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| @aykopHk 150 mg kancymnu, TEbpau
Flucoric 150 mg capsules, hard
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2. KAYECTBEH H KOJIHMECTBEH CBhCTAB

Bcaxa Teppaa kancyna ceaspxa 150 mg dmyxonason (fluconazole).

[ToMOIIHO BEIIECTBO C M3BECTHO NEHCTBHE: BCAKA TBHpAA Kancyaa cbaepka 115,50 mg nakrosa
MOHOXMpAT.

3a MBIHKA COMCHK Ha MOMOLIHHMTE BEIIECTBA BEDKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA

Tebpaa kancyna.

Oaykopuk 150 mg kancynu, TBbpAH, NPeACTABIABAT CUHH/CHHH TBbP/H JKEJIATHHOBH KAICYJIIH C
pasmep ,, 1% v Haagnue “RANBAXY™ ¢ yepHO XpaHHTENHO MacTUIIO BEPXY TAJIOTO H KaNayeTo,
ChAbPKALIM 041 Ao Oene3HUKaB Mpax.

4. KJIHAHHYHM JAHHH
4.1 TepaneBTHUYHH NOKAIAHAS
DyKOHAa30J1 € NOKa3aH MPH CNeNHATE MEOHYHH HHEeKIWH (BX. Touka 5.1):

OnykoHa30M € NOKa3aH NPy BB3PACTHH 3a JieUeHHE Ha:

° Kpunrokokop MEHMHIHT (BiK. TOuka 4.4);
. Koxunanongomuxosa (BxK. Touka 4.4);

® HHBa3HBHA KaHQUI033;

®

Kauaynosa Ha nuraBuuyTe, BKIIOUMTEIHO opodapuATeanta, ezodareanta, KaHAUIYPHA H
XPOHUYHA KOXKHO-THTAaBHYHA KAHANAO3A;

° X POHHYHA OpaTHa aTpodHYHA KaHANI03a (Bh3MANICHHE Ha YCTATa B PE3YJITAT OT W3M0JI3BAHETO
Ha 3L0HH TIpoTE3N), B CiTy4aii Ye, 350HaTa XHMIHeHa WIH JIOKATHOTO JICYSHHE ¢a HEAOCTaThYHM;

' Bar#HanHa kaHana03a — OCTPa WK peKypeHTHA, KOraTo IPHIAraHeTo Ha JIOKAITHO JIEYEHHE HE €
MOIXOAAINO;
Candidal balanitis, xorato NnpnIaraHeTo HAa JOKAMHO JICUCHHE HE € HOAXOAANIO;
JlepMatoMuKko3a, BKIIIOYMTENHO finea pedis, tinea corporis, tinea cruris, tinea versicolor 1
koxkHa HHQexuma ¢ Candida, KoraTo € MpeanHcaHO CHCTEMHO JIEUCHHUE;

L Tinea unguinium (OHUXOMHKO3a), KOraToO CE CYMTA, Y€ JPYTH AreHTH He Ca MOAXOAAIIH.

@ 1yKOHa30J € IIOKa3aH NPH Bh3PacTHH 3a NpodHIaKTHKA Ha:

° Peutiis Ha KPHITTOKOKOB MEHHHTHT NPH NALHEHTH C BUCOK PHCK OT PELIMIIAB;

o Peunaws Ha opodaprHreanna uiy e3odareanHa KaHIHI03a MPH MALMEHTH, HHPCKTHPGE
HIV, npy KOHTO pUCKBT OT PelHIHB € NOBHUICH;

o 3a peaylHpaHe 4ECTOTATA HA PEKYPEHTHA BarHHAITHA KaHAHA03a (4 HIH NOBeYE ¢ l@ 1
COIMIIIHO); T o,

e  Tlpodmunakrrka Ha KAHAMAO3HH UHGOEKLMA IPH NALHMEHTH C NPOIBDKHTENHA HEY EpQRERNf- o ikt -
(KaTO NAalMEHTH C XeMaTONOrHYHH 3I0Ka4eCTBEHH 3a00/IABaKus, KOUTO Ca Ha MY Spaidty 54
HIH MALHCHTH, MOMI0>KEHH HA TPAHCIUTAHTALHA ¢ XEMOIIOCTHYHH CTBOJIOBH KJICN A B!
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DryKOoHa30J € NOKA3aH NpH JOHOCEHH HOBOPOJAEHH, KbpMadeTa, MAJIKH J€11a, CLa H FOHOIIH Ha
BB3pacT o7 0 7o 17 roauus.

DyKoHA30J1 Ce Mpuiara npM Je4eHHETO Ha KaJHa03a Ha IMrasaurTe (opodapuHreanna,

e3odarcanya), MHBa3MBHA KAHAHI03a, KPHIITOKOKOB MEHHHIHT H NMPOQHJIAKTHKA Ha KaHU103a [1PH
HMYHOKOMITPOMETHPaHH NauueHTH. DIyKoHA30/ MOXKe 1a CE Npuiara Karo NoATbpiKalla Teparus, 3a
NpeIOTBPATABAHE Ha PeLIMIMB HA KPHUIITOKOKOB MEHMHIHT IPH Jela ¢ BHCOK PHCK OT PEUHAHB (BX.

To4uKa 4.4).

JledyernHeTo Moxe aa Obe 3aMo4HATO NpedH Aa ca H3BECTHH PE3YJITaTHTE OT MHKPOOHOIIOTHYHOTO H

ApyruTe nabopaTopHH KH3CNeBaHHs; BbIPEKH TORA, KOraToO Pe3yJITATHTE Ca H3BECTHH, TepanH4Ta
TpAOBA [a ce KOpPHrHpa NOAXOIAINC.
TpaGsa na ce B3eMar nox BHEMaHue OpHLHATHHTE NPENOPHKH 32 NpaBU/IHATA YNIOTpeOa Ha

AHTHMHBKOTHLA.

4.2 [JIo3HpPOBKA H HAYHH HA NPH/IOKEHHE

EOBH@BK&

Hozuposkara Tpsa0Ba fa ce OCHOBABa HA BHJA H CEPHO3HOCTTA Ha reOutHara HHekuHA. JleueHneTo
Ha HH(EKIHMHTE, W3UCKBALM MHOTOKDPATHO MpHIarase, TpabBa a NpOIL/DKA AOKATO KIHHHYHUTE
CHMIITOMH HJIH IaDOpaToOpHHTE PEe3yATATH NMOKAKAT, Y¢ AKTHBHATA MHKOTHYHA MHpEKIMA ¢
oTcTpaHeHa. HeaneKBaTHHAT Kype Ha TepanHa MOXe Ja JOBeAe A0 peliMAHB Ha HHGEKUMATA.

Br3pactam
Iloxazanne Jlo3npoBka poALIKHTEIHOCT HA
JACTICHHETO
JleyeHue Ha Haropappaina nosa: | O6uxHoBeno o1 6 o 8
KPHIITOKOKOB 400 mg npes mepeua | ceamuuu. [lpu
MEHHHIHT IeH KABOTO3aCTPALIABALLH
[Tocneasaia nosza: HH(pEKIHH, JHSBRATA 1034
200 mg no 400 mg MOXe fa OBJe yBenuyeHa 1o
JHEBHO 800 mg.
KpHITTOKOKO3a Ioanwpxkaina 200 mg nHeBHO Heonpeaenexno npu quesHa
TEepanus 3a no3a ot 200 mg
NpeAOTBPATABAHE
HAa peLMAWB Ha
KPHITTOKOKOB
MEHHHIHT TIpH
NaUHEHTH ¢ BHCOK
PHCK OT DCUHAHB
200 mg oo 400 mg Or 11 a0 24 mecena WM Mo-
ABJrO, B 3aBHCHMOCT OT
KOKUMIHOMIOMHKO3a napuerTa. IIpH HaKon
HHQEKLHH, 0cO0eHO
MEHHHTHT, MOXKeE J1a Ce
npHaoxkaT 800 mg AHEBHO.
Haropapeaiua no3a B of1nsT ciry4aii
pe3 TEPBUA JEH: MPEeNOPBLYHTENHATY, ” .
— Noonessauna zosa: | newenmero mpf ASSEREC A\
KAHAMAO3A - O
400 mg AHEBHO
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OTIIyMABAHC Ha CHMIITOMUTC

HA KaHAHJEMHATA.
Opodapunreanna | HaroBaprama no3a: 7 30 21 auu (oo mocTHraHe Ha
KaHIHOo3a 200 mg no 400 mg PEMHCHA Ha
npe3 ObPBHA ACH opodapHHIreansaTa
Ilocnensama no3sa: kauauaosa). Io-aparu
100 mg ao 200 mg NepUOaM MOTaT fa ca
QHEBHO HAJIOXHTETHU [IpH MALKXEHTH
CBHC CEPHO3HO HApYLUeH
HMYHHUTET.
Eszopareanna Harosapsama go3za: | 14 no 30 aum (1o nocruraHe
KaHOAHAo03a 200 mg no 400 mg HAa PEMHCHA Ha e3odareanHaTa
npes nbLpeua AcH Kanauao3a). [lo-aparu
Tlocnenpaia ao3a: MEPHOAK MOraT Ja Cca
100 mg no 200 mg HAJIOXKHTEHH [IPH NaLMEHTH
Jlewenune Ha JHEBHO CBC CEPHO3HO HapyILEH
KaHAKJ03a Ha UMYHHTET.
JTAraBHLIATE Kanauaypus 200 mg o 400 mg 7 no 21 aHu. [o-abnru
OHEBHO NePHOAM MOTAT [a Ca
HAIIO)KHTEMTHH MPH MAHHEHTH
CBC CEpPHO3HO HApYyLleH
HMYHHTET.
XpoHHYHa 50 mg nHEBHO 14 qum
arpoduyHa
KaHaHao3a
XpoHuuHa KOxxHO- | 50 mg no 100 mg JTo 28 aan. Moske ga ce
JIATABUYHA AHEBHO HAJIOMKAT I0-AbJICH [IEPHOAH, B
KaHAUAO3a 3aBMUCHMOCT OT TEKECTTA HA
HHQEKLMATA HIH OT
NOJIEXAIL0OTO UMYHHO
YBpeXIaHe H HHPpEKIHA.
[Ipenoreparasane Ha | Opodapunreana | 100 mg 200 mg Heonpenenex nepyon npH
peLUMaMB Ha KaHIH03a aHesHO WK 200 mg | nauHeHTH ¢ XpOHHYHA
JIATaBH4YHA 3 OBTH CEAMMYHO HMYHOCYTIPECHA
KaHIMI034 MPH Ezodareanna 100 mg no 200 mg HeonpeneneH nepuon npH
ungextupann ¢ HIV | kangunosa naeBHO wH 200 mg | nauMeHTH ¢ XpOHHYHA
MAIMEHTH ¢ BUCOK 3 obpTH CEAMHYHO HMYHOCYTIPECHA
PHCK OT pELMOXB
Ocrpa BaruHanHa 150 mg EnoHokparHa no3a
KaHauno3a,
KanaumoszeH
BanasuT
[eHHTAIHA - JleueHue u 150 mg Ha Bcexks TpH | [logaspxama no3a: 6 Mecena
npodunakrHka Ha | JHH obwo 3 no3u
KaHaKQo3a
peLMaMBApaIA (neu 1,4n7),
BarMiHajlHa nocirensaHu ot 150
KaHaMO03a (4 HIH | Mg BeAHbXK
MOBEYE €NH304a HA | CEAMHYHO
roJlHHA) nOAALPXKAILA 1033
-tinea pedis, 150 mg BeaHBXK 2 10 4 ceaMuIy,
-tinea corporis, cemMH4HO WM 50 mg | tinea pedis MOXE
-tinea cruris, BEAHBK JHEBHO ao 6 ceaMHLI
JiepMaTOMHKO3H ~-Candida-
HH(}eKLMH
- tinea versicolor 300 mg no 400 mg 1 no 3 ceam

BEAHEXK CEIMHUYHO




30 mg BeAHDBK 2 10 4 ceqMHLIH
NHEBHO

- tinea unguium 150 mg BeaHbXK Jleuenuero TpabOBa na
(oHHXOMHKO32) CEAMHYHO NPOXBDKH, JOKATO
HH(EKTUPAHUAT HOKBT CE
3aMeCTH (M3pacHe
HeruHdekTHpad). {loBTOpHUAT
pacTek Ha HOKTHTE Ha
NPBCTHTE HA PBHLETE H HA
KpPaKaTa HOPMAaJjHO H3HUCKBA 3
no 6 meceria u 6 0o 12 meceua.
Bpnpeky ToBa, pacTeKbT
MOJKE A2 BapHpa CTporo
HHAWBHIYAIHO H B
3aBHCHMOCT OT BB3PAcTTa.
Cren yCremHoTo JieyeHHe Ha
NPOXBIDKHTE/IHH XPOHHYHH
HH(PEKIHA, HOKTUTE
OOHKHOBEHO OCTABAT

aedhopMHpaHH.

[Ipodunakruka Ha 200 mg zo 400 mg JleueHueTo TpAGRa fa 3ano4YHe
KaHOHII03a IIPpH HAKONKO AHU NpeOH

NalMEeHTH C OYaKBaHATa HEYTPOIICHUA U A
APOIBIDKHATENHA NpOABJOKH 7 THH Cien
HCYTPOINICHHA BB3CTAHOBABAHE, CJIe KATO
HEYTPO(HNKTE Ce MOKAyaT C
nag 1000 kieTku Ha mm’.

Crneunaniu NomynaHy
Cmapuecka svzpacm

B cnyyaii ye HAMa NaHHA 3a OBE0peyHO yBpexxaaHe, TpaOBa Aa ce npuniara o0HYanHara J103a.

bvbpeuno yspeocoane

DIyKOHa30/1 Ce eKCKPETHPa OCHOBHO Ype3 YPHHATA B HEOpOMEHeH BHJ. KoraTto KypchT Ha icUeHHe e
C eIHOKpaTHa J03a, HE € He00X0AMMO KOpUTHpaHe Ha [03aTa.

