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1.  HUME HA JEKAPCTBEHUS ITPOAYKT e e e

OyHrokan 150 mg TBEPAU Kancyu
Fungocap 150 mg hard capsules

®yurokan 200 mg TBEpAK Kancyau
Fungocap 200 mg hard capsules

2. KAYHECTBEH A KOMAYECTBEH CbCTAB

Bceaka tBepaa kancyna ®ydrokan 150 mg ceaspxka duryxonason (fluconazole) 150 mg,
INoMouHE BELISCTRA ¢ H3BECTHO ACHCTEHE: BCAKA TBHPAA Kancyna cpabpxa 123 mg naxrosa
MOHOXUpAT.

Bcsaka Teepaa kancyna @ynrokan 200 mg ceaspxa pnykonazon (fuconazole) 200 mg.
IToMOLIHH BElECTBA C H3BECTHO JeHCTBHE: BCAKa TBBp/A Kancyna cbaAbpka 164 mg nakrosa

MOHOXH/IpAT.

3a IBJIHHAA CIUCHK Ha TMIOMOLIHHTE BEINECTRA, BHIKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA

TeEpAM Kancynm.

®yurokan 150 mg TREpAN KanCYNH
Tebpau xenaTUHOBU kancymu Ne 1, Tano — 640; kanade — 6ao.

CBABPXKUMO HA Kancyaara: Oa1 Wad noury 641 npax.

Qyuroxkan 200 mg TBBpAY KANCYIIH

Tebpau xenatuHorM kancynu Ne 0, Tano — 6e710 XKBITO; Kanaye — OJI€A0 #BJTO.
CeOBpKUMO Ha Kancyhiara: 641 win nouru 641 npax.

4. KIMHAYHU JAHHA
4.1 TepaneBruusH NOKAIAHHA

MyHrokan ¢ nokasaH npy CICAHUTE MNbOUYHY UHQEKIMH (BX. TOUKa 5.1).

QyHrokar e noka3aH IpA Bb3PACTHH 33 JIEYEHWE Ha:

. KpHIITOKOKOB MEHHUHIMT (BX. TOUKA 4.4).

- KOKUMAXOKAOMUKO3a (BXK, TOUKa 4.4).

. HMupa3nBHa kanauao3a.,

. KaHnmaoza Ha THraBUIMTe, BKIIOYHTEIIHO opodapHHreaTHa, e3ogarcajiia KaH{HAo3a,
KaHAUIYPUA ¥ XPOHHYHA JIMFAaBHYHO-KOKHA KAaHAWI034,

¢  XpoHHYHa opaNHa aTpodH4Ha KaHAWA03a (BB3NAJICHHE HA YCTaTa B Ppe3y/TaT OT 3b
NPOTE3H), B CITy4aH, 4¢ 3b0HATA XUrHeHa HIIY JIOKATTHOTO JICYEHHE Ca HEAOCTATE Ly
Barunanza kaHAWA03a, OCTPa WIH peKYPEHTHA, KOraTo JIOKaHOTO JICUCHHE He

PLCEIE t

. KanauaoseH 6ananuT, KOTAaTO JIOKATHOTO JICUEHHE HE € NOAXOAAID. f OB R \
o JlepMaToMuK03a, BKIIOUMTENHO tinea pedis, tinea corporis, tinea cruris, tineq %@:k@f@ﬁfﬁﬁ !
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KOXHA UH(eKIHA ¢ candida, KoraTo € NpeAnHcaHo CHCTEMHO JICUEHHE. A\ \ 1;;‘“/ /
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o  Tinea unguinium (OHUXOMUKO3G), KOTATO CE CUMTA, Y€ APYTH APCHTH HE Ca NOXXONAIIH.

Mroxan ¢ [IOKA3aH NpH Bh3PACTHH 3a npodWIAKTHKA HA:
Peuynaue Ha KpMITOKOKOB MEHMHIKT TIPH AALMEHTH ¢ BUCOK PUCK OT PELIAIHMB.

* Peunaue Ha opodapusreanta Wik e3otareanta KaHAua03a Npy NauueHTH, uHdexrnpany ¢ HIV
WITH, IPH KOUTO PUCKBT OT PELMAMB € MOBHLICH,

. 3a peayuHpaHe Ha YeCTOTAaTa Ha PEKYPSHTHA BATMHA/HA KAHIHI032 (4 1 roseve enu3oaa
TOAHLITHO).

. [IpodmnaxkThka Ha KAaHAWANAZHH Hmbelcunu NPY NALMEHTH C NPOLb/DKUTENIHA Heyrponem
(KaToO NMalMeHTH ¢ XeMATONOTHYHY 3/ToKaYeCTBEHH 3afongpanms, KOUTO ¢a Ha XBMUOTepaTvi
WIH HaLHMEHTH, NOJUTOKEHH Ha TPAHCIUIAHTALMA HAa XeMOIIOSTHYHH CTBOJIOBH KNETKM (BXK. TOUKA

5.1)). | . L
dyHroxan e 110Kkazan NPy HOBOPOAECHH HA TEPMMHA, KEPMAUETA, MAJIKH Aella, ela W IOHOIIH Ha

Bb3pact ot (s, 17 roAHMHM:

dyHrokan ce npHIara IpH JeUeHHETO HA KaHAM03a Ha turapuauuTe (opodapiHreanHa, |
esodareanHa), MHBA3HBHA KAHAHAC3a, KDHITOKOKOBH MEHHHTHTH K NNPOQMIIAKTHKA HA KAHAWA034 NIpH
HMYHOKOMITPOMETUpaHH nauuedTH. OyHrokan Moxe Aa ce Npuiara KaTo NoAbprKallla TeparnHs, 3a
[IpEAOTBPATIBAHE Ha PEeLMANB HA KPUITTOKOKOB MEHHHIHT NPHU A€LAa ¢ BUCOK PHCK OT PELMAMB (BXK.
TO4YKa 4.4).

JleueHueTo Moxe Aa Obe 3aIOYHATO NPEAU 12 ca M3BECTHH Pe3yNTATHTE OT MEKPOOHOJIOTHYHOTO
ApPYTHTE nabopaTopHM U3CeIBAaHUA; BRIIPEKH TOBA, KOraTo pBByﬂTaTHTe ca H3BECTHH, TEPATIMATA
TpsOBa Aa Ce KopUrupa rnoAxXoasiuo. -

Tpsabea na ce B3eMaT nox BHUMaHHE OPHUHANHUTE NPENOPEKH 3a IpaBUIHaTa ynorpeba Ha
AHTHMHKOTHLIH. :

4.2 I[ﬂBHPﬂBRﬂ M HAYHH HA NPHAOKEHHE

QOEHQGBKﬂ

Jlosuposkara Tpadsa aa ce OCHOBABA HA BHJA W cepmaﬂocwa Ha re0HMYHAaTA HH(bel-:um JIe'-leHHaTo
Ha HH(EKLHHTE, H3UCKBAIUM MHOFOKPATHO NpwiaraHe, TpAtea aa mpOAbIKH JOKATO KINHHHYHATE
CHMITTOMM MM NabopaToOpHITE pE3yNITATH MOKAXKAT, 46 AKTMBHATA MMKOTHYHA HHEKLHA €
orcTpaneHa. HeanekBaTHHAT Kypc Ha Tepanius Moxe Ja JOBEME A0 PELIAAHNE Ha uHDEKUMUITS,

Brapactuu

IMoxazaaue | - o3upoBka N poaLDKHTEABOCT HA JEUCHHETO

Kpuantokoko3za | - Jleuenue Ha Harosapsaia aosa: ObukHOBEHO OT 6 A0 3 CeJIMHILH.
| KPUOTOKOKOB 400 mg mpes3 l'l'prPlH [Tpu sxupoTOzacTpalIaBaLIY
‘MEHHHTHT - | neH WH@EKINK, JHEBHATA AO3a MOKE A
| { ITocnensama nosza: 200 | 6b1e yeenuuena ao 800 mg
| mg a0 400 mg xHeBHO
| - [lopaepxaina 200 mg nHeBHO | HeonpeaeneHo npu AHEBHA 11034 OT
TEeparnuy 3a 200 mg
NpeaoTBpaTABaHE Ha
pelldAuB Ha
KPHITTOKOKOB

MEHHHI'HT NpH
NALHEHTH C BHCOK
PHCK OT peLHAHB,




Koxuuanounno-
MHKO32

Hueasneua
KaHaHa03a

| JIedyenne HA

KAHAHA038 HA
JHTaBHIIATE

HpenoTBpare-
BaHE Ha
peIHAHE HA
JHraBHYHA
KAHJHEN03a NpPH
HA(pEKTHPARH ¢
HIV nanuenTH ¢
BHCOK PHCK OT
NeIHANB
I'ennTanna
KAaHIHI03a

- Opodapunreanna
KaHAW103a

- Eaogareanta
KaHIHA03a

- Kanauaypus

- XpoHH4Ha
aTpohuuHa
KaHJAHI03a

200 mg ao 400 mg
IOHEBHO

Haropappanuia no3a:
800 mg npes nupBUA
(5

[Tocnensarua nosa: 400
mg AHEBHO

Harosapeania a03a;
200 mg no 400 mg
npe3 [TbpBXA ASH.
Ilocneapama aosa: 100
mg ao 200 mg 1HEeBHO

Harosapeaiua ao3a.
200 mg no 400 mg

- [Ipe3 ITbPBUA JIEH.
[Tocneasama noza: 100
mg 10 200 mg qHEBHO

200 mg ao 400 mg
IHEBHO

50 mg aHeBHO

NUraBU4UHA
KaHIH1034d

- Opodapunreansa
KaHAHI03a

pp—————

- XpOHHYHA KOXHO- 50 mg a0 100 mg

- EzodareanHa
KaHaua03a

- Qc¢cTpa BaruHanHa
KaHAW03a

- KaHanaoseH
OanaHuT

- JleyeHue H
npoduAaKTHKA HA
peLMANBUpAIIA
BarnHanHa
kaHIKRo03a (4 win
MoBexe ernnu3oba Ha

AHEBHO

100 po 200 mg aHEBHO
i 300 mg 3 meTH
CEIMHYHO

100 no 200 mg AHEBHO
win 200 mg 3 meTH

CEAMHYHO

150 mg

——

- peMucHs Ha opodapHHTeansaTa

Ot 11 Mecena 10 24 meceua HiH
MO-I’LJITO B 3aBUCHMOCT OT
narmenTa. [Ipy HAKOH HHPEKIMM,
ocOoDeHO MEHHHTHT, MOXKE J1a C¢
npunoxat 800 mg AHEBHO.

B obmus cyuai,
NpernopbYATENHATA
NPOAB/DKHTEAHOCT HA JIEUEHHETO
[IpHA KAHAUJAESMHUA € 2 CeAMHLIM CNEN
[IbPBH OTPHULIATENIER PE3YATAT OT

KpbBHA KY/ITYPa H OTIIYMABAHE HA

- CHMIITOMHTE Ha KaHOUeM ATa.

7 no 21 aHu (A0 NOCTHUIaHE Ha

KaHauaosa). [lo-asaru neproay
MOFaT J1a ca HAJIOKHMTENTHH [1PH
NAalUMEHTH CBC CEPUOIHO HAPYIIESH

peMHCHA Ha e30(areanHara
KaHauaoza), [lo-anary nepHoamn
MOTaT Ja Ca HAJTOKUTETHH ITPH
MALKMEHTH ChC CEPUO3HO HAPYINEH
UMYHUTET, - -

7 no 21 auu. [lo-gearu nepHoaH
MOT'aT Ja ¢4 HAJIOXKHTEITHH ITPH
NMALMEHTH ¢ChC CEPHO3HO HAPYILIEH

14 nuu

Jlo 28 muu. Moxke fa ¢ce HAJIOXKaT
O-ABJICH NIEPHOAY B 3aBUCHMOCT
KaKTO OT TeXeCcTTa Ha HHpEKLMATA,
TaKa U OT MOAISKALIOTO HMYHHO

BpEXAaHE ¥ MHGBEKLHA.
HeonpeaesneH nepruon NpH
NaLHEHTH ¢ XPOHHYHA

UMYHOCYTIPECHA.

HeonpeaeneH nepuon npu
MalMEHTH ¢ XPOHUYHA
MMYHOCYTIpECH4.

EaHokpaTtHa nosa

150 mg Ha BcexkH TpH
aHu ob1o 3 go3u (aexH
1, 4 u 7), nocneapaHu
| OT 150 mg BeaHBXK
CEAMHUYHO

[Noaawpkama ao3a: 6 Mecela.
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roAMHA)

JepmaToMuaKo3n | - tinea pedis, 150 mg BenHBX 2 10 4 ceqAMHLH, JeUYCHHETO Ha
- tinea corporis, ceAMHYHO Wiy 50 mg tinea pedis Moxe a MPOIBLIDKH 10 6
- finea cruris, BCIHDBXK JHEBHO CeIAMUIIH
- candida nHdeKIH
- tinea versicolor 300 mg no 400 mg 1 no 3 ceAMHLIN
BEIHEHK CeAMHHYHO

50 mg BeHBXK THEBHO 2 00 4 ceaMHULA

- tinea unguium 150 mg BeaHBXK JleyeHueTo TpadRa 14 MPOABILKM
(OHUXOMUKO3A) CeAMHYHO JOKATO HH(EKTHPAHHAT HOKBT CE
3aMeCTH (M3pacTHE HeMH(EKTHPAH).
[IoBTOpHHAT pacTEK HA HOKTHTE Ha
MPECTHTE HA PBLETE H CHOTBETHO
Ha KpakaTa HOPMaJIHO H3HCKBa 3 10
6 mecena ¥ 6 10 12 mecela,
BrrpekH ToBa pacTe)XsT MOXKeE 13
BapHpa CTPOro HHAHBHAYAITHO ¥ B
3aBHCHMOCT OT BB3pacTTa. Cieat
YCIELIHO JISUCHME Ha
NPOAB/DKATETHH XPOHHYHH
HH(EKUHMH, HOKTUTE OOMKHOBEHO
OCTaBaT AePOopMHpPaHH.

