 9 mecena 1o 135 roadsy, e
yeraqoreHa AUC ot okono 38 pg.h/ml npu nosupoeka or | mg/kg. CpeaHUAT eNUMUHALIMOHEH
[ONYXXMBOT OT NAa3Marta ¢ Bapupan mexay [5 u 18 uaca, a 0BembT Ha pasnpenesiende e omn
npuBnuzvtento 880 mi/kg cnex npunaraie Ha MHOTOKpaTHU Moau. Crie/l TpUnaraHe Ha eHOKpaTHa 7033
€ YCTaHOBEHA NO-roNAMa CTOHHOCT HA ENUMUHALHOHHHS NOYRUBOT OT MAa3MaTta — oKos1o 24 uaca. Tosa
€ CPaBHUMO ¢ MONYXKKBOTA CNeN eAHOKPATHO npunarade Ha 3 mg/kg i.v. Ha neua ot 11 anm 1o 11
Meceta. O6emsT Ha pasnipelleNnelie Ha Tasu Bb3pacToBa rpyna e okono 950 ml/kg.

OnHTHLT ¢ (hayKOHA30N IPH HOBOPOZEHH € OrpaHiyen 10 (hapMakOKHHETHYHHUTE TIPOYUBAHUA HPH
npexerpeMenHo pojenu, CpefiHata Bh3pacT NpH NIpHTaraHde Ha MLPBA 403, NP 12 NpexiespeMeHHo
POEHW Ha NPUBNUM3IMTENHA TecTaUMOHHa Bb3pacT oT 28 cenmuun, € Suna 24 yaca (B pamxuTe na 9-36
yaca), a cpennoto rerno e buno 0,9 kg (B pamxure Ha 0,75-1,10 kg). Cepem naumenTa ca 3aBbpLIAAK
NPOTOKONA,

Tpunarany ca KaTo MakCHMYM 5 MHTpaBeHO3HH MHbY3nK 0T 6 mg/kg hbnyKoHA30M Ha Beekn 72 uaca.
CpeanusT nonykueot ¢ 6un 74 uaca (Bapupatlo ot 44 no 183 yaca) npes NLPBUA A¢H W € HAMATANO C
BPEMETO CPETHO 710 53 Haca (Bapupaulo oT 30 o (31 waca) Ha celmus M A0 47 vaca (apupawo ot 27
10 68 uaca) Ha TpuHageceTus AeH. Flnowra noa kpusata (imcg.h/ml) e Suna 271 (o7 173 1o 383) Ha
ePBUA JeH U Ce e YBenuuuna cpeano 1o 490 (B pamkuTe Ha 292 - 734) wa ceIMUA U e HAMaNAna
cpenHo 10 360 (o1 167 a0 566) Ha TpuHaleceTHs nen. OGeMbT Ha pasnpeneneqie (ml/kg) e dun | 183
(o7 1070 n0 1470) va nbpBUA NEH M CE € YBENHYUI ¢ BPeMeTo cpedHo a0 | 184 (or 510 no 2130) Ha
cenmus 1 1328 (o1 1040 g0 1680) Ha TpuHaneceT™Hs AgH.

dapMaKOKUHETHKA NPH NAUMEHTH B CTAPYECKA Bh3PAcT
[Tposeaeno ¢ dhapmakoKMHETHIHO IPOYYBaHE IIPU 22 MalHEHTH HA Rb3PACT > 65 TOAHHW, TIONYHaBalLK
eIHOKPATHA EPOPATHA A103a OT 50 mg dnykonaszon. JleceT oT Te3n NAHEHTH ca NONy4aBany
CBITLTCTBALLA Tepanis ¢ Ny peTHiH, Cua € Guna 1,54 ug/ml v e gocrurnara 1,3 vaca cnen npueva.
Cpenuara AUC e 6una 76,4 £ 20,3 ug.h/ml, a cpeaHUAT TepMHUHANTEH NONYKHBOT — 46,2 vaca. Tesn
CTONHOCTU Ha (hapMaKOKHHETHUHUTE TIapAMETPH Ca TIO-BUCOKH OT AHANOTHYHUTE CTORHOCTH,
CHOBLLABAHK MDY 3APABK MIIAAH MBxke-100poBoNnUM. EAHOBPEMEHHOTO NPUNIOIKEHNE HA JHYPETHILH HE €
itpomeritno ciruudmrantio AUC Wik C g B A0NBIHERWE, KPEATHHHHOBHUAT KNHPDHC {74 ml/min),
[IPOLEHTHT HETPOMEHEHO NIEKAPCTRO, BKCKPETUPAHO ¢ ypuHata (0 — 24 4., 22%) 1 u3uuc)
GubpevcH kaupLHE Ha aykorason (0,124 mi/min/kg) npy MauMeHTH B CTapUECKa BB3
HUCKH OT Te3W iph no-miank gobposonuy. Cnenosareinkio, MpoMaHaTa B ENHMURNPA
duyKoHA301 [IPM MAUHEHTH B CTAPHECKa BR3PACT U3TTIEIKAA € CEbP3aNa ¢ HaManeHa
XapakTepHa 3a Ta3u rpyna.
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5.3 TlpeaknuHu9HN JaHHH 3a GelonacHocT