ITpx nanmeHTH (BKIIOYHTENHO Aena) ¢ yBpeeHa 6b0peyHa QyHKIHA, KOTaTo Ce Hanara MHOrOKpaTHO
NMPHIOKEHNE Ha (UIYKOHA30JI, CE€ 3aM04Ba ¢ MbpBOHaYanHa ao3a 50 mg no 400 mg, ocHoBaHa Ha
NpenopbYBaHATa JHEBHA 03a cnopea nokalanuero. Ciea nmepBoHayaiHaTa HaToBappaila a03a,
JHEBHATA 1032 (CNopen HHAHKALMHTE) Ce ONpeAens OT cacaHaTa rabnuua:

KpearanuHos xaupnac (ml/min) IIponenT OT NPENOPHLYHTEIHATA 1032
> 350 100%

< 50 (6e3 nuaiH3a) 50%

IlocToaHna Ananu3a 100% caen Beaxa AHaaH3a

[TaunenTire Ha XeMoaHanusa TpAGBa aa nomyqasatr 100% ot npenopbuMTENnHaTa 103a CNEM BCAKA
AHAITH3A; [pe3 AHUTE, CBOOOMHH OT AHaNH3a, NaLHEHTHTE TPAOBA Ja MoMy4yaBaT HaMaJieHa 103a B
CBHOTBETCTBHE ¢ KPCATHHHHOBHA HM KJIMPBHC,

Hepnodpobro yepesicoane

JlaHHHTE NIpH NIALHEHTH ¢ YEPHOAPCOHO YBPEXJaHe ca OrPAHHYCHH, MO Ta3H NPHUYHHA

{Teduampuuna nonyaayus
[Ipx neanaTpHyHa nomynauys He TpaOBa Ja ce NPEeBUILIARA MAKCHMAaJIHA JHEBHA JI0
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KaxTo npu nogo0HH HHQEKUNH NTPH Bb3PACTHH, NPOALLKHTEIIHOCTTA Ha JIEYCHHETO C€ OCHOBABA Ha
KNHHUYHHA 0 MHKONTOru4YeH oTroeop. dbrnykoHazon ce npunara KaTo € AHOKpaTHa JHEBHA 034.

3a neAHaTPHYHH NalLHEHTH ¢ yBpeAcHa 6x0peuna GyHknua BK. J03HpaHe npH bvopeuno yepescoane.
(DapMaKOKHHETHKATA HA GIIYKOHA30M NPH MeMaTPHUYHA MOMyauns ¢ 616peuHa HeAOCTaTHUHOCT HE €
pOYy4€Ha (32 HOBOPOAECHH, KOHTO Y€CTO NPOABIBAT IMbpBHYHA OBOpEeUHA HE3PAIOCT, MO, BHXKTE 110-

aony).

Kvpmauwema, manxu deya u deya (om 28 Onu 0o 11 200unu).

IHoxkazanme HAo3HpoBKa IIpenopnkn
Kannuaosza Ha IHrasyuue [TepeoHauanua no3a: 6 mg/kg. | ITsproHavannaTa no3a Moxke Aa
[ocnensawua nosa: 3 mg/kg. Obae W3NOM3BaHa Npe3 MbLPBUs
JHERHO. A€H 3a no-6up30 AOCTHraHe Ha
. PABHOBECHO CHCTONHHE.
HHBa3zuBHA KaHAKAO3A Hoza: 6 10 12 mg/kg anesHo B 3aBHCHMOCT OT TEKECTTA Ha
KPHIITOKOKOB MEHHHTHT " | 3abonaBaHeTO.
[Nonaepxkaina Tepanus 3a Hosa: 6 mg/kg aHeBHoO. B 3aBHCHMOCT OT TEXKECTTa Ha

NPenoTBPATABAHE HA PELH/IHE
Ha KPHITOKOKOB MEHHHTHT NPH
AO€LA C BHCOK PHCK OT

3a00/19BaAHETO.

pELMOHBH

[Ipodunakrvka va Candida Hoza: 3 no 12 mg/kg. B 3aBHCHMOCT OT cTeneHTa U

Apy UMYHOKOMITPOMETHPAHH MPOAB/DKHTETHOCTTA HA

ManHeHTH NpSOH3IBHKAHATA Hey TPONEHHA
(BXK. NO3HUPOBKA IIpH
BB3PACcTHH).

IOnowwu (om 12 0o 17 zoounu):

B 3aBHCHMOCT OT TErIoTO M pasBUTHETO Npe3 mybepreTa, JekapaT TpAOBa fa MPeLIeHH kod 1034
(BB3pacTHH WK Jela) € Hal-noaxoadma. KNMHHYHUTE JaHHH NOKA3BAT, Ye JeLiaTa HMAT MO-BHCOK
KJIMPBHC Ha (PIIyKOHa30/ B cpaBHeHUE ¢ Be3pacTHHTE. Jlo3u ot 100, 200 1 400 mg npH BB3pacTHH
ChOTBETCTBAT Ha J03H OT 3, 6 1 12 mg/kg mpu Aena, 3a NOCTUraHe HA CPaBHUMA CHCTEMHA

CKCIIO3HIHA.

beszonacHOCTTa ¥ eheKTHBHOCTTA Ha (UIYKOHA30J1 32 JieUeHHEe Ha F'EHHTANHa KasAH103a Npy
neAHATPHYHATA IIOMyalMs He ¢a yCTaHOBeHU. HanduHHTe NOHACTOAWEM AaHHH 33 IPYFHTE
NeAUATPHYHY [IOKA3aHWA Ca OMHMCAHH B TOUKA 4.8. AKO TeYeHHETO Ha FEHUTATHA KaHAWA03a MpH
NALHCHTH HA BB3pacT Mexay 12 4 17 roqHHHA € HANOXKHMTENTHO, fIpAaraHaTa nJo3MpoOBKa € ChllaTa

KATO NPH BB3PACTHH.

Howoceru nosopooeru (0 0o 27 Ouu):
Hosoponenure 6aBHo otnenst durykonazon. ChiiecTBYBaT H3BECTHH (GapMaKOKHHECTHYHH JaHHH,
NOAKPEIAINH peKHM2 Ha JO3HPaHe, NPeCTaBeH No-A0TY (BXK. TOYKA J.2).

BnapacToBa rpyna
Hounocenu HopopoaeHH (0 ao
14 aun)

Josnposka
Cremara go3a B mg/kg, Kakro
NpH KbPMavyeTa, MAIK#H JcLia H
Ieua TpadBa 1a ce mpunara Ha
BCceKH 72 4Jaca.

IlpenopbrkH
He Tpabra aa ce HagBHIIaRa
MaKCHMAaJIHaTa o3a ot 12
mg/kg Ha Bceku 72 vaca.

JloroceHn HopopoaeHH (0T 15
no 27 nHH)

Couara nosa 8 mg/kg, kakro
MPH KbpMa4eTa, MAIKH AeLia H
aera Tpadsa jxa ce mpunara Ha
BCcekH 48 yaca.

HauuH Ha OpUIOKeHHE

Kancymure TpabBa ga ce npuemar Lenm, He3aBHCHMO OT NMPHEMA Ha XpaHa.




43 IIpoTHBONMOKAIAHHN

CBpPBbXYYBCTBUTENHOCT KbM AKTHBHOTO BEILECTRO, CXOIHH a30JJ0BH Ch¢AHHEHHA, HIH KbM HAKOE OT
MOMOIHHUTE BELIECTBA, H3OPOEeHH B Touka 6.1.

Br3 ocHOBa Ha JaHHWTE OT NPOyYBaHe HA B3AUMOACHCTBUATA IIPH MHOTOKPATHO MpHIIaraHe,
eIHOBPEMEHHOTO NPWIAraHe ¢ TeppeHaMH € NPOTHBOIIOKA3aHO [IPH NAUWEHTH, MPHEMAIIH
pJIyKkoHa301 KaTO MHOroKpaTHa Ao3a oT 400 mg AHeBHO MK NO-BHCOKA. EAHOBpEMEHHOTO NpHnaraHe
Ha [pyTH JIeKapCTBEHH NMPOOYKTH, yabnkasaid QT-uaTeprana, kouro ce MeTabOMTH3HPAT Upe3s
mdroxpoM P450 (CYP) 3A4, xaro auzanpui, acTeMB301, THMO3UA, XHHUAHH H €PUTPOMHLIHH, €
NPOTHBONOKA3AHO TIPH NAUKEHTH, (TpUeMaiii QIyKoHa3071 (BK. ToUky 4.4 1 4.5).

44 Coenmaann npeaynpexaenns H NpeJuA3HH MEPKH HNPH yunoTpeda

Tinea capitis

drrykoHa305 € NpoyYBaH IPH JIEYEHHETO HA fineda capitis TIpH Aeua. YCTaHOBEHO €, Y€ €(PHKacHOCTTa
My HE NPEeBBL3X0XK 1A Irpu3eodyiIBHH ¥ 0011[aTa yeneBaeMocT € Ouna no-manko ot 20%. Ilo Tasu
NpH4YHHA (IIyKOHA30J He TpAOBa Ja ce H3MOJI3Ba NIPU tinea capilis.

Kpunorokokosa
JaHHHTE 32 e(pPHKACHOCTTA OT AeHEeHHETO ¢ GITYKOHA301 NPH JA€UEHHETO Ha KPHITTOKOKO3a C pas/iniHa

nokan3auMa (Hanp. HenoapoOHa W KOAHA KPHIITOKOKO32a) ¢a OTPAHHYEHH, KOETO He MO3BOJABA 12 Ce
HAMPABAT NMPENOPbKH 33 A03aTa.

Kanaunosa

ITpoyuyranHsaTa MoKasBaT MOBHIIABAHE HA YeCTOTAaTa HA HHeKUHuTE ¢ BUaoBe Candida, pasiiHiHM OT
C. albicans. Te uecTo ca ecTecTBeHO pe3rcTeHTHH (Hanp. C. krusei n C. auris) WwiM oKa3ssar
HaMa/leHa YyBCTBHTEIHOCT KbM Gurykonason (C. glabrata). Ilpn Taxusa HHEKIHH MOXE Aa €
Heo0X0/1MMa aJfTepHATHBHA NPOTHROrE0MYHA TEpANUd BCIEACTBHE HA HeycrnelHo neyeHne. [lopaau
TOBA MPEANMHCBALLHTE JICKAPH CE€ CbBETBAT A B3eMAT IPEABHA YECTOTATA HA PE3HCTCHTHOCT KbM
durykoHa301 Npy pa3nuyHy BuaoBe Candida.

Iea00KkH eHaeMUYHE MUKO3H

JlanuuTe 3a €(pHKaCHOCTTA OT JIEYEHHETO ¢ (IIYKOHA30M MPH JIEYCHHUETO Ha ApPYrH GOpMH Ha
€HAECMHUYHH MHKO3H KaTO NapaKOKIHAHOHAOMHKO03a, THM(pOKONKHA CIIOPOTPHXO032 H XHCTOILTa3MO03a
Ca OrpaHM4eHH, KOETO HE MO3BO/IABRA J1a C€ HANpaBAT MPEIOPBKY 3a 103aTa.

bpbpedna cuctema

®OnykoHason tpabea Ia ce Ipunara ¢ BHUMaHKue NpH nanpeHTH ¢ 60peuna gucyHxima (BXK. TOUKa
4.2).

Han6u0pe4yna HeaocTaTeuHOCT

H3BecTHO €, 4e KeTOKOHA30M NPUYHHABA HAA0B0peuHa HeTOCTATBYHOCT, KOSTO OH MOIJIO Ja Ce
OTHACH, MAKAP H CPABHUTCIIHO PAIKO, 3a (PIYKOHA3OI.

Han6v6peunara HexocTaThIHOCT, CBBp3aHa C CAHOBPEMEHHATA YAOTpeDa Ha NPSIHA30H, € ONHCaHa B
Touka 4.5.

XenarobuiyapHa cucrema
(DnyxoHa3on TpAOBa fia ce Npuiara ¢ NOBHIEHO BHHMAHUE MPH NMAIMEHTH ¢ YepHoaApodHa

AHUCOYHKIHA.

OayKoHa30:1 ce CBbP3Ba € PeAKH CIy4aHd Ha CePHO3HA Y€PHOAPOOHA TOKCHUHOCT /K
CMBPTHH CITIy4aH, OCHOBHO ITPH NMAaLHEHTH ChC CCPHO3HH NMoIeKamH 3abonaBay]
XenaToTOKCHYHOCT, CBbp3aHa ¢ quiyKkoHa30J1, HE € YCTAHOBEHA Bpb3Ka ¢ 0011aTy
NPOAB/DKHTENHOCTTa Ha JICYEHHETO, MOJIa WIH BB3PacTTa. XenaTrOTOKCHYHOCTT :
(bryKkoHa3071, OOMKHOBEHO € O0paTHMa NPH NPEeKPaTABAHE HA JICUEHHETO.




[laueHTH, NpHA KOHTO ce HabmoaaBaT aOHOPMHH NPOMEHHN B YEPHOAPOOHHTE PyHKIIHOHAIHHN TECTOBE
MO BPEME HA JICUEHHETO ¢ (PrIykoHasol, Tpadea Aa 6bAaT MpocieasaBaHy 3a NPoALa Ha MO-CEPHO3HO
YepHOAPOOHO YBpEXIaHE.

[Tauuentrre Tpabea na 6bAaT HHPOPMUPAHH 33 CHMITTOMHTE, HACOUBAIH KbM CEPHO3HH
YepHOAPOOHH ePEKTH (3HaAUMMAa aCTEHHA, AHOPEKCHA, IICPCHCTHPALLIO I'aACHE, MOBPHIIAHE U
xbaTeHuIa). JleweHueTo ¢ qutyKoHason Tpadea He3abaBHO Aa ce NpeKpaT# ¥ MAUHEHTHT Aa ce
KOHCYJITHpA C JIeKap.

ChpaeuHo-chI0Ba CHCTEMA
Hsixou azonwu, BrmodnTentHo PIykoHaszon, ca CBbp3aHH ¢ yawbkasane Ha QT-unrepsana B

enekTpokapauorpamara. OnykoHason npean3BHKBa yawnkasaHe Ba QT ype3 HaxHOHpaHe Ha MOTOKA
Ha HOHWUTE BbB BOJITAXK3ABHCHMHTE Kanuesd KaHam (lir). Y ab/mkaBatHeTo Ha QT, MpHYAHEHO OT
APYTH JIEKapCcTBEHH NPOAYKTH (KaTo aMHOAAapOH), MOXke Aa 6bA¢ YBEIMYCHO NOCPEACTBOM
uHxuOHpaHe Ha aToXpoM P 450 (CYP) 3A4. Mo BpeMe Ha MOCTMAPKETHHTOBOTO HaOJIIOAEHHE Ca
YCTAHOBEHM MHOTO PEIKH ClyuaH Ha ynbibkapaHe Ha QT-uHrepBana u forsades de pointes npu
Nau|eHTH, npHemainy QrykoHason. Te3n ciryyau ca BKIIIOYBAIH TEXKO DOJIHH NAHEHTH C
MHOXECTBO CMECEHH PHCKOBH (akTOpH, KATO HANIPUMEP CTPYKTYPHH YBpeXKAaHHs Ha ChpLETO,
€JIEKTPOJIHTHH HAPYIIEHHA H ChITBTCTBALLO JICUSHHUE, KOHTO MOXKE /12 ca JONPHHECITH 33
yawpKapaHeTo Ha QT-uHTeppana. [TauMeHTHTE ¢ XHNOKANHEMHS H H3SBEHa ChpACYHA
HEAOCTATHYHOCT €A ¢ NOBHUICH PHCK OT MOsiBa Ha XKUBOTO3acTpalliaBallH KaMepHH apHTMHH U
torsades de pointes.

