KPATKA XAPAKTEPUCTHKA HA ITPOOYKTA

1. HME HA JEKAPCTBEHHUA ITPO ,IIYKT thﬂHﬂTEm'lA Al Em no IIEKAPGTIATA

KDSMKE XEPSUREDUOTILNE N8 NDOGYNE - [IDUAONSHS 1
BE/IU/IA 200 mg nipax 3a Hr¢y3HOHEH PasTEO L1y, AT AL N—
VEDIDA 200 mg powder for solution for infusion . oaspeeme N ~

aomwe. 22332 18 B
2. KAUECTBEH A KOJIMYECTBEH CBHCTAB DGOBDE 18 NE ..vverrsceeemersssrsssonersdestamenssssrsssssssssssossisess

Bceexu ¢pnaxon ceaspxka 200 mg Bopukonason (voriconazole).

Cnen pasreapsse BCeku ml or pasrsopa cbabpxka 10 mg Bopukonason. Cnen pa3rpapsHe €
HeOOXOAUMMO JOITBIHHUTEIHO PA3PEKAAHE MMPEAH NPHIOKEHHE.

INoMomHO BEIECTBO C U3BECTHO AcicTBIE: HATPHE (DpubmnaurenHo 222 mg Ha GIAKOH) U

cynpobyman-crep-B-mmxnoaexkcrpun (SBE-B-CD) (npubmiuzurenso 3200 mg na $pnaxon).
3a rreHHS CIHCHK HA IOMOIHUTE BEIECTBA BIDKTE TO4YKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a uH(PY3IHOHEH pa3TBOP.

bsan po nourn 6an nuOQUIMAMPaH Mpax MJM rECTa MACA.

pH Ha pazrBopenus nmpoaykr € 4,0 — 6,8.
OcmonanurersT Ha pasTBopa npH pasreapane ¢ 400-550 mOsmol/ kg. v

-4, KJIHHUYHU JAHHH

"

4.1 TepanesTHiHH NPKAIAHHA

BopHrkoHa3071 ¢ ITHPOKORNEKTPEH TPHA30/IOB AHTHMHKOTHYCH Ar€HT U € II0KA3aH IMPH Bb3PACTHH M
Jela Ha 2 ¥ MOBEYE TOAWEHH 3.

- Jleuenne Ha HHBAFMBHA ACMIEPTHIIO3A.
- JleyeHue Ha KaHARACMHS NPH NAIMEHTH 03 HEYTPOIICHHUS.
- Jleuenne Ha Gayk@HAZON-PEIUCTEHTHH CEPHO3HH uHBasuBan Candida uncpexyuu

(Bxmoumrenno {. krusei).

- Jleuenue Ha cepnapru rebuaan nHbekuuy, npuauHeRH oT Scedosporium spp. B Fusarium spp.
Beanaa Tpabsa aa 6pAc fipunaral riaBHO MPH NAUMEHTH ¢ MPOrPECHPAITH, MOTEHLIHAIHO
AHBOTO3ACTPAMABAIM HH(PEKIIHH.

[Tpodunaxruxa Ha HHBAMBHH rbOHYHH HHMEKLMH MPH BUCOKOPHCKOBH PEIMITHEHTH C ATIOTCHHA
TPAHCIUIAHTALUA HA XeMPNIOCTHYHHK ¢TBOJIOBH KieTkH (TXCK).

4.2 [o3upoBKA H HAYHH HA NPHIOREHHE

O3UPOBKA
EnexTponuTHH HApYIMICHMS KATO XWIIOKATHEMHSA, XMIIOMArHE3HEMHS M XMIIOKAJIMEMHsS TpaOBa Aa
ObaaT mpocneAdBaHH K NMPH HYXAAd KOPHIHPAHM MPEAM 3aNOYBAHE M O BPEME HA JICHEHHE C
BOPHKOHA30) (BHXTE TOYKA 4.4).

IIpenoprusa ce BOPHKOHA30M Aa CE MPHIAra ¢ MAKCHMATHA CKOPOCT OT 3 mg/KT Ha 4ac B
NMPOABJKCHUE HA 1ToBe4q oT 1 10 3 vaca.

Bopukona3son ¢ Hammee u kato 50 mg u 200 mg drmupanu Tabnetks.,

Jledenue
Bw3pacmru




JleuenreTo TpabBa Aa Ofne 3ai0YHATO ¢ ONPEAEIEHA HATOBAPBAINA J03a BOPHKOHAZ0! HHTPABEHO3HO
HIIH [IEPOPATHO, KOATO JETH AOCTATAHE HA MIA3MEHH KOHICHTpauuH Ha [len 1, kouro ca 6/u3kH 10
CTalMOHApHUTE. Bb3 OCHOBA HA BHCOKATA OMOHATIMUHOCT NMpH nepopaneH npueM (96%; BIDkTe Touka
5.2), B Ciryqai ¥ue € KNIHHIYHO ONPaBAAHO € YMECTHO MPECMHHABAHE OT HHTPABEHO3ZHO KbM NEPOPATHO
IPHIIOKEHHE H 00paTHC

NENOPHKHUTE 33 AOINPAHE € NMPEAOCTABEHA B CJICAHATA TA0MIA;

Humpasenosno Hepopanno

Ilayuenmu ¢ menecud Ilayuenmu ¢ menecna
mezno 40 kg u noseve” | mezno nod 40

kg

IloapobHa unbop

| -‘

Hamoeapeawa cxema

6 mg/kg Ha Bceku 12 | 400 mg Ha Bcexn 12 200 mg Ha BcekH 12

HQ NPpUAAcane qaca Hqacda

(nvpeume 24 vaca)

200 mg aBa ITHTH 100 mg aBa meTH
HAHEBHO THEBHO

4 mg/kg aBa THT™H
RHEBHO

Hooovprxcawa oosa
(cneo nvpeume 24 yaca

*OrtHaca ce ChUIO ¥ 33 MYLMEHTH HA BB3PacT 15 roxHHM ¥ nopeve

IIpodwrxcumennocm na yevenuemo
[IpoabmiurenHOCTTa HApTeHeHre TpaOBa 13 ObAC Bb3MOXKHO HAM-KPaTKa B 3aBUCHMOCT OT KJIMHUYHMA

H MHKOTHYHHS OTTOBOp ha nmaumenTa. IlpogsmoxwrerHa eKcno3Humg Ha BopukoHason Haa 180 mxm (6
MECELI2) U3KCKBA BHUMAREIIHA OLICHKA HA CBOTHOLICHHUETO MOI3a/PHCK (BIKTE TOUKK 4.4 1 5.1).

®
Adanmupane na dosamainpu 6vu3pacmuu
Ilpn HecriocobHOCT Ha jranMeHTa A3 MOHECE MHTPABCHO3HO J€deHHE ¢ Jo3a 4 mg/ kg asa my™
AHCBHO,03aTa MOXKE Ja (f NOHIDKY 0 3 mg/ kg apa mbTH JHCBHO. _
Ilpu HepocTaTh4EH KWIMHENEH OTTOBOD HA. MALMECHTA KbM JICYCHHUETO, MOATBKALIATA A03a MOXE Ja Onae
ysemmueHa 10 300 mg AB3 rbTH ZHEBHO NPH NIEPOPANTHO NPHAOKEHHE. [IpH TALTHEHTH ¢ TEIECHO TErIo Nox
40 kg nepopamaTa 032 joxe na Onae nosumena A0 150 mg a8a meTH AHEBHO.
IMpu HeCOCOOHOCT HA IIRHEHTA Ja MOHECE ICUCHME C TAKaBa BHCOKA J03a, IICpOpaTHaTa Ao3a TpaOBa Ja
C€ NOHIDKABA CTHNANOBHAHO ¢ 50 mg a0 noaxepxkama no3a or 200 mg a8a meTH aHeBHO (Wm 100 mg aBa
ITHTH AHEBHO 33 MaUMEHTR ¢ TeliecHO Terao mox 40 kg).
B cyaii va npod I9HA YTIOTpeGa, BIDKTE 33 CTIPABKA MO-AOMY .
Ileduampuyuna nonyrayug |
Leya (2 00 <12 200uny) y mradu ionouu ¢ vucko menecro mezno (12 0o 14 200unu u <50 kg)
Bophkonason tpafea a3 Ombae Ao3upaH xaToO NpH Jena, THH KAaTO TE€3W MIIASH IOHOIDM MOraT Ja
METabOTHIHPAT BOPHKOHA3OI MO HAYHH NO-0/M3BK A0 AeLa, OTKOMKOTO O Bh3PaCTHH.

’

IIpenopprunrenHaTa cxejta Ha JO3HPARE € KAKTO ClIeABA;

Humpaeenosno Hepopaano
Hamoeapsawya cxqua  nd 9 mg/kg Ha Bcexn 12 yaca He ce npenopbusa
npunazane (nvpeume g4 uaca) "
ITooovpocawya 003 (cned E mg/kg xBa ITbTH JHEBHO
nvpeume 24 waca) 8 mg/kg ABa ITbTH JHEBHO (MaxcumamHa z03a or 350 mg aBs
IThTH THCBHO

3abenexcka: Bbp3 odHOBA Ha MomynauMOHHMS  (PAPMAKOKMHETHYEH  AHATH3

HMYHOKOMITDOMCTHDAHH) MEAHATPHIHM NALMCHTH HA BB3pact 2 go <12 HH, A -
HMYHOKOMITPOMETHPAHHJIOHOIIH HA BB3pacT 12 no <17 rozuny. SR
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MHTPaBCHO3HA 7032 OT 8fmg/kg me OCHTYPH EKCNOHIMA KA BOPHKOHA3OM NPHOMHMIHTEIHO 2 ITHTH MO-
BHCOKA OT IepopanHa a0 ot 9 mg/kg.

Beouvxu opyzu onowu (18 0o 14 200unu u >50 kg 15 00 17 200unu, ne3agucumo om meaecHomo mezno)
Bopuxonazon Tpabsa mappac AO3HpaH KATO IPH Bb3PACTHH.

Aoanmupane na oozamagnpu deya [2 0o <12 200unuj u maadu onowu ¢ rucko menecro mezao [12 oo
14 200unu u <50 kgj

B ciydqait, 9e TCpanesTHHHAT OTIOBOP Ha NALHEHTA KbM JICICHHETO € HEANCKBATCH, A03aTa MOXKE 13 CE
MOBHIIM CHC CTBIKH OT § mg/kg. AKO MAIMEHTHT HE MOXKE A3 NOHECS JICICHUCTO, A03aTa TpAdBa A ce
FIOHIDKABA CTENANOBHIHAC 1 mg/kg.

Ynorpebara npu neauapuuHy HA MALMEHTH HA BB3pAacT oT 2 xo <12 roguHm ¢ uepHOApOOHA MM
OpOpeuna HeJOCTATHYHAET He € npoydeHa (Bwkre Touxa 4.8 1 Touxa 5.2).

Heua noQ 2-200uuna svgpacm
be3onacHocTTa M epHKAGHOCTTA HA BOPHKOHA30M MPH JELa IO 2-FOSHIIHA BB3PACT HE € YCTAHOBEHA.

Hammrmure faHHH ca onfpcany B ToukH 4.8 1 5.1, HO He MOx¢ A3 Obae HANpaBeHa NPenopbKa 3a
AO3HpaHe.

NOMMIAKTHKS ITDH Bh3ACTHH H JIC1Ia |
IMpodmnaxmikara TpaOBY Aa 3anoTHE B ACHA HA TPAHCIUIAHTALIHATA M MOXeE Ja rpoxboku 10 100 quu.
[Tpodmmakmixara 1ps6e§ A2 ObAc BBLIMOKHO HAK-KPATKA B 3aBHCHMOCT OT PHCKA 33 Pa3BHBAHEC HA
HHpa3usHA 1eOMuHa Hrdeama (MI'H), onpeaenen or HeyrponeHnsTa um uMyHOCYnpecusTa. B cimyaaii

Ha NpPOAB/DKABAMA HMYNOCYTIPECHA HIIM PEAKIMa HA TPAHCIUIAHTaTa cpemy peuenmeHTa (PTcP), T2
Moxe Aa 6nae mpoxbmxgia 10 180 mm cnen TpaHCIIAHTaIMATa (BrKTe Touka 5.1).

Hoza

[IpenopranremHaTa Cxea Ha AO3HpaHE NpH NPOPWIAKTHKA € CHUIATA KATO NPH JICIEHHE IIpH

CHOTBETHHTE FH3PAaCTOBH I'PYIH.

Mons, HanpaseTe cnpasga ¢ TAOIMIMMTE 33 JICUEHUE MO-TOPE.

Ipodeaxcumennocm na Jpopuraxmuxama .
besonacnocTra 1 eépHKa@HOCTTa HA MPAIOKESHHETO HA BOPHKOHA30/T B POAB/DKEHHE Ha noBede ot 180
AHHU HE Ca aJEKBATHO NPJYUCHHA MPH KJIHHIIHHTE H3ITUTBAHHS,

Ynorpebara Ha BOPHKORA304 3a NMpodUNAKTHKA B MPOAb/LKeHHE Ha moseue ot 180 mum (6 mecena)
H3UCKBAa BHUMATE/THA OLI§HKA HA ChOTHOIMICHHETO NOI3a/pUCK (BIOKTE TOYKH 4.4 1 5.1).

yAHHTC HHCTPDYKLINH (& OTHACS MSB.JIC"I‘?HHG.WH%IMW

Adanmupane na oozama
Ilpu mpodunaxmiraxa yRorpeba HE CE NpenopbYBa AJANTHPAHE HA J03aTd B CHyd9ail HA JMIICA Ha
ePHKACHOCT WM HA CHBP3aHH C JICUCHACTO HEXETaHH chOHTHE. B cnydaii Ha cpbp3aHl ¢ ICICHHETO
HEXENAHH ChOM™IA TpaPBa A3 ce oOMECIH crHpane HA BOPHMKOHA30I M ynoTpeba HAa ATCpHATUBHH
npoTHBOrbOutHM cpeacTPa (Bkre Touka 4.4 1 4.8).

Aodanmupane na dosamalnpu ceeMecmHo npunroNcerue
Pupabyrvn wm denfromn morat Aa ObAaT NPUIOKEHH CbBMECTHO C BOPHKOHA30M, AKO
MIOAXBPKAWATA 4033 BOPHKOHAZ0M C¢ IIOBHUIIH HA 5 mg/ kg HHTPABCHO3HO ABA ITHTH JHEBHO, BIDKTE
TOuUkH 4.4 1 4.5.
Edasupent Moxe Aa ce §pHIara CbBMECTHO ¢ BOPHKOHA30/1, aKO MOXLPKAMATA 1033 BOPHKOHA30]I CE
nosium Ha 400 mg Ha Bgexku 12 gaca, a go3ata edasupeHi ce nomwku ¢ 50%, 1.e. 20 300 mg BeaHEXK
AHeBHO. KOraro J¢4¢HNETO ¢ BOPHKOHA30] C¢ MPEYCTAHOBY, IThPBOHAYAIHATA 032 eaBHPEHI MOXKE
Aa Obzae BpacTaHoBeHa (RppkTe ToukH 4.4 1 4.5). —

Hayuenmu e cmapuecxalpvapacn
He ce m3rckBa ajarrripagic Ha 103aTa NPH [AMMEHTY B CTAPYECKa BB3PacT (BHxKTe




Bvbpevno yapescdare
[Tpu mamienTu ¢ ymepeHR 10 Texka Opbpeuna muchyrkmms (xpeaTHHUHOB KIHpbHC <50 ml/min)
HACTBIIBA HATPYIIBAHEC HE MHTPEBEHOIHUA HOCHTEN HATPHEB CynodbyTun-erep-bera-IMKIOAEKCTPUH
(sulfobuthyl-ether-B-cyclpdextrin, SBE-8-CD). Ilpu Teau nanmenT# BopuKoHa3on TpaOsa aa Obae
IPAIOKEH [IEPOPANHO, OPBEH aKO OLICHKATA HA ChOTHOINEHHETO [10/13a/PHCK HE OIpaBs/ana
HHTPABCHO3HO NMPHIOKEPHE HA BOPHKOHRA30), 1IpH TE3H MALHEHTH CSpYMHHTE HUBA HA KPEATHHHH
TpaORa Aa 6BJAT NPOCICGRABAHH YECTO, & IPH NOKAYBaHETO UM TpaOBa Aa ce 0OChAN NPEMHUHABAHE
KBM JICICHHE C IIEPOpaT@H BOPHKOHAZON (BHIKTE TOYKA 5.2).

KipsHCBET HA BOPHKOHBOI ITPH XeMoZHAMH3a € 121 ml/min. 4-3acoB XeMOZHAN3CH CCAHC HE
OTCTPaHSABA AOCTATHYHO [KOIMYECTBO BOPUKOHA30M, 33 4a C¢ HAJIAra aAANTHPAHE HA J03aTa.
KmapsucsT Ha naTpaBeHp3Hus Hocuten SBE-B-CD mpu xemoanammza € 55 ml/ min.

Ueproopobro yepesicoare
[Ipn namperma ¢ nexa o ymepena deproapodna muposa (Child-Pugh A m B), xouro nomysasar
BOPHKOHA30N C€ NMpEnopytiBa ynorpedara Ha CTAHAAPTHA HATOBAPBAINA 4033, HO NMOATLPKAINATA A033
TpabBa na 6na¢ HaMACRA HATIONIOBUHA (BIDKTE TOMKA 5.2). -
BopuxoHAa301 HE € NpOoy§BaH NPH NAMHCHTH ¢ TEXKA XPOHH4HA YepHOAPoOHA 1mpo3a (Child-Pugh C).
CpImecTBYBAT OrpaHMMEgH JAaHHH 32 OS30MmMaCcHOCTTA HA BOPMKOHA30M IMPH MNALMEHTH ¢ OTKIOHECHHA B
qepHOAPOoOHUTE QYHKIMDHATHHM NOKA3aTead (acnaprar TpaHcammHasa [AST], amasun TpascaMMHAasH
[ALT], anxamsa docdargza [AD] miin SwmupySHE >5 rbTH ropHA IDAHHIA HA HOPMATA).

Boprkona3on ce CBbP3IB} C NOBHIICHNE HA YEPHOAPOOHHTE (YHKIMOHAIHH MIOKA3aTENN H KIMHHIHHA
Gemean Ha [epHOAPOOHD YBPEXKIAHE KAaTO JKBITCHHIA H NPH MALMECHTH C TEXKKO YepHOAPOOHO
yBpexaaHe TpaOBa Aa Ogae mpunaraH, caMo ako NoJa3aTa HAJBHINABA MOTCHIMAIHHA pucK. [lammerTH
C TeXKO depHOApOoOHO JyBpekzaHe TpaOBa Aa ObJAT BHMMATENIHO NPOCICAABAHH 32 NMPOSBH HA
NICKaPCTBEHA TOKCHYHOCE (BIDKTE TOUK2 4.8).

Hauns Ha NPHAGKCHHE
Beanpa a3ucKsa pa3TBARNHE H Ppa3pekAaHe mpean ynoTpeba Kato HHTpaBeHO3HA HHy3na. He ce
NPHJIAra KATO OOTYyC HHBCKITHS

3a yxazanms, CPBP3aHM GPa3TBAPAHCTO M Pa3peKAAHCTO HA TO3H ACKAPCTBCH NMPOAYKT NPEIH
IPUIOKCHAE, BIDKTE TOYKA 6.6. .

4.3 IlporuBonoxazagus

CBpPBEXUIYBCTBHTEIHOCT M aKTHBHOTO BEMESCTBO HIH KBM HAKOS OT MOMOIMHKTE BEINCCTRA, H3OpOoeHH
BTOUKa 6.].
CopemectHO mpunoxeHHe ¢ CYP3A4 cyberpatn, TepdeHaauH, acTeMM30], LM3ANPHA, THMO3IHI,
XHHMAHH WM HBa0paagH, ThH KaTO NOBHIICHHTE IUTIA3MCHHM KOHICHTPAlLMH HA TE€3H JICKAPCTBEHH
MPOAYKTH MOTAT Ja mpguu3smKaT yxboxasaxe na QTc MHTepBaNa H B PEAXH CTyuad NMOAHMOpPHHA
KaMepHa Taxukapani (tagsades de pointes) (BipkTe TOUKa 4.5).

CnBMecTHO nprnoxeHAq ¢ pudavimnpH, kapbamazenun, perobapOHuTan M XKbIT KAHTAPHOH, Thi KaTO
€ BEPOATHO TEAH JIEKAPJTBEHH IMPOAYKTH A MOHIDKAT IUIAZMCHHTC KOHLIEHTPALHH Ha BOPHKOHA30IM
CBHINECTBECHO (BIDKTE TOIRA 4.5).

CrBMECTHO NMPHIOKEHHE HA CTAHAAPTHH JO3H BOPHKOHA30M ¢ A03H edasupenn or 400 mg BeaHDBXK
AHEBHO HIIM TOBEYEC € IPOTHBOMOKA3AHO, Thil KATO ¢haBHPEHI{ 3HAYMTE/IHO MOHMXKABA IUIASMECHHTE
KOHUCHTPALMH HA BOPHNOHAZ0J IIPH 3APABH CYOEKTH NPH TAKMBA A03H. BOPHKOHA301 CHUIO 3HAYHMO
NOBHINABA IUIASMCHHTE KOHLICHTpAITHH HAa chapupeHn (BIDKTE TOUKA 4.5, 33 NO-HUCKH AO3H BIKTE
TO9KA 4 .4). v
CHLBMECTHO MPHIIOAKCHHY ¢ BHCOKH J03H pHUTOHABHD (400 mg H noseue ABa IrbT™ JHEBHO), ThH KATO
PHTOHABHD 3HAYMMO NONIDKABA IUIA3MECHHMTE KOHLICHTAIIMM HA BOPHKOHA30M IPH 3ApasH cy&ml npn
Ta3H 1032 (BIOKTE TOYKA #.5, 32 NO-HHCKH J03H BHXKTE TOUKA 4.4), ,-f RN
CBBMECTHO NPHIOKCHA§ HA EPro-aJKANOMAM (EPrOTAMHH, AHXMAPOSPrOTAMMHE), KOHTO £a cxﬁcrﬁai'!n‘
ra CYP3A4, Thil KATO [PBHINEHHTE MIA3MEHH KOHIEHTPAIMH HA TE3H nekapcmél-‘m hpo,uylcm oT

Ja AOBEAAT RO €proTU3bl (BHXKTE TOYKA 4.5). i
CuBMECTHO NIPHITOKCHAG CHC CHPOIMMYC, Thil KaTo € Bepomo BOPHKOHA30/1 A3 ﬁqn

4 \ ",;-. \- -
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¢ 3HAYHTETHO (BIDKTE TO4Ka 4.5).
*HHC HAa BOPHKOHa301 ¢ Hamokceron, cyberpatr Ha CYP3A4, twit kato
MIOBHIIICHHTE ILIA3MEHH ROHICHTPALMHA HAa HAJIOKCEr0J1 MOTAT A3 NMPCAU3BHKAT CHMITTOMH HA OTHCMAHE

HA OnuouAH {BXK. TOYKA §.5).
EQHOBPEMEHHO NPHIOMEHHE HA BOPHKOHA30J C TOIBANTAH, Thil KATO CHIIHHTE HHXHOMTOPH Ha

KOHIICHTPALMHM Ha CHDCO
EAHOBpPEMEHHO HPHIIO?

CYP3A4, xkaT0 BOPHKOH30JI, 3HAMHTENHO NOBHIMABAT TUIA3MCHHUTE KOHIICHTPALIHH HA TOJBANTAH (BX.
Touka 4.5).