IIpopuaakraka 200 mg no 400 mg JleueHueTo TpaAOBa Aa 3aMOMHe

Ha KaHAHA03A | HAKOJIKO JIHH NPeH OYAKBAHATA
Npy BATHSHTH C HeYTPONIEHHUA H Ja [POXBIKK 7 THH
NPOAL/LKATEIHA CJie] Bb3CTAHOBABAHETO CIIEH KATO
HEeYTpONneHUus HeYTPOPWINTE c€ NOoKa4YaT Hal

1000 xieTku Ha mm’.

Cnenmaniy nonyaaluu

Cmapuecka ev3pacm

Jloaupoekara TpsaOBa fa ce aaanTHpa Bb3 ocHoBa Ha 6pOpeuHaTa GyHkuMa (Bx. bvbpeuno
yapexcoane).

bvbpevro yspeacoane

Koraro KypchT Ha JICUCHHE € ¢ €AHOKpAaTHA 1034, HE € HeoOX0MMMO KOPHUrHpaHe Ha J103aTa.

IIpu naumeHTH (BKIIOYHTETHO AcUa) ¢ YBpeaAcHa Ob0peyHa QyHKIMA, KOraTo ¢e Hajiara MHOTOKpaTHO
MPUIOKEHHe HA (IYKOHA30/1, e 3anoyuBa ¢ MspBoHavanHa ao03a 50 mg no 400 mg, ocHoBaHa Ha
NpenopbLYBaHaTa AHESBHA A03a CIOpeA nokasaHueTo, Clel mMepBoHavaIHaTa HaTOBAPBAIlA 1034,
JHEBHATA A03a (Crope HHAWKALIMHTE) Ce Olpeaens Mo ciieHaTa Tabnuua:

era'mﬂnﬂon KAHpBHC (ml/min) IIponeHT OT NPENOPLYHTETHATA 1034

100%

< 50 (6¢3 nuanuia) 50%
100% croa posia amanes

[TaumeHTUTE HA MOCTOAHHA AManu3a Tpadsa aa nomyyarat 100% ot npenoprdaHaTa A03a ciiel BCaka
[MaJIH3a; pe3 JHATE, CBOBOIHM OT AHaNKH3a, MalreHTHTe TpA0Ba Ja nony4yasaT HAMaJIeHa 1034 B
CHOTBETCTBHME ¢ KPCATHHUHOBHA UM KJIMPBHC. .

Yeprodpobno yapesicoane "}/*“-‘é'*lf
JIaHHMTE NIpH NALUHEHTH ¢ YepHOAPOOHO YBPEKAAHE Ca OTPaHHYECHH, N0 Ta3H NPHYH tbirykq_ﬂaﬂq,qm |
TpaOBRa /1a ce Npuaara ¢ BHUMaHHe NPY NAlHEHTH ¢ YepHOAPOGHa AUCPYHKIHMA (BXK, Tomd«r 4.4 H 4 B) "
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IleavaTpuyHa MOMyNaLus

[Tpu neI[HanHqHaTa nommy;1anus He 6HBa Aa ce NMpeeULIaBa AHeBHA 1032 oT 400 mg.

Kaxro npu nogaodHu HHOEKUHAH NP BE3PACTHH, MPOABIKMTENHOCTTA Ha JIEYEHHETO C€ OCHOBABA Ha
KIIMHUYHAA ¥ MHKOJIOTHUYEH oTrosop. OyHrokan ce npunara KaTo €AHOKpaTHa AHEBHA A03a.

3a neauaTPUYHHU [TAUMEHTH ¢ YBpeaeHa 0b0peuna QyHKOMS BXK. JO3UPAHETO NpH brbpeyro
ygpeacoane. DapMakOKHHETHKaTa Ha QIyKOHAZ0/ NPH NeJHaTpHyHa nofynauug ¢ On0pedHa
HEAOCTATRYHOCT HE € NPOoyUeHa (3a HOBOPOJASHH, KOMTO HECTO NPOABABAT NbpBHYHA OBOpeHa
HE3PAJIOCT, MOJIA BHXKTE O-A0JY).

Hoeopoodenu, kopmauema, manxu oeya u deya (om 28 onu oo 11 coounu):

Kanaupgosa Ha AMraBunuTe ITvpeOHAavYanHa A03a: [IbpBOHauanHaTa 1032 MOXKE Ja
6 mg/kg Obzc H3MON3BaHAa NIPE3 ITEPBHA ACH
[locnenrania gosa: 3 38 f10-0BP30 JOCTHraHe Ha
. mg/kg THeBHO PABHOBECHO CHCTOAHKE,
- HuBazuBHa kaHANA034 Hoza: 6 ao 12 mg/kg B 3aBUCHMOCT OT TEXECTTA Ha

- KpUnToKOKOB MEHHHIHT OHEBHO 3a00J19BaHETO

B 3aBUCUMOCT OT TEXKECTTa HA
3a00JIABAHETO

- [lopappkaiua Tepanug 3a Hosa: 6 mg/kg nHerHo
pelOTBPATABAHE HA PeLIHIMB Ha
KPUITTOKOKOB MEHHHIMT NpH Aelia

C BHCOK PHCK OT PELHIVBH
- [Ipodunaktuka Ha Candida npu | Hoza: 3 no 12 mg/kg

B 3aBHCHMOCT OT cTeneHTa u

HMYHOKOMIIPOMETUPAHH IHEBHO IIPOABL/DKUTEIHOCTTA Ha
MaLMeHTH [IPEAH3BHKAHATa HEYTPOTICHUA
(BXK. RO3HPOBKATA NPH Bh3PACTHHU)
HOnowu (om 12 0o 17 200unu):

B 3aBMCHMOCT OT TEFNIOTO M Pa3BUTHETO tPe3 ybepTeTa, NEKApAT TpAORA Aa NPSUCHH KOd AO3HPORKA
(BB3pacTHHU WK Acua) € Hali-noaxoasiua. KNHHHYHUTE JaHHN TOKAa3BaT, ¢ AenaTa MMaT N0-BACOK
KIHPBHC Ha (NTYKOHA30J1 B cpaBHeHHe C Bb3pacTHHTE. Jo3zuposka ot 100, 200 u 400 mg npn
Bb3pacTHY CHOTBETCTBaA Ha NO3HPOBKA OT 3, 6 U 12 mg/kg npu aena 3a NocTUraHe Ha CpaBHHMa
CHUCTEMHA eKCTIO3HIIHS.

Hogopooenu na mepmuna (0 0o 27 onu):
Hosopoaenure oraenst guykoHazon 6asrHo. Mma manko papMakOKMHETHUHHE JAHHH, TIOAKPENAILH
Ta3u AO3HPOBKA MPH HOBOPOJXEHH Ha TEPMHHA (BX. TOHKa J.2),

gl iy

Bn3pacToBa I'pyna Ho3upoBKa Ipenopuky
Hoeopoaenn Ha tepmuH (0 go 14 | Coewara gosuposka mg/kg , KakTo He Ousa pa ce
JHH) NPy KbpMaveTa, MAJIKH Acla B Jlella | HaJBWIUAaBa
tpaBa 1a ce npuiiara Ha Bcexu 72 | MakcuManna xo3a or 12
yaca. mg/kg Ha BcekH 72 Jaca
Hosoponenu Ha Tepmud (ot 15 a0 | Coluara nosupoBka mg/kg , KakTo He 6upa na ce
27 nHK) NIPH KbpMA4eTa, MAJIKH Aella U Jela | HaJaBHIlIaBa
TpAORa fa ce npunara Ha Beexu 48 | Makcumansa 1038 oT 12
= mg/kg Ha pock, 4R Tme:

HayuH Ha MPUIOKEHUE




DyHrokam Moxe Ja ce Mpuiara NepopatHo WiH dpe3 HHTPABEHO3HA HHQY3HA, KaTO TOBA 3aBHCH OT
ChCTOAHHETO Ha NnanueHTa. [Ipn npeMrHaBaHe OT HHTPABEHO3EH KbM MEPOpalied LT HA PEBEXKIAHE
uIn 0BpaTHO, He e HeoOxoauMa IIPOMAHA B AHEBHATA 034,

Kancynure Tpadpa Jia ce MpUeMaT UEJIH M He 3aBHCAT OT NIPHEMA Ha XpaHa.
4.3 IlpornBonokazanng

CBp*hquBcTBHTenHGCT KbM aKTUBHOTO BEILECTBO/aKTHBHMTE BELLSCTBA, CXOAHH a30JI0BH
CHEIMHEHHA, WK KbM HIKOE OT NOMOLHHTE BellecTBa, H30poeHH B Touka 6.1,

B®3 oCHOBa Ha AaHHWTE OT NPOYYBaHEe HA B3aUMOJCHCTBUSITA NTPH MHOTOKPATHO NpufaraHe,
eAHOBPEMEHHOTO NpUIaraHe ¢ TepdeHaauH € MpOTHBOIMNOKA3aHO NPH MALKMEHTH, NPHEMALIH
dutykoHa3on kato MHorokpatHa nosa ot 400 mg aAHEeBHO Wiy NO-BUCOKA. ENHOBpEMEHHOTO IIpH/IaraHe
Ha JPYTH JICKAPCTBEHH NPOAYKTH, Yab/kasaliy QT nHTeppaiia, KOMTO ¢€ METa0OJH3NPAT Ype3
uuroxpom P450 (CYP) 3A4, kaTo quszanpu, acTeMU30N, (TUMO3HA, XHHHAHH H ¢pUTPOMHLIHH €
MPOTHBEONOKA3ZAHO NPY NaLMEHTH, NpueMalln GaykoHason (Bx. Touky 4.4 u 4.5).

4.4 Coenuannu npelynpexieHns H NPEANAa3IHA MEPKH NPH ynoTpeda

Tinea capitis
(OnykoHazon € npoy4BaH nNpH NEUCHHUETO Ha finea capitis IpH ACUA. Y CTaHOBEHO €, Y€ He
MPeRB3X0KAA rpuzeodynsuH U obara ycnesaeMocT € Guna no-mMainko o1 20%. Ilo Tasn npruuuHa

DyHrokan He 6uga fa ce U3NON3BA INPH finea capitis.

KpunTokokosa

Haunnre 32 epHKACHOCTTa OT JISHEHHUETO C DITYKOHA30J! Ha KPHIITOKOKO3a C PasjiiyHa JIOKAIH3a1[us
(Hanp. OenoapoOHa W KO)KHA KPUNTOKOKO3a) Ca OTPaHWYEHH, KOETO He NOZBONABA /14 CC HANpPAaBAT
PETIOPBKHM 3a JO3UPOBKATA.

LHbn0OKH eHIeMHYHH MUKO3H
JlaHHHUTE 32 €HUKACHOCTTA OT ICUEHHETO ¢ QUIYKOHA30J NP JIEYEHUETO Ha ApyrH GOPMH Ha
CHIEMUYHH MHKO3H KATO MapakKOKUHAHOMUKO3a, TUM(POKOXKHA CIIOPOTPHX03a U XHCTOTLIA3MO3a ¢4

OrpPaHHYEHH, KOETO HE NO3BOJIABA Ja ¢ HATIPABAT NPENOpPBKH 34 J103MPOBKATA,

brOpeyna cucTeMa

@yarokan TpabBa Aa ce mpujiara ¢ BHUMAaHHE NMPH NaUWeHTH ¢ OB0peuHa ,I.{HC[b}r’HKLlHH (82K, TOUYKA
4.2).

Han61n0peuHa HEOCTATHHHOCT
H3BecTHO €, Y€ KETOKOHA30BT IPHYHHABA HAA0BOpEYHa HEZOCTATHYHOCT U TOBA, MaKap u paaKo,

MOXe 1a c& Habnroaasa 1 npy JIYKOHA30lL.
Han6w0peuHa HenOCTaTLYHOCT, CRBP3aHA ¢ €IHOBPEMEHHO JICUCHHE ¢ NPEJAHU30H, € OIIHCaHa B TOYKA
4.5 ,Edextu Ha GIIyKOHA30/1 BEPXY APYTH IEKAPCTBEHH MPORYKTH .

XenaTo-OUnuapHa cucTeMa
®OyHrokan TpatBa Aa ¢e TIpUiara ¢ BHMMaHUe NPy NalMeHTH ¢ YepHoApOoOHa JUCHYHKLYS.

DnyKkoHAa30M ce CBBP3Ba C PEAKH ClIydad HA CEepHO3HA HepHOAPOOHA TOKCHYHOCT, BKIIIOYHTEIHO
CMBPTHH CITy4yau, OCHOBHO TIPH NMALMEHTH Ch¢ CePHO3HM nmoatexay 3abonasannd. B ciryyaure Ha
XEnaTOTOKCHYHOCT, CBhp3aHa ¢ IyKOHA30/, He € YCTaHOBEHA BPR3Ka ¢ obliaTa JHEBHA J1034,
NPOABJLKHTENHOCTTA HA IEUEHHETO, NMOJIA WM BB3PacTTa. XeNnaToTOKCHYHOCTTA, GB’bPSﬂHa LR
¢hnykoHazon, o0MKHOREHO € Guna obpaTrMa npu PEKpATABAHE Ha JICYEHHUETO., ,;1 o pE 5 ”0
[TauueHTH, npH KOMTO ce HabmoaaRar aOHOPMHH NPOMEHH B YePHOAPOOHHUTE ¢yHKuHOHMHH Tmo;}
1O BpEME Ha JieYeHHETO ¢ (uTyKoHazon, TpAGBa a GBaaT NpoCaeANBaHM 3a MPOsBa HA nu-cepm:m& i
yepHoApobHO yepexaane. Ilaunenrnre Tpabsa aa buaar MHGOPMHpaHH 32 cHMHTOMHTE yKaBBaHIH ol
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CEPHO3HH 4epHOAPOOHU ePEeKTH (3HAUHMMAE aCTEHHS, AHOPEKCHA, NIEPCHCTHPAIIO rajleHe, MOBPhIIAHS H
KbITeHHULA). Jleuenuero ¢ hnykoHason TpadBa He3abaBHO Aa ¢e NPeKpaTH H MAUHEHTHT Aa ce
KOHCYJITHpa ¢ JIEeKap.