®nyxonaszon Tpsadsa na ce mpwiara ¢ BHHMaHHe MPH MAHEHTH ¢ MOTEHUMATHO [IPOapUTMONCHHH
CBCTOSAHMA. EXHOBPEMEHHOTO NpHiIaraHe ¢ APYTH JE€KapCTBEHH ITPOJYKTH, 33 KOMTO € H3BECTHO, Ye
yawukasat QT-uHTepBana H kouTo ce Metabonusupart upes uuroxpom P450 (CYP) 3A4, ¢
MPOTHBOMOKA3aHO (BA. TOUYKH 4.3 u 4.5).

XanodaHTpHH

Xanoganrpus yawokasa QT-uHTrepBana nmpH npenopsYHTENIHATA TEpAaNeBTHYHA 032 H € CyOcTpar Ha
CYP3A4. 1o Ta3n npuyHHa ¢THOBPEMEHHOTO NpUIaraHe Ha pIyKOHa301 H Xaio(QaHTPHH He ce
nmpenopb4Ba (BkK. ToUka 4.5).

HepmaTronoruysny peakiuu

Tlo BpeMe Ha neyeHHeTO ¢ (UIYKOHA30J1, Mal[MEHTHTE PAAKO Ca MPOABABAIN eKCPOTHATHBHH KOKHH
PEaKLHH, KATO HANPHMEP CHHAPOM Ha Stevens-Johnson H TOKCHYHA eNMMICpMaHa HCKPOJIH3a.
Cp0o0111aBa ce U 3a JICKAPCTBEHA PeakuHs ¢ €03MHO(HINA H CHCTeMHM cHMITOMM (drug reaction with
eosinophilia and systemic symptoms, DRESS).

HarmenTute cbe CIIHH ca mo-cxioHHn Aa pa3BHBAaT TEKKH KOKHH PEakitiH KbM MHOXKECTBO
NeKapcTBeHH NPOAYKTH. AKO NAMEHT ¢ MOBBPXHOCTHA IbOHYHA HHeKuMs nodydn OOpHB, KOHTO
MOJKe Ja ce Ab/DKH Ha UIyKOHA30, leyeHueTo TpaOea aa 6bae MpeKpaTeHo. AKO MALHEHTH ©
HHBA3HBHA/CUCTEMHA rbOMUYHA MHpeKuMA noayvyaT oOpHB, T¢ TpAOBa na ce HabaIOAaBaT BHAMATEIHO
H JIEYEHHETO ¢ (ITyKOHA30 /1a ce NMPEKPATH, aKo ce MOABAT OyJIO3HH NIe3HH HITH MyITHGOPMEH
EpHTEM.

CBPbXYYBCTBHTEIHOCT
Anajdunaxcus ¢ HabmoAaBaHa B peKd ciiyuaH (BXK. Touka 4.3).

Huroxpom P450
®myxonason e ymepern CYP2C9 u CYP3A4 unxubutop. OdnykoHason € ChIio MOIICH WHXHMOYTE

CYP2C19. IlanueHTH, MpUeMalny ¢THOBpeMEHHO (IyKOHA30/1 H NEKAPCTBEHH MPOAYKTH SAT
TepaneBTHYCH HHTEPBAN, MeTaGonuzupany upes CYP2C9, CYP2C19 u CYP3 A4, Tpsabnd 4
HadnogaBaHH (B2K. ToUka 4.5).

Tepdenanun |
EnnospemenHoTo npunarase Ha urykoHasoi B no3uposku noa 400 mg aHeBHO H Tepdie
BHHMATEITHO Ja ¢€ MOHUTOpUpa (BX. Touka 4.3 H 4.5). *'




[ToMoliHH BelecTsa

Kancynute chabpxar nakrosza Moroxuapar. IlanpenTs ¢ peaky HacineCTBEHH NpobieMH Ha
rajaakTo3Ha HEIOHOCHMOCT, Lapp-nakrased aedHLUMT HIH FIIOKO30-rajiakTo3Ha ManabcopOums He
TpaOBa a NPHEMAT TOBA JIEKAPCTRO.

4.3 B3aamoneHcTBHE ¢ APYIrH JIeKAPCTBEHH NPOIYKTH H APYrH ¢OpMHE HA BIAHMOJCHCTBHE

Eouogpemennama ynompeba cv¢ cieonume rexapcmeenu RPOOYyKmy € npomusonoKa3and:

Husanpua: uma cpo0LIeHHs 32 ChpASUHO-CHAOBH CHOUTHA, BKIHOYHTENHO forsade de pointes, pH
NaljHeHTH, HA KOMTO Ca NpHiIaraHd GIyKOHa301 H LUM3anpHI eIHOBPEMEHHO. B KOHTpOnHpaHo
OpOoY4BaHEe € YCTaHOBEHO, Y€ eIHOBpeMEeHHaTa ynorpeba na pnykonaszon 200 mg egHoKpaTHO AHEBHO
M um3anpua 20 mg yeTHpH MbTH AHEBHO BOJM /10 3HAYHTEIHO NMOBHILCHHE Ha IUIA3MCHHMTE HHBA HA
LM3anpyua H yabiokaeane Ha QTc-wHrepsaia. EAHOBpeMEHHOTO NpHIOKeHHE Ha uiyKOoHa30n H
uMd3anpui € NpOTHBOHOKA3aHe (BX. Touka 4.3).

Tepdenanun: nopaau cepHo3tH ChPACYHH APHTMHH, KOHTO Bh3HHKBAT BTOPHYHO B PE3yNTaT Ha
yasxaeane Ha QTc-uHTeppana npu nauHeHTH, IpHeMaLlM a30/I0BH AHTHMHKOTHIIH 3a€HO C
TepdeHanH, Ca NPOBEAeHH NPOyUBaHHA BHPXY Te3H B3aHMOACHCTBHA. B ipoy4BaHe, NpH KOETO
¢paykoHas3on € npunara# B Ao3a 200 mg AqHERHO, He € YCTAaHOBeHO yawpkasaHe Ha QTc-unrepsana. B
ApPYro npoyusase, [IPH KOETO ¢a H3NMoa3BaHH AHeBH: n03H oT 400 g0 800 mg ¢pnykonazon, e
YCTaHOBEHO, Y€ (IyKOHA30J1, MPWIOKEH B 103H, PaBHH WK no-BHCOkH oT 400 mg AHeBHO,
3HAYMTENIHO NOBHIIABA [L1a3MEHHTE KOHUEHTPALMH Ha TepdeHaaHH, KOTATO ABETE JI€KAPCTBA Ce
npuwiarar B komOuHauua. KoMOHHUpaHOTO NpHIOKeHHe Ha (ITyKOHA30I1 B A03H, PABHH HITH TO-
BHCOKH OT 400 mg, c Tepdenanus ¢ npoTHBONOKa3aHO (BK, Touka 4.3).

EnHoBpeMEHHOTO NpHIoKEHHE Ha (PIyKOHA30i ¢ TepeHaauH B AO3H, NMO-HHCKH oT 400 mg aHeBHo,
Tpa0Ba BHUMATEITHO J1a C€é MOHHTOPHPA.

ACTEMH301: €HOBPEMEHHOTO MPHIIOKEHHE Ha (PIIyKOHA30/1 C ACTEMH30J1 MOJKE /12 NOHWKH KIHPBhHCA
Ha acTeMH30l1. B pesynTar nosuiucHHATE TIa3MEHH KOHLCHTpALMH Ha acCTEMH30/1 MOTAT /la JOBEAaT A0
yabsokasane Ha QT # peakH ciy4au Ha forsade de pointes. ETHOBPEMEHHOTO NPHIIOXKEHHE Ha
¢JTyKOHA30/1 M aCTEMHM30J1 € TIPOTHBOMOKa3aHo (BK. Touka 4.3).

[1MMO3H: BBAPEKH Y€ HE € MPOYYUEHO in Vilro 1 in vivo, eAHOBPEMEHHOTO MPAIOKECHHE Ha
¢uTyKOHA30J1 ¢ MTUMO3K, MOXKE [a 0BeAe A0 HHXHOHpaHe Ha MeTabonu3Ma Ha nuMo3Ha. [TosuinennTe
MNa3MEHH KOHLEHTPALWW HA MAMO3M], MOTaT A3 J0BeAaT JO yib/kaaHe Ha QT M peaku ciyvau Ha
torsade de pointes.

EnHOBpEMEHHOTO NPHIOKEHHE Ha (JTYKOHA30M1 H NHMO34] € NPOTHBONOKAa3aHO (BXK. Tovka 4.3).

XUHHAHH: BBIPEKH Y€ HE € MPOYYEHO in Vifro U in vivo, €AHOBPEMEHHOTO NMPIJIOXKEHHE Ha
(iiykoHa30M1 ¢ XHHHAWH MOXKE [1a IOBeAE A0 HHXHOHpaHe Ha MeTabonn3ma Ha XxMHHAWH. [Ipunaranero
HA XHHHUHH € CBBP33HO ¢ YAwDkaBane Ha QT W ¢ peaku ciiyuan Ha forsades de pointes.
EanospeMeHHOTO NpHiokeHHe Ha (PIIyKOHA301 H XHHUIHH € POTHBONOKA3aHO (BXK. TOUKa 4.3).

EpHUTPOMHLNH; eJHOBPEMEHHOTO NPUIMKEHHE HA (IYKOHA30]1 H PHTPOMHLIMH OH MOTJIO @ NOBHIUH
pHCKa OT KapaAHOTOKCHUHOCT (yabibkeH QT-unrepsan, forsade de pointes) M NOcIeABallia BHE3ANHA

ChpIaCYHa CMBPT. ENHOBPEMERHOTO NPANOKEHHE HA (IYKOHA30M H epm‘poununﬂ €
IPOTHBOMOKA3aHO {B)K. ToUYka 4.3).

E()HOBPEMEHHOMO RPUIONCEHUE CHC caeonume JAEKAPCMEBEHU HPOC)}’KM HE Ce npenopvyed.




Eonoepemenno npunodicenue, Koemo u3uCKea NOGUNICHO GHUMAHUE.

AMHOAPOH: eHOBPeMEHHaTa ynoTpeba Ha GyKoHa30/1 H aMHOOAPOH MOXKe Aa yAbDKH QT
uHTepBana. HeobxoauMo € nOBHIIEHO BHUMaHHE, aKO Ce Hanara €IHOBPEMEHHO NPHI0KEHHE Ha
¢aykoHa301 ¥ aMHOAapoH, ocobero koraro ¢GaykoHa3on € BbB BHcOKa no3a (800mg).

Eonoepemennomo npunoJicenue Ha CreoHume ReKapcmeeny n KM HARA2d RPEONAZHU MEDKU U
acanmupane Ha 003ama.

EdexT Ha ApYrH JeKapCTBEHH OPOAYKTH BEPXY (DIYKOHA30

PudamMnuumy: eIHOBpPEMEHHOTO MPHIOKEHHE Ha PIYKOHA30 M PHOAMITHUHKH € AOBETIO [0
HaMalsIBaHE Ha TUIOIITA Mo KpuBaTta ¢ 25% U CKbCABaHE HA BPEMETO HA MONYKHBOT HA (UIYKOHA301
¢ 20%. [Tpn naumeHTH, KOMTO TIOTY4aBaT AHOBPEeMEHHO pHdaMIMUMH 1 GIyKoHA30/, TpAbBa Aa ce
OOMHCIIH NOBHINABAHE HA 103aTa Ha (IYKOHA30.

IlpoyuBaHngTa Ha B3aUMOACHCTBHATA MOKA3BAT, Ye KOraTto (IyKOHA30]1 32 NNePOPaIHO NPHIOKEHHAE
ce MPHEME €HOBPEMEHHO C XPaHa, LIMMETHANH, AHTHALMIH WIH CAeA oOpYBaHe Ha LIUIOTO TAIO 32
KOCTHOMO3bYHA TPAHCIUIAHTALMS, HE ¢¢ HaD/moAaRa KNHHHYHO 3HAYHMO HapyleHHe Ha abcopOLuaTa

Ha QIyKOHA30IT.

XHAPOXJIOPOTHA3ZHA;: MPOYYIBAHE 3a (PAPMAKOKHHETHYHO B3aHMOICHCTBHE MOKA3Ba, Y€
€AHOBPEMEHHOTO NPIIOKEHHUE HA Pa3IMYHH JO3H XHAPOXJIOPOTHAZHI TIPH 3/ApaBH AOOPOBOJILIM,
nprueMawy ¢urykonazon, 8o 1o 40% yBenudeHHe B TUIA3MEHATA KOHLEHTpALMA Ha JIYKOHA3011.
EdexTsT Ha TOBa yBE/THYEHHE He Hanara NpoMsHa B JO30BHA PEXHM Ha (IyKoHA307 NPH HHAWBHIH,
NpHEMALIH eAHOBPEMEHHO JHYPETHLIH.

- Edekr Ha durykona3zon Bupx rH JICKAPCTBEHMU M KTH

®nykoHazon € ymepeH HHXHOHTOP Ha LUTOXpoM P450 (CYP) nzoenszum 2C9 n 3A4. @nykoHazon e
ChIO MOLIEH HHXHOMTOP Ha W3oeH3HM CYP2C19. B nomb/iHeHHe HA
HaGNMoNaBaHHTE/AOKYMEHTHPAHHTE B3AUMOACHCTRHA, CTIOMEHATH 10-A0Ty, HMa PHCK OT MOBHIIEHA
rnnasMeHa KOHUEHTPaLMA Ha JPYTH cheTaBkH, Metabonmsupann ot CYP2C9, CYP2C19 u CYP3A4
eTHOBPEMEHHO NPHJIOKEHH C (PrTykoHa3o. 3aTosa € HEOOXOAHMO MOBHIIICHO BHHMAaHHE INIPH
MpHIarale Ha Te3d KOMOWHALHK ¥ TAUMEHTHTE TPAOBA BHHMATEIHO Aa ce MOHHTOpHpaT. EdexThT Ha
E€H3MMHOTO HHXHOHUpaHe Ha QUIYKOHA30/ NPOALILKABA 4-5 IHH CJICH CIIMPAHE Ha JIEYCHHUETO C
¢bTykoHazoJ nopaay AbIATHA NOMY)KHBOT HA qurykoHazon (BxkK. Touka 4.3).

