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1. HAME HA JIEKAPCTBEHUA ITPOAYKT

tea

2. KAYECTBEH U KO/IMMECTBEH ChCTAB
Bcexu ¢nakoH ceabpxka 200 mg BopukoHason (voriconazole).

Cnen pasrBapaHe BecekM ml coaepska 10 mg Bopukomazon (voriconazole). Cren pasTBapsHe e
HEOOXOAHWMO AOITEIHUTEITHO Pa3pe:KAAHE TIPEAM NIPUNOKECHHE,

IloMOIIHO BEILIECTBO ¢ H3BECTHO JSHCTBHE:
To3u jlekapcTBEH NPOOYKT ChABPKA No-Maako or 1 mmol Hatpuit (23 mg) BBE (nakoH, T.e.

NPAKTUYECKH HE ChbObPKa HATPHIA.

3a ITBJIHUA CITHCBK HA IIOMOIIHMTE BELIECTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®0OPMA

[lpax 3a uady3H0HEH pa3TBOpP.
Ban wiM moutn 641 nuoduImM3Epas mpax

4, KIMHHYHU JAHHHA
4.1 TepaneBTHIHHE NOKA3aAHMS

Bopuxonazon AxkopadapMa ¢ UPOKOCHEKTEPHO TPHA30IOBO aHTHMHKOTHYHO CPEACTBO H € MOKa3aH
NpH BB3PACTHH M JIella Ha BB3PACT 2 rOJUHH U HOBEYeE 3a:

JleyeHHe Ha MHBAa3UBHA aClICPIrujio3a,
JleyeHHe Ha KaHAHISMHSA [PH INMAalHCHTH Hes HEYTPOIICHHA,

Jleyenne Ha QIYKOHAz0M-PE3UCTEHTHH cepuo3HH uHBasuBHM Candida vudeiamn (Bkmoudrenno C
krusei),

JleueHHe Ha CEPHO3HH MbOMYMHH HHPEKLHY, MPUIHHECHH OT Scedosporium spp. U Fusarium spp.

BopukoHazon Axopadapma tpsadsa ga Obje npuiiaraH npeauMHO TIPH MALHMEHTH ¢ IIPOTrpecHpaliy,
NOTEHLMATHO XUBOTO3aCTpaIaBalld HH(PEKLIUH,

IIpodunakTHka Ha HHBa3UBHHM I'bOHYHH HHOEKUWM TPH BHCOKOPUCKOBH PELIUNHMCHTH C AJTOTCHHA
TPaHCIUIAHTAUUA Ha XeMonoeTuuHUu cTBoa0oBH KiteTky (TXCK).

4,2 [lo3npoBKa M HAMHH HA NPHJIOKEHHE

J103HpOBRKa

BOPHKOHA30 (BXK. Touka 4.4).




[Ipenopbusa ce Bopukonason Axopadapma ga ce npuiara NpH MakCHMaIHa CKOPOCT HA HHY3UATA
3 mg/kg Ha 4ac 3a 1 1o 3 vaca.

BB3MOKHO € [Ia ¢a HAIMYHK M IPYTH J030BH H JISKaPCTBEHH (POPMH Ha BOPHKOHA30J.

JleueHue

Bw3pacmnu

JleueHneTo TpaOBa Na 3allOYHE ¢ ONpelesieHara HaToBappaula j1o3a BopHkoHa3on Axopadapma unH
HHTPABEHO3HO WK MIEPOPATTHO, 10 [IOCTHTaHE NIPE3 MbPBHS IEH Ha MIa3MEHK KOHOCHTPAHH, KOUTO ta
GNU3KM 10 cTarmonapHure. Bb3 OCHOBA Ha BHCOKATa OMOHATHMYHOCT IPH MEpOpancH MPpHEM (96%; BK.
TOuka 5.2), KOrato HMMa KJIMHHYHH TOKa3aH#d € YMECTHO NPEeMHHAaBaHEe OT HMHTPAaBCHO3HO KbM
MEPOPATHO PHIIOKEHHE,

TMoapo6ua HHBOPMALHS 33 IPENOPLUMTENHUTE 103M € IPSAOCTABEHa B ClICIHATA TA0HIIA:

HurpaseHosHo IlepopaJiko NPHIOKEHHE
MIPHJIOKEHHE [TaneHTH ¢ TeNeCHO [TaumMeHTH ¢ TENECHO
terno 40 kg u noseue* | Terso non 40 kg*

Haropapsama 6 mg/kg na BCeKH 400 mg Ha BCEKH 200 mg Ha BCEKH
cxeMa Ha | 12 yaca 12 gaca 12 yaca
NPHJIATAHE
(mupBHTe 24 yaca)
HNopabpxama aocza | 4 mg/keg nBa NBTH 200 mg aBa MeTH 100 mg nsa NbTH
(cien mupBuTe 24 | NHEBHO AHEBHO JTHEBHO
qaca)

* OTHacg ce ChIIC 3a NMAIHEHTH Ha BBb3PacT 15 M NoBeye rOJAMHA.

Ipodvaxcumennocm HA reveHuemo

[IponBb/DKATENIHOCTTA HA JieueHHeTo Tpsabpa na ObAe BBH3MOXHO HaH-KpaTKa B 3aBHCHMOCT OT
KJIWHHYHHAS U MUKOJIOTHUHHS OTTOBODP HA MauMeHTa. [IpoNp/DKHTeIHATa €KCTIO3HUMA Ha BOPHKOHA30]
¢ speMerpacHe Haa 180 aum (6 meceua) H3UCKBA BHHMATEIHA OLCHKA HA CLOTHOWEHHETO oJI3a/pUckK
(Bx. Touky 4.4 u 5.1), Knunuunute AaHHU, HEOOXOOHMH 3a YCTaHOBSBAHE HA 0e30MacHOCTTa OT

WHTPABEHO3HO MPUIOKEH XHIPOKCHNPONUADETAAEKC NPH NMPOABDKUTEIIHO JISUCHHE Ca OIpaHUHCHH
(BXK. TOUKa 5.2).

Acanmuparne na oozama (8b3pacmuy)

[Tpy HecnocoOHOCT Ha MAIMEHTA 14 [TIOHECE MHTPABEHO3HO NEUEHHE C 4 mg/kg nBa NBTH AHEBHO, 103aTa
TpabBa ma ce MoHWK Ha 3 mg/kg nBa METH JHEBHO.

AKO OTTOBOPBT Ha MALIMEHTA € HEe3aJ0BOAUTENEH, NOAAbpKAIATa 1032 MOXKE Nd Obae NMOBULLIEHA J0
300 mg 1Ba METH JHEBHO, MPHIIOKEHA NepopaiHo. 3a naunentd noa 40 kg nepopandaTa 103a MOXE 1a
Obae nosrimeHa a0 150 mg aABa MbTH AHEBHO.

ITpr HecnocoOHOCT Ha MALMEHTUTE 1A [IOHECAT ICUCHHE NPH Te3H MO-BUCOKH Z03H, IICpOpalHata 1034
ce MOHDKaBa MOCTENeHHo ¢ no 50 mg 10 noanspikania 103a ot 200 mg Asa MHTU AHEBHO (WK 100 mg
IBa IbTH AHCBHO 3a manueHTH noa 40 kg).

[Ipy u3non3eaxe 3a MPOPHIAKTHKA, BHXKTE TTO-10IY.

Heya (2 0o <12 200unu) u Maadu ioHowu ¢ HUCKO meaecio meeio (12 0o 14 zoounu u <50 kg)

Bopukonasos TpabBa aa Oblie H03MpaH Karo OpM Aela, ThH KaTo Te34 MJaJu I0HO FOTT] R
MeTaOOMU3NpaT BOPHKOHA301 IO HayuH MO-0JM3BK A0 ACua, OTKOAKOTO 14
IIpernop L UUTETHHAT PEXKHM Ha N03UPaHe € CISIHMAT: 5‘




HHTpaseno3no nputokenne Ilepopanno npuaoxenne

Harosappama cxema wua | O mg/kg Ha Bcexn 12 uaca He ce npenopruea
NpHAATAHE

(npe3 nbpsuTe 24 Jaca)

IHoaawpxama nosa 9mg/kg nBa NBTH nHEBHO
(ciex mupBHTE 24 Yaca) 8 mg/kg nBa nBTH HHEBHO (MakcumanHa nosa or 350 mg

JABA NETH JHEBHO

Jabenexka: Bps OCHOBa Ha NONyJaalHOHEH (hapMaKOKHHETHYEH AHATH3 npH
I'l2 nmyHOKOMIpOMeTHpanu MCAMATPHYHN NAUMEHTH Ha BB3PACT OT 2 10 <12 rOauHH U
26 HMYHOKOMIIPOMETHPAHK FOHOWIM Ha BB3PacT ot 12 a0 <17 I'OJMHH.

[IpenoprunTento e Tepanusta na 3anouse MHTPABCHO3HO MIPHIIOKCHHE, a IEPOPATTHOTO NMPHIIOKEHHE
TpAOBa na ce 06CHAM camo ciex SHAUMMO KIHHMYHO Tioaobpenue. Tpsadea na ce OTOCNIEKH, He

HHTPaBCHO3Ha no3a oT 8 mg/kg 1e OCHTYPH CKCIIO3HLHA Ha BOPMKOHA30/1 OKOJIO 2 MBTH 0-BHCOKa,
OTKOJIKOTO NepopaiHa 1o3a ot 9 mg/kg,

Beunru opyau onowu (12 0o 14 200umu 1 230 kg, 15 00 17 200unu 6ez ozned na mesecnomo meano)
Boprkonason tpabea na 6u1e AO3HPaH KaTo NpU BH3PACTHH,

Aoanmupane na dozama (Oeya [2 oo <12 COOUNU] U MAAOU IOHOWIU C HUCKO meiecruo mez2io [12 oo
14 200unu u <50 kgj)

B cityuaii, ue TepanesTiuHmsT OUTTOBOpP Ha NAUHEHTA K'bM JISUEHHETO e HCAOCTAThYEH, UHTPABEHO3HATA
032 MOXKe 1a OBlE MOBHMUIEHA NOCTENeHHO ¢ nmo 1 mg/kg, Axo NaUMeHTBT He MOoske Ja MoHece
JICHCHACTO, peaynpaiTe MHTPaBEHO3HATA K034 ocreneHto ¢ mo ! mg/kg.

Ynotpedata npw VCIMATPUYHE TIALIMEHTH HA BB3PACT OT 2 A0 < 12 FOZUHK G YepHOAPOOHA WIH
OBOpetHa HenOCTATBYHOCT He e fpoyueHa (k. Toukn 4.8 1 5.2).

IIpodunaxtuka npu BE3PACTHH M fiela

[Tpounaxrukara TpaGea na 3anoume & ACHA Ha TPAHCTUIAHTALIMSTA H MOXKE [a Ce [TPUIIATa 34 TIEPHUOA
1o 100 quu. IMpodunaktukara TPAOBA J12 € BB3MOXHO Hal-KPaTKa, B 3aBHCHMOCT OT PHCKa 3a pa3BHTHE
Ha MHBA3WBHA I'bOHYHA nHbeKIUs (HI'H), onpepenen or HEYTPONICHUATA WIH HMYHOCYNpPecHATa. B
Slydan Ha TIpoAB/DKABAllA MMYHOCYOPECHS HIH PCAKLIMA Ha TpaHCILTAHTATa CpeIly pelUNHeHTa
(PTcP), T4 Moxe na 6nne HPOIBILKena no 180 nHu cnen TpaHcnanTamaTa (BXK. TOYKa S. ] ).

ozupoexa
IIpenopwuurennara cxema ua npujiarane npy npopunakTHKa B CHLOTBETHHTE BB3PACTOBH IPYIIH €
CbllaTa, KaKTo NOpH jeveHde. Mojrs, HAIIPABETE CripaBKa ¢ TabMHUMTE 3a NeueHMe, NMPEICTABEHH [10-

IIpoovaxcumennocm na npogurarmuxamag

besonacnocrra u edbukachoerta Ha HPHITOKCHHETO Ha BOPUKOHA30M B NMPOJBLIDKEHHE HA HOBEYE OT
180 auK He e mocTaThuHO MPOYYCHA B KIHHWYHH TIPOYYBAHUS.

Ynorpebata Ha BOpHKOHa30n 3a Mpodunaktuka 3a nepuon Ham 180 muu (6 Meceua) m3uckea
BHHUMATCTHA OlIEHKa HA CHOTHOLICHHETO monza/puck (Bxk. Touku 4.4 n 5.1). Kaunuunute ganxum,
HEOOXONMMH 32 ycraHoBsBame  wo OesonacHocTTa  oOT HHTP2BEHO3HO  MPHIOKEH
XUAPOKCHITPOIHIIOETAAEKE NP NPOIBIKETENIHO JICUCHHE Ca OrpaHHyeHH (BXK. TOUKa 5.2).

(/e IHUTE MHCTPYKIMY €A BATHIHH KAKTO 3a JIEYCHHUE, TAaKa H 33 NPoPHNaKTHKA

Aoanmupane na dozama
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Aoanmupare na 0o3ama ¢ cavuail Ha CHEMECIH RPUAOIHCEHUE
Pupabytun wnn denuronn morat na 6naar OPUJIO’KCHH E€IHOBPEMEHHO ¢ BOPMKOHA30J, aKo

NOAABPKALLATA 1033 BOPHKOHA30JT C€ MOBUIIH 10 5 mg/Kg UHTpaBEHO3HO [BA IMBTU JHEBHO, BIK. TOUKHM
44n4.5,

Edasupenn moxe na ce npunara CAHOBPEMEHHO C BOPHKOHA30JI, ak0 MOAOBLPKAINATA /1034 Ha
BOPHKOHA30/I ¢¢ NoBHLIH 10 400 mg Ha Bcexu |2 gaca, a mo3ara Ha eraBupeH1 ce MOHIKH ¢ 50%, T.e.
10 300 mg BeaHBxK AHEBHO. KOraTto ce mpexpaTh JeueHHeTo ¢ BOPHKOHA30J, TPAOBa Ja ¢€ Bb3CTAHOBH
IThPEOHAYA/IHATA O3KPOBKA Ha edaBupeHL (BxK. TOUkH 4.4 1 4.5).

Cmapuecka ev3pacm
Ilpy naunenTs B cTapuecka BB3pacT He € HEOGXOMHMO ananTUpaHe Ha Ao3arta {BXK. TOUKa 5.2).

bvbpeuno yepexncoane

IIpy naupnenTs ¢ ymMepena mo texka 6s6peuna BACHYHKLHS (KpeaTHHHHOB KIHpBHC <50 ml/min) ce
HaOMOAaBa KyMyJIMpaHe Ha HHTPABEHO3HUA HOCHUTEN xnapokcHnponunderagexe. 1Ipy Te3n nanueHTH
BOPMKOHA301 TpAOBa JIa e MpHjiara NMepopagHo, OCBEH aKO OIEHKATA HAa ChOTHOLICHHETO MoJ3a/puck
3d TIALMCHTA HE ONpaBlaBa MPUIIOKEHHETO HAa BOPUKOHA30 HMHTPABEHO3HO. IIPH Te3u nalHeHTH
CCPYMHHTC KpeaTHMHHMHOBH HHBa TpadBa na OboaT mpocnenspaHH 4ecTo M ako ce Habmomasa
NoBHIIaBaHe TPAOBA Ja ce 00ChAU IPeMUHABAHE KM [IEPOPANTHO JICYEHUE C BOPHKOHAZOI (BXK. TOUKa
5.2). He ce npenopnusa ynoTpeda Npu MauHeHTH, KOUTO He MPOBEXAAT XeMOHAIM3A.

Bopukonazon ce xeMoauanuzupa ¢ kaupbHC oT 121 ml/min. 4-uacoBust XEMOJHAIN3EH CEAHC HE
OTCTPaHsABa NOCTATBYHO KOJIMUECTBO BOPHKOHA30]L, 32 Ja C€ Halara afalTHpaHe Ha 103aTa.
MIHTpaBeHO3HUAT HOCHTEN XMAPOKCHIIPOTIMIGETANEKS e XEMOJHATH3HUPA ¢ KITUPBHC 37,5424 ml/min.

Heproodpobno yapexcoane

llpu naumenty ¢ neka go ymepena qeproapoOHa nuposa (Child-Pugh A w B), kouto npuemar
BOPHKOHA3OIL, CC MPEIopbUBa Ja Ce W3N0/3Ba CTAHNAPTHATA HATOBapBAIUA [033, HO MOLNBPKALIATA
1032 TpaAdBa 1a Obie MOHIDKEHA HAMOIOBHHA (BIK. TOUKA 3.2).

BopHkoHazon He € H3CIIeIBaH NPy NaLHENTH C TEXKA XpoHuYHA yepHoApoOHa uupo3a (Child- Pugh C).

ChIecTBYBAT OrpaHUYEHH JAHHH 32 6e30MaCHOCTTA Ha Bopuxonazon Akxopadapma npy nauseHTy c
OTKJIOHCHHA B YCPHOAPOOHHUTE (YHKUMOHAIHKM H3C/EABAHHA (acmapTar aMUHOTpaHcpepaza [AST],
anaHHH aMuHOTpaHcepasa [ALT], ankanua docdaraza [ALP]) mmu obiy OunupyOHH >S5 OBTH Han
rOpHAaTa rpaHyiia Ha HOpMara).

BopuKOHa3on ce CBEp3Ba ¢ MopuIIABAHE Ha uepHOApoOHUTE (YHKIIMOHAIHE HW3CICABAHMA M C
FTHHMYHA TPU3HALA Ha YEPHOAPOOHO YBpEKIaHe, KaTo HATIPUMEP JKBITEHHLA, H IPH MallHeHTH C
TEXKO YEPHOAPOOHO YBPEXKNAHe MOKE JIa ¢€ M3IMO/I3BA CAMO AKO ITOJI3aTA HAXBULIARA [NOTCHLEHAITHHA

puck. llammenTs ¢ Texko gepHonpoGHO yBpexaaHe tpsaOBa ga OBJAaT BHUMATENHO TPOCHEIABAHH 32
TIPOSBH Ha JICKAPCTBEHA TOKCHUYHOCT (B3K. TOUKa 4.8).

Heouampuuna nonyrayus

besonacHocTTa M ehHKacHOCTTA Ha BOPHKOHA30JI NPH ACLIA HA BB3PACT N0 2 FOJUHH HE Ca YCTAHOBEHH,
Hannynure nonacrosinem paHHu ca omucanu B Touku 4.8 u 5.1, HO He Moxe na Obae HanpaseHa
NpenopeKa 32 J03upaHe.

KnuHU4HNTE NaHHEY, HeOBXOMUMH 3a YCTAHOBABAHE HA GE30MACHOCTTA OT HUHTPABEHO3HO IIPHJIO
Ha XHAPOKCUTIPOITHIOETAAEKC NPH [TeAHATPHYHATA MOTTYNALMS Ca OrpaHUuYcHH.

Hauun Ha nputoxexue

Ilpenn na ce npunoxu kato MHTpaBeHO3Ha HHQy3us BopukoHazon Akopiadapma
Pa3TBOPH ¥ paspeau (BX. Touka 6.6). He ce ynotpe6sasa kato Donmyc HHKEKIHA.




4.3 TIlpoTnBomokazamus

CBPBXUYBCTBHTENHOCT KBM aKTHBHOTO BEILIECTBO WK KEM HAKOE OT MOMOIIHHTE BELIECTRA, H3GpoeHH
B TOUYKA 6.1,

ENHOBpEMEHHO MNpPHIOKEHHE CBC cyberpatn ma CYP3Ad4, TepdeHanun, acteMuson, LH3aTIpM I,
MUMO3UI MM XHHHUAWH WIH HBAOpaJMH, THH KAaTO MOBHIIEHWUTE IUIa3MeHM KOHUSHTpallHU Ha Te3H
JICKAPCTBCHH NPOAYKTH MOXKE a AOBEJAT A0 yibkapaHe Ha QTc WHTEPBANIa H B PEIKH CJIVYAH [0
forsades de pointes (BX. Touxa 4.5).

EavoBpeMenHO npunoskenue c prdaMnuumn, xapbamasenun, GeHoGapOGuTan U KBIT KAHTAPHOH, Thi
KdTO € BH3MOKHO TE3H JIEKAPCTBEHH NPOAYKTH A3 MIOHMIKAT 3HAYMTETHO [LIA3MEHUTE KOHLICHTPALIHH
Ha BOPHKOHA30IT (BXK. Touka 4.5).

EaxnoBpeMenHO mpunoxenue Ha CTaHQAPTHH A03H BOPHKOHA30J ¢ ehasupenn B Jo3u 400 mg Benubx
AHCBHO MM NO-BHCOKM © NPOTHBOIIOKA3AHO, 3aHIOTO e(aBHPEHL 3HAUAMO TOHIDKABA MU1a3MEHMTE
ROHLCHTPALIMH HA BOPHKOHA30J NPH 3(PABK HHIUBH/IM B Te3U 1031. BOPHKOHA30/1 CHINO TAKA 3HAYAMO

OBUILIABa ILTa3MEHUTE KOHUEHTPALUMU Ha edaBUpeHI] (BX. TOuka 4.5, 32 MO-HUCKH NO3H BK.
Touka 4.4).

EnHOBpeMEHHO MPHITOKEHHE ¢ BHCOKA Ao3a putonasrp (400 mg ¥ norete ABa NBTH AHEBHO), 3ALUOTO
NPH Ta3H 0032 PUTOHABHP MOHHKABA 3HAYHTENHO TUIA3MEHUTE KOHUCHTPALlHY Ha BOPHKOHA30J TIPH
3ApaBYM UHIUBUIH (BK. TOUKa 4.5, 3a 1TO0-HHCKH 103U BK. TOUKA 4.4),

EnHoBpemeHHO MPHIOKECHHE C eproajKaloua (eproTamHH, AUXHUAPOEProTaMHH), KOWTO c¢a ¢a
cyocrpatn Ha CYP3 A4, Thit kaT0 MOBHIIEHY ILTa3MEHH KOHLIEHTPALMH Ha TE€3H JIEKAPCTBEHH NPOIYKTH
MOTraT fia NOBEAAaT 10 €proTU3bM (BiK. Touka 4.5).

EAHOBPEMEHHO MpPHNOKEHHE Cbe CHPO/INMYC, TbH KaToO CHIUECTBYBA BEPOATHOCT BOPUKOHA30M1 1A
HOBHIIIH 3HAYUTCIIHO MA3MEHNTE KORLIEHTPAUU HA CHPOJIHMYC (B3K. TOYKa 4.5).

EnHoBpeMEeHHOTO npuwiokeHune ua BOPUKOHA30JI ¢ Halokceron, cyberpar Ha CYP3A4, Twit karto
HOBHIICHHTC IUIA3SMCHH KOHUCHTPALMY HA HATIOKCEroJl MOraT 11a IIPEAH3BHMKAT CHMIITOMH Ha OTHEMAHE
Ha OMUOKIH (BXK. TOUKA 4.5).

EnnospemennoTo npunoskenue na BOPHKOHA30J1 ¢ TOJIBaNTaH, ThH KAaTO CHUJIHHTE WHXUOHTOPH Ha

CYP3A4 kaTto BOPHKOHA30/ 3HAYHTETHO IIOBHLIABAT IUIASMCHUTE KOHIICHTPALWMH Ha TONBANTAH (B,
TOo4Ka 4.5).

EnxoBpeMeHHOTO npHnokenue Ha BOPHKOHA301 € IYPa3uAOH, ThbH KATO 3HAYHTENHO NIOBUIIABAHE Ha
CKCTIOSHUMATA HA JTYPa3sUAOH MMa NOTEHLHAN 33 CePHO3HH HeXeTaHH peakiHu (BX. Touka 4.5).