EaHoBpeMEHHO MPHICKEHHE HA BOPMKOHA30M C JYPA3HAOH, ThH KaTO 3HAYKTEIHHTE NOBHIICHUA HA
EKCTIO3AIMATa HA JYPA@AOH MMAT IMMOTCHIMAT 33 CCPHO3HM HEXENAHH peakium (BX. Touxa 4.5).
EnHOBPEMEHHO IMPHIIOXKEHHE C BEHCTOKIAKC B HAYAJIOTO U 110 BpeMe Ha (asaTa HA THTPHPAHE HA
03aTa BEHETOKNAKC, T KATO CHIIECTBYBA BEPOATHOCT BOPHKOHA30/ A MOBHIIH 3HAYHUMO
I1a3MEHUTE KOHIICHTPAYMH HA BCHETOKIAKC ¥ A2 MIOBAIIH PHCKA OT Pa3BHTHE HA CHHPOM Ha

TYMOpPCH pa3ma] (BioxTefroqka 4.5).

4.4 ChneunanHH nNpeAyNpexRIeHHS H NPEANAIHE MEPKH NpH ynoTpela

CBYBXTYBCTBHTCTHOCT

Heobxogumo ¢ nNOBHIJEHO BHHMAHUE IPH MNPEANHCBAHE HA BOPMKOHA30N HA NALMEHTH CbC
CBPBXUYBCTBHTEIHOCT KpM APYTH a30/H (BIDKTE CHINO TOUKaA 4.8).

[IpOABIDKHTETHOCT HA NEICHHETQ
[IpoaspxHTENHOCTTa HAUICYCHHETO ¢ HHTPaBeHO3HATa dopMa He TpaOBa A3 HAXBMINABA 6 Mecena
(BIKTE TOUKA 5.3).

ChpaeTHO-CHAOBH
Bopuxonason ce acoungpa ¢ yabokasaHe Ha QTc¢ mmrepsaima. CroOmasann ca peaxkd coydd Ha
nomMopdHa xamepHa T§xukapaua (torsades de pointes) npu maMeRTH, MPUMATH BOPHKOHAZO, KOHTO

¢4 HMANMN DHCKOBH (AXKFOPDH KATO anaMHC3A 32 KaDIJHOTOKCHYHA XHMHOTCPAIINA, KapIHOMHOIIATHA,
XUTIOKAJIHEMHsA H CbBM@CTHO NPUIOKCHHE HA JICKAPCTBEHM NPOAYKTH, KOHTO MOXE Aa ca Ommm
NpOTHBONOKA3aHH. Bopkonason Tpadsa Ja c¢ nmpunara ¢ BHUMAHHC NPH MALHCHTH C [OTECHIMHAIHM

TIPOAPTHMHIHH ChbCTOAHEM KATO:
-  Bpoaeno nimn mpnoburo yasmxasane Ha QTc uaTepBana
-  KapauoMHonaty, ocoOECHO NpH HATHYIKE HA CHPACTHA HEXOCTATHYHOCT _

-  Cunycosa 6paxgkapaus

-  CrmecTByBalny EUMITTOMATHYHY APHTMHH

-  CereTcTBAIM NEKAPCTBEHH NMPOAYKTH, 33 KOHUTO € HIBECTHO, ue yab/pkasaT QTc murepBana.
EnexTponuTHHTE HAPYIICHHA KATO XHITOKATHEMHA, XMITIOMArHE3HEMHES H XUITOKAIHEMHAS

Tpa0Ba 13 OpAaRpOCTEASBAHM H KOPUIMPAHM, aKO CE HAJIAra, MPEAM 3aIOYBAHE H N0 BpeMe
Ha JICUCHHETO ¢ BOPHKOHA30 (BiDKTE TOUKA 4.2). IlpH 3apasn 200pOBOIIH € MPOBEACHO
npoy4usaHe, xoeygo nicneasa epexrare prpxy QTc mHTepBaia Ha eqHOKpaTHA A032
BOPHKOHA30]1 A0 IThTH NO~-BHCOKM OT obudaiinaTa AHeBHa A03a. [1pu Huko# ot cybexTuTe He
¢ HabmoaaBano yap/DKaBaHe HA HHTCPBANA HAJ NOTCHUHATHO KITHHHYHO 3HAUMMHS NPar OT
500 msec (kg TOUKa 5.1).

Peaxumy, CBBP3aHH ¢ HHBYV? :

I1pu npuioxenne Ha BOJUKOHA30J B HHTPABEHO3HA GopMa ¢a HAGmoABaHK PEaKIHN, CBBP3AHM C
HH(]Y3IHATa, OCHOBHO 3a4EPBABaHE M rajcHe. B 3aBHCHMOCT OT TEXECTTA Ha CHMITTOMATHUKATA MOXKE
Aa ce 06ChAH CIIHPAHE HE NEICHHETO (BIDKTE ToUKa 4.8).

PDHOIDOOHA TOKCHMHO!
[lpr xmnrHUTE H3NATEE npnnpmmmemmpmmcamﬁmommpmmw
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obmuarino ¢ 6r1a obparulia 1pH NPEYCTAHOBABAHE HA ICUCHHETO (BIDKTE TOuka 4.8).

NOCICAABAHC HA YCDHQEDOOHATA (DVHKIINS
[TarperTiTe, KOMTO IEMEMAT BOPHMKOHA30M, TpAOBa Ja OhAaT BHHMATCIHO IIPOCHEASBAHHM 33
qeproxpoOHa TokcHUHO§T. KmMHIgHOTO OBnanseane TpaOma Aa BKMIOYBA 1a0OpaTOpHA OLICHKA HA
geproapoSHaTa GyHkimg (B yacTHocT AST 1 ALT) npu 3anouBane Ha ICYEHHETO ¢ BOPHKOHA3ON U [TOHE
BEIHBXK CCAMHYHO 33 ITHPBHA Mecell OF jiedcHueTo. IIpoabmkuTenHocTTa HA neyeHue tpabea a3 Onae
Bb3MOXXHO HAH-KPATKA; BBIPCKHA TOBA, AKO Bb3 OCHOBA HA OLEHKATA MOJN32/PHCK JedeHHeTo 6bae
NPOALDKCHO (BIDKTC TORKA 4.2), 96CTOTATa HA MPOCHCAABAHE MOXE Aa Oble HaMajicHa A0 BEAHBK
MECEYHO, aKo HE ¢€ HAO/POAABAT IIPOMEHH B H3CICABAHHATA HA YepHOAPOOHATa DYHKIMS.
AKXO HACTBITH H3Pa3eHO YOBHIICHHE HA YCPHOAPOOHNTE QYHKITHOHANHN MOKA3ATE/IH, IIPUEMET HA
BOPHKOHA301 TPAOBa 13 WbJC HPEYCTAHOBEH, OCBSH aKO MEIHIMHCKATA MPELEHKA HA ChOTHOIIEHHETO
MON32/PHCK 33 MAUMEHTA PITPABAABA IPOXBIDKABAHE HA ITPHIOKCHHAETO.
I[Ipocnenasane Ha uepHOgpobHaTa dyHxuma TpsOBa A2 Ce H3BBPLIBA KAKTO MPH ACLIA, TAKA K NPH

Bb3PACTHH,

Cepro3Hu 1epMaToIor HEXKENAHH PEAKIIMH

- DOTOTOKCHYHOC
OcBeH TOBA BOPHKOHA3@N CE& CBBP3BA € (POTOTOKCHYHOCT, BKIOMHTEIHO DEaKIHH Karo edemmay,”
JICHTHIO, aKTHHUYHA KPpaTtoza H ncesaonopdupud. MMa nOBMINEH PHCK OT KOXKHHU peakiiuH/
TOKCHIHOCT IPH CBHITbTCRBAINA ynotpeda Ha GoToceHCHOHMMHPAINY CPEACTBA (HAMP. METOTPEKCAT H
apyru). Ilpenoprusa CS§BCHYMKH NALHCHTH, BKIICYHTEIHO ACLATA, AA M30ArBAT HINAraHe HAa NpPSKa
CITBHYEBA CBET/IMHA I10 BPEME HA ICICHUE C BOPHKOHA30/ H A2 B3eMAT MEPKH KaTO 3aIMHMTHO 00NeK10 U
CTbHIIC3ALIHTHH ITPOAYKEH ¢ BHCOK CrbHUe3amuTeH (axrop {C3D).

- CksaMo3HOKIETRYeH koxeH kapumnoM (CKK)

Ipu matmenTH, HAKOH 0§ KOHTO Ca ChODIMHUIH 33 NPEAX0AHH (POTOTOKCHYHHM PEAKLIMH, HMA ChOOmMEHNS
33 CKBAMO3HOKICTbYCH HOKeH KapimHoM (BxnouutenHo koxkeH CKK in situ unm 6onect Ha Bowen). B
CTydaid Ha mnofABa Ha (OTOTOKCHYHM peaxuum, TpAOBa A2 €€ NOCTABH HA MYITHAHCLMIUIHHAPHO
00ChKAaHE, Aa ¢ OOMH@H NPEKPaTABAHE HA PHEMA HA BOPHKOHA30/ H NPHJIAIAHE HA ATTCPHATHBHH
HPOTHBOrEOMYHH CPEACEBa H MALUMEHTHT AA e KOHCYTTHpa ¢ Aepmatonor. [Ipu npombmkasane Ha
IIPHEMA HA BOPHKOHA30I00aY€e, CHCTEMHO H PEAOBHO TpAOBa Ja C¢ H3BBPIIBA ACPMATOJOIHIHA OLIEHKA
34 paHHO OTKPHMBAHE M IPUEHHE HA NMpemanurHeHu nesuu. [IpuemsbT Ha BopHKkoOHa30n TpsaGBa Aa OBae
MPECKPATEH, ako OBJaT YETAHOBEHH NPEMATHTHEHH KOXHH [TE3HH HIIH CKBAMO3HOKIEThYEH KAPIHHOM
(Bx. Jlpnrocpoyna Tepagus Mo-A0Iy B Ta3H TOYUKA).

- Texxu KOXHM HPXETAHH PCaKIIUH .
Ilo Bpeme Ha NledeHHE § BOPHKOHA301 ca choOIasanm TeXxH KOXHM Hexenanum peaxumu (TKHP),
BKITIOUMTENHO CHHApoM fga CrusbHe-/DxoHcEH (CClx), TokcHuna emmaepmamua Hekpomnaa (TEH)
MCKApCTBEHA peakiua cjeosuHopumms u cucreMun cumrmomu (DRESS cunapom), kowTo morar aa
Ovaar xwmBoTO3acTpamapamy unm atamau. [Ipu pazeuTHe Ha o0pHB MAMEHTLT TpaGsa xa Gwae
BHHMATEIHO HAOMIOAABAH, a IMPH NpOrpecupaHe HA NE3MMTE, BOPHKOHA30I TPpAOBa Aa Obae cipaH.

Hexenanm peaxuny Ha HRAOLOpeunara xne3a
Ilomyuenn ca croOweHgq 3a obpaTumH cnyuan Ha HaAOBOPEUHA HEAOCTATHYHOCT MPH TMAUHEHTH,
NOTy9aBaIIH 230/1H, BKIDINTETHO BopukoHason. Crobimasa ce 3a HanfpOpeuHa HeAOCTATEYHOCT IPH
MALHCHTH, MONYYaBaIl a300MH ChC WIM Oe3 CBITBTCTBAIM KoprukocTepoumu. IIpH nauuenTuTe,
noy4aBamM a3onH 0€3 KopTHKOCTEpOHAH, HAAOLOPEYHATA HENOCTATBYHOCT € CBBP3AHA C AUPEKTHO
MHXMOHpaHe Ha CTEpOHOreHe3aTa OT as3ond. [Ipm naumeHTHTe, NMONYYABAIME KOPTHKOCTEPOHIH,
CBBP3aHOTO ¢ BOpHKOHEON (YP3A4 umxubupane Ha TexHus MerabommIbM, MOXE Aa AOBeAe AO
KOPTHKOCTCPOHACH H3/IHITBK M NOTHCKaHE HA HaaOLOpeunaTa dyukuns (8. Touka 4.5). Crobmasa ce
Ceii0 3a CcHHApoM HA}Cushing cxc mam 6e3 nocnegsama HaZOBOpeuHa HEAOCTATHUHOCT NPH
NAMASHTHTES, 110 BAI BOPHKOHA30M CHITBTCTBAMO C KOPTHKOCTEPOHAM.

ITampenTHTE, 1C BAIRH JJINOCPOYHO JICYCHHE C BOPHKOHA30 H KOPTHKOCTEPOH AN
HHXATATOPHH KOPTHKOCRCPOHAH, KaTO OYAC30HHT, W MHTPAHA3AIHH KOPTHKOCTEPO
ObAaT BHHMATETHO NPOCKEAABAHN 33 JHCHYHKIHA HA HAXGBOPEIHHA KOPTEKC KAKTO ¥
H NPH NPEKPaTABAHEC HY NedeHHe ¢ BOPHKOHA30n (Bxk. Touxa 4.5). INammenTture (3




HMHCTPYKTHPaHH Ja NOTHPCAT He3a0aBHO MEAMIIMHCKA MIOMOIN, AKO PA3BHAT IMPH3HALTH M CHMITTOMH HA

cungpoM Ha Cushing wifl HaaOEOpeHA HEAOCTATHYHOCT.
b OYHA TCPAITHS -
ITpoabmxuTeTHATA CKCIRI3HLMA (JIeUeHHE UK MPpoQHIAKTHKA) ¢ BpeMeTpacHe Hax 180 aum (6 Mecena)

H3UCKBA BHHMATEIHA O A HA CBOTHODICHHETO NMOJI3a/PUCK U MO Ta3H MPHIHMHA JICKApHTE TpAOBa Ja
HMAT MPECABHA HCOOXOAPMOCTTA OT OrpaHM4ABAHE CKCMO3MIIANTA HA BOPHKOHA30J (BX. TOUKH 4.2 H
5.1).
Vima cproOmenns 3a ckBgmosHokeThueH KoxkeH KapuuHoM (CKK) (Bxmountenno xoxeH CKK in situ
wH 601ecT HA Bowen) BB BPB3ka ¢ IBIATOCPOIHA TEPANHA ¢ BOPHKOHAZO0J (BIDKTE TOUKA 4.8).

[Ipu nauMeHTH ¢ TPAHCMFAHTALIMHE ¢C ChOOINABA 32 HEMH(PCKIHO3EH NEPHOCTHT € MIOBHINCHH CTOHHOCTH
Ha Qayopun U ankamHy docdaraza. AKo NMpH MANHECHT CE NMOABH KOCTHA OONKA H CE YCTAHOBAT
PEHTTEHOIOrHYHIA HAXOMKW, CHOTBETCTBAINM HA NEPHOCTHUT, TpAOBa Ja ce obMHCIH MpexpaTaBaHe Ha
BOPHKOHA301 CJICR MYTTRAHCLMILIHHAPHO 00ChKAAHE (BHKTE TOUKa 4.8).

3DUTEIHH HEXKESIAHHU DEAKIIH
HNma crobmeHHA 33 NPOXLIDKHTETHH 3PHTC/IHH HEXKCIAHH PCAKLIMY, BKIIIOYHTEIHO 3aMbIJIEHO 3PEHHE,
HEBPHUT HA 3PHTCTHHA HEPB H NAMAIAPEH eaeM (BIDKTE TOUKA 4.8).

brOpeaHn HOXSNAHN DEgKIIHM

Ocrpa 6b6peuna HEAOCTPTHUHOCT € HAOMIOAABAHA IPH TEIKKO OOTHH MALMECHTH HA JIEYCHHE C .
BopaKoHa30l. [JaipienTdre, nekyBaHM ¢ BOPHKOHA30/, 0OMKHOBEHO €A JIEKYBAHH €AHOBPEMEHHO C
HSPOTOKCHYHHN ICKAPCEBEHH NPOAYKTH H HMAT CBHITBTCTBAINM CHCTOSHHSA, KOMTO MOTAT Ja AOBEAAT

R0 NOHHXKEHA ObOperHa fhyHkum (BIokTe TOUKA 4.8).

IIpocneaseane Ha OLOpekHATA HVHKINS
[TarmenTure TPadBa Aa PeaaT HAOMIOJABAHHM 3a pa3BHBaHEe Ha abHopMHa ObOpedna dymxuus. Toea
3aTbDKHTEIHO BKIIOUBa{nabopaTopHa OLEHKA, IO-CIIELIMATHO HA CEPYMHHSA KPCATHHHH,

Il EOIABAHEC HA (0 KIEHM S Har@._mcpeaca

[lanmenture, ocobeHo peua, ¢ puCkOBM (AKTOPH 33 OCTBP NAHKPEATHT (HANPHMEP CKOPOINHA
XHMHOTEpAITHA, TPAHCIURHTAUMA HA Xxemonocruudu c¢reonoBH knerkH (XCK)), tpabsa za Owaar
MPOCISAABAHK OTOIH30 JO BPEME HA JICIEHHETO ¢ BOPHKOHA301.

Moxe aa ce oOMHCcIH NoceAMBaHE HA CEPYMHATA AMHIIA3a MM JIMIIA33 B TA3H KIHHHYIHA CHTYALHA.

Tematpirana nonynanyg
besonmacHocTT2a M ehEeKFUBHOCTTZ IIPH NEAHATPHMYHHM CYOEKTH HA BB3PACT NOA 2 TOAHHHM HE ca

YCTaHOBCHH (BIOKTE Chifp TOMKH 4.8 n 5.1). BoprkOHA3071 € MOKA3aH NPH NCAHATPHUIHH NMAIHUCHTH HA
BB3PACT HA H HAX JB¢ NQIMHH. B neauaTpHusaTa nomynaums ¢ Habmoaaeasa no-BHCOKA HECTOTa HA
NOBHINEHH HA YepHOAP§OHUTE eH3MMH (BrokTe TOuKA 4.8). UepHOoapoOHaTa ¢pyHKIA TpaGBa oa Obac
NpOCHCAIBaHA KAKTO NPY Jeua, Taka | npH pn3pacTHH. [lepopanHara SuoHAMMMHOCT MOXKE Aa OBae
OrpaHMYeHa NpH NEeAHATPHIHY NAIHEHTH HA BB3PAcT ot 2 10 <12 roaunn ¢ Manabcopdima ¥ MHOro
HHCKO TEIIECHO TErno 3& Bbh3pacTra. B TO3M ciydail ce npenophyBa HHTPABEHO3HO NPHIIOKEHHE HA
BOPHKOHA3OJL.

SPHO3HM AepMATONOrHgHH Hexenanu peakipl (Bxmoaurento CKK)
Yecrorara Ha QOTOTOKUUYHM PEAKLHH € MO-BUCOKA B INEANATPHUHATA nomynamma. Twil karo ce
cpobmasa 3a esomouus kvM CKK, mpu Tasm nonynaumd oT maupeHTH ¢€ M3HCKBAT CTPOTH MEPKH 33
(horozamura. [Tpy AeuaTy, KoHTO NOMYUaT GOTOCHCTAPABAIM YBPEKAAHMS KATO OCHKH WM edemam ce
MpEnopbuBa M30ATBAHE [HA M3NATAHETO HA CTBHUE M HAOMIOACHHME OT AEPMATONOr, AOPH H ClEX
NMPEKPATABAHE HA ICICHHETO. -

[Ipodunaxrka /

/.
B cmyuait Ha cBBp3aHH { ICICHHETO HEXENAHM PEaKIMH (XENaTOTOKCHYHOCT, m
BKnoYnTenHO Gorotok@ranocr M CKK, Texku MMM npoab/DKHTENIHH 3pUTE ﬁapyn_:lemm ﬁ

NEPUOCTATHT), TpAOBA 1§ cc OOMHCIIH NPEYCTAHOBABAHE HA JICUEHHETO C Bopnmﬂa!pﬂ'lﬁ HpHITOs




HA ATTEPHATHBEH MPOTHROTEOUNCH ATCHT.

denuronH (CYP2C9 cylictpar ¥ momen CYP450 unaykrop)
INpenopruBa C¢ BHMMAT§IHO NPOCIEAABAHE HA HMBATA HA (PCHATOMH, KOraTo (PCHMTOMH CC INpUiIara
CbBMECTHO ¢ BOPHKOHAIPI, CHBBMECTHOTO MPHIOKEHHE HA BOPHKOHA30J M (heHUTOHH TPAOBA Ja Ce

H308TBa, OCBEH aKO NONIRTe NPEBb3XMKIAT PHCKA (BIDKTE TOUKA 4.5).

haBHPE CYP450 mgnvxrop, CYP3A4 nuxuburop ¥ cvbcTpar
KoraTo BOpHKOHA301 ce fipHeMa ChbBMECTHO C ehaBHpPEHI j103aTa HA BOPHKOHA30M TpaOBa aa Obae
nosumera 10 400 mg ngnscexu 12 gaca, a qo3ara edasupeHn mpadea xa Omae normxesa 10 300 mg
Ha BcexH 24 gaca (BikrgTouxu 4.2, 4.3 u 4.5).

'nacaernb (CYP3A4 cv@cTpar

Ouyaksa ce eTHOBPEMEHHDTO NIPHIOKEHHE HA BOPUKOHA30/ A3 MOBHIIH ILUIA3MEHHUTE KOHI{CHTPALHH HA
raacaersl 4 a3 yBenHum pucka ot yasmkasase Ha QTc (ex. Touxa 4.5). Axo ceireTcTBAamaTA ynotpeba
HE MOXE Ja ce u3berne, $¢ nmpenopreusa Hecto npocaeaasane Ha EKT .

Hixuburopn Ba Tapo3ng knHAa3a (CYP3A4 cyberpar

OuakBa ce €IHOBPEMECHHOTO NPHIOXKEHHE HA BOPMKOHA301 ¢ HMHXHOMTOpDH HA THPO3MH KWHA33,
meTabonuaupand or CYP3A4, na noBMINM IUIA3MEHUTE KOHLICHTPAI[HH HA MHXHOHTOPDAa HAa THPO3HUH
KHHA3A M PHCKA OT HEXPUIAHHM PEAKIMM. AKO CBITBTCTBAINATA ynoTpeba He MOke Aa ce M30erHe, ce
NPENopBYBAT HAMANABAgE HA [03aTa HA HHXMOWTOpA HA THPO3MH KMHA3a M BHUMATEIHO KIHHHYHO

npocneaasase (Bx. Toaq 4.5). .

Pudpabyrun (Momen CYR450 mmayxrop)

IIpenoppuBa ce BHUMATPTHO IMPOCACAIBAHE HA ITHJIHATA KPHBHA KAPTHHA H 33 HEXKEIAHH PEaKLIHH

(xaTo yBeuT), Korato pu@abyTHH € MpUEMaH CBBMECTHO ¢ BOPHKOHA30J]. ChbBMECTHOTO IPHNIOKEHHE
HA BOPHKOHA30M H PHU? TpaOBa aa ce u3bArsa, OCBEH aKO MON3HUTE HABHUINABAT PHCKA (BIDKTE
TouKa 4.5).

Puronasup (MomeH CYEMS0 smaykrop; CYP3A4 wuxuOurop ¥ cydcTpar)

C1BMECTHOTO NPUICKCEME HA BOPHKOHA30NM M HHMCKA A03a putoHasup (100 mg asa meTH AHEBHO)
TpaOBa Ja ce H304rBa, OFBEH aKO OLCHKATA Ha CHOTHOMIECHHMETO MON3a/ PHCK 33 MALMCHTa ONpaBAaBa
IPHIIOAKEHUCTO HA BOPHROHA30I (BIDKTE TOUKa 4.3 1 4.5).

