KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA



1. UME HA JIEKAPCTBEHMS ITPOAYKT / /30 A ?_ /

Bopudynran 200 mg npax 3a MHQY3HOHEH pPa3TBOP P
Vorifungal 200 mg powder for solution for infusion L 39/+8 2 5 -03- 2005

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bceku dnakon ceabpaxka 200 mg BopukoHazon (voriconazole).

Cnen pastBapsHe (06w ob6em 20 ml): Bcexu ml ceabpxa 10 mg BopukoHa30/1. BeqHbK pa3TBopeEH,
[peAu MPUIOKEHHE, 3aAbJDKHTEIIHO C€ pa3peKaa AOMbJIHUTEIHO.

[IoMOLUHM BELIECTBA C U3BECTHO JEUCTBUE:
Bceku ¢nakoH cpabpxa 88.74 mg HaTpUM.
Bceku ¢nakon cbabpxka 2 400 mg UMKIOAEKCTPHH.

3a MbJIHUA CIIMCHK Ha MOMOILHUTE BELECTBA BX. TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a uH}y3UOHEH Pa3TBOP.

bsan 1o nouru 641 1MopunM3MpaH npax.
pH: 5,4-7,0.

Ocmonanuret: 530 mOsm/Kg + 10%.

4. KJIUHUYHUA TAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

BOpHKOHA30/1 € LUHPOKOCNEKThPEH TPHA30/I0B aHTUMUKOTHYEH AreHT U € MOKa3aH MpU Bb3PACTHU U
newa Haa 2 roavHu 3a:

JleyeHue Ha MHBa3MBHA acleprus03a;
JleyeHHe HA KaHAUAEMHUS [IPU MALUUEHTH 0€3 HEYTPOIEHH;

e Jleuenue Ha GyKOHA30/1-PE3UCTEHTHHU CEPUO3HU UHBA3UBHU Candida nHpeKuuHU (BKIFOUYHTETHO
C. krusei),

e JleyeHue HA cepHO3HH rbOMYHH HHPEKLIMH, TPUUUHEHHU OT Scedosporium spp. u Fusarium spp.

Bopudynran tpadsa na Obae npunaraH riiaBHoO MNpU MauMeHTH C MPOrpecupallu, MOTEHUMAIHO
YKMBOTO3acTpallaBalid HHPEKLHH.
[Ipodunakruka Ha HHBa3HMBHU rbOMYHHU MH(DEKLUMHU NPH BUCOKOPHCKOBH PELIMITHEHTH C aJIOr€HHA

TPaHCIUIAHTAUMA Ha XeMOIOeTHYHH cTBOJIOBH KieTkH (TXCK).
4.2 Jl03HpOBKA H HAYHH HA NPHJIOKEHHE

O3UpPOBKa
EneKTpoJIMTHU HaApyLLIEHUA KATO XMIIOKAJIMEMHUS, XMITOMArHE3HEMHU M XHITOKaJILMeMHs TpAOBa na
ObAaT NpOCIEASBaHU U MPU HYX/Ja KOPUTHPaHU MPEIH 3alI0YBAHE U [10 BPEME HA JIEYEHHE C ..
BOPUKOHA30J1 (BX. TOYKa 4.4). /N

[lpenopbuBa ce BopudyHran na ce npuiara npu MakCMMasiHa CKopocT Ha uHy3ustd, 3 mg/kg Ha yac
3a 1 1o 3 yaca. B

BopukoHna3soJ ce npeiara v karo puiaMupany tabdaerku ot 50 mg u 200 mg u 40 mg”mlﬂpax st
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[EPOpPaAIHA CYCTIEH3HA.

Jleuenune

Bv3pacmnuu

Jleuenneto TpsOBa Aa 6BAEC 3aN0YHATO ¢ ONpEAeeHaTa HATOBAaPBAINa 1034 MHTPABEHO3EH HIIH
nepopajieH BOPHKOHA30J1, LiE/siila JOCTUraHe Mpe3 MbPBHL N€H HA NNa3MEeHH KOHLIEHTpalHH, ONTH3KH
no cranmoHapHuTe. [Ipeasun Bucokata G6HOHANTMUYHOCT NpU nepopaieH npueM (96%; Bx. Touka 5.2), B
cnyyaif ye e KIMHHYHO ONpaBAaHa, € YMECTHO NPEMUHABaHEe OT HHTPABEHO3HO KbM f1EPOPATHO

IPHNOXKCHHC.

Cneapaiara Tabnnua npeanara geraitnia uuhopMallig 3a NPENOPBYHTEIHHTE T03H:

HaTpaseHO3H0 IlepopanHo mpRIOKEeHHE
ApRICKCHRC [NampenTu ¢ TenecHo terno| IlauuMeHTH ¢ TENECHO
| 40 kg nid noseue* Terno noa 40 kg*
Harosapsama cxema| 6 mg/kg Ha pceku | 400 mg Ha Bcexku 12 yaca 200 mg Ha BCeKH
[HA OpHJArage 12 yaca 12 yaca

r(m,pmlre 24 qaca)

Hopabpaxama 1034 4 mg/kg npa mptH | 200 mg Ba MBTH AHEBHO [100 mg ABa [TbTH AHEBHO
cJie NbLPBHTE OHEBHO
4 gaca)

* OtHacs ce CbLUO 3a NAUMERTH Ha BB3pacT 15 4 noseye roAHHH.

IIpodwnocumennocm Ha aeuenueno

[IpoammKHTEIHOCTTA Ha JICYCHHETO TPAOBa Aa ObAC BE3IMOXKHO HaH-KpaTKa B 3aBUCHMOCT OT
KIIMHUYHHMSA ¥ MHKOJIOTHYHHS OTTOBOpP Ha naudeHTa. [IpoasmkurenHaTa eKcno3uuysa Ha BOPHKOHA30]1
c BpeMeTpacHe Han 180 nuu (6 Mecena) W3KucKBa BHUMATENHA OLIEHKA HA CHOTHOLIEHHETO NO/3a/PUCK

(Bxk. Toukd 4.4 1 5.1).

Adanmupane na 0g3ama (8v3pacmnu)

[Ipu HecnocoOHOCT HAa NAaLMEHTa Aa NOHECE MHTPaBEHO3HO jieueHHe ¢ 4 mg/kg nBa IbTH NHEBHO
[03aTa ce BaMaiaBa Ha 3 mg/kg ABa IbTU NHEBHO.

AKO OTrOBOPBT Ha MALMEHTA € HE3aAOBOJIMTENECH, NOAXbPXKAIATA 1038 MOXKe Aa Onle moBHlIcHa Ha
300 mg ABa MHTH AHEBHO, MPIICXKEHA Nepopantio. 3a nauueHTH noa 40 kg nepopanHara a03a MOXe
na 6pae nopuiueHa no 150 mg A8a NbTH AHEBHO.

[Ipn HecnocoOHOCT HA MAalMEHTUTE Aa MOHECAT JIeYEHHE MPU TE€3H M0-BUCOKM O3M, NIEPOPANHATA n03a
Ce HaManasa Ha cTuikH oT 50 mg A0 noaaspxkama no3a 200 mg aea nbTH AHeBHO (100 mg n8a NLTH

AHEBHO 3a nauueHTH noj 40 kg).

B cnyya#t Ha npodmnakruuHa ynotpeda, BHXKTe 3a CIIpaBKa No-Aony.

Heya (2 00 <12 200unu) u onowu ¢ nucko menecno mezno (12 0o 14 2o0unu u <50 kg)
BopukoHa3on TpabBa ga 6bAe 403UpaH KaTo NpM Je1d, Thil KaTo Te3K MIaJ{ IOHOLIK MOTaT Aa
MeTaboInu3HpaT BOPMKOHA30M N0 HAUYMH n0-01M3bK 10 Aena, OTKOJIKOTO JO Bh3PacTHH.

HPCHOPB‘IHTEJIHHHT PE€XHM HA JO3HPaHE € CIICAHHNA.

MHETpABEHO3HO NpHJIOKeAne [llepopanHo NPHIOKEHHE
HarosapBama cxeMa Aa 9 mg/kg Ha Bcexn 12 uaca He ce mpenopnuba i
mpHAATAHEe 1 N |
npe3 nbpBaTe 24 9aca) - T
HloaabpKama 1034 _Emg/kg JAB& ITETH ZHEBHO mg/kg ABa MbTH THEB ; L_IJ':;" *’“

MAKCHMANHA 1038 OT 3
5TH JIHEBHO)
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3abenexka: Bb3 ocHOBA Ha MOMyNalMOHEH PapMaKOKMHETHYEH aHaNu3 npy 112
MMYHOKOMIIPOMETHPAHHU NEAMATPUUHM MALUEHTH Ha BB3pacT OT 2 A0 <12 roauHu u 26
HMYHOKOMIIPOMETUPAHH FOHOMHM HA Bb3pacT oT 12 no <17 roaunm.

[IpenopuYMTENHO € TEPANUATA [a 3aN0YHE C HHTPABEHO3HO NPWIOKEHHUE, 4 NEPOPATHOTO
npuiacKeHue TpaOBa na ce o6CchAH caMo clle]] 3HAUMMO KITHHUYHO noaobpenue. Tpabsa ga ce nma
npeaBu], Y€ HHTPABEHO3HA A03a OT 8 mg/kg e ocHrypH eKCno3MuMa Ha BOPHKOHA3OI
npUOIH3HTENHO 2 MBTH MO-BHCOKA OT nepopaiHa Ao3a ot 9 mg/kg.

Bcuyxu Opyau onowu (12 0o 14 200unu u > 50 kg; 15 0o 17 2o0unu b6e3 ozreo Ha meaecRomo meaio)
BopukoHrazon tpabea ga Ob1e 103HpaH KaTo OpH Bb3PACTHH.

Adoanmupane na 0ozama (Oeya [2 0o <12 zodunu] u onowu ¢ nucko meaecro meano (12 oo 14
eodunu u <30 kgl)

B ciyuaii, ye TepaneBTHYHMAT OTIOBOP Ha MAIHEHTa KbM JeYeHHETO € HEaleKBATCH, HHTPABEHO3HATA
A03a MOXe Ja ObIe noBHiieHa cbe CThIKU OT 1 mg/kg. AKO NALMEHTHT HE MOXKE /12 NOHece
NeYeHHeTOo, peAyLMpaiiTe HHTpaBeHO3HATa 1034 ChC CTHIKM OT 1 mg/kg.

Ynorpebara npy neaMaTpH4HH MAUMEHTH Ha BB3pacT OT 2 A0 <12 roautiu ¢ yepHoApobHA WK
OBOpeyHa HeAOCTATHLUHOCT HE € Npoy4eHa (BX. Touku 4.8 u 5.2).

[IpodunakTHka Ipy Bb3pACTHY Y €Ll

IMpodwraxrukaTta TpaOBa ga 3anoyte B A€HA HA TPAHCIUIAHTALMATA U MOXE fa ce npunara ao 100
auv. [TpodunakTukaTra TpadBa Aa € B3MONKHO HAH-KpAaTKa, B 3aBUCHMOCT OT PUCKA 32 Pa3BHTUE HA
MHBa3KWBHA rhOnuHa uHGexuusa (MI'H), onpeaenen oT HeyTPONEeHUATa WM UMYHOCynpecusaTa. B
CIy4aH Ha MPOABIDKABALIA HMYHOCYTNIPECHS WIH peakiyd Ha TPAHCIUIAHTATA CPELy PeLUITHCHTa
(PTcP), Ta Moxe na 6bae nmpoabkena a0 180 aHu cnexa TpaHCILTaHTALUMATA (BXK. TO4Ka 3.1).

Hosuposxa

[IpenopsuMTeNHaTAa CXEMa HA MPUJIAraHe MpH NpOPUIAKTHKA € ChILATA KATO [IPH JIeYEHHE B
CHOTBETCTBHE C BB3PACTOBUTE IpyNd. Mo, HampaBeTe crpaBKa ¢ TAaOMHUHKTE 32 JICYEHHE,
NpeacTaBeHHu Mo-rope. (Bk. TaONMULIUTE 32 JIEYCHUE T10-TOPE).

Ipodwarncumennocm na npogunaxmuxama
be30f1IacHOCTTa U €(PUKACHOCTTA HA NPWIOKEHHETO HA BOPHKOHA30/1 B MPOAL/DKEHHE HA NIOBEYE OT
180 gHM He € afeKBAaTHO MPOYU4EHA B YCIOBUATA HA KIIMHHYHH H3NUTBAHMA.

Yoorpebara Ha BOPMKOHA30] 3a NMPOQHIAKTHKa B MpoAWDKeHHE Ha noeeye oT 180 auu (6 mecenta)
H3KCKBA BHHMATENHA OLIEHKA H&a CHOTHOLUEHHETO MON3A/PHCK (BXK. TOUKH 4.4 1 5.1).

Q_JIEJJ,HHTQ HMHCTPYKIIHH BAXKAT KAKTO 38 JICYCHHUC, TAK4 d 34 npmb_unalmma

Adanmupare ra 0ozama

[Ipu npodunaxTuuHa ynorpeda, He ce penopbYBa afallTHPAHE Ha J03aTa B CIIy4yaid Ha JIMIICa Ha
e(pUKACHOCT HJIM Ha CBbP3aHHU C JICYCHHETO HexXeNaHu chOuTua. B ciyyail Ha CBBbp3aHH € JIEYECHHETO
HexXeNnaHu crOuTHa TpadBa aa ce odMueaM cniupasHe Ha BOPUKOHA30Ma U ynoTpeda Ha aTepHAaTUBHH
IPOTHBOILOUMHH CPpeACTBa (BX. TOYKH 4.4 1 4.8).

Adanmupane na 0o3ama 6 CAy4ail Ha CbBMECMHO NPUROHCEHUE
PudabyTuH 4 deHUTOHH MOXE Aa ObAAT NPWIOKEHH EAHOBPEMEHHO C BOPHKOHA30J1, aKO

NOLPAKAINATA 1033 BOPHKOHA30J1 ¢€ YBEIHYH 00 5 mg/kg HHTpaBeHO3HO ABA ITbTH JHEBHO (BXK.
TOUKM 4.4 4 4.5), -

EdaBupeHn MOKe Aa Ce npuiara eJHOBPEMEHHO ¢ BOPUKOHA30, aKO NOAAbPKALIATA A |
BOPHKOHA30J ce nosumm 0 400 mg Ha Bceku 12 uyaca, a 1o3ata Ha edaBUpEHL ce HaM »5/ O%ﬁnﬁ 11_
10 300 mg Beauwsx xHesHO. KoraTo ce cnpe jieMeHHEeTo ¢ BOPHKOHA30/, ITbPBOHAYAJIH L
Ha ethaBupeH1] TpFOBa A ce BB3CTAHOBH (BXK. TOUKH 4.4 U 4.5).