EnnoBpemenno npusiokenue ¢ BeHeTOKIAKE B HAYATOTO H [0 BpeMe Ha (hazaTa HA THTPHUPAHE HA A03aTa
BCHCTOKTIAKC, TBEH KAaTO CBINECTBYBA BEPOSTHOCT BOPHUKOHA301 Ja MOBAMIM 3HAYHMO TLTA3MEHUTE

KOHUCHTPAIHK HAa BEHSTOKNIAKC H 11a MOBHLIM PUCKA OT Pa3BUTHE Ha CHHIPOM Ha TYMODEH pa3snaf (Bax.
Touka 4.5).

4.4 Cneuuaanu NPEAYUPERACHHA U NIPSANA3HA MEPKH [IPH yHoTpeda

CBpPBXYYBCTBHTETHOCT

[oBrieHO BHHMAaHHE e HeOBXoNHMO py npeanyucsane Ha Bopukonason Axopadapma Ha 4
CbC CBPEXYYBCTBHTE/THOCT KbM APYTH a30TH (B, CBHILO TOUYKA 4.8). 2

IIpoaskUTENHOCT Ha IedyeHHeTo

[IpombkuTenHocTTa Ha TeyeHHeTO ¢ HWHTPAaBeHO3HATa (popMa TpAOBA 1a OBAE He Mo-/Ik
(Bk. Touka 5.3).




ChbpaeyHo-chI0BH

Bopukonason ce cBEp3Ba ¢ ynsmkasane Ha QTc nurepsana. MMa penku cyvau Ha torsades de pointes
(IPH [IAHUCHTH, KOUTO NPUEMAT BOPHKOHA301 H HMal PUCKOBU (DAaKTOPH, KATO aHaMHe3a 3a
KapAHOTOKCHYHA XUMHOTEpPAnHKs, KapAHOMHOMATHS, XWIMOKAIHEMHS M yMorpeba Ha JEKAPCTBEHHU
HPOIYKTH, KOHTO MOXe [1a ca npH4MHa 3a TaX. BopukoHaszon Tpabea na Gpae nprnarad ¢ NoBHIIEHO
BHHMAHHE MPH NALKEHTH C MOTCHIHATHO HPOAPUTMHYHH CHCTOSHUA KaTO:

BpoaeHo unu npunobuto vanmkasade Ha QTc-unrepepana.
Kapaunomuonarus, ocobeno npu Hanvume Ha CBpACYHA HEOOCTATHYHOCT.
CruHycoBa Spagukapans.

CbUIECTBYBAUIH CHMITTOMATHYHY apPUTMHMHU.

CbIBTCTBALIM JIGKAPCTBEHH TIPOLYKTH, 33 KOHTO ce 3Hae, 4e yawkasar (QTc wHTepmana.
EnexTpomuTHu HapyIeHHs KaTO XMTIOKATMEMHS, XHIIOMATHE3HEMUS U XHIIOKAJILIUEMHA TPAOBa
Ja OBJaT NPOCIEAABAHU H NPH HYKIA KOPMIHpaHH NMPEAH 3aM0YBaHe M IO BPEME HA JICUCHHE C
BOPHKOHA30/ (BX. Touka 4.2). IIpn 3apaBu 106pOBOLE € NPOBEACHO TIPOYYBaHe, H3CICABALLO
epexra Bupxy QTc MHTEepBana Ha eIHOKPAaTHW HO3W BOPHKOH&30/1 A0 4 ITBTH MO-BHCOKH OT
obnuaiiHata gHeBHa a03a. ITpH HHTO €QHO OT W3CIEIBAHMTE aMua He € OWil perucTpHpay

AHTCPpBAIL, HAIXBBPIALWL, NOTCHIMATHO KIMHMYHO-3HAYUMAaTa rpanuna ot 500 msec (Bxk. TOUKa
5.1).

Peakuuu, cBep3anu ¢ undysusra

Peakumn, cebp3anm ¢ wunbysngra, MPeIHMHO 3a4epBABaHE M TraJieHe ca HabmMOAaBaHH TMIpH
HPHIOKCHHETO HAa HWHTPABeHO3HATA (JOPMa Ha BOPHKOHA30]. B 3aBMCHMOCT OT TekecTTa Ha
CUMIITOMHTE, TPSOBA 1a ce OOMUCH NPEKPATABAHE HA JICYCHHETO (Bk. Touka 4.8).

HepHonpoGHa TOKCHYHOCT

B WIHHWYHH NPOYYBAHHS MO BpeME Ha JISUCHUE ¢ BOPHKOHA30)1 ca OMJIM HAaOMOAAaBaHH CJly4aH Ha
CEPUO3HH YEPHOAPOOHH peakund (BKMOUYATEIHO KIHHHYEH XCMATHT, XoJectaza U (QyJIMHHAHTHA
YEPHOAPOOHA HEAOCTATBUHOCT, BKIIIOYMTETHO thatanmu). CrnyuanTe Ha YepHOAPOOHH peaKIHH ca
HaO/MIOJaBAHN TIPENMMHO IIPHM MAUMEHTH ChO CEPHO3HH MOMJENKAIIH MEeAHUHHCKH 3aboIsaBaHuA
(IPEAMMHO 3JI0KAYECTBEHH XEeMaTONOMHYIHM 3abonseanusa). [lpexomHu uvepHOAPOGHM peakinm,
BIJIEOTHTENHO XETIATHT U JKBJATCHHUA, CA HACTBLIIIM ¢pel NauWeHTH Ge3 apyrw UIOCHTHPHLHPAHH
PUCKOBH (akTopH. YepHoapobHara AMCPYHKIAS OOMKHOBEHO € ofparvMa NpH TNpekpaTsBade Ha
JIEYCHHETO (BXK. TO4Ka 4.8).

Iipociensisane Ha yepHonpoGuara dhyuxkuus

Hanuenture, xoumto momywasar Bopukonazon Akopadapma, Tpsabea na ObJaT BHHMATENHO
MPOCNENABAHY 32 YECPHOAPOOHA TOKCHYHOCT. KIIHHUYMHOTO TIOBECHHUE TpabBa [aa BKJIIOYBA
nabopaTopHa OLEHKa Ha uepHOApoOHaTa dyHkuus (ocobero AST u ALT) B HAUANOTO HA JICYUEHHETO C
BopHkoHazon AxopadapMa U Hali-Manko BEIHBK CEIMHUHO Npe3 MBbPBHA MECEL OT JIEYEHHETO.
Jeuyenunero Tpabera na 6B1e ¢ BBEIMOKHO Hal-KpaTka NpOogBIKUTETHOCT; BCE MAK, aKO Bb3 OCHOBA Ha
OlCHKATa HA CBOTHOLIEHMETO NOM3A/PHCK TO € MNpOABIKEHO (BXK. Touka 4.2), 4YecTOTaTa Ha
NPOCACAABAHE MOXE Ha OBAE HaMaleHa A0 BeIHBXK MECe4HO, aKO HAMA W3MEHEHHS BhB
PYHKLUHOHATHUTE YepHOAPOOHH NOKA3ATE .

AKO YepHOAPOOHHTE (PYHKLIMOHATHH HIC/ACIBAHUS Ce NOBULIABAT 3HAYMTENHO, BopHkoHazon
Axopagapma Tpabea ma ce NIPEKPATH, OCBEH aKO MEIHLUMHCKATAa MNpeleHKa Ha ChOTHOILISHHETO
MOJI13a/PUCK OT JICYEHHETO 32 MMaLleHTa OTIpaBapa NMPOIL/DKABAHE HA MPHJIAraHEeToO.

Hepaoapobuata ¢yHkums TpsGra 1a ce IpOCICAABA KAKTO IIPH €L, TAKA U MMPH Bb3PACTHH

CepHO3HM IEPMATOIOTHYHH HEXKEJaHH peaKUmnm

. DOTOTOKCHYHOCT
OcseH ToBa BopukoHazon AkopadapMa ce CEbP3Ba ¢ (QOTOTOKCHYHOCT, BKJTIOUHTE r\
e()eNTHIH, NEHTUrO, aKTHHUYHA Kepartosa ncepgonoppupus. Ilpenopsusa ce Bck
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BKJIKOUMTENHO Aeuara, Aa M304reaT p3/araHe Ha npaka CbHYeBa CBETJIMHA [0 BPEMC Ha ACHCHHC L
Boprikonazon AkopadapMa aa B3eMaT MEPKH, KaTo 3alHTHO 00IEKN0 ¥ CTBEHUE3AMTHY NPOAYKTH C
BHCOK clbHUE3anumTen gaxrop (SPF).

. CKBAMO3HOKIETbYEH KOAKeH kapuuHoM (CKK)

[Tpy naUMEeHTH, HAKOM OT KOUTO ¢a CHOOLLMIN 3a NpeaxoAHH (GOTOTOKCUYHH peaKluH, HMa CBOOIIEHUA
33 CKBAMO3HOKJIETBYEH KOXKeH KapLuHom (smounTento HurpaenureneH CKK in situ wian Gosect Ha
Bowen). B cayuail Ha nossa Ha (OTOTOKCHMYHM peakuuwy, Tpadea Ja ce INOCTaBd Ha
MYATHAMCLHMIIIMHAPHO oBCbiaale, 1a ce OOMMCIAM OpeKpaTseaHe Ha npuema Ha BOpPHKOHA30
Akopadapma W npusiaraHe Ha aITEPHATUBHHU NPOTHBOrbOWYHH CPEACTRA; NALMEHTHT 4a C€ KOHCYNTHPA
¢ aepmatonor. Ilpu nmpogwmxapane Ha npuema Ha Bopuxonazon Axopadapma odaue, CHCTEMHO H
peJoBHO TpiaGBa fa €€ H3BBPLIBA JepMATOIOrMYHA OLEHKA 3a PaHHO OTKPHBAHE M JICHCHNC HA
npemannriedy nesun. [puembT na BopukoHazon Axopadapma Tpsabea fa 6b/e npekpare, ako ObpIaT
YCTAHOBEHH MPEMATUIHEHH KOXKHN JIe3HH WM CKBAMO3HOK/IETbYEH KapuuHom (Bx. HBarocpovna
Tepanui no-a07y B Ta3H TOUKA).

. TeXKKH KOXKHW HEXKENAHM PeaKlliU

[Tpu ynoTpebara Ha BOPHMKOHA30M ce CHOOLIABA 32 TEXKKM KOXHU HexxenaHu peakuuh (SCAR), kaTo
cuaApomM Ha Stevens-fohnson (SJS), TokcHyHa enuaepMaiHa HEKpoK3a (TEN) 4 1ekapcTBeHa peaKum
¢ eosnHogunus U cucteMHM cunintomu (DRESS), kouro Moxe aa ca XMBOTO3acTpallasalllH HJiH
daranan. [pu pa3suThe Ha OoOpUB MauLUeHTHLT TpsaOBa Aa Obac BHWUMATEIHO HAOMIo1aBaH, & npu
nporpecupane Ha yiesunte Bopukonazon Axopadapma tpadea na Ovae cnpsH.

CbOHTHS, CBBP3aHU ¢ HAAOBOPEYHUTE HKIIE3H

[lonyuenu ca cbobweHus 3a oOparuMy ciiyuyad Ha HaQ0BLOpeyHa HEAOCTATBYHOCT IPH MNALMEHTH,
N0AY4aBaLlK a3011H, BKIIKOUHTENHO BOpHKoHason. Chobiuasa ce 3a HanOBuOpeuHa HeAOCTaTBHHOCT TIPH
NalMeHTH, NOMYYaBally a300M Cbe WAKW 6e3 CbMBLTCTBAIE KOPTHKOCTEpOWAM. [Ipu MaLMEeHTHTE,
MoJy4aBally azonu 0e3 KOPTUKOCTePOHIH, HaadebpeunaTa HEROCTAaTEUHOCT € CBhp3aHa ¢ AMPEKTHO
HHxMOHpaHe Ha c¢rTepouaoreHezata oT asond. Ilpu nauueHtuTe, nojay4dasalid KOPTHKOCTEPOWIH,
cBbp3aHoTO ¢ BopukoHazon CYP3A4 uuxubupane Ha TeXHMA META0OIH3BM MOXE Ja AOBEIC 10O
KOPTHKOCTEPOUEH H3AMIIBK M MOTHCKaHe HA HanObOpeuHata GpyHKIMA (BX. TouKa 4.5). Cpobmasa ce
cbulo 3a cunapom Ha Cushing cwbe unu Ge3 nocnenBamia HanObpOpeuHa HEROCTATHLYHOCT TPH
nalHeHTUTe, MoJy4yaBallyd BOPHKOHAZ0 ChITbTCTBRALLD C KOPTHKOCTEPOUAN.

[TauMeHTHTE, NOAYUABALLH ABICOCPOUHO JeHEHHE ¢ BOPHKOHA30/1 H KOPTHKOCTEPOUAH (BIIIOYUTEITHO
HHXZ1aTOPHH KOPTHKOCTEPOUAU, KATO OyAE30HMT, H WHTPAHA3THH KOPTHKOCTEPOUIIH), TpaAdBa Ja
ObJaT BHHMATEIHO [IpocAeasiBaHH 3a AMChYHKUMA Ha HAAOBOpeHHHA KOPTEKC KAKTO 10 BPCMC Ha, TaKd
M NPH NPEKPATABAHE HA JICUCHUE C BOPUKOHA30 (BK. TO4Ka 4.2).

[TaumenTure TpsOea na OBLAAT WMHCTPYKTHPAHH A3 NOTHPCAT HE3a0aBHO MEAHMLIMHCKA MOMOLL, aKo
Pa3BUAT [PU3HALM U CUMITTOMU Ha CHHApoM Ha Cushing nau HanbbOpevHa HEIOCTATBUHOCT.

HuarocpoyHa Tepanus

[TpoAbIKUTEIHATA eKCro3nLua (1eueHre UK npodunakTrka) ¢ spemerpaeHe Haa 180 gHu (6 Mecella)
W3MCKBA BHUMATEIHA OLEHKA HA ChOTHOWEHNETO MOoa3a/PHUCK Y MO Ta3W NMpUYHHA JeKapuTe TpA0Ba 1a
MMAaT NpeABHI HeoOXOAMMOCTTa OT OFpaHMuaBaHe ekcnosuuusTa Ha Bopukouason Axopadapma (8K
ToukH 4.2 u 5.1).

Hma cboOlieHna 3a ckBaMo3HOoKAeTLUeH KapuuHoM Ha kovkata (CKK) (BKAIOUMTETHO HHTPACNHTENICH
CKK in situ unu Gonect ua Bowen) BbB Bpb3Ka ¢ ABITOCpOUHa Tepanus ¢ BopukoHasodn Axopagapma.

IpH NauMeHTH ¢ TPAHCILIAHTALIMK ce ChOoOIABA 38 HEMH(EKLIMO3EH NMEPHOCTHUT ¢ TOBHILEHHU CTOYL
Ha (ayopua v ankanna Qocdaraza. Ako Npu nauueHTa ce NoaBM KoctHa Oonka H -' QHARAT,
DEHTTEHONOMHYHHK HaXO/KH, CHOTBETCTBALLN HA MEPHOCTUT, TPA0BA Aa & 0OMUCTH NPEKPAPIBALTY HY >
Bopukonaszon Akopadapma cnea My THAHCUHIIHHAPHe 00CHKAaHe. %__3 &l

2

3pUTE/IHK HEXKEJIAHW peaKkLHi

Mma cpo0LeHrs 3a NPOABIKNTE T HH 3PUTEAHH HEXKEJIaHHA PeaKuny, BKIIKOUHTEIHO 3aM &

HEBPHT Ha 3PUTE/NHHUA HEPB M nannioeaem (Bx. Touka 4.8). )
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beOpeyny HexeNnaHH peaKiuu

[Ipu TexKo GONHU NMALMEHTH, NMPOBSKIAIIH JIEYEHHE C BopukoHazon Axkopagapma, ¢ Habmogaeada
ocTpa OBOpeuHa HenocTaTEYHOCT. [latiHenTHTe, NEKYBaHW ¢ BOPHKOHA30J1, ODUKHOBCHO ¢a NEKYBaHH
€THOBPEMEHHO € HE(PPOTOKCHYHH JICKAPCTBEHH MIPOIYKTH M MMAT CBHIThTCTBALIH CHCTOSHHS, KOMTO
Morar Ja nosenart a0 noHwkena Ondpeuna GyHkums (x. Touka 4.8).

llpocnenssane Ha 6b6peunara byHKIMA
ITaupenture Tpa6Ba na 6BaaT MPOCACAABAaHN 33 pa3BUTHe Ha aOHOpMHa OBOpeuHa dyHkuMA. Tosa
3aABJDKUTEIIHO BKIIIOUBA Ta0opaTopHa OLEHKA, TIO-CITEI[HAJIHO Ha CePYMHHUA KpEaTHHHH,

lIpocaenssane va QyHKIMATA Ha MaHKpeaca

[Taupenry, ocobeHo neua, ¢ pUCKOBH (AKTOPH 32 OCTbP NAHKPEATHT (Hamp., CKOpOLUHA XMMHOTEPAIIH,
TPAHCILUIAHTALKA Ha XEMAaTonoeTHYHH CTBONOBH kineTkH [[XCK]), Tpadsa na ©baaT BHUMATEHO
HaONIOaBaHH IO BpeMe Ha jiedeHue ¢ Bopukonason Akopadapma. B Tasu kinnuuHa CHTYALIHd MOKe
ia ce OOMMCIIY MpocieispaHe Ha CepyMHATa aMMIa3a WK JMIasa.

[leqnaTpryna nonyJanus

besonacHocTra M edeKTHRHOCTTA NpW MEAWATPHYHU NALEEHTH HA BB3PACT MOJ ZIB€ TOJAHHH HE €
ycTaHoBeHa (Bk. ToukH 4.8 11 5.1). BopukoHaz0s1 e nokasaH 3a MeIMaTpPUYHH [TALHEHTH HA Bb3pacT JIBe
FOAWMHK WM NO-roneMH. B negmarpuuHata nomynauus e HaGnoaapaHa MoO-BUCOKA YeCTOTa HA
MOBHUIABAHE HA CTOHHOCTHTE Ha YepHOIPOOHUTE €H3MMHU (Bk. Touka 4.8). UepHoapoOHaTa GyHKIUA
TpsAOBa J1a ce POC/IEIABA KAKTO [IPH AEl(a, TAKA M IIPH BB3PACTHH. IlepopanHata OHOHATHYHOCT MOJKE
na Oble OrpaHHYeHA NPH NEAHATPHYHH TTALUEHTH Ha BB3pACT OT 2 A0 <12 roauHu ¢ Mamabcopbupa u

MHOFO HNCKO TCICCHO TETIIO 3a Bb3pacTTa. B TO3M Ciryvall ce NpenopbuBa HHTPABEHO3HO MPHIIOKEHHE
Ha BOPUKOHA30J1.

. CepHO3HH AepMaTONOrHYRY HEXKEeNaHH peakyy (BkmounTeaso CKK)
HecToTaTa Ha (POTOTOKCHYHHTE PEAKLIMM € [TO-BUCOKA B neauarpryHaTa nomyiaauus. Tsi Kkaro
ce ¢pobmama 3a eromomnpane keM CKK, MpH Ta3d NOMYJIAUHS OT TIAHHEHTH Ce W3HCKBAT
CTPOTH MEpKH 3a QoTozawura. [Ipu newara, KOMTO noayyaT HOTOCHCTAPABAIIHN YBPEKOAHHUS,
Hanpumep OCHKH MM edelHan, ce MpenopbuBa M30ATBAHE HA M3NAraHETO HA CIbLHLE H
HaOJIFOICHHE OT AE€PMATONIOL, TOPH M ClIEH IPEKPATABAHE HA JICYEHHUETO.

I IpodmnakTtrka
B cnyyaii Ha cBBp3aHHTE ¢ NEYEHUETO HEXKENAHH CHOHTHS (XeMmaTOTOKCHYHOCT, TEXKH KOXKHH PEaKLIUH,
BJIIOUBaIM  (poToTokcuuHOCT ¥ CKK, Texku WiM NpoIb/DKHTENHH 3pHTEHH HapylIeHHd M

[IEPHOCTHT), TPAOBa 1a ce OOMHCIM CIIMpaHe HA BOPHUKOHA30JIA yrnoTtpeda yroTpeta Ha alTepHATHBHH
AaHTUMHKOTHLIM.

Oennrond (cyderpar Ba CYP2CY 1 mommen HHavkTop Ha CYP450)

Ilpu eanoBpemeHHO mnpuiokeHue Ha (GEHUTOMH W BOPHKOHA30J1 Cc€ MNpenoprypa BHUMATEIHO
NpoOCNeAsBaHE Ha (PEHUTOMHOBHTE HUBa. EJHOBpeMeHHarta ymoTpeba Ha BOPHUKOHA30/1 U (pEHUTOUH
TpA0Ba Aa ce H30ArBa, OCBEH aKO 0/13aTa He HAJIBHLIABA PUCKa (BXK. TOUKa 4.5).

Edasupenn (manykrop pa CYP450; HHXHOUTOD 1 cyOcTpar Ha CYP3A4)

Korato BOpHKOHa30J1 Ce IPHIara elHOBPEMEHHO ¢ ehaBUpeHL, 103aTa Ha BOPHKOHA301 TpaOBa 4a ce
moevwH 1o 400 mg Ha Beeku 12 yaca, a Jo3ata Ha edasHpeHL TpaOBa na ce nonwxd a0 300 mg Ha
BCEKH 24 yaca (Bx. Touku 4.2, 4.3 u 4.5).

[ 'nacnernt (CYP3A4 cybcTpar) s
O4akea ce €THOBPEMEHHOTO IPHIIOKEHHE HA BOPHMKOHA30JI A2 TIOBHIIM MIa3MEHUTE KOHIERMILHH-HS
racaerud 1 1a yBeIMYH PHCKa OT yabiikasaHe Ha QTc (B, TOUKa 4.5). AKO ChIIBTICTRIARY T
He MOXe Jia ce U30erHe, ce Npenoprusa YecTo npocienssane na EKT . "




Huxuburopn Ha THPo3NH KuHAasa (CYPIA4 cybcTpar)

O4aKBa ce eTHOBPEMEHHOTO IPUIOKECHUE HA BODHKOHA30N1 ¢ WHXMOWTODH Ha THPO3HH KHHA34,
MeTabomusupann o CYP3A4, 13 noBMiI [IA3MEHHTE KOHUCHTPALMU Ha MHXHOUTOPa Ha TUPO3UH
KAHA3d W PUCKA OT HEXEITaHH PEeakUUH. AKO CHITbTCTBAILATA ynorpeba He MOXe Aa ce u3berte, ce
NPENopbYBaAT HAMANABAHE HA N1034Ta HA MHXWOHUTOPA Ha THPO3HH KMHA3a U BHMMATEIHO KIMHMYHO
npocnensdBade (Bx. Touka 4.5).

(Hanp. yBewT). Envorpemenno [IPHIIOKCHHC HAa BOPUKOHA301 M pudabyTun TpAOBa na ce u36GsArea,
OCBEH aKo Nnossata He HaJBUINABA PUCKA (BK. TOUYKa 4.5).

PuroHasup (Mowen MHIYKTODp Ha CYP450; uaxuburop u cyGetpat Ha CYP3A4)

EanoepeMenno npmioxenue Ha BOPHKOHA30MT H HUCKH 1034 puToHaBHp (100 mg nBa neTH JTHEBHO)
TpAOBa 1a ce H3GATBa, OCBEH aKO OLEHKATA Ha CbOTHOLICHHETO ITON33/PHCK 33 NALHEHTA He ONpaBaBa
ynoTpedarta Ha BOPUKOHA30M (BX. Touku 4.3 1 4.5).

Eseponumyc (cyGerpar na CYP3A4. cyOcTpar Ha riukonporewns P)
EnnospemenHoTO Mpunoxenune Ha BOPUKOHA30JI ¢ €BEPONMMYC He C€ IPENopPbYBA, THIl KATO ce
OYaKBa BOPUKOHA3O0I A4 HOBHILIY 3HAYHTETHO KOHICHTPAUUHTE Ha eBEpoaHMYyC. [ToHACTOALIEM HIMA

AOCTATBIHO NaHHH, 34 1A C€ HATIPABAT HPENOPBKU OTHOCHO NO3HUPAHETO B Ta3U CHTYaLMs (BK. TOUKA
4.5).