an HEeKITUHUYHHATE U3TTHTBAHUA CaMO TIPH eKCNO3WLHH, 3a KOWTO CE CHUTA, YE Ca B JOCTaThUHA

CTENEH NO-TONEMH OT MAKCUMANTHATA SKCIO3HUKA TPH X0Pa, CE Habnmogasar Gd)eKTI/I, KOWUTO NoKaszear
MAaNIKO 3HAUCHHE 32 KNWHHUYHAaTa ynm‘pe6a.

KapuHMHOreHHOCT

HsiMa naHny 3a kKapuWHOTEHeH NOTEHUMAN Ha RYKOHA30M MPH MALIKK W NpH TNLXO0BE, TPETHPAHU
NEPOPaHO B Npoab/zkeHue Ha 24 Mecella ¢ 1034 o1 2,5, 5 nan 10 mg/kg/nn. (npubnnzntento 2-7 nbH
N10-BHCOKH OT MPENOpbYBAHUTE A034 iU Xopa). [1pn MBXKKKM nTbXoBe, TpeTupanu ¢ 5 u 10 mg/kg/nen, e
HabnmioIaBaHo HAPacTBAHE HA YeCTOTaTa HA XeTaToUeNynapen aleHoM.

MyTareHHoCT

dnykoHaz00, ohe UNH D23 MeTabONUTHO AKTUBUPAHE, € NOKA3AN OTPHUATENHY PE3YNTATH B TECTORE 33
MYTAretHocT npu 4 wiaMa or Salmonella typhimurium v 8 MUK Tumom LS T78Y cuctema.
LIMTOreHeTHYHH NPOYYBAHHUA iR VIVo (KNETKH OT MHLUH KOCTEH MO3BLEK, Cliel NepapaieH npyeM Ha
(BAYKOHA3ON Y W irt Vitro (AIMMGBOLHTY OT X0pa, N3R0XeHy Ha (prykoHason npu fosa 1000 pg/ml) ve
NMOKAZBAT AANHH 38 XPOMO3OMHU My TaLIUH.

PenponyxTHeHa TOKCHYHOCT
DIYKOHAZON, NPUNOKER NEPOPATHO B AHEBHa 1032 5, 10 unu 20 mg/kg unn napenTepanto B 4034 5, 25
vt 75 mg/kg, He noBnysBa (hepTHINTETA Ha KEHCKH MITH MBXKKH NIIBXOBE.