EsepomuMmyve (CYP3A4 avOctpar. P-op cvbeTpar
CHBMECTHOTO MPHIOKEHHE HA BOPHKOHA30/ C €BEPOIMMYC HE CE MPENOPBUBA, Thil KATO CE OMAKBA
BOPHKOHA30] ChIICCTBEHP Aa MOBHIIH KOHIIEHTPALMUTE Ha eBepomuMyc. KbM MOMEHTa He ca HAMMHYM

JOCTaTBYHO RAHHH, 33 A4 C¢ HANPABAT MPENOPBKH 32 AO3UPAHE B Ta3H CHTyarHd (BIDKTE TOUKA 4.5).

Meraaon (CYP3A4 cybgrpz

[IpenopsuBa ce 4eCTO FPOCNCAABAHE 32 HEXKEIAHM PEAKIHMH M TOKCHYHOCT, CBBP3aHHM C METAAOH,
BKIIOUHTENIHO yAbDKasaae Ha QTc uHTepBana, xoraro Toi ¢ NpUeMaH ChBMECTHO C BOPHKOHA30JI, Thid
KaTO HUBATA HA MCTAAOJ CE€ IMOBHMINABAT ClICA ChBMECTHO IPHIOKEHHE ¢ BOPMKOHA301. Moxe na e

HEOOXOAMMO NOHMKABAHE HA N03aTa HA METAJAOH (BIDKTE TO4YKa 4.5).

Kpartkoaeicrsamu onuagu (CYP3 A4 cyberpart)
Tpabsa na ce oOMHCIH §orHxDKABaHe HA J03aTa aneHTAHWI, (PEHTAHHN MM APYTH KPATKOACHCTBAINM

OIHATH ChC CXOAHA HA aJgPEHTAHUNI CTPYKTYpa H Metaboymanpanu or CYP3 A4 (sanp. cyderTanmn) npu
ChBMECTHO IIPHIIOXKEHHE Ha BOPUKOHA20M (BIokTe TOUKA 4.5). Thi KaTO MOTY>KMBOTHET HA A/(PEHTAHII CE

yAbDKaBa 4 ITsTH, KOrago aneHTaHHI ¢ NPWIOKCH ChBMECTHO ¢ BOPHKOHA3O0J/L, a IPH
HE3ABUCHMO IPOYYBAHE] CAHOBPEMECHHOTO IPHIOXKEHHME HA BOPHKOHA30n ¢ e
yBeIHuaBaHe Ha cpeauuge crodHOCTH Ha AUCo. Ha (eHTaHM1, MOXE Ja € H

NPOCIEAABAHE 32 CBBP3§HH C OIMHATH HEXEIAHH PEAKUHMH (BKTIOYMTENHO MO-TBAf

NPOCIEAABAHE).




N HNroAeHCTBAINM OIMHAT CYP3A4CM

Tpabra na c¢ OOMMCIIM $IOHIDKABAHEC HA J03aTAa HA OKCHKOAOH M APYIUATE ABITOACHCTBAINH OIMMATH,
meTabormanpanu or CYFBA4 (Hanp. XHAPOKOAOH), KOTATO C€ MPHEMAT CHBMECTHO ¢ BOPUKOHA301. Moxe
A3 € HeoDXO0AMMO JeCTO IPOCICAABAHE 33 CBBP3AHH ¢ OITMATH HEKCIIAHH PEAKLIMH (BIDKTE TONKA 4.5).

®aykonaszon (CYP2CO P2C 19 u CYP3A4 mxuburop)

CBHBMECTHOTO IPAIIIOKCHIE Ha BOPHKOHA30/ H NEPopancH PIyKkoHA30J BOAH A0 3HATUMO MOBHINABAHE
HA Cmax 1 AUC,; Ha BopHEOBa301 npu 3apasu cybexTn. He € ycraHOBECHA HAMANICHA 4033 W/HITH YeCTOTa
Ha TIpMJIATaHE Ha BOPHEOHA301 H (irykoHa30n, xosTo A3 emmMuaupa To3H edext. Ilpenoprusa ce
NPOCICASBAHE 33 HEXKEIANN PEAKLMHI, CBLP3AHH ¢ BOPHKOHA30J1, AK0 BOPHKOHA30 CE NMPHEMA ChbBMECTHO
C d)ﬂYKOHﬂSOH (Brxre TORKA 4.5),

Craspxanne Ha HATPHIA

Bcexu ¢nakon Beauaa gpanpaa 222 mg HaTpHil.

To3u 1exapcTBEH MPOAYRT ChABPKA 222 mg HATPHI BEB BCEKH (PIaKoH, KOETO choTrsercrea Ha 11,1%
OT NPENOPBUKTETHHA MAKCHMAIICH JHEBCH MPHEM oT 2 g 3a Bb3pacren cnopea C30.

1ot erep-B-ungnonexcrpun (sulfobutyl-ether-8-cyclodextrin, SBE-B-CD)
Tosa nexapcTso crabpA@ 3200 mg HMKNOAEKCTPHH BBB BCEKH (DIAKOH, KOSTO € CKBHBAICHTHO HA
npeOmamETenHo 192 mgikg/AHEBHO.
IIpn neua nox 2-roXvMImTHR BR3PACcT MO-HACKATA IIIOMEPYIHA QYHKUHA MOXKE Ja NPESANA3H OT
6p6peuna TOKCHYHOCT, B0 MOXKE Aa AOBEAE RO MO-BHCOKH HMBA HA LIMKIOACKCTPHHH,
Ilpn mampeHTH ¢ YMEPCHR A0 Texkka 0nOpeana muchyHKuMa MOXe A3 Ce NOABH KYMYITHPaHe Ha
I{AKIOACKCTPHUHH.

4.5 BianmoaeciicTBHEK APYTH JEKAPCTBEHH NPOAYKTH H ApyrH opmu Ha B3auMoaelicTBHe

Bopuxonason ce Metabofinanpa or # HHXHOHpa axTHBHOCTTA HA LTOXpoM P450 n3oensumure
CYP2C19, CYP2C9 n CP3A4. MixuGuropHTe WK HEIYKTOPHTE HA TE3H H3OCH3HMM MOFaT ChOTBETHO AR
NOBHINAT HJTH NIOHFDKAT IT > KOHLICHTPALIMH HA BOPHKOHAION U CHIISCTBYBA BEPOATHOCT BOPHKOHAO]

I NOBHIIH NITA3MEHHTE KEHIICHTPALMK HA BEmeCTBara, MeTabommupany or Tean CYP450 n3oeH3umH, no-
KOHKDETHO 32 emecTsatmerabommsnpant pe3 CYP3A4, Toit kato BopukoHason € cunen CYP3A4

HHXMOHTOP, BBIpexn ue fyBemuaasaneto HA AUC e 3aBucHMO OT cy6eTpaTa (BX. TAGIHIATA 10-101Y).

L H,

AXO HE € IOCOYEHO APYTP, NPOYHIBAHHATA 34 NEKAPCTBCHH B3aHMOACHCTBHA ¢a MMPOBSACHH NPH 3ApaBH
BB3PACTHH MBXKC, KATO € JIPUIIAraHO MHOINOKPATHO JO3UPAHE 332 JOCTHrAHE HA CTALIHOHAPHO CHCTOSHHE
¢ nepopaneH BoprHkoHa3@n 200 mg asa mutv AneBHO ([AT1M1). Tean peynraTi ca OTHOCHMH H KBM APYTH

IIONVJIALUHNH H ITETHIIA BbBCKIAHC.

Bopnxonason Tpa6sa aaj0sae npHnaran ¢ BHUMAHKE NIPH MALMEHTH HA CHBMECTHO JICYCHHE, 33 KOETO
€ H3BECTHO, Y€ YAbIC QTc unreppana. ChBMECTHOTO NPHIOKEHHE & MPOTHBONOKA3AHO H B
CTy9aHTe, KOTaTO BOPDRKOHA30]I MOXE A3 TOBHINM ILIASMCHHTS KOHICHTPAIMH HAa BEINECTBa,

MeTabOHM3HUPaHH Ot P3A4 u3oeH3sHMHUTE (ONPEACHACHH AHTHXMCTAMMHH, XHHHIMH, LH3ANPHA,
MHMO3K 1 nBabpaauK) BIDKTE MO-I01Y M TouKa 4.3).

Tabpuna ¢ B3auMoICHCTRNS f

BaaimMoneHcTenaTa MEKEY BOPHKOHAZ0/ M APYTH JICKAPCTBEHH NPOAYKTH €A ONMCAHU B TAaOMMIATA 110-
Aoy (Beauwk mHesHo xgro ,BJI, mBa mema apesHO kato ,JTUIY, TpH meTH AHEBHO Karo ,, ‘M
HeonpeaeneHo karo ,HP). [Nocokara Ha cTpenxara 3a BCekd (GapMAKOIMHAMHYEH MMApaMETbD CC
OCHOBaBa Ha 90% JoBCpMEeNcH HHTEPBA HA CPETHO FEOMETPHYHOTO CHOTHOMEHUE MEXKTY B PAMKHTE HA
(<), noxa (|) win Hax (1) gpamaprre 80-125%. 3seanara (*¥) mokasea qBynocodHo iaumonesicrsue. AUC,,

Y "-..._

AUC: u AUCo.. mpenc IUIOIITA MO KPHUBATA HA €MH JA030B HHTEPBAL, OT H}’J}m BPEME AQ-
BPEMETO ¢ YCTAHOBHMO HIMCPBAHE M CHOTBETHO OT HYJIEBOTO BpeMe 10 Geakpaiitocr. 7/ L ;—_----MQ_ o .'Q_'“?l;

¥ t_‘*'_ 1
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H HaH-HAKpas TE3H, KO
OT KJIHHHYEH HHTEPEC B

EBTUYHATA 00NaCT.

Y HAMAT 3HAYHMO (PAPMAKOKMHETHYHO B3aMMOACHCTBHE, HO Morar Aa Opaar

Jlexapcmeen npodyxm Biaumooeticmeue Ipenopexu omnocro cvemecmuo
[Mexanusom na Cpeonu 2eomempuynu nNPOMeHY | NpurodCerue

| g3aumodeticmeue ] (%6) -
ACTEMH30J1, LIH3ATIPHA, Brnpekn ue He € MPOYyICHO, ITpoTuBONOKA3aHO (BIXKTE TOUKA
MAMO3H A, XHHMAHH, MMOBHIICHUTE ILUIA3MCHH 4.3)

TepdeHagus ¥ uBaOpaH | KOHLUEHTPALIHI HA TE3H |
[CYP3A4 cyberpaTH] NIEKAPCTBEHH MPOAYKTH MOraT

Aa JOBEHAT [0 YABIDKABAHE HA

QT¢ uxTepBana H pALAKH CTy9aH

Ha NOTHMOp(dHA KaMepHAa

Taxuxapaus (torsades de

pointes).

L —
KapGamasenuH u Buipexs 1€ HE € IMPOydCHO, [TporHBONOKa3aHO (BIDKTE TOIKA
IBITOACHCTBALDM BEPOATHO € KapbaMailenuH U 4.3)

GapOurypaTn KbITORCHCTBALATE
(BKITIOYHTENHO, HO HE GapOuryparu 3HAIHMO A3
camo: perobapburan, TIOHIDKAT NIa3MEHHUTE
medobapburann) KOHLICHTPALMH HA BOPHKOHA30/1.
[MompHu CYP4350
HHIYKTOPH |
Edasupern
(HeHYKI€O3HAEH [
HIDAOHTOp Ha OOpaTHAY:
TPAHCKPHITTa3a)
[CYP450 mnxyxTop;
CYP3A4 muxuburop u
cyberpar] ITpunoxennero Ha CTAaHIAPTHH
Edasupentt Cmax T 38% AO3H BOPHKOHA3OM C AO3H
Edasupenn 400 mg BJ1, | Edasupeny AUC: T 44% edbasupenn 400 mg BJI wu no-
npunaral ¢ceeMecTRo ¢ | Bopuxonazon C,,. ¥ 61% BHCOKH € NPOTHBOIIOKA3AHO
Boprkonason 200gng | Bopuxonazon AUC: 3 77% (BinKTE TOUKA 4.3)
it n
Bopuxonazon Moxe aa Oeae
B cpasHenue ¢ epasupenn 600 | mpunarad cbBMECTHO C
mg B, edaBUpeH1], AKO NOAAbPKAMATA
Edasuperu C_,, < A033 HA BOPHKOHA30JI C¢ ITOBHIIH
Edasupenn 300 mg B/, | EdasupennAUC. T 17% 70 400 mg M1, a nosara |
npHIarad C»BMECTRO ¢ | B cpaBHenne ¢ Bopukonazon 200 | edasupenn ce mommwku ao 300 mg
BopHkoHa3on 400eng ( mg AT/, BJ1. Koraro neuennuero ¢
MY | BopuxorasonC,.. T 23% BOPHKOHA3071 c¢ cnipe, TpabBa aa
Bopuxonason AUC. 4 7% OBae BB3CTAHOBEHA
ITHPBOHAYATHATA 2034 ehaBHPECHII
(Broxcre Touxkn 4.2 1 4.4).
Epro anxanonau Brripexu 1ue He € npoytieHo, [TporuBONOKa3aHO (BIDKTE TOYKA
(BKITIOYHTEIHO, HO HE BCPOSATHO € BOPHKOHA30N Aa 4.3)
CaMO. eproTAMHH H NOBHIIM IIA3MCHUTE e T T T
IHXHAPOEPTOTAMUH) KOHIIEHTPALMH HA EPro- AL
[CYP3A4 cybckrpaTh] AJTKATOMANTE M A2 IPHIHHH '
EPrOTHIEM.
ulypaan,uon BoIpexu 9¢ He € mpoydeHo,
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CBIICCTBYBA BEPOATHOCT

[CYP3A4 cyberpar] 4.3).
BOPHKOHA30J1 3HAYHTCITHO 13
MOBHINH IIA3MCHHTE
. - | KOHIICHTPALMH HA JTYDAIMIOH. |
Hanokceron Brnpeku ge HE € MPOYYCHO, ITpoTHBONIOKA3aHO (BXK. TOUKA
[CYP3A4 cyBerpari ChINECTBYBA BEPOSTHOCT 4.3).
BOPHKOHA30]1 3HAYHTEIHO Na
NOBHINHE TUIA3MEHHTE
KOHLIEHTPALMH HA HATIORCET /1.
Prudabyrun
[Momen CYP450 [
HHAYKTOP]
CopBMecTHaTa ynorpeba Ha
300 mgiB/l | Bopuxona3zon Cmx ¥ 69% BOPHKOHA301 ¥ pudalyrun
Bopuxonazon AUC: { 78% TpabBa Aa ce n3bArea, oceeH ako
HOJI3ATA HE MPEBHINABA PHCKA.
Iopxspkamara n03a
300 mg B (npungran | Cpasxer ¢ Bopuxonason 200 mg | BOPHKOHA30I MOXE Aa Onae
CbBMECTHO ¢ Bopuxorgpon | I/, noBHINEHA A0 5 mg/kg
350 mg AIFDH* BOPHKOH&'SQJICmu\L 4% uarpaseHo3Ho JI wm ot 200
Bopuxonason AUC: ¥ 32% mg z0 350 mg nepopanso JI1JT
(100 mg a0 200 mg nepopanxo
AT npu nawmenTu ¢ mox 40 kg)

(BixxTe TOuKA 4.2). [Ipenopruna
CC BHHMATETHO IIPOCIICAABAHE HA

300 mg BJ (np Pudabyrus Crux T 195% [ThTHATA KPBBHA KAPTHHA H 32
CBBMECTHO ¢ Bopukondgon | Pudabyrun AUC, T 331% HEKCIIAHH PEAKITHH, KOFaTo P
400 mg MTPD* | Cpasuex c Bopuxorason 200 mg | pudabyTuH ce npHEMa CHBMECTHO
HI1H, C BOPHKOHA3O0JI.
BopukoHason Coex T 104%
Bopuxonason AUC. T 87%
Pudammuipn (600 mg BopuxoHason Cmax v 93% IIpoTHBOMOKA3aHO (BIDKTE TOYKA
BID) Bopuxonazon AUC: ¥ 96% 4.3)
[Moimen CYP450
Puronaeup (nporease
HHXHOMTOD)
[Momen CYP450
HHAYKTOp; CYP3A4 CBBMECTHOTO NPHNIOXKEHHE HA
HHXHUOHTOp H cybeTpa BOPHKOHA30 H BHCOKH JO3H
PutHaBup Cox ¥ AUC; «— prToHaBsHp (400 mg u mo-BucokuM
Bucoxa x03a (400jmg | Boprkorazon Crax v 66% JIT1T) € MpOTHBONOKA3aHO (BIDKTE
M0 | Bopuxonason AUC: ¥ 82% TouKa 4.3).
CBBMECTHOTO NMPHIIOKEHHE HA
BOPHKOHA30/I M HHCKH J03H
PuroHaBHp Coax v 25% paronasup (100 mg T Tpabea
Hucka 103a (100fmg | Puronasup AUC: +13% na ce u3bATBa, OCBEH aKo
MIED* | Bopukona3on Crax ¥+ 24% OLICHKATA Ha ChOTHOMICHHETO

Bopukonazon AUC: ¥ 39%

_,-.—rr-_r--“‘_h- i
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AbaT KAHTAPHOH
[CYP450 unayxrop; P4gp
HHAYKTOP ]
300 mg TT1[] (npunggan | B sesasucumMo mybimkyBaHo [IporuBONOKAa3aHO (BIDKTE TOMKA
CbBMECTHO ¢ CAHOKPAFHA | NMPOY4YBaHC, 4.3)
no3a sopuxonason §00 | Bopuxonason AUC, ¥ 59%
g)
Tonsamrran Brpeku 4e HE € MpOy4eHO, IIpoTHBOMOKA3aHO (BIOKTE TOYKA
[CYP3A cybcrpar] CBIICCTBYBA BEPOATHOCT 4.3)
BOPHUKOHA30]1 3HAYMTETHO AA
MOBHIIHM NNA3MEHHMTE
KOHIICHTPAIIMH HA TOJIBAIITAH.,
Beneroxnaxc Bpnpexn ue He € npoyueno, mma | EqHoBpeMerHOTO
[CYP3A cyberpar] BEPOSTHOCT BOPHKOHA30]I NPHICKCHHE HA BOPHKOHA30J
3JHAMHMO € MPOTHBOITOKA3AHO B
Ja MOBHIOH MNa3MEHHTE HAYAJIOTO H [0 BPEME HA
KOHLICHTPALIMH HA BEHETOKIAKC. | (a3aTa Ha TUTPHPAHE Ha
03aTa BEHETOKIAKC (BHKTE
touka 4.3). Heobxoaumo ¢
HAMAJISBAHE HA A03aTa
BEHETOKI/IAKC, KAKTO € YKA3aHO
B IPOAYKTOBATA HHPOpMALHI,
o BPEME Ha MPUIIOKEHNE HA
YCTAHOBEHATA OHEBHA H034;
NPENopBHYBA CE& BHUMATEIHO
HaOMOACHKE 32 NMPH3HALIH HA
TOKCHYHOCT.
@Diyxonason (200 mg BRI | Bopukonazom Coax T 57% He ¢ ycTaHOBEHO NOHIDKABAHE HA
[CYP2C9, CYP2CI9 n Bopukorazon AUC, T 79% A03aTa W/HIH Y6CTOTA Ha
CYP3A4 mrxuburop] ®rayxonazon Cnx HO AO3UPAHE, KOCTO X3 CMMMHHUPA
Pnykonason AUC; HO T03H edekT. [Ipenopbusa ce

IPOCHECAABAHE HA BOPHKOHA30JI-
CBBP3AHHTE HEXKCIAHM PEAKIIMH,
aKO BOPHKOHA30J]I CE€ IPUIAra
HEIIOCPEACTBCHO CIICH

¢ryxonason.
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D eHHTOUH
[CYP2C9 cyberpar 1

300 mg BJI (mpundz
CBBMECTHO C BOPHKOHABOJI

400 mg IT¥D"*

BoprkoHa30 Crax ¥ 49%
Bopukonaszon AUC: ¥ 69%

OeHUTOUH Crex T 67%
deuuromn AUC, T 81%
CpaBHeH ¢ BopHKoHa301 200 mg
HIIA,

Bopukona3on Cmex T 34%
Bopuxonason AUC: T 39%

CBBMECTHOTO NPUIIOKECHHE HA
BOPHKOHA301 H (peHHTOMH Tp2OBa
Ia ce n30Area, OCBEH aKO INON3HTE
HE NPEBHINABAT PHCKA.
IIpenopruBa c¢ BHIMATETHO
MPOCICAABAHE HA MJIA3MEHHTE
HHWBA Ha HPCHUTOHH.

D ecHUTONH MOXE Aa Obac
NPHJIAraH CBBMECTHO C
BOPHKOHA30/1, aKO NOATbPAKAMATA
JA03a BOPHKOHA307 C€ MOBUIIH IO

5 mg/kg IV OI1 unu or 200 mg
a0 400 mg nepopamuo MI1, (100
mg go 200 mg nepopanno HI1
npu nawmesty nox 40 kg) (BrxkTe
TOuKa 4.2).

JlerepMoBHD
[mayxTop Ha CYP2CHu

Bopuxonason Cmax | 39%
Bopukonason AUC0-12 | 44%

AKO CHbBMECTHOTO IIPHIIOKCHHE
H2a BODHKOHA30/1 ¢ JISTEPMOBMD HE

KMHA3a (BKIIOMUTEIHO, JHO
HE CAMO. aKCHTHHHO,

BOPUKOHA30N MOXKE A2 IOBHIIM
IJIA3MEHITE KOHLUECHTPALHH HA

CYP2C19] Bopuxonason C12 | 51% MoOXke fna Obae u3bernaro, creaere
33 3aryba Ha ¢(peKTMBHOCT Ha
BOPHKOHA30.
Cnacaeru® Brupekn 9e He € IIpOoyueHO, AKO CBITBTCTBAIIATA YIoTpeba HE
[CYP3A4 cyberpar] ChINECTBYBA BEPOATHOCT MOXKE Aa ¢¢ u3DerHe, ce
BOPHKOHA30.]1 A4 INOBNIIH MPEITOPbYBA 4E€CTO MPOCICAIBAHE
MIA3MEHHTC KOHLICHTPALMH Ha Ha EKI" (Bx. Touka 4.4).
ITACACTHO H A3 YBCIMYH PHCKA
ot yabsipkasaHe Ha QTc.
Huxuburopu Ha THpO3R Borpexn 9¢ HE € NpoydeHO, Ako cprpTCTBaINATA YoTpeba He

MOX€e Ja ce H3DerHe, ce
MPENOpPHYBa HAMAIABAHE HA

OoCyTHHHO, HHXHOUTOPH HA THPO3UH J03aTa Ha HHXHOHTOpA HA
KabozanTiHHO, KHHa3a, KOHTO C¢ THPO3HH KMHAa3a H BHHMATETHO
LEPUTHHHO, merabomasupar or CYP3A4. KIHHEHYIHO NPOCICRIBAHE (B,
KOOMMETHHHO, Touxa 4.4).

aabpatdenud, nazaTHHHD,

AHTHKOAry1aHTH

Bapdapun (30gmg
CAHOKpPATHA [
ChBMECTHO MPHJIZ
300 mg [
BOPHKOH2
[CYP2C9 cy€

H C
|
OIT)
gat]

Jlpyrw nepopalg
KYMapHHH (BKIIOYHTEIHO,
HO HC CaMO.

thennpo:
alCHO

JH,
a0 JI)

MaxkcuManHOTO NOBHUIIABAHE HA
npOoTPOMOHHOBOTO BpeME € OHIIO
MpUOIHIUTEIHO 2 ITHTH.