Metanon (CYP3A4 cyOcTpar)

[Ipu eanoBpeMenHO MPUIIOKCHUE ¢ BOPHKOHA3071 CE MPENOpbYBa 4eCTO NPOCNCAABAHE HA HEXKENAHHTE
PCAKLHHA H TOKCUYHOCTTA, CBLP3aHU ¢ METAZIOH, BIITKOYHTENHO yab/kaBane Ha QTc HHTEPR&Jia, ThH
KalO  CICA CAHOBPEMCHHO MPUTIOKEHHE C BOPHKOHA301 € HabnogaBaHO IMOBHINEHUE HA

TOuKa 4.5).

KpatkonelcTeauum onmuatu (CYP3 A4 cyberpar)

I'psidea na ce o6MuCIH MoHMKaRaHE Ha flo3aTa Ha aNQEeHTaHUN, eHTAHUI U APYTH KPaTKOACHCTBALIN
OMHATH CBC CXONHA HA al(eHTaHU.T CTPYKTYpa, KOMTO ce¢ meTabonusupar upes CYP3A4 (Hanp.
CY(QEHTaHMI), KOraTo ce HPHJIAraT CAHOBPEMEHHO C BOPHKOHA30J (BX. TOYKA 4.5). Twi kato
[OITY>KHBOTET Ha AJIPEHTAHII € 4-KpaTHO YABJKEH, KOTaTo aNeHTaHHI Ce IIPHIIAra e THOBPEMEHHO ¢
BOPHKOHA30J, M IIpU MyOIHKYBAHO HE3aBHCHMO NpOYYBAHE EAHOBPEMEHHOTO IIPH/IATAHE HA
BOPHKOHA30/1 ¢ (DEHTAHWSI BOIM /10 VBeIMYaBaHE Ha cpennute cToHHOCTH Ha AUCO0.00 Ha dedranu,
MOXC Ja e HeoDXomMMo wuecTo npocienspane 3a CBbP3aHHTE C ONMATH HEKETaHH peakLHH
(BKJTFOUMTENHO TTO-ITBJTO PCCITHPATOPHO NpocieasBane).

(XK. Touka 4.5),

Daykonason (CYP2C9, CYP2C19 u CYP3A4 HHXHOUTOP)
Enxospemenno npunarane na [IEPOPATIEH BOPUKOHA30,1 H Nnepopaned GIyKOHA30 BOAM IO 3HAYMMO
MoBHIIABAHE HA Chax H AUC, Ha BOPMKOHA30/1 [Py 3ApaBu AOOPOBONLM. HaMaleHaTa Hoza-tworss
HeCTOTa Ha [IpUaraHe Ha BOPUKOHA30/1 U (MTyKOHA30M, KOMTO BHxa CITHMUHHpAIIH TO
YCTaHOBeHU. [Ipenopsuurento e MPOCIICASBAHC Ha HOKENAHUTE PeaKIlUH, CBhPIaHH
4KO BOPHKOHA301 Ce mpujtara citen, iIyKoHa3001 (Bx. TOUKa 4.5),

ChAbpkaHue HA HATpPHE

To3n nekapcrBen npoaykr CBAbPAA Mo-mManko or | mmol uatpuit (23 mg) B\
HPAKTHYECKH HE CbIbPIKA HATPUIL,
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4.5 Bsaumoneiicrene ¢ apyru JMCKAPCTBEHH NPOAYKTH H APYTA GOpMH HA B3aHMOXeHcTBHe

Bopuxona3zon ce METabOMM3Upa OT U MHXMOGHPa aKTHBHOCTTA Ha uuToxXpoM P4350 uzoensumure
CYP2CI19,CYP2C9 u CYP3AA4. MHXHOMTOPH MM MHIYKTOPH Ha TE3U H30EH3UMHU MOTaT ChOTBETHO
/4 TOBHLIAT HJIH MOHHXKAT TMUIA3MEHMTE KOHICHTPALMM HA BOPHKOHA30M W HMMa BEPOSITHOCT
BOPUROHA30 14 MOBHIUH IUIA3MEHHTE KOHUEHTPAIHH HAa CyOCTaHUMH, MeTaGOIH3UpaH OT Te3U
CYP450 uzoenzumu, HO-KOHKDETHO 3a BewecTBa, METabONU3HUpaHH Ypes CYP3A4, Toii karo
BopukoHason e cunen CYP3A4 unxubutop, Buhpeky ue ysennvaBaHeTo Ha AUC e 3aBucHMO oOT
CyOcTpata (BK. Tabnuilara Mo-A01y).

3APaBY Bb3paCTHU UHAMBUIU OT MBIKKH IM0JI, H3IOJI3BAT MHOTOKPAaTHO NPHJIOKEHHE HA BOPHKOHA30]T
nepopanto B n03a 200 mg 1Ba ULTH JHEBHO 0O IOCTHMIAHE HA CTAllMOHAPHO CBCTOAHHE. Tesm
PE3YJITATH €4 PENIEBAHTHH U K'bM IPYCH NONYNAUHH H IHTHILA HA BBBEKIAHE.

BopukoHazon Tpabea ma ce 'Ipr1ara ¢ NMOBHIICHO BHHMAHHWE NP MALHEHTH, MNpHEMALIH
CRITPTCTBAIA TEpanusd, 3a KOSATO € H3BECTHO, e yaemkasa QTc uHTeppana. EanopeMeHHO
PRJTATAHE € MPOTHBOMNOKA3aHO ¥ B CIy4auTe, KOTaTo BOPHKOHA30J MOKE J1a NOBHIUH TUIA3MCHHTE
KOHUCHTPAUMH Ha CyOCTAaHIIUU, KOWTO Ce Merabonnsupar or CYP3A4 u3oeH3HMH (onpeneneHH
AHTUXUCTAMUHH, XUHHIHH, LIM3aMPHA, NUMO3H K MBabpaanR) (BXK. HO-JOITY U TouKa 4.3).

Tabauua ¢ B3ayMonelicTeus

NO-A0NY (BEAHBX JHEBHO KATO »BJ”’, 1Ba MbTH JHEBHO KaTo A, TPH ITHTH JHEBHO KATO wl A H
Heonpenenerno karo ,,HO”), Tocokara Ha cTpeskaTta 3a Beekw (hapMaKOKHHETHYEH NApaMeThp e
6azupana Ha 90% noeepuTenen MHTEPBAIT Ha FEOMETPHYHOTO CPEHO OTHOILIEHHE B PAMKHTE Ha (<),
oA (1) wiu Han (1) rpauunmre ot 80-125%, 3ee3nara (*) nokaspa JBYCTPAHHO B3aHUMOXCHCTBHE.
AUC; AUC, u AUC., IIPCACTABIIABAT TUIOIITA N0 KPHBATA B €AMH H030B HHTEPBAJl OT HYJIEBOTO
BPEME L10 BpEMETO ¢ YCTAHOBMMO H3MEPBAHE U CHOTBETHO OT HYJIEBOTO BpeMe 110 Oe3KpaiHOCT.,

B3anMogeiicteuaTa B Tadauiara ca IIPCACTABEHH B CIICAHNA pell: IIPOTHBOMOKA3AHHA, TE3H, KOUTO
MSHCKBAT afanTHPaHe Ha JI03aTa H BHMMATENHO KIHHAYHO WUIH OUOJIOrHYHO MPOCNEaiBaHe U
HAKpPas TE3H, KOUTO HAMAT 3HAYKMMO hapMaKOKHMHETHUHO B3aHUMOREUCTBUE, HO MOraT Ia OBIAT OT
KIMHHYEH HHTEPCC B Ta3H TepaneBTUYHA 061acT,

JlekapeTBeH npoaykr Biaumoneiicrene IpenopbkH 3a ¢cbBMecTHO
[Mexanuzwvm na | Cpeanm reoMerpuynn npomenn NpHJIaraHe
s3aumodeticmeue] (%)

ACTEMH30M, [M3aNPHL, Brripexy, ge He ca npoyueny, IlporuBonokazano (BIK.
MUMO3HU[, XHHHUIKH, | IOBHINEHHTE ITA3MEHMU To4ka 4.3)

TepdeHannH U uBaGpaaun KOHLIEHTpallMHY Ha Te3H

[CYP3A4 cybempamu] | MCKAPCTBEHHM MIPOJTYKTH MOTAT Aa

AOBLOAT 00 yab/KaBaHe Ha QTc
HHTCPBAJIa U B PEJIKK CJIYYAH Ha
torsades de pointes.

Kapbamasern u 6apbutypary c Bbrpeku, de He ca npoyuenn, IIpoTuBONOKAa3aHo (BiK.
NMPOALIDKUTENHO NeHCTBHE KapOamaserH U GapOuTYpaTHTE ¢ | ToUKA 4.3)
(Hanp. dhenoGapbura, OPOOBIDKHTETHO JICHCTRHE €
Medobapbutan) [moumu Bb3MOKHO 3HAYMMO 1A MOHMKAT
CYP45( unHoyKmopu/ 14a3MeHaTa KOHLUEHTPALIUA Ha
BOPHKOHA30/L.

Edasuperu (Henyxkneosunen
HHXHOUTOP Ha OGpaTHaTa
TpaHCKpunTaza) [CYP450
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unoykmop, CYP3A4 unxubumop
1 cyocmpam]
Edaeupenn 400 mg BJT,
NPHTAraH € THOBPEMEHHO ¢
BOpUKOHa3oa 200 mg gBa bty
JTHEBHO

Edasupenn 300 mg B,
NpWiIaraH eJHOBPEMEHHO ¢
BOpHKOHazon 400 mg JUT)’

. E¢paBupenn Cpay <

Edasupern Cpnax T 38%
Edasupenn AUCT T 44%
Bopuxorazon Cuax + 61%

Bopukonazon AUCT 477%

B cpaBHenue ¢ edaBupeHL
600 mg B/,

Edasupennt AUCT T 17%

B cpaBnenue ¢ popukonason

200 mg JJL,
Bopuxorazon Cpax T23%

Bopukonazon AUCt 4 7%

Ilpunarade Ha cTaHAApPTHU
0034 BOPHKOHA30JI ¢ J03H
edasupeHu (400 mg BJI win
[1O-BHCOKH) ca
NPOTHBONOKA3ZAHH(BX, TOUKA
4.3).

BopukoHazon Mmoxe 1a Obae
[PHIAraH CbBMECTHO C

e aBUPEHL], aKO
MoAabpIKaaTa 103a
BOPHKOHA30/ € IIOBHIIEHA [0
400 mg JJI u nosara Ha
e(paBUPCHILI € TIOHMKEHA [0
300 mg BA. Korato
JIEYSHHETO ¢ BOPHKOHAZ0I]
OBae crnpsaHo, TpAOBa aa ce
BB3CTAaHOBH IIbPBOHAYAIHATA
J03a Ha edaBUpeHt (BIK.

TO4YKa 4.2 u 4 .4).
Eproankanousu (namnp., Bbrpeki ue He € npoyyeHo, e ITpoTHBONOKA3aHO (BX.
€ProTaMyH H BEPOATHO BOPHKOHA30] Aa MOBULIHK | Touka 4.3)

AUXHApoeprotaMuH) [CYP3A44
cybcmpamu]

[NTA3MEHNUTE KOHLEHTPALMM Ha
epro-aJKalOuuTe H J1d JOBEAE O
€PrOTH3BM.

Jlypasuaon BhIipekn ye He e npoyuyeHo, IlpoTHBONOKa3anO (BK.
[CYP3A4 cyGerpar] ChIIECTBYBA BEPOATHOCT Touka 4.3)
BOPHKOHA30J1 3HAYHTENHO Ja
NMOBHIIY [U1A3MEHHTE
KOHLICHTpaLHH Ha JYPa3H/IOH.
Hanoxceron Bwnpexu 4e He e nmpoyyeHo, IlporaBonokazano (Bx.
[CYP3A4 cyberpar] ChLIECTBYBA BEPOSITHOCT rouka 4.3)
BOPUKOHA30/ 3HAYMTESIHO Aa
NOBHINY [TJIA3MEHHTE
KOHUECHTpALMK HA HAJTOKCET OJT.
Pudrabytru CBBMECTHO NMPHJIAraHe Ha
{mowgen CYP450 unoyxkmop] BOPHKOHA30J)1 H pupabyTHH
TpsA0Ba Ha ce n36Area, OCBEH
300 mg BJ1 BopukoHa30 Cpax d 69% aKo T10JI3aTa HE NPEBHIIABRA
Bopukounason AUCT 4 78% pucka. llonaspxamara 1o3a Ha
BOPHKOHA30J1 MOXE 11a OBle
MoBHILEeHA 10 5 mg/kg
300 mg B/1 (punosxenu CpaBHeH ¢ BopHkoHazon 200 mg | HHTpaBeHo3HO JIJI Hmu ot

CLBMECTHO ¢ BOPUKOHA30N
350 mg Ty

300 mg B
CbBMECTHO ¢

400 mg 1)’

(MpUNOKEHH
BOPUKOHAZ0M

A,

B‘DPHK{)H%UH Cma:u; ‘J/ 4%
- Bopukonazon AUCT 4 32%

Pubabytnn  Cuax T 195%

Pucdabyrun AUCt T 331%

200 mg ao 350 mg nrepopanHo
JJ1 (100 mg no 200 mg
nepopanHo /1 npu mauueHTH ¢
TETNO no-manko ot 40 kg) (k.
TOuka 4.2).

[Ipenopr4Ha ce BHEMATEIHOTO
IIPOCNIELSIBaHE

;/./:-- .';'
//
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CpaBuen ¢ BopukoHazona 200 mg

M,

Bopukonazon Cpax 1T 104%

BopukoHazon AUCT T 87%
Pugammuuusa (600 mg B/]) BopukoHazon Cpx <+ 93% IIpoTHBONOKAa3aHO (BX.
[mowgen CYP450 unoyxmop] BopukoHazon AUCT 4 96% Touka 4.3)

PuroHasup (nporeasen
HHXMOUTOP)

[mowgen CYP450 undyxmop;
CYP344 unxubumop u

cybempam]

Bucoka go3a (400 mg JI)

Hucka nosa (100 mg 1)

Puronaeup Ca v AUCT <
Bopukora30m Cuax v 66%

' Bopuxonason AUCT 4 82%

PuronaBup Coax + 25%
Putonasup AUCT 413%
Bopukonazod Ciax ¥ 24%

| Bopuxonazon AUCT 4 39%

EnHOBpeMEHHO MNpHIIOMKEHHE
Ha BOPUKOHA301 M BHCOKM
Jo3d puroHaBup (400mg wu

TTIOBEYE J11) e
POTHBOMOKA3aHO (BXK. TOUKA
4.3).

ENHOBpEeMEHHO NPIIMKEHHE HA
BOPHKOHA30J H PUTOHABHD B
HUACKH a03H {100 mg 1)
TpaAOBa na ce n30area, OCBeH
aKO OLeHKAaTa Ha
CHOTHOLUEHHETO M0133/PHCK
MTPH MallMEHTA HE ONpaBIaBa
yrnoTpedaTa Ha BOPHKOHA30JI.

XBaT KanTapuoH

[CYP450 undyxmop, undyxmop
Ha P-gp]

300 mg T (npunaranu
CbBMECTHO ¢ 400 mg equHuyHa
10338 BOPHKOHA30M1)

B HezaBucumo
MpOyYBaHe,
Bopukorazon AUCq.. ¥ 59%

NyOIHKYBaHO

IIpoTHBONOKA3aHO (BXK.
Touka 4.3)

Toneantas

Bmnpeku ue He e npoyueHo,

IlporuBonokaszano (Bik.

[CYP34 cybempam] ChbUISCTBYBA BEPOSITHOCT TOUKa 4.3)
BOPHKOHA3ON 3HAUHUTEIHO 1a
NOBHILIH IUIA3MEHNTE
KOHLIEHTPALIMK Ha TOJIBATITAH.
Bederornakc Brrpeku ue He € npoyyeHo, EAHOBPEMEHHOTO
[CYP3A cy6empam] CbHIECTBYBa BEPOSTHOCT [PHIIOKEHUE HA BOPHKOHA30/
BOPHKOHA30JT 3HAYHMO [1a [TOBHIIH | € IPOTHBOMOKA3AHO B
1a3MEHHUTE KOHUCHTPaLMH Ha Ha4yasoTo M IO BpeMe Ha
BEHETOKAKC. (razaTa Ha TUTpUpaHe Ha
| 003aTa BEHETOKIAKC (BK.
touka 4.3). Heobxoammo e
HaMaJIABAHE Ha J03aTa
BEHETOKIAKC, KAKTO € YKA3aHO
B IIPOAYKTOBATa HH(pPOPMAaLHA,
[0 BPEME Ha MPUIIOKEHHE Ha
YCTAHOBEHATa JAHEBHA /1034,
NpEenOPbYBA C€ BHUMATEHO
HaOJIFOICHHUE 33 MPU3HALM HA
TOKCHYHOCT.
OnykoHason (200 mg  B) | BopukoHazon Cow 1 57% | LloHmKaBape
[CYP2C9, CYP2C19 CYP344 BDPHKOH&SOH AUCT T 79%, YECTOTA “r
unxubumop | DayKkoHa301 Cinax HO | dayk
ENUM

Quykonazon AUCt HO
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BOPUKOHA30/1-CBbp3aHU
HeKeJJaHH — peaklHH,  aKo
BOPHKOHA30X  C€  Npwiara
HeTMOCPEACTBEHO cren
GayKOoHA30/1.

PeHUTOHH
[fCYP2C9 cybempam u moujer
CYP450 unoyxkmop]

300 mg BJ

300mg B (exnoBpeMeHHO
npuiaraHe ¢  BOPUKOHA30.]

. 400 Mg M)*

Bopukonazoa  Ciax Vo 49%
' Bopuxonazon AUCT 1 69%

DeHUTouH Coax 1 67%
' ®enutonn AUCT T 81%

Cpaeuenue ¢ sopukosazon 200 mg

HUL,
Bopukonazon Coax 1 34%

BopukoHazon AUCT T 39%

EnHOBpEeMEHHO NpHiarane Ha
BOPHKOHA30T U (PEHUTONH
TpadBa xa ce M30SrBa, OCBEH
AKO MOJ13aTa HE NPEBHILIABA
pucka. [Ipenopsuga ce
BHHUMATEMHO TIPOC/IeAsBaHe HaA
MA1a3MEeHUTE KOHUEHTPAUKH Ha
(heHUTOUH.

DeHUTOUH MOXKE J1a ¢
npuiara € HOBPEMEHHO €
BOPHKOHA30!1, aKO
noAnbprKallaTa a03a Ha
BOPMKOHA30J1 C€ MOBHLUIK 10 5
mg/kg uaTpaseHos3Ho [ uin
or 200 mg no 400 mg
nepopando JJ (100 mg ao
200 mg nepopasHo /1 npu
nateHTy ¢ Terno noa 40 kg)
(k. TOuKa 4.2).

i

Aervepsosup
[CYP209 0 CYP2CTY
HOVEIOp |

BopuKroHaszo1 Cmax 3 39%
3opuronazod AUCe: + 44%
Bopironaszod Uy v 51%

AKO ¢ 1HOBPEMCHHO
npyaarase Ha BOPHKOHa30:: ¢
JIETEPMOBUD HE MOKE Ja CC
paBerne, OpocIeaaBanTe 3a
3aryda Ha ePURKACHOCTTA HA
BOPUKOHAZ0]

I ae1ernd
[CYP3IAL cyocmpamf

BHLUBCKY de HE ¢ TPaYYEHO,
CHLLECTRYBA BEPOSITHOCT

" EOPAKOHAZ0M 14 HOBHLUN

L IAIMEHITC KOHUEHTPALHE HA
raacaerud v 1a VBEIHYE pUCKa 01
yorbikaane na Qe

AKO ChIBTCTBAATA YNOTPEDA
He MOME J1d CC U30erve, ce
NPENopPLURa UCCTO
npocieaspane Ha EKI

(BK. TOUKa 4.4)

EHN HOWTOPK HA THPOSHAH KA A
(LA, AKCUTHHED, GOCYTHHHO.

- kaDo3anTHHRO, LEPHTHHKO.
KOGHAMUCTHHEO, da0padennd,
a3 rHH0. HHIOTHHHO,
CYHHTHHHD, UOPY THHWO.
PHOOTIKIMO)

fCYP A cvhempaimi]

BLupckr ue 1e ¢ npoy4eH,
 BOPHKOHA30 MOXKE 14 NOBAIIK
IL1IMEHATC KOHIEHTPALIMKA HA
MHXHOUTOPH HA THPO3HH KMHA3A,
KOMTO C& METaDONTH3UPAaT OT
CYP3A4.

AKO ChIbTCTBALATA YIOTPeha
He MOsKe 14 ce H30erHe, ce
APETIOPhUBA HAMA/IBAHE HA
103aTa Ha HHXMOWTOpA Ha
THPO3MH KMHA3A {BIK. TOYKA
4.4)

. AHTUKOArylaHTy

Bapdapun (30 mg enuHA4HA
no3a, npuJjaraHa
eaHospeMenHo ¢ 300 mg J1/|
BOPHKOHA30.1)

[CYP2CY cyb6empam]

Jlpyru nepopanHi KyMapHHH
(Hanp., PEHNPOKYMOH,
aUeHOKYMapo)

MaKkCHMaTHOTO MMOBUIIABAHE HA
NpoTPOMOMHOBOTO BpeMe € OHIO
| IpHOSTM3HTETHO ABYKPATHO.

Bbnpeku 4e He € TMpOy4e€HO,
. BOPHKOHA30J1 MOXE€ Ja TOBHIIH
[U1a3MEHHTE KOHLUEHTpauuu Ha

[IpennopbuBa ¢€ BHUMATEIIHO
MPOCIEIBAHE Ha
MPOTPOMOHHOBOTO BpEME HIH

IPYrA NOAX009

KyMapHHHTE, KOETO MOXe /a
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[CYP2CY u CYP3A4 NPENU3BHKA  YAb/DKABAHE  HA
cybempamu] [MPOTPOMOKHHOBOTO BpeMe.
Heakxadrop Brrpexu ue He e npoyueno, uma | IIpenopbusa ce HaMaIABaHe Ha
[CYP3A4 cybempam] BEPOATHOCT BOPHKOHA3O 14 J03ata uBakagTop.
MOBULLH IUTA3MEHHTE
KOHLCHTpalMH HA UBaKaTOp C
| PMCK OT yBeJIHYaBaHE HA
HEXKEJIAHUTE PEaKIIHU.
benzoauazernmuuu Tpabea na ce obMucn
[CYP3A4 cyvbecmpamu] MOHW)KABAHE Ha J103aTa Ha

Mugazonam (0,05 mg/kg
I.V. EIHHUYHA 1034)

Mugazonam (7,5 mg
NEePOPaAIHO eAMHUYHA
no03a)

ApyrH 6ed3oanazenuuy
(Hanp. Tpuasonam,

B HezaBucuMO my6itHKyBaHO
IIPOYyUBaHE,
Munazonam AUCOpo, T 3,7 IBTH

B HeszaBHcHMO nyOaukyBaHO

| IPOYYBaHE,

Muzazonam Cra T 3.8 nuTH
Munasonam AUCo T 10,3 meTH

Brrnpexu 4e He e mpoyueHo,
CBLIECTBYBA BEPOSATHOCT

DeH30MHA3EeIMHHATE.

aInpasoiam) BOPUKOHA301 14 TIOBHLUH

MUIa3MEHHTE KOHUEHTPALIMH Ha
OpYTH OEH30AHAZENTHHUTE, KOMTO
ce metabonusupat or CYP3A4 u
BOJAT A0 YABKABAHE HA
CEJaTUBHHA eeKT.