Cmapuecka ev3pacm
[Ipu naumMeHTH B CTApYECKa Bb3pacT He € HeoOX0MMO ajanTHpaHe Ha Ao3aTa (BXK. To4Ka 5.2).

bvbpeuno yepescoaue

[1px naumenT ¢ ymepeHa ao texka 0b0peyna auchyHxuHs (KpeaTHHMHOB KIHpbHC < 50 ml/min)
HACThIIBA HATPYMBaHE HA HHTPABEHO3HUA XuApokcunponui-pf-umxnonexkcTpuy. Ilpu Tean nauuerTn
TpaORBa Ja Obae NPUIOKEH NEPOPANICH BOPUKOHA30N, OCBEH aKO OLCHKAT2 Ha ChOTHOLLIEHHETO
PHCK/TI0/13a HE OnpasAaBa ynorpedara Ha MHTpaBEeHO3€H BOPUKOHA30)1. I1py Te3n nauueHTH
cepyMHHMTE KpeaTHHHHOBH HHBa Tp20Ba fa 6bAaT npocneAsBaHK 4e€CTo, a IPY MOKa4BaAHETO HM
Tps6Ba Aa ce 00ChAM MPEMHHABAHE KbM JIEYEHHE C NEPOPAIEH BOPUKOHA30: (BXK. TOYKa 5.2).

BopukoHa3on ce xeMoasanu3upa ¢ KiMpbHe oT 121 ml/min — 4eTHPHYACOBUAT XEMOAMANHIEH CEAHC
HE OTCTpaHABA JOCTATHYHO KONMYECTBO BOPHKOHA30JI, 32 Ja C€ Hajlara aJalTHpaHe Ha Jo3aTa.

KnypbHCET Ha HHTPAaBEHO3HUA HOCHTEN XMAPOKCHITPONMHI-B-HUKIOACKCTPHH NPY XEMOAHAIK3A €
37,524 ml/min.

Heprnodpobro yspescoane

IMpu nauueHTy ¢ Jexa 3o ymepeHa yepHoapoOHa uuposa (Child-Pugh A u B), nonyyapawmpn
BOPHMKOHA30]1, Ce Mpenopbypa yrnorpebara Ha cCTaHAApTHATA HATOBapBallla 1034, HO NOAXbpHKALIATA
no3a TpabBa na Ovae HaManeHa HanojJoBHHA (BXK. ToOUKa 35.2).

BopHKoHAa30)1 He € H3CIIEeABAH MPH MaLMEHTH ¢ TEXKa XpOoHu4YHa yepHoapodHa uupo3a (Child-Pugh
C).

CoburecTByBaT OrpaHHUYeHH JaHHH 3a 6€30MacHOCTTa HA BOPHKOHA30JI MPU NALMEHTH C OTKJIOHEHHS B
yepHOAPOOHHUTE PYHKLHOHANHU MOKa3aTenu (acnaprar TpaHcaMuHasa [AST), anaHuH TpaHcamMHHa3a
[ALT], ankanua ¢ocdaraza [ALP] win o6 6unupyOHH > 5 nbTH HaJ ropHaTa rpaHHLIE HA HOPMATA).

BopHkoHa30/1 ce CBBpP3Ba C NOBHLICHHE HA YEPHOAPOOHHTE PYHKUHOHAIHMA NOKA3ATENH H KIHHHYHY
Genesn Ha yepHOAPOOHO yBpexKIaHe KaTo XBJITeRMLA U NPH NALMEHTH C TEXKKO YEPHOAPOOHO
yBpexaaHe TpaOBa aa 6bae ynorpedaBaH ¢aMo aKo No3aTa HagBHIIABA NTOTEHLHATTHHA PUCK.
[TauueHTH ¢ TexKo YepHoApPoOHO yBpexaaHe TpadBa na ObJAT BHUMATENHO NPOCIeq4BaHH 34 [IPOABU
Ha JIEKAPCTBEHA TOKCHYHOCT (BXK. TO4Ka 4.8).

Ileduampuuna nonyaayus
be3zonacHocTTa M €PHKACHOCTTA HA BOPHKOHA30J IIPM JieLia Ha BB3PacT 10/ 2 FOJIMHH HE ca

ycTaHOBeHH. HanmMuHHTEe moHacToAIEeM AaHHY ca ONTHCARH B TOUKH 4.8 U 5.1, HO He MoXe aa Obae
HalpaBeHA NPEnopuKa 3a A03HpaHe.

Hauud Ha npruigxxeHne
BopugyHran H3MCKBA pa3TBapsHE M pa3pexaaHe (BK. Touxa 6.6) npeau NpunoKeHHe Karo

MHTpaBeHo3HA HHOY3Ha. He ce npunara nog gopmara Ha 60MyCHA HHOKEKILIMA,
4.3 IIporaBonoka3aHusn

CBpBXUYBCTBHTENHOCT KBM 28KTMBHOTO BELIECCTBO WIM KbM HAKOE OT MOMOLIHUTE BELIECTRA,
u3bpoeHH B Touka 6.1.

[ToMOIMHOTO BeLIECTBO XUAPOKCHITPOMWI-PB-UHKIOAEKCTPHUH C€ CIMMHUHHPA Ype3 FIIOMEpYy/IHa
¢unrpauug. CiegopaTento BOPUKOHAZO0I 1.V. € MPOTUBONOKA3aH IIPH NALMEHTH ¢ YMEPEHO 10 TEXKO

610peuHO yBpexaaHe (onpeaeseHo KaTo KpeaTUHHHOB KIHpBHC nofd 50 mY/min) (Bx. TO: w p,,,
TOYKa 5.2). 33
2
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HpDTHBGIIOKaBHO € CAHOBPEMCHH NPHIO0KCHHC Ha BOPHKOHA30]1 € JICKADCTBCHH Mmj qHHTD

MeTa00MU3BM € CHIHO 3aBUCUM OT CYP3 A4 ¥ uMHTO BUCOKHU IIa3MEHH KOHLIEHTP H.de cnibgaa'r |
ChC CEpPHO3HH M/IIH JKHBOTO3acTpalnaBailiy peakiMH (BXK. TouKka 4.5): \ e
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TepdenaguH, acTeMH30I

[uszanpun

[IuMo3ua, nypasuaoH

XHHUIHH

Heabpanuu

Epro-anxanouau (Haap. eproTaMyH, AMXHAPOEProTaMHH )
Cuponumyc

Hanokceron

ToneanTan

(DHHEPEHOH

Bexderokinakc: NPOTHBOMOKA3ZHO € €HOMBEPEHHOTO IIPHWIOKECHHE B HAYANOTO 110 BpeMe Ha
(ra3ara Ha THTPUPAHE Ha N034Ta BEHETOKIAKC.

IIpoTHBOMIOKA3HO € eAHOBPEMEHHOTO [IPHIIOMKEHHE HA BOPHUKOHA301 C IEKAPCTBEHH NIPOAYKTH, KOUTO

uHAYIHpaT CYP3 A4 1 3HaAYMMO NOHIDKABAT I1a3MEHHTE KOHLICHTPALIHM HA BOPHKOHA30J1:

e [IpoTHBONOKA3HO € €AHOBPEMEHHOTO NPHIOKEHHE ¢ pUdaMIIULUKMH, KapObamasenuH, SapouTypaTH
¢ ABIroTpaiiHo aekicteue, Hanp. peHobapOuTan v XBIAT KAHTAPHOH (BXK. TOUKa 4.5).

e Edasupenu:
[IpoTHBOMOKA3HO € €AHOBPEMEHHOTO [IPUIOKECHHE HA CTAHJAPTHH 034 BOPHKOHA30J1 C 034
edasupenn 400 mg peHBX JHEBHO WIH NO-BUCOKH (BX. TO4Ka 4.5). 3a nHpopmaLa OTHOCHO
eIHOBPEMEHHOTO MPIWIOXKEHHUE HA BOPMKOHA30J C MO-HUCKH 103U edaBHUpeHL BHXKTe TouKa 4.4.

e  PuroHaBup:
[TpoTHBONOKA3HO € €AHOBPEMEHHOTO NPHIOKEHHE C BUCOKH 1034 puTtoHaBup (400 mg u noseue
ABA ILTH AHEBHO) (BXK. TO4Ka 4.5). 3a nHpopMaLsA OTHOCHO €AHOBPEMEHHOTO IPHIOKEHHE C
MO-HUCKH A03H PUTOHABHUP BHKTE TOUKA 4.4,

4.4 CpenmajHEnE OpeaAyNpeXicHRd B OpPeANa3HA MEPKH OPH ynoTpeda
CBpPBXYYBCTBHTENHOCT

[TopumeHo BHHMaKHHe € HeoOXOoAMMO npu npeanucsane Ha BopugyHran Ha NauMeHTH Che
CBPBXYYBCTBHTE/IHOCT KbM JAPYTH a30JH (BXK. ChLIO TOYKa 4.8).

[IpoABIDKUTENHOCT HA JICYEHHE
[IpoaAB/IDKHTENHOCTTA Ha JICYCHHE C MHTPABEHO3HATA GopMa He TpadBa na Obae no-ronsma or 6

Meceua (Bxk. Touka 5.3).

CbpaevyHO-CbA0BH
BopukoHa3on ce cBbp3Ba ¢ yabbkaBaHe Ha QTc uHTepsana. Ma penxu crmyyam Ha torsades de

pointes NpH NAHESHTH, [IPHEMALLH BOPUKOHA30/, C PHCKOBH (AKTOpHU, KOMTO MOXKE J1a Ca MPUYHNHA 32
TAX, KaTO aHaMHE3a 33 KAPAMOTOKCHMHA XMMHOTEpAIHA, KAPAHOMHMONATHA, XUIIOKAIHEMHA H
CBITFTCTBALLH JIEKAPCTBEHH NpoAYKTH. BopHkoHazon Tpabea ga 6s4e npwiaral ¢ nOBHILIEHO

BHMMAHHE MPH NalMEeHTH C ITOTeHUHMANHO NPOAPHTMHYHM ChCTOSHHA KATO:
e Bpoaeno unu npuaoburo yasmkasade Ha QTc-uurepBana;

Kapauomuonatus, 0coO€HO IMpH HATHYHE HA CHPACYHA HEAOCTATHYHOCT,

Cunycosa Opaguxapaus,

CrilecTBYBALON CUMITTOMATHYHU aPHTMHUY,

CuITbTCTBAILI IEKAPCTBEH MPOAYKT, 32 KOHTO c¢ 3Hae, 4ye yawnkana QTc unrepsana.

EnekTponudriy HapyLUEHHA KATO XMIIOKATTHEMUS, XUITIOMATHE3HEMHA U XHTTOKANueMus TpsOBa

na ObAaT NpociesBaHH H IPH HY>KIa KOPUTHPaHH NpeaH 3aloYuBaHe 4 (10 BpeMe Ha jieueHUe C
BOpHKOHa301 (Bx. Touka 4.2). [Ipu 3apasu aoOpoBoOsILM € MPOBEACHO NPOYyYBaHEe, H3CAEARALLO
edexra ppxy QTc UHTEpBaa HA €EAHOKPATHH AO3H BOPHKOHA30J 10 4 [TETH NO-BUCOKH OT "=
oOuvaiiHara qAHeBHa n03a. [IpH HHTO €IHO OT H3CAEABAHUTE NKMUA HEe € Oun pemctpﬂp/af A 5*"‘ o i . _“ -
HHT)epBaJI , HAIXBBPIALL [MOTEHUHANHO KIHHHYHO 3HaYMMaTa rpasyua ot 500 msec (%)kl.d’;rom{#f *&“ H B
3.1). by e
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[lo BpeMe Ha NPHWIOXKEHHE HA MHTPaBeHO3HaTa (opMa Ha BOPHKOHA30JI ¢a OMnn HabmonasaHu
peaKlmH, CBLP3aHy ¢ HHQY3HATA — IPEAMMHO 3a4€pPBIBaHE U raacHe. B 3aBHCHMOCT OT TEXKECTTa Ha
CHMITTOMAaTHKaTa TpAOBa ha ce 00ChAH CIHMPAHE HA JICUEHHETO {BXK. Touka 4.8).

HepHoapoOHA TOKCHYHOCT

B xiMHMYHM NpOoy4YBaHHA 10 BpEME Ha JIEYCHHE ¢ BOPUKOHA301 ca HabMoaaBaHy ClTy4aH Ha CEPUO3HU
yepHOAPOOHH peakiind (B T.4. KIIMHMYEH XENaTHT, XonecTasa H ¢yIMHHaHTHa YepHOApoOHa
HEAOCTATHYHOCT, BKIIOYHTENHO dartainu). Orhena3sar ce NpuMeEpH 3a YEPHOAPOOHH pEaKLIHH,
HACTBIBALLH [VIABHO MPH MALMEHTH ChC CEPUO3HA NMOLICKALM MEAHIIMHCKH ChCTOAHHA (MPEAUMHO
3710K24eCTBEHH XEMATOIOrHYHH 3a00/aBaHuA). TpaH3UTOPHH YEPHOAPOOHH pPeakiuH, BITIOYHTEIHO
XeNaTHT H JKBJITEHHLA, Ca HACTBINIM cpell NauHeHTH 0e3 ApYyrH HASHTHPULIMPAHH PHCKOBH ()akTOpH.,
Yeproapobrara auchyHKUHA 0OMKHOBEHO € 06paTHMa nNpy NPEKPaTABaHe Ha JICYEHHETO (BK. TOYKA
4.8).

[IpocnenspanHe Ha yepHoapoOHaTa QyHKLKA
[TanpeHTHUTE, KOMTO MONYyYaBaT BOPMKOHA30I, TpAOBA 1a ObAAT BHUMATEIHO NPOCNCAABAHH 34

yepHoapoOHa TokcuuHOoCT, KnnHHYHOTO noBeteHue Tpa6aa Aa BkIo4Ba JabopaTopHa OLEHKa Ha
uepHoApoOHaTa pyHkums (ocobeno AST u ALT) npu 3anoysaHe Ha TEYEHHETO C BOPHKOHA30M ¥ HaM-
MAJIKO BEHBK CEIMHZHO Npe3 ITbPBHA Mecel OT JeueHneTo. JleueHuero TpsaOBa na 6bae ¢ Bb3IMOXKHO
Hali-KpaTKa NpOoABJDKMTENHOCT, aKo, 00aye Ha 6a3a Ha OLIEHKATA Ha CHOTHOLIEHUETO NON3a/PUCK TO
Onae npoabpKeHo (Bi. Touka 4.2), yecToTaTa Ha NMPOoCIeAABAHE MOXKE Aa Obae HaManeHa A0 BEAHbXK
MECE4HO, aKO HAMA H3MEHEHUS BbB (PYHKIHOHATHUTE YepHOAPOOHH MOKAa3aTeNH.