A6pounTnnuG: gpaykonazon (muxuburop Ha CYP2C19, 2C9, 3A4) nopuinaBa eKCNO3HLMATA Ha
AKTHBHATA MOJCKyTa Ha abpoumTHHub cre 155%. [Ipn eqHOBpeMEHHO npuiarasHe ¢ UIyKoHas3omn
KOPHIHpaHTe N03aTa Ha abpOUMTHHNO B CHOTBETCTBHE ¢ YKa3aHHATA B HHGOpMaLHATa 32
npeanuceadHe Ha abpouMTHHHO.,

AndeHTaHui: no BpeMe Ha ChIILTCTRAIINO JieueHHe ¢ ¢urykoHazon (400 mg) u andenranun (20 pg/ke)
MHTPaBEHO3HO NpH 31pasH a100pososiun, AUC,, Ha anfeHTaHKHA ce € YBEMHYHIA 2 [THTH, BEPOATHO
ype3 nHxuOupane Ha CYP3A4. Moxke aa e HeoOX0QHMO afafiTHpPaHe Ha J03aTa Ha al(peHTaHMII.

AMHTPUNTHINWH, HOPTPHIOTHIHH: (ITYKOHA30/1 MOBHINIARA edeKTa Ha AMHTPHITTIVIMH M HOPTPHITHIHH.
5-HOPTPANTHINH W/WIH S-aMHTPUIITHIHH MOTaT Aa GbAaT W3MEpBaHH B HAYAJIOTO HA KOMOHHHpaHaTa
Tepanus ¥ cnex eqHa ceaMuua. Jfozara Ha aMHTPHITHIMH/ HOPTPHIITHIHH TpAOBA 12 ce ananTupa, ako
e HeoOXO0AUMO.

AMPOoTEpHUHH b: eHOBpPEMEHHOTO NpUIOxKeHHe HA QUIYKOHA30/1 H am$oTepuliHH b nip
MH(CKTHPAHH HOPMATHH H HMYHOCYTIpECHPaHH MHIDKH [OKA3Ba CICAHUTE PE3yITaTH:
aaMTHBEH AHTHMHKOTHYEH edekTt npH cucteMHa uHGekuua ¢ C. albicans, nunca Ha
NpH HHTpaKpaHHaiHa HH@exlus ¢ Crypfococcus neoformans U aHTATORHIBM MEXITY
NpH CHCTEMHA HHGpekuuMs ¢ A. fumigatus. KnuHMUHaTa 3HAYMMOCT HA PE3YJITATHTE, 11

NPOy4BAHUS, HE € H3BECTHA. "‘




AHTUKOArY/JIAHTH: TIPH MOCTMAPKETHHIOBMA OMUT, KAKTO H NPH APYTHTE a30/I0BH aHTHMHKOTHYHH
CPEACTBA, Ca NMOAYUYEeHH ChOOIIEHHA 38 KbPBEeHE (Cy(dy3HH, EMUCTAKCHC, TACTPOMHTECTHHAIIHO
KbPBEHE, XEMATYPHA M MEJIEHA), CBbP3aHY C YALKABaHE HA MPOTPOMOHHOBOTO BpEME ITPH MALMEHTH,
npHeMalllH eIHOBpeMeHHO ¢urykoHazon u Bapgapui. I1o BpeMe Ha €IHOBPEMEHHOTO JICUSHHE C
(pnyxoHazon u Bapdapus, NpoTpOMOMHOBOTO BpeMe € OWI0 YBETHYEHO A0 2 ITHTH, HaH-BEPOATHO B
pe3yaTaT Ha HHXHOHpaHe Ha BapdapuHoBHa MeTabonu3bM upes CYP2CY. Ilpn naumeHTH, npueMainu
KYMapHHOB HJIH HHARHAHOHOB THIT aHTHKOAry/IaHTH YCHOPEAHO ¢ (ykoHa30M1, NPOTPOMOHHOBOTO
ppeMe TpaOBa ga ObJe BHHMATETHO MOHUTOPHPaHO. MOXe 1a ce HAlOXKH ajanTHpaHe Ha 103aTa Ha
AHTHKOATY/IaHTA. |

benzonnazenuuu (xpaTkonedcTBamK), T.€. MMAA30JaM, TPHAZOAAM: CACT NIEPOPATHO NPHIOKEHHUE Ha
MHJa3071aM, (PIYKOHA30J1 € JOBEA JO 3HAYHTE/IHO YBEIIHUCHHE HA KOHUEHTPALMATA Ha MHIA30M1aM U

10 ICHXOMOTOPHH edektd. EAHOBPEMEHHOTO NOThIIAHE fpe3 ycTaTa Ha ¢urykonason 200 mg 1
Mugaszosnam 7,5 mg e ysenmunno AUC u BpeMeTo Ha NoMy>KUBOT Ha MHAA30aM, ChOTBETHO 3,7 IThTH
H 2,2 mpTH. 200 mg qaeB8HO (PayKOHA30I, IPHIOKEHH YCIIOpeHO ¢ TpHasonaMm 0,25 mg nepopajiHO ca
yBeHYHIH AUC 1 BpeMeTO Ha NOAYKHMBOT HAa TPHA30JIaM, ChOTBETHO 4,4 ITETH H 2,3 ITBTH.
IloreHumpaHe ¥ yabkaBaHe Ha eDeKTHTE HAa TPHA30JiaM ¢a HaOoAaBaHH NpH €THOBPEMEHHO
neYyeHre ¢ (PIyKoHa3o.

Axo € HeoDdx0onMMa €IHOBpPeMEHHA Tepariia ¢ 0eH30Ha3eNIHHH NPH NAlUeHTH, TPUEMAIIH

dutykoHazon, TpaOBa aa ce oOMHCIIH HaMaNIABaHe Ha 103aTa Ha OSH304HA3ENHHA, 2 TALMEHTHTE
TpAORa Aa 6BAAT NOAXOMALLO MOHHTOPHPAHH.

Kapbamaszenun: ¢mykonason uaxubupa merabonusMa Ha kapOama3senuH H € HaOdmoaaBaHo
NMOBHINABAHE HA CEPYMHHTE HURA Ha KapbamaszenuH ¢ 30%. CeluecTByBa pHCK 3a pa3BUTHE Ha
xapbamasenuHOBa TOKCHYHOCT. Moske [a ce HANOXKK KOPEKIMA B 103aTa Ha KapOamasenuH, B
3aBHCHMOCT OT CBOTHOLIEHHETO KOHLICHTpaLus/edeKT.

KanunerH aHTarOHUCTH: HAKOH KAJILIMEBH aHTArOHACTH (HUGEAHIINH, H3PaAHITHH, AMJIOJHITHH,
BepanaMui H gesoaunmur) ce MeTadbonusupart upe3 CYP3A4. MaykoHazon HMa NOTEHUHAT 12
MOBHIIH CHCTEMHATa EKCIIOZHLIMA Ha Ka/ILIUEBHTE aHTaroHUCTH. [Ipenopsunrento e yecto
MOHHUTOpHpaHe Ha HeXeNaHHTE IeKAPCTBEHH PeaKLMH.

Lenexoxcu®: no speme Ha €eAHOBPEMEHHOTO NpWIMkeHUe Ha Grykonaszon (200 mg gHEBHO) U
uenekokcHO (200 mg) Cnax 1 AUC Ha uenexokcud ce noeriaea ¢ 68% u 134% crworBeTHO.
ITonoBuHaTa OT H03aTa HesekoKkocHd MoXe Ja 6ble 10CTaTHEUHA, KOraTo ¢e xomObuHHpa ¢

(pnyxoHa30mM.

Huknodocdhamun: kombunupana Tepanus ¢ UHKIodpochamug v GIyKkoHa30a BOAH A0 NIOBHIICHHE HA
OnnnpyOHHa U KpeaTHHHHA B cepyMa. KoMOHHanmaTa MOXKe Ja ce H3M0J13Ba, KATO C& UMa NPCABHT

PHCKa OT NOBHIIEH CEPYMEH OUNHPYOHH H KPECaTHHHH.

DeHTaHW: CLOOLICH € eaHH (paTaneH cny4aii Ha HHTOKCHKANMA ¢ (PEHTAHWI, AB/DKALIA CE HA
BBE3MOKHO B3aMMOJeHCTBHE Ha deuTanm ¢ rnykoHa3on. B RomeiiHeHHe npy 3apaBH 1006posonuy e
MOKA3aHO, Ye (uIyKoHa30 3a0aBd 3HAYUTEITHO SIIHMHHHPAHETO Ha (eHTaHWI. Y BeNHYeHaTa
KOHUCHTpaLMA Ha PeHTaHWT MOJKe Ja IoBeAe A0 pecrpaTopHa Acnpecua. [lammentute Tpadea
BHUMATENHO Ja CE MPOCHeAsBaT 3a NOTCHUHMAICH PHCK OT pecnudparopHa aenpecus. Moxe aa ce
HAJIOXKH KOPEKLHA Ha A03aTa Ha (PeHTaHMII.

HMG-CoA penykrasHy HHXHOMTODH: pHCKBT OT MHONATHA M pabIoMMONH3a ¢ MOBHILIABA, KOraTo

¢ykonason ce npunara egnospemeHHo ¢ HMG-CoA penyxra3HH HHXHOHTOPH, METaOOTH3JAparbRe o

ype3 CYP3 A4, kato aropeactaTin H cumBacTaTud win upe3 CYP2C9 kato quryBactaru / -@?eno ”

HeoOxoaMMa KOMOHHHpaHa Tepanud, TAMSHTHT TpaOBa Aa ce Habmozaasa 3a CHMITTOM 1«@ “ QuaTH \

H padNOMHONN3A B KpeaTHHHHKHHA3aTa TpiadBa aa ce MorutToprpa. HMG-CoA penyy '« v -‘: ”1 W ‘
f-

WHXUOUTOPH TPadBaA Na Cce crpaT, ako ce HabMoAara 3HAYMMO YBEITHYABAHE HA kpeath

pa . i

ce IHArHOCTHLIHpa WK NpeAnosnara MuonaTHs/padaoMuaonuza. Be3MOKHO € 1a ca He AOX0Y H‘l ? ﬁq_ B
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HHCKH 031 HMG-CoA penykrazHu MHXHOHTOPH CBIVIACHO YKA3aAHHATA B KPATKUTE XAPAKTEPHCTHKH
Ha CTaTHHHTE.

HopytHHub: yMepenute nixnduropu Ha CYP3 A4, karo (uiykOHa30., IOBHILIABAT [U1a3MEHHTE
KOHLISHTPAUMHH Ha HOPYTHHHO H MOraT Aa oBHUAT PHCKA OT TOKCHYHOCT. AKO TakaBa KOMOHHALIKS
He Moxe Ja Obae w3bernara, fo3ara Ha HOpyTHHHO TpaOBa na Obae HamaneHa Ha 280 mg BeAHLX
AHEBHO (Z1B€ KAICYyJH) 33 BPEMETO Ha TIPWIOKEHHE Ha HHXHOUTOpa M TpAOBa 1a ObJe OCUTYPEHO
WATETHO KITHHUYHO [IPOCAEaIBaHE.,

Onanapub: ymepenuTe uHxubutopn Ha CYP3 A4, kato pnykoHa30,1, MOBHILABAT ITIA3MEHUTE
KOHLICHTpaLMH Ha oflanapub — ¢LsTCTRaMaTa My ynorpeda He ce npenopbusa. AKO KOMOHHHPAHETO
MM He MOJKe Aa ce m30erHe, gosara onanapud Tpabea na 6bae orpanvueHa a0 200 mg aga meTH
JHEBHO.

M@_p_em (Hﬂﬂp. HUKNOCTIOPHH, €EBCPONHMYC. CHPDONHUMYC H TﬂK[&HHMEC[:

IMrmocnopuH: qUIykoHa30/ MOBHIIIABA 3HAYHMMO KoHUeHTpaunaTa H AUC Ha uuknocnopuH. [lo
BpEME Ha ¢IHOBPEMEHHOTO JieueHHe ¢ (paykodason 200 mg AHEBHO M UKIOCNOPHH (2,7
mg/kg/nHeBHo) e HabmoaasaHo nopHineHHe Ha AUC Ha uMknocnopuH B pamkure Ha 1,8 meTh. Tasu
KOMOHHAIIHA MOKe Ja Ce H3II0JI3BA, KATO C€ HAMAJIH A034Ta Ha LHKIOCTOPKH B 3aBHCHMOCT OT
KOHLIEHTPALHATA Ha LIMKIOCTIOPHH.

EBEpONHMYC: BBIPEKH, Y€ HE € NPOYYCSH in Vivo WK in Vifro, QIyKoHa30l1 MOXKE 1a MOBHIIH
CEPYMHHTE KOHLECHTPALMH HA eBeposiMMYyC Ype3 uHxuOupane na CYP3A4.

CrpoauMyc: GUIyKoHa30J NOBHUIABA MJIA3MECHUTE KOHLCHTPALIMYM HA CHPOAKMMYC BEPOSTHO Ypes
HHxuOHpaHe Ha MeTabonuzMa Ha cHporHMyc upes CYP3A4 u P-rnukonporens. Tazun komOuHanmsa
MOJKe a ¢€ U3MOM3Ba, KaTo Ce afaNTHpa A03aTa Ha CHPOJIUMYC B 3aBUCUMOCT OT CBOTHOLIEHHETO

edeKT/KOHLeHTpaIHA.

Takponnmyc: GuyKoHa301 MOXKE /1a NOBHLIH [0 5 ITETH CEPYMHHTE KOHLICHTPAUHH Ha NMEpOPaHO
pHEMAaHHA TAKPOIMMYC NMOpaaH HHXHOHpaHe Ha MeTabonu3ma Ha Takponumyc 4pe3 CYP3A4 B
yeppara. Hama nabmogasanu 3eaunMH papMakOKHHETHIHH [POMEHH, KOraTO TaKpOJIHMYC Ce
npuiara MurpaseHo3HO. [loButileHWTe HHBA Ha TAKPOJIMMYC C€ CBBP3BaT ¢ HE(POTOKCHIHOCT. Jlo3aTa
Ha NICPOPAJIHO NMpHIAraHua TaKpOJIHMYC TpAOBA Ja ce HaMaJIM B 3aBHCHMOCT OT KOHLICHTpALMATa Ha

TaKpOJIHMYC.

JlocapTaH: ¢pnykoHa3on HHXHOHpa MeTabosiH3Ma Ha JIocapTaH 10 HeroBHs akTHBeH MeTaboIHT (E-31
74), OTTOBOpPEH 3a Hal-TOMAMA YACT OT HErOBHA AHTHOTEH3UH-1[-perienTopeH aHTarOHU3bM IpH
Je4yeHHUETO ¢ tocaprad. [lanMenTrTe TpabBa NocTOAHHO Na HAOMOAABAT KPBBHOTO Ci HANATaHe.

JlypasunoH: ymepernure nHxuOutopu Ha CYP3 A4, xato QykoHa3on, MOraT Aa NOBULIAT ILIA3MEHUTE
KOHIIEHTPALHK HA Typa3sHAOH. AKO He MOxe fa ce niberHe ChIIBTCTRAlOA yNnoTpeOa, HamaneTe ao3ara
HAa JIypasHIOH CBIJIACHO YKA3AHHATA B KPaTKaTa XapaKTepPUCTHKA Ha JTyPa3HIOH.