HMyHocynpecopu

[CYP3A4 cybecmpamu]

Cuponumyc (2 mg eauHNYHa
J1033)

Eseponumyc
[evgo PgP cybempam]

Huknocnopuu (npy crabuinu
peuunueHTH ¢ 6v0peuna
TPAHCTINIAHTALMY,
MONyYaBally OPOIB/DKHTENHA
HHKIIOCTIOPHHOBA TEPAIIH )

B HesaBHcumo my6nrKyBaHo
APOYYBAaHE

CupomumMyc Cax T 6,6-mbTH
Cuponumyc AUCp..o T 11 opTH

Benpexy ue He e npoyyeno,
CBHUIECTBYBA BEPOATHOCT
BOPHKOHA30]T 3HAYMTETHO 1A
[MOBHIIH IUTA3MEHHUTE
KOHLIEHTPAIIMH Ha €BEPOITHMY

LHuknocnoput Cua T 13%
[Muxnocnopun AUCT T 70%

CBBMECTHO NMpHJIara’e Ha

BOPHKOHA3011 H CHPOIIHUMYC €
NPOTHBONMOKA3AH0 (BX. TOYKa

4.3).

EQHOBPEMEHHOTO
IPHIOKEHHE HA BOPHKOHA30I
H €BEPOJTHMYC HE €
NPENOPBbYUTENHO, ThH KATO Ce
OYaKBa BOPHMKOHA30]I
JANOBHUIIHA 3HAYHUTETHO
KOHLEHTPAIIUUTE Ha
€BEPONHMYC (BK. ToOuka 4.4).

[Ipu 3anoypaHe Ha neyeHueE ¢
BOPHKOHA30J [IPH MallHeHTH,
HAa KOWUTO BEYE Ce MpHMiara
LHHKJIOCITOPHH, C€ NIPenopbrYBa
7103aTa Ha IUKJIOCHIOPHH Ja ce
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HA BOPHKOHA3OII, HUBATA HA
LIMKJIOCHOPHH TpAOBa Ja ce
pOCIeasiBaT BHHMATEIHO U
N03aTa 13 e NOBUIIIH,
KOJIKOTO € HEOOXOANMO.

Taxponumyc (0,1 mg/ke Takponumyc Cumax T 117% [Ipu 3amouBanHe Ha eUeHHe ¢
COUHHYHA 1034) Takponumyc AUC, T 221% BOPHKOHA30/t NPH MTAIMEHTH,
Ha KOUTO BeYe ¢e Ipuaara
TAKPOIUMYC, CE€ NPENnopbYyBa
103aTa Ha TAKPOITUMYC Ja ce
HAMAaIH 10 €OHA TPETA OT
ITBPBOHAYAMHATA /1034 H
HHUBAaTA HA TaAKPOJIHMYC
BHHUMATEJIHO /1A Ce
npociaendapat. [lopHineHuTe
CTOHHOCTH HA TaKPOJIUMYC Ce
CBBLP3BAT C HE(PPOTOKCHIHOCT.
I Ipy npekpaTaBaHe HA IpHeMa
Ha BOPHMKOHA30J1, HUBATA Ha
TaKPOJHUMYC TpsAOBa Aa ce
IPOCAeHsABAT BHUMATEIHO U
003ara Aa ce MOBUILLH,

KOJIKOTO € HeoOX0oauMo.,

OIMHATH C MPOAB/DKHTEIHO B nesaprcuMo nmyGiiakyBano Tpsbea na ce oOMucIM
OEHCTBHE MPOYYBAHE HaMajlsaBaHe Ha J103aTa Ha
[CYP3A4 cybempamu] OkcHKOIOH Canax T 1,7116TH OKCHKOOOH H APYTH
Oxcuxonon AUCp. T 3,6-1pTH ABJArOACHCTBALIH OTIOK]IH,
OxkcHkonoH (10 mg eamenyHa META0OTU3HPaHH Upe3
n03a) CYP3A4

(Hamp., XuapokoaoH). Moske
Ia e HeoOXOIUMO YeCTo
NpocaeasBaHe Ha OIoHI-
CBbP3aHHUTE HEXKETaHH

peaxkLmy.
Metanon (32-100 mg B/) R-MeTtanon (aktheeH) Cnax T31% Ipenoppbuba ce yecTo
[CYP3A4 cybempam] R-MeTanon (aktHseH) NPOCACAABaHe 3a HEXESIaHH
AUCT T 47%, PEaKIMH H TOKCUYHOCT,
S-meTanoH Coax T 65% CBBP3aHH C METAZOH,
S- metanod AUCt T 103% BIJIIOUMTETHO YAbJIJKaBaHe Ha

QT unreprana. Moxe nae
HeOOXOAMMO HaMAaTIBaHe HA
103aTa HA METAIOH.

Hecreponauu
NMPOTUBOBb3INAIUTEHH
JIEKapCTBEHHU NPOIYKTH
(HCIIBC)
[CYP2CY cybempamu]
[lpenopbuba ce 4ecTo
H6ynpogen (400 mg S-ubynpoder Cmax T 20% MPOCAEIABALS AT RONRE
CAWHMYHA 1032) S-ubynpoden AUCo T 100% PCaKUHH -'
CBbp3aHi oF 2o
Anknodenax (50 mg Iuknodenak Coa T 114% ¢ HeOOXOIPOAINY
€IMHUYHA [03a)  Muknodenak AUCo T 78% ,1103::11*
Omenpazon (40 mg B,I[)* Omenpaszon Crax T 116% He ce 1\
[CYP2C19 unxubumop, Omenpazon AUCt T 280% Ha N03aTYQHA BORHUKOH;
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CYP2CI9u CYP3A44
cybempam]

. Ja ObpAaT UHXUOHPAHH OT

 JICKapCTBEHH MPOJIYKTH,

Boprkonazost Cuax T 15%
Bopukonazon AUCT T 41%

Apyry uHxubuTopy Ha
NPOTOHHATA NOMII4, KOHTO ¢a
CYP2C19 cyGerpatu morar comio

BOPHKOHA30J U TOBA MOXKE 114
AOBeAe 10 NOBHIUEHH IL1A3MEHU
KOHUEHTPAIHX Ha Te3M

IIpn 3anousane Ha jieueHHe C
BOPHKOHA30J [IPH NMTAHHEHTH,
KOUTO BEYE NMPHEMT
oMernpason B 1034 40 mg wiH
[TOBEYE, CE IIPEenopPbYBa 103aTa
Ha OMENpas3on Aa Onjae
HaMaJIeHa HaNoJIOBHHA.

[Tepopanuu konrpauerntasy’
[CYP3A44 cybempam; CYP2C19
unxubumop]

Hoperucrepon/

CTHHHAECTPAIHO
(1 mg/0,035 mg BJT)

Etnaunectpanmnon Cua T 36%
Erununecrpanuon AUCT T 61%
Hopetuctepor Crax T 15%
Hoperucrepon AUCT T 53%
Bopukonazon Crax T 14%
Bopuxkonaszon AUCt T 46%

I IpenopbuBa ce npociensasade
32 HEXKEJIAHM JIEKAPCTBEHH
pPEaKLMH, CRBP3aHH C
NEePOPATHUTE KOHTPALICIITUBH,
B NOMMBJTHEHHE KBEM TE3H HA
BOPHUKOHA301.

Onuartu ¢ KPaTKOCPOUHO
IEHCTBHE
[CYP3A4 cybempamu]

Andenranun (20 pg/kg
COHHHUYHA 1032, [TpUIaraHa
CIHOBPEMEHHO C HAJIOKCOH)

PenTanun (5 ug/kg eannuna
a03a)

B neszaBHcuMO nybnuxyBaHo
[IPOYYBaHE
Andernranun AUCp.., T 6 roH

B nezaBucHMO ny6GaukyBaHo
[IPpOyYBaHe
®entanwt AUCo.. T 1,34 meTH

TpsbBa ga ce oOMHECH
[MIOHWXKABAHE HA J03aTa Ha
A)EHTAHUI, PEHTAHWUI H
APYTH OBP30ACHCTRAIIN
OIIOHH, OAO0HH 10
CTPYKTYpPA HA aJpeHTaHUII H
meTabonuzupanu ot CYP3A4
(Hamp., cyndeHTaHm).
Iipenoprusa ce
MPOABIDKUTETHO H YECTO
IpocCieasBaHe 3a
pecrMpaTopHa ASNPecH U
APYTH OIOH-CREP3aHH
HE)KEJIAHH PEaKIUH.

CraTuHH (Hanp., JIOBacTaTHH)

{CYP3A4 cybempamu]

- IPOYYCHO, BEPOATHO BOPHKOHA3ZO0J

- CYP3A4 u moxxe na nosene 1o

Brripexwu, ue He e KAMHUHYHO

NOBUIIABA MJIA3MEHUTE
KOHLEHTPaLUH Ha CTATHHHTE,
KOWTO C€ MeTaboIH3upaT ot

AKO CBITBTCTBALLIOTO
MPUIOKEHHE HA BOPHKOHA30
ChC CTATHHH, KOUTO CE
meTaboau3upar ot CYP3 A4,
HE MOXe jla ce u3berHe,
TpsaOBa Aa ce oOMucIU

pabaoMHOIH3A. MOHI)KABAHE HA N034Ta Ha
CTATHHHTE.
Cyndanunypeitnu [IPOOYKTH Brnpexy, ye He e npoyueHo, [IpenopbuBa ce BHHMATETHO

(Hamp., TonGyTaMu, TKIU3UL,
raudypumI)

BEPOATHO BOPHKOHA30 MOBULLIABA
[JTA3MEHUTE KOHLICHTpPAllHd HA

[IPOCHENABAHE HA IJIIOKO34Ta B
KpBsBTa. Tpsibea aa ce obMucu

[CYP2CY cybempamu] CyAQaHUNypeiiHUTE NPOAYKTA W | MOHMPKABRHE HA 7103aTa  Ha
MPUYHHABA XHIIOMIMKEMHSL. CYNpaHHUNypeHHHTE
JICKaPCTBEHH MPOAYKTH.
BuHka ankanounu (Hamnp., Borpekn, uye He e npoyueno| Tpabea nma ce  obmucid

BUHKPHUCTHH H BUHONACTHH)
[CYP344 cybempamu]

HEBPOTOKCHYHOCT,

BCPOATHO BOPHKOHA30JI HOBHIIIARA
NMNTAa3MECHUTE KOHUEHTPALUHH Ha
BHHKA QAJIKATIOHAWTE M Ja BOAW OO

NNOHHWXKABAHE Ha A03ara Ha
BHHKa aJIK&JTOHAHTE.,

Hpyrn HIV nporteazuu
MHXUOUTOpHU (Hamp.,
CAKBHHABMP, aMIIpEHaBUD H

" n
HeJI(QHUHABHP) meTabonuzma na HIV JIEKapPCTBRHETOK
[CYP3A4 cybempamu u | IPOTEA3HNUTE HHXUOUTOPH H W/UAH Y '
urxubumopu] METabO0IM3Ma HA BOPHKOHA3OJ OT

He € npoyueHo knunuuHo. I vitro
NPOYYBAHHS MOKA3BAT, U
BOPHKOHA30/1 MOXKE [1a HHXHOHpa

m
™,

Moxe na ; e, :

BHUMATE ( KapG t{ Mo NS

I - -1j ..l:"'-: # 1 I ] - I

BCAKAKEB
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CBOA CTpaHa MOXKe aa Obie
uHxuOupan ot HIV nporeazuure

. MHXUOHUTOPH.

Ia e HeoOXOOHMO aJanTHpaHe
Ha J03ara.

Hpyru HEHYKN€03UuIHH
uHxnbKHTOPH Ha oOpaTHaTA

. He ca npoyyeHH xiHHWYHO. In
| Vifro IPOyYBAHMS TIOKA3BAT, Y€

Moke Ja ¢e HAJIQKH
BHUMATEITHO ITPOC/ICAsABAHE 32

TpaHckpunTasa (NNRTIs) - META0OJHM3MBT HA BOPHUKOHA30]1 BCIKAKBH NPOABH HA
(Hanp. OenaBHPIHH, ' MOske 113 Obie HHXHOMpAH oT JIEKapCTBEHA TOKCHYHOCT
HEBUPANHH)* - NNRTIs 1 BOPHKOHA30/ MOKe Ja | /WK JIMNCa Ha e(pUKACHOCT K
[CYP3A44 cybempamu, - UHXHOUpa MeTaboIM3Ma Ha MOJe /14 € Heobxoauma
unxubumopu wiu CYP450 ' NNRTIs. JTaunuTe 32 eexra Ha KOPEKIIHA Ha J03aTa.
unoyxmopu] " e(DaBUPEHII BLPXY BOPHKOHA3OI
[PSANONIAraT, 4¢ MeTa00JIH3MBT
Ha BOPHUKOHA30JI MOXE Na Obae
unayuupan oT NNRTls.
TpeTHOMH Brripexu ue He € IpoyyeHo, [IpernopruBa ce KOpUTHpaHe
[CYP3A4 cybeTpar BOPUKOHA30J1 MOKE J1a [TOBULLIH Ha J03aTa TPETUHOMUH 10
KOHLIEHTPALHUTE HA TPETHHOWH H | BpeMe Ha JISYEHHUETO ¢
14 YBEIIHUYH PUCKA OT HEXKENAHH BOPHKOHA30J H CIEM HETOBOTO
peakiMH (Ncesa0TyMoOp HepeOpH, | INpeKpaTABaHe.
XUTIEPKAILHECMHSA ).
Humetuaun (400 mg 1) Boprikona3zosr Cuax T 18% Hsma KopekwHH Ha 103aTta
[ HEC"E?W@HWH CYP450 Bopuxonazon AUCT T 23%
UHXUOUMOP, NOGUILABALY
cmomauinomo pHj
HUroxcun (0,25 mg B) | JIMrOKCHRB Crax < Hsma kopeKiMHi Ha 1034714
[cyocmpam na P-gp] Huroxkcun AUCT <>
HNuunasup (800 mg TJ) HuanHaup Chax < Hsma kopekiy Ha ao3arta
[CYP3A4 uquéumop 17 HHﬂHHaBHp AUCT &
cybempam] BopukoHazon Cuax <
Bopukowazon AUCT «
MakponuaHid aHTHOROTHLIH Hama kopekuuu Ha ao3ara
Epurpomunus (1 g J1JT) BopukoHazon Chnax and AUCT <«
[CYP3A4 unxubumop]
AsutpoMuuMH (500 mg BT} | Bopukonazon Cpnax and AUCT «»

EdeKkTbT Ha BOPUKOHA30J1, KAKTO
BbPXY EPHTPOMHLMH, TaKa U
BBPXY a3UTPOMHULIMH He e
H3BECTEH.

MukogeHonoBa kucenmHa (1 g
EAAHHYHA 3034)
{eyocmpam na UDP aniokoponun

mpancgepazal

Mukodenonosa kucenuHa Cpax <

Mukodpenonora kucemuna AUC
R

Hama kopeKUWd Ha go3arta

Koprukocrepouin
[Ipeanuzonon (60 mg equHHYHA
03a)

[CYP3A4 cybecmpam]

[TpenuuzonoH Cax T 11%
IMpennuzonon AUC). T 34%

Hsima KOpeKIMH Ha Jo3arta

[TaupeHTHTE, NOMYYaBaLIH
JBJITOCPOYHO JICUEHHE C
BOPHKOHA3@F .
I{GI;THH S 0
(BRITIOPMS
KOPTHKQE
Oynejbrs
KOPT
ce mpoRgE BT BHUME

- - L)
i T hagh, B -

el -
.‘!.,_1 "14: *t_‘: :I.I C . .
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3a JMCPYHKLMA Ha
HanOBOpEeUHIA KOPTEKC KaKTO
Mo BpeMe Ha, TaKa U IIPH
peKpaTABAaHE Ha JIEUCHHETO C
BOPHKOHA30J1 (Bx. ToUKa 4.4).

Panuruoux (150 mg J1J1) Bopukonazon Cpaux 1 AUCT « HsmMa kopexkiHy Ha J103aTa
[noeuwasa cmomauinomo pH/

4.6 DepruimreT, OPEMEHHOCT H KbpPMEHE

bpeMeHHOCT
Hama poctaThuHO naHHHU 3a ynotpebara Ha BoprkoHazon AxkopadapMa npH OpeMEHHH XKeHHU.

[TpoyuBaHUATA MPH JKHBOTHH [10KA3BAT PENPOLYKTHBHA TOKCHYHOCT (BK. TOUKa 5.3). [IOTCHIIMaNHMAT
PHCK MPH X0pa € HEH3BECTEH,

Bopuxonazon Axkopadapma He TpsaGisa Aa ce MpHIara 1o BpemMe Ha GPEMEHHOCT, OCBEH aKo MO3aTa INpu
MaiKkaTa KaTErOPHYHO HAABUILABA NOTEHIHAIHHUA PHCK 3a TUIOJA.

JKeHu B eTeponHa Bb3pacT

KeHu B HeTepoaHa BB3pacT TPAOBa BHHATH JIa M3MOA3BAT €(PEKTHBHA KOHTPALICOIMA IO BpeMe Ha
NIeYCHHE,

KLpMene

ExckpeumsTa Ha BOPMKOHA307 B KLPMaTa He ¢ uicieapaHa. KopMmeHnero Tpabpa aa Obae mpekpaTeHo
(P4 3aM04YBaHe HA JieueHUe ¢ BopukoHazon Akopadapma.

bepTUnureT

[Ipu npoyuBaHe BEPXY »KUBOTHH HE € YCTAHOBEHO YBpEKAaHe HA (DepTHWIMTETA TIPH MBKKH M XKCHCKH
[UIBEXOBE (B, TOUKA 3.3).

4.7 EdexkTH BLpXY cnocobHOCTTA 32 modupane 1 padoTa ¢ MANTHHH

Bopukonaszon AkopadapMa uMa yMepeHO BIHAHHE BBHPXY CHOCOOHOCTTa 3a WwodupaHe ¥ pabora ¢
MallMHK. TOH MOXe Ja NpUYMHHU OPEXOJHH H ODpaTHMH TMPOMEHH B 3PCHHCTO, BKJIKOYMHUTEIHO
3AMBITICHO BIPKIAHE, NPOMEHEHU/3ACHIICHH 3PUTENHY BBE3NpUATHA WunH gorododus. JJokaTto uMar

TaKMBa CUMIITOMY, [IAIMEHTUTE TPsAOBa Aa W30ArBaT MOTEHIMANHO PUCKOBH 3aJadH, KaTo ogupaHe
WK paboTa ¢ MallluHH,

4.8 Hexenasnn ieKapcTBeHH PeaAKIIHH

Pe3ioMe Ha npoduna Ha 0e3010acHOCT
[TpodnbT Ha 6e30MacHOCT HA BOPHUKOHA30I [IPK BB3PACcTHH C€ OCHOBABa Ha HHTerpypaHa 0asa JaHHK
3a BesonacHocT npu noseue oT 2 000 nuna (erxuountenHo 1 603 pb3pacTHH MAUKEHTH B TEPAIICBTHYHH
MPOYYBAHUA U AOMBLJIHHTEIHO ouie 270 Bb3pacTHH B MpoduNakTHHUHM H3NMATBAHUA. Te NpeacTaB/IaBaT
XeTepPOreHHa MMOMyJIAauMs, BKIIOUYHTENHO MAUWEHTH ¢ MAJMTHEHH XEeMAaTONMOrHUHM 3aboMndaBaHuA,
nHpekTupanu ¢ HIV manuenTty ¢ esodareansa KaHIHAO3a WM pepakTepHE MHKOTHYHMHRETRIY,
He-HEYTPOTICHHYHH IMAIIMeHTH C KaHAWASMHS WK acTepruyiosa H 30paBH J00pOBOILEY ‘sg\‘\w }7;

Haii-yecto c¢bOOLIABAHHTE HEXKEJAHU peakuMd ca: 3PHTEIHO YBPEKIAaHE, DEK

NOBpBUIaHe, rageHe, quapus, rnapodonue, nepudepeH oTokx, abHOPMHU YepHOAPY %l

M3CIEABAHHS, PECIIMPATOpeH AHCTpec H abaoMuHanHa Soka. A
<
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TexecTTa Ha HeXeNIAHUTE peakUMH Karo uano ¢ 6una aeka oo ymepena. [lpy aHanuza Ha NaHHMTE 3a
6¢30NacHOCT He ¢a YCTAHOBEHM KJIMHUYHO 3HAYMMY Pas/InyMs, CBbP3aHH ¢ BR3PACTTA, PAacaTa Uil Moa.

TabauyHO NpeAcTaBAHE HA HEXKETAHUTE PeakKIUH

KaTo ce WMa mpenpHa, 4e MoBede OT MIPOyYBAHHMATZ ca OWIM OTKpWUTH, B Tabiaduara Mo-A0dy ca
BIJIFOYEHH BCUYKH HEXENAHHU peakUMd ¢ TNpHYHHHO-CACACTBEHA Bpb3Ka MW ca H30OpPOEHH TeXHHTE
KaTeropuy no yecrora npH 1 373 Bw3pacTHH, oT TepaneBTrnuHuTe (1 603) U npodunakruunure (270)
COOPHH MPOYYBAHMS, CIIOPE]] CHCTEMO-OpraHHaTa KilacupHuKanus.

YecroTara e npeacraBeHa kakTo ciejipa: MHOro YecTu (=1/10), uectd (21/100 mo <1/10), neuectn (=21/1

000 mo <1/100), peaxu (=1/10 000 1o <1/1 000) , Mmuoro peaxu {(<1/10 000), ¢ Hen3BecTHA YecToTa (OT
HaJIMYHHTE NaHHW HE MOJKE Ja ObJe HamnpaBeHa OLeHKa).

I1Ipu BCAKO rpylHpaHe B 3aBUCUMOCT OT YECTOTATA, HEXKEIAHHTE JIEKAPCTBEHH PEAKIIHU C& H3OpOARAT B
HH3XOA1, pel IT0 OTHOLUECHHUE Ha TAXHATE CEPHOIHOCT.