CBpae4HO-CHI0BA CHUCTEMA

Hsikou azonu, BKIFOMHTENHO (DIYKOHA30JI ca CBLP3aHM ¢ yaAbkaBaHe Ha QT vHTepBana B
eNnekTpokapauorpamara. [lo Bpeme Ha TOCTMapKeTUHIOBOTO HabOAEHUE, Ca YCTAHOBCHH MHOTO
pPeAKH ciiydan Ha yaboxkaBaHe Ha QT unrepBana u torsades de pointes ipy nauHeHTH, NPACMAIIH
dykoHason. Tesu cayyau ca BIUTIOUBAIH TeXKO GOTHHM MaLMEHTH ¢ MHOYKECTBO CMECEHH PHCKOBH
(haKTOpH, KATO HATIPHMEP CTPYKTYPHH YBPEIKIAAHHA HA CHPLETO, EACKTPOJUTHH HApYLICHHA H
CHITBTCTBALIO JICUEHHUE, KOETO MOXKE Aa € JONPUHECIO,

dynrokan TpAOBa Aa ce npuiara ¢ BHUMaHHE [IPY MALMEHTH ¢ IOTEHIHANHO NMPOapATMOTCHHH
CHCTOAHUA. EAHOBPEMEHHOTO NPUIAraHe ¢ APYTH JICKAPCTEEHHU NPOAYKTH, 38 KOUTO € H3BECTHO, Y€
yabnkaeat QT HHTepBasia ¥ KOHTO ce MeTabonusupar upes uuroxpom P450 (CYP) 3Ad e
MPOTHRONOKa3aHo (Bx Touka 4.3 u 4.5).

XanodhaHnTpHH

XanodanTpuu yasmkasa QT WHTEpBana npy NpenopLYHTEIHATA TEPAIEBTHYHA 034 H € cyOCTpaT Ha
CYP3A4. [To Ta3u npyunHa eJHOBPEMEHHOTO NMpHIaraHe Ha QIIyKOHA30I U XanodaHTPHH He Ce
npenopsbHBa (BxK. TOUKH 4.3 1 4.3),

,ﬂe PMATOJIOTHYHH pCaKLiNK

[To BpeMe Ha neMEeHHETO ¢ GIIYKOHA30, NALMEHTHTE PAAKO Ca MPOABABAJIH €KCPOITHATHBHH KOXHH
peakKilii, KaTo HApHMep CHHAPOM Ha Stevens-Johnson ¥ TOKCHYHA enBaepMalHa HEKPOJIH3a,
[laupenTure ¢b¢ CIIMH ca no-cxi10HHH fa pa3BUBAT TEKKH KOKHH PEaKIIMH KbM MHOYKECTBO
NeKapCTBEHN MPOAYKTH. AKO IMALIMEHT, JIEKYBAH 3a NOBbPXHOCTHA MEOMUHA HHpeKIMA, nony4s oOpHs,
KOHTO MOXE 1a ¢€ ABKH Ha dUTYKOHA301, IeueHHeTo TpAOBa 1a 6bae npexpareHo. AKO NMAHEHTH C
HHBa3MBHa/CHCTEMHA reOutHa nHdeklms momyyar oOpuB, Te TpsOBa Aa ce HaOMoNaBaT BHUMATEIHO H
fIeHeHHETO ¢ (PIIyKOHA30 Jia e NPeKpaTH, ako ce MOABAT OYJIO3HM JIe3HU HNH MyITHQPOPMEH SPHTEM.

CBpBXYYBCTBHTE/IHOCT
Anadunakcus ¢ HabmojapaHa B pPeIKHU cliyuaH (BxkK. Touka 4.3).

Huroxpom P450

OnykoHason e moueH CYP2CY9 naxuburop n ymepen CYP3A4 uuxuburop. OuirykoHason € Chillo
uHxubuTop M Ha CYP2C19. ITanmenTty, npueMaly eAHOBpeMeHHO (DYHTOKan | NEeKapCTBCHH
IIPOAYKTH ¢ TeCeH TepaneBTHUYCH HHTepRas, MeTabommaupann upes CYP2C9, CYP2C19 n CYP3 A4,
Tpabea na 6sgat HabmoaaBaHu (B, Touka 4.5).

Tepdenaaun

EaHoBpeMeHHOTO npunarade Ha giykoHason B nosupoBkd noa 400 mg aHeBHO M TepdeHa uH TpadBa
BHHMATENHO Ja ¢&€ MOHUTOpHUpA {BXK. ToUka 4.3 H 4.5).

[ lomMoiuHH BellecTBa

Kancynure cuappKaT nakTo3a MoHoxuaparT. [lanmeHTy ¢ peaxy HacnencTeeHy npobnemMm Ha
rajlakTO3Ha HEMOHOCHMOCT, Lapp JakTaseH JedULMT WY MIIOKO30-rajlakTo3Ha Manadcopbuus He
TpAOBa Aa NpHeMaT TOBA JIEKapCTBO.

4.5 B3aumogelicTBHe ¢ APYIH JEKAPCTBEHH NPOAYKTH H APYrH GopMH HA B3AHMOJCHCTBHE

*__-‘-l-\.l — .

-

Eonospemennama ynompeba cvc crednume aekapcmeenu NPoOYKMu e npomosonoxas
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MalHeHTH, HA KOHTO Ca NpHiaraHn QIyKOHAa30/I ¥ LH3ANpH €JHOBpeMeHHo. B mmpmmpam

Npoy4BaHe € YCTAHOBEHO, ue eiHoBpeMeHHara ynorpeba Ha daykonason 200 mg annqkpamo ,uﬂe,ag
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H LH3anpua 20 mg YETHPH NBTH AHEBHO BOAH N0 CHTHU(HKAHTHO NMNOBHUICHHE Ha IU1a3MEHHTE HHBA
Ha IM3anpyua ¥ yabpkasade Ha QT unTepBana. EMHOBpeMEeHHOTO NPHIOXKEHHE Ha (JTYKOHA30]1 1
LIM3anpHJ € NPOTHBOINOKA3aHO (BXK. TOYKa 4.3).

Tepdenanauy; nopaiH CEPHUO3IHU ChpASYHH APHTMHHK, KOHTO BE3HWKBAT BTOPHYHO B PE3YIITAT HA
yAb/KkaBaHe Ha QTc-MHTepBaia NMpy MALHUEHTH, NMPUEMALIH a30/I0BH aHTHMHUKOTHLIM 3a8QHO C
Tep¢€HaaHH, ca MPOBEASHH IIPOYYBAHUA BHPXY T€31 B3aHMOAEHCTBHA. B nipoy4BaHe, IpH KOETO
$hayKOHA30J € mpujaraH B ao3a 200 mg AHEBHO, He € ycTaHOBEHO yAbn:kapaHe Ha QTc-uHTepsana. B
APYTo NpoyuBaHe, NPH KOETO ¢a H3noa3BaHH nHeBHH A03u oT 400 no 800 mg ¢uykoHaszon, e
YCTAHOBEHO, ue QIyKOHA30n, NPWIOKEH B A03HM, PaBHH WK NIO-BUCOKH OT 400 mg AHEBHO,
3HAYHTE/IHO MOBHILABA [1NA3MEHUTE KOHLIEHTPALMH HA TepdeHaaNH, KoraTo ABETE JICKAPCTBa Ce
npunarat B koMOuHaums. KomMOGUHHPaHOTO NIPUIOKEHHE Ha PIYKOHA30/1 B JO3H, paBHH WIH TO-
BHCOKH OT 400 mg, ¢ TepdeHaauH € npoTHBONOKa3aHO (BxK. TOUKa 4.3.). EAHOBPEMEHHOTO
[PUAOKEHHE Ha PITYKOHA30M B J03H, MO-HUCKA OT 400 mg AHEBHO, ¢ TepdeHaauH Tpadra
BHUMATENHO A4 ¢€ MOHHTOpHDA.

ACTeMM30)1! €NHOPPEMEHHOTO NPHIOKEHUE Ha QUTYKOHA3O0J ¢ aCTEMHU30J MOXKe Na [TOHWKH KITHPBHCa

Ha acTeMu30J1. B pe3aynrar NoBHUICHWTE MIa3MEHH KOHLISHTPAIlHH Ha aCTEMH30/1 MOraT J1a A0BEAAT J0
yabikasave Ha QT uw peaku cyuau Ha forsade de pointes. ENHOBpeMEeHHOTO NpUIOKEHHE Ha
(PITyKOHA30R ¥ aCTEMM30JI € TIPOTHUBOINOKA3AHO (BXK. Touka 4.3).

[I¥MO3MA: BBNPEKH Y€ HE € MIPOYUECHO [N Vitro U in vivo, eTHOBPEMEHHOTO MPHIIOXKEHHE Ha
¢GIyKOHA30M ¢ ITHMO3H MOXKE Ja AOBeAS A0 HHXHOHpaHe Ha MeTabonu3sMa Ha nMO3KA. TTopHIeHHTE
nasMeHH KOHLEHTPalMK Ha NTHMO3KH MOraT Aa AOBeAaT A0 YAb/kapaHe Ha QT ¥ peAkH cryda Ha
torsade de pointes. EAHOBPEMEHHOTO NPHIOKEHUE HA GIYKOHA3ON U TTHMO3KI € NPOTURONOKA3AHO
(8. TouKka 4.3).

XYHHWOWH: BBIPEKHK 4€ HE € IPOYUCHO in Vilro M in vivo, eHOBPEMEHHOTO MPHIIOXKECHHE HA
¢dyKoHa300 ¢ XMHAAMH MOKE J1a IoBee A0 HHXUOHpaHe Ha MeTabonm3ma Ha xuHuAKH. [IpHnaranero
Ha XHHHHH € CRBP3aHO ¢ yabkasaHe Ha QT o B peiku cnyuan Ha lorsades de pointes.
EanoBpeMeHHOTO NpHIOKEHHE Ha (TyKOHA30J1 M XMHUIVH € [IPOTHBONOKA3aHOo (BX. ToUKa 4.3).

EpuTpoMHLIHH: e THOBPEMEHHOTO NPWIOKEHHE Ha (IYKOHA30J1 ¥ EPHTPOMHUMH OM MOTTIO Z1a ITOBHIIH
pUCKa OT KapaHoTOKCHUYHOCT (yasiukeH QT uHTepBan, forsade de pointes) U ¢ NOCISABAINA BHE3AIMHA
ChplieyHa CMBPT. EAHOBPEMEHHOTO NPUICKEHHE HA QUTYKOHA30N M EPUTPOMHLMH € IIPOTHBOIIOKA3aHo
(BX. TOuKka 4.3).

AmMuoaapoH: EnHOBpeMEeHHOTO NPpUTOKEHHE Ha (hTyKOHA30/ € aMHOAAPOH MOXKE a JOBEAe N0
HHXHOHpaHe Ha MeTabonu3Ma Ha aMHoAAPOH. HanonssaseTo Ha AaMHOZAPOH € CBLP3aHa C YAB/LKABAHE
Ha QT uaTepBana. EAHOBpeMEHHOTO NpHoKeHHe Ha GIIYKORA30JI H AMHOJAPOH € NPOTHBOIIOKA3aHO
(Bx. TOuKa 4.3),

EonoepeMennomo RpuIoNCeue CobC CACOHUME HeKADCIMBERY RPOOYKINY HE Ce NPenopbYea.

XanogaHTpuH: GIyKOHA30JI MOXKE 1a IIOBHIIH 1a3MEHUTE KOHLEHTPALIHUA HAa Xano¢aHTPUH NopaaM
naxHOnpane CYP3A4. EgHOBpeMeHHOTO NPUAOKEHHE Ha ITYKOHA30JT B XajiogaHTPHH MOXKE J1a
[OBHILIH PUCKA OT KapAHOTOKCHYHOCT (yab/pkeH QT udtepsarn, torsade de pointes) M BIOCHSACTBHE
Ha BHE3alHa ChpAetHa CMbpT. Tasu komOuHaus TpadBa Aa ce n3darea (Bx. Touka 4.4).

Ednospemennomo npunodcenue Ha crenume rexapcmeen npoovKmy Hana2a npeonasiy MepKy u
adanmupane Ha 0gIama.

EdekT Ha ApyrA 1eKapcTBEHU NPOAYKTH BBpPXY (IYKOHA30M BB i/
-* J' #7 - r“" FL_;:, \
PudamMnunmy: eNHOBPEMEHHOTO NpHIOKeHHE Ha GIykoHa301 M pudaMNKBLHH € noaencn, .EtG .
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20%. Tpk nauMesTH, KOUTO NOAYYABAT €AHOBPEMEHHO pHdaMIUIMH U aykoHa301, TpAGsa na ce
0oOMHCIM NOBHIIABAHE HA A03aTa Ha QUIYKOHA30.