BbImpexn 9¢ HE € mpoyuCHO,
BOPHKOHA30JI MOXE A MOBHIIH
IJIA3MECHHTE KOHLICHTPALIMH HA
KYMapHHHTE, KOSTO MOXKE Aa
IIPHYHHH YIbIDKABAHC HA
MPOTPOMOHHOBOTO BpEME.

[IpenropbuBa ce BHUMATEIIHO
IIPOCICAABAHE HA
IPOTPOMOHHOBOTO BpEME HITH
APYTH MNOIXOAALIH
AHTHKOAT'yJIALMOHHH TECTOBE,
KATO A03aTa HA
AHTHKOAryJIaHTHTE TpAOBa Aa ce

AAITTHPA MOIXOAAMLIO.
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(BKMOYMTEIHO, HY HE

CamMo: TPHA3OME

ITbTH
BrrpekH 4e He € MPOyJIeHO,
BEPOATHO € BOPUKOHA30J AA
NIOBHINH ITA3MEHHUTE

Usaxadrop Berpeku 4€ HE ¢ MPOYUCHO, IIpenopptBa ce MIOHIDKABAHE HA
[CYP3A4 cyberpar] BOPHKOHA30/1 BEPOATHO 1IE 103aTa Ha HBakadTop.
MIOBHIIH I11A3MECHHTE
KOHLICHTPALMK HA UBAKA(PTOP C
PHCK OT NOBHINIEHA 9ECTOTA HA
_ HEKENIAHH PEaKIHH,
beH3zoauazemHm Tpabea ma ce oOMucH
[CYP3A4 cyberpaTH] MOHIDKABAHE HA AO3ATA HA
OCH30 IMA3CTIHHHTE.
Mmuaasonam (0,05 g
IV eaunmunta ng3a)
B He3aBucuMo nyOIHMKyBaHO
npoy4Banc,
Muzazonam (7,5mg | Muzazonam AUCO-0 T 3,7
NEPOPATHO CAUHHNHA | IThTH
Ag3c )
B HezaBucHMO MyOIHKYBaHO
NMPOY*IBAHC,
Munazonam Cmax T 3,8 mema
Npyru Genzomiasemgny | Muaasomam AUCO-0 T 10,3

KOHLICHTPALUMH HA APYTH
ODEeH30AHAECITHHH, KOUTO CE
mMeTabomzmpar or CYP3A4 u
BOJST A0 YABIDKABAHE HA
ccaaTHBHEA S(CKT.
L J
|:T-| ,:‘ '_I: i..‘:‘_a,l
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HMmyHOCYNIpecaHTH
[CYP3A4 cyberparn]

Crnpommmyc (2mg
eAHOKPATHA 1§3a)

Eseponmuggyc
[cpmio P-gP cyGeTgaT]

IInxnocnopur (gpu
cTaOMJIHM PELICNHCHTH HA
ORODclHZ

’[pa_ﬂc AHTAIRHA S
NOYJABANH XPOHMNHS
IMKJIOCIIOPHHPBA

wkl) )

Taxpomumyc¢ (0,1 mg
COHOKpAaTHA A034a)

B He3aBuCcHMO yOHKYBaHO
npoyBaHe,

Capommyc Crax T 6,6 mbH
Cupormmyc AUC, . T 11 meu

Benpexu ge He € HpoyueHo,
CBINECTBYBA BEPOATHOCT
BOPHKOHA30JI 3HAYUTENHO I3
MOBHIIM IUTA3MEHHTE

KOHI[CHTPAIMH HA EBEPOIMMYC.

I uxnocnopuH Coax ™ 13%
Luxnocnopus AUC: T 70%

Taxpomumyc Cuax T 117%
Taxpomumyc AUC, T 221%

C»BMECTHOTO MPHUIOKEHHE HA
BOPHKOHA3011 H CHPOJIHMYC €
IPOTHBOIMOKA3AHO (BIDKTE TOYKA

4.3).

EXHOBPEMEHHOTO MPHIIOKEHHE HA
BOPHKOHA30I ¥ EBEPOJIMMYC HE ©
IPETIOPHEMTEHO, ThH KATO CE
OYaKBa BOPHKOHA30JI JA NOBHIIH
JHAYUTEIRO KOHIICHTPALIMHTE HA
eBepOmIMYC (BX. TouKa 4.4).

[Tpn 3anmodBanHe HA NCICHHUE C
BOPHKOHZ30,1 IIPH NMalMEeHTH,
KOHTO BEME NMPUEMAT
LMKJIOCIIOPMH C€ TPEIopbhYBa
A03aTa HUKJIOCTIOpPHH A3 Obae
HAMAJICHA HATOJIOBHHA, 3 HMBATA
Ha LHKIOCTOpHH 1a ObaaT
BHHMATEIHO IIPOCICASBAHH.
IloBuImenyuTe HUBA HA
IMKJIOCIIOPHH C€ aCOLIMHMPAT ¢
Hedporokcwanoct. Ilpu
IPEKPATABAHE Ha NEICHACTO C
BOPDHKOHA30]1, HUBATA HA
LHKIoCcTIOpyH Tpa6Ba Aa 6naat
BHHMATEIHO NPOCICAIB3HH, &
Jo3aTa A3 OpAc MOBHIDABAHA
KAKTO € HEOOXOIHMO.

[Tpu 3anosTBaHEe HA JCSICHHE ¢
BOPHKOHA30] IPH MALHEHTH, b
KOHTO BEYE€ MPHEMAT TAKPOITHMYC
ce MpernoppIBa A03aTa
TAKpOMMYC Aa Obae HaMaNeHA A0
€AHA TPETA OT MLPBOHAYATHATA
J033, 3 HIBATa HA TAKPOIHMYC A3
ObaaT BHUMATETHO
npocneassany. [lopumenmre

HHBA HA TAKPOITHMYC CC
ACOLIHHPAT ¢ HEPPOTOKCHYUHOCT.
Ilpu mpexpaTaBaHe HA NCYCHHETO
C BODHKOHA30JI, HHBATA H4
TAKpONUMYC TpsaOBa Aa Graar
BHHMATCITHO IIPOCIICAABAHH, 3
20337 13 ObJC MOBHINARANA ..
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,I[-hmt;,ueﬁmamn OITH?
[CYP3A4 cyberpatu]

Oxcuxonon (10 mg
€AHOKPATHA J033)

B He3aBHCHMO IyOIMKYBaHO
MPOY4BAHC,

OxcukoA0H Cox T 1,7 moTH
Oxcuxozon AUC,_, T 3,6 mptu

Tpadra xa ce oOMucH
NOHK>XABAHE Ha JO34aTA HA

OKCHKOJOH U JAPYTHTE
ABITOACUCTBAIIM OIIHATH,
METa0OIH3HpaHH OT

CYP3A4 (Hamp. XuapOKO/OH).
Moxe aa ¢ HeoOXOaAUMO YeCTO
ITPOCIICAABAHE HA CBBP3AHHTE C
OITHATHTE HEXKEJAHU PEAKIHH.

Merazos (32-100 mg B/) | R-meraaoH (axTBeH) Chax 0 [TpenoppuBa ce yecTo
[CYP3A4 cybcrpar] 31% IPOCIICAABAHE 34 HEXKCIAHH
R-meranon (axrueen) AUC: T | peaxumm u Tokewamocr, ceppaaun
47% ¢ MCTAAOH, BKIIIOYMTEITHO
S-meTanoH Cme T 65% yaspkasane Ha QTc untepBana.
S-merazon AUC, T 103% Moxe 1a € Heobxoaumo
MOHIKABAHE HA /103aTA HA
METAOH.
Hecreponauu
NPOTHBOBB3NAHTCTHA
cpeacrea (HCBIIC)
[CYP2C9 cyberparu] [IpenoppaBa ¢¢ 4ECTO
MPOCIICANBAHC 38 HCXKCIIAHH
H6ynpoden (400img | S-H6ympoden Conx T 20% peakiu, cebp3an ¢ HCITIBC.
eaHOKpaTHA A¢3a) | S-H6ympoden AUC,., T 100% | Moxe aa e Heobxommmo

MOHIDKABAHE HAa 103aTa HA
HCTIBC,

Mixnodenax (S0mg | Juxnodenax Cun T 114%
eAHOKpaTHA A§3a) | Muxnodenax AUC, T 78%
Owmenpazon (40 mg BI§* | Omenpason Cow T 116% He ce npenopb4sa aanTpaHe Ha
[CYP2CJ9 muxuburop Owmenpazon AUC, T 280% 7103aT2 Ha BOPHKOHA3OLL.
CYP2CJ9 u CYP3A4 Boprxonazon Cumsx T 15%
cy6erpar] Bopukonason AUC; T 41%
Apyrs HHXHOHTOpH HA IIpn 3ancaBane HA JICUCHHE C
NPOTOHHATA NIOMIIA, KOMTO €a BOPHKOHA30/I MPH TDAIMEHTH,
cybcrparn na CYP2C19 Mmorat | xoHTO BEue npuemMar J034
cpmo Aa Obgar nnxubupanu ot | omenpason or 40 mg uu no-
BOPHKOHA30]1 H MOXE Ja A0BEAE | BHCOKH C€ IPEIOpPbUBA [03aTa
A0 NOBHINECHH ILIA3MEHH oMmenpason Aa Obae HaMmaneHa
KOHLICHTPAILMH HA TE3H HANOJIOBHHA.
NICKAPCTBEHH NMPOAYKTH.
[lepopanuu Emnavnecrpaanon Corex T36% | Ilpenopbuasa c¢ npocacassane 3a
KOHTpaLenTHBH* Ervrnnectpagnon AUC, T 61% | HexenaHu peakuun, cBbP3aHH ¢
[CYP3A4 cyberpar; Hopetucrepor Coun T 15% NIEPOPATHHTE KOHTPALICITTUBH, B
CYP2CJ9 urxuburop) Hoperucrepon AUC. T 53% XOITHIHCHHE KbM TE3H, CBbP3aHU
Bopuxona3on Cumax T 14% C BOPHKOHA3OIL.
Hoperucregon/ | Bopuxonazon AUC, T 46%

EtunvnecTpamgon
(1 mg/0,035 mg BJ1)
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| KpaTroaeiicTsamy
OIMaTH
[CYP3A4 cyberparH]

Andenrannn (20 ugrkg
¢AHOKPATHA g3a,
HPHNAraHa CHBMECTRO C
HAJTOKJPH)

®denTanun (5 D
CAHOKPATHA A¢3a)

L

B HezasucuMO y0auKyBaHo

MpOY4BaHe,
Andenrasnn AUC,, T 6 mvma

B HezaBucHMoO myOmMKyBaHO

NMpOy4BaHC,
®erramut AUC, ., T 1,34 ma

Tpabra ma ce oOMucIH
MOHIDKABAHE HA A033Ta HA
anderTaHnn, GEHTAHUT HIH
APYTH KPATKOACHCTBAIMY OIHATH,
CXOJHH IO CTPYKTYPR ¢
anCHTAHHI H METADONH3HPAHH
or CYP3A4 (samp.
cyagernranun). Ilpenopruna ce
Pa3nIHPEHO H 9€CTO
NPOCICAABAHE 32 PECIIHPATOPHA
HENpeCHS ¥ APYTH, CBBP3AHM C
ONHMATHTS HEKEJIAHH PEAKITHH.

(BKITIOUHTEIHO, HO HE

BOPHKOHA30J1 MOXKE J1a

Cramann (Banp. Brnpexn 1¢ He € mpoyTeHo, AKO CBITBTCTBAIOTO NPHIICIKCHHE
NIOBaCTATHH) BEPOSATHO € BOPHKOHA30M Aa Ha BOPHKOHA30M ChC CTATHHH,
[CYP3A4 cybcrpaTu] MOBHIIOH I1A3MCHHTE KOHTOQ ¢€ METabOH3HpAT OT
KOHLICHTPALMH Ha CTATHHUTE, CYP3A4, ne Mmoxe ga ce Haderue,
KOHTO ¢a McTabONMM3HpaH! OT TpsOBa Ja ce oOMHCIH
CYP3A4, u Moxe A3 AoBEAC 4O | MOHMDKABAHE HA J03aTa Ha
pabmzoMHONMH3A. CTATHHHTC.

! i -
Cyndonnnypeitn Bonpexw ue He € Mpoy4eHo, ITpenoppaBa c¢ BHUMATENHO
NPOH3BOIHHA BEPOSTHO ¢ BOPHKOHA30] AA NpOC/ICAABAHE HA KPBHBHATA 3aXap.
(BXMIOYHTENHO, HO HE MOBHIIH IIA3MEHUTE Tpabma xa ce oOMucu
caMo: TonOyTaMHz, KOHLICHTPALHH HA TIOHIKABAHE Ha 103aTa HA
IIHIH3KA, TOypua) CynOHWITYPEHAHUTE NPOHIBOAHH | CYI(pOHMTYPEIHHHATE MPOH3BOIHH.

[CYP2C9 cyberparh] M O3 MPWIHHH XHITOTTHKEMHA.

BuHka anmxanouau Bbropexu [¢ He € Mpoy4eHo, Tpabsa ma ce 0OMuCTH
(BK/HOUMTETHO, HO HE BEPOSTHO € BOPHKOHA30J A4 [IOHFDKABAHC HA A03aTa HA BHHKA
CaMO: BHHKPHCTHH U TIOBUIIM ILIA3MCHHTE ANKAJIONANTE.

BHHO/IACTHH) KOHLICHTPALMH HA BHHKA

[CYP3A4 cyberpatn] ANTKAJIOWAMTE H 13 NPHIHHA

_ HEBDOTOKCHYHOCT. |
Hpyru XHB nporeasn: He e xmumyano npoyueno. In Mozxe 12 ce HaJIOKH BHEMATETHO
HHXUOITOpH Vifro IpoOy4BaHMA IIOKA3BAT, 4€ | IIPOCICASBAHC Ha BCAKAKBH

NPOABH HA JIEKAPCTBEHA

HHIYKTODH]

npeanoaarar, 3¢ MetabornameT
Ha BOPHKOHA301 MOXe Ja Onae
negyuupan or HHAOT.

CaMoO. CAaKBHHABHD, HHXxubHupa mMeTabonu3mMa Ha TOKCHYHOCT M/YJIH TMTICA Ha
AMITPCHABHD U XHB nporteazaure HHXHOMTOPH | e(PHKACHOCT M Aa € Heobxoamma
HenguHasnp)* H MeTabom3MBT Ha KOPEKI[HA HA A03ara.
[CYP3A4 cybcrpaTi & BOPHKOHA30JI CHINO MOXE Ja
HHXHOHTOpH] Ovae unxubupan or XUB

MPOTEA3HATE HHXHOUTOPH.
JpyTH HCHYKIICOIHIHHM He ¢ xnunuwaso npoyaexo. In Moxe aa ¢¢ HaNOXKH BHUMATEITHO
HHEXHOHTOPH HA Vifro NpoOy4BaHHA ITOKA3BAT, 4€ | IIPOCICAABAHE HA BCAKAKBH
obpaTHaTa TPAHCKPHIIT METaDOTH3IMBT HA BOPHKOHA30M | NMPOABH HA NEKAPCTBCHA
(HHHMOT) (Bxmox 10, | MOxe aa Obac MHXHOHpaH oT TOKCUYHOCT W/ HIH JMIICA HA
HO He camo: acnasupady, | HHUOT u sopuxkoHason Moxe ePHKACHOCT U Aa ¢ HeoDXoaHuMa
HEBHpAIHH)* JAa uHxubupa merabomm3Ma Ha KOPEKIHA HA J03aTA.
[CYP3A4 cybctpaTh, HHHAOT. Nannawure 3a edexra na
Hxuburopu i CYP450 | edasupenn sspxy BOpHKOHAZ0M

1
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Tperunonn Bropexku ue HE € poyteHo, [Ipenopwusa ce xopHrupaHe Ha
[CYP3A4 cyberpar] BOPHKOHA30]I MOXKE Ja MOBUINM | J033aTa TPETHUHOMH MO BPEME Ha
KOHLICHTPALMHUTE HA TPETHHOHH | JICUCHHETO ¢ BOPHKOHA30MI H ClIeH
H Ja VBCIHYH PHCKA OT HETOBOTO MPCKPATABAHE.
HEXEJIAH! PeaKI[AH
(ncesaorymop ucpedpu,
XHMCPKATLHCMHEA).
Humeruaun (400 mg BopuxoHa30m Crmax T 18% Hsama xopexuud Ha 1o3ara.
D) Bopuxonazon AUC: T 23%
[HecniemmbuaeH CYP4§0
HHXHOUTOP, NMOBHINABAY
croMalmHOTO pH]
Jemroxcun (0,25 mg BIY JIroxcuH Chex < Hsama xopexuuda Ha aozara.
[P-gp cyberpar] INuroxcur AUC, «
Hnaunasup (800 mg Hugunasnp Crax < Hama xopexius Ha A03aTa.
TIIN) [CYP3A4 Nuaunasup AUC; «
HHXHOHTOp B cyOcTpa Bopukona3on Cpax <
Bopuxonazon AUC; &
MaxpomaHu Hsama kopekimsa Ha 103aTa.
AHTHOHOTHLH

Epwrpommins (1 g IR
[CYP3A4 mrxubugop]

BopukoHa30m Canex 1 AUC; <

Bopuxonazon Crax # AUC: &

ABHTPOMHI_IHH (50 mg
1) | EdexTsT HAa BOPHKOHA30M H
BbpPXY CPHTPDOMHIHE, H BBPXY
A3HTPOMHLIHH HE € H3BECTEH.

Muxopernonosa xucengna | Muxodenonosa xucemuna Croee | HaMa kopexuna Ha no3ara.

(1 g exnoxparHa x03a) «

[cybcrpaT Ha UDP- Muxodenonona kucemnna AUC,

IIKOKOPOHHT —>

Tpanchepasa)

Kopruxocreponau Ipexau30m0H Chra T 1% Hama xkopexums Ha qo3aTa.

Ilpeaam3onon (60§ Npemxausonon AUC, ,, T 34%
€AHOKpPATHA 1§3a) IlaimeHTHTE HA ABJATNOCPOIHO
[CYP3A4 cy6 NIEICHHE C BOPHKOHA30T H

KOPTHKOCTEPOHAH (BKIIHOYHTETHO
HHXAJIALMOHHH
KOPTHKOCTCpOM AN, HATIP.
OyAe30HH H HHTPAHA3ATHH
KOPTHKOCTEPOHH) TpaOpa Ja
OBAAT BHHMATETHO HADMIOZABAHU
332 JUCHyHKIIHS HA KOpaTa Ha
HanOBOpeTHATA XKUTe3a KaKTO 10
BpPEME Ha IEYCHUETO, TAKA H IPH
MPCKPATABAHE HA MPHEMA HA
BOPHKOHA30M (BEDIGPE TOtIa 4.:4) ™+

Pauutians (150 mg Bopukona301 Cuax # AUC, — ara .

11V

[moBHmaea croMamHORp

pH]
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Cpo01maBa ce 3a 3HAYMTEITHO | Axo HE MOXe aa ce u3berne
HaMAJICHH MJIa3MCHH CHITBTCTBALIC MPHJIOKEHHE HA
KOHLICHTPALIMH HA BOPHKOHA30J1. | BOPHKOHA30J C
drykoxcawmH, TpadBa aa ce
ClIEAH 34 MOTCHLHATHA
3aryba Ha eHKACHOCT Ha
BOPHKOHA301 (Hanp. 9pe3
TEPANCBTHICH JICKAPCTBEH
MOHMTODHHT ), MOXKE A2 €
HEOOXOAMMO YBEIHYABAHE HA
A03aTa BOPMKOHA30/1.

D nyknOKCALHIHH
[unoyxmop na CYP450

4.6 DepTHAHTET, HPEMEHHOCT H KbpPMEHE

bpemenHOCT
Hiama HATHIHM ZOCTATHYHO AAHHH 33 MPHIOKCHHUETO HA BOPHKOHAZO TIPH OPEMEHHH XKEHM.
IlpoyasanuaTa nNpPH JHBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BHXXTE TOuka 5.3).
INoTeRHaMHUST PHUCK XO0pa HE € K3BECTEH.

Bopuxonazon He TpsaOBg ga ce mpunara mo BpeMe Ha OPEMEHHOCT, OCBEH aKO NOM3ATa 3a MalKaTa

OTHUCTIIMBO HAABHINIABA [YOTCHHNHAITHHA PHCK 323 ILIOAA.

Kernu ¢ oemepooen nomeryuan

XKennre ¢ aerepoiieH nQreHIMan TpAGBA BUHATH A3 H3NON3BAT PEXTHBHH METOAH 33 KOHTPALCIIHS
TIO BPEME HA JICYCHHETO. _
K’bpMeEHE

ExckpenmaTa Ha BOPHKOHA30M B KbpMara He e ImpoydeHa. KbpMereTo Tpa6Ba aa ce MpeycTaHOBH IpH
3aMI0YBAHE HA ICUEHHE  BOPMKOHA3O0.

DeprUnmreT
[1pu mpoy4Bane npH XXKHROTHH HE € ACMOHCTPHPAHO YBPEXKAAHE HA PEPTHIHTETA IPH MEIKKH M KCHCKH
IUTEXOBE (BHOKTE TOUKA § 3).

4.7 EdexTn Bbpxy c§ocobHOCTTA 32 modupane u pabora ¢c MamIUHHA

BopHKOHA30.1 NOBIMABA § YMEPEHA CTENEH CIOCOOHOCTTA 3a modupane u pabora ¢ Mamuuy. Toi MoXxe
A2 NPHYHHM MPEXOJHHW H OOPATHMHM NPOMEHH B 3PCHHETO, BK/IOYMTE/HO 3aMBINICHO 3PCHHE,
MPOMEHEHO/3aCHIICHO IPRTENHO BB3pUsTHe 1/wiH GoTodHoOHA.

[laupenTiTe TPAOBA 1A MA30ATBAT NOTCHUMAIHO OMACHUTE ACHHOCTH KaTo modHpaHe wim pabora c
MAIIMHHN JOKATO HMAT CHMIITOMH,

4.8 HexenaHH JeKAQKTBEHH PEAKIHH
Peziome Ha mpodHIa Ha Pe3ONACHOCT

[IpodurbT Ha 6e30NacH@CT HAa BOPHKOHA30/ HPH BB3PACTHH C& OCHOBABA HA HHTErPHpaHa 6a3a JaHHH
3a OezonacHocTTa NpH posede ot 2 000 cyGekxra (BxmiounTenso 1 603 BB3pacTHH NAUMEHTH NpH
TCPANCBTHYHHTE H3MTHTARHWA) H AOMbAHUTEIHO 270 BB3PACTHH MPH NPOPHIAKTHIHHTE HANMTBAHHA.
Tosa npexacrapngsa xqreporeHHa NONYIALMA, KOATO BKIIOYBA TNALMEHTH CbC 3M0KAYECTBEHH
xemaronoruduu 3abongsanms, uHbpekrupanu ¢ XVIB naumenTtH ¢ e3odareamHa KaHAMAO3a H

pedpaxrepHu reOHUHE FHPEKLMH, HE-HEYTPONCHHYHH NAIMCHTH ¢ KAHIHASMHS WIH /a}uepﬁmma H.
3ApaBH ZOOPOBOJILIA. ot N
Haii-uecto cpobmasan HEXKENAHH pEeaKkuMH ¢€a 3PHTE/IHO HApYIICHHE, (CHS, < 00pHB, - -,

NOBPHINAHE, TajcHe, ayapHi, rnaBobonme, nepHPEpPeH OTOK, OTKIOHEHHA B negnaﬂnm HA L <2
qepHOApPOOHAaTa PyHKIMY, pecrpaTOopen aAucTpec B 60NKa B KOpeMa. AR |
Texecrra Ha Hexenanupe peakunu oOHJaiiHO € nexka no ymepena. He ca Hab

3HAYMMHM Pa3THuHA B JARHMTE 33 6e30NacHOCT, AHATTM3UPAHK Bb3 OCHOBA HA Bb pgpaw %
\:LJ?J?:M s TX- s
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TabmuuaeH cIHChK HA HEKETAHWTE PEAKLIHE
B Tabmmara no-pomay,

cbopHuTe TEpanes

Ml KATO MOBEYETO OT NMPOYYBAHMATA €3 OTKPHTH, Ca H30pOCHH BCHYKH
[IPHYMHHO CBBP3AHA HCEENAHH PEAKIMH M TAXHATA Kareropus no 4vecrora npH 1 873 ppapacTHH or

kaacuduxaipg ¥ ¢rOpaPoO yecToTATA.