Hexenanu ekapcTBeHH peakliyi, CboOIABaHH NPH JIKLA, NIONYYaBali BOPHKOHAZOM:

CHcteMo- Mmuoro Yecer1u HeuectH Penkn C Hens3BecTHA
OpPraHeH KJac¢ | JYeCTH >1/100 no <1/10 >1/1 000 go <1/100 | >1/10 000 g0 | wecTOTA
>1/10 <1/1 000 (OT HAJHYHHTE

JAHHM He MOKe
aa Obae
HanpaBeHa
OLICHKA)

Hudekunn wu CUHY3HT ricesaomMeMopa-

NH(peCTalUH HO3EH KOJIUT

Heonnaszmu — CKBaMO3HO-

I00poKavecT- KIETHYEH

BEHH, KapLUHOM *

3JTOKAYeCT- ( BKJIKOUMTEITHO

BEHH H HHTpaenuTe/lex

HEONpPeACICHH CKK in situ i

(BKJI. KHCTH H Sonect Ha

MOJIHTIH ) Bowen)

Hapymenus arpasyouuTosal, KOCTHOMO3BYHA IHCEMHHHpaHa

HAa KpPBBTA U NAHLMTOMNCHHA, HEIOCTATHYHOCT, BbTPEChI0BA

nuMHaTa TpoMOOIIUTONEHHA”, | aumbaneHonaTus, KOATYJIALIHs]

CHUCTEMA JICBKOMIEHHS, AHEMHA | e03MHODHIIHA

Hapyienus CBPBXYYBCTBHUTEII- aHa(pHUIaKTO-

Ha MMYHHaTa HOCT MAHA PEeaKLHs

CHCTEMA

Hapymenus aiPEHOKOPTHKAIHA XHIIEPTHPEOU-

Ha HEXOCTATHRUHOCT, JU3BM

EHIAOKPUHHATA XHIMOTHPEOUTUIBM

CHCTEMa

HapyuieHus nepudepeH XUNOTTTUKEMUA,

Ha OTOK XUMOKATHEMHA,

MeTaboaMu3IMa XUMOHATPHEMUS

K XPAHEHETO
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CHeTeMo- Muoro Yeern HedecTn Peaxu C HeHn3BeCcTHA
OPraHeH KJjac | YecTu >1/100 10 <1/10 >1/1 000 no <1/100 | >1/10 000 g0 | yecTOTA
>1/10 <1/1 000 (0T HATMYHHTE
JAHHHA HE MOXKe
aa Onjae
HAanpaBeHA
OUI€HKA)
[leuxuunu Oenpecud,
HAPYUIEHHA XaTHOUMHALIHHA,
TPEBOKHOCT,
Oe3cbHue, BB30OYNa,
CBCTOSHHE Ha
00BpKaHOCT
Hapyuenus rmaBo0O/IMe | KOHBYJICHHM, CHHKOIL, | MO3BYEH OTOK, | yepHOoApoOHA
Ha HepBHAaTa TPEMOP, eHuedanonarug®, eHuedanonarus,
CHCTEMA XHIEPTOHYC’, eKCTparTHPaMHIHO CHHIAPOM Ha
MapeCTE3UH, HapyIlIeHHUE’, Guillain-Barre,
COMHOJ/IEHTHOCT, nepudepHa HHCTAr'bM
3aMasHOCT HEBPOMAaTHA,
aTaKCH4,
XHIIOLCTE3M,
JHCTEY3HS
Hapyuienus 3PHTENHO KPbBOH3.THE B HapylIeHHE Ha aTpodus Ha
HA OYHTE yBpexkaane® | peruHara 3PUTENHNUS HEPB', 3PHTEITHUS
anwIapeH eaem’, HEpPB, METHHHH
OKYJIOTHpYyCHA Ha pOTOBMIIATA
KpU3a, JUIJIONHA,
CKJIEpHT, Onedaput
HapyrieHus HaMalcHHE Ha ClyXa,
Ha YXOTO H BEPTUIO, LUYM B
NA0OUPHHTA YILHTE
CopaeyHH HaaKaMepHa KaMEPHO MbXACHE, torsades de
HapyuIeHUS APHTMHA, KaMEpHH pointes, TbJIeH
TAXUKapPIMA, CKCTPaCHCTOJIH, aTpUOBEHTPH-
Opaaukapaus KaMepHa KynapeH OJI0K,
TaXHKaPIHs, beapeH 010K,
Y AbJIKEH HOOAJIEH PHTHM
QT-uHTepBan B
€IIEKTPOKapaAHO-
rpamara,
HaJKaMepHa
TaXUKapIus
CvHoBu XUOOTOHUS, puebutr | TpoMObodaedur,
HapylIeHHUS NUMQAHTUT
PecnimpaTtop- | pecnupato- OCTBP pecnMpaToper
HH, TPLAHU M | PeH JUCTpec’ | MHCTPEec-CHHAPOM,
Me/THacTH- OenoapodeH oToK
HaJIHH
HapylIeHU
CroMalto- AMAPHS, XCHINT, OUCTIENICHUA, | MTEPHUTOHHT,
YpeBHH MOBPBILAHE, | KOHCTUIALMA, NaHKPEeaTHT, OTOK Ha
HAPYWICHHA adnomMyuan- THHIHBUT €3HKa, AYOACHHT,
Ha Oonka, raCTPOEHTEPHT,
ragcHe TJIOCUT
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Cucremo- Mmuoro YecTH HedyecTH Peakn C HensBecTHA
OpraHeH KJacC | YeCTH >1/100 no <1/10 >1/1 000 xo <1/100 =>1/10 000 a0 | 4ecToTAa
>1/10 <1/1 000 (0T HAJIHYHHTE
ARHHH HE MOKE
aa dnae
HANpABeHA
OIIEHKA)
XemartoOunu- | abHOpMHH JKbJITEHHLA, qepHOApOOHa
ApPHH YEPHOAPOOHH | XONEeCTATHUHA HEJ10CTATHYHOCT,
HApPYLLIEHUS (PYHKUHMOHAJI- | KBJATEHULA, XEeIaToMeranns,
HH TECTOBE XernaTur'’ XONEUUCTHT,
XOJICTIUTHA3A
Hapymenus o6pHE ekcQoIUaTHBEH CHUHAPOM Ha Stevens- | TOKCHUYHA KOXKEH TYITYC
HAa KOXKaTa W AepMaTur, anoneuus, | Johnson®, enUAEpPMAaTHA epuTeMaroacc*,
MOAKOKHATA MaKYyJIONaITyJ 03¢ (pOTOTOKCHYHOCT, HEKpOIK3a®, eean®,
ThKaH 0OpHB, NIPYPHTYC, Ny pIIypa, yPTUKApHs, | JEKapCcTBEeHA NEHTUro™*
EPHUTEM allepruydeH peakLuus ¢
OePMAaTHT, CO3UHODITHA H
TIAITYJI03€H 00puB, CHCTEMHHU
MaKyJ03eH OOpHB, CHMITTOMH
eK3eEMa (DRESS)?,
aHTHOEIEM,
AKTHHHYHA
kepaTo3a®,
ceBACTIOPOHU-
pHs, epUTeMa
MYITTH(HOPME,
NCOPHA3HUC,
(hUKCcHpaH
JICKapCTBEH
oOpuB
Hapymenus Gonka B repda apTpUT [EPUOCTHT ™
HAa MYCKYJTHO-
CKENEeTHATa
CUCTCMA H
CHECAMHUTEN-
HATA THKaH
Hapymenus ocTpa 6bbpeuHa OLOpeuHa TyOynHa
Ha OB0penHTe HEJOCTATbUHOCT, HEKPO3a,
U MUKOYHRHTE XeMaTypHs [POTEUHYPHS,
IIbTHLLA HeppuT
OO0 MUPEKCHS 'pBAHA DONKA, OTOK | peaKUus HA MACTOTO
HapyLIeHHs K Ha JILeTo’ ., Ha WHDY3UATA,
edeKkTy Ha ACTEHUS, CTYIeHH TpUnonoAoc0HO
MSACTOTO HA TPBIIKU 3abosipaHe
NPHIIOIKEHHE
H3cnenBanus NOBHUIIEH KPEATUHUH | MOBUIIECHA YPes B

B KPBBTA

KpPBBTa, MOBULICH
XOJIECTEPOI B KPBhBTA

%
HJIP, yctaHOBEHH B HOCTMAPKETHHTOBHS EPHOT

' BiunouBa (eGpunia HEYTPONEHHA H HEY TPOIISHHAS.

* BKIIFOUBa HMYHHA TPOMOOLMTONEHHYHA Ty PITYpa.

° BK/IIOYBa BpaTHA PUTHAHOCT H TETAHUS.

4
BrroyuBa XMNOKCHYHO-HCXeMKWYHA eHuedanonaTisa 1 MeTaBoMuTHa eHuedanona

> BRITIOUBA aKATH3UA U NIAPKHHCOHM3IBM.
6 1%
Bak. naparpad ,,3putennu yepexxaanns” B Touka 4.8,
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" TpoaAbAKHTENEH HEBPHT Ha ONTHUHHKA HEPB ¢€ ChOOINABa B NOCTMAPKETHHIOBHA NCPHOA. Bsx.
Touka 4.4.

® Bik. toqka 4.4,

? Bkroupa AUCMHEA M AUCTIHES NPH (PU3HUECKO YCHIIHE,

10 BknouBa MeKapCTBEHO-UHAYUHPAHO YepHOAPOOHO YBPEKAaHe, TOKCHYCH XETaTHT,
XenaToLeNyJapHO YBPEXKIAHE B XeTaTOTOKCHUHOCT.

'l Briitousa nepuopOHTAlIEH OTOK, 0TOK Ha YCTHHTE K OTOK HA yCTaTa.

OnucaHue HA H30paHKN HEXKENaHN PEaKny

Ipumeanu yepescoan s

B yCNOBHATA HAa KAMHHYHH W3MMTBAHWSA 3PUTENHMTE YBpEXkAaHHs (BKIOMBA 3aMBIJICHO 3PEHUC,
doTohobna, XAOPOICHs, XPOMATONCHA, LUBETHA CJIENOTA, UMAHONCHA, 3PUTENHO HAPYLHCHHEC, BIKAARE
HA OPEO;IM OKOJO CBETIMHHM H3TOUHWLM, HOLLHA CRENOTa, OCUHNOICHA, GOTONCHE, CUAHTHITHPALLL
CKOTOM, HAMANEHa 3PUTE/IHA OCTPOTa, SPKO BWKAAHE, AeeKT B 3PHUTEIHOTO TMONE, MBTHHHW B
CTBKIOBHAHOTO TAJIO M KCAHTOMNCHS) NPHU BOPHKOHA30/1 €8 MHOTO YECTH. €31 3PUTEITHH yBPEHKAAHHUA
ca 61N NPEXOAHN M HAMTBIHO 00paTHMH, KATO MHO3HHCTBOTO OT TAX Ca MPeMHHABAIH CMOHTAHHO B
pamkute Ha 60 MHHYTH U He ca Ouad HabNKIABaHH KJIWHHYHO 3HAYHMH IBArOTPANHU 3PHTENHH
eexti. MMa naHHu 3a orcnabeaHe 1a Te3n edeKTH NpH MHOFOKPATHO NMPHIOKCHHE Ha BOPHKOHA3O.
3pUTENHNTE YBPEIKIAHUS [0 IPUHLKMN ca OHIN JIeKY, PAAKO Ca BOAKHIIH A0 NTPEKPATABAHE Ha JICHCHHCTO
H He ca DWW CBBP3aHK C ABJIFOTPARHU MOCTEACTBHA. 3PHTE/THKHTE YBPEKAAHHA BCPOATHO Ca CBLP3AHK
¢ N10-BUCOKH MIA3MEHU KOHUEHTPAUMHK W/ WIH 1031,

MexXaHu3mMbT Ha ACHCTBHE € HEeW3BeCTeH, BBAPEKH ue MACTOTO Ha AeHCTBHETO © HAaU-BEPOATHO B
peTunata. B npoyusane npu 3apasu 106pOBONUM, W3C/EABALIO BIHAHUCTO Ha BOPUKOHA3ON BBLPXY
GYHKUMATA HA PETHHATA, BOPUKOHA30M € NpeJH3BUKaJl HAMATeHHe Ha aMIUIMTyAaTa Ha BBIAHHIC Ha
petutorpamata (ERG). ERG n3mepna enexTpHuHuns noTeHUMan B peTUHaTa. ERG npomenute He ca

NPOrpecHpanu B paMKUTE Ha 29-1HEeBHO neveHHe W ca OMIM HAMmbITHO oOpariMy ciied CrupaHe Ha
BOPHKOHA30JI.

MMa nOCTMAPKETUHNOBM CbOOUIEHHA 33 TMPOABL/DKHTEIHY 3PUTCAHH HOXCNaHH crOHTHS  (BXK.
To4yKa 4.4).

Hepmamoiocuunyu pearkyu

JlepMaTonorHuHUTe peakuuy ca OWid MHOTO YeCTH NP NAuHeHTH, JIEKYBaHH C BOPHKOHA30]l B
KAMHHYHW FMPOYYBAHHUA, HO TE3M NAUMEHTH Ca MMany CEpHO3HHU TNOANCKALILK 3abonsaBaHys U Ca
MONYHABATH MHOMKECTBO ChLITBTCTBALIM IEKAPCTBEHH MPOAYKTH. MHO3HHCTBOTO OT OOpHBHTE Ca Ounu
NeKH 10 YMepeHH no TexecT. [launeHTdTe ca pa3BUBaii TEXKH KOXKHH HCKE/IaHW PCaKink (SCAR),
BKJIFOUMTENHO CHHAPOM Ha Stevens-Johnson (SJS) (HeuecTo), TOKCHYHA €MUACPMAJIHA HEKPO.TH3A
(TEN) (psaaxo), nekapcTBeHa peakuus € €O3MHO(pHNINA U CHCTEMHH CHMITOMH (DRESS) (psaaxo),
erythema multiforme (pAaKo) No BpeMe Ha NeveHHe ¢ BOPHKOHA30J (BXK. Touka 4.4).

AKO nauMeHT pa3Bue o0pHB, TOH TpsAbBa Aa ObA¢ BHHUMATEJNHO NPOCHEIsBAH H yrioTpebata Ha
Bopuxonaszon Axkopadapma tpabsa jAa ce fpekpaTd, ak0 Je3HWHTe NporpecHpar. Cpobinasa ce 3a
peaxliii Ha (POTOUYBCTBUTENTHOCT, KAaTO €(PENHAM, JICHTHIO W aKTHHHYHA KEpaTO3d, 0cobeHo TpH
NPOABIKHTEIHO JIeYeHHUE (Bx. TO4Ka 4.4),

CHoblIaBa ce 33 CKBAMOZHOKIETbUEH KOXKEH KapLHHOM (BKIounTenHo udtpaenurened CKK m situ
wnu Sonect Ha Bowen) npu nauuenTd, JekyBanu ¢ Boprkonazon Akopadapma 3a AbATH NepHoIH OT
BpeME; MEXAHU3MBT HE € YCTaHOBeH (BiK. Touka 4.4).

Hicaedeanun na yepuoopobHama )yHKYUS
OfuiaTa 4ecToTa Ha roOBWLIaBaHe Ha TpaHcamuyasute >3 X [TH (koeto Hy
MpeaCTaBNABa HEKENAaHO CBOMTHE) B KITMHHYHATA NpOorpaMa Ha BOPUKOHA30] §
Be3pacTHH M 25,8% (73/283) npu neaMaTpuuHU YUYacTHHLH, KOHTO Ca ITQfI¥HS
cOOpHO NPH TepanesTHyHa W MOpoduiakTHyHa ynorpeda. OTKIOHEHHATE ?
NOKasaTenuTe 3a depHompoOHaTa (yHKUMA Morar jaa <€ Ab/bKar Ha@
KOHLEHTPALXH UMK 103H. [10BeUeTo OT OTKIOHEHHATA B 4€PHOAPOOHNTE pyH
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OTSBYHABAT TI0 BpEME Ha JICHCHHETO Unu 0e3 aJanTHpaHe Ha [03aTa HIH ClIe ajanTHpaHe Ha Jo3ara,
BIKJIIOYHUTEITHO W MIPEKpaTsABaHE HA JIeUeHHETO.

IIpu naumeHTH ¢ Ipyru cepuosHu MoaIesKam cheTOSHUS yrnorpebara Ha BOPHKOHA30. CBC CTy4YaH Ha
CCPHO3HA YepHOAPOOHA TOKCHYHOCT. TOBa BKIIIOYBA CJTydau Ha JXBJIP YepHOAPOOHA HETOCTATHLYHOCT,
BOACIA 10 CMBPT (BK. TOUKa 4.4).

Pearxyuu, cevpzanu ¢ unghyzuasma

[To Bpeme Ha MHOY3MS Ha MHTpPaBEHO3HATA hopMa Ha BOPMKOHA30J NPU 3OPABH M HAGIIONABAHU
peaklMUi OT aHa(UIAKTHYEH THI, BKIIOYHTETHO 3aY4CpBABAHC, MOBUILEHO U3ITOTABAHE, TAXHUKApPIUS,
CTATAHC B I'bPANTE, 3a1yX, OTNAAHAIOCT, FafeHe, Chpbexk U 06puB. CHMITOMUTE C6 HOSBIRAT BEJHara
CJIC[ 3amo4BaHe Ha UH(DY3uATa (BXK. Touka 4.4).

IIpogdunaxmuxa

B otkpuro, cpaBaMTEIHO, MHOTOLIEHTPOBO [TpOyYBaHe, CPaBHABAILO BOPUKOHA30J C UTPAKOHA30J KATO
MBPBHYHA TIPOQUIAKTHKA TNPH BB3PACTHH H FOHOLIM, peunnueHTH Ha anoreHHa TXCK 6e3
NPEAMICCTRAIlAa NOKasaHa WM BepostHa HMIM, 3a TpaiiHoTo CTIMpaHE Ha BOPUKOHA30J IOpagy
HEKeJTaHH CbOUTHA ce chobimasa npu 39,3% ot YHacCTHHIUTE, B CpaBHEHHE ¢ 39,6% OT y4acTHUIINTE B
paMOTO Ha UTPAaKOHAa30J1. BE3HUKHAMUTE NPU JIEYCHHETO YEpHOAPOOHH HEXKeTaHH CHLOUTHS ca HOBelU
N10 TPAHHO CIHPaHEe Ha M3MHTBAHOTO JIEKAPCTBO npu 50 yuactHUUHM (21,4%), JIeKyBaHU ¢ BOPHKOHA30)T
W npH 18 ywactHuum (7,1%), IeKyBaHM ¢ UTPAKOHA3OM.

[lenuaTpuyHa nomyJsianus

besonacHocTTa HAa BOPHKOHA30M € M3clienBaHA npu 288 neua Ha BB3pacT ot 2 1o < 12 roaunu (169) u
oT 12 no <18 rogunu (119), kouto ca MoJydaBaii BOPUKOHA301 3a npodunaktuka (183) u 3a
TepanesTH4Ha ynotpeda (105) B KTHHUYHY M3nuTBaHMs. Be3onacHoCTTa Ha BOPHKOHA30JT € U3CJIeIBaHAa
CBIIO NpH NONBIHUTENEH OpoH oT 158 meanaTprunm nmauueHTH Ha BB3PAcT OT 2 10 <12 rogvHH B
HPOrpaMu 3a MHJIOCBpAHA ynoTpeba. Karto wiano npodunbt Ha 6e30MacHOCT Ha BOPHKOHA30J1 MpH
HEANAaTpHYHATA MOMyIallia € OWJI CXOJEH ¢ TO3M MpH BE3pacTHH. Habmonasana e o6aue TEHIOCHLIHS
bM TO-BHCOKA HeCTOTA HA MOBMINABAHE HA YEPHOAPOOHHTE €H3HUMH, CHOOIIABAHU KATO HEXEIAHW
CHOMTHS B KIMHUYHHUTE U3TTUTBAHMS, [IpH MEANATPUYHH NALKMEHTH B CPaBHEHHE ¢ BB3pacTHHTE (14,2%
HOBHIICHM TpaHCAMWHA3HW NpH NEAMATPUYHM TALMEHTH B CpaBHeHHe ¢ 5,3% MPH BB3PACTHH).
[locTMapkeTHHrOBUTE NaHHM Tpemmnonarar, uye Mmoske Jla AMa IIOBEYE MPOSABH Ha KOXKHH DPEaKIMH
(ocobeHo epuTeM) mpu HCANATPUYHATA TI0TTYJIAUMA B CPaBHEHHE C IPH Bb3pacTHH. [Ipu 22 naumenTa
Ha BB3pacT Mo 2 FOAKHHH, KOMTO ¢a I10JTy4aBaji BOPHKOHA30I B MPOrpaMH 3a MHJIOCHPAHA yroTpeba
(compassionate use programs), ca cbOOMABAHM ClIETHUTE HESKEIAHHN JIEKapCTBEHH peakuuH (3a KOUTO
BpBb3Ka C BOPHKOHA30/1 HE MOKe 1a ObJle M3KITIOUEHa): peakuus Ha orouysctBHTENHOCT (1), apHT™MAS
(1), mankpeaTur (1), moBumen OnnnpyOuH B kpbBTa (1), OBMIIEHH 4CpHOAPOOHH eH3umH (1), 06pus
(1) u nmamunoenem (1). Uma [TOCTMapKETUHTOBH CBOOIUECHHS 3a MAHKPEATHT TIpH NeIUaTPUYHY -
[TALIUEHTH.

CpollaBate Ha MOJO3UPAHM HEKENAHH PeaKIUHu

CrobLaBaHeTo Ha MOJO3UPAHU HEKETAHH PCaKluK CIea paspeniaBaHe 3a ynotpeba Ha JeKapcTBEHHS

ITPOAYKT € Ba)KHO. T'0Ba MO3BOJISABA [1a NPOABIKY HABIIOIEHHETO HA CBOTHOLLIEHHETO MO3a/pHCK 3a

JICKApCTBEHUS MPOAYKT. OT1 VILQHIHHCKMTE CIIELMATICTH Ce U3MCKBA Jla ChoOLIaBaT BCsKA MOAO03MPAHa
eMa %’ﬁﬂﬁﬁﬁx%HS OBJIHHTEJIHA arcHLUs T10

us, Ten.: 02 8903417, yebeaiir: www.bda.bg.

i

HEKENTAHA pEaKUMs 4pe3 HAlMOHAlHA CHcTeMa 34

o

JeKkapcersara, yi. , Jlamsan I“pyeaé 8: 1303

4.9 Ilpemozmpane

B xiuHu4Hu npoyuBaHug e uMano 3 CJlyqas Ha Clly4yaHHO npenosupane. Beuukure ca .-*""'t';!':"‘"p
HCAHATPUYHA  NALKHEHTH, KOMTO C€a MNOAYYHIH [0 HeT IBTH MO-TONsAMAa OT HAemd YhuBa 412
VHTPABCHOSHA 71032  BOpUKOHa301. CboOlaBa ce 3a eIMHHYHA peakiHs (0]0:15; ¢
MPOAB/DKUTEIHOCT 10 MUHYTH.

Hsama usBecTeH aHTHAOT Ha BOPUKOHA301T.
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BOPHKOHA301 €& XeMOAMATH3HPA ¢ KIupbHe 121 ml/min. MHTpaBeHO3HO MPWIOKEHHAT BEXHKYIYM
XHAPOKCHNPONUIOETANEKC C€ XeMOOHANH3Hpa ¢ KIApPBHC oT 37,5 = 24 ml/min. B ciayuait Ha
MPpCAO3HPAHE XEMOJAWanIM3aTa MOXE [a IIOMOTHE 3a OTCTpPaHABaHE Ha BOPHKOHA307 H Ha
XHAPOKCHIPONUNOETaAeKC OT OpraHu3Ma.

5. @®APMAKOJOIWYHHU CBOUCTBA
5.1 PapMakoauHAMUYHH CBOHCTBA

(DapMakoTepaneBTHYHA Tpyna: AHTUMHKOTHUM 34 CHCTEMHO TIPWIOKEHHE — TPUA30JIOBH M
TEeTpa3zonoBH npou3eogHu; ATC ko1 JOZACO3

MexaHu3bM HA AcHCTBHE

BopukoHason € TpHasonoBo aHTHMHKOTMYHO CPeACTBO. IIBPBUYHMAT MEXAHM3BM Ha JEHCTBHE HA
BODHKOHA30/1 € WMHXHOMpaHe Ha reOu4HoTO IHTOXpoM P-450 memumpano 14 anda-nanoctrepoi
ACMETHIIAPAHE, OCHOBHA CTHIIKA B OHOCHHTE3a Ha eprocTepoi Ha rbOHukuTe. KyMynupaHero Ha 14
anga-METWICTEPOIM KOPEAUpa ¢ MNOCAeABALIaTa 3aryba Ha eprocrepon B IbOMYHATA KICTHYHA
MeMOpaHa n Moyke 1a ObJe OTrOBOPHO 3a AHTHMUKOTHYHATA aKTHBHOCT HA BOPUKOHA30M. YCTaHOBEHO
€, Y€ BOPHKOHA30J € MNO-CeNeKTHBeH KbM I'BOMYHHTE LHTOXpOM P-450 eH3uMH, OTKOJIKOTO KbM
pasTW4HH IUTOXpOM P-450 en3uMaM cucTemu npu SozalHuLMTE.