Metagon: ¢uykoHa301 MOXe Ja TOBHUILIH CEpyMHATa KOHIIEHTpaLHs Ha MeTaZoH. Moxe na e
Heo6X0aMMO aJanTHpaHe Ha A03aTa HA META/IOH.

HecrepounH npoTHBoBb3nATHTENHH cpenicTBa: Cnax H AUC Ha durypOunpoten ce nosuiuasar ¢ 23%
H 81% cpOTBETHO, KOraTo ce npuiara c GpayKkoHa30ll, B CpaBHEHHE CHC CAMOCTOATETHOTO

€THOBpEeMEHHO C palemuucH HOynpodeH (400 mg), B CpaBHEHHE ChC CAMOCTOATEHO
paueMuueH uoynpodeH. {  edfacky s
Borpexu ye He e cnenuduuno npoyyeH, uiyKoHa30/ HMa NOTEHIMAN Aa NOBHIIH CHCTEMHARR " 0 2Y |
excrio3vuuA Ha apyru HCIIBC, kouro ce Merabonusupar ot CYP2C9 (Hanp. Hanpokcy Dt s



JIEKapCTBEHHU PEaKIHH H TOKCHYHOCT, cBbp3aHid ¢ HCTIBC. Moxe Aa e HeoOXOa#MO afalTUpaHe Ha
aosara Ha HCIIBC. '

DEeHHTORH: QIIyKOHAa30]1 HHXHOHpa YepHOAPOOHHA MeTabonH3bM Ha GEHHTOHH. EAHOBpEMEHHOTO
MHOIOKpaTHo fpunarare Ha 200 mg durykoHazon 4 250 mg ¢peHHTONH HHTPABEHO3HO € NpEeAH3BHKANO
nosuiuasane Ha AUC»4 Ha dennrounn cuc 75%, u# Ha Crin CBe 128%. [Ipn eaHOBpeMEHHO MPHITOXKECHHE

CepyMHHTE KOHLICHTpallMH Ha eHUTOMH TpAOBa qa ce MOHUTOPHPAT, 32 J1a ce H30ertHe PeHHTOMHOBA
TOKCHYHOCT.

IlpentusoH: uMa croOIIeHHE 32 €AWH CITYURH NMpH YepHOAPOOHO TpaHCIIAHTUPAH NAUMEHT, JIEKYBaH
C MPEAHH30H, KOHTO pa3BHBa OCTpa Haa0BOpeyuHa HeOCTATHYHOCT CJIE] TPEKECBAHE Ha TPHMECEYHA
TepanHi ¢ ayxonason. [Ipeanonara ce, ye npekbepaseTo Ha QIYKOHA30] NPUYMHABA YBEJIHUCHHE HA
akTHBHOCTTA Ha CYP3 A4, koeTo BOAHM N0 noBHuIeH MeTaboNMH3bpM Ha nipeaHu3oH. [lanMeHTHTE Ha
NPOABDKHTENHO JIEYEHHE ¢ (PYKOHA30M U NpeAHM30H TpsaOBa fna 6b1aT BHHMATEHO NPOCeAIBaAHH
332 HEIOCTATHYHOCT Ha HaAOBOpeUHaTa KOpa NpH CITHpaHe Ha QIyKOHA30JL.

Pudabyrun: aykoHaszon noBMIIaBa cepyMHHTE KOHUESHTpauuK Ha prugabyTHH, KOETO BOH A0
nosrimasane Ha AUC na pugadbyrun ¢ 1o 80%. Hma cpobieHns 3a yBEUT Npy NAUHEHTH, TIPH KOUTO
ca MpHIaraiy eHOBPEMEHHO (ulyKoHason u pudabyTiH. [Ipn xoMOHHMpaHa TepanHs TpsAOBa aa ce
HMAaT NMPEeABUA CHMITTOMHTE Ha TOKCHYHOCT OT pH(pabyTHH.

CaksuHaBHp: durykoHazon noBHiasa AUC H Crax H& CAKBUHABHP CHOTBETHO ¢ NpubnusurenHo 50%,
1 55% nopagu HuxubHpaHeTo Ha ueproapoOHus MeTabon3EM Ha cakBHHABHpP OT CYP3A4 n
nHxuOKpaneTo Ha P-rnxkonporenH. BaanMoneiicTBHe che CAaKBHHABHP/PUTOHABHP HE € MPOYYBAHO H
MOXke Ja 0bae no-n3pazeHo. Kopekuns Ha Jo3aTa Ha CAKBHHABHP MOXe Ja € HeoOXotHma.

Cynpasunypeiny JekapcTBeH! APOOYKTH: YCTAHOBEHO €, Y€ (IYKOHA30! YABRDKABAa CCPYMHHA
NOTY>KHBOT Ha €IHOBPEMEHHO MPIUIaraHHTe fiepopalHi cyidaHuIypeiiHH cpeacTpa (Harmp.
XJIoprponamMu, rIHOCHKIaMKA, TIHOW3HA, ToNOyTaMHiA) NpH 31pasu AodposoialH. I1o speMe Ha
€AHOBPEMEHHO MPHICKEHHE CE NPEMOPBYBA Y€CTO MOHUTOPHpAHe Ha KPbBHATA 3axap M MOAXOAAILO
HaMAaJICHHE Ha J03aTa Ha CyidaHmTypeHHHA POIYKT.

Teopunuu: B m1aueb0-KOHTPONHpPaHO NpOYHBaHe 38 B3aMMOACHCTBHE, MPHIOKEHHUETO HA
durykoHnason 200 mg 3a 14 oHM BOIH K0 HAMANCHHS HA CPEAHHA MIa3MEH KIHPBHC Ha TEOPWIHH ¢
18%. IlapenTHTE, KOUTO MOTY4aBAT BUCOKH HO3HM TEO(HIHHE HIH KOHTO MOpadH APYTH IIPHYHHH Ca ¢
BHCOK PHCK OT TeO(UINHOBA TOKCHYHOCT, TpAOBa fa ObaaT HabnoaaBaHH 3a NpH3HALUH Ha
TeOPHIMHOBA TOKCHYHOCT, AOKaTO npueMat (uykoHaszon. Tepanusta Tpabpa ga ce MOAHGHLHpPaA, aKO
Bb3HHKHAT NPU3HALM HA TOKCHYHOCT.

TohanuTHHHO. €KCIO3KHIMATA Ha TeOPAUMTHHHG ¢ MOBHIICHA, KOTaTo TeoalMTHHHO ce npuaara
CBITBTCTBALLO C APYTH JIEKAPCTBEHH MPOXYKTH, KOUTO MNPeAH3BHKBAT KAKTO YMEpeHO HHXHOHpPaHe Ha
CYP3A4, Taka u Mmoo unxu6upane Ha CYP2C19 (Hanp. paykonason). ITo Ta3u npu4unHa ce
NpenopbYBa HAMAIABAHE HA 103aTa HA TOALHETHHAD Ha 5 Mg BEAHLK AHEBHO, KOraTo c¢ KOMOWHHpa
C TAKHBA JICKAPCTBEHH NPORYKTH. |

TonpanTaH: eKCIIO3WLUAATA HA TOJIBANTAH € 3HauUMTeHO noHineHa (200% 3a AUC; 80 % 3a Cuax),
koraro TosieanTad - CYP3A4 cyberpar, ce mpiiara eaHoBpeMeHHO ¢ durykoHason — ymepeH CYP3A4
HHXHOHTOP, C PHCK OT 3HAYMUTEIHO YBEIMUCHHUE HA HEXKETaHHTE PeaKkilHK, 0c00eH0 3HaYMTENHA
AHype3a, Aexuaparanus H octpa 6n0peuHa HegocTarbuHocT. B ciy4ait Ha emHOBpeMeHHa ynoTpeOa,
A03aTa Ha TonBanTaH Tpabsa 1a Ob/lc HaMaeHa, KaKTO € yKa3aHO B HHpOpMaLHATa 1o
NPEANHCBAHETO 32 TOJNBANTaH H NALHEHTHT TPAOBa vecro Ja Oble NpocieasBaH 3a HeXelaH!
PEaKLHH, CBBP3aHH C TONBAITAH.

BuHKa alkaTOHAH: BBIOPEKH Y€ HE € MPOYYEHO, QIIYKOHAZ0JI MOXKE Ia TOBHION TLIa3M
- BHHKA AJIKATOMAHTE (HANpP. BAHKPHCTHH M BHHOMACTHH) U J1a NOBEE A0 HEBPOTOKCH
BB3MOXKHO NOpaaH HHXubupainusa edekt no otHoiteHue Ha CYP3 A4,



BuramuH A: uMa cHO0IIECHHE NIPH €IHH MALHEHT, NpHeMall KOMOHHHpAHAa Tepanus ¢ TPaHC-
pPeTHHOH/IHA KHCeNNHa (KHCeMHHHa popMa Ha BUTAaMKH A) U (PIyKoHa3001, NPH KOHTO € Bb3HHKHANA
HEXenaHa NekapcTBeHa peakiia ckbp3aHa ¢ IIHC spB BHA Ha uepebpanen NceBaAOTYMOP, KOATO €
OT3BYYaJ1a CIICA CIIMPAaHE Ha JieueHHeTO ¢ (ykoHazon. Tazn koMOHHALMA MOXKE J1a Ce H3TOJI3BA, HO
TpaAOBa Aa ce UMa NpeABU pHCKa 3a HexenaHnu peakuun Ha LTHC.

Bopukonazon: (MHXHOUTOp Ha CYP2C9, CYP2C19 u CYP3A4): enHOBpeMEHHOTO MpHIIaraHe Ha
BOPHKOHA30N nepopanHo (400 mg Ha 12 yaca npe3 rbpBHA OeH, riocaeasany ot 200 mg Ha 12 vaca 3a
2,5 mun) H ¢aykoHasoa nepopantHo (400 mg npe3 nbpsua AeH, nocneasanu ot 200 mg AHeBHO 3a 4
AHHK) Ha § 3apasK AOOPOBOALH OT MBXKKH IO0JI, BOOAT A0 NMopKIiaBaHe Ha Cma 1 AUCT Ha
BOPHKOHA301 cpeHO ¢ 57% (90% CI: 20%, 107%) u ceotBeTHO 79% (90% Cl: 40%, 128%). He ¢
YCTAaHOBEHO KAKBO HAMAJISBAHE HA JIO3ATA/4E€CTOTATA HA PHEM HA BOPHKOHA307 B QuTykoHa3on OH
€THMHHHUPAIIO TO3H e(peKT. AKO BOPHKOHA30J1 CE TIPHIAra HeMocpeACTBEHO ciel GpnykoHason, ce
npenopbyBa NpOCAEAABAHE HA CEbP3aHUTE C BOPHKOHA30/ HEXKEIAHH PEaKLIMH.

3uoByaMH: (pnyxoHa301 nOBAINABAE Cma H AUC Ha 3unoByaun ¢ 84% u 74% cbOTBETHO nopaau
npubOnusuTenHo 45% HaManeHue Ha NepopalHNs KITUPBLHC HA 3HAOBYAUH. ITomyXHMBOTHT Ha
3UAOBYAMH € CHIIO Taka yIb/bkeH ¢ npubmmzurento 128% npu koMOuHMpaHa Tepanus ¢ QITyKOHA30JL.
[TanieHTHTE, MOTYYaRalK Ta3H KOMOHHALHA, TpAOBa Aa ObAaT HabmoaaBaHH 3a pa3BHTHETO Ha
HEKE/IAHH PEaKLHH, CBBP3aHU Che 3HA0BYAHH. Moske aa ce oOMuCIN NOHHXKaBaHEe HA 103aTa Ha
3UI0OBYAMH.

A3HWTPOMHIIMH: B OTKPUTO, PaHICMH3HPAaHO, TPOHHO-KPBCTOCAHO NMpoyyBane npH 18 3apasH
ACOPOROIILK € OUCHEH ePEKTHT Ha eHHHUYHA NTePOpAHA X03a asHTpoMHuLuH 1200 mg BrpXy
(apMakOKHHETHKATA HA €AMHUAYHA OepopaiHa Bo3a GaykoHason 800 mg, xakTo B edexTHTE Ha
¢yKoHA301 BEPXY (PaApMAKOKHHETHKATA Ha a3HTPOMHIHH. He € yCTaHOBSHO CHTHH(HUKAHTHO
(papMaKOKHHETHHHO B3aHMOJCSHCTBHE MeKAY (PIYKOHA30M ¥ a3UTPOMHMIIHH.

[lepopaliHi KOHTpaUENTHBH: NPOBEAEHH ¢a aBe (GapMaKOKMHETHYHH MpOy4BaHHS ¢ KOMOWHWpaHU
NepopayHH KOHTPALEHITHBH B MHOTOKPaTHH 103K (uTyKoHa301. He ca ycTanOBEHH 3HAYHMH eDeKTH
BBPXY XOPMOHATHOTO HUBO NPH NMpoy4BaHeTo ¢ 50 mg ¢rykonazon, nokaro npH 200 mg nHeBHo
IUTOLITA MO KPHBATA HA ETHHHIECTPAIHOI H JIEBOHOPrecTpen € HapacHaia choTBeTHO ¢ 40% u 24%.
CnegoBaresHO He MOKE a C€ O4aKBa MHOTOKPaTHO MpHJIaTaHMAT B TRKHBA AO3H (iTyKOHA30:1 42 HMa
RebnaronpusaTeH edekT Bbpxy ePeKTHBHOCTTA HA KOMOHHHPAHHTE NEPOPATHH KOHTPALICIITHBH.

Heakadrop (caMocToITENHO MY KOMOHHMPAH C JIEKADCTBA B ChIIHA TEPATICBTHYEH KJ1ac):
€IHOBPEMEHHOTO NPHIIOKEHHE ¢ HBakadTOp, NOTEHLMATOP Ha TpaHCMEMOpaHHHS PEryaTopeH
6entok, HapeueH CFTR-npoteun (Cystic Fibrosis Transmembrane Conductance Regulator) mosuinasa
3 mBTH ekCMO3NLKMATA Ha HBaKadTop u 1,9 NbTH excCnO3AIMATA HA XHAPOKcHI-uBakagrop (M1).
Hamansasane Ha no3aTa Ha HeaxadTop (CaMOCTOATENHO WM KOMOHHHpaH) € HeoOXOoMHMMO CBhIacHo
yKa3aHHUATA B KpaTKaTa XapaKTepHCTHKA Ha HBakahTop (CaMOCTOATENTHO HIIH KOMOMHHpaH).