[IpoyuBanuaTa Ha B3aUMOAECHCTBUATA MOKA3BAT, UE KOraTo GIyKOHA30] 33 NEPOPaTHO MPHIOKEHHE
ce IpHeMe elHOBPEMEHHO C XpaHa, IUMETUAKH, AHTHALMAK WIH cael o0bHBaHe Ha LATIOTO TAJIO 34
KOCTHO-MO3BYHA TPAHCIIAHTALHS, He ce HabmonaBa KIHHMYHO 3HaYMMO HapylieHHe Ha abcopbumsara
Ha QITyKOHA30M.

Xuapoxmoporuasua: Bee hapMakOKHHETHYHO ITPOYYBAHE 34 B3aUMO/ICHCTBHS €AHOBPEMEHHOTO
NPUNOKEHHE HA MHOTOKPATHH X034 XHAPOXJIOPOTHAZHA TIPU 31 paBH A0OPOROIILIK, NPHEMALIH
bnykoHa3071, BOAM A0 NOBHINABAHE HA MIA3MEHHTE KOHLEHTPaLMHK Ha (aykoHason ¢ 40%. EdexT or
Ta3W BEIMYHMHA HE HANara NpoMsHa B JO30BHA PEXUM HA QUIYKOHA30/ NpH JHLA, MpHEMallld
CAHOBPEMCHHO AHYPETHLIM.

Edext Ha DIYKOHAZ0 BEPXY APYLH JIEKAPCTBEHHA NPOAYKTH

$yKkoHa308 € MoLeH HHXHOHTOP Ha LMTOoXpoM P450 (CYP) nzoensum 2C9 1 ymepeH HHxXMOHTOp Ha
CYP3A4. B nonbnaenne Ha HabnrogasaHUTe/JOKYMEHTHPaHUTE B3AUMOJEHCTBUA, CIIOMEHATH NO-
[0y, ©Ma PHCK OT NOBHIICHA TUTa3MEeHa KOHIIEHTpALUA Ha JApYrH ChCTaRkH, MeTabonu3upaHy OT
CYP2C9 u CYP3A4, enHOBpeMeHHO NpHwiIokeHH ¢ QIIyKOoHa30l. 3aToBa € HeoOXOAHMO NOBHINECHO
BHUMAaHHWE NpH NpUAarase Ha Tesu KoMOGMHAUKMY ¥ nauuenTuTe TPAOBA BHUMATENHO Aa ¢e
MOHUTOpHpPAT. EQEeKTHT Ha CH3UMHOTO HHXHOUPaHE Ha QUTYKOHA30]T NPoABIKasa 4-5 NHH cnell
crApaHe Ha JeueHueTo ¢ QIYKOHA30J [IOpajH IbJTHA NONYKHBOT Ha dnykoHason (Bk. Touka 4.3).

AnderTaHun: OpH eAHOBPEMEHHO NeueHUe ¢ durykoHason (400 mg) ¥ uHTpapeHO3eH andeHTanun (20
ng/kg) npu 3apasy qobposonuy croitnoctTa Ha AUC (5 Ha andeHTaHuNI ce ¢ NOBHINKA 2 [TBTH,
BEPOSTHO upe3 HHXHOupaHe Ha CYP3A4. Moxke na ¢ HeoOxoauMo aganTupaHe Ha 103aTa Ha
aJipeHTaAHIL,

AMUTPUNTWINH, HOPTPHITHIHH: GyKOHA30/1 NOBHIIABA ¢(heKTa Ha AMHUTPUNITHIMH K HOPTPHITTHJIMH,
5-HOPTPUNTHIMH WWIH S-AMUTPHITHIIHH Morar Aa 6bAaT H3MEpBaHH B HA4aN0TO Ha kKoMOHHHApaHaTa
Tepanus H ClIe] €1Ha ceamuua. Jlozata Ha aMUTPUNTHIMH/HOPTPUIITUIMH TpAOBa Ja ¢¢ aJanTHpa, ako
€ HeoOXOoANMO.

AmdboTtepruns b: eAHOBPEMEHHOTO NpHIIOXKeHHE Ha (MTYKOHA30/ ¥ aMpoTepiuHH b ripH
HWHQEeKTHPAHH HOPMAITHH H UMYHOCYIIPECHPAHH MHULIKH OKA3Ba CHACAHNTE Pe3YJITATH. MATHK
aJUTHBEH aHTUMHKOTHYEH ePeKT npy cucTeMHa HHdekums ¢ C albicans, n4rica Ha B3aUMOZEHCTBHE
NpHY uHTpaKpaHHanHa nadexums ¢ Cryplococcus neoformans U aHTarOHU3BM MEXKIY ABETE JICKAPCTBA
npH cucTemMHa WHekuna ¢ 4 fumigatus. KnuayuHaTa 3HAUUMOCT Ha PE3YATATHTE, HONYUEHH OT Te3H
NPOYYBaHHA, HE € W3BECTHA.

AHTHKOAryJIaHTH: NPH NMOCT-MAPKETUHTOBHA OITHT, KAKTO H MPH JPYTHTE a30JIOBH AaHTHMHKOTHYHH
CpeACTRa, Ca MOJyueHH chobleHud 3a KbpBeHe (Cyy3Hu, enUCcTakCHC, TACTPOHHTECTHHANHO
KLPBEHE, XEMATYPUS U MEJIEHA), CRBP3aHH ¢ yABMXKABAHE Ha NPOTPOMOHHOBOTO BPEME NPH NALHEHTH,
pUeMalLllH €JHORpEMEHHO hyKkoHa3oa K BapgapuH. ITo speme Ha €THOBPEMEHHOTQ IEUEHHE C
quiykoHazon u BapdapuH, npoTpoMOHHOBOTO BpeMe € OHIIO YBeTUYEHO A0 2 [ThTH, HAH-BePOATHO B
pe3ynTar Ha HHXHOHpaHe Ha BapdapuHoBUa MeTabonusbm upes CYP2CI. Ilpu nanuenTr, npHeMainy
KYMapHHOBH WIH HHAAHAXMOHOBH aHTHKOArYJIAHTH YCIOPEAHO ¢ GITYKOHA30M, MPOTPOMOHHOBOTO
BpeMe TpAOBa na Obe BHUMATENHO MOHUTOpHpaHO. MoJke 1a ce HANOXKY ajanTHpaHe Ha 103aTa Ha
aHTHKOAI'ylaHTa.

beH3zonHazenHHy (KpaTKOASHCTBAIIHN), HAND. MUIA30/1aM, TPHA30J1aM: C/Ie/l IEPOPANHO MPHAT
Ha MHZa30/1aM, QITYKOHA30/1 € 0B A0 3HAYWTETHO YBEJIMMEHME Ha KOHLIGHTpaLMATa mmas_ .?9
H 10 NCHUXOMOTOPHH €(eKTH. EQHOBRPEMEHHOTO MOriIbllaHe Npe3 YCTaTa Ha tl)ﬂ}flcoﬂazjﬂﬂ 203 mgnk’l \\< “‘_\
MuAaszonam 7,5 mg e ypemuumno AUC U BpemeTo Ha NONMYKMBOT Ha MHa301aM, ChoTBETHO. 3,7 Bt -

)
" 2,2 mbTH. 200 mg aHeBHO GUIyKOHAZ0M, TIPUIOKEHH YCTIOpEIHO ¢ TpHazonaM 0,25 mg ﬂepopanﬂﬂ ca: ;:i.ﬁ 11
ysennuunn AUC u BpeMeTO Ha NOMYKUBOT Ha TPHA30/aM, ChOTBETHO 4,4 bTH H 2,3 mrm gl
S T * .r";.-'f
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[loreHuMpaHe » yaARJKABaHE Ha e(eKTHTE Ha TpHa3oaaM ca HabmoJaBaHu Npy eIHOBPEMEHHO
nedeHue ¢ GuykoHa3oni. AKo € HeoOX0JHMa €THOBPEMEHHA TepanHa ¢ OeH30JHA3ETUHH MPH
AauMEeHTH, NpHeMay (payKoHas3o, TpaORa aa ce 0OMHC/IN HAMANIABAHE HA J103aTa Ha
Oen3oavasennHa, a mauueHTHTE TpaOBa Aa 6bAAT NOAXOAAINO MOHMTOPHUPAHH.

KapOamasenun: dnykoHazon naxubupa metaGonusma Ha kapbamasenun n e Habmonasano
MOBHILIABAHE Ha CepyMHHUTE HUBA Ha KapOamaszenuH ¢ 30%. CrecTBYBa PUCK 32 pa3BUTHE Ha
kapbaMasenHHoBa TOKCHYHOCT. MOXke fd C€ HaloKH KOpeKIMs B J03aTa Ha Kapﬁamaaennﬂ B

3aBACHMOCT OT CHOTHOWIECHUETO KOHLIEHTpaums/edekr.

KafauueBH aHTArOHWCTH: HAKOH KILMEBH AHTArOHUCTH (HUMEAUITNH, H3PaaHITHH, aMITOAHIIHH,
pepanaMun u genoaunui) ce Metabonusupar upez CYP3 A4, OnyxoHazon uMa NoreHuyan aa
MOBHIIK CUCTEMHATA €KCHO3MUHA Ha KaNMEeBHTEe AHTArOHHCTH, [1penopbhUUTENIHO € YecTo

MOHHTOPHPAHE H& HEXENaHHTE JIEKAPCTBEHHM PEaKLI|H,

[[esiekokceuB: no BpeMe Ha SAHOBPEMEHHOTO NMPHIOKEeHHe Ha ¢urykoHason (200 mg AHeBHO) H
uenekokCHb (200 mg) Cra B AUC Ha neaekokcub ce nosumasa ¢ 68% u 134% ChOTBETHO.
[TonoruHaTa OT Ao3aTa LENEKOKOCHD Moxe Ja 0Ba€e A0CTaTEYHA KOraTo ce KOMOHHMpA ¢ (NTYKOHA3OIL.

[lnknodochamua: komOuHMpaHa Tepanud ¢ LHKI0GochaMua ¥ GIYKOHA30N BOAH 10 NOBHINCHHAE HA
OunupyOHH M KpeaTHHHH B cepyma. KoMOuHauMATa MOXKe Ja Ce M3MOM3Ba, KATO C& MMA MIPEeABHA
pHCKa OT NOBUUIEH CepyMEH OMIHpYOHH U KPSaTHHHH.,

PeHTaHUT: cbObLICH ¢AHH daTaneH cayuail Ha HHTOKCHKALHA ¢ PeHTAHW, Tb/KAINA CE HA BE3MOXKHO
B3aMMOJECHCTBHE HA (PEHTAHKN ¢ QUIYKOHA301, B aonbiHeHHde [IpH 3apaBH Z00POBOJILH € fIOKA3AHO, Ye
¢nykoHason 3abaBd 3HaYHMO ENMMHHHPAHETO Ha (DeHTAHHN. Y BelHM4YeHaTa KOHLICHTPALHA Ha
(eHTaHKU MOXKe a JoBeJe 10 pecnupaTopHa Aenpecud. [lauueHTure TpaOra BHUMAaTENHO Aa ce
NpOC/IeAABAT 32 MOTEHUMATIEH PUCK OT peCIIMPaTOPHA AenpecHsa. Moke [a ¢ HANOXKAT KOPEKLIHK Ha
0034Ta HA beHTAHHUI.

HMG-CoA penykra3Hd HHXHOWTOPH: pUCKBT OT MUONIATHA W pabaoMHONN3a ce NIOBHIABA, KOraTo
¢utykoHazon ce npunara eaHospeMeHHO ¢ HMG-CoA peaykrasay uuxubutopy, MeTadonusupaiuy ce
ypes CYP3A4, xato aropBacTaTHH # cuMBacTaTHH Wiy upe3s CYP2C9 karo dnyBacTaTii. AKo e
HeoOxoauMa KOMOMHHpaHa Tepamnus, NalMeHTsT TpAOBa Aa ce HabmaaBa 3a CHMITTOMH Ha MHOIIATHA
1 pabnoMUOMK3a H KpeaTHHHHKHHA3aTa Tpabea aa ce MmoHuTopupa. HMG-CoA peaykrasHHTE
HHXHOHTOPH TpAbBa J1a ce cnpat, ako ¢e Habaogapa 3HaAYHUMO YBEIMUaBaAHE Ha KPeaTHHKHRHA3aTa MK
C€ AMArHOCTHLUpPAT MITH TIPEAIOoNaraT MHONATHA/ padIoOMHOIH3A.

HM!HMEHE&C&H’I‘H ‘Hﬁl’lp. LUHWKJIOCTIOPUH, €BCPONHMYC, CHPOJHMYC H TAKDOJITHMYC ).

Llnknocnopuy: urykoHasos nosumaea 3Ha4HMO KoHUueHTpauusaTa 1 AUC Ha upriocniopuH. [1o
BpeME Ha €IHOBPEMEHHOTO JieueHHe ¢ Qurykonason 200 mg JHEeBHO M LHUKJIOCTIOPHH (2,7
mg/kg/nnepno) e HabnronasaHo nosHieHue Ha AUC Ha LMKJIOCTIOPHH B paMkuTe Ha 1,8 meTH. Tasu
KOMOMHaIMA MOXKe fa Ce M3MOJI3Ba, KATO ¢€ HaMaJli [03aTa Ha UMKITOCTIOPHH B 3aBHCHMOCT OT
KOHUEHTPALHATA HA LIMKIIOCTIOPUH.