He ca Habatonasann edekTh BuPXY deTtyca npu 5 wau 10 mg/kg; npu noan ot 25 u 50 meg/kg u no-
BHUCOKHM ca HABTIOAaRAHH TIOBHLWIEHKS Ha (eTanHuTe Mandopmalin (oBuilen 6poii pebpa, pasmupspane
Ha GnEpeunoTo NereHte) u 3abareHa ocnukauus. TTpi no3uposkk ot 80 mg/kg no 320 mg/kg e
HaBM0NABAKA TOBHILECHA eMEPHOHANHA CMBPTHOCT TIPH TTEX0BE, KATO MashopMaLluTe BKIIOYBAT
gedopmupann pedpa, hucypa Ha HeBLETO U HAPYLWIEHWA B YEPETTHO-THLEBATA OCH(PHKALAS.
YCTaHoBEHO ¢, Ye Ipunaranero Ha 20 mg/kg nepopanto Boan o Neko 3a0aBiHe Ha HauanioTo Ha
POUITHUS NPOLIEC, 3 HHTPABEHOIHOTO BbBexkAare Ha 20 ng/kg u 40 mg/kg npoBoKMpa AHCTOKHA K
MIPONOHTHPANE HA PAXJIAHETO NPH HAKONKO YETMPHHOIH KHBOTHH. HapylleHnaTa B POAOBHA MPOLEL,
HabJrosiaeaHu TIPH Te3H A03M, Ca JORENH A0 NEKo TIOBUIIABAHE Ha OpOs Ha MBPTBOPOIEHHTE 1
HamansBaHe Ha TPeKUBAEMOCTTA Ha HOBOPOAEHHUTE. BAUSHIETO BLPXY ponMIIHUA TIpoLec
CHOTBETCTRA Ha CNeuUdUYHO 32 PasnHYHUTE BHAOBE NIOHWKABAHE HA CCTPOTEHHOTO HUEBO MO
BL3ASHCTBUETO HA BUCOKM o3u drykonazon. [1py senn, nexyBann ¢ GrykoHasen, He ca
HabNIONaBAHN TAXMBA XOPMOHATHH NPOMeHH (BX. Tovka 5.1).

6. GBAPMALEBTUYHHN JAHHHU
6.1 Cnuchbk HA TOMOLIHUTE BELIECTBA

KancynHo cbAbpKUMO:

JlakTo3a MOHOXHAPAT

LapesudyHo HuwiecTe

CUNULMER JHOKCH, KONOWIEH, Be3B0aEH
Marnezues creapar

Harpues naypuacyndar

CbeTap Ha KancyiHa o0BUBKA:
Kenatun (E441)

Tutanos avoicug (Ei71)
Matentro cnibo V (E131)

22




MacTuno:

Ulennak, yepeH wenesen okeu (E172), N-Oytunor ankoxon, 6e3s0ojieH ankoxod, NpeyHeTeHa BOAA,
nponuneHrnukon (E1520), npoMULLNEH TEHATYPHPAH CHIHPT, H30TPOMWIOB a1KOXGN, AMOHAK,
KOHUEHTPHPaH paITeop, kanaues xuapokeua (E525).

6.2 HecnBmecTHMOoCTH

HenpunoxuMo,

6.3 Cpox Ha rognoct

5 roaunu

6.4 CneunanHy yCJI0BHA Ha ¢CbXpaHeHHe

Ha ce cwxpanssa nop 30°C.

6.5 JIAHHU 33 OMAKOBKATA

TMpo3pauen PVC auctep unu 6an nenpospaued PVC/PVDC Ganctep ¢ Tph6 oT anyMuHieso $oitno.

Besika onakobka chanpa 1, 2, 3, 4,6, 7, 10, 12, 14, 20, 28, 30, 42, 50, 60, 100 witu 500 TeBpAM KANCYIM.

He BcHYKHM BUAOBE ONAKOBKW Morar fa Onaar nycHaT Ha rasapa.

6.6 CreuHaadu npeanazHf MePKH APH HIXBLPIdHe

Heu3non3ganuaT MPpOAYKT HIH OTTIAIBYHUTE MATEPUAAN OT WETo TPAhBa Ia ce U3XBLPIAT B

ChOTBETCTBUE ¢ MECTHHTE M3NCKBAHNA.

7. NPUTEXKATE] HA PASPENIEHHETO 3A YIIOTPEBA

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

benrus

8. HOMEP(A) HA PASPELIEHHETO 3A YIOTPEELA

20010472

9. JIATA HA ITHhPBO PA3IPEUTABAHE/ATOJHOBABAHE HA PAJPEILEHHETO 3A
YIMMOTPEBA

Jlata Ha mepeo pazpeurakate: |7 mail 2001 r.

Jlata Ha mociieiHo noaHossBane: 03 oxTomspw 2011 T

10. JATA HA AKTYAJN3UPAHE HA TEKCTA
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