4.6 @epraaHTeT, PEMEHHOCT H KbPMEHE

bpemeHHoCT
Exnxo ofcepBalmOHHO NpoyUBaHe MOKA3Ba HAMYHE HA YBEJIHYEH PHCK OT CNOHTAHEH abopT NpH
JKEHH, JIEKYBaHH ¢ (UIYKOHA30J Mpe3 MMbPBOTO TPHMECEUHE.

HmMa cbpo0meHHs 328 MHOXKECTBO BPOASHH AHOMATHH (BKIIOUHTENHO Opaxunedanysa, AMCIVIa3HA Ha
YILINTE, rofaaMa npeaHa GoHTaHeNa, H3IKpUBIBaHe Ha (jeMypa M paHo-XyMepalHa CHHOCTO3a) NpH
Aena, YHHTO Maiiki ca NeKyBaHH Haii-MaJIko TpH Mecena ¢ BHCOKH n03H (400-800 mg/nn) ¢
38 KOKLUMIHOHAOMMKO3a. Bph3kata Mexy ynotpebara Ha QurykoHa30s1 1 Te3H CpOuTHs

JlaHBHTE OT HAKOJIKO XUNAAM OPEMEHHH XSHH, IEKYBaHH ¢ KyMyJIaTHBHA f03a <150
NPUIOKEHU pe3 MbPBHA TPHMECTBP, HEe MOKA3BAT NOBHIICHHE Ha OOLIUSA PHCK OT M
¢eryca. B eqHo rosnsamMo ob6cepBaliiOHHO KOXOPTHO NPOYYBaHE CKCIIOZHIMATA HA i€



MaJI(POPMALHH, CEOTBETCTBALIH HA NPHOIH3HTENHO 1 AoMbJIHUTEIEH ciay4daii Ba 1 000 sxeHH,
JEKYyBaHH C KyMYJNIAaTHBHH 0034 <450 mg, B CPABHEHHE C JKEHH, JIEKYBAHH C 230JIH 34 JIOKATHO
MPHIIOKEHHE, ¥ Ha NMPHONH3HTENHO 4 HOMBTHHTENNHA ciy4vasd Ha 1 000 xenu, nekyBaHH C
KyMyJaTHBHE 003H Han 450 mg. Kopurnpanuar otHocurenaeH pHuck € 1,29 (95% CI 1,05 no 1,58) 3a
150 mg nepopanen durykonason u 1,98 (95% CI 1,23 no 3,17) 3a no3u nag 450 mg ¢urykoHa3051.

[IpoyuBaHHATa NP )KMBOTHH Ca NOKA3AIH PENPOAYKTHBHA TOKCHYHOCT (BK. TOUKa 5.3).

[Ipenn 3abpeMeHABaHE ce NPENOPHYBA MEPHO] HA MEIHKAMEHTO3HO OYUCTBAHE OT NpHOAN3UTEAHO |
CeIMHLA (CHOTBETCTBAL HA 5-6 MOy KHBOTA) Clel €NHHHYHA 033 HITH MPEKpaTABaHE Ha Kypca Ha
JeueHHe (BXK. Touka 5.2).

dnykoHaszon B 0OuYaiiHA JO3MPOBKH H 3a KPaTKOTPaiHO JieyeHHe He TpAOBa Aa ce MpHiara npx
OpeMeHHH, OCBEH aKO He € HAIOKHTE/THO.

ONyKOHa30/1 BEB BUCOKH JO3W W/HITH MPOAB/LKHTENHH TepaneBTHYHH CXeMH He TpsabBa aa ce
NpHIAarar o BpeMe Ha OpeMeHHOCT, OCBEH IPH MOTEHIMHAIIHO KKHBOTO3aCTPAIABAINH HH(PEKLHH.

KbpMeRe

Di1yKOHA30J1 NPEMHHABA B KBPMATA H JOCTHra KOHIEHTPALIMH [10-HHCKH OT T€3H B IU1a3Mara (BiXK.
Touka 5.2). KppMeneTo Moxe aa He ¢e cnMpa npH eSHOKPAaTEH NPHUEM Ha CTaHAapTHA A03a oT 150 mg
¢TyKOHA3071 WK I0-MAAKo.,

KBpMeHeTo He ce npenopbyiBa MpH MpHEM HA MHOTOKPATHH [I03H HIIM Ha BUCOKH A03H (IyKoHa30n.
[lon3uTe OT KBPMEHETO 3a Pa3BHTHETO H 34paBeTo TpaOBa a ce B3eMaT NpeABHI 3a¢QHO C
KITHHHYHHTE HYXKIH Ha MaHKaTa OT (MTYKOHA30/1 H Aa C€ CBLIIOCTABAT ¢ BE3MOXKHHTE HEXEIaHH
peaKIHH OT (PIIYKOHA301 NPH KbPMA4ETO HWIH OT NOMJISKAIOTO CHCTOAHHE Ha Maiikara.

DepTHINTET
MDIyKOHA30J1 HE BIMAE BHPXY (PEePTUIHTETA HA MBIKKH HITH JKEHCKM TUTBXOBE (BXK. TOYKA 5.3).

4.7 E¢exTn BLpXYy cnocobnocTTa 32 modHpane B padora ¢ MAMIAHA

He ca npopexnany npoy4saHHa 3a €(eKTa Ha (UTYKOHA30/1 BBPXY CNOCOOHOCTTA 32 IO(QHpAHE H
paboTa ¢ mamuHu. [lanpenTrTe TpAOBa Aa ObIaT NpeQyNpeeHH 3a eBEHTYAIHA NOABA Ha 3aMasHOCT
WM NpUnagbuH (BxK. Touka 4.8) no BpeMe Ha JeueHueTo ¢ IyxoHa3on u TpadBa na Obaar
NMOCBBETBAHH Aa HE IOQKPAT U 1a He padOTAT ¢ MALIHHHM, AKO NPOSBAT HAKOH OT TE3H CHMITTOMAH.

4.8 Hexenann JekapcTBeHH peakiHy

Hafi-dyecTHTe HexXenaHH JeKapCTBEHH PeaKiHy, 33 KOUTO ¢ce chobinaea (>1/10) ca rmasobonue,
xopeMHa Goka, THapus, rageHe, NOBPhIIAHE, MOBHIICHH CTOMHOCTH HA CEPYMHATA a/laHMH
aMHHOTpaHC(epasa, MOBUILEHH CTORHOCTH Ha CEpYMHATa aclapTaT aMHHOTpaHc(epasa, NOBHIIEHH
CTOHHOCTH Ha anKaiHarta ¢ocdarasza H OOpHB.

CwobiaBa ce 3a nexapcTBeHa peaknns ¢ €03uHO(pWIHA H cHcTeMHHd camnromil (DRESS) BbB Bpb3Ka ©
JICUCHHETO C IIYKOHA30M (BX. TOUKa 4.4).

CneqHHTE HEXKETAHH NEKAPCTBEHH PeakiiMM ¢a OMnM HabmonaapaHy ¥ CHOOIIABAHM 110 BpeEME Ha
Ne4eHHETO ¢ (UTYKOHA301 CBC CIAERHHTE YecToTH: MHoro wectu: (>1/10); Yecma: (>1/100 1 <1/10);
Heuectu: (= 1/1000 u <1/100); Peaxu: (= 1/10,000 u <1/1000); Muoro penku: (<1/10,000), c
HEH3BECTHA HYECTOTA (OT HAIMYHUTE JAaHHH He MOXKe Zia Obie HanpapeHa OLEHKA).

Curcremo opramen | Yecrn Heuectn Penkn C HeH3BecTHA
KJIAC |

Hapymenns Ha AHeMud ArpaHynouMTo3a,

KpbBTa H JICBKOIICHHA,

Jambnara TPOMOOLIMTONEHHS,

CHCTEMA HCYTPOIICHHA




Hapymenns ra Anadunakchs
AMYHHATA
CHCTEMA
Hapymennn Ba [TonwxkeHn aneTHT | XHNEPXONECTEPOIEMHU,
MeTADONH3MA B XHUNEPTPHTTTHLEPEMHA,
XpPaHeneTo XHIIOKAJTHEMHA
IlcHXRYHA COMHONEHTHOCT,
HAPYIICHHS OeschHHe
Hapymenns Ha I'naBobonne [Ipunagbuy, Tpemop
HepBHATA napecTe3Hs,
CHCTEMA 3aManBaHe,
HapYILICHKA Ha
BKyca
Hapymienns Ha
YXOTO H CBeToBBpTEXK
JAOHpHHTA
Copaeunn Torsade de pointes (8.
HAPYILUCHAN To49Ka 4.4), yAbJDKABaHE
Ha QT (Bx. Touka 4.4)
Cromamuoapesn | AOJoMHHaIHa KoHcTunauus
H Oouika, NHCHENCHA,
HAPYIICHHAS NMOBPbBLIAHE, METEOPH3ILM,
AWapus, rageHe | cyxora B ycTaTa
Xenarobnnnapau | [loeumenue na | Xonecrtasa (Bxk. YeproapobHa
HADYIIEHHS anaHuH TOUKa 4.4), HeJOCTATBYHOCT (BXK.
aMuHOTpaHchep |XbITeHHNA (BXK. | Touka 4.4),
azara Touka 4.4), XenaroLenynapHa
(BKk. TOuka 4.4), | noruleH HeKpo3a (BXK. Touka 4.4),
NOBHIIIEHHEe HA | biupyOurH (BK. | XenaTHT (BX. TOUKa
acnaprar Touka 4.4) 44),
aMHHOTpaHchep XenaToLeTyJIapHO
aszara (Bi. yBpeKIaHE (BXK. TOUKA
Touka 4.4), 4.4)
MNOBHIIEHHE
Ha aJIKaJHaTa
¢ocdarasa
B KPBBTA (BXK.
TO4YKa 4.4)
Hapymenns ua O6pus (BX. JlekapcTBeH Tokcuuna ennaepmania | JlekapcTeeHa
KOKaTa H ToUKa 4.4) oOpHB (BiK. TOUKA | HEKPOJK3a, (BX. TOUKA | peaKius C
NOAKO0KHATA 4.4)*, yprakapus | 4.4), CHHIpOM Ha €03HHOGHIHA H
ThKAH (Bk. TOUKA 4.4), Stevens Johnson, (BX. CHCTEMHH
NpypHTYC, TouKa 4.4), ocTpa CUMITTOMH
NPEKOMEPHO reHepanM3Mpana (DRESS)
H3MOTABAHE €K3aHTEeMAaTO3HA
MyCTyA03a (BAK. TOUKA
4.4), ekcponuaTHBEH
JePMATHT, AHTHOEAEM,
OTOK Ha JIHLETO,
anoneLus
Hapymenns Ba Muanrus

CKeJIETHO-
MYCKYJ/IHATA
CHCTEMA H




CBHCARHHTEC/INATA
TbhKaH

O6mn Ymopa,
HAPYIICHHA H HECPANONOKCHUE,
edpeKkTn Ha acTeHus, Tpecka
MSCTOTO HA
OPRIOKEHHE

*Bxmounrenuo ¢pukcupa ackapcreeH oopus (fixed drug eruption).

[leanaTpuyHa nonynauus
XapaKTepHCTHKATA M HECTOTATa Ha HeXENAHUTE PEAKUMH H 1abopaTopHH OTKIIOHEHHS, OT0e/193aHH

1O BpPEME Ha NEAHATPUUYHHUTE KIMHHYHHA W3MATBAHHA, ¢ H3KTIOYEHHE HA NMOKA3aHHETO 32 FTCHHTATHA
KaHJIWJ033a, ca CPaBHUMH ¢ T€3H, HAOMOaBaHH ITPH BB3PACTHH.

Croliyasane Ha MOAO3MPAHH HEXKENAHH PEAKIIMH
CpobmapaseTo Ha MOO3INPAHH HEXKETAHH PEAKIHHU ClIe/l pa3pelnaBaHe 3a ynorpeda Ha JIeKapCTBEHHA

NPOOYKT € BaxxHO. ToBa Mo3Bonspa fja NPOIL/DKH HaGONEHHETO Ha CHOTHOLICHHETO M0N3a/PHCK 33
neKapcTBeHHA MPoayKT. OT MEAMUMHCKHTE CHELHATHCTH CE H3HCKBA Ja ChODIABAT BCAKA

MOAO3UPaHA HeXKeNaHa peaklus upes U3munHuTenna areHnms no JekapeTsara, yi. . Jlamsax I'pyes® Ne
8, 1303 Codus, Ten: +359 2 8903417, yebcaitr: www.bda.bg

4.9 Ipeno3npane

MMa enHoBpeMeHHU CHOOIICHHA 3a MpeAo3HpaHe ¢ QIYKOHA30I M XAMOLMHALHHE H NaPaHOHIHO
NIOBEICHHE,

B cayuqaii Ha npeo3upande, MOXe 1a ¢ TIPHJIOKH H CHOTBETHO CHMITTOMATHYHO JieueHHe (¢
NOATHPKALIM MEPKH M NIPOMHBKA HA CTOMaxa, aKO € HeoOX0AMMO).

dryKkoHa307 Ce eKCpeTHpa B rojiaMa CTENEH ¢ YpPHHATA; NpeH3BHKBaHe Ha OOWIHA QHYype3a MOXKE 12
MOBHIIH CTENEHTa HAa eIMMHHUpaHe. TpHYacoBa AHanN3a HaMalAaBa IUIa3MEHATE HUBA C
npuGauzuTento 50%.

5. @®APMAKOJIOTAYHH CBOUCTBA
5.1 <PDapmakoaREAMHYHH CBOHCTBA

dapMaxoTepaneBTH4YHa rpyna: aHTHMAKOTHLH 32 CHCTEMHO NPUAOKEHHE, TPHAZONOBY NPONIBOAHH,
ATC xon: JO2ACOI

MexaHH3bsM Ha IeHCTBHE
MIyKOHA30J1 € TPHA30JI0B AHTHMHKOTHYEH areHT. OCHOBHHMSAT My MEXaHW3bM HA ICHCTBHE €

uHxHOupare Ha uuToxpom P450-meguupatoTo 14-anda-naHocTepon-aeMeTHIHpaHe P CHOMUKHTE,
KOETO NpeACTaB/IABa BaXKHA CTHNKA pH OHOCHHTe3a Ha re0nuHus eprocrepon. HatpynsaHero Ha 14-
ana-METHICTSpOIH KOpEIHpa ¢ MOCiIcABallaTa 3ary0a Ha eprocrepodt OT KieTh4HaTa MeMOpaHa Ha
reOHYKHTE M 6K MOrI0 1a € NPHYHHA 32 AHTHMHKOTHYHATA AKTHBHOCT Ha (uTyKOHa30J1a. (DIIyKoHasol
€ 0-CENEeKTHBEH MpH rbOMYHITE BUTOXPOM P450 eH3HMH, OTKONKOTO MpPH padiuyHH UHTOXpoM P450
€H3HMHH CHCTEMH NpH Oo3alHULIH,

YCTaHOBEHO €, 4e QUTYKOHa301 B 103upoBKa S0 mg AHeBHO, npuiaaraH Ao 28 AHH. He MOBIHARA
MUTA3MEHUTE KOHLIEHTPAUMH HA TECTOCTEPOH NPH MbXKE WIH CTEPOMAHHUTE KOHLICHTPALIWH NPH JKCHH B

MY.