EBeponHMYC: BBNPEKH, Y€ HE € NIPOYUEH in VIVO WM in vitro, QIYKOHA304 MOXKE /1a IIOBULLIH
CEPYMHHTE KOHLIEHTpALMH Ha eBepoIMMYC Upe3 HHxuOupane Ha CYP3 A4,

CuponuMyc: (pnykoHaz0/ NOBUIIABA ILUTA3MEHUTE KOHLIEHTPALMH HA CUPOJIMMYC BEPOATHO upes
MHXHOHUpaHe Ha meTabonn3ma Ha cuponumyc upe3 CYP3A4 u P-rnukonporeun. Tasu komOuaaund
MOXKE 13 C€ M3MOI3BA, KATO Ce AAANTHPA JO38Ta HA CHPOIMMYC B 3aBUCHMOCT OT CHOTHO T
edeKT/KOHLCHTpanus. >

TaxponuMye: IykoHa30J MOXKE Ja NOBHIIM A0 5 NbTH CEPYMHUTE Kouuempaunﬂ Ha népdpaﬂnar s \ 2,4

[MpHEeMaHHs TaKpONMMYC Opaan HHXHONpaHe Ha MeTaboMu3Ma HA TaKPOJIIUMYC Ypes’ C',‘{P3A4 B =
yepata. Hama nabnronaraHu 3HaMMMH HapMaKOKMHETHYHH NIPOMEHH, KOraTo Talc}ionuwc ce '_::_;i-,'._"';,-:'.'f_?"'*‘*f = [
- ;. * ) -
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NpHaara MHTpaseHo3Ho. [ToBUIEHHTe HMBA HA TAKPOJHMMYC CE CBBP3RAT ¢ HEQpOTOKCHUYHOCT. [lo3aTa
Ha NEePOPAITHO MPUJIaraHHuA TAKPONMMYC TpAGBA Aa ce HAaMAJIM B 3aBHCHMOCT OT KOHLICHTpalUMATa Ha
TaKPOMTUMYC.

JlocaptaH: durykoHazon HHxHOMpa MeTaboTM3Ma Ha JIocapTaH A0 Heroeus akTHBeH metabomur (E-31
74), OTTOBOpPEH 3a HaH-roNIMa YacT OT HErOBMA aHTHOTeH3UH-1I-penenTopeH aHTaroHU3bM MpH
NneueHHneTo ¢ ocaprad. [launenTure TpabBa nNocTosHHO Aa HabMIOAABAT KPHBHOTO CH HAATAHE.

MeTanoH: ¢pirykoHa3omn MOMe Ja NOBHILK CEPYMHATa KOHLEHTpaLMA Ha Merazod. Moxe aa e
HeoOXO0AMMO afanTHpaHe Ha 103aTa HA META/IC0H,

HecteponaHy npoTHBOBRBINATHTETHY cpeacTBa: Cua 1 AUC Ha dnypbunpoden ce nosumasar ¢ 23%
H 81% choOTReTHO, KOTATO Ce npuara ¢ GUIYKOHA30J1, B CPaBHEHHE ChC CAMOCTOATENHOTO
npunoxkenue Ha gaypobunpoded. [Togobro, Cyax 1 AUC Ha dapMaKkoIorH4HO aKTHBHHSA H30MED [S-
(+)-ubynpoden] ce nopuiasar ¢ 15% u 82% crorepeTHO, KOrato (PIIyKOHA30JI C€ NpHUIara
eAHOBpEMEHHO ¢ pauemHdeH HOynpodeH (400 mg), B CpaBHEHHE ChC CAMOCTOATENIHO NPHIIOKEHHE HA
palieMHYeH ubynpodeH.

BrrpekH ye He e cnedUiHO npoyueH, QIykoHa30/1 MMa NOTEHLIMA 1A MOBHIIH CUCTEMHATA
ekcnosuuma va aApyru HCIIBC, kouto ce metabonuzupar ot CYP2CY (Hamp., HanpokceH,
NOPHOKCHKAM, MEJIOKCHKaM, aAukiiogeHak). [Ipenopbusa ce 4ecTo HaONIOACHHE 3a HEXKEIaAHHTE
NEKapCTBEHM PeakIMK U TOKCKHYHOCT, ¢8up3aHH ¢ HIIBC. Moxe na € HeoOXoAUMO aJaliTHpaHe Ha
nosarta Ha HCIIBC.

DenuTonH: GryKoHazon HHXHOHpa YepHoapoOHHA MeTabonn3bsM Ha PEHUTOHH. EAHOBPEMEHHOTO
MHOTroOKpaTHO npunarase Ha 200 mg daykoHazon v 250 mg $eHUTOWH HHTPABEHO3HO € NPEAH3BHUKANO
nosuinaeane Ha AUC,, Ha geHUTOUH cbe 75%, 1 Ha Cpi, ¢be 128%. I1pH ¢qHOBPEMEHHO NPUICKESHHE,
CEPYMHUTE KOHLIGHTpalUHH Ha peHUTOHH TpsOBa 1a ¢ MOHHTOPHPAT, 3a Aa ce u3berte peHHTOBHOBA
TOKCHYHOCT,

[Ipeann3on: uMa crOOLICHHE 3a €IMH Clydaid IpH 4epHOAPOOHO TPAHCIUIAHTUPAH TALMEHT, JTSKYBaH ¢
NIPEeAHU3O0H, KOHTO pa3suBa ocTpa HAAOBOpeuHa HEJOCTATHYHOCT CJie] NMPEKbCBAaHE Ha TPHMECeYHa
TEpania ¢ paykoHason. Ilpeanonara ce, 4e npekLCBaHeTO Ha QGYKOHA30/1 MPHUHHABA YBETHUCHHUE Ha
akTHBHOCTTa Ha CYP3 A4, koero BoaAY AC NOBHILEH MeTABOIH3IBM Ha NpeAHK30H. [lalMeHTHTe HA
NPOALIKHTENHO JieyeHHe ¢ QRYKOHA30J M IPSAHM3OH TpaGra fa ObaaT BHUMATEHO NPOCHeaABaHH 34
HEA0CTATHYHOCT Ha HagOBOpeYHaTa Kopa MpH CIIHpaHe Ha (PIyKOHA30.

Pudabyrun: prmykoHason noBuuiaBa cepyMHMTE KOHLUEHTpALMH Ha pidabyTuH, KOeTO BOAH K0
nosHinaerane Ha AUC nHa pudabytun ¢ no 80%. Mma cpobmieHua 3a yeBeUT NPH NMALMEHTH, NPH KOUTO
Ce MpPHIaTaHH COIHOBPEMEHHO quiyKoHa3onl H pudalbyTtun. IIpun xombuHMpaHa Tepanus TpaORa 1a ce
HMAaT NMPeABUJ CUMIITOMUTE HA TOKCHYHOCT OT pudabyTHH.

CaxsuHaBup: daykonazon nosumaea AUC u C, HA CaKBUHABHP CHOTRETHO ¢ npubnusurenso 50%,
H 55% nopaau HHEXuGUPaHeTO Ha YepHOApoOHHA MeTaboMM3BM Ha cakBHHABUDP OT CYP3A4 1
MHXUOHpaHeTo Ha P-rnukonpoteuH. BaanmonelicTene chLC CakBHHABHP/PHTOHABUD HE € NPOYYBAHO H
MOXke fa Opae nmo-u3paszeHo. Kopeklma Ha fo3ara Ha CakKBHHABHP MOXKE Jla € HeoOXoAHMa,

CyndaHunypeitHi TeKapcTREHHW MPOAYKTH: YCTAHOBEHO €, e (PIYKOHA30J1 yAbIKaBa CepyMHIA
NONYKHUBOT HA €AHOBPEMEHHO NIPUTAraHUTE NIEPOPATTHH cyndaHHIypeHHHU CpeacTBa (Hanp.
XA0pnponaMul, CTHOeHKIaMM, TIIHIMH3KA, TOAOYTaMI) npH 31paeu aobporonnu. [1o speme Ha
€OHOBPEMEHHO NPUNOKEHUE Ce NPErophyYBa YECTO MOHHTOPHpaHEe HA KPbBHATA 3aXap W NOAXOAMILO
HaMaJleHHe Ha xo3ara Ha cyndasnnypeifHna npoaykr. ~
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Teodunun: B miaueSo-KOHTPONHPAHO NPOYYBAHE 332 B3aUMOACHCTBHE npnﬂameﬂnew Ha c}:ﬂyxoﬂw‘\
200 mg 3a 14 AHH BOIM [0 HAMATEHHE HA CPEAHMA TUIA3MEH KITHPBHC Ha TeoduuH ¢ 18%.

[Tauuentnre, KOUTO MOMYUYABAT BUCOKH AO3H TeOMUIIMH WA KOUTO AOPAH IPYTH l'lpl{'-IHHH ca r.:
BHCOK PHCK OT TeO(HIMHOBA TOKCHYHOCT, TpAOBA J1a OBAaT HabmoaaBaHH 3a npmﬂaxm ‘ﬂa
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TeOPHIMHOBA TOKCHYHOCT, I0KATO NMpHeMaT GpaykoHazo. Tepanuara Tpsadea Ja ce MOAHGHLIHPA, aKO
Bh3HHUKHAT MIPU3HALUM HA TOKCHYHOCT.

BuHKka aNKaNOWIH: BBIPEKHU Y€ HE € IPOYyYeHO, PIIyKOHA30JI MOXKE J1a MOBHIIY [LTa3MEHUTE HHBA Ha
BUHKA alKaJIOHANTe (Hamnp., BAHKPUCTHH ¥ BUHONMACTHH) K J1a JIOBELE 10 HEBPOTOKCHIHOCT, KOETO €
BB3MOXKHO nopaay HHXuOGupawms egext Ha CYP3 A4,

Butamul A: uma crolmienre NpH eIMH NAaIMEHT, MpHeMalll koMOHHHpaHa TEPAMuUs ¢ TPaHC~
PETUHOHHA KMCeTHHa (Ki1ceTMHHA ¢GopMa Ha BUTAMUH A) H (JIYKOHA30JI, ITPH KOHTO Ca BE3HHKHAIIM
HeXeNaHW JeKapCTBeHH peakuuH, cebp3adn ¢ LIHC nmon dopmara Ha nepebpanes rnceBaoTyMop,
KOHTO ca OT3BYYASIY NPH CNKUpaHe Ha feueHneTo ¢ mykoHason. Ta3sy koMOHBanMa MOXKE O3 ce
H3MOI3Ba, HO TpAOBa Aa ce MMa npeABHa pucka 3a LIHC HexXenauu peakyus,

Bopukonason (nuxubutop na CYP2C9. CYP2C19 n CYP3A4): eAHOBpeMEHHOTO NpHUIIarane Ha
BOPHKOHA304 nepopanto (400 mg na 12 yaca npe3 nbpBHA AeH, nocnearany 0T 200 mg Ha 12 vaca 3a

2,5 nun) u urykoHason nepopanto (400 mg npea mepBus aeH, nocneasadH ot 200 mg AHeBHO 3a 4
JTHY) Ha 8 3apasH J0GPORONIHM OT MBKM IO, BOAAT A0 NoBUiaBaHe Ha Cpax M AUC Ha BOpHKOHA300
cpeaHo ¢ 57% (90% CI: 20%, 107%) u cvoTBeTHO 79% (90% CI: 40%, 128%). He € ycranoseHO
K2KBO HaMaJI9BaHe Ha A03aTA/HIIH YeCTOTATA HA BOPHKOHA30: U (yKoHA30/1 OH €JIHMHHHMPANO TO3H
edeKkT. AKC BOPHKOHA3QJ1 Ce NpUiara HEMOCPeACTBEHO Ce PIYKOHA30/J, C€ NPENophiba
NpoCheAsBaHE HA CBbP3aHUTE C BOPUKOHA30N HEXEIAHH PEaKIHH,

3unoeyauH: paykonazon nosuwasa Co,, H AUC na 3ugosyauH ¢ 84% u 74% ¢cpoTBeTHO nopanu
npubausuTento 45% HaManeHne Ha IEPOPAIHHA KIHPBHC Ha 3uA0BYAHH. 10Ty XHBOTHT Ha
IUAOBYAMH € CHUIO TAKA yIb/DKeH ¢ npubnusuTeaso 128% npu komOuHMpaHa Tepanus ¢ QUIyKOHA30.
[TaumuenTHTe, MoMyyaBamu Ta3yu KoMOHHaLu, TpAOBa 1a ObaaT HAONIOAaBaHH 32 Pa3BHTHETO Ha
HE)XENaHH peakuMy, CBbpP3aHy ChC 3UA0BYAUH, Moxe Aa ce oOMHCIH HaMaldBaHe HA f03aTa Ha

3HIAOBYTHH.

A3WTPOMHLHH: B OTKPHUTO, PAHAOMH3HPAHO, TPOHHO-KPBCTOCAHO NpOyYBaHe NpH 18 3apaBH
noOposoniu € oleHeH €hekThT Ha SAMHMYHA NEpopasiHa 032 asuTpoMHLMH 1200 mg BBpXY
¢apMakOKHHETHKATA Ha eAHHHNHA NepopasiHa go3a haykonaszos 800 mg, kakTo ¥ edpeKTHTE Ha
¢IyKOHa30J BEPXY (hapMaKOKMHETHKATa Ha asUTpPOMULIMH. He € yCTaHOBEHO CUrHH(HUKAHTHO
dhapMakOKUHETUYHO B3aUMOASHCTBHE MEXTY GUTYKOHA30M U a3UTPOMHMIIHH.