AKO HaCTBIM H3pa3eHO NOBHIIABaHE HAa PYHKLUMOHANHUTE YEPHOAPOOHU NOKAZATE/IH, BOPUPYHT A
TpaOBa Aa ce cnpe, OCBEH aKO MEAMLIMHCKATA MPELICHKA HA ChOTHOLIEHHETO NOI3a/PUCK OT NIEUYEHUETO
34 MAHEHTA ONpaBaBa NPOABL/LKABAHE Ha NPHIATraHEeTO.

YeproapoOHaTa pyHKUMA TpaOBa Aa ce NPOCAEAABA KAKTO NpU Jela, TaKa H NPH Bb3PACTHH.

Cepuo3HH 1epMAaTOJIOrHYHH HEXENTAHN PEAKUHH

¢ (DOTOTOKCHYHOCT
OcBeH TOBa BOPMKOHA30JI C€ CBBP3BA C POTOTOKCHYHOCT, BINTIOUMTEIHO PEAKLMH KaTO edenum,
JIEHTHIQ, AKTHHHYHA KepaTo3a u ncepaonoppupud. MMa noBHIIEH PHCK OT KOXKHH
PCaAKIUW/ TOKCHYHOCT OpPH CBHITBTCTBALLA YNOTpeOda HA POTOCCHCHOMNH3HpAILH CpeACTRa (Harp.
MeToTpeKkcaT U aApyrn). [IpenopbuBa ce BCHYKM NAUMEHTH, BKIHOYMTENHO Jenara, aa u3dbarsar
M3J1araHe Ha NpAKa CABHYEBa CBET/MHA MO BPEME Ha JIEYCHHUE C BOPUKOHA30J1 H /12 B3€MAT MEPKH,
KATO 3aIKTHO 00JIEKITO ¥ CYBHLE3ALIMTHH NMPOAYKTH ¢ BUCOK cbHue3aummTeH daxkrop (SPF).

¢ (CkBamo3uokiaeThueH KoxeH kapuHHoM (CKK)
[Tpy malLHeHTH, HAKOH OT KOMTO ¢4 ChOOLIWIN 32 NPpeIX0aAHH GOTOTOKCHYHH peakLuyH, UMa

CHOOLIEHNA 33 CKBAMO3HOKNCTHYEH KOXKEH KapuuMHOM (BKIIOYKTENHO KoxkeH CKK in situ unu
Oonect Ha Bowen). B ciy4aik Ha noaBa Ba GOTOTOKCHYHE peakuuy, TpaOBa na ¢ce NOCTaBH HA
MYJTHIMCLHILTHHAPHO O6ChKaaHe, Aa ce OOMUCIH NpeKpaTaABaHe Ha [IPHEMA HA BOPHUKOHA30J1 U
OpUIaraHe Ha aNTepHaTHBHU NPOTHBROrEOMYHH CPEICTBA; MALMEHTHT A4 C€ KOHCYJITHPA C
nepmaronor, IIpu npoabipkaBaHe Ha MpyUeMa Ha BOPHKOHA30J1 00a4e, CUCTEMHO ¥ PEAOBHO
TpAOBa [1a ce U3BRBPLIBA ACPMATOIOrHYHE OLIEHKA 3a PAHHO OTKPHBAHE U JICUEHHE HA
npemManurHeHy ne3un. [IpueMbT Ha BOpHKOHA30 TpAOBa Aa ObAe npekpareH, ako ObaaT
YyCTAHOBCHM MPEMAJIMTHEHH KOXKHU NIe3UM WIH CKBAMO3HOKIICTEYEH KAPLHHOM (BiK.
HBpnarocpoyHa Tepanus no-A0ny B Ta3H TOHKA).

o TeXKH KOXKHH HEXCJAHH Peakiru
[Ipu ynorpebara Ha BOPHMKOHA304 c€ CHOOIIABA 38 TEXKM KOXKHH HEXENAaHU peaKkiliH (S

JICKAPCTBEHA pPeaKUMa ¢ CO3UHOPHIHA U CHCTBMHH cummromu (DRESS), kouTo moxe
>’KMBOTO3acTpamasaiid wid ¢aranHu. [Ipu passurie Ha oOpHB NaUMEHTHT TPsaOBa Oa 6HIE: *1
BHUMATENHO HaOMmoAaRaH, a NpH nporpecHpane Ha nesuure Bopudynran tpsabea aa 6'5




ChOuTHA, CBBP3aHH ¢ HANOBOPEUHUTE HKI1E3H
[ToayueHH ca ¢choOLEeHUA 3a 00paTHEMH city4au Ha HaAOBOpeyHa HEeNOCTATEYHOCT NPH NAIUEHTH,

Mony4yaBally a30/1H, BKIIOYHTENHO BopHKoHa30/1. Crobiuasa ce 3a HanbL0peyHa He[OCTaThYHOCT [IPH
NalyeHTH, [T0JIy4aBalily a30/IH CbC WIH 0€3 ChITbTCTBAIM KopTUKOcTeporaM. [Ipn nanuenTrTe,
OAy4aBalld a3onu 6e3 KOPTUKOCTEPOHIH, HanOBOpeyHaTa HEJOCTATBYHOCT € CBhP3aHa C AUPEKTHO
MHXKHOMpaHe Ha cTeponioreHe3ara or a3onu. [Ipu nauMeHTHTe, NOMY4aBalld KOPTHKOCTEPOUIH,
cBRp3aHOTO ¢ BopuKkoHa30i1 CYP3 A4 unxubupane Ha TexHusa MeTabonu3sM, MOXE J1a AOBEAE A0
KOPTHKOCTEPOH/IEH H3NHIIEK M MIOTHCKAHE HA HaaOs0peunara ¢pyHkuya (Bxk. Touxa 4.5). Crobwaea
ce cbilo 3a cuHapoM Ha Cushing cue unu 6e3 nocneapama HaadBOpeyHa HEAOCTATHUHOCT NIPY
NALHEHTHTE, 0J1y4aBallld BOPMKOHA30/ CHITBTCTBALIO C KOPTHKOCTEPOUAH.

[TaueHTHTE, MOMY4ABALIH ALJITOCPOUHO JIeYEHHUE C BOPUKOHA30J U KOPTHKOCTEPOUIHY (BKIHOUHTEHO
HHXAN2IHOHHH KOPTHKOCTEPOHAH, KATO OyA€30HUT, H HHTPaHa3aJIHH KOPTHKOCTepOouaH), TpadBa na
OBbJaT BHHMATEIHO MPOCICIABAHH 32 ANCPYHKLMA Ha HAR0HLOpEeYHHUs KOPTEKC KaKTO 10 BPEME Ha,
TaKa W NPY NPEKpPaTABaHE Ha JISYCHHE C BOPHKOHAa30 (BikK. Touka 4.5). Ilaunenture Tpabsa na 6vaar
HMHCTPYKTUPaHH Ja NOThPCAT He3a0aBHO MEAHLIMHCKA NOMOIL, AKO Pa3BUAT NPH3HALM W CHMITTOMH Ha
cuHapoM Ha Cushing wiu HanOBLOpeuHa HEJOCTATHUHOCT.

BIAroCpoOYHa TCparini

[TpoaboKUTENHATA €KCTIO3MIIMA (JICYCHHE WM NPOPUIAKTHKA) ¢ BpeMeTpaeHe HaA 180 auu (6
Mecela) H3HCKBa BHUMATENHA OLIEHKA Ha ChOTHOMICHHETO MOJI3a/PUCK H 10 Ta3W NPHYMHA IEKAPHUTE
TpaOBa Aa MMAT NpeaBHA HEOOXOAUMOCTTA OT OrpaHHYaBaHEe €KCIO3HLUMATA HA BOPHKOHA30J (BXK.

ToukH 4.2 1 5.1).

Hma crobizenna 3a ckpaMo3HoKIeThYeH KoxeH KapuuHoM (CKK) (srurounrento koxeH CKK in situ
Wiy bonect Ha Bowen) BbB Bpb3Ka ¢ ABINOCPOMHA TEPAIHA C BOPUMKOHA30M (BXK. TO4Ka 4.8).

[Ipu nauyeHTH ¢ TPAHCIUIAHTALIMM C¢ ChOOImaBa 3a HEeHH()EKLHO3EH NEPHOCTUT C NTOBHIIEHHU
CTOMHOCTH HA (yopna H ankaiHa Qocdaraza. AKO NpH NARKMEHTA Ce NO4BH KOCcTHA OOJIKa H ce
YCTAHOBAT PEHTT€HOJIOTMYHM HAXONKH, CHOTBETCTBAIH HA MEPUOCTUT, TpAOBaA ha ce odmuciu
npexkpatiasBaHe HA BopudyHran cneng MyJITHAMCHUILTHHAPHO 00CHKAAHE.

3puTenHy HeXETaHK peaKiUy
HmMa crobleHud 3a NpOIBJKUTEIIHH 3PUTEIHM HEXKCTAHH PeaKLMMY, BKITIOYUTENHO 3aMBIJIEHO 3PEHME,

HEBPHT Ha 3PUTE/IHUA HEPB M nanuiapeH eaeM (BK. Touka 4.8).

bbOpeuHH HexeJaHHW peaKiMy
ITpu Texko OOAHH MALMEHTH, NPOBEXIALINH JIEYEHHE C BOPHKOHA30/1, € Habmoaasaka octpa OpOpeyna

HEeRO0CTAaThYHOCT, [lalMeHTHTE, IEKYBAHH C BOPHKOHA30]1, OOMKHOBEHO Ca JICKYBAHH € JHOBPEMEHHO C
He(POTOKCHYHH JIEKAPCTBEHU NIPOAYKTH U MMAT CHITPTCTBALLH CHCTOSAHUA, KOUTO MOTAT Aa AOBEAAT

NoO NoHwkeHa 6b0peuna pyHkUHa (BXK. TouKa 4.8).

ITpocnenspadHe Ha GuOpeynara QyHKIA

[Taumenture Tpabpa Aa ObaAT NpocnensBaHH 3a pazsuTHe Ha abHopMHa OB0peuHa pyHkuma. Topa
3aJBJDKMTENTHO BKIIOYBA 1a00paToOpHa OLICHKE, NO-CHELMANHO HA CEPYMHHMA KPEaTHHHH,

[IpocnensapaHe QyHKLMATA HA NAHKpeaca
[TarmenTH, ocobeHo aeua, ¢ pUCKOBH (PAKTOPH 3a OCTHP NAHKPEATHT (HAaIp. CKOPOLIHA

XMMUOTEpPANH, TPAHCIUIAHTALMA Ha XeMaTONoeTHYHH cTBONOBH KiieTkd [HSCT]), Tpadra na 6nnar
[oj, HenocpeACTBeHO RabmoaeHHe N0 BpeMe Ha neveHue ¢ Bopudyxran. Moxe ga ce obmucnu
npocneAsBaHe Ha CepyMHATa aMWNa3a WIH JIMIa3a B Ta3U KIWHHYHA CHTyaLus.

[leauarpuusa nonyaanus AN Tl

BesonacHocTTa M eeKTHBHOCTTA MPH NICAHATPHYMHH NALMEHTH HAa Bb3PacT NOJ ABE IO H'E’ke‘ . _*;‘-._ -
ycTaHOBEeHA (BXK. To4ukM 4.8 1 5.1). BOpHKOHa30J1 € noKa3aH 3a NeAUaTPUYHH NMAaUHEHTH y’ﬁ‘q’bﬂpm |
IB€ FOJUHH WIH Io-rojieMHd. B neauarpuuHaTa nomyaaumus € HabmoaaeaHa o-BHCOKa liwroh*a Ha',
[IOBHILIABAHE HA CTOMHOCTHTE HAa YepHOZPOORUTE eH3UMH (BXK. TOUKa 4.8). ‘-Icpuonpoﬁum xpqug,ﬂa
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Tpa6Ba Aa ce npociefsaBa H NPU AcUa, H Ipu Bb3pacTHH. [lepopannara OHOHANMYHOCT MOXKe Aa Obae
OrpaHyM4eHa MpH NEAUAaTPHYHH NaUMEHTH Ha BB3pacT OT 2 A0 <12 roaunu ¢ ManabcopObuus U MHOTO
HHUCKO TEJIECHO TEITIO 32 Bb3pacTTa. B TO34 ciayyai ce npenopbusa HHTPABEHO3HO NPHIOKEHHE Ha

BOPHKOHA30.]1.

e (CepHo3uu nepMaToNOrHuHH HexcenaHu peakumnu (BxmoyuuTento CKK)
YectoTaTra Ha GOTOTOKCHYHHTE PEAKLHY € NIO-BHCOKA B NeAMaTpHyYHaTa nomynauus. TeH kaTo ce
crobinana 3a esomouns kbM CKK, npu Tazy nonyaaima OT NALMeHTH Ce U3UCKBAT CTPOr MEPKHU
3a ¢orozaumTa. [Ipu Aenara, KOMTO NOMy4aT POTOCHCTApABALM YBPEXAaHUA, HANPUMEDP OCHKH
wiH edenunu, ce npenopeysa M30ArsaHe Ha M3NAraHETO Ha CIIbHUE H HabMoaeHUe OT
NEpMATOJIOT, AOPHU U Clle NMPEKPaTABAHE HA NTEYEHHETO.

IIpodunakTUKa
B cnyyait Ha CBBP3aHH C NCUCHUETO HEXKENAHU ChOUTHA (XENaTOTOKCHYHOCT, TEXKH KOXKHH PEAKLINH,

BKJTIOMBALIH GoTOTOKCHMHOCT H CKK, TexKH Uiy poXb/DKUTENHH 3PHTETHHY HapYIIEHHA H
NepUOCTHT), TpAORA J1a ce OOMHCIIH CrIHpaHe Ha BOPHKOHA30/1 K NPHJIaraHe Ha allTeépHaTHBHH

NPOTHBOrbOHYHH CPEACTBA.

@eunrond (CYP2C9 cyberpar v mowed CYP450 nuaykrop)

I[TpenopryBa ce BHUMATEIHO MpocieasBaHe Ha QEHUTOMHOBUTE HMBA NpH €AHOBPEMEHHO
NPUWIOKEHUE HA PEHUTOHH H BOPUKOHA30JI. EAHOBPEMEHHOTO NPHIIOKEHHE Ha BOPHKOHA30J1 H
beHuTOHH TpAOBa ga ce u3dArsa, OCBEH aKO NON3ara He HaABULIABA pUCKa (BX. TOYKa 4.5).