DapMaKOKMHETHUHH-(APMAKOIHHAMHYHH B3aUMOAEHCTBHS

B 10 TepaneBTM4YHH NpOydYBaHUsA CPEIHHUTE CTOMHOCTH HA CPEAHHTE W MAKCHMAJHHTE IL1a3MEHH
KOHUCHTPAaLHH NP OTASTHHTE YYACTHUUH B NpOoy4BaHHATA ¢a OUNMH croTeeTHO 2 425 ng/ml (¢cpenno
€Ha YETBBPT B nana3on ot 1 193 104 380 ng/ml) u 3 742 ng/ml (MHTEepKBapTHIEH AHana3oH oT 2 027
10 6 302 ng/ml). B TepanepTHUHHTE NPOyUBAHHA HE CE YCTAHOBABA MOJIOKUTETHA 3aBHCHMOCT MEXKIY
Cpe€lHa, MAKCHMA/THA WJIM MHHHMAa1Ha IUIa3MEHa KOHIIEHTPauMa M ¢(pHKACHOCTTa Ha BOPMKOHA30J, a
[PH U3NHUTBAHHKSATA 3a NPOPHUNAKTHURA yIIOTPeDa TaKaBa 3aBUCHMOCT HE € H3C/IeIBaHa.

AHamusure Ha (apMaKOKHHETHYHHTE-DAPMAKOJMBAMHUHH JaHHH OT KJIHHHYHH [OpPOYUBAHHS
PAsKpHBAT [IOJIOKHTEIHA 3aBUCHMMOCT MEXKAY IUIA3MEHHTE KOHUCHTPAllMd HA BOPHKOHA30J H
HAaCTBIIMIKUTE OTK/IOHCHHSA B 4YepHOAPOOHUTE GYHKUMOHAMHM TPOOH W 3PHTENHU HAPYLIEHHA.
AJIaNITHPAHETO Ha [03aTa HE € U3CAEIBAHO IIPU MPOYYBAHHATA 33 MpodILIaKTHYHA yIoTpeda.

KiinHn4yHa edUKacHOCT U He3omnacHocT

In vifro BOPUKOHA30J IIOKA3BA ITHPOK CMEKTHP HA IIPOTHROILOHYHA aKTUBHOCT € MPOTHBOIBOHYHO
aevicteHe kM Candida spp. (swmouutenwo daykoHaszon pesucTenTHHTe C. krusei W
PE3HCTCHTHHTE WwamoBe Ha C. glabrata u C. albicans) v GyHraUUIHATA aKTHBHOCT KBM BCHYKH
M3CNIEABaHH Aspergillus spp. B jonmbiHeHWe BOPHMKOHA30JI TIOKA3Ba in vitro (QYHTHLUAHA
AKTABHOCT KBbM pa3BHBAIllk C€ IbOMYHH [TATOICHH, BKIIOUHTE/IHO TAKUBA KaTO Scedosporium Wn

Fusariym, KOUTO UMAT OTPaHUYeHA 4YYBCTBHTENHOCT KbM CBHUIGCTBYBALINTE MPOTHEONBGHUHH
areHTH.

KnunnyHa eQukacHocT, AedMHUpaHa KaTO 4acTHYEH WIM ITBJIGH OTrOBOD, € YCTAHOBEHA MNpH
Aspergillus spp., Bkmountenno A. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans, Candida spp.,
BirountenHo C. albicans, C. glabrata, C. krusei, C. parapsilosis w C. tropicalis v orpannien 6poii C.
dubliniensis, C. inconspicua u C. guilliermondii, Scedosporium spp., BKIXOUATENHO S. apiospermum, S.
prolificans v Fusarium spp.

Apyru JekyBaHH MUKOTHUHHM WHGbEKUUM (YeCTO WITH ¢ YACTHYEH, WM ¢ MBJIEH OTroEdt
H30MMpaHu Cilyuan Ha WHGexuMms c Alfernaria spp., Blastomyces dermatidis, Based
capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus corong
neoformans, Exserohilum rostratum, Exophiala spinifera, Fionsecaea .’
mycetomatis, Paecilomyces lilacinus, Penicillium spp., sxmountenHo P. mant
richardsiae, Scopulariopsis brevicaulis u Trichosporon spp., Bkmountento T. beigk
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In vitro aKTHBHOCT Cpelly KJIHHHYHH H30/1aTH ¢ HaOmogaBaHa 3a Acremonium spp., Alternaria spp.,
Bipolaris spp., Cladophialophora spp. u Histoplasma capsulatum, kaTO TIpH NOBEHE OT Clly4auTe €
HabnIOAABAHO HHXUOHUpPaHe IIPH KOHLEHTPALHH Ha BOpUKOHa30n B rpaHuure ot 0,05 go 2 pg/ml.

Belue AeMOHCTPHPAHA in Vitro akTHBHOCT cpelly naroreuute Curvularia spp. n Sporothrix spp., HO
KJIMHHYHATA 3HAUHMOCT € HEU3BECTHA.

[ pasuuny cmounocmuy

[Mpobu 3a I'eOWYHM KyATYpM M JAPYrH CHEUM(HYHH NaGopaTopHM H3CICABAHUA (CEPONOTHYHM,
XHCTOOATOJOTHUHH) TpsOBa Aa OBJAT B3ETH YIpEIH 3al0YyBaHE HA JICUEHHUETO ¢ LET H30JIHPAHE H
uaeHTHOHLMpaHe Ha MpHuHHuTeNuTe. JIedeHHeTo Moxe Aa ObAe 3amoyHaTo NpeiH NOTyYaBaHe Ha
PEe3YATATHTE OT KYJITYPUTS W Apyrure n1adopaTopHU H3C/AEABAHHA, HO CAEA IMOJy4HaBaHEe Ha TC3H
pe3yJITaTH Ne4YeHUEeTO Ha HHeKLusTa TpsaOBa aa Ople aganTyupaHo 1o ChOTBETHHA HAYHH.

BujoBete, KOMTO Haii-uecto mpuuuHaBat undexunn npu xopa ca: C. albicans, C. parapsilosis, C.
tropicalis, C. glabrata n C. krusei, kKaTo IPH BCUYKH BOPHKOHa301 00MKHOBEHO MOKa3Ba MHHHUMAIHA
raxubupaiua koHneHTpauus (MHUK) no-nucka ot 1 mg/l.

In vitro aKTHBHOCTTA Ha BOPUKOHA30:1 KbM BUnoBeTe Candida obaue He e eaHakea. [1o-crieitnanyo npH
C. glabrata MHUK Ha BopHKOHAa301 npH (JTyKOHA30JI-PE3MCTEHTHH H30JAaTH €a NPONOPUHOHAIHO 1O-
BMCOKH OT TE€3M MpPH (IYKOHA30I-UyBCTBUTENHU M3oaTh. [To Tasu npuymHa TpsaOBa Ja ce Hanpasu
BCHYKO BBIMOXKHO fAa ce upeHtudunupar BuuoBete Candida. llpy HanvuMe Ha TECTOBC 3a
YyBCTBHTEAHOCT KBM TPOTHBOMEOHUHH cpeacTra, pesyntarure 3a MUK morar fa ¢€ HHTEprpeTHpar
ype3 KPUTEPHHUTE 34 MPAHUYHHTE CTOMHOCTH, YCTAHOBEHU OT EBPONEHCKUS KOMHTET TI0 M3MTHMTBAHC 34

qyBCTBHTENHOCT KbM aHTHMUKPOOHH cpectBa (European Committee on Antimicrobial Susceptibility
Testing (EUCAST)).

I'pannyHy cToMHOCTH HA EUCAST

Bunose Candida u Aspergillus [pannyHa CTOHHOCT HA MUHUMAJIHATA HHXHOHpAIIA
koHueHTpanaa MUK (mg/l)
< S (UyBcTBHTENIEH) > R (Pe3HcTEeHTEN)
Candida albicans’ 0,06 0,25
Candida dubliniensis’ 0,06 0,25
Candida glabrata HenocTaTbh4HO IE
noxaszaresicTsa (1E)
Candida krusei IE IE
Candida parapsilosis’ 0,125 0,25
Candida tropicalis’ 0,125 0,25
Candida guilliermondii’ IE IE
Hecewp3aHu ¢ BUAA TPaHUYHH E [E
croitroctr 3a Candida’
Aspergillus fumigatus 1 1
Aspergillus nidulans’ ] ]
Aspergillus flavus IE’ IE?
Aspergillus niger IE° IE°
Aspergillus terreus IE* [E’
Hecrbp3aHH ¢ BHAA IpaHUYHH IE
CTOMHOCTH °©

! Illamose che cToliHOcTH Ha MUK Hajt rpaHM9HATA CTOMHOCT 33 UyBCTBHTE CH/ 7
ca PEeIKH WTH BCE 0L JMIICBAT chobuIeHHs. TecToBETE 3a HASHTHYHOCT H YYBCTY
MPOTHBOFEOMYHH CPENCTBA Ha TAKHBA H30JaTH TPsOBa Aa ObAaT NOBTOPESHH U aff
ce TIOTBBPAAT, H30JIaTHTE Tp:AOBa 1a e U3NPATAT Ha pedepeHTHa 1abopaTopus. .!\'
Ha J0KA3aTEICTBA OTHOCHO KJIMHHYHMUS OTTOBOP 34 MOTBbpaeHH u3osatu ¢ MUK

%
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HACTOSALIATA FPAHHMYHA CTOMHOCT 32 PE3UCTEHTHOCT Te TPA0Ba na ce JOKIIaABAT KaTo
pesdcTeHTHH. Kituniden otroeop 76% ce NocTHra npu HHGQEKUny, NPUIUHCHA OT BHIOGBETE,
u3Gpoenu no-gony, koraro MUK ca no-HUCKH WIH paBHM Ha €NHAEMHONOrNIHHTE FPaHHMHHH
croitnocty. [Topaau ToBa auBuAT THN nonynauun Ha C. albicans, C. dubliniensis, C.
parapsilosis u C. tropicalis ce cunTaT 3a YyBCTBUTEITHH.

? EnuieMHONOrHUHHTe IpaHuaHK cToiHocTH (epidemiological cut-off values, ECOFF) 2a te3u
BUIOBE KaTo L0 ¢a no-BucokH 3a C. albicans.

3 HecBBbp3aHKTE ¢ BUA MPAHMYHH CTOMHOCTH ¢a ONpe/IeNeHHt [MaBHO Ha 6a3aTa Ha OK/®J]
AaHHY W ca He3aBUCHMU OT pasnpexeieHnero Ha MMK Ha KOHKPETHH BHAOBE Candida. Te ca
fIpeIHA3HAUEHH 3a H3TIOI3BaHe CaMo 3a MMKPOOPraHH3MH, KOMTO HAMAT KOHKPETHH IPaHHqHH
CTOHHOCTH.

4 OfacTTa Ha TeXHAYECKA HecurypHocT (area of technical uncertainty, ATU) e 2. loxnansante
kaTo R CbC CIIEHHA KOMEHTAD: ,,B HAKOY KIMHHUHU cuTyaimu ((popMH Ha HEHHBAHBHH
MHQpEKLMH) BOPHKOHA30T MOXKe Ja € H3I10/1384, [IPH YCIOBHE Y€ ¢ TapaHTHpaHa A0CTaTEHHA
EKCTIO3ULIUS

5> ECOFF 3a Te31 BUAOBE KATO LATO ¢a €4HO ABYKPATHO pa3pexxaaHe No-BUCOKH, OTKOJIKOTO 34
A. fumigatus.

5 HecBbp3aHH ¢ BUAA FPAHMYHH CTOHOCTH HE ca yCTAHOBEHH.

KnuHHYeH onut

VCIeuIHHAT Pe3yJiTaT B Ta3H 4acT ¢ AedHHUpa KaTO MTBJIeH WM HaCTHYEH TEPareBTHICH OTIOBOP.

Aspergillus nabexIY — eHKACHOCT MPH NALHMEHTH ¢ ACHISPrua03a 1 ¢ OLIa ITPOIHO3d

BOpHKOHA30N MMa in vifro (GyHrMOMmHa aKTHUBHOCT cpemry Aspergillus spp. EduxacHOCTTA H
MIPEKUBAEMOCTTA B MOJ13a HA BOPHKOHA30/I CNPAMO KOHBEHUMOHAIIHO JICYCHHE C am(oTepHHH B mpH
ITLPBHYHOTO JIEHEHHE Ha OCTpa MHBA3WBHA acleprujiosa ¢a YCTAHOBEHH B OTKPHTO, PAHAOMUIUPAHD;
MHOTOLUEHTPOBO NPOyUBate MpH 277 MUMyHOKOMIIPOMETHPAHH MALIEHTH, NEKyBaHY B IPOABHKCHHC Ha
12 cenmuty. BOprKOHA302 € IPHIAraH HHTPAaseHO3HO B HaTOBapBalia n03a ot 6 mg/kg Ha 12 4aca mipes
mupeuTe 24 yaca, MOCIEABAHO OT NOAAbPXKALIa £03a oT 4 mg/kg na 12 vaca HaR-MaJIKo 33 7 nHH. Crnen
TOBA MOJKE [a Ce TTPEMHUHE Ha JieucHHe ¢ nepopatHa gopma B 1o3a oT 200 mg Ha 12 4vaca. CpenHara
NPOJBDKHTETHOCT HA JIEYEHUETO ¢ UHTPABCHO3E€H BOPHKOHA30IM © 6una 10 gay (quanasoH or 2-83
neHa). Crel neyeHue ¢ UHTPABEHO3EH BOPUKOHA30], CPE/IHATA MPONB/LKHTC/IHOCT Ha JICHOHKHETO C
MepopaieH BOPUKOHa30i € Grita 76 feda (auManasoH ot 2-232 nHH).

3a/I0BOJTMTENEH HANOCTEH OTIOBOP (IIBAHO WK YAaCTUYHO OT3BY4YaBaHE HAa BCHYKH CROTBCTCTBAIIM Ha
3a60NABAHETO CHMITOMHM, TPH3HALKY H TBPBOHAYAIHO YCTAHOBEHM PEHTICHOBH/OPOHXOCKONICKH
npoMeHH) e HabmoaaBaH mpH 53% OT JeKyBaHHTe C BOPHKOHA30J NAIHEHTH B CPABHCHHC © 31% ot
NaLHEHTHTE, JEKYBAHH ChC CPABHUTEIHUS MIPOAYKT. 1IpOUEHTHT Ha NPEXMBIEMOCT KbM 84-ug 1eH €
CTATHCTHYECKH 3HAYUMO TO-BHCOK TIPH BOPHMKOHA30J1, OTKONAKOTO MPH CPAaBHHUTEIHOTO JICUCHHE, KATO
KJIMHUYHA M CTATHCTUUYECKHY 3HAUMMA 110/132 € JOKa3aHa B 1107134 Ha BOPHKOHA30JI, KAKTO 10 OTHOLICHUC

Ha BPEMETO A0 HACTHEINIBAHE HA CMBPT, TaKd H 34 BPEMCTO 10 [IPEKbCBAHC Ha JeYyeHUCTO NopanaM Impoasy
Ha TOKCHYHOCT.

ToBa npoydBaHe MOTBbLKLABA JAaHHWTE OT MO-DAHHO MPOCHEKTHBHO MpOYHUBaHE, NPH KOCTO €
HaONIONABAH OJIOKUTENIEH PE3YIITAT NPH JIHila ¢ pUCKOBH GAaKTOPH 3a JIolla NPOrHo3a, BKIKYHTCITHO
TE3W C Peakiis Ha OTXBBP/IsSHE Ha TpPaHCIJIAHTaHTa, W B HYaCTHOCT IIpH MO3bHHH HH(EKLUHAH
(06uKkHOBeHO cBBp3aHH ¢ moutu 100% cMBPTHOCT).

[Ipoy4BanuaTa ca BEJIIOYBATH 1lepebpanna, CHHycoBa, OenoapodHa K AHCeMHHHMpPaHa acliepruiosa npu
3abonsaBaHus, pak 1 CITMH.
KanamnaemMus OpH NAUUEHTH O€3 HeYTPONEHH

EjukacHOCTTa Ha BOPUKOHA30JI B CPABHEHHE C TEPAIIEBTUYHA CXEMA, BKIIHOY
[IocAeABad OT (UIYKOHA30J IPH T'HPBUYHO JICUEHHE HA KAHOAWACMHA € JEMO
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CPABHUTECNHO Npoy4dBaHe. B npoyyraHeTo ca BKIIIOYEHH TPHCTA U CEACMACCCT MAlUWCHTA bes
HeyTPONeHUs (Ha BBb3pacT Haj 12 roaMHu) ¢ AOKYMEHTHpaHa KaHAMAEMUT, 248 oT Kouro ca OuUIM

JeKYBaHHW ¢ BOpMKOHa30.. JleBeT nalMenTa B rpynara, JeKyBaHa ¢ BOPHKOHAa30J M 5 B Ipyrnara,
nekyBaHa ¢ amdorepuuun B, nocnensad ot uykoHasosl, ¢a HMalH MHKOJIOTHYHO NOKa3aHa HH(pEeKUIUA
Ha OBIOOKMTE THKaHHU. llaredtd ¢ ObOpeuyHa HeOOCTATHYHOCT ¢a OWIM HIKIOUEHH OT TOBA
npoyuBane. CpeaHara NMpOABIKHTEIHOCT Ha JeyeHHeTo ¢ Ouna 15 mHM U B ABCTE TCPANCBTHHEM
paMeHa. B MpBHYHNA aHAIK3 YCIIEIHUAT TEpaneBTHYeH OTTOBOP (OLIEHKaTa € HallpaBeHa oT Komucus
3a aHanus Ha paHHure (Data Review Committee [DRC]) na cnsgno cnpaMo M3INHTBAHHA JICKAPCTBCH
MpOAYKT) ce AeHHHpPa KaTo 00paTHO pa3BUTHE/MOOOPEHNE HA BCHYKY KIIHHH4HH Oei1e3d ¥ CUMITTOMH
Ha HH(eKnua ¢ epanukaima Ha Candida OT KpbBTa ¥ HHQPEKTHPAHMTE IBACOKH ThkaH| 12 ceaMuun
cnen kpasg Ha JieueHueTo. IlaumeHTTe, KOWTO HE ca OMnM OlEHeHH 12 ceOMMUM Criejl Kpas Ha
fEeYCHHETO, ca OMIIM MPUHMMCIEHH KbM KATErOpHATa HEYCneluHo jedeHue. B To3u aHanMs yCnelieH
TepaneBTHYEH OTrOBOP ¢ oTyeTeH Npd 41% OT MalHeHTHTE K B ABETE TEPANICBTHYHH paMcHa.

[Ipy BTOpUYHHUA aHATH3, NPH KOWTO ca H3MNOI3BAaHHM OLCHKHTE HA DRC B nociejHara H3CII€/BaHA
spemepa Touka (EOT win 2, 6 unn 12 cenmuuu cnen EOT) BOpHKOHA30n M TEPAIIEBTUUHHA PEKHM,
BIUTIOYBALL amPpoTepnumH B, nocineasad oT UiykoHa30/1, €a NOKA3aJIH TePaneBTHYEH YCIeX ChOTBETHO
npu 65% u 71% oT mauHeHTUTE,

OueHkaTa Ha H3CNIENOBATEA 34 YCNelleH pe3yNTaT BBB BCAKA OT TE3M BPEMEBH TOUKH € MOKa3aHa B
clienBaiara Tadbiuua.

Cpox Bopuronazon Amgomepunun B —
(N=248) Paykonazon (N=122)

B kpasa na newenuemo 178 (72%) 88 (72%)

2 CeIMHUITH cleJl Kpas Ha 125 (50%) 62 (51%)

TTEYEHUETO

6 CeAMHLUH CIIER Kpas Ha 104 (42%) 55 (45%)

NEYeHHETO

12 cenmuum cnep kpas Ha | 104 (42%) 31 (42%)

JICUESHUETO |

Texxu pedpaktepau Candida uHdexkuun

[TpoyusaHeTo BKTIOURA 55 ManMeHTH cbe cepuosHu pedpaxtepru cucremMHEM Candida WHPEKUMH
(BKMIOYMTENHO KAHAUAEMUS, JHCEMUHHPAHA U APYrd MHBA3UBHH KAHJUIO3U), IPH KOHTO TPEAXOAHO
AHTHUMUKOTHYHO JIeueHMe, mno-crnendanHo ¢ (rykonazon, e Ouno HeeheKTHBHO. Y CHCUICH
TEPANEBTHYEH OTroBop € HaGmonasaH npu 24 naupeHTd (npd 15 — OBAEH, a IpH QO — yactuuyeH). llpu
QJIYKOHA30/1-PE3HCTEHTHH LAMOBe, HenpHHaAIexau KeM C. albicans, yCTICIEH PE3yJITaT € OTHCTEH
npu 3/3 cayvas ¢ C. krusei (mbneH otrosop) M npu 6/8 ciyyas ¢ C. glabrata (5 ¢ mbnen otroeop, 1 ¢

yacTHYeH OTroBop) uHdekuuy. JaHHMUTE 32 KIMHUYHA €(PUKACHOCT €& TMOAKPENCHH OT OTpaHUHeHH
IIAHHH 33 YYBCTBHUTEIHOCT.

Scedosporium v Fusarium undexumu
YCTAHOBEHO €, Ye BOPUMKOHA30J1 ¢ e(heKTHBEH CpPELLy CIeAHUTE PEIKH NMPUYHHHTECAH HA MHKO34a!

Scedosporium spp.: YcneweH oTroBOp KbM JieueHHe ¢ BOPUKOHA30J € HaDmoAaBaH I1pH 16 (6 ¢ NbJIEH,
10 ¢ yacTH4eH OTroBOP) OT 28 mauMenTH cbe S. apiospermium v OpH 2 (4 Apara ¢ HaCTHUYCH OTTOBOP)
ot 7 naupenTH cve S. Prolificans nudexuus. OcBeH TOBA, yCIeWEH OTroBop e HabmoaaBaH 1pH 1 0T 3
MAIMEHTH ¢ HHGEKIHH, TPHUHHEHH OT NIOBEY€E OT €AMH MUKPOOPraHU3bM BKIIOUUTEITHO Scedosporiums

Spp.

: e ——"
Fusarium spp.: CegeM (3 ¢ mbJieH, 4 ¢ 4aCTHYEH OTrOBOP) OT 17 mandeHTH ca Jie Iy ‘m AN
BOPHKOHA3071. OT Te3H 7 NMalMeHTH: TPUMA ¢a MMaJTH O4HA HHOEKUKUSA, €/THH — 14 ", W ,

r."-tlr ‘ A "". ‘I N J

a TpMMa ca UMaiH JHceMHHMpana HHdekuya. OcBeH TOBa Y€THPHMA NALMEHTH ¢/ Ry3aPHitis Jn il
g e G A
2\ ootk v
MHO3HUKHCTBOTO OT MAUHEHTUTE, JIEKYBAHU ¢ BOPHKOHA307 33 FOPEIIOCOYCHHUTE % ﬁ%ﬂﬂﬂ (4
OWIIH ¢ HEMOHOCHUMOCT WJIH PEPPAKTEPHOCT KBM MPEALIECTBAOTO aHTUMUKOTHHRQ EIEHHC, {,’g

\
27 f’&mﬂ

HHOEKUWA, OPUYUHEHA OT HIKOJKO MHUKPOOPraHu3ma, IpM 2 OT TAX € OTHCTCH

- ﬂ
o

-
-I-
-

% |
X
iy




[TepeuyHa MpodHIAKTHKA HA WHBA3UBHU TbOUYHU HHPEKUHUH — e(PUKACHOCT MNPH PELMIIHEHTH Ha
TXCK 6¢3 npemuecTnainia.jokazada wiun seposatHa UT'HU

BOpHKOHA30/1 € CPpaBHEH ¢ UTPAKOHA30JI KaTO MbPBUYHA MPO(PUIAKTHKA B YCJIOBHATA HAa OTKPHTO,
CPaBHUTEIHO, MHOIOLCHTPOBO [MPOYYBAHE IIPH BB3PACTHH M IOHOLIM, KOMTO Ca PELHIIMCHTH Ha
ajorenna TXCK 6e3 mpemmnectBaiiia, gokazaHa uiad BepostHa MI'M. Ycenexsr ce neduHHpa Karo
cI1I0COOHOCT 3a MPOABJDKABAHE Ha NMPOoQUIaAKTHKATA ¢ U3NUTBAHOTO JekapceTso 3a 100 aum cinen TXCK
(Ge3 crivpaHe 3a >14 nHH) ¥ npexxuBseMocT 0€3 Hanu4ue Ha AokaszaHa win BepostHa MI'H 3a nmepuon
ot 180 mauu cnen TXCK. Mopuduuupanara intent-to-treat rpyna (MITT) Bxirousa 465 peLIHITHEHTH Ha
anmorenHa TXCK, karo 45% ot manuenture umat AML (ocTtpa MUenoreHHa JieBkemus). OT BCHYKH
nmauueHTd, 58% ca MOmOKeHH Ha CXeMH 3a MuenoabmaTtuBHa mnoaroroBka. [Ipodgunaktuka c
W3ITMTBAHOTO JieKapcTBo 3anoupa BeaHara cien TXCK: 224 nonyyasat BOpuKOHa301 4 241 nojy4aBat
WTpaKoHa30J1. MeIHaHHATA IPOAB/IKMTEIHOCT Ha MPOodIIaKTUKATA C U3IIMTBAHOTO JIEKapCTBO € 96 IHU
MpH BOPHKOHA30J1 U 68 AHU npu UTpakoHazon B Mogudu MITT rpymnara.