[lepopajHH KOHTPAUEITTUEN: TIPOBEIEHH ¢a Be HapMAKOKHHETHYHH NPOYYBAHHA ¢ KOMOMHHPAHU
NEPOPANHU KOHTPALIEITHBH M MHOTOKPATHH 103H (uykoHason. He ca ycTaHOBeHH 3HAYMMH eEKTH
BBPXY XOPMOHAJIHOTO HUMBO Npyu npoyuBaHdero ¢ 50 mg dayxoHason, pokato npy 200 mg JHEBHO
1oL Ta Mo/, KPHBATA Ha eTHHIIECTPAHOI H JIEBOHOPTECTpeEN € HapacHana choTBeTHO ¢ 40% H 24%.
CrnepoparenHo He MOXE Aa ¢ OYaKBAa MHOIOKPaTHO MPHIAraHWaT B TAKMBa N03H QUIYKOHA30/ [a MMa
HebnaronpuaATeH eekT Bbpxy epeKTHBHOCTTA HA KOMOMHHPAaHKUTE NEPOPANHY KOHTPALCIITHBH.

HWBakadrop: eHOBPEMEHHOTO IPUIOKEHHE ¢ HBAKa(TOP, MOTEHUUATOP Ha TpaHCMeMOpaHHHS
perynaropeH 6entek, HapeueH CFTR-nporeun (Cystic Fibrosis Transmembrane Conductance
Regulator) noBuiniasa 3 meTH €KCIO3HLIMATAE Ha HBaKadTop 1 1,9 1bTH eKCNO3HIMATA HA
xuapokcHMeTa-uBakadrop (M1). [lpenoprusa ce HamanaBaHe Ha fo3aTa Ha uBakadTop a0 150 mg
BEAHDXK JHEBHO NMPH TIALHEHTH, NIpHeMally efHoBpeMeHHO ymepeHH CYP3A wHxnbHTOpH, KaTo

¢ITYKOHA30M ¥ EPUTPOMHLIHH.

4.6 @eprTunurer, OpeMEEHOCT B KbpMeRe
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Wma cpo0LIeHNs 38 MHOXKECTBO BPOJEHH aHOMATHH (BKIIOUUTENHO Bpaxuuedanus, Aucnnaiyg Ha
YIIHHTE MMM, TOJIAMa npeada hoHTaHena, nedopMauns Ha GeMypa U pajuo-XxymepaiHa CHHOCTO3a)
MpH Aela, YUUTO MAKKH ca NeKYBAHM 33 HAl-MaJIKO Tp# Mecena ¢ Bucok# no3# (400-800 mg/nHeBHO)
(hIIYKOHA30M 38 KOKLIMANOWIOMHKO3a. Bpb3kaTa Mexxay ynoTpebara Ha GIyKOHa307 H Te3H CHhOUTHA
HE € fACHa.

[TpoyuBaHHATA NPH SKUBOTHY €4 MOKA3AJIH PENIPOAYKTHBHA TOKCHYHOCT (BX. TOYKR 5.3),

durykonazon B oduvaiinyg JO3UPOBKH H KPaTKOTPAHHO NICHCHHE HE TpabBa Aa ce NpHaara MnpH
OpeMeHHH, OCBEH aKO He € HATOKUTEJIHO.

PIyKOHA30/ BLB BUCOKH A03H H/IWIH NPOABDKMTEIHH TEPaneBTHYHNA CXeMH He OMBa 1a ce npuaarat
Mo BpeMe Ha GpeMEHHOCT, OCBEH MPH MOTSHIHATHO )KUBOTO3aCcTpalliaBalld HHQEKUHY,

- KbpmMmene

OyKOHA30/1 NPEMUHABA B KBEPMATA M AOCTHIa KOHIISHTPALHH MO-HHCKH OT TE3H B [U1asMara,
KbpMmeHeTo MOXKe 1a He ce CrKpa NPH eAHOKPATeH NPHEM Ha cTanjapTHa Aosa oT 200 mg
(pNyKOoHa30J WK No-Manko. KepMeHeTo He ce npenop»4Ba NpH NPUEM Ha MHOT'OKPATHH 1031 WIH HA
BHCOKH J103H (PTYKOHA3OJI.

QepruanTeT |
DnyKoHa30J1 He BIIMAE BbPXY PEePTHIINTETA HA MBXKH HITH KEHCKH TUIBXOBE (BXK. TOYKa 5.3).

4.7 Ed¢exTH BhpXy cnocofHOCTTA 32 opHpaHe v padoTa ¢ MALIHHH

He ca nposexjianu npoyupaHus 3a eekTa Ha GrykoHa30N BbpXY COCOOHOCTTa 38 WOoGHPaHe H
pabora ¢ maliMHH. [TanmenTuTe Tpabea ga 6baar npeaynpeacHy 3a €BEHTYalIHa NOABA HA 3aMadHOCT
WJIH NPHNaneUH (B, Touka 4.8) no BpeMe Ha Neyenuero ¢ GyHrokan u Tpa0Ba aa 6baaT NOCHBETBAHU
na He wodupat U Ja He paGoTAT ¢ MALIWHM, aKO NPOABAT HAKOH OT TE3U CHMITTOMH.,

4.8 Hexenann JJekapCcTBEHAH PpeaKIHH

Haii-4yecTUTE HEXENAaHH NeKapcTBeHH peakuuu (>1/10), 3a kouTo ce crolliiaBa ca rnasodonue,
KopeMHa Donka, Juapus, rajeHe, NOBPhIIaHe, MOBUIUEHH CTORHOCTH HA CepYMHATa ajlaHHH
aMMHOTpaHChepasa, MOBULIEHM CTOMHOCTH Ha CEpyMHATa acmapTaT aMMHOTpaHC(epasa, NOBHLICHH
CTOMHOCTH Ha alKanHara ¢goctarasa U oOpus.

CrnenHuTe HexKeNaHH JIeKapCTBEHH peakuun ca 6unu HabmoaaBaHy W ¢ho01IaBaHY O BpEMe Ha
JIEYEHHETO ¢ (PIIYKOHA30J ChC CIISAHUTE YECTOTH: MHoro YecT: (=1/10); wectu: (=1/100 u <1/10);
HeuecTH: (= 1/1000 u <1/100); penxn: (> 1/10,000 u <1/1000}); mHoro peaxu: (< 1/10 000) c

HEM3BECTHA YeCTOTA (OT HAJIHUHHTE AaHHY He MoKe a ObAe HanpaBeHa OLUECHKA).

CHcTeMo-opraHes Knac Yectn HevecTn Penku

Hapymenns na XphBTa H AHemud ArpaHyJIOLHTO34a,
JumMbpRarTa cHcTEMA NIEBKOIICHNA,
HEYTPOIEHHA,
HoMOOLIMTONEH S

Hapymenuns Ha AHapuTaKkCHs
| EMYHHATA CHCTEMA -

| Hapymenus na TIOHMIKEH aneTuT
MeTab0O0IHZMA B
XpPaHeHEeTo
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|

IIcnxuYHH HAPYIIECHHS COMHOJIEHTHOCT,
Oe3chHHE
Hapymenua Ha HepeHaTa | ['nasobonwe [punageumy, Tpemop
CHCTeMa riapecTesns,
3aMaiiBaHe, HapylIeHHs
Ha BKyca
Hapymenus Ha yxoTo n CReTOBBPTEXK
Ja0HpHATA N
CunpaeuHH HApYIICHRS Torsade de pointes
(Bk. TOuka 4.4),
yabaxkapaHe Ha QT
(BX. Touka 4.4)
CToMalIHO-YpeBHH AbaomuHanHa 6onka, | KoHcTHITALIMA
HAPYIICHHA NOBpHILUIAHE AuapHd, | AHUCHENCH, i |
rajicHe METEOpPH3bM, CYXOTa B
ycTaTa
Xenaro-0uInapHuu [loBuiLcHUE Ha Xonecraza (BK. Touka | YepHogpoOHa
HAPYWIEHHA anaHHH 4.4}, )XBIITEHHULA (BX. HeAOCTATHYHOCT (BK.
amMHHOTpaHc(epasaTa | Touka 4.4), NOBUIIEH Touka 4.4),
(k. TOuKa 4.4), OunupyOMH (B, TOUKa | XenaTOLE/yJIapHa
[MOBHIICHHUE Ha | 4.4) Hekpo3a (B, TOYKA
| acnaprar 4.4), XenaTHT (BiK.
aMPHOTpaHcdepasaTa - | Touka 4.4),
{(BXkK. TOUKaA 4.4), XENaTOLE/IYIapHO
MNOBULICHNE HA | YBpeXKaHE (BXK.
ajKasHaTa Touka 4.4)
hocdaTaza B KpbRTa
BXK. TO4Ka 4.4)
Hapymenns na koxata n | O6puB (BX. TOUKa JlexkapcTreH o6puB (Bx. | TokcHuHA
NOAKOXKHATA ThKAH 4.4) TOuKa 4.4), ypTHKapHs | enMAepMAaHa
(Bxk. Touka 4.4), Hekponusa, (BK,
[IPYPUTYC, NPEKOMEPHO | Touka 4.4), CHHAPOM
U3N0TABAHE Ha Stevens Johnson,
(BX. TOUKa 4.4),
ocTpa
| reHepaIH3upaHa
. €K3aHTEMAaTO3Ha
mycTynosa (BxK.
Touka 4.4),
eKChOnHaTHBEH
AepMaTHT,
aHTHOEAEM, OTOK Ha
. JTHLETO, ATONEIHs
HapymeHEHS Ha Muanrus
MYCKYJIHO-CKEIETHATA
CHCTEMA H
CHLEAHHHTENHATA THKAH
O0mn napymenust u YMopa,
edexTn Ha MACTOTO HA HEPa3noa0XKECHHE,
DPHJIOKEnHE aCTEeHUS, TPECKA

lleanaTpyyHa nMonyaanus s .
XapaKTepuCTHKATa W YECTOTaTa Ha HEXENAHUTE peakimi U 1abopaTopHH OTEJIOHeHHH mﬁenﬂaaﬂﬂ

BpEME Ha MEJHATPUUHHTE KIIMHHYHH U3NIHTBAHUA, KATO C€ M3KMIOYH MOKA3aHHETO reHHTaﬂHa eE
KaHAKZA03a, Cd CPAaBHUMH C Te3H, HaOII04aBaHH NPH BB3PacTHM. B T
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CwofmaBaHe Ha NOAO3UPAHH HEKEIAHW PEaKLIHH

CrobimasaHeTo Ha MOJO3MPAHH HEKENAHH PeakLiMH Clie/l paspeiiaBaHe 3a ynotpeba na nexapcTpeHHA
MPOAYKT € BaxkHO. ToBa MO3BOIIABA A3 NPOABIKH HAOIIOAEHHETO HA CHOTHOLIEHHETO MON3a/PHCK 38
JIEKAPCTBEHHSA NPOAYKT. OT MEAHIIMHCKHTE CIELHATHCTH C€ H3UCKBA Ja ChoOINABAT BCAKA
NMOJO3ZHpaHa HeKENaHa peakUMa ypes:

H3rbAHKUTEIHA areHUHA 1O JIeKapcTBaTa

ya. ,JaMaH ['pyes” Ne 8

1303 Codus

Ten.: +35928903417
yebcaiiT: www.bda.bg

4.9 IlIpepozupane

Hma eqHOBpeMeHHM ChOOLIEHHS 3a TIPSAC3IUPAHE ¢ QUIYKOHA30/ W XaMoLMHALHH H NTapaHOHAHO
[MOBEICHHE,

B cnyuait Ha npeno3upaHe, MOXKE 12 ¢€ NPHJIOKH H ChOTBETHO CUMIITOMATHYHO JIUEHHE (C
MOAALPKALLY MEPKH H IIPOMHUBKA HA CTOMAaXa, ako € HeoOX0aHuMO).

OnykoHA3O0 Ce eKCKPeTHpPa B roNgMa CTeNeH ¢ YpUHATa; [IpeAH3BHKBaHe Ha O0MIHA AHype3a MOXKeE Ja
MOBHLIH CTEMEHTA HA eJIUMHHMpaHe. TpH-4acoBa AWAH3a HAMAIABE IL1a3MEHUTE HHBA ¢
npubnmsurenno 50%

5. ®APMAKOJOIHYHH CBOMCTBA
5.1 DapMakoAHHAMHYHH CBOHCTBA

dapMakoTepanesTHYHa rpyna: aHTHMHKOTHLM 38 CHCTEMHO NMPWIOKEHHE, TPHA30JIOBH NMPOU3BOIHH
ATC xon: JO2AC 01 -

Mexaunu3bM Ha NeACTBHE

DyKOHA30J € TPHA30JI0B AHTUMHKOTHYEH areHT. OCHOBHHAT My MEXaHH3BM Ha JACHCTBHE €
uHXAOHUpaHe Ha LuToXpom P-450-meanmpanoto 14 anda-nasocrepon AEMETHINPAHE ITPH IEOHYKUTE,
KOETO IIPE/ICTABMABA BAXKHA CTHIKA NpH BHOCHHTE3a Ha rE0HunKs eprocTepon. Hatpynsanero Ha 14
anda-METHJI CTEPOJIH KOpenHpa ¢ rocaeaBaiara 3aryfa Ha eprocrepon oT KneTeuHara MemOpaHa Ha
reOHUKHTE B 61 MOTJIO 14 € MPUYWHA 32 aHTUMHKOTHYHAaTa akTHBHOCT Ha (uiykoHa3oJa, PIryKoRasol
€ NO-CENIEKTHBEH TIpY rbéuunuTe LHTOXPoM P-450 eH3uMHM, OTKOIKOTO IPH PasTHYHU LIUTOXpoM P-
450 eH3UMHM CHUCTEMH NTpK B03alHMLY.