Kareropuure 1no 1e

q (1603) u mpodmnaxmvunn (270) mpoysBaHHs CHOPESA CHCTEMO-OPraHHATA

DI ca MpeAcCTaBeHH KakTo ciaeasa: Muoro wectu (>1/10); Yecrn (=1/100 no

<1/10); Hewecru >1/1 PO mo <1/100); Peaxu (>1/10 000 o <1/1 000); Muoro peaku (<1/10 000); C

HEH3BECTHA 4eCcOoTTa (OT HAMYHHMTE AAHHH HE MOXeE A3 OBAe HampaBeHa OUCHKA).
B1B BCAKA OT TPYNHTE M) 4€CTOTA HEXKEIAHHTE PEAKIIMH €A IIOCOYEHH B HU3XOMAIN PEJ 10 OTHOIICHHE

HA TAXHATA CEPHO3HOCT.
Hexenanu peakuu, ChQPIIABAHM IPH JIMIIA, TPHEMATH BOPHKOHA30JI:
Cucmema opzan Mhnozo Yecmu Hevecmu Peoxu C
Kaac yecmu Heu3eecmHa
' Yecmoma
Hnchexyuu u Cunysur [Icesnomembpanosen
urngpecmayuu KOJIHT
Heonnazmu — CkBamMO3HO-
Oobpoxawecmeaenu, KJICTHYCH
INOKA4ECMmECHU U KAPLHHOM
HeonpeoeneHu (BKIIOUHTENHO
(exn. Kucmu u koxeHd CKK in situ
noaunu) i Oonmect Ha
Bowen) * *#
Hapywenus  na Arpanynonurosa', | KocrHo-mMo3buHa HuceMuHHpaHa
Kpbema u NAHIMTONCHMS, HEJOCTAThIHOCT, BBTPECHAOBA
rumprnama Tpombommronenns’, | mmpaaeHONaTHA, XOaTynalus .
cucmema JIEBKOTICHHUA, COMHOPHITHA
| aHeMHA
Hapywenus  Ha CBpbpxayBcTBHTEN- | AHA(HIIAKTO-
UMYHHAMA HOCT MTHA PCAKIMA
cucmema
Ednoxpunnu AjapeHokopTHKanmHa | Xunep-
HApYuieHURA HEAOCTATHIHOCT, THPEOH AU TBM
XHITOTHPSOMIM3IBM
Hapywenus na | llepudepen | Xumoraukemus,
memaborusma U | OTOK XHITOKAJIHCMHU,
XpaHeHemo XHIIOHATPHEMHS
Hcuxuynu Henpecus,
HAPYUWeHUR XATIOLMHALHH,
TPEBOXKHOCT,
OeacbHue, BBL3OYAA,
CBHCTOAHHE Ha "
ofBpKaHocT
Hapywenus  na | 'nasoomne | Konsyncum, Orox ©Ha MO3bKa, | YepHOApoOHA
HepeHama CHHKONI, Tpemop, | eHuedaronarus’,
cucmema XHTIEPTOHHS €KCTPAITHPaMHIHO
NapecTe3ns, HApyICHHE,
CBHIIMBOCT, nepudepHa
3aMagHOCT HEBPOTATHA,
ATAKCHA,
XHIIOCSCTE3HA,
L [ | AHCTEY3HS
Hapywenua  na | 3p 0 Kpbeouzms B | Hapymenue Ha
ouume HApymerue® | peTHHaTa IPUTENHHA _ HEpB',




Cucmema opzar Mnozo Yecmu Hevecmu Peoxu C
xaac yecmu Heu3BecCmHa
wecmoma
Manmumapes  OToK', | Heps,
OKYJOrHpPOCHA KPH3a, | MOMBTHABAHE HA
OUTUIONMHA, CKICPHT, | pOrOBHLIATA
| | OnedapHr ,
Hapywenus  na Hamanenne Ha
yxomo u Cryxa, BCPTHTO,
| aabupunma THHHTYC _
Copoeunu HanxamepHa Kamepau [MommmopdHa
HAPYUWEHUA APHUTMHEA, ¢ubpunaumn, KAMEPHa »
TAXMKAP AU, KaMCPHH TAXHKapus
Opamuxapus EKCTPaCHCTONH, (torsades de
KaMEpHa pointes), mBICH
TaxXHKapani, aTPpHOBCHTPH-
yaboxasane Ha QTc | kymapen 6ok,
HHTCPBANA Ha | Oeaper  Onok,
CIICKTPOKAPIHO~ HOAAJIEH PUTHEM
rpamMa, HaAxaMCpHa
. TaxHkap /Iy |
Cwvooeu XHnoToHn, Tpombodnedur,
HapyweHus | prebuT | TMQpAHTHT
Pecnupamopnu, PecriupaTo Ocrpp
2PvOHU u | pen mapTpec’ | pecrmparopen
MEOQUACMUHANNY JUCTPEC CHHEPOM,
HaDYUEHUS 6enoapoben oToK
Cmomauino- Juapu Xe#mwr, [NepuroHMT, .
YPEGHU HAPYWMEHYUA | MOBPRRARE, | AMCHCIICHA, 3aneK, | MAHKPEaTHT, OTOK Ha
6onxka B | THHI'HBHT €3UKa,  AYOHNCHHT,
xopemg raCTPOCHTEPHT,
| razene FIOCHT
Ueprodpobnu Orxmogenna | XXniarennua, Yepuoapobua
HapYueHus B XOJIeCTATHYHA HEIOCTATBhYHOCT,
PE3YATRTHTE | ACHITEHMIIA, XEMATOMETAJIHA,
OT H3CReBA- | XCHATHT ° XOIELHUCTHUT,
HHATA | HAa XOJIeTHTHA3A
4yepHO R OOH-
dTd QVEKIIS 1 |
Hapywenua  na | O6pus ExcdomaTHBeH Cunapom Ha | TokcugaHa Koxen
xoxNcama u JACPMATHT, Cmupbuc-JkoHCHH', | emuaepManHa | epUTEMATO3CH
NOOKOMNCHama anonenMda, MaKyJio- | Mypnypa, YPTHKAPHA,
moKkan namynoseH oOpHB, | aneprudcH
NpYPHTYC, €PHTEMA, | ACPMATHT,
¢ororokcuuHocT** | manmynosen  oOpuB,
MAKyJI03¢H  0oOpHuB,
ex3eMa
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MYCKYAHO- nepuocTur*, **
ckeaemuama

cucmema u

CHeOUHUMERHAMA

MYbKAH

Cucmenma opzan Mhuozc Uecmu Heuvecmu Peoxu C
KAGC yecmu HeU36eCMHa
| vecmoma
JICKAPCTBEH
| opun L
Hapywenus  na bonkxu B rep6a ApTpHT,

Hapywenusa  na

Ocmpa  Ou6peuna

| brbpeana TyOymma

XOIIECTEPOJI B KPBBTA

6vbpeyume u HEAOCTATBYUOCT, HEKpo3a, -
nuUKoOYHuUmMe XEMATypHA NMPOTCHHYPHS,
nomuwa Hedpur
Obwu napywenus | ITnpex bonxa B repaurte, | Peaxuus Ha MacToTo
u egexmu wa OTOK Ha mMmero'', | Ha HHY3HA,
MACMOmo Ha aCTeHHA, CTYACHH | rpHmonoaobHo
npunoaicenue | TPBIKH | 3abonaBaKe
Hacnedeanus IMoBwmen Ilopumena ypes B
KPCATHHHH B KPbBTA | KPBBTA,  NOBHIICH

HJIP, ycTtaHOBEHH B 10
**Kareropusra no ue
pealHATa KIHHIYHA

]
I
U]

! Bkmousa (heOpriHa He)

plceml-[ronm TIICPHO

? Bnioupa HMYHHA TPOMGOLHTONIEHHYHA TYPIYPa.
 Bkmio4Ba pUTHAHOCT HY BPATA M TCTAHHS.

4 BRIO9Ba XHIIOKCHYHC

> BouBa aKaTH3HA M MPKHHCOHHIEM.

° Brokre naparpad ,,3p
" Ilpa nocTMapkeTH:
Broxre TOUKA 4.4,

' Biokcre Touka 4.4.

* BKnowsa JUCITHES H A§CIHES NPpH (GH3MIECKO YCHITHE.
SHO-HHAYLMPAHO  HEPHOAPOOHO  yBpeXaaHe,

10

' Bxmousa nepuop6

Omacanue Ha M30D2
3pumennu HapyuieHus
INpy xMMHUYHYTE B3

Bxmousa nexapdre

XCNIaTOLCYJIAPHO YBPCIRNI:
AgICH OTOK, OTOK H2 YCTHHTC H OTOK Ha yCTaTa.

C H XCNIATOTOKCHIHOCT,

AHM DEAKIIN

M HAPYIICHUA B TOuka 4.8,
OBOTO NPHIOKEHHE € ChOOIABAH NPOABL/DKHTEICH HEBPHT HA OYHHA HEPB.

3 ¢ Oa3upana Ha 00CepBALIHOHHO NPOYYBAHE C M3II0N3BAHE HA ,namm oT
XA OT H3TOYHHULH HA BTOpHaHK JaHHM B [lIserus
NOIEHHS M HEYTPOTICHHS.

ACXeMHUYHA eHOedanonaThs ¥ MetabomuTHa ennedanonarus.

TOKCHYEH  XCIATHT,

1 HA BOPHKOHAIO/ JPUTEHHTE HAPYLICHHA (BKIIFOYMTETHO 3aMBITICHO 3PCHHE,

dorodobus, xa0poncHA, KpOMATONCHI, IBETHA CJIETIOTA, IMAHOTICHS, HAPYIIEHHE HA OYMTE, BIKAAHE HA
OpPEOIH OKOJIO CBET/IHHHE HM3ITOYHHMIM, HOIIHA CCTIOTA, OCHMNONCHA, (POTONCHA, CLMHTIWIMPAN] CKOTOM,

HaAMAJICHA IPHTCIIHA C

TATO ¥ KCAHTONCHA) ca

oOpaTHMH, KaTO0 NOBEIC

1.|l RKIMHRIIO

MHOTOKDATHO A03HpaHe

BOOMITH A0 NMPEYCTAHOBSAE

HAPYIEHNS MOTAT /A C€ LOLIMUPAT C NIO-BHCOKH IIAIMCHH KOHIICHIPAIMHH W/ JO3H. <

Mexaau3smMbT HA ACH

GYHKUMATA HA PETHHATY

$UEC € HCH3BECTCH, BBIPEKH Ue MACTOTO HA ACHCTBHC
perunara. B npoyusaHg nmpH 3apaBH noﬁponom H3CIeABAImO BIHIHHETO HA
, BOPHKOHA30/T € MPEAM3BHKA HAMAJICHHE HA aMIUTHTY

enexrpoperarorpamata {EPI). EPI” u3meppa enexrpuiuHms moTeHIMAN B P

HC €A NMMPOTPCCHPAIHA B [
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D OT TIX €A OTIIYMABAJH CIIOHTAHHO B paMKkuTe HA 60 MMHYTH M HE ca Oum
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Ha BOPHKOHA3OJL.
MMa nocTMapKeTHHIOBHEhOOIMEHHA 33 NMPOAB/DKHTEIHN 3PHTCTHH HEXKEIAHH ChOMTHA (BIDKTE TOYKA
4.4).

Hepmamonozuunu peaxyggu

HepMaTONOTHUHUTE pPeakUMH ca OHM MHOMO YECTH IIPH MALMEHTH, JEKYBAHM C BOPHKOHA3ON B
KIMHHYIHATE H3IT HO TE3M MALMEHTH Ca HMAJIH CEPHO3HH MOANCKAUH 3adonipaHMa M Ca
MOTY4aBaIH MHOXEC ,ITETCTBALH eKapcTBeHN npoaykTH. [Toseuero oT o6puBMTE cCa OHIM ICKH
A0 yMepeHH Mo TexecTfI1o BpeMe HA NICUEHHETO ¢ BOPHKOHA3OM MAIHEHTHTE CA Pa3BHBAIH TEKKH
xoau Hexenanw peagunm (TKHP), skmoumtenso Cumapom Ha Crusbac-IDxorcbH (CCx)
(HeuecTo), ToKCHIHA ergacpManHa Hekponu3a (TEH) (paaxo), JekapcTBEHA peaxiins ¢ CO3MHOPHIIA
H CHCTEMHH CHMITTOMH ( RESS cHHApOM) (paaKo) u epureMa MyaTupopme (paaxo) (BK. Touka 4.4).
Axonamlempasnne 3, TOM TpAOBa aa Ownje npocieasBaH oTOMM30 H, aKO JICIHHUTE HPOrPECHPAT,
NICICHMETO C BOPHKOHZ Tpnﬁna Ja CC NMPCYCTAHOBH.

Cro0masaHi ca peakifi Ha (POTOTYBCTBHTEIHOCT, mmnmnamm
0cOOSHO NMPH ABITOCPONHP JieueHre (BIDKTE ChmMO TO4KA 4.4).

Hma cpobmennd 3a CKBAMO3HO-KIETh4EH KapuuHOM (BKMIOIHTETHO KoxkeH CKK in situ nim Gonecr Ha
Bowen)npH malHEHTH, JICKYBAHH ¢ BOPHKOHA30JI 32 ABILI NEPHOA OT BpPEME; MEXAHM3IMBT HE €
YCTAHOBEH (BkTe TOUKA4.4).

.
o l
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H3cnedsarnusn na ueprooobnama Qyrxyus

Cpeanara gecTora Ha goBHmenHe Ha tpaHcamuHasure >3x ULN (xoero He € 3aab/IKHMTeTHO Ja
NPEACTABIABA HexenaHgcrOHTHE) B KTHHHYHATA ITporpama Ha BopukoHason ¢ 18,0% (319/1,768) npn
BBR3IpacTHH H 25,8% (73/83) npu neauaTpuasy CyOeKTH, KOHTO MOJIYMABAT BOPHKOHAOI B COOPHHATE
NMPOYYBAHHUA 334 TEPAancE A K npodunaktraaa yriorpedba. OTKIOHCHHATA NPH H3CNCABAHMATA HA
qepHOAPOOHAaTa (PYHKIE MOTAT A3 C& CBBHPXKAT C MO-BHCOKM IUIA3MEHH KOHICHTPALMH WM AO3H.
IMoBeaero or OTKIOHCHHETA B Y€pHOAPOOHNTE HYHKUMOHATHH MOKAZATENH WIH OTIIYMABAT 10 BPEME
HAa JeueHuero Oe3 ar DaHE Ha JA034aTa, WIM COeI aJaNTHPAHE HAa A03aTd, BKIIOYHTEIHO
NpeyCTAHOBABAHE HA JICYCHHUCTO.

BopuxoHason ce acouuspa CbC CIydad Ha CEPHO3HA ICPHOAPOOHA TOKCHIHOCT MPH MALMEHTH C APYTH
CEPHO3HH NoANexkamy 3§60naBanus. TOBa BKIIOYBA CITy4aH HA XCHITCHHLA, XSMATUT M YEPHOAPOOHA
HEAOCTATHYIHOCT, BOACI 40 CMBPT (BIKTE TOUKA 4.4).

Peaxyuu, cevpsanu c ungpyzusma

[lo BpemMe Ha mHDY3IH] HA BOPHKOHA30N B HHTpPaBeHO3HA ¢opMa mpH 3apasn a00poBOIUH ca
BBIHHKHAJIN pPEAKIHH [orT aHahmiIakTOMASH THN, BKIIOYHTEAHO 3a4EPBIBAHE, TEMIIEpaTypa,
H3MNOTABAHE, TAXHKAPAUY, CTATAHE B I'BPAUTE, AUCIHES, NMPHIOMABAHE, TadeHe, MPYPHUTYC H OOpHB.
CHMITTOMETE Ca ce MOABMNN BEAHATA CIIEA 3an04YBaHe HA HHGy3uaTa (BHKTE TO4KA 4.4).

[Ipu OTKpHTO, CPABHMTEUHO, MHOTOLICHTPOBO MPOYYBAHE, CPABHABAIMO BOPUKOHA3O0N H HTPAKOHA3OJ
KATO ITEPBHYHA NpOPHEAKTMKA INMPH BB3PACTHH H IOHOMM, peunmueHT™ HA anoreHHa 1XCK 6Ges
NMpeAmICCTRAIA A0Ka3ang miH BepoaTHAa MI'H, 2a TpalHOTO cniMpaHe H2 BOPHKOHA30M NOPAIH HEXKCTIAHH
cubumHa ce crobmana g 39,3% oT yMaCTHMIMTE, B CpaBHEHHE ¢ 39,6% OT yMACTHMIIMTE B paMOTO Ha
HTPAKOHA30/1. BrIHAKHARUTE NPH JCICHHETO ACPHOAPOOHM HEXENAHH CHOMTHA Ca AOBEIHM A0 TPAMHO
CNMpaHe HA HIMHTBAHOTQ AekapcTBo npH 50 cybexra (21,4%), nexyBanu ¢ BOpHKOHA304 H 33 18 cybexra
(7,1%), nexyBaHH C HTPAKOHAZOIL. v

CINATPHIHA TIO A LTHR
beaonacHOCTTa Ha BOPHEOHA30J € MPOYUeHA npu 288 meauaTpUIHy NALMEHTH HA BB3PACT OT
2 10 <12 rogunu (169) ot 12 70 <18 rogunu (119), xorTO ca Mony9araT¥ BOPHKOH mm": e T s
npopunaxTuxa (183) u 33 TepanepTHdHa ynotpeba (105) B KTHHHMHHTE IPOYUBAHMA. // . - VW0 7 . «

.

beaonacHoCTTa Ha BOPHROHA30M € H3CJISABAHA CHINO MPH JombjHHTEICH Opo ot 15 J;[é;u( Tpfr'hm
MAIMEHTH HA BB3pacT ot{2 20 < 12 roauHH B IporpaMy 3a MIJIOCEPAHA YIIOTpeOa. fmmﬁie S
npodHITET Ha Geaonacn 04T HA BOPHKOHA30] NPH NEAMATPHIHATA NONyIalma ¢ 61 ek ,zr.en qm:-l npn
BB3pacTar. Habmong e 00ave TCHACHIUA KbM MO-BHCOKa MCCTOTa HA I .
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yepHOAPOOHHTE €H ,OOIIABAHM KATO HEXKEIAHM CHOHTHS B KIMHUYHHTE U3MUTBAHUA TIPH
fTe[HATPHIHM MAIMEHTH § CpaBHEHKE C BB3pacTHH (14,2% noBMINEHH TPAHCAMHHASH IPH NCAHATPHTHH

nauMeHTy B cpasHeHue Cf5,3% npu Bb3pactiu). [locTMapKETHHIOBHTE JAHHA NMPEATIONAraT, 9¢ MOXE Ja
¥Ma T0BEYE NMPOSBH HA KPKHU peakiyH (ocobeHo epHTeMa) NPH NEAUATPHYHATA MOy IALHA B
cpaBHeHHEE C Bb3pacTHUTE. [Tpn 22 nanpenTi HA BE3PACT 10X 2 FOAMHH, KOKTO €A IMPHEMATH
BOPHKOHA30J1 B MPOrpamMy 3a MIIOCHP A YIoTpeOa ca choOmanaH CleJHHTE HEXKCIAHH JICKAPCTBECHH
peaxiuy (33 KOUTO E ) ¢ BOPHKOHA30 HE MOXE 22 ObJe M3KIIOYCHA): peaxiMa Ha

d:mqynmm'enﬂoc'r (1 apurvus (1), nankpearut (1), nosumen 6umHpyOHH B KpBBTA (1), MOBHUIICHN
yepHOAPoOHH enanmvu (1§ o6pus (1) n marmunapen enem (1). Mma mocTMapkeTHHTOBH CBOOIICHHA 32
NAHKPCATHT NPH NEAUATRHTHH MALMCHTH.

Crobimasane Ha MOJOZHRAHH HEXENAHH PEaKIIHH
CpobimaBaneTo Ha MOJOYHPAHH HEKEIAHM PEAKLHM CACA pa3pemasaHe 3a ynorpeba Ha IeKapCTBEHHMS

NpoAYyKT € BakHo. ToBa§I03BONABA A2 MPOXBIDKH HAGMIOACHHMETO HA ChOTHOLICHMETO MO/ PHCK 3
JIEXAPCTBEHHA IPOAYKT. [T MEAULIMHCKHTE CTICIMAIMCTH €€ H3MCKBA Ja ChoOmaBsaT BCAKa MOAO3HPaHa
HEXKEaHa PeaKIMA Ype3 HAUMOHATHATA CHCTEMA 33 CHOOINABAHE: .
HM3mpasmTeHa areHuHs J1o 1eKapcTBara

yn. ,,Jamas I'pyes” Ne 8

1303 Codun

Ten.: +359 289034 17

yebcaiiT: www.bda. bg

4.9 Ilpeaozupane

[lpy KIMHMYHWTE HAIM ¥Ma 3 ciydasd Ha CayuaiiHo mpeaosupaHe. BCuikM ca HACTBIIMIM NIpH
NEAHATPHYHH [TAIMEHTH, JKOUTO CA NOTYIHIM A0 TIET ITbTH MO-BHCOKA OT NPENOpbiBaHATA HHTPABCHO3HA
1033 Bopukonason. CroGfiasa ce 3a eAMHIMHA peakiyit Ha (orodobus ¢ mpoaskuTeHOCT 10 MITHYTH.
HaMma u3BecTEH aHTHAO0] HA BOPHKOHA30I.

KnupbHCHT Ha BOPHKOH&BON NpH xemoauanu3a ¢ 121 ml/min. KnapsHCbT Ha BeHO3HHS HocHTel SBE-
B8-CD npu xemoauanu3ap 55 ml/ min. B ciry4ait Ha nmpe03upaHe XeMOAMAIH3ATA MOXKE Ja TIOMOTrHE
3a oTcTpaHsaBase Ha BopgkoHason B SBE-B-CD or opranmama.

A d
L]

CBOHCTBA .