Edasupeni (CYP450 nuaykrop: CYP3 A4 unxuburop ¥ cyderpar)

KoraTo BOpHKOHA3071 Ce nNpHilara eJHOBPEMEHHO ¢ eaBHpEHL, A03aTa HA BOPUKOHA30J1 TpAOBa 1a ce
nosuiny 10 400 mg Ha Bceku 12 qaca, a no3aTa Ha epaBupeHu TpsaOBa Aa ce HaManu a0 300 mg Ha

BCekH 24 4yaca (BxK. Touku 4.2 , 4.3 n 4.3).

Cnacnernd (CYP3A4 cyberpar)

OyakBa ce €IHOBPEMEHHOTO NMPHIOXKEHHE HA BOPHKOHA30] A3 MMOBMILK IUTA3MEHHTE KOHLEHTpauHH
Ha riacaernb v Aa yBeaddu pucKa OT yab/pkapaHe Ha QT¢ (Bxk. Touka 4.5). AKO ChIIBTCTBALLATA
ynotpeba He MOXke Ja ce u3berse, ce npenopwsysa 4ecto npocnenssare Ha EKI.

Huxubutopu Ha THpo3uH KHEa3a (CYP3A4 cyberpar)

Ouakpa ce eAHOBPEMEHHOTO BPHIOKEHHAE HA BOPUKOHA30/ ¢ HHXHOMTOpPH HAa TUPO3HH KHHA3A,
mMeTaboan3upanu ot CYP3A4, na noBHILH IUIaA3MEHHTE KOHLIEHTPaUHHA Ha HHXUOHTOPAa H& THPO3HH
KHHA3a M PHCKA OT HEXKEJIAHH peakiuy. AKO ChITbTCTRAINATA yroTpeda He MoxXe Ja ce Hu3berne, ce
npenopbYBaT HAMAASBAHE HA J03aTA HA MHXMOMTOpA HAa TUPO3HH KHHA3A U BHUMATENHO KIHHUYHO

npocieagsaHe (BXK. TOUKA 4.5).

Pudabyrun (Momen CYP450 uunyxrop)

[Tpu enHoBpeMeHHO NpwiokKeHHe HA pudabyrvn U BOPHKOHA30 CE NPENOPHLYBA BHHMATEIIHO
npocieaiaBaHe Ha ITHIHATA KPhBHA KAPTHHA U 33 HEeXeJIaHH JIEKAPCTBEHH peaKlMH KbM pudabyTun
(anp. ybeur). EJHOBpeMEHHO NpuIONKeHHE HA BOpUKOHa3oa U pudabyrun Tpabea aa ce u3biarea,
OCBEH aKo M0/138Ta HE HAABHIIABZ PUCKA (BXK. TOUKa 4.5).

Puronapup (Mowied CYP450 unaykrop: CYP3A4 unxuburop  cydcrpar)
EnHOBpeMEHHO NpUIaraHe Ha BOPUKOHA301 4 HUCKOA030B puToHaBHp (100 mg ABa 1bTH QHEBHO)

TpAOBa na ce W304rea, OCBEH aKO OLEHKATa HA ChOTHOLIEHHETO MOJI3a/PUCK 3a NALMEHTa He
onpasaasa ynorpedara Ha BOpUKOHA30J (BXK. TOUKH 4.3 u 4.5).

Eseponumyc(cyberpatr Ha CYP3A4. cyberpar Ha rMKOnpoTeHH P)

EnHoBpeMEHHOTO NPUIOKEHHE Ha BOPHKOHA30/1 C €BEPOJIHMYC HE CE MPEenopuUBa, Thif KaTgC ey U e

AOCTATHYHO JaHHH, 34 Ja CC HAallpaBAaT I[IPCIOPHKH OTHOCHO AO3HPAHCTO B TAa3H CHTY
4.5).
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Meranon(CYP3A4 cyberpar)

IIpu eqHOBpEMEHHO MPWIOKEHHE C BOPHKOHA30J CE NPENoOpbUBa YECTO [POCICAIBAHE HA
HeXE/NaHWTEe peakiliM U TOKCHYHOCTTA, CBBP3aHU C METAJOH, BIUIIOYMTENHO yab/DKasaHe Ha QTc, Toif
KATO ClIe[ €HOBPEMEHHO NPUIOKEHHE ¢ BOPUKOHA30) € HA0/moAaBaHO MOBHLIEHUE HA
KOHUEHTPALMHUTE HAa METAIOH. BB3MOXHO € Ja ce HaloXy HAMAJISBAHE Ha 103aTa Ha METAJOH (BX.

TOuKa 4.5).

Kpatkoaeiicteamu onnata (CYP3A4 cyberpar)

TpsOra 1a ce 0OMMCIIH HAMAJIABAHE HA A03aTa HA aneHTaHWI, GEHTAHWT H APYIH KPaTKOACHCTBANM
OMMATH CHC CXOJHA HA aNEeHTAHII CTPYKTYpa, KOMTO ce Metabonuzupar upe3s CYP3 A4 (uanp.
cy(eHTaHi1), KOTaTO ¢€ MpUIaraT eJHOBPEMEHHO ¢ BOPUKOHA301 (BkK. Touka 4.5). Tl kato
NONYXHBOTHT Ha aTQEHTaHUI € 4-KPATHO YAB/DKEH, KOraTo aipeHTaHWI C€ NpuIara €AHOBPEMEHHO ¢
BOPHKOHA30/1 ¥ NIPH MyOIHKYBAHO HE3aBUCUMO {IPOYUBAHE €JHOBPEMEHHOTO MIPHIAraHe Ha
BOPHKOHA30J1 ¢ (PeHTAHKIT BOIH IO YBe/H4aBaHe HA cpeaHuTe cToiHocTh Ha AUC ¢ Ha QeHTaHW,
MOX€E Ja € HeoOX0MMO YECTO MPOCIEAABAHE 3a CBBP3aHMUTE C ONHATH HEXEAHH PEaKiIHH

(BKIIFOMHTEJIHO [I0-ABJIrO PECIMpaTOpHO NPOCieaIBaHe).

Huarogeticrpaniu onuati {CYP3 A4 cybcrpar)

HamanasaHe HA A03aTa HA OKCHKOZOH U APYTH ABJrOAeHCTBAILM OTIMATH, METabDOMM3HPAHH OT
CYP3A4 (nanp. xuapokoxoH) TpaOBa Ja c¢ HMa npeaBunR NpU eJHOBPEMEHHO NMPKUIOKEHHE C
BOpHKOHAa30J1. Mose aa ¢ HAMI0KH 4€CTO NPOCIeAABAHE 3a CBbP3aHHTE C ONHATH HEXKEIAHH PEaKUHH
(BXK. TOuka 4.5).

Daykonazon (CYP2C9, CYP2C19 u CYP3A4 uuxuburop)
EanoBpeMeHHO npuiaaraHe Ha fepopajieH BOPUKOHA30J U nepopaieH QuiykOHa301 BOAM 0 3HAYMMO

nosuinasade Ha C . u AUC; Ha BopukoHa304 npH 3apasu ao6posonuu. HamaneHara gosa w/wiu

4eCTOTa Ha NpUIaraHe Ha BOPHKOHA30M H QITyKOHA30/1, KOMTO OKxa eNnMMUHUpPAnu To3u edeKT, He ca
yCTaHOBEHH. [IpenopbyuUTENHO € NMPOoCHeAsIBAHE HA HEXXENAHHUTE PeakLdi, CBbP3aHi ¢ BOPHUKOHA301I,
aKO BOPHKOHA30J1 ce npuiara ciaes GnykoHa3on (BxK. To4ka 4.5).

[ToMOINHH BelllecTBa

ChAbpKAHHE HA HATPUH
To3u nexapcTBeH NPOAYKT chAbpka 88.74 mg HaTpuii Ha (1aKOH, KOMTO ca €KBHBaJICHTHHM Ha 4.4%

OT OPENOPLUMTETHIA MAKCUMAJICH JHEBCH MPHEM OT 2 g HATPHH 3a BB3PACTEH.

HEKJI ONCKCTPDHHHA

[IpaxsT 32 THAY3MOHEH PA3TBOP ChAbPKA LUKIToAEKCTPHH (2 400 mg UHKIOAEKCTPUHH BbB BCEKH
¢nakoH, kKOUTO ca eKBHBaJeHTHH Ha 120 mg/ml, xoraro ce pekoHcTHTYHpa B 20 ml, BxK. TOUKa 2

H 6.1), KOeTO MOXe Jla OKaxXke BJIMAHHE HA CBONCTBATA (HANPUMEP TOKCHUYHOCT) HA AKTUBHOTO
BElIECTBO M JAPYrH JIEKApCTBa. ACneKTHTe Ha 0e30nacHOCTTa Ha UKXKIOAEKCTPUHUTE €& B3ETH NPEIBHI
[0 BpeMe Ha pa3pabOoTBaHETO H OLIEHKATa Ha 6€30MacHOTTa Ha NEKAPCTBEHUS NPOXYKT.

[ToHexe UMKIOAEKCTPUHUTE C€ eKCKpeTHpAaT upe3 OpbpeudTe, NpH NalHUEHTHTE C YMEPEHA AQ TEXKA
010peuna quchYHKIMA € Bb3MOXKHO KyMYJIHPEZHETO Ha UMKIIOACKCTPHHH.,

4.5 BiarmopaelicTBHE C APYIH JIeKAPCTBEHH NPOAYKTH H APYrH GopMHE HAa B3aamo/elicTBHE

Bopukonaszosn ce MeTabonu3upa oT 1 HHXHOHpa aKTHBHOCTTA Ha LIMTOXpOM P450 uzoensumure
CYP2C19, CYP2C9 u CYP3A4. Huxuburopu WiIH HHAYKTOPU HA TE3U U30€H3UMHU MOTaT CHOTBETHO
I3 MOBHLUAT HJIH MOHMXAT IUTA3MEHHUTE KOHUEHTPALHH HAa BOPHKOHA30J1 H HMA BEPOSATHOCT
BOPUKOHA30J1 Ja MOBHIIH INIA3MEHHTE KOHLECHTPALMH HA CYOCTaHLuK, MeTaDONIU3HpaHH OT Te3H
CYP450 u3oeH3MMH, N0-KOHKPETHO 3a BellecTBa, Merabonn3upanu upe3 CYP3A4,
BOpukOHa301 € ciuieH CYP3A4 naxuduTop, BBNPEKH Y€ YBENHYABAHETO HA AU9 . MO OT.
cyOcTpara (K. TARONHLIATA NO-J0JTY). /f | '551:'". [ f, \
AKO HE € YTOYHCHO ApYro, MpOYYUBAHHUATA 34 JIEKAPCTBCHHA B3aUMOICHCTBHA cé’q{ﬂpdﬂeneuu npﬂ
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3APaBH BL3PaCTHH MHAMBMAW OT MBXKKH MN0J1, KATO € [PIIAraHo MHOTOKPAaTHO AO3HPaHE 10 JOCTHIaHE
Ha CTALMOHAPHO CHCTOAHME C nepopaneH BopukoHason ot 200 mg asa mbTy AHEBHO. Te3H pesynratu
Ca pENEeBAHTHM M KbM JPYIH NOMyJalMi M IbTHUIA HA BHBEXKIAHE.

Bopuko#ason Tpa0Ba Aa ce npunara ¢ BHEMaHKE [pH NMalHEHTH, IPHEMaILH CHITHTCTBALLE Tepalus,
38 KOATO € M3BECTHO, Ye yabjokara QTc unrepnana. ERHOBpEMEHHO NIPUNTAraHe € NPOTHBOIIOKA3AHO U
B CITy4auTe, KOraTo BOPUKOHA30JI MOXKE J1a MOBUMLIM M1a3MEHHTE KOHLIEHTPALMK Ha CyOcTaHIum,
meTabonuzupanu oT CYP3 A4 u3oeH3umH (HAKOH aHTHXHCTAMHHH, XMHHIHH, LIH3aNPH, TUMO3HA H
nBabpaauH) (BXK. NO-A0AY H TOYKA 4.3).

Tabnuuac p3auMoacHCTBIA
B3auMmopeiicTBHITZ MEKIY BOPMKOHA30J1 M APYTH JIEKAPCTBSHHM MPOAYKTH Ca ONMCaHM B Tadauuara

no-aony (BeaHbX AHEBHO Kato ,,OD”, aBa mbTH AHEBHO KaToO ,,BID”, TpH nmbTH AHEeBHO KaTo ,,I1D” 1
HeonpeaeneHo karo ,,ND”), noapeaeHu no repanesTH4eH kiac. [locokara Ha crpenkara 3a BCEKH
(apMaKOKMHETHYECH napaMeTnp € Oa3zupaHa Ha 90% noBepHUTENEH HHTEPBAT HA CPEOHO
reOMETPHYHOTO OTHOMIEHHE B paMKUTe Ha (<), nox (]) unu Hax (1) rpaHunure ot 80-125%. 3se3nara
(*) nokazpa gpycrpanHo s3aumoneiicreue. AUC, AUC, u AUC, » npeaACTaBNABAT ILIOLTA MOA
KpHMBaTa B €IMH A030B HHTEPBAI OT HYJIEBOTO BPEME IO BPEMETO C YCTAHOBMMO M3MEPBAHE H
CBOTBETHO OT HYJIEBOTO BpeMe a0 Oe3kpalfHOCT.

JIekapcTBeH OPOAYKT Biaamoae#icTBHe IIpenopukH 3a
[Mexanuzom na Cpeann reoMeTpHIHE €AROBPEMECHHO NPRIATAHE
e3aumodeiicmeue] npomens (%)
Anmuayuou
IIumeruaud (400 mg BID) BopukoHaz0n Cumax T 18% Hsma kopekiiys Ha no3ara
[necneyugpuuen CYP450 Bopuxkonason AUC: T 23%
unxubumop u nosuwasa pH e
cmomaxal
Owmenpason (40 mg QD)* Omenpazon Cmax T 116% He ce npenopb4Ba KOPEKIUA
[CYP2C19 unxubumop, Omenpazon AUC: T 280% Ha AO3ATA Ha BOPHUKOHA3O0/.
CYP2CI9 u CYP3A44 B 1150
opukoHason Cmax | 15%
cybcmpam) ITpH 3anoypaHe Ha JIGYECHHE C
KOMTO BEYE NMpHUeMar
Apyra uHxuburopu Ha oMmenpasoi B 103k 40 mg
[IpOTOHHATA [IOMIla, KOHTO Ca WIHM NMO-BHCOKH, C€
C}’ﬁCTpaTH Ha CYP2C19, ChIID npenopbyBa A034Ta Ha
MOXE 14 CC HHKHGHP&T OoT OMenpasos aa 6'5 i (=
BOPHKOH&30]1 H TOBa MOXKC 11a HAMAIeHA HAMIOJIOBHUHA.