UYecToTara Ha yCIeX ¥ JpyruTe BTOPHYHHU KpaliHM TOUKH ca NPEJICTaBeHU B ciieaHaTa Tabiuna:

T

Kpaiinm T{}‘IRH  Ha | Bopukona3zon | Urpakonasos | Paziuka “%B p;CTDH-
[[pD}“IB;ﬂHETU | N=224 EN=241 cno*mamennnfa B | HOCT
e L L % ﬂﬁBEpHTEJIeﬂ i
o ey | _|mATeppangumn |
Yenex kem [en 180%* 109 (48,7%) 80 (33,2%) 16,4% (7,7%; | 0,0002%*

25,1%)**
Venex kpM Jlen 100 121 (54,0%) 96 (39,8%) 15,4% (6,6%; | 0,0006™**
24,2%)**
3aBbpiieHy Hali-maiiko 100 guu | 120 (53,6%) 94 (39,0%) 14,6% (5,6%; 23,5%) | 0,0015
MPOPUIAKTHKA ¢ U3MNMTBAHOTO
JICKapCTBO
[Tpexxusenu koM Jlen 180 184 (82,1%) 197 (81,7%) 0,4% (-6,6%; 7,4%) 0,9107
PazBunu NOKa3aHU wi | 3 (1,3%) 5(2,1%) -0,7% (-3,1%:; 1,6%) 0,5390
peposiTHM MITU no en 180
PazBru NOKAa3aHH i | 2(0,9%) 4 (1,7%) -0,8% (-2,8%:; 1,3%) 0,4589
BepostHi T no Hen 100
Pazsuiu IOKa3aH! wi | 0 3(1,2%) -1,2% (-2,6%:; 0,2%) 0,0813
BeposstHu I nmo Bpeme Ha
[pUEM Ha U3IIUTBAHOTO
JIEKApCTBO

* [IbpBUYHA KpalHA TOUKA HA NIPOYYBAHETO
** Pasnuku, npeAcTaBeHH KaTo ChoTHOLIEeHHE, 95% AU u p-CTOHHOCTH, NIOIyYEHHU Clle]] KOPEKIUs 3a
paHOOMH3HpaHe '

Yecrorara Ha nossa Ha UT'U no Jlen 180 u mppBUYHATA KpaiiHa TOYKA HA MPOYUYBAHETO, KOATO € Y CIeX
kM Jlen 180, cboTBETHO npH marueHTHTe ¢ AML M Ha cxeMu 3a muej0abnaTUBHA MOArOTOBKA, €A
MpeACTaBEHU B clieaHaTa Tabauua:

AML (ocTpa MHeJIOT€HHA JICBKEMHA)

Kpaiian TO‘IKH | Ha BBPHKBH330JI ';I_/ITpa'ROHaCiOJ]'_'5:'::.?{_‘]?3,3.11!11{11 B camnomen:
_'__npﬁyqﬂaﬂem - 1 (N=98) T(N=109) ] 95% ,ﬂOBEpHT&.}IeH HHTe""’“ §
- e i S (T

Monsa a MV = Ten 180 | 1 (1,0%) 2 (1,8%) -0,8% (-4,0% ,{_ﬁ&m
Venex kuM Jen 180* 55 (56,1%) 45 (41,3%) 14,7% (1,7% 39 %)

* IIppBHYHA KpaliHa TOYKA Ha MIPOYYBAHETO
** C wznoaseaHe Ha 5% JoImycTHMa pasfibKa € JOKa3aHa He Mo-MaJlka epUKacH
***Paznuku B choTHOWEHUATA U 95% JIH, nonyyeH ciaen KopeKiys 3a paHa0MHE
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CxeMH 32 MHe1020/JIATHBHA NOATrOTOBKA

Kpaiinn Tﬂqlm ‘Ha BﬂpHHOHRIIﬁJ] 'ﬁ;i‘fi"akﬂﬂaaﬂn'""'_”"'Pﬁs.'illfrﬁ«a B CLOTHOIHEHHHTa H
_;npﬂytmaHETn o (Nv—125) T (N—143) 4 95%.. nnmoaepeu WHAHTEPBEJI
ITosiBa Ha I/IFH — Jlen 180 2 ( 6%) 3 (2 1%) -0,5% (—3,,7%; 2,7%) *F

Yenex kpM Jlen 180* 70 (56,0%) 53 (37,1%) 20,1% (8,5%: 31,7%)***

* IIbpBuyHa KpaliHa TOUYKA Ha IIPOYYBAHETO

** C usnon3Baxe Ha 5% IONycTUMA pasjivka € JOKa3aHa He [10-Majka e(pUKacHOCT

**% Pasnuku B CbOTHOLIEHUATA, 95% JIW, nony4deH cresl KOpeKkLus 3a paHAOMU3HUPAHE

BropuyHa npodunakruka Ha UT'H — epukacHoct nipu permnuentu Ha TXCK ¢ 1oka3zaHa WiK BEpOSTHA
npeaimecresama MI'HU

BoprkoHa3o/l € MpOoyYeH KaTo BTOPHYHA MPOGHIaKTHKA B PAMKHTE Ha OTKPHUTO, He-CPaBHHUTEIHO,
MHOT'OLIEHTPOBO IPOY4BaHe NMPHU Bb3pacTHU pelunuenTy Ha asioreHHa TXCK ¢ qokazaHa WK BeposgTHA
npeawectpaina I M. IIbpsuyunaTa kpaiiHa Touka € yecToTaTa Ha NMosBa Ha QOKa3zaHa H BepostHa UTU
rnpes nepeata roguHa ciieq I XCK. Moauduuupanara npeasuaena 3a nedenue rpyna (MITT) Brmrousa
40 manmenTn ¢ npenwecteama MI'H, ot kouro 31 ¢ acneprunosa, 5 ¢ kauaugosa u 4 ¢ apyru UT'H.
MenuaHHaTa MPOABIDKUTEIHOCT Ha NMPOodUIaKTUKA ¢ H3MHTBAHOTO JIEKAPCTBO € 95,5 HH B rpynara Ha
MOIM(HUIMpaHaTa peABHUaeHa 3a JeueHue nomynauus (MITT).

Hokasanu wnu Bepostaun MI'H ca passuiu 7,5% (3/40) oT manueHTHTE Npe3 MbpBATa TOAMHA ClIEH
TXCK, OT KOMTO ¢AMH Cily4ai Ha KaHIMIEMUs, €IMH - Ha CKeIOCTIOpHo3a (1 ABaTa CJIyYau ¢a peLHIUBU

Ha npexnmectaiid MI'M) u equn citygail Ha 3urommkosa. Ilpexussemoctra no Jen 180 e 80,0%
(32/40), a mo 1 roguna e 70,0% (28/40).

[ IpOABIDKUTEIHOCT Ha IEUEHUETO

B kiuHu4HM npoyyBaHusa 705 MalLMeHTH ca JIEKyBaHH ¢ BOPUKOHA30J1 3a IOBeYe OT 12 CeIMHILIHU, KATO
164 nmauuenTH ca mosy4aBanad BOPUKOHA301 Haj 6 Mecela.

IlenuaTpuyHa nomnynamnus

I[letnecer u TpumMa mneAWaTpUYHH TALMEHTH Ha BB3pacT OT 210 <I8 roiuHM ca JIEeKyBaHH C
BOPHKOHA30Jl B YC/IOBHATA HAa [BE TIPOCHEKTHBHHM, OTKPHUTH, HECPABHUTEJHM, MHOTOLEHTPOBH
KIMHUYHH HU3MHTBAaHKA. B eMHOTO npoyuBaHe ca yyacTBanu 31 malMeHTH ¢ BH3MOXKHA, JOKa3aHa WIH
BEpOATHA MHBA3HUBHA acriepruniosa (IA), or kouro 14 nauueHTH ca UManK A0Ka3aHa HiIH BeposTHa JA u
ca ounn BkmovyeHd B MITT ananusure 3a epukacHocT. BbB BTOPOTO NMpoyyBaHe ca GMUIM BKIIOYESHH
22 NALMEeHTH ¢ UHBA3HBHA KaHIU103a, BuTrouBaiua kauauaemus (ICC) u esodareanna kanaunosa (EC),
IIPH KOUTO C€ € U3UCKBAJIO WU ITbPBHYHO, WJIH CITACHUTEJTHO JICUEHUE, KaTO OT TAX 17 ca O1iH BKIIOYEHU
B MITT ananusure 3a eduxacnoct. I[Ipu nauuentn ¢ 1A obiara crenen Ha riofaneH oTroBop Ha 6-ata
ceamuua e ouna 64,3% (9/14), crenenra Ha rinoGaneH otrosop € 6una 40% (2/5) npu NauueHTUTE Ha
Bb3pacT OT 2 0o <12 rogunu u 77,8% (7/9) npu nammenture ot 12 no <18-rogmmna se3pact. [lpu
naupieHTd ¢ ICC cremenTa Ha rioGaneH OTroBop B Kpas Ha JieyeHuero e Ouna 85,7% (6/7), a npu
nanueHTH ¢ EC — 70% (7/10). ObGata crenen Ha otroeop (c6opro 3a ICC u EC) e 6una 88,9% (8/9)
[P TE€3U Ha BB3pacT 2 10 <12 rogunu u 62,5% (5/8) npu te3u Ha BB3pacT 12 1o <18 rogunw.

KJIMHMYHY OPOYYBAaHKA, U3CJEABALIM BIUAHUETO BBpXY QT¢ MHTepBaia
Enno riane0o-KOHTPOIMPaHO, PAHIOMU3HPAHO KPBCTOCAHO NPOYUYBAHE C €HHUYHA 1034 € IIPOBEEHO
C 1es1 oueHKa Ha eekTa BepXy QTc uHTepBana npu 3apaBu 10OPOBOJILK ¢ TP NEPOPATHH JO3UPOBKHU
BOPHKOHA30J1 M KeTOKOHa30. llianebo-kopurupaHoro cpeaHo MakCHUMaaHO yab/pkasaHe Ha QTc
crpAMO usxonHata ctodHocT cien 800, 1 200 u 1 600 mg BopuxoHazon e 6uno crotseTHo 5,1, 4,8 1
8,2 msec, a cren 800 mg kerokonazon — 7,0 msec. HUTO equH y4acTHHK B KOSTO / 7T Iy IS \3 it .\
noryuun yasokaBaHe Ha QTc > 60 msec cnpsmo u3xonHara cToMHOCT. Ilpy Hy
MHTEPBAJI HE € HANXBBPJIAJI MOTEHIHANHUS KIIMHWYHO 3Ha4duM nipar ot 500 msec/

X
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OCHOBHH ()apMaKOKHHETHYHH XapaKTepHCTHKH

(PapMakOKMHETHKATA HA BOPHKOHA30JL € Oonpeaeeda MpH 30paBy JMLA, CNEUH(PHYHH NOMy/JaluH W
nauuenTH. o BpeMe Ha nepopanto npunoxenne Ha 200 mg wixt 300 mg Ba THTH AHEBHO 3a 14 AHU
P NAIlMCHTH C PHCK OT acnepruio3a (rJIaBHO IALMEHTH CHC 3JI0KAYECTBEHH HOBOOOpA3yBaHHS Ha
TUMPHATA WK XEMOIMOSTHYHA THKAH), HaOII0 JaBaHHTE (bapMaKOKHMHETHYHH XapaKTePHUCTHKH — OBbp3a
W 3HAYMTENHA a0COpPUMA, KyMyTauus M HenuHeiiHa (apMaKOKHHETHKA, CLOTBETCTBAT HA TE3H,
HaOJIFONaBaHH TIPH 3APABH HHIHUBHIH.

(PapMaKOKHHETHKATA HA BOPHKOHA3OJ € HETTUHEHHA, NnopagH HaCHILAHE Ha HEroBUA Metadomu3sM. [1pu
[IOBHIIaBAHe HA [03aTa c€ Ha0MoJaBa NO-rOsAMO OT HPONOPLUHOHAJIHOTO HAPACTBAHE HA
eKcnosuuuATa. Mauncneno e, ue ypenuuasaneto Ha nepopanHata ao3a ot 200 mg J8a NbTH JHEBHO Ha
300 mg [Ba IIBTH IHEBHO BOIM /0 CpeIHO 2,5-KpaTHO NOBUIIEHHE Ha excnozuuuara (AUC,).
[Tepopannara nogabpkaria go3a or 200 mg (mH 100 mg 3a naumenTy nox 40 kg) mocTHra ekenoszuuys
Ha BOPHKOHa30/1 O/iiska 10 TasH Ha 3 mg/kg i.v. [lepopanna noxaspxama no3a ot 300 mg (wm 150 mg
3a mauMeHTH nox 40 kg) noctura ekCro3vLKA HA BOPUKOHAZ0M GAKM3Ka 10 Ta3u Ha 4 mg/kg 1.v. Ako ce
[IPHJIOKAT NPCIIOPBYBAHWTE HHTPaBEHO3HYU WK [IEPOPAIHY HATORAPBAIUM A03H B PAMKHUTE Ha MLPBHTE
24 yaca OT MPUIOKEHHETO C€ AOCTHraT ILTA3MEHH KOHUEHTpaluH, Oiu3ku Ao cTaiMoHapHuTte. bes
NPHIOKCHHC HA HaTOBApBalla 1033 HATPYNBAHETO CE OCBINECTBABA YPE3 MHOTOKPATHO IPHIOKCHHE
ABa MTBTH AHCBHO, NPH KOCTO CTAUHOHAPHHTE UIa3MEHU KOHUEHTPALMK Ha BOPHKOHA30J 33 [IOBEYETO
JTHLIA ¢€ JOCTHIaT KbM O-Ud JeH.

Jiprocpounara 6e30MacHOCT Ha XHAPOKCHIPOTIMIGETAACKS IPH XOPa € orpanuyeHa 1o 21 anuu (250

mg/kg/nen).

AbcopbLus

Clled MepopanHO NPHIMKEHHE BOPUKOHAZON Ce abcopbupa MOYTM HAOBAHO, KATO MAKCHMAIHH
IIa3MEHU  KOHUEHTpamuH (Cwmax) ce pocturar 1-2 uvaca cliell NPWIOKEHHETO. ABGCOMIOTHATA
OHOHAJIHYHOCT Ha BOPHKOHA30/ CJEJ| TEPOPAIHO MPpHIOXKEHHE c€ u3uuciaaBa Ha 96%. Ilpu
MHOT'OKPATHO TPHJIOKCHHE Ha BOPHKOHA30JT €THOBPEMEHHO ¢ Oorata Ha MasHHHY xpaHa Chax 1 AUC,

CC IOHMXABAT CBHOTBETHO ¢ 34% 1 24%. AbcopObiuaTa Ha BOPHKOHA30I HE CE BIHAE OT NPOMEHHTE B
pH Ha cTomaxa.

Pa3npenecnexue

OOeMBT Ha pasnpenesNeHHe TIPU CTAUHOHAPHM KOHLIGHTPALUA Ha BOPHKOHA3OA ce M3YUCIfBA HA
4,6 L/kg, koeTo npennonara eKCTCH3MBHO paslpeieeHHe B THKAHMTE. CBBP3BAHETO € IUIA3MCHHTE
MPOTEHHH € 58%. B nmpobure 0T NMKBOPa Ha OCEM MALMEHTH, BKITIOYEHH B MaTHATHBEH [IporpaMH, NMpH
BCHYKH ITALHCHTH Ca OTKPUTH JI0JTOBUMH KOHUEHTPAIMK HA BOPHKOHA3O0,

bruoTpanCchOpMaLIng

In vitro npoyyBaHus MOKa3RAaT, Je BOPHKOHA20/1 ¢€ METaOOIU3Hpa OT YEpHOAPOOHHTE HMTOXpoM P450
n3oeH3uMu CYP2C19, CYP2C9 1 CYP3A4.

HutepuninuBuayannara BapHabuiHOCT BB (JapMAKOKMHETVKATA HA BOPHKOHA30J1 € BUCOKA.

In vivo npoyuBanus nokazear, ue CYP2C19 yJacTsa 3Ha4YMMO B MeTabonr3Ma Ha BOPHKOHA30i. To3H
CH3HM NPOABABA M€HETHUCH MOAHMMOppu3sM. HanpumMep, ouaksanusara ca, ue 15-20% OT a3MaTCKOTO
HacencHue ca noww Metabomusatopu. Ilpyw Osmata v uepHa paca, decToTaTa Ha  JIOLIUTE
MeTabonuzaropu e 3-5%. [Tpoyuranus, nposeneqn NpH 3paBH HHAUBKWAM OT Odnmarta paca u AnoHus
covat, 4e nowure MerabonMsaropn nokasear cpedHo 4 MBTH no-Bucoka ekcnosuums (AUC:) Ha
BOPHKOHA30JI, OTKOJIKOTO ChOTBETHHTE UM XOMO3HI'OTHU CKCTEH3UBHH MeTaﬁoﬂmam .
C4 XCTCPO3MIOTHH €KCTEH3MBHH MeTAaOOIM3ATOPH, MOKA3BAT CPEAHO 2 ITBTH TIO-BUCO
BOPHKOHA30]1, OTKOJIKOTO TEXHUTE XOMO3UIOTHH €KCTEH3HBHU META00IH3aTOPM.

OcHOBEH MeTabOTMT HA BOPMKOHA20.1 ¢ HErOBUAT N-OKCHJI, KOHTO ChCTABIRA 72%
paanodenazaHy MeTaboMNTH B a3maTa. TO3H MeTabOMUT UMa MHHHMATHA aHTH
W HE JONpHHACA 3a 00uIaTa ePUKACHOCT Ha BOPHKOHA3O0JI.
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EmuMuHHUpaHe

BOPUKOHA30J Ce eJTMMHHHPA Ype3 yepHOApoBed MeTaboIN3bM, KaTo NO-MaskKo OT 2 Yo OT NIPHIIOKEHATA
J103a C€ eKCKPETHUpa B HEMMPOMEHEH BMA B YPHHATA.

Cnejl NpWIOKEHNe Ha paguobendsan BOpUKoHa3on e nmpubansureHo 80 % oT pajHOaKTHBHOCTTA C&
OTKPHBA B YPHHATA [IPH MHOTOKPATHO MHTPABEHO3HO MPHJIOKEHHE, a 83 Yo ce OTKPUBAT B ypHHATA ITpH
MHOTOKPATHO MepopaTHO npusiockeHre. M pi nepopaniHo, U fpH HHTPABEHO3HO NPHTOKEHHE TIOBEYC
(> 94%) or of1aTa pagHOAKTUBHOCT Ce& €KCKpeTHpa npe3 mbpuTe Y6 yaca.

TepMUHATHHAT MOMYXUBOT H2 BOPHKOHA30JI 3aBHCH OT NMPUJIOKEHATA 4032 U © npUOJIM3HTENHO O Yaca
npy 200 mg (nepopanHa) noza. Ilopangu HennHelHaTta dapMakOKMHETHKA TEPMUHANHHUAT NOJIY>KHBOT
HAMA 3HAYECHHE 32 IpeJonpeaeIatHe Ha KYMYJIMPAHeTO HIH €/IMMUHUPAHETO HA BOPHKOHA3OI.

MapMaKOKMHETHKA IIPU CIIELUHANHN ITPYIH NALWCHTH
Ion

B enHO NPOYUBAaHE ¢ MHOTOKPATHO MEPOPANHO IPHIOKEHHE, CTOHHOCTHTE Ha Cmax U AUC, NpH 3/1paBu
MIIaM KEeHH ca OHIM ¢HOTBETHO C 83 % 1 113 % NO-BHUCOKM, OTKOJIKOTO TPH 3APaBH Maanu muxe (18-
45 roguHu). B cbIIOTO npoyuBaHe He ca Ouid HaO/OAABAHKW CHTHH(DHKAHTHH PAa3NHKH MEXTY

cToMHOCTHTE Ha Cpax 1 AUC; Ha 3apaBy MBXKE B CTapyeCKa BB3pacT H 3APaBH JKEHU B CTAPHCCKA
BE3pAcT (= 65 rogvHH ).

B xIMHHYHATA MporpaMa He € MpaBeHo ajanTHpaHe Ha J03aTa Bb3 OCHOBA Ha NOJA. [TpodunsT Ha
6€30MaCHOCT ¥ IUIA3MEHNTE KOHLIEHTPAIIHH, HaOMIoAaBaHH IPH MAUYMEHTH OT MBXKKH H XCHCKH 1O, Ca

Oy cxonHu. ClenoBaTenHo, He € HeoOXO0AHMO aJanTHpaHe Ha Jo3ara B 3aBHCHMOCT OT MOJ0OBaTa
IIPUHAJIEXKHOCT.

Cmapuecka gb3pacm

B eHO pOyuBaHe ¢ MHOTOKPATHO EPOPANTHO NPUIOkKeHHE, CTONHOCTHTE HA Crax 1 AUC, NipH 31paBH
MBIKE B CTapyecka BB3pacT (> 65 roguHu) ca Onid cboTBeTHO ¢ 61 % 1 86 Y no-BHCOKH, OTKOJIKOTO
npu 3ApaBd Mnamd Mbxke (18-45 roaunu). He ca HabniogaBany 3HAUAMH PasIMKH MEXTY CTOHHOCTHTE

Ha Cmax 1 AUC, NpH 3/1paBu sxedu B CTApUECKa BB3PACT (> 65 TOAMHHM) H 31paBH MJIaau skeHH (18-45
TOAMHMU ).

B TepameBTHYHHMTE MPOYUBAHHA HE € IPABEHO aJalTHpPaHe Ha 103aTa Bb3 OCHOBA Ha BB3pacTTa.
HabnmiogapaHa e 3aBHCHMOCT MOXKAY IU1asMeHarTa KOHIICHTpaludd Y Bb3pacTTa. [IpodunsT Ha
0€30MacHOCT HA BOPHUKOHA30.T NPH MJIaIH NAUHEHTH H NAlHeHTH B CTap4yecka BE3PacT € OWI CXOAEH H
CJIGAOBATENTHO aJalTTUpaHe Ha J03aTa NP NMallHeHTH B CTapUuecka Bb3pacT He € HeoOXOaUMO (BXK. TOUKA

4.2).