5. ©®APMAKOJIO ]

5.1 <dapMaxkoAHHAMHEYHH CBOIHCTBA

dapMaKoTepPaneBTHYHA FPyna; AHTHMHKOTHIM 32 CHACTEMHO NPHIOKCHHC, TPHA3IONOBH ACPHBATH,
ATC xon: JO2ACO3

MexaHn3sM Ha JeHCTBH
BopukoHa3on € TPHA3QUIOB AHTAMMKOTHYEH arcHT. [IbpBHYHMAT MEXAHH3BM Ha ACHCTBHC HA
BODHKOHA30N ¢ HHxuO§pasHe Ha ruOmanoro uroxpoM P-450-meammparo 14 anda-naHocTepor
IHMETHIHPAHE, OCHOBHZ CTHITIKA IPH eprocTepoioBusa OHocrHTes npHu rebure. Akymynupanero Ha 14

anda-METHICTEPOIM KOopenupa ¢ nociaegsamaTa 3aryba Ha eprocTepol B robuvnara KieThiHa
MeMOpaHa H MoXe Aa GHlic OTTOBOPHO 33 AHTMMHKOTHIHATA AKTHBHOCT HA BOPHKOHA30M. Y CTAHOBEHO

€, 4 BOPHKOHA301 € I-CENEeKTHBEH KbM rbOuTHHTE muToxpoM P-450 eHzummy, OTKOIKOTO KBM
pa3nmHIHE LUTOXpoM P-450 eH3umMHM CHCTEMH npy Oo3afiHULYTE.

AHUIHA ehHKacHOCT R Oe30macHoCT .
In Vitro BOPMKOHA30N MPKa3Ba IIMPOK CIEKTHP Ha MPOTHBOrBOHYHA AKTHBHOCT C NMPOTHBOrbOMYHO
aciictBue xpM Candidd mamosere (BKIOYHTENHO pE3UCTCHTHUTE HA GuykoHazom L kraser Y.
pesucrenthute mamose] Ha C. glabrata n C. albicans) u GyHrMUYAHA AKTHBH
H3C/ICIBAHM Aspergll mauone B nombaHeHME, BOPHUKOHA3Z0M MOKa3Ba in vj

Fusarium, XOHTO UMAT OfpaHMICHA qynmmnﬂocr KBM CBHINECTBYBALIMTE IIP m._ -arem;«_ o

KnuniiHa edpukacHOCT, flepHHUPAHA KATO YACTHYCH HITH IThJICH OTTOBOP € YCTAHO ! Hﬁ_:aavadspergzllus ,,'! ’
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spp. skmoanTenno A. flajus, A. fumigatus, A. terreus, A. niger, A. nidulans, Candida spp., BRTIOYHTENHO,
C. albicans, C. glabrata,{C. krusei, C. parapsilosis u C. tropicalis w orpanue Opoit C. dubliniensis, C.
inconspicua u C. guilligmondii, Scedosporium spp., sxmounrenHo S. apiospermum, S. prolificans u
Fusarium spp.

Ilpyrs NIeKyBaHHW MHKOTHYHH HH(EKLMH (4eCTO HIH ¢ HACTHYEH, WM C IBJICH OTrOBOp) BKIIOYBAT
H30MMpaHK cydau Ha gHbexuun ¢ Alternaria spp., Blastomyces dermatitidis, Blastoschizomyces
capitatus, Cladosporiufp spp., Coccidioides immitis, Conidiobolus coronatus, Cryptococcus
neoformans, Exserohilurg rostratum, Exophiala spinifera, Fonsecaea pedrosoi, Madurella mycetomatis,
Paecilomyces lilacinus,| Penicillium spp. exmowumenno P. marneffei, Phialophora richardsiae,
Scopulariopsis brevicaulls u Trichosporon spp. BxmoanTenno T. beigelii nHdpexuun.

In vitro axTuBHOCT cpefly KIIMHHYHH M307aTH ¢ HaOmoaasana 3a Acremonium spp., Alternaria spp.,
Bipolaris spp., CladopMalophora spp. n Histoplasma capsulafum, XaTo NpH MOBEYETO Crydad €
HaGmoaaBano urxuGupafie IPH KOHIEHTPALMK HA BOPHKOHA30M B Auanasona ot 0,05 a0 2ug/ml.
HaémonasaHa € in vitgo axtusHOcT cpemy narorenuwre Curvularia spp. m Sporothrix spp., HO
KJIHHHYHATA 3HATHMOCT § HCH3BECTHA.

I'panuunu cmoiinocmu
[lpobu 3a rrOHUHH oM H Apyrd cnenuduyaHH nabopaTopHH M3CICABAHHA (CEPOTOrMMHM,

XHCTOMATOJNOTHYHH) TpAPBa A3 OBJAT B3ETH NMpeIH 3aNOYBAHC HA JICYEHHETO ¢ LGN H30MHPAHE H
MACHTHOUIMPAHE HA MPYUHHABALIATE MUKPOOPraHu3MH. JledeHuero Moxe Aa Obae 3anoyHaTo mpeau

MOMy9YABAHE HA PE3YNTATHTE OT KyJATYPHTE H APYTHTE NabOPaTOPHH H3CIEBAHNA, HO ClIEJ MOTy4ABAHE
HA TE3M PE3YIITATH JieucqHeTo Ha uHdekuuaTa Tpabsa na Oba¢ a1aNTHPAHO NO CHOTBETHHS HAYHH.
Hait-aecure npyauuatEiM Ha uHGexuwnd npu xopata Bmousat C. albicans, C. parapsilosis, C.
tropicalis, C. glabrata u §. krusei, kaTo JIpH BCHIKH TAX BOPHKOHA30/1 ODMKHOBEHO NMOKA3Ba MHHHMAIIHA
uixubupama koHueHTpRma (MUK) no-sucka or 1 mg/L.

In vitro aKkTHBHOCTTA Ha §OPHKOHA30M XkbM Buaosere Candida obage re ¢ eanaxsa. [lo-cnemmansoe npu
C. glabrata, MUK Ha BQPHKOHA30) NPH (PIIYKOHA30/I-PEIUCTEHTHH H3OATH €A MPONOPIHOHAIHO 110~
BHCOKH OT Te3H IpH GayKOHA30N-TyBCTBHTEMHM u3onaTH. [lo Tasu mpuauna TpadBa Ja ce HAMPABH
BCHUKO BB3MOXHO A2 lce uiacHTHGuumpar mamosere Candida. Ilpn Hanmuue Ha TECTOBE 3

YYBCTBHTCIHOCT KbM s0rsOMIHE CpeAcTBa, pesyaratute 33 MUK morar Ja c€ MHTEpIpeTHPaT
gpe3 KPHTCPUHTE 32 CTOMHOCTH, YCTAaHOBEHH OT EBpomeHcKHs KOMHTET IO H3MHTBAHE 32

JYBCTBHTEIHOCT KbM aRFHMHKpoOHH cpeacrsa (European Committee on Antimicrobial Susceptibility
Testing, EUCAST).
EUCAST rpanyasHu CTORHOCTH
Candida u Aspergillus lgamose | MIC rpamrrasm crodHocTH (mg/1.)
<S (UyscTnHTEneH) [>R (Pe3ucreHTeH)
Candida albicans' 0,06 (0,25
Candida dubliniensis' 0,06 0,25
Candida glabrata Henocrarsuno aokazarencrsa | [E
Candida krusei IE IE
Candida parapsilosis’ 10,125 0,125
Candida tropicalis’ 10,125 0,125
Candida guilliermondii | [E IE
Hecsbp3aHu ¢ BUAA IpajiiYH] IE IE
croiinocTH 3a Candida
Aspergillus fumigatus* 1 1
Aspergillus nidulans* 1 1
Aspergillus flavus IE® IE®
Aspergillus niger IE’ IE° -
Aspergillus terreus IE’ IE’ P s
Hecprp3anu ¢ BUAA rpafuaH IE IE i RS
croiiHocTH® /,f .
l;,‘ _':‘ ‘—- \
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' Illamose cbe croiinocin na MUK Haa rpaHuuHaTa CTOMHOCT 3a wyscTBHTENSH/MExHMHEH (S/1)
ca peAKH MM BCE ome §uncear cbobmenus. TecToBeTe 32 HACHTUIHOCT H TyBCTBHTC/IHOCT KbM |~
npoTHBOrbOHYHM CpeAcEBa Ha TaKMBa HIONATH TPAOBA A2 ObJAT MOBTOPCHH H aKO PEIYNITATHTE CE
MOTBBLPIAT, H3onaTuTe §padBa Ja ce uanparaT Ha pedepenTHa maboparopus. o nomydasane Ha
JI0KA3aTEACTBA OTHOCHQ KIHHMYHMA OTrOBOP 3a noTebpAcHH M3onaTH ¢ MUK nax HacTodmara
rpaHMYHA CTOMHOCT 32 JE3UCTEHTHOCT T¢ TPAOBA Ja C& JOKIAXBAT KATO Pe3UCTEHTHH. KminideH
otroBop 76% ce nocru§a mpu MHPEKIHH, TPHIHHEHH OT BHAOBETE, HIOPOCHH MO-A0MY, KOraTo
MHK ca no-HMCKH PaBHH HA €NMHACMHOJOTHYHHTE IPaHHYHH CTOHHOCTH. llopaau ToBa
xuBusT Tan nonyaanudaa C. albicans, C. dubliniensis, C. parapsilosis n C. tropicalis ce cuurar
33 UYYBCTBHTCIIHH.
2 EMMAeMAOIOTHIHUTE winu croiinocrd (epidemiological cut-off values, ECOFF) 3a Te3n
BHXOBE KaTO 140 ca nodsrcokH 3a C. albicans.

3 HecBbp3aHMTE ¢ BHAA FpaHHMHM CTORHOCTH €2 ONPEACNCHH I1aBHO Ha 6asata Ha OK/D/]] nanmw
U ca HeaBHcMMH ot Jpasnpesenenuero Ha MUK nHa xoukpernn Buaose Candida. Te ca
MMPEAHAZHAYEHH 332 M3IM@I3BAHE CaMO 32 MHKPOOPFraHHM3MH, KOMTO HAMAT KOHKPETHH IPAHHTHH
CTOHHOCTH.

4 O6nacrTa Ha Texnruefka HecurypHocT (area of technical uncertainty, ATU) e 2. loxnansaifre
xato R CBC cneaHua goMmeHrap. ,B Hakon KmHWIHM cHTyamuH (PopMH Ha HEHHBA3MBHH
HHPEKIHH) BOPHKOHE MOXE A C& H3MON3Ba, NPH YCIOBHE 4¢ € FapaHTHpaHa AOCTAThYHA

s

EKCIIO3HLMA .

5 ECOFF 3a Te3H BHAOBR KaTO LAUIO €A SAHO ABYKPATHO PA3PEKAAHE NO-BUCOKH, OTKOMKOTO 3a A
fumigatus.

¢ Hecpbp3aHH ¢ BHAA IPPHUYHH CTOHHOCTH HE C3 YCTAHOBEHH.

Knunuven onum
VcnemHusar pe3yarar s $a3u 4acT ce aepuHMpa KaTo IMbJICH HiIH YACTHYCH TEPANCBTHYCH OTTOBOP.

Aspergillus ungpexyuu — pduxacrnocm npu nayuenmu ¢ acnep2uno3a u ¢ 1oua npoerosa

Bopuxonason uma in Witro ¢yurmmasa axruBHocT cpemy Aspergillus spp. EduxacHoctra u
MPEKHMBAEMOCTTA NP [TPBUYHOTO JICUCHHE HA OCTPA HHBA3MBHA aCTEPrHiO3a ¢ BOPHKOHA3OM CIIPAMO
' KOHBEHLMOHAJHO nedcHHE ¢ amdorepuimH B € ycTaHOBEHA B paHIOMH3UPAHO, MHOTOLIEHTPOBO, OTKPHTO
MpoydBaHe npu 277 UMPHOKOMIIPOMETMPAHH MALMCHTH, JICKYBAaHH B NMpOAb/DKeHHe HA 12 ceammm.
Bopuxonazon € 1mp MHTPABEHO3HO B HATOBapBama A03a ot 6 mg/kg Ha BcekH 12 4aca 3a IrbpBHTE
24 yaca, MOCIEABAHO OT FoaabpKaIa J03a ot 4 mg/kg Ha 12 gaca 3a Hadi-Manko 7 JHH. .
Cnea ToBa MOXE Ja € IIPEMHHE HA JICUEeHHE ¢ nepopanHa ¢opma B g03a ot 200 mg Ha 12 vaca. MeananaTa
HA MPOXBL/DKMTEIHOCTTA i JIEUEHHETO ¢ HHTPABEHO3CH BopuKoHa3zon ¢ O6una 10 mm (auanason 2 — 85
mm). Cnen nmedeHne ¢ RHTPABSHO3CH BOPHKOHA30/, MEAHAHHATA NMPOABDKHTEITHOCT HA JICICHHCTO C
nepopaieH BOPUKOHA30/fe Omnrna 76 auu (muana3on 2 — 232 aum).

3a0BONMTENEH USIOCEEH OTroBop (ITBAHO HAHM YacTHYHO OOpaTHO pa3BHTHE Ha BCHYUKH
CHOTBETCTBAINM HAa 3a6QNABAHETO CHMITOMH M O€lIE3N M IThPBOHAYAIHO YCTAHOBCHH PEHTTECHOBHW/
OpOHXOCKONICKH NMpoMeRH) ¢ HabmozxasaH npH 53% OT NEKYBAHHTE ¢ BOPHKOHA301 NMALHCHTH B
cpaeHerue ¢ 31% or HEHTHTE, JEKYBaHH ¢ xommnaparopa. IlpexusseMmocTTa KM acH 84 ¢
CTATHCTHYECKH 3HAYHMO| ITO-BHCOKA ITPH BOPHKOHA30JI, OTKOJIKOTO IMPH CPABHHUTEIHOTO JICUCHHE, a 1O
OTHOIIEHUE HA BPEMETOLIO HACTBHIBAHE HA CMBPT M BPEMETO A0 NPEKbCBAHE HA TEYCHHETO MOPaAH
NPOSBH HAa TOKCHYHOCY MNPOYYBAHETO NOKA3BA KIMHHYHA H CTATHCTHYECKH 3HAYMMA IION3A OT
BOPHKOHA30IL.
Tosa mpoyuBaHe¢ NOTBRPIKIABA JAHHHTE OT MO-PAHHO NPOCHEKTHBHO MMPOYYBAaHE, NMPH KOCTO €
Ha00,1aBaH MONOKHUTEREH PE3YITAT NPH JIHLA C PUCKOBH (aKTOpH 3a JI01Ia MPOTrHO3a, BKIIOYHTEIHO
T€3H C PEAKIHM HA OTXBYP/ISHE HA TPAHCILIAHTA, H B 9aCTHOCT MPH MO3bYHH HHPEKLMH (oﬁmoneﬂo
cBBbp3aHH ¢ nourn 1009 cmpTHGCT)

[MpoyupaHuaTa Ca BKIIOYBATH ACIIEPrHIIO3a HA MO3BKA, CHHYCHTE, O6euTe ApoboBe H
acIIepruio3a npu naun ITH C TPAHCIUIAHTALIMA HA KOCTEH MO3BK H IONIEMH OpraH /aﬂoydﬁqmeﬁﬂ AN
XEMAaTOJIOTHYHH 330015 1, pax n CITHH., SR o3 )

Kanoudemusn npu nayue
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EuxacHOCTTa HA BOPHJOHA30/ B CPABHEHHE C TEPANCBTHYHA CXEMA, BKMOYBAamMa amMporepuiut B,
noceBaH 0T GAYKOHA§ON NPH ITHPBHYHO JICIEHHE HA KAHIUIEMHAS ¢ JEMOHCTPHPAHA B OTBOPEHO
cpaBHMTEIHO mpoyusage. B npoyusanero €a BKIIOYEHH TPHCTA M CEACMACCET NALMEHTA Oc>
HEYTpONEHHA (HA BB3PAPT Haa 12 roguHU) ¢ JOKYMEHTHPAHA KaHAUAEMHA, 248 oT kouTo ca Gunu
nekysaHH ¢ popukoHazdp. Jleser nauHeHTa B rpynara, JIEKyBaHa ¢ BOPHKOHA30I, H NET B IPYNaTa,
nexysaHa ¢ amdorepaudi B, nocnexsas oT GIyKOHa30MN €2 HMAH MEKOJIOTHIHO A0KA3aHA MHPCKLASL
Ha IbI00KUTE ThKaHH,

[Tanuentr ¢ ObOpednd) HenocTaTrIHOCT c¢a OunM HM3KmMIodeHH or ToBa mpoyusare. Cpeanara
MPOALDKATEHOCT Ha JfPYeHHETo € Onna 15 anu M B ABETE TEpaneBTHYHM paMeHa. B mrppBHYHHS
aHAMH3 YCICIIHHAT eBTH4EH OTroBOp {oleHkaTa ¢ HanpaseHa or KoMHCHA 33 aHamM3 Ha
nanuure (Data Review Committee, DRC) Ha c1amo ¢npsamMo M3NMHTBAHMA JIEKAPCTBEH MPOAYKT) Ce
neburnpa karo oOparHp passurhe/ MoJOOpeHHE HA BCHUKM KIHHMYHH OC/NC3H M CHMIITOMH Ha
uHbexmsa ¢ epamukaung Ha Candida ot kpbBTa H MHQECKTHPAHHTE XHI00KH THKAHH 12 ceqMHIM Cliex
kpas Ha neueHuero. [largrenrure, XoHTO He ca OWTH oLeHeHH 12 ceaMHLM CheA Kpas Ha JICICHHETO ca
6HIM NMPHYHCICHH KbM [KATErOpHATa HEYCNCINHO JeueHHe, B T03M aHa/m3 ycnemeH TepancBTHICH
OTTOBOP € oTaeTeH NpH 41% or nalmeHTHTE ¥ B ABSTE TCPANICBTHIHH PAMCHA.

ITpn BTOpHUHHA aHAMM3inpy KOMTO ca M3non3saHH maHumute Ha DRC B kxpalinud cpok, MO3BOJIABAIN
OLIEHKA. HA PE3YJITATHTE §B Kpas HA JEUeHHeTo Wi 2, 6 unn 12 ceqMHIm Cneq Kpasd Ha JICYCHMETO)
BOPHKOHA30JI ¥ TEPAICE MA pexuM, BKmousam aMborepuumH B, mocneasan ot dykoHason ca
NOKA3a/IH TepanesTHICH}yCnIeX NMpH ChoTBETHO 65% H 71% or nmanmeHTHTE.

OnenxaTta Ha U3CAeAOBafelIA 3a YCIEIECH PE3YITaT BbB BCEKH OT TE3H CPOKOBE € IMOKA3aHAa B C/ICAHATA

Ampomepuyun B
— DAYKOHAION

Cepuosnu pedppaxmeprnig Candida unpexyuu

[TpoyusaneTo BKMOUBA§S5S maumeHTH CbC cepuodHu pedpaxrepan cucTeMHH Candida wadexumm
(BKJIOYHTENHO KAHAMACHHS, JHCEMHHHPAHA H APYTH MHBA3HBHM KAHJHIO3H), PH KOHTO MPEAXOAHO
AHTHMHKOTHYHO ICUCHHE, NO-CINCIHAIHO ¢ (IIYKOHA30] ¢ Ouno Hee(PEeKTHBHO. Y CIEIIEH TCPATICBTHICH
otroBop € HabmoxaasaH fupu 24 namuenty (npu 15 — menen, npu 9 — gactaaeH). Ipu duyxonason-
PE3UCTEHTHH IAMOBE, HEPHHAIEKAIHM KM albicans, ycnemeH pe3ysITaT € OTIeTeH npH 3/3 cnyvad ¢
C. krusei (;renex otrrosgp) u npu 6/8 ¢ C. glabrata (5 ¢ mbnen orrosop, 1 ¢ YacTHYEH OTroBOp)
madexkimy., JaHHuTe A4 KIMHMIHA ©(PHKACHOCT €a MOAKPENCHH OT OrpaHMY¢HH JAHHH 3a
YYBCTBHTEIHOCT.

Scedosporium u Fusariugn urighexyuu

Y ¢TraHOBEHO €, 1€ BOPHHPHA30/ ¢ eheKTHBEH Cpemy CICIHHTE PEAKH MPHIHHHTEIN HA MHKO3A.
Scedosporium spp.: Ycn@ueH OTTOBOP KbM JI€9€HHE ¢ BOPHKOHA30n € HabmozasaH tpu 16 (6 ¢ mreicH,
10 ¢ gacryen oTrosop) Pr 28 namcHTd ¢ S apiospermum v nipu 2 (1 ABaTa ¢ 9ACTHYCH OTTOBOP) OT 7
nammenTH ¢ S. prolificans vunbexuua. B aomenHeHHE, yenemeH o1Tosop € Habmoaasan npH 1 or 3
NANUEHTH ¢ HHGEKIMH, §PHUMHEHH OT OBEYE OT AUH MHKPOOPTaHH3IbM BKITIOIHTEIIHO Scedosporium

Spp.
Fusarium spp.. Cenem (§ ¢ mbiteH, 4 ¢ 9acTHH9CH OTTOBOP) oT 17 maimMeHTH ca NEKyBaHM YCIENIHO C
BopukoHa30d. Ot reau 7gmanmenTy; 3 ca umMamm oHa uHbek1mMA, 1 € uman mq)cmnmnacm{ycmn 3

ca Amanm AuceMHHupady MHbexuus. lombIHHATEIHH YeTHpPHMA MAIMEHTH C ¢y3ap 'ea' xmﬁ:m.‘,,
HHbpEKIHA, NPUIMHSHA G HAKOJIKO MHKPOOPraHH3Ma, IMPH 2 OT THX € OTYETEH YCIICI ‘o
[ToBeuero OT NANHEHTHTE, NEKYBAHH ¢ BOPMKOHA30N 33 ropenocoueHuTe mude '_ da,ﬁnn:ﬂ i:
HEeMOHOCHMOCT HIIH pedpa Ll o




ITvpewina npoduraxmua Ha UHEATUBHU ZubuyHu ungbexyuy — epuxacrocm npu peyunuernmu Ha TXCK
6e3 npedwecmeaiya, OONEIANA URY 6EPORMHA HI'H

BopHxoHa30/1 € CpaBHER ¢ HTPAXOHA30ll KATO IThbPBHYHA npoHNAKTHKA B YCJIOBHATa HA OTKPHMTO,
CPaBHHTETHO, MHOTOLEHFPOBO NPOYIBAHE IPH BB3PACTHH U IOHOIIH, KOHTO €4 PCLMITHCHTH Ha ANOrCHHY
TXCK 6e3 mpeAmecTsaga, AoxkasaHa win sepostHa MI'H.

Yenexsr ce achummpajkaro cnocoOHOCT 3a NMPOABDKABAHC HA NPOPWIAKTHKATA C HINMHTBAHOTO
nexapcTso 3a 100 mru cofgn TXCK (6e3 crmpane 32 >14 AHH) 4 MPESKMBIACMOCT 063 HATHYTHE HA JOKA3AHA
uma sepostia UTY 3a gepron or 180 mm cnex TXCK. MoaudsuupanaTta NMPeABHACHA 38 JCHCHHC
rpyna (MIDI) exmoasd 465 pewpmmentn #a TXCK, xato 45% ot naimenrure mMar OMJII (octpa
MHEJIONCHHA JICBKEMUA).