AJOBCOC OO NMOBHLICHH TLI&3MCHH

KOHLICHTPALIHK Ha Te3H
NIeKaPCTBEHU MPOXYKTH.

Panuruaus (150 mg BID) Bopuxonason Cmax u AUC < Hama xopexkuus Ha posara
[nosuwasa pH 6 cmomaxal
Anmuapummunnu cpeocmsd

XHHUOHUH Benpeku ye He ca NPOYUCHH, [IporaBonoxa3ano (BX.
[CYP3A44 cybcmpamu] NOBHILCHUTE TLUIA3MEHH TOuka 4.3)
KOHLISHTPALUY Ha XUMHIHH
MOXX€ Ja AOBEeAAaT 10

yab/pkaBaHe Ha QT'c uHTepBana
M B pE€IKH Cliydau Ha forsades de

pointes.
Hurokcun (0,25 mg QD) Juroxcuxd Cmax «»
[P-gp cybempam] Hurokcud AUC; &

Armuxoneyncanmu
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Kapbamazennu u 6apbutypatu ¢
NPOAB/DKHUTENHO ACHCTBHE
(Hanp. dpeHoOapOHTaN,

Brrnpeku ye He ca mpoyUeHH,
kapOamazenHH u GapOuryparure
C NPOIB/DKHTENHO ACHCTBUE €

IIporEBODOKA3aH0 (BXK.
TOYKA 4.3)

npwiaraHe ¢ BOpuKoHason 400
mg BID)’

mg BID,
BopukoHazon Cyyy 34%
Bopukonazon AUC; 39%

medodapburan) BB3MOMKHO 3HAYHMO Ja NOHIKAT
[mowgnu CYP450 unoyxmopuf IL1Ia3MEHHUTE KOHLCHTPALHH HA
BOPHKOHAa30J1.
denuroun [CYP2C9 cybecmpamu EnHoBpeMeHHO npuiiaraHe
mougen CYP450 unoyxmop] Ha BOPHKOHA30J1 U GCHATOHH
TpabBa [a ce u3049rna, ocBeH
300 mg QD Bopuxonazon Cp,, } 49% aKo I10J13aTa HE
Bopuxkonason AUC: 4 69% NMPEBBIX0XKAA PHCKA.
[IpenopbuBa ce BHUMATEIHO
NpOCNeABaHE HA
IU1a3MCHUTE HUBA Ha
®enurontt Cpy, T 67% (PEHUTOUH.
Oenvrons AUC: T 81%
300 mg QD (ensoBpemeHto CpasHeHue ¢ BopuKoHazon 200 | PEHUTOMH MOXe Jia ce

npuiara €eJHOBPEMEHHO C
BOPHKOHA30J1, aKO
NOAXBPKAILATA AO3a HA
BOPUKOHA30/1 C€ NOBUILH 0
S mg/kg untpaseHo3Ho BID
wnu or 200 mg no 400 mg
nepopainno BID (100 mg no
200 mg nepopanHo BID npu
nauuedtu ¢ rerno nox 40 kg)
(BK. TOUKA 4.2).

Epzo-npouzeoonu
Epro-ankainounu Bunpeku ye He € NpOoYyY€EHo, € I[IporaBonoka3ano (Bx.
(Hanp.eproTaMuH 4 BEpOATHO BOPUKOHa30J1 J1a TOUKa 4.3)
IHXWIPOCProTaMHH) MOBHLIH TU1a3MEHUTE
[CYP3A4 cybcmpamu] KOHLICHTPaLMH Ha epro-
ANKANOWAMTE H Ja JOBEAE 10
€ProTU3BM.
Anmuncuxomuyu .
Jlypasupon Bonpexu ye He € NPOYHEHO, IIporaBonoka3ano (Bx.
[CYP3A4 cybcmpam] CBUIECTBYBA BEPOSTHOCT TOuKa 4.3).
BOPUKOHA30JT 3HAYUTENHO Aa
NOBUILUH TL1a3MEHUTE
KOHUEHTPALKH Ha JIYPa3uJIOH.
[Tmo3Hn BrnpekM 4e He € npoy4BaHo, | [IpoTuBONOKA3aHO (BXK.
[CYP3A4 cybecmpam] MOBHLICHHUTE TLIA3MEHH TOuKa 4.3).
KOHLICHTPALHH HA NUMO3H[
MOXX€E ZIa JOBEAAT A0
yabpkaBaHe Ha QTc uuTepsana
M pPeAKH MPOABH Ha torsades de
pointes.
Anmazonucmu Ha onuoudRUmMe peyenmopu
Hanokceron BLIpeKkH ye He € NpOYy4EHO, IIpoTHBOROKA3AHO (BXK.
[CYP3A4 cybcmpam] CbILECTBYBA BEPOATHOCT Touka 4.3).
BOPHMKOHA30J1 3HAYMTENHO 1A
MOBUILIM IL&3MEHHUTE
KOHUEHTPAUMH HA HAJIOKCErOJl.
Anmubaxkmepuaniu cpeocmesd |
Pugabyrun ERHOBpEMEHH
- [mowen CYP450 undyxmop] HA BOPHKOHA3NM M |- "
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300 mg QD

300 mg QD (opuioxeHu
¢ IHOBPEMEHHO C BOPHKOHA301
350 mg BID)*

300 mg QD (npunoxxeHH
€OHOBPEMEHHO C BOPHKOHA301

400 mg BID)

BopukoHazon Cpay 1 69%
Bopukonazon AUC, ¥ 78%

CpaBHeH ¢ Bopukona3son 200 mg
BID,
BopukoHa30l Cpax v 4%

Bopukonazon AUC; ¥ 32%

Pudabytur Cpyy 7 195%
Pudabyrun AUC: T 331%
CpasHeH ¢ BopukoHason 200 mg
BID,

BopukoHazon Cpe T 104%
Bopukonaszon AUC: T 87%

pudabyTuH TpsdBa 1a ce
n304rea, OCBEH aKko Mosn3ara
HE MPEBRB3X0XKIA PUCKA.
[Mopabpxkainara no3a Ha
BOPHKOHA30J1 MOXe aa Obae
nosvieHa a0 S mg/kg
uHTpaBeHo3Ho BID wim ot
200 mg no 350 mg
nepopanuo BID (100 mg mo
200 mg nepopanuo BID npu
narueHTH ¢ rerio < 40 kg)
(B3x. TOUKA 4.2).
[1Ipenopbusa ce
BHUMATEJIHOTO
npociieAsBaHe Ha KPbBHUTE
OKA3ATENH H Ha
HEXETaHUTE PeaKliUv KbM
pudabyrus (Hamnp. yBeur)
IpH €AHOBPEMEHKHO
npunarale Ha pudadyTuH ¢
BOPHKOH&30J1.

Pudamnuunn (600 mg BJI) Bopukonazon Cpay v 93% IlporaBOonOKa3aHO (BXK.
[mower CYP450 unoyxmop] Bopukonason AUC, ¥ 96% TO4Ka 4.3)
OnyKnokcauwivH Crobinasa ce 3a 3HAYUTENHO AKo He Moxce Na ce u3berse
[unoyxmop na CYP450] HaMal€HU IU1a3MEHHU CBITHTCTBALLO NPHIOKEHHE

KOHLIEHTPAIIHH Ha BOPHKOHA30J1.

Ha BOPHKOHA30JI C
GaYKIOKCALMIHMH, TpaOBa Ja
ce cJeAH 3a MOTEeHLHANHA
3aryfa Ha e HMKacHOCT Ha
BOPHKOHA30 (Hanp. ype3
TEPancBTHYCH JICKAPCTBEH
MOHHTOPHHT'); MOXe A4 €
HeOOXOAMMO YBENMYABAHE
Ha 1034Td BOPHKOHA30JI.

Makpomiaau aHTuOHOTHUM

EputpomuuuH (1 g QD)

Bopukonazon C_,, n AUC,; &

HsaMma Kopekuun Ha go3ara

[CYP3A4 unxubumop]

AsurpomuumH (500 mg BID) Bopukonazon C_, u AUC; «
EdekThT HA BOPHUKOHA30II,
KaKTO BHPXY €PUTPOMHUIIUH,
TaKa U BbPXY a3HTPOMHIIHH
HE € YCTaHOBEH.

bunkosu rexapcmea

BT KAHT2PHOH

[CYP450 unoyxmop, unoyxmop
Ha 2auxonpomeun P|

300 mg TID (npunarasu
egHoBpemMeHHo ¢ 400 mg
eJHOKpAaTHa 0034 BOPHKOHA30J1)

B HezaBHcHMO mMyOIMKYBaHO
npoyusaHe, BopHkoHa3on

IIporaBonoka3’ano (BX.
To4ka 4.3)

Tonsarrran
|[CYP3A cybcmpam]

BunpekH 4e HE € IPOYYEHO,
CBHUICCTBYBA BEPOSTHOCT
BOPHKOHA30J 3HAYHUTENHO Aa
MOBHLUH [LU1a3MEHHUTE

IIporaBonok
TO4KA 4.3)
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I KOHLCHTPAIIHH Ha4 TOJIBAITTAH.

Anmumuxomuyi

dnykonazon (200 mg QD)
[CYP2CY9, CYP2C19 u CYP3A4

unxubumop]

BopukoHa30a Cpgy T 57%

Boprkounason AUC, T 79%
daykonaszon Cpe ND

dnykoHaszon AUC; ND

IHonmxagaHe Ha no03ara
#/WIH YecToTaTa Ha
BOPHMKOHA3011 H (IIyKOHA30/,
KoeTo OH eJIMMHHEHPANO TO3U
€(EKT, He € YCTAHOBEHO.
[Ipenopsuba ce
npocieasapaHe 3a
BOPUKOHA30JI-CBLP3aHUTE
HEXETaHU peaklUM, aKko
BOPUMKORA30J1 c€ npuiara
HEMOCPEACTBECHO CNEN

(aykoHason. |

IIpomusosupycru n1ekapcmea

JlerepMoBHUp
[CYP2C9 u CYP2(C19

uHOykmop |

L

Bopukonazon Cuax | 39%
Bopukonazon AUCo.;; | 44%
Bopuxonazon Cy; | 51%

AKOQO e JHOBpPEMEHHO
NpUJaraie Ha BOPHKOHA30J C
JETEPMOBHP HE MOXKE J1a C€
u3berxe, npocnenssaiTe 3a
3aryba Ha eMKacHOCTTa Ha
BOPHKOHA30J1.

Ipomusopakoeu cpeocmea

I'nacneru®

Bhpeku ye HE € MPOoYUCHO,

AKO CHITHTCTBAIIATA

[CYP3A4 cybcmpam] CBILECTBYBA BEPOSATHOCT yroTpeda He MOXKE Ja ce
BOPHKOHA30]1 Aa NOBULIN u3berye, ce npenopbrypa
[L1a3MEHUTE KOHLUCHTPaL M4 Ha yecTo npocneasasale Ha EKI
riacoernd® U Aa yeenuuu pucka | (Bx. Touka 4.4).
oT yaskaBaHe Ha QTc
HHTEpBaa.
TpeTtuHOHH Brnpeky 4e HE € NpOYYEHo, [IpenopbuBa ce KOpurupase
[CYP3A4 cybcmpam] BOPMKOHA30/ MOXE Aa [MOBUIUM | HA J03aTA TPETHHOHUH I10

H 14 YBCJIH'IH PHCKA OT
HCXKCJIaHHA PCaKiIIHA

(ncespoTymop uepedpu,
XHIEPKAILMEMHUA ).

KOHLEHTpaLMUTe Ha TPETHHOUH

BpPEME Ha JICYEHHETO C
BOPHKOHA30] U ¢Iea
HEroBOTO NIPEKPATABAHE,

HuxuOuTopy Ha THPO3YH KHHA3a
(vanp. akcuTuHub, 6ocyTHHHO,
Kab03aHTHHHUO, LlepHTHHHD,
xkoOuMeTHHHO, KabpadeHuo,
1a3aTHHHO, HWIOTUHUO,

Brnpeku ue He € Npoy4eHo,

KOMTO ce MeTabonusupar ot

BOPHKOHA30JI MOXE A4 NMTOBHIIH
IUIA3MEHUTEC KOHLCHTpAllUH Ha
HHXHﬁHTOpH H4a THPO3HH KHHa3a,

AKO CHOBTCTBALLATA
ynorpeba He MOXe a ce
H30eryHe, ce npenopbUBa
HAMANIABAHE HA J03aTa HA
HHXHOHTOpPA HA THUPO3MH

CYHHUTHHMO, HOpyTHHHO, CYP3AAd. KHHAa3a (BxK. TOuka 4.4).
puGoLHKITHO)

 [CYP3A44 cybcmpamu]
Beneroknakc Brnpeku ye He € npoy4eHo, EaHoBpeMEHHOTO
[CYP3A cybcmpam] CBUICCTBYBA BEPOSTHOCT NPUIOKEHHE Ha

BOPDHKOHA30J1 3HAYUMO Na
INOBHIIIH ILTa3MCHHTC

KOHLICHTpPAlIHH Ha BCHCTOKIIAKC.

BOPHKOHA30J]I €
NPOTHBOMOKA3AHO B
HAYaJ10TO M MO BPEME Ha

¢aszara Ha TMTpHpaHe na [
[103aTa BEHETOKIAKC pm\.,q A ’;Fffa;:—: |
TouKa 4.3). “‘:--..__ T
Heob6xonumo e &&&M&fi@é J

Ha 103aTa BEHETOK
KAKTO € yKa3aHOB > ' ="
NPOAYKTOBATA Hﬂtp M\amﬂ

1O BPEME Ha MPHIEH mﬁe HA

.C_‘:_-;
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YCTaHOBCHATA JHCBHA N0O34,
npenoporuBd CC BHUMATCJIHO
HabmroAeHe 3a IHPpH3HALH Ha
TOKCHYHOCT.

Buuka ankanonay (Hanp.,
BUHKPHCTHH U BUHONACTHH)

B1rpexu 4e He € npOoyu€eHo,

BEPOATHO BOPHKOHA30N

Tpabpa a2 ce obmMucau
NOHKKABAHE HA N034Ta HA

Bapdapun (30 mg exHokpatHa
A03a, MpHjaraHa égHOBPEMEHHO

MaKCHMaJIHOTO NOBHINABAHE HA
npoTpoMOHHOBOTO BpeMe € o

[CYP3A4 cybcmpamu] [IOBMUIABA [U1a3MEHHUTE BHHKA aJIKAJIOUJIHTE.
KOHUEHTPaLMK Ha BHHKA
ANKANONAUTE H BOAM 0
HEBPOTOKCHYHOCT.