In vifro 9yYBCTBUTEIHOCT

DITyKOHA30/ NMOKA3Ba AHTHMHUKOTHYHA aKTHBHOCT i Vifro KbM NOBEYETO KIHHHYHO PasfpoCTPaHEHH
sunose Candida (Bkmountenno C. albicans, C. parapsilosis, C. tropicalis). C. glabrata noxazsa
HaMaleHa 4YyBCTBUTEAHOCT KbM (hmykoHason, nokato C. krusei u C. quris €a pe3HCTEHTHH KbM
¢uTyKoHa301. MHHHManHaTa HHXHOHpalIa KoHIieHTpauMs (minimum inhibitory concentration) H
eNHAEMHOJIOrHYHaTa rpaHHiHa croiiHoceT (epidemiological cut-off value, ECOFF) na ¢paykonason 3a
C. guilliermondii ca no-BycokH ot Te3u 3a C. albicans.

@aykoHa30/1 NPOABABA in Vilro akTHBHOCT H KbM Cryptococcus neoformans u Cryptococcus gattii,
KaKTO H KbM eHAeMHYHHTe IUieceHH Blastomyces dermatiditis, Coccidioides immitis, Histoplasma
capsulatum w Paracoccidioides brasiliensis.

Mexann3bM/MH Ha pe3HCTEHTHOCT

Candida spp. ca pa3BiIH pe/iniia MEXaHH3MH Ha PE3HCTEHTHOCT KbM @30/I0BH AHTHMHKOTHYHH
areHTH. OIyKOHa30/1 HUMa BHCOKH MHHHMATHH HHXHOHpaIIH KOHIIEHTPALIKH 110 OTHOILIEHHE Ha
r»OMYHHTE IDAMOBE, KOMTO Ca Pa3BHAM €\HH HJIH NOBEYE MEXAHH3IMH HA PE3HCTEHTHOCT, KOETO
nosnussa HeOIaronpuaTHO €(pPHKACHOCTTA KAKTO in Vivo, TaKa H KITHHHYHO.

ITpu 06uuaiiHo uyecTBHTENHHTE BHAOBe Candida Hail-4ecTO cpeljaHua MCXaHH3bM HA Pa3BUTHE Ha
PE3MCTEHTHOCT BKITIOYBA LICAEBATE €H3UMH Ha a30]1H, KOMTO Ca OTTOBOpHH 34 GHOCHHTE3a Ha
eprocTepol, pE3HCTEHTHOCTTa MOXKe J1a Obe MPHYHHEHA OT MYTallHA, TIOBHILIEHO NPOH3BOACTBO Ha
CH3HM, eUTYKCHM MEXAHW3MH Ha MICKAPCTBOTO WM Pa3BUTHETO HA KOMTICHCATOPHH ITBTHINA.

Hma cpolmenus 3a cynepundekuns c Bunore Candida, paznaunu ot C. albicans, KOUTO Y€CTO HMAT
npHChila HaManeHa uyecreurenHoct (C. glabrata) nnm pesHCTEHTHOCT KBM durykonason (Hamp. C.
Kruse, C. aurisi). Ilpn Takuea nndeknnyd Moxe 1a ¢ HeoOX0IHMA ATTepHATHBHA NMPOTHBOrbOUIHA
Teparins.

[ paHHYHH CTOUHOCTH (ChrIacHO EBPONEHCKHA KOMHTET 110 M3MHTBAHE 34 YYBCTBUTEIHOCT KbM
aHTHMHKPOOHHM cpeacTea (EUCAST))

EBponeiickHAT KOMHTET Mo H3NKTBAHE 33 YYBCTBHTEIHOCT KbM aHTHMHKPOOHH cpeacTsa —
NONKOMHTET MO H3MHUTBAHE 33 HYBCTBHTEIHOCT KbM npoTHBorsGwiHu cpeacTea (EUCAST-AFST) ¢
onpeaenua rpaHAYHUTE CTORHOCTH Ha (iykonaszon 3a BuaoBere Candida BB3 OCHOBa HA aHAIM3Aa HA
papmakokHHeTHUHATE/PapMAKOJIHHAMHYHE AHHH, in Vitro 4YyBCTBHTCITHOCTTA H KJIHHHYHHA OTIOBOP
(EUCAST d¢naykoHazon ocHoBeH nokyMeHT (2020)-sepcus 3; EBponefickd KOMUTET MO H3NKUTBAHE 33
YYBCTBUTCITHOCT KbM aHTHMHKPOOHH CPEJICTBA, IPOTHBOTBOHYHH CPeACTRa, TAOIHIM ¢ FPaHUYHU
CTOMHOCTH 3a HHTepnperauna Ha MIC, sepcua 10.0, B cuna ot 2020-02-04). Te ca duiu pasaenenu
Ha HEeBHIOBO CBBP3aHY MPaHUYHH CTOMHOCTH, ONPEACNEHH [MaBHO Ha 6a3aTa Ha
(papMakokHHeTHYHK/ PapMaKOAHHAMHYHH JaHHHA H He3aBHCHMH OT MIC pasnpeaeneHHeTo nNpy
KOHKPETHHTE BHAOBE, H BUAOBO CBbP3aHH MPAHUYHU CTOMHOCTH 3a BUAOBETE, HAH-4E€CTO CBBP3aHH €
YOoBCUIKH HHpEKIMH. Te3n rpaHHUHH CTOMHOCTH ¢4 NOCOYCHM B TabaMiaTa no-Roiy:

AHTHMHKOTHK | BHIOBO-CBbP3aHH MPaHHYHU CTORHOCTH (S/R>) B mg/l Hesuaoso
CBBp3aHH
rpaHHYHH
CTOHHOCTH A
S<IR>B
mg/l

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

®nykosason | 2/4 2/4 0,001°/16 | -- 2/4 2/4 2/4

S = YyscteHTenen, R = Pe3ucreHren

A = HeBWIOBO CBHP3aHM MPAHHYHM CTOHHOCTH, ONPEACICHH [JIABHO Ha (a3ara Ha
dpapmakoxmneTHIHW papMaKOAHHAMHYHHA JaHHH H He3aBucumu ot MIC pasnpenesneHyeT
KOHKPETHHTE BHAOBE, T€ C€ H3MOA3BAT CaMO MPH OPraHH3MH, KOWTO HAMAT KOHKPETHH
CTOMHOCTH.

-- = U3nMTBaHMATA 32 YYBCTBHTEHOCT HE Ca NPENOPHYHTENTHH, Thii KATO BHIOBETE H
3a JICYSHHE C TO3H NMPOIYKT,




*= Lenusar C.glabrata e 8 xareropus ,,I“. MIC copamo C. glabrata TpaGra pa ce HHTEpNpETHPAT
KaTo Pe3HCTEHTHH, KoraTo ca Hal 16 mg/l. Kateropusra ua ayscrssrenHocT (<0,001 mg/l) e npocto
3a H30ArBaHe Ha HenpapHIHa knacHdHkauma Ha ,,J“ maMosere karo ,,S9° mamose. ,,J* — yyBCTBUTEIHH,
[IOBHINEHA excnoaﬂum' MHKPOOPTaHU3MDBT € KATErOPH3HPAH KaTo ,,1yBCTBHTEIICH, MTOBHIICHA
EKCTIO3HLMA ", KOraTO HMa rojiiMa BepOsSTHOCT 34 TEPANEBTHYCH YCNEX, Thil KATO eKCIIO3HLHATA Ha
CPEACTBOTO € YBEIIHYCHA Ype3 KOPUrHpaHe Ha N030BHA PEXKHM UM Ype3 HEroBaTa KOHUEHTpALHsa Ha
MACTOTO Ha HH(EKLIMATA.

5.2 (PapMaKoKHHETHIHH CBOHCTBA
DapMaKOKWHETUIHWTE CBOCTBa Ca CXOIHH CJIETl HHTPABEHO3HO WIH HEPOPAITHO NPHITOKEHHE.

AbcopOrns

Cnen nepopanHo npuioxenue (GpiykoHazon ce pe3opbupa nodpe 1 ria3sMeHHTe KOHUCHTPaluHH (M
CHCTEMHAaTa OMOHaTHYHOCT) ca Hal 90% OT KOHUEHTPALUHTE, KOHTO C€ AOCTHIAT CJi€ HHTPABEHO3HO
BEBEKIaHE. ADcopOLmATa OT raCTPOHHTECTHHAJIHHA TPaKT HE Ce MOBJIHABA IIPH STHOBPEMEHEH NMPHEM
¢ XpaHa. MakcHManHHTe MiasMeHH KOHLIEHTPALHH HA IagHo ce gocTurat Mexay 0,5 u 1,5 yaca cnen
npHeMa. IlnasMeHnTe KOHLIGHTpalHH Ca MPONOPLHMOHAIHM Ha Ao3ara. JleseraeceT NpoueHTa ot
CTAHHOHAPHUTE KOHLUEHTPALMH CE JOCTUIraT Ha 4 — 5 aen ciesl MHOrOKpaTHO NpWIaraHe BEAHBXK
AHCBHO.

[IpunoxxeHnero Ha HaTOBapBaina A03a (Npe3 ITbPBHA JeH), KOATO € Ba ITBTH [I0-BACOKA OT
obHualinaTa AHEeBHA J03a, O3BOJIABA JocTUraHe Ha 90% OT paBHOBECHHTE ILIa3MEHH KOHLIEHTpallHH
Ha BTOPUA ACH CiCA HAYANOTO Ha NEYEHUETO.

PasnpeneneHue

[1pusHaHHAT 00eM Ha pazmpesenieHHe € 613K A0 oOeMa Ha BofaTa B OpraHusMa. CBbp3BaHETO C

MAasMeHUTe NpoTeHHH € HHCKO (11% — 12%)).

OuryKoHa30/ NPOHHUKBA 100pe BB BCHUKH H3C/I€ABAHH TEIECHH TeUHOCTH. KOHUECHTpAIMHTE Ha

¢UiyKkOHa3071 B C/IIOHKA U Xpaduku ca OM3Ku 40 Te3H B Iu1asMara. [IpH nauneHTd ¢ MHKOTHYEH

MEHHHTHT koHLleHTpauuHTe B LICT ca npudau3zurenHo 80% ot chOTBETHHTE IUIa3MECHH

KOHLICHTPALHH.

BHCOKH KOHUEHTpalHK B KOYKATa, MPEBHILIABALIH CEPYMHATa, Ce JIOCTHTAT B POrOBHA CIOH (stratum

corneum), ENNAEpMHC-AepMaTa ¥ roTTa. QIIYKOHa30J KyMynupa B stratum corneum. Ilpu nosza 50 mg

JHEBHO KOHICHTpaLMATa Ha (phrykoHa3on caen 12 auv ¢ 73 pug/g v ceaAeM eHa cnel NpeKparaBaHe Ha

NeYECHHETO € Bee ome 3,8 pg/g. llpu noza 150 mg BeARbK CeAMUYHO KOHLIEHTPALRHTE HA

¢ryxonason B stratum corneum na ceaMua eH ca 23,4 ng/g ¥ CHOTBETHO CeieM JIHH ClIe/l BTOpaTa
aoza ca Bee owe 7,1 pg/g.

- KonueHTpauuaTa Ha (pIyKoHa3on B HOKTHTe cie 4 Mecena nevyeHue MpH 103a 150 mg seanbk

CEAMHYHO € chOTBETHO 4,05 ng/g nipu 3apaed 4 1,8 pg/g npu 6onHu HOKTH. KOHIEHTpauHHu Ha

(hTyKOHA30M C€ H3MEPRAT B HOKTHTE H LIECT Mecela cliel] MPHKIIOYBAHE HA JIEYEHHETO.

buorpauchopmaimis

diryxonazon ce Merabonn3zupa B MHOTO MaJika cteneH. Camo 11% ot panuoakTHBHATA 032 CE
EKCKPETHPAT NpOMeHeHH ¢ ypuHarta. GnykoHa3on e ceieKTiBeH HHXHOHTOP Ha Ha H30€H3HMHTE
CYP2C9 n CYP3A4 (Bx. Touka 4.5). ©iayKoHa30 € ChIIO TaKa HHXHOHTOp Ha n3ocH3uM CYP2(C19.

ENYMHUHHpaHE
Bpemerto 3a nonyenHMHHMpaHe Ha PiykoHazon e npHOausurenno 30 yaca. OCHOBHHAT ITET HA
eKcKpewHs e 6b0peunua, kato npubnusureniHo 80% or npueTaTa 1032 ce EKCKpETHpa HENPOMEHEHa B
ypuHata. KIHpBHCHT Ha (UTyKOHA30M € MPONOPLIMOHANIEH HA KIMPBHCA Ha KpeaTHHUHA. HiaMa 1aHHH
332 MeTaOQJIMTH B KPBBOOOPBILIEHHETO.

JIBIrUaT eNMMMHHALUOHEH MOTYXKHMBOT Ch3AaBa MPEANIOCTABKH 3a JISYEHHE Ha BarMHanHaT
C e/IHOKPATHA /1034, 4 3a JISYCHHE HA OCTAHAIMTE MHKO3H — C SJHOKPATEH AHEBEH H eAH
CeAMHYECH OPHEM Ha JIEKAPCTBOTO.

dapmakokHHeTHKA NpH OBOpedHO YBpexKaaHe



Ilpx nauneHTH ¢ TeXKa 6B0peuna HenocrareunocT (GFR< 20 ml/min) BpemMeTo HA MONTYXKHBOT ce
yeenuuapa or 30 Ha 98 yaca. B pesy/aTaT Ha TOBa ce Hajlara noHWxkaBaHe Ha Ao3ara. (PnyKoHa3oJ ce
OTCTPaHABA Upe3 XEMOJIHANN3A H B MO-MAJIKA CTENEH Ype3 nepuroHeanna auamusa. Oxono 50% or
¢uTykoHa30/1a e CTMMHHHPAT OT KPHBTa cliell 3-4acoB KypC Ha XEMOAHANH3A.