[eduampuvna nonynayus
[IpenopbYHTENHHTE A03H TPH fela H IOHOWM ce 0a3upaT Ha MOMyNalHOHeH (papMaKOKHHETHUCH
aHa/IM3 Ha JaHHH, [TOIYyYeHH OT 112 HMYHOKOMIIPOMETHPAHH NEAHaTPUYHH NMalHeHTa Ha BB3pacT OT 2
no < 12 TOAMHH U OT 26 UMYHOKOMIIPOMETHPAHH [ALMEHTH B IOHOIIeCKa BB3pacT oT 12 no < 17 roauny.
[Tpu 3 neguaTpuyHH GapMaKOKMHETHYHH MTPOYUBAHHA ¢a OLCHCHH MHOTOKPATHH HHTPABEHO3HU 103K
ot 3,4, 6, 71 8 mg/kg nBa nuTH AHEBHO M MHOTOKPATHH NMEPOPAIIHK A03H (KaTO € NpUaraH rnpaxa 3a
nepopantHa cycneHsmsa) oT 4 mg/kg, 6 mgkg m 200 mg xBa mbTH JAHEBHO. HaToBapBaluTe
WHTPaBEeHO3HH J03H oT 6 mg/kg i.v. n1Ba M'BTH AHEBHO Npe3 ITbPBHA LEH, MOCJICABAHH OT 4 mg/kg
MHTpaBeHO3Ha 103a ABa NMETH AHeBHO KW 300 mg nepopanuu TabAeTKH OABa [MBTH AHEBHO Ca OUIIH
OLIEHEHH TIPH €AHO (PapMAKOKMHETHYHO MpOyYBaHe NMpH OHOLIH. Ilo-ronama BapUAOMITHOCT MEXKIY
nauueHTuTe € HabuoaasaHa npyu neaMaTpHYHU NAUMEHTH, B CpaBHEHHUE C BE3PACTHH.

CpapHenne Ha (HapMaKOKHHETUYHUTE JAHHM Ha MEAMATpPUMHATA U Bb3pacT
[IOKA3a10, 4e MNpeABHKAaHara rtoTamHa ekcnozduma (AUCtT ) npu neua, ¢
MHTPABEHO3HA HATORApBRAIlA J03a oT 9 mg/kg, € cpaBHUMA C Ta3H NMPH Bb3PacTH
HaToBappaila aoza oT 6 mg/kg. [lpensrxkaaHuTe TOTAIHK €KCIIO3HLIWH [IPH IET
MHTPABEHO3HHU NOAIBPKAIIK 034 0T 4 1 8 mg/Kg ABa IbTH THEBHO, €4 CPABHUMH
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Clle/l MHTPABEHO3HH [03H, CBOTBETHO OT 3 W 4 mg/kg Asa reTu AHeBHO. llpeaBrkaanaTa TOTATHA
EKCMO3ULMA OIPH Jelia, CJIe NepopaliHa moaaspxama go3a oT 9 mg/kg (MakcuMyM 1o 350 mg) asa
[MBTH AHEBHO € OMia cpaBHEMA C Ta3W MPH BB3PACTHY, CJeI NepopaiHa A03a OT 200 mg nBa MBTH
aHeBHO. MuTpaBeHo3Ha A03a oT 8§ mg/kg nie ocurypH eKCnos3HUHs Ha BOPHKOHA30], NpUCIN3NTETHO
1Ba TIBTH ITO-BHCOKA OT TasH fIpH repopanna aosa ot 9 mg/kg.

[To-BUCOKHTE HWHTPABEHO3HH MOAAbPIKALLKM A03H NPH NETHATPUYHH TALIMCHTH, B CPaBHCHHUE C
BB3PACTHHTE, OTPA3ABAT MO-BUCOKHS E€TMMMHAIMOHEH KANAlUWTET NMpH NEARAaTPHIHHUTE TalldCHIH, B
pe3yJITaT Ha NO-TOMSAMOTO CLOTHOUWICHHE HA MACATa HA YepHHUA Apo0 KBM TeJIECHA Maca. Ilepopasinara
GHOHANMYHOCT MOXe, obade, 1a Obae arpasyyeHa TpHy Iena ¢ ManadcopOLHA H ¢ MHOTO HHCKO TELJIO
3a TAXHATA BB3pacT. B Takss Ciiyuail ce npenoprusa HHTPABCHO3HO MPHIIOKEHHE HA BOPHKOHAZOIL.

EKCIO3ULMUTE HA BOPHKOHA30J Mpu OOJILIHHCTBOTO OT HALMEHTUTE B IOHOLICCKA BBE3PACT CA OHnn
CPABHKUMM C T€3M MPH BB3PACTHH, NIONYYaBaLIH ChIIWTE JO3MPOBKU. BBIIPEKH TOBA, NIPH HAKOH MIIa/l1
IOHOLLH, C TETJIO MO-HUCKO OT TOBA MY BH3PACTHH, ce HabllioAaBa [M0-MaJIKa eKCHO3NLHIA. BB3MOKHO €
MeTaboNM3UPAHETO HAa BOPUKOHA3OI (TPU TE3U HHAMBUIM 14 € M0-CXOQHO J0 TOBA MpH AeHA, OTKOJIKOTO
[Py BB3PAcTHU. Bb3 OCHOBA Ha MoMNyIalHOHHUA (hapMaKOKHHETHYEH AHAIW3 IOHOIIUTE Ha Bh3pacT OT
12- 1o 14 rogunmy, ¢ terno non 50 ke Tpabsa aa noayuasar A03HPOBKH 3a fela (BXK. TOUKA 4.2).

Fvopeyno yepescoane

B enHo npoy4Bane ¢ €AHOKpaTHa nepopaina ao3a (200 mg) npu nuua ¢ HopMalHa 6pOpeuHa QyHKUNA
W Nexko (KpeaTMHMHOB KidpbHC 41-60 ml/min) mo TekKO (KpeaTHHHHOB KIHMPBHC < 20 ml/min)
Gubpeuno yepeskaaHe, (hapMaKkOKMHETHKATA Ha BOPHKOHA30/1 He € Ouia 3HAUMMO IIOBJTHAHA OT
6bn6peuHoTo yBpexkaaHe. CBbP3BAHETO Ha BOPMKOHA30M € IIA3MCHHUTE ITPOTCHHH C OUN0 CXOAHO TIPH
NHUA C Pa3fH4YHK CTemeHr Ha O6bOpevHo yBpexkaaHne, Bukre npenopbKUTe 3a 1103| mpociieABaHe B
Toukd 4.2 1 4.4.

Ueprnodpobuo yepesxcoane

Crnen eauHAYHA nepopanta 103a (200 mg) AUC e 6una ¢ 233 % mo-BrcoKa NpH JIMNA ¢ Jieka 10 yMCpeHa
yepHoapobHa nmposa (Child-Pugh A u B) B cpaBHeHue ¢ uua ¢ HOpMa/Ha yepHOApoOHA QYHKLIUA,
CBBP3BAHETO HAa BOPHKOHA307 ¢ NMPOTEMHHTE He € OWI0o 3acerHaTto OT YBpeACHATa yepHOApobHA
dhyYHKLIHS.

B npoyuBane ¢ MHOTOKPAaTHO MEPOPATHO NPHICKEHHE CTOHHOCTHTE HA AUC; ca 6uny CXOXHH IpH
AULA ¢ yMepeHa yepHoapobua uuposa (Child-Pugh B), monywapamy noaabspxalia 2033 100 mg nea
ITbTH JHEBHO U JMIA ¢ HOpMaliHa depHoapobHa dydkuus, nomyyasamy 200 mg aBa NbTH AHEBHO.

Jluncsat GapMAKOKHMHETUYHK JAHHH ITPH NAIMEHTH € TEKKA YepHOAPOOHa IMpo3a (Child-Pugh C). (Bx.
TOuKkH 4.2 1 4.4).

5.3 IlpelkNHHHYHH JaHHH 32 0e30MACHOCT

[IpoyusaHUa BBPXY TOKCHYHOCTTA [IPH MHOTOKPATHO MPHJIOKEHHEC HA BOPUKOHA3ON IOKA3BAT, He
YepHUAT ApoG & npuuenHUAT oprad. [1o106H0 Ha APYrH AHTUMUKOTHYIHH CPECTBA XCTIATOTOKCHHHOUT
¢ HaOJIIOJAaRaHa P IUIa3MEHH E€KCMOZWLUMM, CXOAHM C TE3H, MNONYYEHM B TCPanNeBTUYHH IO3H IIpH
yoBeka. [Ipy nibXOBE, MHIIKM H KydeTa BOPHKOHA30J € NPUYMHII MU MHHHMAJIHH TIDOMCHM B
HanOBOpeunuTe no1e3d. KoHBeHUMOHATHHUTE (PApMAKOKHHETHYHHM INPOY4YBAHHUA 34 Oe30MacHoCT,
FeHOTOKCHYHOCT WITH KAPHMHOTEHEH TIOTEHLHAI HE NMOKa3BaT 0CODEH PHCK 3a XOpa.

PenpoaykKTHBHH MpOyuBaHUs [IOKa3BaT, Y€ BOPHKOHA307l € TEparoreHCH I[Iph IUTBXOBC U
eMOPHOTOKCHYEH NpH 3afilli NPH CUCTEMHHM EKCNO3WIMM, PaBHA Ha TE3H, NOJYHCHM NpH Xopa B
TepaneBTH4HM A03H. B nipoyupane Ha npe- ¥ MOCTHATAIHOTO PA3BUTHC TIPH MTBX0BEC _ AQ3ULIUM,
[O-HUCKM OT Te3H, IMOAYYeHH 0Opd XOopa B TEPancBTUYHH [T03H, BOPHKOPASQ
NPOABDKUTETHOCTTA Ha recTalusaTa ¥ PoAOBaTa RCHHOCT U € Npeay3srkal 1 /*‘/
MaWYMHA CMBPTHOCT W MOHMKECHA NEPHHATAIHA NMPEeXKUBACMOCT Ha Honopo,u o
MepHoia Ha paKAaHe ca BEPOATHO MEJHHPAHW OT BHAOBO-crieUMpHIHE MeRaf
NMOHMKEHHE Ha eCTPAJHOIOBUTE HHUEA W CBOTBETCTBAT HA TE3W, Haﬁmo,uaﬂ
AHTHMHKOTHYHH cpeacTBa. [ IpumaraneTo Ha BOPHKOHA30M HE € JOBEIO J0 YBPY 2
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Np¥ MBXKKM H JKEHCKM TUTBXOBE JIPH ©KCIIO3WUMHM, NMOAOOHH Ha Te3H, MOJy4UCHH MpH Xopa IpH
TEPArNeBTUIHH O34,

6. OPAPMANEBTHYHHA JIAHHHA
6.1 CHnHC¢bK HA NOMOIIHHTE BELIeCTBA

XUAPOKCUNPONMIOSTAACKE

APrUHHHOB XUJPOXJIOPHA

Hatpues xuapokcun (3a kopekuus Ha pH)

KoHLeHTprpaHa XJI0poBOIOpOIHA KHCenuHa (3a kopekLys Ha pH)

6.2 Hec¢LBEMECTHMOCTH

Bopukonaszon Axopadapma He TpsaGBa Ja ce NpWiara B €1Ha U ¢hula MH(Y3MOHHA CHCTEMA HITH KaHIoNa
e/IHOBPEMEHHO JAPYrd HHTPABREHO3HY npoaykrd, Cliel NPHKTIONBAHE Ha HH(y3uATa ¢ BOPHKOHA30M
AxopadapMa cUcTeMara MOKe Ja ObIe W3noA3BaHa 3a TPHIOKSHUETO Ha APYrH WHTPABCHO3HH
MPOOYKTH.

Crnen pasTBapsHe € BOJA 3a HiDKeKiM, BopukoHasont AxopadapMa He MOKE Ja C€ H3M0/3Ba B
komOuHauus ¢ 0,45% (4,5 mg/ml) natprer xyopua HMHXEKUIMOHEH PasTBOD M HATPHCB JIAKTaT 34

HHTPaBEHO3HA UH(Y3MUs, NOPAAY HUCKO OCMOTHYHO HAJIAraHe.

KpeBHH nNpPOIYKTH H KpaTKoTpadHa WHQY3HA HA KOHLEHTPUPAHH €JICKTPOIHMTHH DPa3sTBOPH.
EneKTpONMTHUTE HAPYINCHUS, KATO XUMOKAJIMEMMsI, XHIIOMAarHC3UeMHA H XHIOKAJILHEMHA Tpadea Ja
ObIAT KOPUTHPaHH Mpeax 3arouBaHe Ha JISUHEHHE C BOPHKOHA30 (Bx. ToukH 4.2 1 4.4).

Bopukonazon Axopadapma He TpaOBa ja C€ M3M0/3BAa €HHOBPEMEHHO C KPBBHH HPOAYKTH HIH
kpatkorpaiina HHPY3US HA KOHUSHTPUPAHW SACKTPOJMTHH pa3sTBOPH, JOPH aKO OBETC HHPpy3HHn ce
MPHUJIATAT B OTAETHU CHCTEMMU.

O61wo napeHTepando xpaHere: O6uio napenrepainto xpaneHe (TPN) ne Tpabpa a ce NPEKBCBA, KOraro
ce npwiara ¢ Bopukoraszon Axopadapma, Ho Tpabpa Aa ce Mpuiara mpe3 OTAENHA CHCTEMA. AKO
MHGY3UATA Ce NpHIara rnpes KaTteThp ¢ MHOro Jymend, TPN TpsaOBa fa ce npuiiara, Kato ce H3noJsa
pasiMuyed KaHall OT TO3M, W3non3saH 3a BopukoHaszon AkopadapMa. BopHKOHA30 Akopadapma He
TpabBa ma ce paspexiga ¢ 4,2% (42 mg/ml) uWHQY3MOHEH pa3TBOP Ha HATPHCB 6uxapOoHar.
CHBMECTHUMOCTTA C APYTH HETOBN KOHIEHTPAaLWK € HEM3BECTHA.

To3H ieKapcTBEH NPOAYKT He TpiabBa Ja ce cMecBa ¢ Apyrd JEKapCTBEHH MIPOAYKTH, ¢ HIKIIFOYCHHE Ha
NOCOUEeHHTE B TOUKA 0.6.

6.3 Cpok HA rogHOCT

HeoTeopeH: 24 Mecela.

Caen pa3TBapsaHe

XuMH4HATA B HU3MYHA CTAGUIHOCT N0 BpeMe Ha M3MOM3BaHe Ha pasTBOpH, paspedeHH ¢ 19,0 ml Boxa
3a MHoKkekuuu 1wk ¢ 19,0 mi 0,9% (9 mg/ml) naTpHeB xnophi HH(Y3HOHEH Pa3TBOp € J0Ka3aHa 3a 24
yaca [Py ChXPAHEHHE Ha cTaitna Temneparypa (15-25°C) u B xnagunnuk (2°C go 8°C).

Crien AONBIHHTEIHO pa3peaase

XHUMHUYHATA U PU3HYHA CTAOWAHOCT TIO BPEME Ha HM3MOJI3BAHC HA Pa3TBOPH, paspeip
no 5,0 mg/ml npu M3nos3BaHe HA TEUHOCTH, NMOCOUEHH B Touka 6.0 e Rokajphs
ChXPaHCHHE Ha cTalina remneparypa (15-25°C) uny 48 yaca, KOTaTO Ce CbXpaHfE N F

no 8°C).

L)
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OT MUKPOOHONIOIUYMHA IJIeAHA TOUYKA, MPOAYKTHT TPAORa Aa ¢e M3MOJI3BA BeAHAara. AKO HE Ce H3II03Ba
BE/IHATA, BPEMETO U YCIIOBHSTA HA ChbXPaHEHHe Npead ynorpeda ca OTrOBOPHOCT Ha NOTpeOHTEN H
OOMKHOBEHO He TpsaOBa na Haapumasar 24 yaca npu Temrepatypa 2°C no 8°C, OCBEH aKko
pa3TBapsHETO/ Pa3spekIAHETO € M3RbPLICHO B KOHTPOAMPAHK U BATHAHPAHH ACENTHYHH YCIIOBUS.

6.4 CHnenHaTHH YCIOBHA HA ChbXPAHEHHE

Ha ce cexpanasa rog 30°C., Jla ce ¢cbxpaHaBa B OPUIMHAJIHATA OIIAaKOBKA, 38 AA ce IIPeAna3H oT
CBETIWHA.
3a YCIOBHA HA ChbXPaHEHMe CIIed pa3TBapsAHe Ha JIEKapCTBEHHUA NPOAYKT BIKTE TOYKA 0.3,

6.5 BuaH chALPKAHHE HA ONIAKOBKATA

Enun ¢pnakon ot 30 ml ot npospauno cTeriio i [ ¢ xnopobyTunosa ryMeHa 3amyllaika i IyMUHHACBA
Kalayka ¢ IOJMIIPOITHIEHORA NaacTMacosa nnomoa.

6.6 ChneuuanHu npeanazHyU MepPKH NMPH H3XBLPJISHE

Hewu3nonseaHUAT NEKAPCTBEH MPOAYKT WM OTHAAbYHHTE MATEPHANTH OT Hero TpaOBa /1a C& U3XBbPJIAT
B CHOTBETCTBUE C MECTHUTE H3IMCKBAHUA.

[paxsT ce pazteaps Uik ¢ 19 ml Boaa 3a vmkexuuy, wik ¢ 19 ml 9 mg/ml (0,9%) vH(y3HUOHEH pasTBOP
Ha HaTPHEB XJIOPHN, 32 Aa ce nohayun obeM 3a usteriane 20 ml OMCTBP KOHLIEHTPAT, chabpxauy 10
mg/ml BopukoHaszon. M3xeepnerte dnakona ¢ Bopukonazon Axopagapma, ako BaKyyMBT HE H3TeIJIA
pasTBOpHTENS BBB (uakoHa. llpemoppura ce H3MOJN3BAHETO HA cTaHaaprHa 20- MUJIAITHTPOBa
(HCaBTOMATHYHA) CIIPHHIIOBKA, 34 1a € CHTYPHO, Y€ ¢€ M3Ter/s TOUHOTO KoauvectBo (19 ml) Boga 3a
HHXeKUHK vinn (9 mg/ml [0,9%]) HaTpues xnopua HHQY3HOHEH pa3TBOp. T0O3H JIEKApCTBEH MPOOYKT €
caM0O 3a EeNHOKpaTHA ymnorpeba M BCAKO HEU3NON3BAHO KOMHMYECTBO pasTBop Tpabsa na Owae
H3XBbpJicHO. TpabBa na ce yrorpebaBaT caMo OMCTpH pa3TBopH 0€3 YaCTHULIM.

3a ga Oble NpwIokKeH, HeoOxoaumusa ofeM roTroB KOHUEHTpHpaH pasTBOp ce A00aBd KBM

MPENOPBYUTENHHS CHBMECTHM HH(pY3UOHEH pa3TBOp (YTOUHEH B TabNHIaTa Mo-A0Y), 3a 1a ¢e NOIYyYUH
OKOHYATE/HHAT Pa3TBOP Ha BOPUKOHA30M, chabpxkam 0,5-5,0 mg/ml.

Heo0xoaamu koanuecTBa o1 10 mg/ml Bopukonaszoa Axopadapma KOHIEHTPAT

Tenecno  Koauuecrea Bopukonasoa Akopadapma kounentpar (10 mg/ml), HeoGxoxumu
rerno (kg) |Mosa 3 mg/kglosa 4 mgkgllosa 6 mgkglosa 8 mghkglosa 9 mgke
(Opo# duaxonn) (Gpoi paakonu (Opoii paakonu) (Opoit paaxonn) (Opoi parakonu)
10 - 4,0 mi (1) - 8,0 ml (1) 9,0 ml (1)
15 - 6,0 ml (1) - 12,0 ml (1) 13,5 ml (1)
20) - 8,0 mi (1) - 16,0 ml (1) 18,0 ml (1)
25 - 10,0 ml (1) - 20,0 ml (1) 22,5 ml (2)
30 9,0 ml (1) 12,0 ml (1) 18,0 ml (1) 24,0 ml (2) 27,0 ml (2)
35 10,5 ml (1) 14,0 ml (1) 21,0 ml (2) 28,0ml(2) | 31.5ml(2)
40 12,0 mi (1) 16,0 ml (1) 24,0 mi (2) 32,0 m |
45 13,5 ml (1) 18,0 ml (1) 27,0 mi (2) 36,0 ml
50 15,0 ml (1) 20,0 ml (1) 30,0 ml (2) 40,0 m
55 16,5 ml (1) 22,0 ml (2) 33,0 ml (2) 44,0 ml
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60 18,0 ml (1) 24,0 mi (2) 36,0 ml (2) 48,0 ml (3) 54,0 ml (3)
65 19,5 ml (1) 26,0 ml (2) 39,0 ml (2) 52,0 ml (3) 58,5 ml (3)
70 21,0 ml (2) 28,0 ml (2) 42,0 ml (3) - -
73 22,5 ml (2) 30,0 ml (2) 45,0 ml (3) - -
80 24,0 ml (2) 32,0 ml (2) 48,0 ml (3) - -
85 25,5 ml (2) 34,0 ml (2) 51,0 ml (3) - -
90 27,0ml (2) 36,0 ml (2) 54,0 ml (3) - -
935 28,5 ml (2) 38,0 ml (2) 57,0 ml (3) - -
100 30,0 ml(2) 40,0 ml (2) 60,0 ml (3) - -

[IpuMroTBeHHAT pa3TBOP MOXKE /1a OBl pa3peleH cC:

Hatpues xsopua 9 mg/ml (0,9%) HHKeKLHOHEH pa3TBOP

5% (50 mg/ml) moko3a ¥ PaHrep-nakraT HHQY3HOHEH pasTBoOp

5% (50 mg/ml) rmrokosa u 0,45% (4,5 mg/ml) HaTpUeB XJIIOPHI HH(PY3HOHEH PAsTEOD
5% (50 mg/ml) riroko3a HHPY3IUOHEH Pa3TBOP

5% (50 mg/m!) nokosza B 20 mEq kanues xJIopua uH(Y3HOHEH pa3sTBop

5% (50 mg/ml) rmoxoza u 0,9% HaTpreB X10pU] HHQY3HOHEH PasTBOP

CHBMECTUMOCTTA Ha BOPHUKOHA30] ¢ pa3peduTel, pa3iuyHH OT OITHCAHUTE [TO-rOpe HIIH B PA3ie] 6.2
€ HEH3BeCTHA.

Heo6xoaumu KoaudecTsa oT 10 mg/ml Bopukonazon AkopagapmMa KOHIEHTpAT
[TIpHroTBEHUAT Pa3TBOP MOXKe Aa Obae pa3peacH ¢

Harpuer xyopua 9 mg/m] (0,9%) nmxexuuoneH pa3Tsop

5% (50 mg/ml) rmroko3a ¥ PuHrep-nakrar MHQY3HOHECH pasTBOp

5% (50 mg/ml) rmokosa ¥ 0,45% (4,5 mg/ml) HaTpHeB XJIOPHA HH(PY3HOHEH PA3TBOP
5% (50 mg/m!) rmoko3a UHQY3IHOHEH pa3TBOP

5% (50 mg/ml) rmroxoza B 20 mEq kamueB x1opua HHOPY3HOHEH pasTBOp

5% (50 mg/ml) rmoko3a u 0,9% HaTpHeB XNOpUA HH(Y3HOHEH PasTBOP

CBHBMECTHMOCTTA HA BOPHKOHA30I ¢ Pa3speIUTENH, pas/IHYHK OT OMUCAHHTE NO-TOPC MK B PA3iC] 6.2
€ HeW3ReCTHA.

7. MMPUTEXKATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z 0.0.
ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,
[Tona

8. HOMEP HA PASPEINIEHHETO 3A YIIOTPEBA

Per. Ne 20160171

9. JATA HA IBPBO PA3SPEIIABAHE/MOJAHOBSBAHE HA PASPEHNIEHUETO 3A
YIIOTPEBA '

Jlata Ha nopeo pazpewmasane: 16.06.2016 .
Jlata Ha nocnegHo noaHoBseaKe: 31.01.2022 .
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10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

OkTomepu 2023 r.
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