YcTaHoBeHO €, ue duiykoHa3o B 103UpoBKa SO mg AHEBHO, npHnarad a0 28 JHH HE MOBIHABA
MIa3MEHHUTE KOHUEHTPALMH Ha TECTOCTEPOH NP MEXKE WIH CTEPOHAHHTE KOHUCHTPALWH ITPH XKEHH B
aeTepoAHa Bu3pacT. DaykoHason B 403upoBkH oT 200 mg no 400 mg AHEBHO HAMA KIHHHYHO 3HAYHM
eeKT PbPXY €HAOMeHHHTE CTepOouIHHA HUBA unu BupXy ACTH cTUMynHpaHusa OTroBop [IpH 34pasy
100pOBONLM OT MBKKH Nno. [IpoyuBaHHus BEPXY B3aUMOICHCTBHETO ¢ AHTHIMPHH MOKA3BAT, YES
€/THOKPaTHUTE MK MHOTOKpATHH 103K (rykoHazon S0 mg He oka3saT BIHAHHE BHpXY MeTabonu3Ma

MY.

In vitro YyBCTBUTEIHOCT
MyKOHA307 MOKa3Ba aHTHMUKOTHYHA aKTUBHOCT /1 vifro KbM MOBEYETO KAMHUYHO pasnpoCTpaHEHH
suoBe Candida (sxmouurenno C. albicans, C. parapsilosis, C. tropicalis). C. glabrata noka3sa

W _._.--..p_...-

3HAYMTEJIHA YyBCTBHTENHOCT, fokaTo C. Krusei e pe3ucTeHTHA KbM (IIYKOHa30Ml. -~ “"""“““*3:.-:“,‘
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DnyxoHa30n MPOSBABA in vitro AKTUBHOCT H KbM Cryptococcus neoformans u Crypmgaccm gat\ﬁh‘ z \

KaKTO H KbM eHaeMu4HHTe nuiecenn Blastomyces dermatiditis, Coccidioides immiltis, strop!asma“\ 5

capsulatum n Paracoccidioides brasiliensis. A ] ;_‘%
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Bpbika Mexay hapMakoOKMHEeTHKa U papMakoaHHaMHBKa

[Tpu npoyuBaHMATa BEPXY AHUBOTHH MMA KOpeaalusa MeXxay CTOMHOCTUTE Ha MHHHMATHATA
rHXUOHpawa koHueHTpauns (MIC) 1 eukacHoCTTa Cpeily eKCTIEpPHMEHTAIHH MHKO3H B PE3Y/ITAT Ha
Candida spp. TIpH KnuHHUHA NpoyuBanKd MMa nouTH 1:1 nuneiina B3auMoBpbika mexay AUC n
no3ara Ha haykonazona. Habmonapana e cblio Taka JupexTHa, HO HennHelHA Bphika AUC WK
A03aTa W YCMEeLIEH KIIMHKWYEH OTrOBOP KBM NepopaiHa KaHAHA03a Y B NTO-MaJIKa CTeNCH KaHAUICMHA.,
To nono6ex HAUHH, NEUCHHETO € NI0-BEPOATHO NPH MHQEKIIHMH, IPHIHHEHH OT LIAMOBE, 38 KOHTO
dbykoHazon uMa no-sucoka MIC.

MexanyapM/MH Ha De3UCTEHTHOCT
Candida spp ca pasBWIH peAMLIa MEXaHH3MH HA PE3MCTEHTHOCT KBM a30J10BH AaHTHMHKOTHYHH arc¢HTH,

DyKOHA30/1 HMa BUCOKH MUHMMaNHW HHXUGKMpPaLH KOHUEHTPALIMH 110 OTHOIUEHHE HA IMEOHYIHHTE
[IaMOBE, KOMTO Ca PA3BHJIH SAMH MJIH MOBEHE MEXAHH3MH HA PE3UCTEHTHOCT, KOETO TIOBJIMABA
HeONaronpuATHO epUKACHOCTTA, KAKTO M Vivo, Taka U KITHHHYHO,

Nma crobuiennd 3a cynepunbexuus ¢ Buaose Candida, paznuuay or C. albicans, KOUTO 4ECTO
NPUTEXKABAT BPOACHA JIMIICA HA YYBCTBHTEIHOCT KbM dutykoHason (Hanp. Candida krusei). B Taxusa
CITYYan MOXKe A4 C€ HAN0XKH MPUIaraHeTo Ha AONBJIHUTENHA NpOTHBOrEOHYHA TEPanHA.

['paHuyHM cTORHOCTH (chrIacHO EBponeHcKus KOMHTET N0 WINHTBAHE 33 YYBCTBHTEIIHOCT KBM
anTUMUKpobuu cpeacTra (EUCAST))

EBponeiicKKAT KOMHTET MO U3NMTBAHE 33 YYBCTBUTEIHOCT KbM aHTUMHKPOOHH CPEACTBA —
NOAKOMHTET IO U3NIMTBAHE 33 YYBCTBUTEIHOCT KbM NMpoTHRoreOUuHM cpenctsa (EUCAST-AFST) e
ONpeAeTH rPaHHYHUTE CTOHHOCTH HA QITyKOHA304 3a BUAoBeTe Candida B3 OCHOBA HA aHAMKU34 Ha
bapMaKOKMHETHYHUTE/(hapMaAKOLMHAMHAYHY NaHHH, i Vifro YyBCTBUTEIHOCTTA H KIMHHYHAA OTTOBOP
(EUCAST durykosason ocHoBeH goxymeHT (2007)-sepend 2). Te ca Ounu paznencHy Ha HEBHAOBO
CBBP3aHU MPAHHYHH CTOHHOCTH, ONIpEAeNIeHH IMaBHO Ha §a3aTa Ha PapMaKOKHHETHYHH
/papMaKoaMHAMHYHH JAHHH H He3aBMCHMH ot MIC pasnpenenesHeTo MpH KOHKPETHHTE BUAORE,

BHIOBO CELP3aHM MPAHHYHM CTOMHOCTH 33 BUJI0BETE, Half-uecTo CBbP3aHH ¢ HOBELIKH HHPEKIMH,
Teau rpaHAYHE CTORHOCTH Ca MOCOYEHH B TabIMuara no-aomny:

AHRTEMUAKOTHK | BHaoBo-cBBLp3aHu rpannyHM cToitnocTn (S</R>) HeBuaoBo
CBLP3aHH

I'pAHAMTHHE
c'roiinnc'rll

Candida | Candida | Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicalis
T EZ LR R EC L

S = HynscTeuTeneH

R = PesncreHTeH

A = HeBHaoBO CRBp3aHH rPAHAYHH CTOHHOCTH ca OIpeAeNeHH TTIaBHo Ha DazaTa Ha
(papmakoKuHeTH'HH / hapMakoAMHAMHUYHU JaHHU U He3aBucHMH oT MIC pasnpeieieHHETO NMpH
KOHKPEeTHHTE BHAOBE. Te ¢ce H3MOI3BaT CaMo MPH OpraHu3MH, KOHTO HAMAT KOHKPETHH rpaHiMHH
CTOWHOCTH.

-- = U3nnuTRaHUATA 32 UYBCTBHTEIHOCT HE Ca NPENOPBHUTEIHH, Thi KaTo BH.E[GB&TG He ca NOIXONALIK
3a JIeYeHHE ¢ TO3H MPOIYKT. AT

o
L LY

IE = HaMa nocTaThbuyHO AAHHH, M BUAOBETE ¢a NMOAXONALIH 33 JISHEHHE C nemapcmeg}m Ilponylcr

A

r

5.2 @DapMaKOKHHETHYHH CBOHCTBA

DapMakOKMHETHYHHTE CBOHCTRA ¢a CXOAHM Clie[l HHTPAREHO3HO WM NIEPOPATTHO npunomeﬂne
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Abcopbuua

Cnea nepopaliHo NpuIoKeHne GIyKoHazon ce pezopbupa 1o6pe H TUIa3MEHHTE KOHUEHTpaLHH (K
CUcTeMHaTa OMOHaMHYHOCT) ca Haj 90% OT KOHUEHTpaUMHTE, KOUTO Ce JOCTHUIAT C/ICA HHTPABEHOZHO
pbBeKAaHE. AGCOPOLMATA OT racTPOMHTECTHHAJIHUSA TPAKT HE CE NMOBIIMABA [IPH ¢AHOBPEMEHEH NPUEM
¢ XpaHa. MakcHMaNHKUTE IUTA3MEHH KOKLIEHTPAllMH Ha TIaHO ce focTHrat Meskay 0,5 u 1,5 uaca cuen
MpHEMa, KaTO BPEMETO Ha MOJYKHBOT OT IyTazMara € okono 30 yaca. [InasMEHHTE KOHLCHTpAllWK ¢a
NPONOPLHOHAIHA Ha Ao3aTa. JleBeTaeceT RPOLICHTA OT CTAUHOHAPHHTE KOHLICHTPALHH C€ AOCTHTAT Ha
4 — 5 qeH ciie] MHOTOKPATHO Npuiarade BeAHEXK AHeBHO. [IpunoxeHHeTo Ha HATOBapBaa 03a (fnpes
[MbPBUA JIeH), KOATO € JBa ThTH MO-BHCOKA OT o0uvaiiHaTa qHesHa 1033, MO3BO/ABA JOCTHIAHE HA

90% OT paBHOBECHHTE I1a3MEHH KOHLUEHTPALIMH Ha BTOPHA AEH CJISA HAYaNoTO Ha JICYEHHETO.

PaznpeneneHue
[MpusnanusaT 06eM Ha pasnpeaencHue € 6au3bpK go obeMa Ha BojaTa B opraHuiMa. CBBbP3BaHETO €
IUIa3MEHHTE MPOTESHHH € HHUCKO {11-12%). |

dnykoHa301 NpoHHUKBA A0Dpe BbB BCHYKH M3C/E/IBaHA TEJECHH TEMHOCTH. KOHUEHTPALIMHATE Ha
¢yKOHA30M B CIIOHKATA W XpauKaTa ca G/IM3KK A0 Te3U B I1asmara. [IpH rnauMeHTH ¢ MHKOTHYCH

meHUHTHT KoHLeHTpauuTe B LICT ca npubmasurento 80% ot croTBeTHUTE TUIa3MEHH
KOHLEHTPALHH.

BHCOKH KOHLIGHTpaLMH B KOXKaTa, TIPEBUILIABAIIH CEpYMHATA, CE JJOCTUTAT B CTPATYM KOpPHEYM,
enuaepMuc-aepMa 1 norra. GnykoHason kyMyaupa B cTpatyM kopaeyM. IIpu nosa 50 mg AHEBHO
KOHHOEHTpanuaTa Ha durykoHason cien 12 aud e 73 pg/g v celieM AeHa Clie/ NpeKpaTABaHe Ha
fieueHHeTo e Bee owe 5,8 pg/g. Ipu nosza 150 mg BeaAHBXK CeAMUIHO KOHLUEHTpAUMHTE HA QITYKOHA30M
B CTPaTyM KOpPHEYM Ha ceaMMa AeH ¢a 23,4 ug/g U chOTBETHO ceieM AHH CJIEa BTopaTa A03a ¢a BCE

owe 7,1 pg/g.

KonuenrpanuaTa wa 1ykoHa30J1 B HOKTHTE cjiell 4 Mecelia ledeHue TpH 1o3a 150 mg BeAHBK
CeMHUHO € ¢hoTBeTHO 4,05 png/g npu 3apasu v 1,8 pg/g npu 6o1HM HokTH. KOHUEHTpALUK Ha
dyKOHA30J1 ¢ce U3MEPBAT B HOKTHTE M LISCT Mecela cliel MPUKIIOYBaHE Ha NEYEHHETO.

buotpaHchopmarmd

dnykoHazon ce Metabonuzupa B MHOro Manka ctencH. Camo 11% ot panHoakTHBHATA 4038 C€
eKCKpeTHpaT NNpoMeHeHH B ypuHaTta. PiykoHason e celeKTUBEH HHXHOUTOP HA H30€H3UMHUTE
CYP2C9 u CYP3A4 (k. Touka 4.5). OmykoHa301 € Chilo Taka HHxuGuTop Ha usoeHzum CYP2C19,

Exckpenus
EnMMUHALIMOHHHMAT NOY-3KHBOT B [1a3Marta 3a GnykoHasoh € npubinusurento 30 yaca. OCHOBHHAT

BT Ba eKckpelud ¢ OuOpeunnsn, kato npubnuzurentHoe 80% ot npuerara 103a ce eKCKpeTHpa
HeNpOMEHEHa B YpHHaTa. KAMPBLHCBHT Ha (PIIYKOHa30.1 € TIPONOpLUHOHANICH Ha KTHPBHCA Ha
KpearuHuHa. HsMa nanHu 3a metabonuTi B KpbBOOOpaIeHHETO

ABNroTO BpeMe Ha MONYKHBOT CH3[ARa [MPEANOCTABKH 34 JICYCHHE Ha BarMHAJIHATA KaHAHA034a ¢
eIHOKPATHA 71034, a 33 JIEYSHHE Ha OCTAHATHTEe MUKO3H — C €JHOKPATEH AHEBEH ¥ €AHOKPaTeH
CEJMHYEH NPHEM HA JIEKAPCTBOTO.