Or peymaxy namperti, S8 ca MOANOKEHH HA CXEMH 33 MHEII0A0NATHBHA NOATOTOBKA. [podunaxmika ¢
M3MMTBAHOTO JekapeTsoPanousa seanara cnex TXCK: 224 nomyqasaT BOPUKOHA3OM H 241 nmonmy4asaT
HTPAKOHA30M. MeanaHHAra MPOXB/DKMTETHOCT Ha MPOPUIAKTHKATA C HIIHTBAHOTO NIEKAPCTAO & 96 nuu
npH BOPHKOHA30) H 68)IHH MpH HTPAKOHA30J] B moaHGHIMpaRaTa MPEeABHACHA 32 JICUCHHE Ipyna

(MILID).
YecToTaTa Ha yorex H Ip

5 BTOPUHHH KpaiiHH TOYKH €A NPEACTABCHH B TabIHIATA NO-A0My:

Kpatina mouka na npoyjeanemo | Bopuxonason | Hmpaxonaso Paznuxa ¢ | P-
N=224 n N=241 cvomHouienuemo u 95% | cmotinoc
ooeepumency unmepean | m
() _
| Vemex kom Jen 180* 109 (48,7%) | 80 332%) | 16,4% (7,7%, 25,1%)** | 0,0002**
| Yenex koM Jlen 100 121 (54,0%) 96 (39,8%) 15,4% (6,6%, 24,2%)** | 0,0006**
3apppmenu Hak-mankd 100 mam | 120 (53,6%) 94 (39,0%) 14,6% (5,6%, 23,5%) | 0,0015
nmpopunaktika < IITBAHOTO
JCKAPCTBO :
Ilpexupenn xpM Jlen 180 184 (82,1%) | 197 (81,7%) | 0,4% (-6,6%, 7,4%) | 0,9107
Passum zoxazann Wiy sepoara | 3 (1,3%) 5(2,1%) -0,7% (-3,1%, 1,6%) 0,5390
| UTU no Hlen 180 l _
PassunH qokazaHu wig sepostau | 2 (0,9%) 4 (1,7%) -0,8% (-2,8%, 1,3%) 0,4589
UI'A ao Hen 100 | _
Paspwm xOKa3aHM HIH BepoaTHH | O 3 (1,2%) -1,2% (-2,6%, 0,2%) 0,0813
U1 no BpemMe Ha {IpHEM HA
K3ITHTBaHOTO JICKAPCTB

* [TepBurHA KpaiHa TOYgA HAa MPOYIBAHETO
**PaamuiH, MPEACTABCHNY KaTo choTHomenue, 95% U u p-CTOHHOCTH, MOMYMEHH C€A KOPCKIHA 34

paHIOMH3HUpPaHE.
Yecrorara #a nossa ia HI'Y xo Hen 180 1 mppeyuHaTa KpaifHA TOYKA HA MPOYIBAHETO, KOATO € Y CIeX
koM Jen 180, cworBeTHp mpu maumentHTe ¢ OMJI M Ha cXeMH 33 MMENOA0NATHBHA MOArOTOBKA CA

NPCACTABEHH B CICIHATATAOMUA.

OMJI (ocmpa muenouong neexemus)

Kpaiinu MOYKU na | Bopuxonaszon | Hmpaxonazon Paznuxu 8 cobOmHOuieHusmMa u
npoyueanemo (N=98) (N=109) 95% oOoeepumenen uHmMepean
[Tlossama VTHI- Jlen B0 | 1(1,0%) | 2(1,8%) -0,8% (4,0%, 2,4%) ** ]
| Yenex xum Jlen 180* 55(56,1%) | 45 (41,3%)
*ITepBHuHA KPAHHA TOTMA HA ITPOYIBAHETO _{"
**C panonIeaHe Ha 5% JOIMyCTHMA PasiiuKa € OKA3aHA HE NO-MANKA ePUKACHOCT [/ <</ # ot
*¥%Paa iy B choTHOmdmaTa, 95% I, NOTydeH ClIeA KOPEKIHS 33 PAHAOMHIHPAHE: | . 7 BRRE
' ¢ {J::* i "I '




Cxemu 3a Mueroabnamugna noo2omoska

Kpaiinu MOYKY na | Bopuxonason | Hmpaxonason Pasnuxu 6 cvomuowenusma u
npoyueanemo (N=125) (N=143) 95% Ooeepumener unmepean
J | (A1)
[Mossa na T - Jlen 180 | 2 (1,6%) 3(2,1%) -0,5% (-3,7%, 2,7%) ** |
Yenex ke Jlen 130 70 (56,0%) |33 (37,1%}) [ 20,1% (8,5%, 31,7%)***
L

*[TopBHYHA KPaHHA TOUNR HA MPOYYBAHETO
**( yanonapane Ha 5% JOIMyCTHMA PaHKA € JOKA3AHA HE MO-MAKa e(PHKACHOCT

**% PasaTHKH B CbOTHOIIMHHITE QS%M NOTYYeH CJICK KOPEKIHA 34 PAHAOMH3IAPAHE

Bmopuuna npoguaaxmiia na UITH — eguxacnocns npu peyunuenmy Ha TXCK ¢ ookasana unu
gepoamua npedwecmeaga U1 H

BopHxoRa3on € mpoydef KaTo BTOPHYHA NPOQHIAKTHKA B PAMKHTC HA OTKPHTO, HECPABHHTCIHO,
MHOTOLIEHTPOBO MPOYYBHE NPH Bb3PacTHH pernueHTH Ha anoreHHa TXCK ¢ zokalana wiH BCPOATHA
npeamecrsama UT'H. [TpsumaTa kpafina TO4ka € YECTOTaTa HA MOSBA HA JOKA3AHA H sepostHa MI'H
npes mepsara romuHa cngn TXCK. Mogadmmpasara npeJBHACHA 32 JICICHHE MPyTIA (MI'D) Bxmroqasa
40 mamenty ¢ npeamedreama UTH, ot kouro 31 ¢ acneprunosa, 5 ¢ KaHAMA032 H 4 ¢ ApYyTH UT'A.
MeaHaHHATa MOPOABIDK ocT Ha mpodWIAKIMKA ¢ H3MHTBAHOTO JICKApCTBO € 95,5 mHu B
MoZHHIHpaHaTa NpeABjAcHA 3a siedcHne rpyna (MIUIT).

Toxazarn wm epostHl MU ca passum 7,5% (3/40) or nanmeHTHTE NMpPE3 ITHPBATA FOAMHA CIICH
TXCK, OT KOHTO SIHH CRyuaii Ha KAWTHAEMHA, CAHH HA CKSAOCTIOpHO3a (M /[BaTa cyydas Ca PeIH/HMBH
Ha npexxoauy UTH) u en criyail Ha auromuako3a. [pexamsemoctra ao Jlen 180 e 80,0% (32/40), a
no 1 romuna e 70,0% (2§40).

PYeHUEMO
1 705 maupeHTH ca NEKYBAHH ¢ BOPUKOHA30M1 33 noBeye oT 12 ceaMMiH, KAaTo

AgATH BOPHKOHA30] HAJ 6 Mecena.

Knupuunu npoyueanus, yscredeawyy grusnuemo evpxy (M1c unmepeang

Exso ruiauefo KOHTPOIHPAHO, PAHAOMHM3IUPAHO KPRCTOCAHO MPOYYBAHE C €AHHHTHA J03a € MPOBEACHO
¢ uen oucHka Ha cdexsp prpxy QTc mHrepBana npH 3apasu 2006pPOBONUH ¢ TPH NEPOPATHH O3
BOPHKOHA30 H Kerokog§ason. [Inanebo KOPHrHpaHOTO CpPEAHO MAKCHMANHO YAB/DKABAHE HA QTc
copamo uaxoanara croioct cnex 800, 1200 n 1600 mg Boprkona3on ¢ 6uno crorBeTHO 5,1, 4,8 1 8,2
msec, a cnea 800 mg xerpronaszon -7,0 msec. Huro eaus yuacTHHK B KOATO H Ja € IPYTIA HE € NMOTy NN
yabmkasane Ha QTc >6§ msec cnpamo u3xoaHara CTOHHOCT. [IpH HUTO €AHO THLIE TO3M HHTEPBAT HE
¢ HAXXBBPJIWI NOTCHIHAMHAA KIHHUMHO 3Ha9uM rmpar ot 500 msec.

MEAROCI HA

| 4

b JAHATDHYHA ITOT Uhny

[TeraeceT ¥ TpUMA MEMaTpUYHH MAMEHTH Ha BB3PACT OoT 2 A0 <18 TroAWHHM ca NEKyBaHH C
BODHKOHA30]1 B YCTOBRMTA H2 JBE IPOCTEKTHBHHM, OTKDHTH, HECPAaBHHTCIHH, MHOTOLEHTPOHH
K/IMHYYHH H3NATBaHKA. B eHOTO npoyuBaHe ca yuacTBamM 31 nmalMeHTH ¢ Bb3MOXKHA, JOKA3aHA HITH
BEpOSTHA HHBAa3uBHA acieprunosza (MA), or xouTo 14 naupeHTH ca HMAIH A0KA3AHA KM BEPOATHA HUA

1 ca 6nnu pxmouenn B MILUIT anamsure 3a eduxacHoct. Brs BTopoTo npoyusase ca OMnH BKIIOUCHH

22 mAIMEHTH ¢ MHBA3HBRA KaHmanzao3a, ekmogsanm KaHgaaemus (MKBK) u ezodareanna xkaHami03a
(EK), npu KOMTO C€ € MPCKBAIIO HIIH ITBPBHYHO, WIH CIIACHTC/THO JICYCHHE, KAaTO OT TAX 17 ca Ounu
sxmogeun B MIUIT anagmaure 3a ebuxacHocr. Ipu nammenTute ¢ MA ofmara crenex Ha riobaneH
OTroBOp Ha 6-ata cexmupa ¢ 6una 64,3% (9/14), creneHra Ha rnobaneH oTroBop € 6una 40% (2/5) mpu
NaLHEHTHTE Ha BB3pacT ¢t 2 A0 <12 roguan 1 77,8% (7/9) npun maurenture ot 12 10 <18 roguHn. ITpu
nammenTd ¢ MKBK crerfenTa Ha riobaneH oTroBop B Kpas Ha JicueHHeTo ¢ Ouna 85,7% (6/7), a npu
narmenTure ¢ EC crenefira Ha rnoGanes oTrosop B Kpas Ha yiedeHuero e 6una 70% (7/10). O6mzra-....
creneH Ha orroeop (cGapro 3a UKBK u EK) ¢ 6una 88,9% (8/9) npu Te3u Ha BB3pacr "2 B IORA v AR "--‘::m.
rogenu u 62,5% (5/8) 3arean or 12 g0 <18 romuus. / ST TN

|

Boeixa(i) ©dapMaXxOKHHETHKA-DAPDMAKOIHHAMPKS




B 10 TepaneBTHIHU NPOYUBAHNA MCTHAHHHTE CTOAHOCTH HA CPEAHATA H MAKCHMAITHATA MLIA3IMEHA
KOHLEHTPALHS [IPH OTACHHH NALMEHTH N0 BPEME HA MPOYYBAHETO Ca 6w croreeTHO 2425 ng/ ml

(uHTepkBapTHiICH AuanagoH 1193 no 4380 ng/ ml) u 3742 ng/ ml (auTepkBapTHICH quana3on 2027
ng/ ml a0 6302 ng/ ml). He e ycraHOBeHa MO3HTHBHA BPH3KA MEXIY CPEAHATA, MAKCHMAJIHATA 1

MHEHMAJTHATA [UIA3MCHARKOHLICHTPALHA HA BOPHKOHA30/ H €()HKACHOCTTA MPH TEPANCBTHIHH
MpOY4BAHMS H Ta3H Bpbya HE € IPOYHICHA B H3CICABAHMATA 34 npodHIIAKTHKA.

Ananus Ha Bpb3KaTa agMaxoxkHHeTHKA-(PapMAKOAHHAMMKA HA JAHHUTC OT KTHHHIHH MPOYIBAHHA
IOKa3Ba NO3NTHBHA BPb KA MEKAY IIA3MECHHTE KOHUCSHTPALHMH HA BOPHKOHA30JI H OTKJIOHCHHATA B
H3C/ICABAHMATA HA GYHKEHATA Ha 9epHUA Apod M 3pHTEIHHTE HapymeHus. He ca nmpoyueHn kopexiy

HA J03aTa B H3CICABAHUETA 32 MPOPHNIAKTHKA.

5.2 DapmMakoKHHETHHHH CBOHCTBA

O6mn hapMAKOKHHCTHIEH XaPAKTCPHCTHKH

dapMaxOKHHETHKATA HY BOPHKOHA30/1 € ONpEAECHa MPH 3[paBH JIMLA, cCrieLiHPIIHA MOMYJALHH H
naipenTi. [1o Bpeme HajrepopamHo mpuioxenne Ha 200 mg unu 300 mg ABa MBTH AHEBHO 34 14 muu
IPH DALMEHTH C PHCK Of acrepruio3a (rmasHO NalHEeHTH ChC JTOKAYUCCTBCHH HOBOOOpa3yBaHUA Ha
mamGbHATA H XEMOMOSTHYHATA ThKaH), HabmojaBaHuTe PapMaAKOKHHETHIHH XapaKTCPHCTHKH — Onp3a
n 3paumTensa abcopOufas, KyMynauusa ¥ HelHHEHHa (papMakOKHHETHKA, CHOTBETCTBAT HA TE3H,
HabmoAaBaHH IPH 3aApagH CyOexTH.

dapMakOKHHETHKATa HY BOPHKOHA3ON € HEIMHCHHA NOpaaH HACHINAHE Ha HErOBHA META00NH3BM.,
Ilpu nosumaBaHe Ha Ao3aTa ce HaOMIOJABa NO-rONASMO OT MPOMOPLMOHATHOTO HAPACTBAHC HA
excriosuimaTa. Msuncndio e, 1e yBeIHYABAHETO Ha MepopaiaHaTa Ao03a ot 200 mg 1Ba MbTH AHCBHO
ua 300 mg Apa ITHTH AREBHO BOAM A0 CPEAHO 2,5-KPaTHO YBEIHYCHMC HA CKCIIOZHIHATA (AUC,).
INepopansara noagbpxama go3a ot 200 mg (umu 100 mg 3a naumenTH noA 40 kg) rocTHra EKCITO3HILIUA
Ha BOpHKOHA30n O/maxa Jo Tazu na 3 mg/kg i.v.. Ilepopansara noarspxaima A03a OT 300 mg (uwma 150
mg npy naueHTH nox 49 kg) AocTHra CKCIIO3MLMA HA BOPHKOHA30/ ONH3KA A0 Ta3H Ha 4 mg/kgi.v.. Ako
Ce MPHJIOKAT MPEHOPHURTENHUTE UHTPABCHOIHMH WM NEPOPAIHH HATOBAPBAIMM JO3H, B PAMKHTC HA
repBHTE 24 Yaca OT NPUPOKCHHETO CC AOCTHTAT IUIASMCHH KOHLICHTPALH, OIM3KH A0 CTALMOHAPDHHTE.
Be3 npriokeHue HA HATBApBaINA 1034, HATPYTIBAHETO CE OCHILCCTBABA “PE3 MHOIOKPATHO IMPHIGKCHHC
ABa ITBTH JHEBHO, NMPH 0 CTAUMOHAPHUTE IUIA3MEHH KOHLIEHTPAMM Ha BOPHKOHA3OI 33 MOBCHCTO
CYOEKTH C¢ JOCTHTaT KbM 6-THs ACH.

Abcopbina

Cnen mnepopaisHo NPHYOKEHHE BOpHKOHazon ce abcopbupa OBpP30 M MOYTH H3UANO, KaTO
MAKCHMATHKTE mnasMed koHueHTpatMH (Cma) ce mocturar 1-2 yaca cnea mosupase. AGCOMOTHATA
GHOHANTMYHOCT HA BODHKOHA30N ClEA TEPOPATHO NpWIokeHHe ¢ mnpuOmusmrenHo 96%. Ilpu
MHOTOKPATHO AO3HPAHE [Ha BOPHKOHA30/ CHBMECTHO ¢ GoraTa Ha MasHMHM XpaHa, Cuux H AUCrt ce
[OHIDKABAT ChOTBETHO @ 34% H 24%. ABcopbimaTa HA BOPHKOHA30JN HC CE MOBJIMABA OT IIPOMCHH B
cromamsoTo pH. "

PaznpeaencHue
OBGeMBbT Ha pasnpeAcIciue HA BOPHKOHA3ON B CTAOHIHO CheTOsHME ce oueHABa Ha 4.6 I/kg, xoeTo

MpeAnoara eKCTCHIMBRO pasnpejencHue B ThKaHnTe. CBBP3BAHETO C IUIA3MEHHTE MPOTSHMHH CE
ounenana Ha 58%.
[Tpobure or rpbOHAYHP-MO3BUHATA TEIHOCT HA OCEM MALMEHTA, BKJIIOYECHH B mporpaMa 3a
MUIOCEpPAHA ynorpebal nokasBar YCTAHOBHMH KOHLEHTPDAMH H2a BOPUKOHA30N NPH BCHYKH

NMAIMCHTH.

buorpaH
In vitro MpOYMBaHHSATA TPKAIBAT, Y€ BOPUKOHA301 c& MeTabomuaupa ot 1mroxpoM P450 nioeHnmuTe
CYP2CI19, CYP2C9 u (¥P3A4. e

Unrepus IHBHAYaTHUTE Pa3THuHa BbB (papMaKOKMHETHKATA Ha BOPHKOHA3OI €3 rof
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In vivo npoyusaHnsTa ngxa3sat, 4¢ CYP2C19 yuacTBa ChINECTBEHO B METAbONH JBWH&S‘(’J! | -R_'_':' |
To3u en3uM nposBsBa npHeTHUeH nommMopdussM. Hanpumep, 15-20% or asnarcy6ro Mﬁcme'cg PR
ouaxpa na ca cnabu JmeraGomuszaropu. Ilpu G4mara u uepHata paca d Tav 48 “cnabmr | ¢
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meraGomsarop ¢ 3-5%. INpoydasannus, TPOBEACHH MpPH 34paBH CYOSKTH OT OanaTta paca M SIIOHIH,
rokassar, 4€ npu ciabfre MerabonmsaTopn ce HabmOAaBa CPeAHO 4 MBHTH MO-BUCOKA CKCMOIHLMA
(AUC) Ha BODHKOHZBOJ, OTKOJIKOTO MpPH CBHOTBETHMTC MM XOMO3HIOTHH CKCTCHIHBHM
MEeTab0IM3aTOPH.
[Ipu cyGexTHTE, KOHTO 3 XETEPO3HIOTHH CKCTCHIHBHH meTabonHn3aTopu ce Habmogasa cpeaHo 2
ITbTH MO-BHCOKA €KCIIORHIMA HAa BOPHKOHA30J1 B CPABHEHHE CbC CHOTBETHHTC MM XOMO3HI'OTHH
EKCTCH3UBHH MCTADOMHIATOPH.

OcroBHUAT MeTabONHT fa BopHKoHa30n ¢ N-OKCHA, KOHTO MPEACTaBIABa 72% OT HHPKY/IHPAIIATE .
PaAHOAKTHBHO MapKupam MetabomTy B miasmara. Tosu MeTaboIHT MMa MAHHMATHA
aHTHMHKOTHYMHA AKTHBHPCT M HEe AONpHHAcA 3a obmaTa ¢pHKaCHOCT Ha BOPHKOHA3OJL.

Emmurmpane

BopuxoHa301 ¢¢ eMHMUBMpa dpe3 4epHOApOSeH MEeTabONMNIbM, KATO MO-MAJIKO OT 2% ot zo3ara ce
EKCKPETHPa B HETIPOMCH$H BH/| B yPHHATA.

Cnen TpHIOXEHHE HA | paAMOAKTHBHO MapKHupaHa 2032 BOPHKOHA3ON npubiusurenHo 80% or
PAXMOAKTHBHOCTTA C€ OFKPMBA B YPHMHATA MDY MHOTOKPATHO MHTPABEHO3HO MPHIOKCHHE H 83% 8
yPHHATA CNE4 MHOTOKPATHO rnepopanHo aosupane. llo-ropsMara HacT (>94 %) or oOmara
PAAMOAKTHBHOCT €€ CKCRPETHPA B PAMKHMTE HA ITbPBUTE 06 yaca KakTo CIed NCpOpaTHO, TAKA H CICA

MHTPaBEHO3HO A03UPaHE
TepMUHATHHUAT MOMYKHBOT HA BOPHKOHA30M 3aBHCH OT 103aTa H € mpubauanTenHo 6 waca npu 200

mg (nmepopanHo).
[Mopamu wemuuelHata| GAPMAKOKMHETHKA, TEPMHHAJHHAT TNONYXHBOT HAMA 3HAYCHHME 34

PEAONpPEASIAHE HA KYMYTHPAHETO HIM CIHMHHHPAHETO HA BOPHKOHA3OI.
dapmakoxuHeTHka npy gneHHIHE rPYITH NAIHEHTH '
Ilon

Ipu Npoy<BaHe Ha MHOrOKPATHO NEPOPaTHO NPHIOKEHME, Crmax 1 AUC, npu 31pasy MJIAIM JKEHH ¢a O
cboTBeTHO 83% 1 113%l MO-BHCOKH, OTKOIKOTO Npx 3apasu Mmaau Mbxe (1845 rommm). B ceioro
mpoyasaHe He ca Habmojasanw 3nauuMu pasmakk MpH Crax 1 AUCT mipn 3apaBH MBXKE B CTapuecka
BB3PACT K JAPABH JKECHH § CTapuecka Bb3pact (= 65 roaumm).

B xMHUYHATA OpPOrpamMa He € M3BBLPIIRAHO ATANTHPAHE HA A03aTa Bh3 OCHOBA HA TOJA. [IpodwTeT HA
6e30NACHOCT M IURAIMCHHE KOHLICHTPALMK, HabMIOAABAHH PH MBXKE 1 JKCHH MALMEHTH ¢ OWIN CXOJHH.
[Mopams ToBa, HE € HEOOXPAMMO AAAITTHPAHE HA A03aTa BB3 OCHOBA HA II0/A.

Ilayuenmu 8 cmapyecxka gwv3pacm

[Mpu npoyuBane HA MHONKPATHO MEPOPATHO MPHIIOKEHHE Crax 1 AUC; npu 3apaBH MBXKE B CTAPUCCKA
BB3Ipact (> 65 roaunu) §a 6w croTBeTHO 61% 1 86% MO-BMCOKH OT TE3M IPH 3APABH MIAAH MBXKE
(1845 romunm). He ca pabmoaasann 3uavmvi padmuku opH Crex ¥ AUC: MeXIy 3apasd XCHH B
crapdecka Bb3pacT (= 63 romuHH) ¥ 3ApaBH MNAH HKEHH (18- 45 romuHn).

[Ipr TepanesTHYHHTE NMPPYHMBAHMA HC € M3BBPINBAHO ANANTHPAHE HA J033aTa B3 OCHOBA HA BB3PACTTA.
Ha6moxasasa € Bpu3ka MKy TUIA3MEHHTE KOHLIEHTPALMH M BB3pacTTa. [lpoduret Ha GesonacnocT Ha
BOPHKOHA30M IPH MJIAIM{H ITPH NALMEHTH B CTAPYECKa BBH3PACT € CXOACH, M NOPaJy TOBA, HE CC HAJIArA
a/IAIITMPAHE Ha JO3ATa PR MALMEHTH B CTAPYECKa Bb3PacT (BIDKTE TOUKA 4.2).