Aumuxoazynanmiu

[Ipenopsupa ce BHUMATEHO
NpOCaCasBaHE HA

¢ 300 mg BID BopxkoHazon) [IPUOMU3HUTEIHO SBYKPATHO. npoTPOMOMHOBOTO BpeMe
[CYP2C9 cybecmpam] MIIH JAPYTH NOAXOIALIHA
Bbnpexs 4e He € Npoy4eHo, AHTHUKOArYIALIHOHHU

Hpyru nepopaniu KyMapHHH BOPHKOHA30J MOXE Aa MOBUMIKH | TECTOBE, KATO 103aTa HA
(Hanp., peHnpoKyMOH, IUIa3MEHHMTE KOHUEHTpALHH Ha aHTHKOArynaHrure Tpabea na
aIleHOKyMapoJ1) KyMapHHHTE, KOETO MOXKeE /ia CE KOPHIHpa noaxoaduo.
[CYP2C9 u CYP3A4 [IpeIU3BHKE MOBUIIABAHE HA

_Cyﬁcmpgmu ] HPUTPOMﬁl'lHDBDTO BpEME.

Homenyuamopu Ha MpaHcMeMOpantAa pezy1amop Ha npoeooUMOCmma npu Kucmosna Qubposa

Mupasonam (7,5 mg
NepopPaHO eAHHHYHA 1034a)

Hpyru 6enzonnazenuHu
(Hanp. Tpuasonam,
annpasoaaMm)

AUC,., 13,7 nb»TH

B HezaBHcHMO mybnuKyBaHo
Nnpoy4yBaHe,

MuzasonaM Cuex T 3,8 mbTH
Muaazonam AUCo., T 10,3nbTH

Brnpeku ye He € KIIHHHYHO
NPOY4EHO, € BEPOATHO
BOPHKOHA30JI a [TOBHLIH
MIa3MEeHUTe KOHLEHTPALMH Ha
DeH3oaUasenuHuTe, KOUTO Ce
meTabonusupar or CYP3A4 u
BOAAT A0 YIB/DKABAHE HA
CEJaTUBHUA €PEKT.

Heakadrop Brnpeku ye He e npoyueHo, uma | Ilpenopnupa ce HaMa1saBaHe
[CYP3A4 cybcmpam] BEPOATHOCT BOPHKOHA30J1 3 Ha x03aTa uBakagTop.
MOBHIIM IUTA3MEHHTE
KOHLIEHTPaUHHK Ha uBakadTop ¢
PHCK OT YBEIMUaBaHe Ha
HEXKENAHHTE peaKkLUH.
benzoouazenunu
[CYP3A4 cybcmpamu] Tpabsa na ce oOMucnu
MOHIDKABAHE HA J034Ta Ha
Mngazonam (0,05 mg/kg 1.v. B nezaBucHMO myOIMKYBaHO OeH30aHa3zeMUHHUTE.
eMHUYHA 103a) npoy4ease, Munaszonam

Onuoudu

OnuartH ¢ [IPOABIIKHTCIHO

neHcTeue
[CYP3A4 cybcmpamu]

OxkcuxonoHd (10 mg eauHKYHA
n03a)

B He3aBUCHMO My OIMKYBaHO
NpOY4YBaHe,

OxcukomoH Cpy, 7 1,7 TbTH
Oxcukoaon AUC,_, T 3,6-mre1u

Tpabsa na ce oOMucnH
HaMaJIsBaHE HA 103
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HeOoOX0auMO Y4ecTo
NpocneaaBaHe Ha OIMHAT-
CBBP3aHHUTE HEXEIIAHU

peaKiHM,

Meranon (32-100 mg B1)
[CYP3A44 cybcmpam]

R-meragou (aktuses) Cpoy T
31%

R-meTanon (aktuBeH) AUC,
T 47%

S-MeTanoH Cpyy T 65%

S- meragon AUC, T 103%

IlpenopsuBa ce 4yecTo
npocieadBaHe 3a HexenaHu
PeaKIUH H TOKCHYHOCT,
CBBP3aHH C METAICH,
BKJIKOUMTENHO YABLKABAHE
Ha QTc unrepBana. Moxe na
e HeoOXoaAUMO HaMaBaHe
Ha A03aTa Ha MCTAJOH.

OrnMaru ¢ KpaTKOCPO4HO
NercTBHE
[CYP3A4 cybcmpamu]

Ancenranun (20 pg’kg
eAUHMYHA 034, OpuiaraHa
€AHOBPEMEHHO ¢ HAJIOKCOH)

@®entanun (5 pg/kg enuHuyHa
nos3a)

B nezaBucumo nybnukyBsaHo
[IpOY4BaHe,
Andenrannn AUCy T 6 meh

B He3aBUCUMO TyOIIMKYBaHO
[IpOY4BaHE,
Denranur AUC, o ) 1,34 n1H

Tpabra na ce oOmucan
NOHMXKABAHE Ha 103aTa Ha
andeHTaHHa, QEHTAHHA U
APYTH OIMHATH C
KpPaTKOCPOYHO OeHCTBHE,
nogoOHH MO CTPYKTYpa Ha
angpeHTaHu K
MeTabdoNnu3npaHu oT
CYP3A4 (yanp.,
cyndenranun). [Ipenopbusa
ce NPONBLIDKUTEHO U HECTO
NpocneaaBaHe 3a
pECIIMpPAaTOpHA OCTIPECHA H
ApYTH ONHAT-CBBP3aHH
HEXKeJIAHH peakLyu.

Hecmepoudnu npomusosvinanumentiu rexapcmeeru cpeocmea (HCIIB()

[CYP2C9 cybcmpamu]

Hoynpodgen (400 mg eauHHuHA
no3a)

Huxnogenak (50 mg enunuuna
n03a)

S-ubynpoden C,, T 20%
S-ubynpoden AUC, T 100%

Muxnodenax C,, T 114%
Iuknodenax AUC, . T 78%

[Ipenopnusa ce uecTo
APOCNEAABAHE 38 HEXKEaHU
peaKiiii U TOKCHYHOCT,
cebp3and ¢ HCIIBC. Moxe
aa e Heobxoaumo
HamaJfiBaHe Ha J103aTa Ha

HCIIBC.

IT epopaanu Konmpayenmieu

[lepopansu KoHTpauenTuBu™*
[CYP3A4 cybcmpam,; CYP2C19
urnxubumop]

HopetucrepoH/eTHHUIECTPaaHON
(1 mg/0,035 mg BJI)

Etununectpansnon Cpy T 36%
Etununectpaguon AUC. T 61%
HopeructepoH Coa T 15%
Hopertucrepos AUC: T 53%
Bopukonason Cpae T 14%
Bopukonason AUC; T 46%

[IpeniopbuBa ce
npochenssate 3a HeXKeNnaHH
JICKAPCTBEHH PEaKIHy,
CBBP3aHH C NEPOPATHH
KOHTpaLENTHBH, B
AOITb/IHEHHE KbM Te€3H Ha
BOPUKOHA30J1.

Anmuducnunudemuunu nexapcmea/urxubumopu na HMUG-CoA pedyxmasa

CraruHu (Hanp., TOBACTATHH)
[CYP3A4 cybcmpamu]

Bunpeku 4ye He € KTUHHYHO
[IPOYYEHO, BEPOATHO
BOPHKOHA30J1 [IOBUINABA
[1a3MEHHTE KOHLICHTpALMM HA
CTATHHHUTE, KOUTO CE€
merabonusupar or CYP3A4 u

AKO CBITBTCTBAILOTO
NPWIOKEHHE Ha
BOPUKOHA30J1 CbC CTATHHM,
KOMTO ¢ METabONH3UpaT OT
CYP3 A4, ne MOxe nace
u3berue, Tpadpa ga ce

MOXKe A& OOBEAE A0 OOMHCIIH MOHUIKABZHE HA [y R
pabaoMuonusa. J103aTa Ha CTam_i-/ ?.é";-"_j’i'f.., e r L
fj..' IR ) ;Ir.i,j'.:.;:_ AR
]; f:_‘# g -?;‘rl-l I".--:.!ji'.'. -
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CyndannnypeitHy npOAyKTH
(Hanp., TonOyTaMHa, CIIHNY3UN,
rnulypun)

Binpeku 4e He € NpoyueHo,
BEPOATHO BOPUKOHA3OJI
NOBUILABA NNAa3MEHUTE

Ilpenopbypa ce BHUMATE/IHO
NPOC/IEAABAHE HA [TIOKO3aTa
B KpbBTa. 1pA0Ba na ce

[CYP2C9 cybcmpamu] KOHLIEHTPAaLMH Ha OOMHCIIH NOHWXKABAHE HA
cyidaHunypeiiHuTe NPOXYKTH M | JO3aTa Ha
NPHYMHABA XUNOTTTUKEMHA, cynganunypeHure
JIEKAPCTBEHH MPOJIYKTH.
Jdexapcmea cpewty XUB
Huaunasup (800 mg TID) NuauHaBHp Cpay < Hama kopeklind Ha 103ara
[CYP3A4 unxubumop u Unaunasup AUC, <
cybcmpam] BopukoHa3on Cyp, <
Bopukonazon AUC, «
PuroHaBup (npoTcaseH
MHXHOMTOP)
[mowen CYP450 unoyxmop; EaHoBpeMeRHO MPHICKEHHE
CYP3A4 unxubumop u H2 BOPHKOHA30/1 U BUCOKH
cybcmpam] o34 puroHasup (400 mg u
noseue BID) e
Bucoka no3a (400 mg BID) NpPOTHBONOKA3AHO (BXK.
Puronasup Cy, 1 AUC; & TOYKA 4.3).
BopukoHa3oi Cygy ¥ 66%
Bopukonason AUC, ¥ 82% EIHOBpEMEHHO NpuiiaraHe
Ha BOPHKOHA30J1 U
HUCKOA030B putoHasup (100
mg BID) rpabra na ce
H3042rea, OCBEH aKO OLICHKATa
Hucka poza (100 mg BID)* PutonaBup Coe, & 25% Ha CHOTHOIICHHETO
Puronasup AUC: 413% NOI3a/PUCK MPH [ALHEHTA He
BopukoHa3on Cpax ¥ 24% OnpaB]1aBa YNOTPeOaTa Ha
BOPHKOHA30II.
Bopukonason AUC; ¥ 39%
Edasupenu (HeHyKI€03U e
HHXUOHTOp Ha obpaTHaTa [punaraxe Ha cTaHNPTHH
TPHHCRPHHTHBR) AO03H BOPHUKOHA30J]1 C NO3H

[CYP450 unoyxkmop,; CYP3A4
unxubumop u cybcmpam]

Edasupenn 400 mg QD,
NpUNaraHd ¢AHOBPEMEHHO C
BopukoHason 200 mg nsa nbTH
IHEBHO*

Edasupeny 300 mg QD,
npwiarad €IHOBPEMEHHO C

Edasupenu C_,, T 38%
Edasupenu AUC, T 44%
Bopuxonazon C.. v 61%
Bopukonaszon AUC, I 77%

B cpaBueHue ¢ edasupeny 600

mg BJI,
Edasnpenn C ., <

Edasupenu AUC. T 17%

B CpaBHEHHE C BOPHKOHA30J1

200 mg /1],
Bopukonason C_,. T 23%

edasupeni ot 400 mg QD
WIH [I0-BHCOKH €
IPOTHBONOKA3AHO (BXK.
TOMKa 4.3).

BopukoHazon Moxe aa 6vae
npHiarad €IHOBPEMEHHO ¢

e apupeHLl, ako
NOoAABPIKALIATA 2038
BOPUKOHA30JI € NOBUIICHA 10
400 mg BID u go3zara Ha
edaBupEHL] € MOHWXEHA 1O
300 mg QD. Koraro
JICYEHHETO C BOPUKOHA30I

MeTaboNH3IMBT HA BOPHKOHA30

Ha BCAKAKBH

4 B
BopukoHason 400 mg BID Lo 6nae cnipsHo, TpA6Ba na ce
Bopuxonazon AUC; ¥ 7% BB3CTAHOBH ITbpPBOHAYaJIHATA
n03a Ha epaBupeH1] (BXK.
TO4Ka 4.2 1 4.4). S
LA T
Jpyru HeHyxJI€O3UIHH He e npoyueHo KnHHHYHO. In Moxe na ce HajgoRKu » '
MHXHOHTOpH HA o6paTHaTa Vifro Npoy4BaHuis MOKA3BAT, Y€ | BHUMATEIHO IOCRCAABAHE

TPAHCKpHITTa3a (Hanp.,
NENIABUPIUH, HEBUPATTHH)

mMoxe na 6bae HHXxuOHpaH ot
HEHYK/ICO3HIHH HHXHOHTOPH Ha

| W/HH Junca

JIEKapCTBEHA {‘03 MHOCT -
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[CYP3A4 cybcmpamu,
urixubumopu wiu CYP450

unoyxmopuj

o0paTrHaTa TPaHCKPHITA3a U
BOPHKOHA30J1 MOYKE a HHXHOupa
meTabon3Ma Ha
HEHYKIEO03UWIHHTE HHXUOHUTOPH
Ha oOpaTHaTa TpaHCKpHUIITA3Aa.
HaxuuTe 3a epexra Ha
edaBHpeHL] BbPXY BOPHKOHA301
npennoarar, 4¢ MeTadbonu3MbT
HR BOPUKOHA30]1 MOXE Aa Obae
MHIYLMPAH OT HEHYKJICO3UACH
MHXUOHUTOD Ha obparHara
TPaHCKpHITAa3a.

K MOKE Ja € HeoOXoauMa
KOPEKLIMSE Ha J03ara.

Hpyru HIV nporea3uu
UHXUOUTOPH (HAnp.,
CaKBMHABHUP, AMIIPCHABHP H
HeaduHasup)*

[CYP3A4 cybcmpamu u
unxubumopuj

He e npoy4eHo K1HHM4YHO. In
vitro NpoyuBaHHA NNOKA3BAT, 4e
BOPHKOHA30]1 MOXE Aa MHXHOupa
mMeTradbonusma Ha HIV
NPOTEA3HHTE HHXHOUTOPH U
MeTabo/IN3Ma HA BOPUKOHA30I
OT CBOSA CTpaHa MOxe aa Obae
“HxHOupaH ot HIV nporeasHure
HHXHOHUTOPH.