@apMakOKHHETHKA OPH KEPMEHE
B egno l'l)apMaKOI(HHeTHHHO NpOy4YBaHE MPH JECET KbPMELIH KEHH, KOUTO BPEMEHHO HITH 34

MOCTOAHHO Ca CNPEJM KLPMEHETO Ha CBOHTE AELA, C€ ITPAaBH OLEHXA HA KOHLEHTPALIHHTE Ha
¢ykoHa30n B IUIa3MaTa H B MaliunHOTO MIIIKO 3a 48 yaca cnes enuuuyHa no3a 150 mg ¢paykonason.
MdnyKoHa30/1 Ce OTKPHBA B MAMYHHOTO MJISKO B CPEAHA KOHLICHTPAUHA npubmusurento 98% oT 1a3u B
MaliygHara mna3Ma. CpeHUST MHK HA KOHUEHTPAUHSTa B MaituuHOTO MIBiKO € 2,61 mg/l 5,2 yaca
CieH MpHeMa Ha fo3arta. OvaxksaHaTa AHEBHA A03a (UIyKOHA30/ 32 KbPMAYETO OT MAHYHHOTO MIIAKO
(mpHeMa ce, 4e cpeqHara KoHcymarus Ha Misiko e 150 ml/kg/nen) Ha 6a3a Ha cpeHHs MUK Ha
KOHLeHTalMATa B MiakoTo e 0,39 mg/kg/aen, koaro e npubnnsurento 40% ot npenopsysBaHaTa
HEOHATANHA K032 (BB3pacT <2 ceamuim) uinM 13% ot npenopruysaHaTa [103a 3a KEpMayieTa 3a
KaHIHA032 HA JIHTABULIMTE.

DapMakOKHHETHKA IIPHU Aela
OueHens ca GpapMaKOKHHETHYHH JaHHH, NoaydeHd oT 113 negHaTpHYHH MALMEHTH B pPAMKHTE Ha 5

MPOYYBAHHA; 2 MPOYYBaHHA ¢ NpHIaraHe Ha eQHOKPATHA A03a, 2 MNPoy4YBaHUs ¢ pHIaraHe Ha
MHOIOKpaTHA 1033 H €JHO MPOyYBaHe NPH HEAOHOCEHH HOBOPOXCHH. laHHuTe OT €AHO OT
NpOy4BaHWATA HE MOTaT a ¢ HHTEPIIPETHPAT MOPaaH NPOMEHHM B ChCTaRa N0 BpeMe Ha NPOYYBAHETO.
HOMBIHHTEIHA JaHHH Ca HATMYHK OT NPOYYBaHE OT THNA ,, compassionate use”,

Cnen npunaraHde Ha 2-8 mg/kg dnykoHazon npy Aena Ha Bu3pacT OT 9 Mecea Ao 15 ronuud, €
ycraHoseHa AUC ot okono 38 pg.h/ml npu nozupoeka or 1 mg/kg. Cpeauar ninasmen
eJIMMHHALHOHEH MOJIYKHBOT BapHupa Mexay 15 u 18 yaca, a oOeMBT Ha pasnpeneicHue €
npubnusurento 880 mi/kg cnen npunarane Ha maorokparaa ao3H. Cnell nNpHaaraHe Ha €IHOKPaTHA
J03a € YCTAHOBEH [10-ABTHI €THMHHALIMOHEH MOITYXHBOT ~ OK0JI0 24 yaca. ToBa € CpaBHHMO C
e/TAMHHALMOHHHSAT MONYKUBOT cliel] eAHOKpaTHO npriarate Ha 3 mg/kg iv. Ha aeua ot 11 anu o 11
Mecella. OOEeMBT Ha pa3npe/ie/ieHHe Ha Ta3H Bb3pacToBa rpyna e okono 950 mlkg.

OOHTHT ¢ (PITyKkOHA301 NPH HOBOPOAECHHU € OTPAHHYEH A0 GApMAKOKHHETHYHHTE MPOY4BAHMA NpH
pesKACBPEMEHHO poeHH. CpenHara BB3pacT NPH NpWIAarake Ha 1mbpea 103a, npHy 12
NpEeXKIEBPEMEHHO POACHH Ha NpHONH3UTENHA NeCTALMOHHA Bh3pacT oT 28 ceamuiiy, e 6una 24 vaca (B
pamKkute Ha 9-36 yaca), a cpeanoTo Ternio ¢ 6mno 0,9 kg (B pamkure Ha 0,75-1,10 kg). Cenem
MAUXEHTA €A 3aBBPIUIHIIH IPOTOKO/IA.

[TpunaraHu ca KaTo MakcHUMyM 5 HHTpaBeHO3HH HHGY3HH OT 6 mg/kg duykoHason Ha Bcekd 72 4Yaca.
CpeaHusaT eTMMHHALMOHEH MOTYXHBOT € Oun 74 yaca (papupaio ot 44 no 185 yaca) npe3 mspBHA
[ACH U € HaMAJIsT C BpeMeTo cpeaHo A0 53 uaca (Bapupaimio or 30 g0 131 yaca) Ha ceqmus 4 10 47
yaca (Bapupailo oT 27 no 68 yaca) na TpuHageceTns AeH. [lnomra nmoa kpusata (mcg.h/ml) € Guna
271 (ot 173 no 385) Ha mbpBHA AeH, YBEAHYIIA ce € cpeaHo A0 490 (B pamkute Ha 292 — 734) Ha
CeAMHA B € Hamamaia cpeaHo o 360 (ot 167 no 566) na tpuuanecerna neH. O6emMbT Ha
pasnpeacncaue (ml/kg) e 6un 1183 (ot 1070 go 1470) ua nepBuA AcH U C€ € YBETHYMI C BPEMETO
cpeano 70 1184 (o1 510 go 2130) na cenmus u 1328 (ot 1040 go 1680) na tprpanecerns aex.

DapMakOKHHETHKA NPH NAUHEHTH B cTap4Yecka Bb3PACT
Ilposeneno € papMakOKHHETHYHO NPOYYRAHE NPH 22 Mal[MEHTH Ha B3pPacT > 65 rogyHH,

MOJTyYaBaIH €JHOKpaTHa nepopaiHa Ao3a ot 50 mg ¢paykonason. Jlecer OT T3 nanmeHTH ca
NOMYy4aBaiy CHITETCTBAINA TEPANH ¢ JHYPETHLH. Cuay € O11a 1,54 ug/ml u e gocruruara 1,3 yaca
chen npuema. Cpensara AUC e 6una 76,4 + 20,3 pg.h/ml, a cpeHBAT TEpMHHANICH MOAYKHABOT — 46,2
yaca. Te3u CTOHHOCTH Ha (PapMAKOKMHETHYHUTE [apaMeTp ¢a NO-BHCOKH OT aHAIOTHYHHTE
CTOMHOCTH, CHOOIIABAHN NIPH 3APABH MIIaJAH MbKe J00poBotH. EAHOBPEMEHHOTO IPHIIO
AMypeTHUM He € TpoMeHHIo CHrHAgHKaHTHO AUC nnu Cpax. B 0MBAHEHHE, KpeaTHH
KnupeHC (74 ml/min), MpOLEHTHT HENPOMEHEHO JIEKAPCTBO, EKCKPETHPAHO C YPHHATA
H H34HCIeHHAT OLOpeyeH KnupeHe Ha daykonazon (0,124 ml/min/kg) npn nauue
BB3pacT 0010 Ca MO-HUCKHM OT Te3d MpH No-Miaagu Aoopoeoniy. CrneaoBarenHo, 1

¢IMMUHUPAHETO Ha (DITYKOHA30/1 NpH NALMEHTH B HANPSAHANA BR3PacT H3rexKa ca
HamaneHa 0b0peyura ¢pyHkuya, XapakTepHa 3a Ta3M rpyna.




Bpr3ka ¢papMakoknHeTHKA-(hapMaKOIHHAMHKA

I1px mpOyYBaHHATA BPXY XKHBOTHH MMa KOpeJallis MEXKIY CTOHHOCTHUTE Ha MHHHMAITHATA
unHxHOupaia koHueHtpauusa (MIC) u edpukacHoCTTa CpeLLy eKClIEpAMEHTAIHA MHKO3H B DE3YJITAT Ha
Candida spp. |

Ipy xIHHKHYHE Npoy4YBaHUA ¥Ma ToYTH 1:1 nuHeina B3auMospb3ka Mexay AUC u no3sara Ha
¢ykonazona. Habmonaeana e cbino Taka AMPEKTHA, HO HelTMHEIHA Bpb3ka Mexay AUC wim noszara
M YCTICIIEH KJIHHHYEH OTTOBOP KbM [EpOpaTHA KAHAMA032 ¥ B IO-MA/IKa cTeneH Kanauaemus. Ilo
noacOeH Ha4YHH, NEYCHHETO € NO-BEPOATHO NMPK BHGEKUHH, MPHYHHEHH OT LIAMOBE, 33 KOHTO
¢pnykoHazon uma no-Bucoka MIC.

5.3 IpeaximBnMuysm fanHy 38 0€300ACHOCT

I1py HEKNMHHYHHTE NPOYHYBaHHUA CaMO MPH €KCIO3HINK, 34 KOHTO €€ CYHTA, Y€ ¢a B J0CTaThYHa
CTENEH MO-TOJIEMH OT MaKCHMAaITHATA eKCIO3HIHA [IPH X0pa, ce HabmozasaT epeKTH, KOUTO MOKa3Bar
MAaJIKO 3HaYeHHe 3a KNHHMYHATA ynoTpeda.

Kanueporesesa

Hsma naHnu 3a KaHIEpOreHeH NOTEHLHA Ha (PYKOHA30 NIPH MHIIKA ¥ NIPH [LTEXOBE, TPETHPAHH
NepOpPaHO B NMPOAbILKeHUEe HA 24 Mecena ¢ 1034 oT 2,5, 5 unu 10 mg/kg/aen (mpubnusurenHo 2 — 7
TBTH NO-BUCOKH OT MpeNopbyYBaHUTE J03U NpH Xopa). [Ipn Mbxkku npxoee, TpeTHpadH ¢ S U 10
mg/kg/nen, e HabmonasaHo HapacTBatie Ha YECTOTATA Ha XENAaTOLETYIapPEH aJCHOM.

Myrarenesa
DiryKOHa3011, ¢ WIH Oe3 MeTaboMMTHO aKTHBHpAHE, € MOKA3AI OTPHLATEIHH Pe3yNTaTH B TECTOBE 34

MyTareHHOCT pH 4 iiama ot Salmonella typhimurium v 8 My mampom L5178Y cucrema.
[uroreHeTuuHn npoyuBaHus in vivo (KNETKH OT MHIIMA KOCTEH MOZBK, CHE/ [AEPOpaICH MIPHEM Ha
dykoHa3on) v in vifro (MEMGOLKMTH OT X0pa, HIIOKEHH Ha (nykoHason npy noza 1000 pg/ml) He
NOXA3BaT JAHHH 32 XPOMO3OMHHM MYTaL[UH.

Pen BHA TOKCHYHOCT

di1yKOoHa30I1, MPHIOKEH NEPOPajiHO B AHEBHA H03a 5, 10 wiu 20 mg/kg wim napentepanso B 1o3a J,
25 v 75 mg/kg, He noBnuABa epTHIMTETA HA JKEHCKH HIH MBXKXHU ILTHXOBE.

He ca nabmonaranu edextu Bupxy deryca npu 5 win 10 mg/kg; npu mosu ot 25 u 50 mg/kg u no-
BHCOKH € HabJlofaBaHo roBHIICHHE Ha deTannuTe Mandopmauuy (nosumeH 6poit pebpa,
paswdpsasane Ha 6B0peuHoTO NereHue) H 3abaBeHa ocudukammi. [Ipn nozuposkn ot 80 mg/kg no 320
mg/kg e Habmonasana noBrIIeHa eMOPHOHATHA CMBPTHOCT NPH MUTBXOBE, KATO Mal(opMaLllHTe
BKNIIOuBAT JedopMHupanu pebpa, Ppucypa Ha HeOLETO H HAPYIUEHHA B YEPENTHO-THLECBAaTa OCHPHKAUMA.
¥YcTanoBeHO €, Ye HHTPaBEHO3HOTO BhBexkAaHe Ha 20 mg/kg u 40 mg/kg e npoBokupano IMCTOKHA H
NPONIOHTHPAHE HA PAXKAAHETO MPH HAKOMKO XHBOTHH. HapylueHusTa B pOAOBHA NMPOLIEC,
Ha0NI0JaBaHK NPH Te3H J03H, A JOBE/H [0 JIeKO NOBHIIaBaHe Ha Opos Ha MBPTBOPOACHHTE U
HaMaJIABaHe Ha MPEKUBACMOCTTA HA HOBOPOACHHTE.

BnussHeTO BRPXY POOOBHA NMPOLIEC NPH ILThXOBE CHOTBETCTBA HAa TOBA IPH BUAOBO CIIEHH(HYHOTO
NOHMXKABAHE HA ECTPOr€HHOTO HHBO NOA Bb3/eHCTBHE HA BHCOKHTE /103K (IykoHa301. [IpH KeHH,
neKyBaHH ¢ ¢uryKoHa30J1, He ca HabIONABAHM TRKHBA XOPMOHAJIHH MPOMEHH (BxK. Touka 5.1).

6. @®APMAUEBTHYHH IAHHH

6.1 CnEchHK Ha NOMOIHEETE BeIIecTBA

KancynHo ¢cbaIbpAHMO:

JlakTOo3a MOHOXHApAT

[fapeBHYHO HULUECTE

CHTHLUWEB AHOKCHA, KOMOHACH OE3BOACH
MarHesues creapar

Harpues naypuncyndar




Kancyina oOBHBKA:
XKenatux

HareHT cuHbo (E131)
[Ipeuncrena sona
TuranoB aHokcua (E171)

IleyaTHO MACTHIIO:

Lllennak

[Iponunen riarkon

Xenesen okcua, yepes (E172)

6.2 HecpBMeCTEMOCTH

Henpunoaxsmo

6.3 Cpok Ha roxHOCT

3 roaMHM

6.4 CrnenuajHH yCJIOBHSA HA CHXpAHCHHE

Ja ce cbxpaHABa NpH Temneparypa noa 25°C B OpHrHHAIHATA OMAKOBKA.

Jla ce nasu ot Bfara.

6.5 Bua B cpALpkKAHAE HA ONAKOBKATA

150 mg kancynH — Onuctephn nentyd no 1 kancyna, kapToHeHa KyTHA o 1 kancyna.

6.6 Cpennajann DpeAnazHE MePKH HPH HIXBBLPJISHE

Hama cneuHandH H3IHCKBAHHSA.

7. HNPHTEXATEJ HA PAZPENIEHHETO 3A YIIOTPEBA

Exodapm ['pyn Al
yn. Atanac Jlykoe Ne29, er.3
1407 Codusa, bvarapua

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

20030173

9. JATA HA ITBPBO PASPEHIABAHE/MIOAHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Jara Ha mepao paspewiarane: 10.03.2003
Jara Ha nocneaHo nogHoBaBaHe: 24.06.2008

10. JAATA HA AKTYAJIM3HPAHE HA TEKCTA