ITeouampuuna nonynayug

[IpenopbuMTenHaTa XO3§ HPH JCLIA M FOHOLIN C€ OCHOBABA BBPXY MONY/IALHOHCH (papMaKOKHHETHYEH
aHATM3 HA JAHHH, NoXyReHH mpH 112 HMyHOKOMITIPOMETHPAHH NEAHATPHYHH NAUMCHTH HA BB3PACT
oT 2 20 <12 roaunn 1 2 EMYHOKOMIIPOMETHPAHM MALMEHTH IOHOIM HA Bb3pacT of 12 ao <17 romuuu.
ITpu 3 dpapMaxOKMHETHIHH MTPOYYBAHUS CA OLECHEHN MHOTOKDaTHH HHTPABCHOIHM JO3H OT 3,4,6,7n
8 mg/kg aBa IThTH DHEHHO M MHOTOKPATHH NEPOPATHH A03M (XATO € M3MON3BAH IIPaX 34 NMEpopaHa
cycnensun) or 4 mg/kg, |6 mg/kg u 200 mg asa mbTH AseBHO. Ilpu eaHO NpoyvBaHe IpH IOHOMH €
OLICHEHA MHTPABEHO3HA HATOBAPBAA f03a or 6 mg/kg i.v. ABa meTH AHEBHO Ha [lew 1, noc/eABaHa or

4 mg/kg HHTPaBEHO3HO ABa ITLTH AHEBHO 1 300 mg nepopamiy TabneTk. TonAMa HHTEPHAIMBAAYATHA - -,
. . . ur - _r.?;‘-.x

BapHaOWIHOCT ¢ HAO/OARBAHA NIPH NCANATPHYHH [IALMEHTH B CDABHCHHE € Bb3PACTHH. e

CpasHetne Ha (apMaKKHHETHMHHTE JAHHM NPH NEAHATPHYHATA M MOMyIALMAITa/ ?npﬁ;fﬁépjat:mi& Ty

1
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a obma excnozuuma (AUC;) mpu aeua cnea npnnomcrme! ;Ha:? mg/kg LV

TIOKA3Ba, 9¢ MPCABHACH]

_ﬁ1

L
L

AL
iy
e —————

| -
\\ el & -
...rl." 'L\ oy ‘-h- " -.I.l'
31 'L - .‘1"-. -
vy B . Pl
T T— '

2% + .

£, .
b o

] Ly
L .

# .

L}

L]

L] 8

o]

¢
J",‘i'
'!I:-

.'h
o

.._i
4/

J

rr

)\_,




HATOBAPBAINA J03a € C[MBHUMA C Ta3H MPH BH3PACTHH CIEJ HATOBapBamA 2032 OT in 6 mg/kg 1.v.
[MpenpuacHaTa o6Ima eKCIOHLIA NPH AeA CJIEA MPIIOKEHHE HA NOAXBLPXAIH HHTPABEHOIHN 031 or4 n
8 mg/kg ABa reTH AHCBHP € OMMIA CPABHHMA C TA3H MPH BhL3PACTHH CHOTBETHO caea 3 4 mg/kg 1.v. ABa
mbTH aHeBHO. [Ipeapuaduara ofma exCo3MIMA MpH ACLA CIeA MEpopaTHa noAxbpXKama A03a OT 9
mg/kg (MakcumaHO 35(mg) ABa ITETH JHEBHO € Omiia CPABHMMA C T3y NMPH BH3PACTHH CIICA 200 mg
NepopaIHO ABA MhTH AHGBHO. MIHTpaBeHO3Ha A032 OT 8 mg/kg npenocTaBs eKCIO3HIMAS HA BOPHKOHAZO
MpUOIM3UTENHO 2 MBTH P-BHCOKA, OTKONKOTO IPH NEPOPAHA 1034 OT 9 mg/kg.

[To-BHCOKATAa HOAZLPKRINA HHTPABEHO3HA A034 MPH NCAMATPHUHMTC MAIMCHTH B CPAaBHCHMC C
BB3PACTHH OTPA3ABaT IP-BHCOKHA €IMMHHAUMOHEH KAaNMaIMTET NPH MCAMATPHIHHTE MALACHTH, B
pe3yATaT HAa NO-TOMMPTO CHOTHOIICHUE HA MacaTa Ha HEpHUA apod KBM TEnecHaTa Maca.r
[TepopanHara GuoHamrgHOCT MOXE 0Baue Aa ObAc OrpaHHUCHA MpH ACLA C manabcopbuma u ¢ MHOTO
HUCKO TEJECHO TEerjIo fHa TAXHATa BB3pacT. B Taxbe cioyyail ce¢ IIPEMOpBhIBA HHTPABCHO3HO
NPWIOXKEHHE HA BOPHKONAIOIN.

EKCIIO3MIMATA HA BOPUKOHA30/ MpH MOBEYCTO MANMEHTH IOHOmMH € OHna cpaBHHMA ¢ TasH MpH
BBL3PACTHH, KOUTO Ca MPREMaN ChIIMTE A03K. BBIpexH TOBA, NO-HHCKA €KCTIO3NLIHA HA BOPHKOHAOM
e HaOII0AABaHA NMPH HAKGH MJIAIH IOHOMIH C HHCKO TEIECHO TETIO B CPABHCHHE C Bb3PACTHH. Beposaro
& TE3H MAIMEHTH Ja MET§OOMM3HPAT BOPHKOHA30M ITO-CXOXHO ¢ METabOoMH3Ma IpH JEIa, OTKOIKOTO C
TO3H NIPH BBH3PAcTHH. Bl 0CHOBA Ha NMOMYNAUMOHHHA (PAPMAKOKHHETHYCH AHAJN3, IOHOLIH HA BB3PACT
ot 12 1o 14 romunu ¢ Tehecuo Terno noa 50 kg Tps6sa xa npuemat A03aTa npu Aeua (Touxa 4.2).

Bvbpeuno yepexcoare

IIpu nauueHTH ¢ YMEPEHD A0 TEXKKO GhOpeuHO yBpekaaHe (HHBA HA CEPYMCH KPCATHHHH > 2,5 mg/
dl), ce nabmoaasa naTpyjiBane Ha uHTpaseHo3uus Hocuren SBE-B-CD (Bipkre TOUKH 42u44).
YeproopobHo yepexcoane

Cnexn eqHoxpaTHa nepopgna x03a (200 mg) AUC e 233% no-Brcoko MpH NANHEHTH C I€Ka 10 YMCPCH],

qepHoApobHa 1mpo3a (CRild-Pugh A 1 B) B cpaBHeHHE C MALHCHTH ¢ HOPMAJIHA qepuoapobHa pyHKIMA,
CeBp3BAHETO HA BOPHKGHA301 C MNA3MEHHTE IMPOTEHHH HE € MOBIMAHO OT YBPECACHATA yepHOApOoOHa
dymHxips.

IMpu npoyupaxe Ha Muordparso gosupane AUC, e 6una cxoxHa npu CyOeKkTH ¢ yMEPEHa YepHOAPOOHA
iapo3a (Child-Pugh B) nps noaabprkawma aosa or 100 mg a8a by AHEBHO M IIPK CcyOeKTH ¢ HOpMANHA
yeproapobHa Pyuxmma gpu 200 mg asa meTH AHEBHO. HAama Hamrau GapMakOKHHETHIHH JAHHH NPH
NalUeRTH ¢ Texka uepHgapobua wrposa (Child-Pugh C) (micre Toukn 4.2 1 4.4).

5.3 IHpeaxnuuuuau ganHH 3a OezonmacHoCT
IIpoysBaHusTa 33 TOKCHYHOCT IPH MHOIOKPATHO AO3HPAHE HA BOPHKOHA3OM IIOKA3BAT, 4 NPALICTHHAT

OPraH € 4¢PHHAT ApoD.
XenaToToXCHIHOCT C& H§OMOAABA MPH ILTA3MEHH SKCIIO3HI[HNH, CXOAHH C TC3H MMPH TEPANICBTHYHH A03H

NpH XOpa, KAKTO H NP OCTAHAIMTC AHTHMHKOTHIHM arcHTH. [lpH TUrbxoBe, MHIIKH M KydeTa
BOPHKOHA30/ CHINO MPUYMHABA U IEKH MPOMEHN B HAXOBOPETHUTE HKITE3H.

KoHBCHUMOHAHHTE mNpoyaBaHus 3a (apMakoJorHyHa Oe3nmacHOCT, TICHOTOKCHYHOCT —HIIH
KApIMHOrEHEH TIOTCHIMN HE PA3KPHBAT OCOOEH PHCK IPH XOpa. "
ITpu penpoayKTHBHY NMPQRBAHKUA BOPHKOHA30 € IOKA3AJ TEPATOTCHCH NMOTCHLMAN DK IUTBXOBE U € Oun

eMOPHOTOKCHUYEH MPH 3aiIH NMPH CHCTEMHH SKCIIO3HIIMM PABHI HA TC3H IPH X0PA MPH TCPANECBTHYIHH JO3H.
ITpu npe- ¥ NOCTHATATHI POYHBAHKA 3a pa3pabOTBAHE NPH ILTEXOBE MPH CKCIOIMIHA NO-HHCKA OT Ta3M
NpH XOpa 0pH Tepancy 034, BOPHMKOHA30N YABDKABA IMPOTL/DKMTENHOCTTA HA recraupara H
POAOBATA ACHHOCT H NPCAE3BHKBA AHCTOKHA C NTOCIEABAMA MAWIHHA CMBPTHOCT M INIOHHMKCHA [ICPHHATAIHA
MPEXKUBIEMOCT HA HOBORpAcHHTE. Edexrure BbpXy IEPHOAA HA PAXXIAHE CA BEPOSTHO MECAHMpAHH OT
BHIOBO-CrIELI(HYHA MEXRHW3IMH, BKTIOUHTEIHO MIOHIDKCHHE HA ECTPa/AMOIOBHTE HHBA, H CHOTBCTCTBAT HA
Te3d, HADMOJABAHM NPH QPYTH A307T0BH AHTHMHKOTHYHH AreHTH. [IpHIOKEHHETO HA BOPHKOHA30N HE €
IPEIM3BHKANO YBPEXKAAHE HA HECPTIIIHTETA IPH MBKKH H XKEHCKH TLUTBXOBE IPH EKCIIOGHLIME CXONHM C TC3H

MPH XOpa IPH TEPANCBTHRHH AO3H. , -

[peaxTMHIIHATE JAHHHY OT MPOYYBAHKATA 34 TOKCUIHOCT MPH MHOTOKPATHO MPH
SBE-B-CD 5oka3gart, 4¢ OCHOBHHTE €(peKTH Ca BaAKyO/IH
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13 HMAT [IPEIBH] NIOTEHRUATHATA CBPEXIYBCTBUTCTHOCT HA HHTPABCHO3HATA dopma, ThH KaToO
pE3YITaThT OT MAKCHMHJHPAHHA TECT BBPXY MOPCKH CBHHYCTA (guinea pig maximization test, GPMT)
e 61n nonoxureneH. CTEHAAPTHUTE MPOYUBAHHUS 34 N'¢HOTOKCHYHOCT H PEIPOAYKTHBHOCT C
nomorsoTo Bemectso IBE-B-CD He nokassar cremmgmaeH puck npH xopa. He ca nposeaeHy
waneapanns 3a kannepogpaHocT cbe SBE-B-CD. JloxasaHo €, 1€ OHCUHCTBAHE B SBE-8-CD e
ANIKUINPAI MyTAr¢HEH #CHT C JAHHH 32 KAHIICPOr¢HHOCT NPH rPH3AYH. Tosa oneaucrBaHe TpabBa Aa
ce CUMTa 33 BEMIECTBO ¢ §AHIIEPOreHeH MOTEHLMAN ITpH Xopa. BieMakn NPSABK TE3H JaHHH

PO B/DKHTETHOCTTA HA ICIEHHETO C HHTPABCHO3HATA dbopma He Tpabaa na HasBHINABA 6 MecelIa.

HH NAHHH

6. ©OAPMAIIEBT

6.1 Chnuchbk HA NTOMONIHHTE BeILEeCTBA

Cynéobytaa erep Gera-fuxnonekcrpun Hatpaii (SBECD)

6.2 HecrBMeCTHMOCH

BoprkoHa301 pasTBop HE TpAOBa Ja ¢€ MpUara B ¢AHA M ChillA CHCTEMA WM KaHKOMA ENHOBPEMCHHO
¢ ApyrH HHy3uoHHM nefapcTBeHH cpeactsa. CucremaTa Tpabea fa e MPOBEPABA, 33 /1a rApAHTHPA
ApHKTIOYBaReTo Ha uHy3nsTa. Cliea KaTo NPHKIIOYH HHPY3UITA C BOPUKOHA3ON, CHCTEMATA MOXKE

Ja CE H3MO3/IBA 32 NPHICIKESHHE HA APYTH HHTPABCHO3HH MPOAYKTH.

KpbEHY MDOAVKTH H KpaAKOTPaiiHa MHYINA HA KOHICHTPHDAHW PA3TBODH HA CHCKTDOIWTH:
EnexTpOIHTHA HAPYIICHAN KATO XHITIOKATHEMHA, XHITOMArHESHCMHA H XHITOKAJIIHOMHS TpAOBa &2
6hAAT KOPMTHpPAEH NMPEAR 3aM09BaHE HA TEPANHs ¢ BOPHKOHA30! (BIKTE TOUKH 42u44).
BopukoHa3on He TpsAaGBagna ce npHiara CbBMECTHO C HHKOH KPhBCH MPOAYKT HITH KPATKOTpaHHA
nHGY3HA HA KOHLICHTPHAHH PA3TBOPH HA EICKTPO/IHTH, AOPH aKO ABETC BAMBAHHA IMPOTHHIAT B
OTAEAHH CHCTCMH.

D60 napenTepaano xphuene: O6moro naperrepanso xpaHese (OITX) ve Tpadsa aa ce nmpexparspa,
KOraTo ¢¢ NpeanucBa
C BOPHKOHA30J1, HO TpA6§a Aa Ce BIIMBA NPE3 OTAC/IHA CHCTEMA. AKO CC IPHIAra Ipes

KaTeThp ¢ Haxonko nymeaa, OITX Tpabsa aa ce npuiiara B pa3iHuCH MOPT OT TO3H, HIMNOA3BAH 34
BOpHKOHA30:1. Bopukougson He Tpsba A2 ce paspexaa ¢ 4,2% HaTpues GHKapOOHAT 32 HHTPABEHO3HA
uHpy3us. CrBMECTHMOCETA C APYTH KOHLICHTPALMM HE € H3BECTHA.

To3u nekapcTBEH MPOAYET He TpAOBa Aa ¢ CMECBA C APYTH JCKAPCTBCHH NPOAYKTH, C HIKIMIOUCHHE HA
1I0COMEHHTE B TOUKA 6.6

6.3 Cpox HaroaHoct

3 rogHHH

Ot MHKPOOGHOIOTHYHA r§eHA TOYKA BEAHBK PasTBOPEH, MPOAYKTHT TPAOBA Aa CE H3NO/3BA BEAHATA.
AKO HE Ce H3TOJI3Ba BeI§ara, OTTOBOPHOCTTR 33 CPOKA H YCIOBHSATA HA ChXPAHCHHE MpeH ynoTpeda e
HA NoTpeOHTENN, XKaTO ofuKHOBEHO CPOKBT HE TPAOBa Aa OBAC NO-ABIBLr OT 24 Yaca OPH TEMIIEPATYPA
or 2°C a0 8°C (B xIaMuBHHK), OCBEH AKO PasTBAPSHETO HE € HAMPABCHO B KOHTPO/IHPAHH H
BAHIHPAHH CSIITHIHH CIIOBHA.

XumuunaTa 1 Gu3HUHAT) CTAOHIHOCT HA MPHTOTBEHHA Pa3TBOP € AOKA3aHa 33 24 vaca npH
temmepatypa ot 2°C no §°C.

6.4 ChneusanHH yUIGBHE HA ChXPAHEHHE

To3mu nexapCTBEH MPOAYET HE HIUCKBA CTICIMATHE TEMIIEPATYPHH YCIOBHA HA CHXPAHP:
Ha ce cpxpaHaBa B OPHIPHAHATA ONAKOBKA, 34 Ja €& MPEANa3y OT CBET/IHHA.



6.5 Buau coALPARAHEE HA ONAKOBKATA

B eama omakoBka: 50 mi}pnakon or mpospauno crexio Tl ¢ 6poMOyTHIIOBAa r'yMEHA 3aITyIIajika H
ATYMHHHEBA 00KaTKa H @bC CHHBO MJIACTMACOBO Karave.

6.6 Cneunanny npefa3HH MEPKH NPH HIXBbLPJISHE H paboTa

Hensnon3saHUAT JCKapAFBeH MPOAYKT HIH OTTIRTbIHHTE MATCPHAIH OT HET'O TpaOBa Ja c€ HIXBBPIAT
B CHLOTBETCTBHE C MCCTHRTC H3HCKBAHHA.

[Tpax®T 32 HHOY3HOHEH PasTBOP € HCOOXOAHUMO A CC PASTBOPH B 19 ml Boga 32 HEKCKIMH WK B 19 »
ml 9 mg/ml (0,9%) HaTpheB XI0pHA 32 HHPY3HA, 33 4 C€ Oy H o0eM 3a ustrerasse or 20 ml
6HCTBD KOHLICHTPAT, ChAppkam 10 mg/ml BOpHKOHA3OM. HsxeLprere prnaxoHa BOPAKOHA3OM, aKo

e JHOKPATHO MPUIOKCHH
H3NoM3Ba caMo OUCTHp PR3TBOP 0¢3 BUAHNME YacTHIH.

3a 12 ce MPHUIOKK, HeODFOAMMOTO KOMHUCCTBO PA3PEACH KOHUCHTPAT CC npuOaBA KbM HAKOH OT
OpenopEYBaHuTe ChBMeqruMu HEQY3HOHHM pa3TBOpH, (M3OPOCHH B tadnuuara no-Ao0ny), 3a Ja ce
NMOJTy9qH KPacH PasTBOp HR BOPHKOHA301, Chabpxam 0,5-3 mg/ml BOpHKOHA3OM.

[TpurorseHnsT pa3TBOp FOKE A3 ObAC paspeicH C.
- Harpues xnopua § mg/ml (0,9%) undysnonen pasteop
- HartpHes nakTar 3§ HHTPaBCHO3HA HHDY3HS
- 5% rmoxo3a 1 pajrsop Ha Punrep-naxrar 3a HHTpaBeHO3HA HHDY3H
- 5% rmoko3a u 0,46% HaTpHeB XJ10puA HHPY3HOHEH Pa3TBOP

- 5% rmoko3a pasTROp 3a HHTPABEHO3HA HHPY3Ud
- 5% rmoko3a B 20 nEq xanues XI0pHA Pa3TBOp 332 HHTPABECHO3HA HHGY3HA
- 0,45% HaTpHeB XJPpHA HHPYIHOHEH pasTBOP

- 5% rmoxo3a 1 0,9% natpues XI0pHA HHGY3HOHEH pa3TBOP

CHBMECTHMOCTTA HA BOLKOHA30II C APYTH PA3TBOPHTE/H, OCBEH H3OPOCHHTE NMO-rope WK B TOUKA

6.2 ¢ HEHM3BECTHA.
AKO HEOBXOTHMMAT 0G¢l BOPHKOHA30M KOHIIGHTPAT, CHIIACHO OMMHCAHHETO B TabMHuaTa no-107y,

Hancksa ynorpebara Ha JaKonxo ¢GnakoHa, 33 Za OCHTYPH NOAXOAMIIATA 034 34 ONPEACICHO TENCCHO
TErN0 € HeOOXOAMMO A3 be MAMOI3BAT HAKOMKO Habopa 3a uudysua. 3a Beexu Habop Tpabea Aa ce
CEABAT UHCTPYKLMHTE 1 PA3TBApAHE, paspexaaHe u npuarase. Beexu Habop € 3a ¢AHOKPATHA
ynorpeba.

OT eanH (IAKOH, BCEKH U3TION3BaH HHAMBHAYyaneH (pnaxoH Tpabsa ga ce
33 OT/IC/IEH CTEPHIICH CaK C HATPHEB XJIOPHA.

AKO € HEOOX0 UM TOBEY
MpHIAra, KaTo ce Hanon

3a npunaraHe OT AT CE MOPT HA FHHOTO HA CaKa TpAOBa Ja ce OTBOpH M MHGY3HOHHATA
CHCTEMA Aa ¢e CBBPXE njpbesspanyum. ChIbpAKAHHETO HA CaKa 338 HHQY3HA € rOTOBO 32 3aNo4BAHE

Ha HH}Y3HATA.

Caxbt 32 uHdy3us TpxO%a A2 ObAe MPOBEPEH, 3a A € CHTYPHO, Y€ LI0TO CABPKAHNC HA CAKa C

BASTO, 0CODEHO aKO CHINPTA BEHO3HA CHCTEMA [IE CE M3MOMN3Ba 33 MOCAeABAmA HH(Y3As HA APYTH

nexapersa. B caxa 3a ma@y3us He OuBa £ C€ BBBEXKIAT APYrH JobaBKHU. e

Heo6xoauMy XOTHIECTE BOPHKOHA30/ KOHUEHTPAT 10 mg/ml. A “-}
ARG }f
\ - /
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Tenecno Konudcmea eopuxonason xkonyermpam (10 mg/mi) Heobxooumu rpu.

mezno (kg) | Jlosa § mgrkg | [losa 4 mg/kg | Josa 6 mgkg | Hosa 8 mglkg | osa 9 mg/kg

(bpoti (bpoti (6pot: (6poti (6poii
- Qraxd | @aaxonu) gaaxonru) ¢raxonu) gnaxonu)
10 - 4,0 ml (1) - [ 8,0 mi (1) 9,0 mi (1)
[15 - 6,0m(1) |- 120ml (1) [ 13,5 ml (1)
(20 | - 18,0ml (1) - 160ml (1) | 18,0 ml (1)
25 - 100mi(1) |- 200ml (1) [22,5ml(2)
30 Somil)  [120mi(l) [ 180mi() [240m(®) [27,0mI(2)
35 (1050 () [140mi(1) [21,0mi(2) [280mi(?) |315mi(2)

[ 40 [12008(1)  [160ml(1) [240mi(2) |320mi(2) |360mi(2)

45 35(1) [18,0mi(1) [27,0ml(2) [360ml(2) [405ml@3) |
( 50 15,0 fl (1 200ml(])) [300mi(2) [400mi(2) |450ml(3)

=

55 (1651 (1)  [220mi(2) [330mI(2) [440mi(3) [49,5mi(3)

L

[60 | 18,0 nfl (1) 24,0 ml (2) 36,0ml (2) [ 48,0ml(3) 54,0 ml (3)
65 ~119,5 gl (1) 26,0 ml (2) 39.0ml(2) [ 52,0mi(3) 58,5 ml (3)

70 12101(2)  [280ml(2) [420mi(3) |- -
75 225m1(2)  [300mi(2) [450mi(3) |- -
| 80 2401 (2) [320ml(2) [480mi(3) |- -
[ 85 255§l (2 340mi(2) | 51,0mi(3) |- -
90 2708 (@) [360m @) [540mi(3) |- :
95 285m1(2)  |380mi(2) [57.0m@3) |- - _
|

[ 100 30,0nf1 (2) [ 40,0 mi (2) 60,0ml (3) | - i

Hakpas Ha MMCTOBKATa 3 NALMEHTa € NPEAOCTABCHA AOITH/THHTCIIHA uxHpopMAUHS 32 MEAHITHHCKHTC
H/IM 3APABHHTE CHCLHAINCTH.

7.  TPUTEXATEJHHA PA3PEIIEHUETO 3A YIIOTPEBA

Medochemie Lid.,
1-10 Constantinoupoleog street,

3011 Limassol,

Kurrsp

8. HOMEP(A) HA PASPELIEHMETO 3A YIIOTPEBA

Per. Ne: 20210165

9, JATA HA ITbPRO PA3PEIIIABAHE/ IIONHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hara #a ospBo paspemagane: 15 onu 2021

JaTa Ha OCNEAHO NOAHPBIBAHE. L
10, JATAHA/ AJTMIUPAHE HA TEKCTA

06/2024 e