(dapMaKOKHHETHKA NpH ObOpeUHO YBpekIaHe

[Tpu naumenTH ¢ TexKa OBOpeuna nepocTaTbuHOCT (GFR< 20 ml/min) BpeMeTO HA NMOTY>KHBOT C€
yeenuuana ot 30 Ha 98 uaca. B pe3yiTaT Ha TOBa ¢¢ HaJjiara NOH»KaBaHe Ha J03ara. DaykoHa30M ¢e
OTCTPAHABA UPE3 XEMOAHANN3A W B NO-MAJIKa CTEMECH Upe3 MEPHTOHEATHA JHAJIH3A. OKom:r 50‘7 oT™

(ryoHazona ¢e eMMMHUHHPAT OT KPBBTa cel 3 YaCOB KYPC Ha XeMOJHaNH3a, -.3 ,?x
{apMakoKHHETHKA NPH Jela o o \
Ouenenn ca GapMaKOKHHETUYHH JaHHH, MOJYHYEHH OT 113 neuaTpH4YHH MAUWCHTH B pamxme Ha 5

MPOYYBAHHA; 2 MPOYYBAHHS ¢ BPUIarane Ha e[JHOKpPaTHA J103a, 2 IPOYYBAHUA C npmaraﬂe Ha /’ :
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MHOT'OKpPaTHA A03a U €AHO NPOY4YBAHE NIPH HEAOHOCEHN HOBOPOASHH. JJaHHHTE OT €AHO OT ,
NPOYYBAHMATA HE MOTAT Aa C€ HHTEPNPETHPAT MOPAaAH MPOMEHH B CbCTARA N0 BPEME Ha MPOYHBAHECTO.
JombuaHHTeNHY NaHHK Ca HAMUYHU OT NIPOYUBAHE ¢ MIIOCHPAHA LIeN.

Cnen npunarade Ha 2-8 mg/kg GyxkoHas3on npu Aela Ha BH3pacT oT 9 mMecena a0 15 roanHny, €
ycraHoBeHa AUC ot okono 38 pg.h/ml nipu gosuporka or 1| mg/kg. CpenHoTo BpeMe Ha NONYKHUBOT
OT IU1a3MaTta € sapupaio mexay 15 u 18 vaca, a 06eMBbT Ha pasnpenencHie € Oun NpHOIU3ATENHO
8§80 ml/kg cnen npunaraHe Ha MHOrOKpaTHH fo3n. Cliex NpunaraHe Ha ¢AHOKpaTHa 03a €
YCTAaHOBEHA MO-roJiAMa CTOMHOCT Ha BPEMETO Ha MONYXXHBOT OT TJla3Mara — 0kosio 24 vaca. Tosa €
CPAaBHUMO ¢ BPEMETO Ha TONYIKHBOT CJIE/ €JHOKPATHO npunarade Ha 3 mg/kg i.v. Ha fieua ot 11 AH#
mo 11 mecerta. OBeMbT Ha pa3npeeseHne Ha Ta3sd BB3pacToBa rpyna ¢ okono 950 ml/kg.

OnuThT ¢ QUIYKOHAZ0M TIPH HOBOPOJAEHH € OTpaHHUeH A0 (papMaKOKHHETHYHUTE NPOYYBAHKA TIPH
npexkAespeMeHHo poaeHH. CpeaHara Bb3pacT MpU NpUIaraHe Ha AbpBa 103a, npy 12
pexIASBPEMEHHO POICHH HA IPHOIU3UTEIIHA recTallHOHHA Bh3pacT oT 28 cenqmuly, ¢ 6una 24 yaca (B
paMKuTe Ha 9-36 yaca), a cpeasoro Terno € 6uno 0,9 kg (B pamkure Ha 0,75-1,10 kg). Cenem-
naLMeHTa ca 3aBbPUIWIN NPoToKona. TIpunarany ca Karo MakCUMyM 5 WHTpaBeHO3HM HHQY3HH oT 6
mg/kg pnyKkoHa307 Ha BCeKH 72 waca. CPeARHAT eIMMHHALMOHEH NOJTYKHBOT © OMn 74 yaca
(RapHpain ot 44 10 185 uaca) rnpe3 MLPBHA JEH M € HAMAJAN ¢ BPEMETO CpeaHo A0 53 uyaca (Bapupam
oT 30 no 131 waca) Ha ceamma u no 47 vaca (sapupawy ot 27 no 68 yaca) Ha TpHHAECETHA ACH,
[Lnowra noa xpueara (ug.h/ml) e 6una 271 (ot 173 Ao 385) Ha MbPBHA JICH K C€ € YBeTHYWIA CPeaHO
no 490 (B pamMxHTe Ha 292 — 734) Ha ceAMHS ¥ ¢ HaManana cpeaHo no 360 (ot 167 no 566) Ha
TpuHaneceTHs AeH, O6embT Ha pasnpenencHue (ml/kg) e 6un 1183 (or 1070 go 1470) Ha meprua AeH
M CE € YBEeIMMAA ¢ BpemeTo cpearo a0 1184 (ot 510 a0 2130) na ceamusa u 1328 (ot 1040 po 1680) Ha
TPHHAAECETHA ACH. |

OapMakOKMHETUKA NPH NALIMEHTH B cTapyecka BE3pacT
IMposeneHo € (hapMaKOKMHETHYHO TNPOYUBAHE TIPH 22 NALMEHTH Ha BB3pacT > 63 TOAMHH,

MOJyMaBailli eJHOKpaTHa epoparHa ao3a ot 50 mg ¢nykonason. [decet or Te3H NaLMEHTH Ca
[OTy4aBajiy CHITBTCTRAINA TEPANns ¢ ANYPETHLM. Crpay © 6unia 1,54 pg /ml n e nocrursara 1,3 yaca
cnen npueMa. Cpeanara AUC e 6una 76,4 £ 20,3 pg.h/ml, a cpelHOTO TepMHHATHO BpeME HA
FOAYKHMBOT — 46,2 yaca. Te3n cToOHHOCTH Ha (papMaKOKMHETHYHHTE MapaMeTPH €a No-BHCOKH OT
AHATOTWYHHTE CTOMHOCTH, ChOGIABaHK TIPH 3IpaBH Mann MBxe-100poBonH. ExHOBpeMEHHOTO
NPHJIOXKEHHE HA AMYPeTHLM He € poMeHuNo cHrHipukanTHo AUC nmnm Cryi. B nonbixeHKe,
KPECATHHHHOBHUAT KIHPBHC (74 ml/min), NMPOUEHTHT HEMTPOMEHEHO JIEKAPCTBO, CKCKPETHPAHO €
ypuHata (0 — 24 4., 22%) 1 u34ncIeHnaT 6x6peueH KupbHe Ha daykoHaszon (0,124 ml/min/kg) npu
MAUMEHTH B HANIPEAHANA BB3PacT 0610 ¢a NMO-HUCKHU OT Te3H NIpY No-MIaaH J00POBOLH.,
Crea0BaTETHO, NIPOMAHATA B SIMMMHHPAHETO HA (WIYKOHA30M NpH NAalHEHTH B HanpeaHana BL3pacT
M3TJIEXK 1A Ca CBbp3aHK ¢ HaMalleHa 6p0peuHa QyHKIMA, XapaKkTepHa 3a Ta3H rpyna,

5.3 Ilpeaxannnyan AaHAH 32 0€300ACHOCT

[Ipy HEKNTMHHYHUTE H3NUTBAHKUA CAMO IPH €KCNO3ULIMH, 3a KOKTO C€ CHYHTA, Y€ €a B N0CTaTh4YHa
CTENEH NO-ToJEMH OT MAKCHMAHATA €KCIOZMUMA NPH Xopa ce HabmoaasaT eheKTH, KOMTO ITOKA3BAT
MaJIKO 3HAYECHHE 3a KIIHHHYHAaTa ynoTpeda,

KapuvHorenesa
HsmMa naHHM 32 KAHLEPOTEHEH NOTEHLMA Ha (UIYKOHA30J1 TTPH MULUKK ¥ TIpY TUTEXOBE, TPETHPaHH

[IEpOpaNHo B NpOAbIKEeHHE Ha 24 Meceua ¢ no3m ot 2.5, 5 umu 10 mg/kg/nn. (Mpubnu3HTeHO 2 — 7
ITLTH TIO-BUCOKH OT IPETNOPHUBAHUTE A03H NpH xopa). [IpH MBKKH TUTbXOBE, TPETHpPaHH ¢ 5 H 10
mg/kg/aH., ¢ HabmoaaBaHO HApPACTRAHE HA YeCTOTATA HA XenaToLCNynapeH aieHoM

- _.-.-l|I|J--"---''-----.u.,m,h‘||

PenpoayKTHBHE TOKCHYHOCT s
DryxoHa3071, MPUIOKEH NEPOPATHO B IHEBHa A03a 5, 10 mnu 20 pg/kg wnu napemepa.ﬂﬂe B ..1.103&.5 \
25 unn 75 mg/kg, He NoBIMABA hepTHINTETA HA JKEHCKH HIA MBXKH uibXose. He ca Haﬁmoﬂmun |
edekTu BBpXY dhetyca npu 5 wnu 10 mg/kg; npu ao31 o1 25 1 50 mg/kg 1 no- BHCOKH © Haﬁmﬁﬂaaa,ﬂﬂ
MOBUINEHHE Ha (eTaTHUTe MalhopMaluy (oeriies 6poi pebpa, pasmiMpsBaHe Ha 6’bﬁpe‘iHOTD
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nerenue) u 3abareHa ocudukaumsa. [Tpu goznposxu ot 80 mg/kg no 320 mg/kg e HabmoxasaHa
NOBHILIEHA eMOpHOHaNHA CMBPTHOCT MPH IUThXOBE, KaTO MalgopMaLMHTe BKIKOUBAT ACGOpMHPAHH
pebpa, ducypa Ha HeOLIETO H HApYHISHHA B HEPEMHO-IMLEBaTa OCH(PHKAIHA. Y CTRHOBEHO €, 4e
HHTPaBEeHO3HOTO BLBeXKAaHe Ha 20 mg/kg v 40 mg/kg e npoBOKKMpaIo JHCTOKHS K MPONOHTHPAHE Ha
paXIAHETO NPU HAKOMKO XHBOTHH. HapyineHusaTa B poaoBus npouec, HaOMOAaBaHK MIPH TE3U JO3H,
ca JOBE/IH 0 JIEKO NOBHILABaHe HA Opos Ha MbPTBOPOJICHATE H HAMANABAHE Ha NPEKHBASMOCTTA HA
HOBOPOACHUTE. BAuAHMETO BLPXY POAOBHA MPOLIEC MPH MIBLX0BE CHOTBETCTRA HA TOBA NIPH BUAOBO
creLMPUHHO MOHIKaBaHe HA €CTPOreéHHOTO HUBO MO/ Bh3ACHCTBHE HAa BUCOKUTE JO3H (DIYKOHA301.
[Ipu xenu, nexypanu ¢ ¢UIyKoHa307, He ¢a Ha0MOAaBaHH TaKKBA XOPMOHANHE IPOMEHH (BXK. TOYKA

5.1).

6. ®APMAIIEBTHYHU JAHHH

6.1 CnHcbK H3 IOMOLIHHTE BeHIECTBA

JlakTOo3a MOHOXHApAT

[IpexxenaTHHU3UPAHO HUILECTE
KonouaeH, 6e380aeH CHIUIHER JHOKCHA
MarHe3aues creapat

Cvemas Ha msspoama JICeAamMUH06a Kancyaa
dynrokan 150 mg TBepAM Kancyan — THTaHOB AnokcHy (E 171), xenaTun

dyurokan 200 mg TebpA Kancyau - THraHoB auokens (E 171), skenat xkenesed okcug (E 172),
MKEMATHH.

6.2 HechEMecTHMOCTH

Henpunomxumo,

6.3 Cpox Ha rognocr

4 (weTUpH) rOAUHH OT JaTaTa Ha MPOH2BOACTRO.
6.4 CnenHajgnu ycJI0BHSA HA ChbXPAHEHHE
IIpu TemnepaTypa nox 25°C.

6.5 Buan chabpkaHne HA ONAKOBKATA

Bnucrepu ot npospauno, 6esuserno PVC/AL donuo wim npospauHo, Gesusetdo PVC/PVAC/AL
oMo M MUCTOBKA 3a MALKEHTA B KAPTOHEHA KYTHA.

['oneMuHa Ha oraKoOBKaTa:

PyHrokan 150 mg TBEpAH KANCYNH:

OnakoBkH o1 1, 2, 3, 4 viu 10 Opos kancyu,

- 1 Bauctep ot no 1, 2, 3, 4 wnu 10 6pod Kancynu B KapTOHEHA KYTHA.,
- 4 Gauctepa no | kancyna B KapTOHEHa KyTHSL.

®yHrokan 200 mg TRHLPAN KANCYIIH:

Onakosku ot 1, 7, 10, 20 unu 30 Sposa xancynu.

- 1 6aucrep ot no 1, 7 unm 10 6pos kancy,M B8 KapTOHEHA Ky THA,
- 2 6nmrerepa ot no 10 Spos xancynu B KApTOHEHa KyTHS.

- 3 6inucrepa or no 10 Hposg kancy/IH B KAPTOHEHA KyTHA.

He acuuxu sudoee onaxoexu mozam da 6evdam nycsamu 6 npooadcoa.
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6.6 Cnennajnm npeana3’HA MepPKH NPH H3XBLP.ISHE H paboTa

HsMa cneuMaiHy H3UCKBaHMA.

7. MPHATEXATEJ HA PASPENIEHUETO 3A VIIOTPEBA
AnTHbOHoTuk-Paszrpan AJ|

byn. Anpuncko ectanne, Ne 68, oguc 201
7200, Pasrpan

8. HOMEP(A) HA PAJPEIIEHNAETO 3A YIIOTPEBA

dynrokan 150 mg TeBpan Kancynu - Per. Ne 20130036
dyHrokan 200 mg TBepAH Kancyiu - Per. Ne 20130037

9. JATA HA IBPBO PA3PEINTABAHE/TIOJJHOBABAHE HA PASPEINEHHETO 3A

YIIOTPEBA

Harta Ha MbpBO paspeluasaxe:
15/01/2013

JlaTta Ha nogHOBABaHe Ha PY:
04/01/2018

10. HAATA HA AKTYAJIN3UPAHE HA TEKCTA

Anyapn, 2018 r.
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