Moxke na ce HaNoOXH
BHMMATEIHO pOoCaeAdBaHe
Ha BCAKAKBH NPOABU HA
JEKAPCTBEHA TOKCHYHOCT
W/HIM JIMIca Ha eHKAaCHOCT
H 1a e HeoOXxoaHMa
KOpeKLMs Ha 003aTa.

Hmynocynpecopu

Muxkodenonona kucenusa (1 g
eAMHHYHA J034)

 mpancepazal

[cybempam na UDP amoxoponun

MukodeHosi0Ba KMCeIHHA
Ciax < MukodeHonosa

kucennHa AUC,; &

Hsama KopexkuuH Ha fo3ara

[CYP3A44 cybempamu]

IuknocnopuH (npu crabunHu
pelHIIMeHTH Ha Op0peuna
TPaHCIUIAHTALMA, [10TY4YaBally
XPOHUYHA TEPanus C
HKJIOCIIOPHH)

Eseponumyc
[cvuio P-gp cybempam]

uxnocnopud Cmax T 13%
[uxnocnopun AUC: T 70%

Brurnpexu ye He € npoyyBaHo,
BOPHKOHA30J1 BEPOATHO
3HAYMTENTHO 111€ TIOBUILH
[U1a3MEHHUTE KOHLIEHTPALUM Ha
EBEPOIHMYC.

IIpu 3ano4yBaHe Ha Je4eHHE ¢

BOPUKOHA30.J1 NPU [TIALMEHTH,
Ha KOHTO BE€YC CC NMpHNara
LHKJIOCIIOPHH, CE
[IpenopuUBa 103aTa Ha
LMKJIOCIOPHH Ja ce

HAMAJIH HAMONOBHHA U
BHHMATEJIHO Ja ce
[poceasBaT HUBAaTa Ha
uMknocnopud. [osuiuenure
HHBA HA LHKJIOCIIOPHH Ca

CBBP3aHH C
HeppoTokcuuHOCT. Hpy
NpeyCTAHOBABAHE HA IIPHEMA
Ha BOPUKOHA30J1 HUBATA Ha
LIMKJIOCIIOPHH TpAOBa Aa ce
npocneasBaT BHHMATEIHO U

03414 JIa CE MOBHUIIIM CITOPE
HEQOXOAHMMOCTTA.

EnHOBpeMEHHOTO
NPHIOKCHHE

Ha BOPMKOHA30J1 U
€BEPOIIUMYC HE CE

IpenopnL4Ba, ThH KaTo 1

' JI ﬂ‘-ih} itr . -
OYAKBA BOPHUKOHA3ZPS aant e
o ."'“.
NMOBMLIH 3HA HO . o
KOHLIEHTPaUHUTe 2/ .. . -
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Cuponumyc (2 mg efHHHYHA
n03a)

Takponumyc (0,1 mg/kg
eHHHYHA J1034)

B He3aBucumo nybauKyBaHo
rpoy4BaHe Cmax HAa CUPOIHMYC

T 6,6 mbTH
AUC,_. Ha cupoumyc T 11
TbTH

Cmax Ha Takponamyc T 117%
AUCt na takpomumye T 221%

EaHOBpEMEHHOTO
MPHIOXKEHUE

Ha BOPUKOHA30J U
CHPOIUMYC €
IPOTHBONOKA3AHO (BX.
TOYka 4.3).

I1pu 3anoyBaHe Ha JIeYEHHE C
BOPUKOHA30I [IPH NALHEHTH,
HA KOMTO Be4e ce fpunara
TAKPOJIHMYC, C& MpenopbyuBa
N034Ta Ha TAKPOIHUMYC Ja Ce
MIOHMKH 10 €{Ha TPETa OT
[IEPBOHAYAIHATA 1034 H
HMBATA HA TAKPOIUMYC
BHHMATEHO Aa ce
npocnenasart. [lopuumenure
HHBA Ha TAKPOIIUMYC CE
CBBP3BAT C
He(POTOKCHYHOCT.

[Ipu npeycTaHOBABAHE HA
npueMa Ha BOPHKOHA301
HHBATA HA TAKPOIHMYC
TpabBa a ce npociaeasBar
BHMMATEJIHO U 103aTa Ja Ce
NMOBHILH cOIOPER

HeoDXoAMMOCTTA,

Cmepoudu

KoptHkocTeponau

[IpeauusonoH (60 mg enuHUYHa

ITpenHn30mok Counx 1 11%

Hsama xopekiiys Ha qo3ara

n034) IMpeauusonon AUCy, T 34%
[CYP3A4 cybcmpam] [TaipenTrTe, MOMY4YaBalny
ABJITOCPOYHO JICYEHHUE C
BOPUKOHA30J U
KOPTHUKOCTEPOU AM
(BKTIOYMTENHO HHXATIATOPHU
KOPTHKOCTEPOHIHM, KATO
Oyne30HHA, H HHTPAHA3/IHH
KOPTHKOCTEpOHAH ), TPpabBa
7a ce npocnensapar
BHHMATENHO 32 AHCPYHKLHA
Ha HanOBEOpeuHUA KOpTEKE
K&KTO 10 BpEME Ha, TaKa U
[IpH NpEeKpaTABaHE HA
JIEYEHHUE C BOPHKOHA30J (BXK.
Touka 4.4).
Aumuxucmamunu
ACTEMH30J Brnpeku ue He € npoy4BaHo, IiporeBonokxa3ano (Bx.
[CYP3A44 cybcmpam] [OBHINEHHUTE Na3MeHU TouKa 4.3).
KOHLICHTPALMY HA ACTEMH30)1
MOXKE Aa AOBEAAT A0
yawDkaBaHe Ha QTc unrepsana
U peAKH NpOABH Ha forsades de
pointes.
Tepdenanun Brnpeky 4e He e npoy4BaHo,
[CYP3A44 cybcmpam] OBHUIEHHTE TUIa3MEeHH
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KOHLEHTpaLMM Ha TepdeHaguH
MOJXK€ Ja AOBEAAT IO
yabrmxkasade Ha QTc uHrepsana
M pelKH NIPOABH Ha lorsades de

pointes.

Cpedcmea, noe1uReauil CopoeUROCyO08amMaA cucmema

Heabpanun Bbnpeku 4ye He € npoy4BaHo, IIporaBonoka3ano (Bx.
[CYP3A4 cybcmpamu] MOBHILIEHHTE IU1a3MEHH To4ka 4.3).
KOHLIEHTpalMK Ha UBabpaaHH
MOJXE Aa AOBEAAT A0
yabpkasade Ha QTc uurepsana
M PEOKH ITpOABH Ha forsades de
pointes.
Jexapcmea, nogauUASAWU MOMITUMEMA KA CMOMAUIHO-YPEGHUR MpPaKm
Luzanpua Bnapeku ge He € npoyuBaHo, IIpoTRBONOKA3AHO (BXK.
[CYP3A4 cybcmpam] MOBUIIEHUTE IL1a3MEHHU TOYKa 4.3).

KOHIYCHTpaUMH Ha UW3anpua
MOXeE Aa J0BEeJAT A0
yab/oKkaBane Ha QTc uHTepsana
¥ peaKU NpOoABM HA forsades de

pointes.

Hecmepoudnu cenexmucry anmazoHucmu Ha MUREPAIKODMUKOUOHUA peyenmop

OuHepeHOH
[CYP3A4 cybcmpam]

Brnpexu ye He e Ipoy4YBaHo,
ChUIECTBYBA BEPOATHOCT
BOPHKOHA30J1 14 MOBUIIH
3HAYUTENIHO [1a3MEHHTE

KOHUEHTPAaLKH Ha QUHEPEHOH.

IIporaBOROKA3AHO (BXK.
TouKa 4.3).

Aumazonucmu Ha | peuenmopa Ra 6a30RpeCcun

TonpanraH
[CYP3A cybcmpam]

Brnpexu ue He € Ipoy4BaHoO,
BOPHUKOHA30J1 BEPOATHO
3HAYMTEITHO IIE MOBHIIU
[UTa3MEHHTE KOHLUCHTPaluH Ha
TONBAITTAH.

IIporEBONOKA3ARO (BX.
Touka 4.3).

4.6 PepraanaTer, peMeHEHOCT H KbpMeHe

bpeMeHHOCT

Hsama nocTaTe4HO AaHKM 33 ynorpebara Ha BOPMKOHA30/1 NPH OPEMEHHH XKEHH.

[IpoyusaHHATA NPH HKHBOTHY MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. TouKa 5.3). [loTeHUManHusT

PHCK IIpH XOp&a € HCH3BECTCH.

Bopukonason He Tpafea 1a Obae npunaras no BpeMe Ha OpeMEHHOCT, OCBEH aKO I10J13aTa fpy
MaKkaTa OT4ETIMBO HAABHINABA MOTCHIIHAJIHUA PHCK 32 IUI0AA.

XKeHM B IeTepoaHa Bb3PacT

’KeHu B eTepoaAHA BB3pAcT TpAOBa BHHArM 1a H3MN0J3BaT eGEKTHBHA KOHTPALELHA N0 BpeEME Ha

JNCYCHHE,

KbpMeHe

- —

. .
.d__“...__l.m

ExckpenyaTa Ha BOPMKOHA30J1 B KbpMaTa He e uicitensana. KspMmeHero Tpabsa jga 6va¢ npex}gaﬁgqm : r;
NpH 3aMo4YBaHe Ha JieYeHUe ¢ BOPHKOHAZOI.

DepTUIAHTET

f L
4 ‘I
f . . a
1 |:' 'I
'.11.- _rl

[Ipu npoy4BaHe BBPXY KHBOTHH HE € YCTAHOBEHO YBpexkaaHe Ha QepTUIHTETA NPU Mmqu{?ﬂ qxeﬂcﬁu k

UTbXOBE (BXK. TOMKA 5.3).

20




4.7 EdekrTa Bbpxy cnocobsocrra 3a moduapane u padbora ¢ MAMHKH

BopudyHran uma yMepeHo BIHABME BbpPXY cnocobHocTTa 3a wodupane u pabora ¢ mawunHy. Toi
MOJKe 14 NPHYHUHH NPEXOJHH H 00paTHMH NPOMEHH B 3pEHHETO, BKIIIOYUTEHO 3aMBITIEHO BIDKAAHE,
NPOMEHEHW/3aCHIICHH 3PUTENHH Bb3NpHATHA WK poTodobdbus. lokaTo UMaT TaKHBa CHMITTOMH,
NaMEeHTHTE TPAOBa Aa M30%rBaT NOTEHLMANHO PUCKOBH 3aJ1a4H, KaTO 1no(dupaHe Win pabora ¢
MAIIHHH,

4.8 Hexenann eKapcTBedd peaknud

Pe3roMe Ha npoduna Ha H€3001aCHOCT

[TpodrrbT Ha Ge30NacHOCT Ha BOPMKOHA30J1 IIPH Bb3pacTHH C€ OCHOBABA HAa MHTerpHpaHa 6a3a JaHHU
3a OesonacHocT npu noreye ot 2 000 nuua (Bxmounrento 1 603 Bb3pacTHU B TepaneBTUYHU
M3TIMTBAHHA ) U AOIMBIHHUTENHO ome 270 Bh3pacTHU B MPOPWIAKTHYHHA M3NKUTBaHUA. Te npeacraBnsapar
XETEPOTE€HHA MOMyJIalys, BIIIOYMTENHO NAUMEHTH ¢ MAIMTHEHHU XeMaToloruyHy 3abonsasanns,
nHpexTupany ¢ HIV nauuenTH ¢ e3odareanta kanauaosa 4 pedpakrepHd MUKOTHUHU HHPEKLMH, He-
HEYTPOTIEHHMHM MAlHEHTH ¢ KaHIUAEMHA WK aCNEepruiio3a H 3/paBH J00POBOIILM.

Haii-uecTo ¢H00IABaHNTE HEXEaHY JICKAPCTBEHH PeaKlMH ca Wi 3pUTeHO yBpeXKIaHe,
nupekcus, oOpHB, NOBpPbIIAHE, rageHe, Auapus, riasobonue, nepudepeH oTok, abHOPMHH
yepHOAPOOHH (PYHKLMOHAIHH TECTOBE, peCIIHPAaTOpeH AucTpec U O0nKkH B obnacTra Ha KOpeMa.

TexxecTTa HA HEXXETAHUTE NEKAPCTBEHU peaklini € O1na KaTo uaIo Jexa a0 ymepeHa. [Ipu ananusa Ha
naHHuTe 3a 6€30MacHOCT HE Ca YCTAHOBEHH KIMHMYHO 3HAYHMH Pa3iiMuMs 0 OTHOLIEHHNE HA BB3PACT,

paca unM nodm.

TabnuuHo NpeacTassHe HAa HEXKENaAHHTE peaKlKH
B Tabnuuara no-nomny, Karo ¢e MMa NpeaBHj, 4Ye MOBEYE OT IIPOY4BAHMATA ca OWIN OTKPHTH, ca
BKJIIOYEHH BCHYKH HEXEJIaHH PEAKIIMH ¢ PUUNHHO-CJICACTBEHA BPb3Ka H TEXHUTE KATErOPHM 11O

yectoTa npu 1 873 Bu3pacTam, ot TepanesTnunute (1 603) u npodpunaxkruanure (270) cbopun
NpPOy4BaHKA, CIOPER CHCTEMO-OPraHHaTa KJIaCH(pHKaLMA.

Kareropuute 1no yecTora ¢a NpeACTABEHH, KAKTO cneapa: MHoro yectd (= 1/10), yectu (= 1/100 u <
1/10), HewecTr (> 1/1 000 u < 1/100), peaxn (=1/10 000 u < 1/1 000), mHOro penku (< 1/10 000), c
HEH3BECTHA 4ecTOTa (OT HAIMMHHTE AaHHH He MoXe na Oblle HanpaBeHa OtIeHKa).

[Ipu BCAKO rpynHpaHe B 3aBUCUMOCT OT Y€CTOTATa, HEXKEAHUTE JIEKAPCTBEHH peakLidu e H30poasaT
B HU3XOAKL pel MO OTHOLIEHHE HA TEXHATa CEPHO3HOCT.

Hexenanu nekapcTBEHHM peakiinH, cbo0aBaHy Npu JKLA, NOIy41aBaly BOPHKOHA30IL:
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Cacremo- Muoro Yecrn Heqecrn Penxn C pen3BecrHa
OpraseH KIAC YeCcTH >1/100 po <1/10 | 21/1 000 go <1/100 | =>1/10 000 no yecToTa (0T
>1/10 <1/1 000 HAJTHYHHTE
JAAHHH HE
mMozxe aa Onae
HaAODpaBeHa
| | ONCHKA)
Hudexuus ¥ CuHy3uT [IceBnomeMbpa-
HH(pecTalH | | HO3EH KOJIUT
Heormnaszmu — CKBaMO3HOKJIET ——
nobpokayecTBEH bY€H KapLHHOM /';r.'-m At
H, (BKIIFOMMTENIHO G
TOKAYECTBEHU koxxkeH CKK in i hw
H HEOTpeAe/eHH situ vy bonect sk
(BKJI. KHCTH H Ha Bowen)*,** B
MOJHIIH) _ 5 S




HapyimeHus Ha Arpanyaouuro3 | KoctHOMO3bYHA HuceMUuHUpaH
KPBBTA H al, HEJOCTATBYHOCT, | 4 BLTPECHAOBA
numdHaTa NAHUMTONEHHA, | nUM(paneHONAaTH, Koaryaauus
cHCTeMa TPOMOOLIUTONEH | €O3MHOPUIIHA
HA°,
JIEBKOIICHMA,
aHeMus
HapywieHusa na Cepbx4uyBcTBUTENH | AHadunakTon
MMYHHATa OCT IOHA peaKuus
CHCTEMA |
Hapywmenus Ha AJNpPEHOKOPTHKANH | XUIIEpTUPEOH
CHAOKPUHHATA a HEJJOCTATBYHOCT, | AU3HM
cucTeMa XUIIOTHPEOHOU3BM
Hapymexusa na | Ilepudepen | Xunoriuxemus,
MeTaboIM3Ma U | OTOK XHNOKAIHEMHA,
| XpaHEHETO XHIIOHATPUEMHUS |
ITcuxuyunu Henpecwus,
HapyLUEHUA XANIOLUHALIMH,
TPEBOXKHOCT,
Oe3CchbHME,
BBb30Y /A,
CLCTOAHHE Ha
o0BbpKaHOCT
Hapymenua na | I'masoGonue | KonByncum, Mo3Bb4€H OTOK, YepuonpobOHa
HEpBHATA CHHKOII, eHuedanonarus?, enuedanonary
CUCTEMA TPEMOP, eKCTpanupaMHIHO | A, CHHAPOM Ha
XHIIEPTOHYC, HapyIleHHue>, Guillain-Barre,
napecTe3uH, nepudepHa HUCTArbM
COMHOJIEHTHOCT, | HEBPOTATHA,
3aMasHOCT aTaKCHA,
XUHAOECTE3NUA,
_ JUCTEey3us
Hapywrenus Ha | 3pMrenHo KpbBOH3IME B Hapyumenue Ha Atpodus Ha
OYHTE yBpexknane® | peruHara 3pUTENIHHMA HepB', | 3puTeNHHA
nanuiapeH eaeM°, | Heps,
OKYJNOrMpycHa MBbTHHHH Ha
KpH3a, AUIUIONHA, | porosuuara
CK1epHT, Onedapur |
Hapywienusa Ha HamaneHnue Ha
YXOTO H cliyxa, BepTHIO,
naOHpHHTA INYM B YIUHTE
Copaeunnu HankamepHa KamepHo mexaene, | Torsades de
HAapyLUEHUsA apUTMHA, KaMEPHHU pointes, IbijleH
TaxuKapaus, EKCTPACHCTOIH, ATPUOBEHTPHK
Opanukapaus KaMepHa y-apeH 0510k,
TaxXHUKaAPaUs, beapeH G0k,
yabxeH QT- HOAANCH
MHTEpBa B PHUTBM
€leKTpOKapAUuOrpa
MaTa, HaAKaMepHa
TAXHKApAHA .
Csnosu XHUIOTOHHA, TpomGodnebur, e,
HapyHUIEHUS ¢nebut JTHMAHTHT -
Pecnuparopuu, | Pecouparope | OcTep ~
rPBLIHH H H IHCTpeC’ | pecnMparopeH
MEIHACTHHANIHH OUCTpEC-
HapyLIEeHUs CHHAPOM,
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Oenoapoben
OTOK
CroMmallHo- Juapus, XeWunur, [lepUTOHMT,
YpEBHU NOBpbLIIaHE, | AMCIENCH, NaHKPEATUT, OTOK
HapyLLeHHU abaoMHHANH | KOHCTHUIALMA, Ha €3MKa,
a Oonka, rHHICMBUT OYOAECHHT,
rajicHe racTPOEHTEPHUT,
[JIQCHUT
XenarobunuapH | AOHOpMHHM XbaTeHHLA, YepHogpobua
H HapYLLICHHA yepHoIpoOH | XonecTtaTuyHa HEJOCTATHYHOCT,
H *KBJITEHHLIA, XenaToMeraius,
dyukuuosan | xenarur'’ XOJELIUCTHT,
| HH TECTOBE XOJIE/IATHA3A r |
Hapymenus Ha | Obpus ExconuaruseH | Cungpom Ha Toxcuuna KoxeH nymnyc
KOXKaTa H ACPMATHT, Stevens-Johnson®, | enupmepmanHa | epuremarojec
OJKOXKHATA ajonenus, Iypnypa, Hexpoau3ad, * edenuau®,
ThKaH MAaKyJIOMNamyno3 | YpTHKapus, JICKapCTBECHA NeHTuro*
¢H 00pus, aNepruMecH peaKuma ¢
[IPYPHUTYC, NEPMATHT, eo3uHobUINS
CPUTEM, namyjo3eH oOpuB, | U CHCTEMHH
GOTOTOKCHYHOC | MaKyno3eH oOpHB, | cHMITTOMH
T** EK3EMa (DRESS)S,
aHTHOEHEM,
AKTHHHYHA
Keparo3a®,
nceBRonopdH
pHs, EpHTEMA
MynTudopmMme,
IcopHa3iuc,
¢uxcupaH
JIEKAPCTBCH
obpus
HapyumeHus Ha Bonka Brepba | Aprpwr,
MYCKYJIHO- [lepuocTur*,**
CKEJICTHATA
cUcTeMa Y
CheAHHUTETHATA
ThKaH _
Hapywenns Ha Octpa bpbpeuna Tybynna
6nOpeupTe M O1OpeuHa HEKpO3a,
MHMKOYHHTE HEAOCTATBYHOC, | MPOTEUHYPHA,
MBTHIIA XeMaTypus HedppuT
O6uru [Tupexcus I'ppana Gonka, | Peaxums Ha
HapYLUCHHUA H OTOK HA MACTOTO Ha
edexTH Ha nuuero'!, HHQPY3HATA,
MSACTOTO HAa acTeHuU4, rpunonoacbHo
 MPUNOKEHHE CTYACHH TPBNKH | 3a0601s8BaHeE
Hacnensanss [ToBuieH [IoBHLIEHA ypes B
KPEaTHHHH B KPbBTA, NOBHLUEH
KPBBTa XOJeCTePOII B I
KpbBTa ” o - Lﬂ '. a
*HJIP, ycTaHOBEHH B NOCTMApPKETHHIOBUS [IEPHOL /13/14.':1:"?31'-' TR

**Kareropusara no 4ecTota e 6asupana Ha 0GcepBaLMOHHO NPOYHBAHE C H3OM3BAHE HA/MEHHA DY .~ " "
PEaJIHATA IUIMHUYHA MTPAKTUKA OT U3TOYHHKIM Ha BTOPHHHH JaHHH B [LIsenus o e

' Bkmousa ¢peGpuiHa HeyTPONEeHHS H HEYTPOIEHHA.

2 Bxmousa MMyHHa TPOMBOLIMTONEHMYHA Ty pITypa.
3 Bnodsa BpaTHa PHCHAHOCT H TETaHHS,
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! BkmouBa XHIIOKCHYHO-ICXEMHYHA eHLebhanonaTtia 4 MmerabonurHa enuedanonarus.

> BK/II0OYBA aKATHU3HS M NAPKHHCOHHUIBM,

5 Bx. naparpad ,,3puTenuy yBpexnaHus” B Touka 4.8.

7 [IpoAB/DKUTENEH HEBPUT HA ONTHYHHUA HEPB C€ CHOOImAaRa B IOCTMAPKETUHIOBHA nepuod. Bik. Touka
4.4.

8 Bk. Touxa 4.4.

> BIrOYBa AMCTIHEA H AUCTHES MPH (PU3UYECKO YCHITHE,

' Bknioupa ieKapCTBEHO-HHAYLMPAHO YEPHOAPOOHO YBpekKAaHe, TOKCHYECH XETIaTHT,
XENMAaTOLIETYIaPHO YBPEXKIAHE H XENIaTOTOKCHYHOCT.

1 Bkmousa nepHopOHTANEH OTOK, OTOK HA YCTHHTE M OTOK Ha yCTaTa.

Onucanue Ha 30 paHU HEXENTaHH PEAKLRH

3pumennu napyuwenus
B ycnoBysTa Ha KTHHUYHUA U3HTBAHUA 3PHTENHHTE YBPEKAaHHA (BIUTIOUBA 3aMBIVIEHO 3PEHHE,

dorodobus, X10poncusa, XpoOMaToICHs, LIBETHA CIENOTA, LIHAHONCHS, 3pHTEHO HApYLIEHHE, BHKIaHe
Ha OPEOJIH OKOJIO CBET/IMHHH M3TOYHHULIM, HOLIHA CIIENOTA, OCLMWIONCHS, POTONCHS, CLUHHTHIHpALL
CKOTOM, HAMaJIEHa 3PUTENIHA OCTPOTA, APKO BIDKIAHE, A€DEKT B 3PUTEIHOTO MOJie, MbTHHHU B
CTBKJIOBHRHOTO TAIO M KCAHTOMNCHA) MPH BOPUKOHA3OM ¢4 MHOIO YECTH. Te3U 3pHTENIHH YBPEKIAHHUA
ca G1M NpexXoaHH K HAITBIIHO 0OpaTHMH, KATO MHO3UHCTBOTO OT TAX €4 IPEMHHABAIX CIIOHTAHHO B
pamMkuTe Ha 60 MUHYTH H He ca 6WiH HaOmoaaBaHH KIMHHYHO 3HAYMMHU ABLINOTPaiHH 3pUTE/THH
edpextd. MMa ganHM 3a oTcnabBaHe Ha Te3d eeKTH MPH MHOrOKPATHO NPUIIOKEHHE HA BOPHKOHA3OIL.
3pUTEIHATE YBPEXKAAHUA 10 NPUHLMIT ¢a OMIM JIEKH, PAAKO ca BOAWIH O NMPEKPATABAHE HA
JICYEHHETO H HE ca OMJIM CBBP3aHH ¢ ABAroTpaliHM NOCAEACTBUA. 3PUTETHUTE YBPEXKIAHHA BEPOATHO
ca CBbP3aHH C MO-BHCOKH IU1a3MECHH KOHLCHTPALMU W/ KU JO3H.

MexaHH3MBT Ha BeHCTBHE € HEH3BECTEH, BBIIPEKHU Y€ MACTOTO Ha ASHCTBHETO € HAN-BEPOATHO B
peruHata. B npoyu4saHe npH 3apasH Jo0OpOBONLM, H3CIEABAUIO BIUMAHHUETO HA BOPHKOHA30J BEPXY
(¢pyHKIHMATA HA PETHHATA, BOPUKOHA30] € NPEAU3BHKAI HAMAJICHHE HA aMIUIMTY/aTa Ha BHJIHHTE Ha
perutorpamara (ERG). ERG usmepna enexrpudnua noreHuyan B peruHata. ERG npoMenure He ca
NPOrpeCHpa/IH B pAMKHUTE Ha 29-1HEBHO JieueHKe U ca OMIM HANWIHO 00paTHMK clie| CrIUPaHe Ha
BOPHKOHA30J1.

Mma nocTMapKeTHHrOBU ChOOLICHHA 38 MPOAB/DKHTC/IHH 3PHTENHHY HEXENaHU CbOHTHSA (BXK. TOYKa
4.4).

Hepmamonozuunu peaxyuu

JepMATONIOrMMHHTE PEAKUMM ca OMIIM MHOIO YECTHU IPH NMALIHEHTH, NTEKYBaHH ¢ BOPMKOHA30/1 B
KIHHHYHH NPOYYBaHHMA, HO TE3U NALMEHTH Ca HMa/Id CEPHO3HH NMOoMIexKaly 3abonsBaHus H ca
[MOTY4aBaJIH MHOXECTBO CBHITbTCTBAIRM JIEKAPCTBEHH NMPOAYKTH. MHO3HHCTBOTO OT 00pHBUTE ca OHin
NIEKR 0 YMEPEHH Mo TexecT. [IauneHTHTe ca pa3BUBAIM TEXKU KOXKHU HexenanM peakuuu (SCAR),
BKJIOYHTEIHO CHHAPOM Ha Stevens-Johnson (SJS) (He4ecTo), TOKCHYHA enMaepMaliHa HEKPOIu3d
(TEN) (paaxo), 1ekapcrBeHa peakums ¢ eo3uHodunus u cucreMid cuMnroM (DRESS) (paako) u
epuTeMa MyaTHGopme (PAAK0) 110 BpeME HA JIeYEHHE C BOPUKOHA30J (BXK. Touka 4.4).

AKO nauMeHTHT pa3BHe 00pHB, Toil TpAOBa aa OBbAe YecTO NpocneasBaH U BOPUKOHA30M Aa Obae
crpsH, ako ne3udre nporpecupar. Cro0inasa ce 3a peakuuH Ha QOTOMYBCTBHUTEIIHOCT, KaTO eenuu,

NIEHTHIO U AKTHHHYHA KepaTo3a, ocobeHo npH aparorpaiHo nedenue (Bx. Touka 4.4).

Cro6liuaBa ce 3a CKBAMO3HOKJAETbYEH KOXKeH KapuuHoM (BKuounTesiHo KoxeH CKK in sifu nnu

6onect Ha Bowen) npy NaUueHTH, TIEKYBaHH C BOPUKOHA30JI 32 JBJICH EPHOAH OT BPEME; R

MEXAHM3MBT HE € YCTAHOBEH (BX. To4Ka 4.4). Aot A
R

Ueprnodpobru yHKyuoOHAnHU nOKazamenu NI

-,

OO0wiara yectoTa Ha MOBHIUEHHATA B TpaHcaMHHa3uTe >3 x I'TH (koero He e 3agninkurenio-da .
NPeACTaB/IABA HEXENAHO ChOMTHE) B KIIMHHYHATA MporpamMa Ha BopukoHason e 18,0% (319/1:768)" >
NpH BB3pAcTHH # 25,8% (73/283) npu nenuaTpHIHK yHacTHUIIM, KOHTO C4 NIONYYABATH BOPYKOHAZon
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B cOOpHUTE NPOYYBaHUA 32 TepaneBTHYHA K NpoduiakTuyHa ynorpeda. OTKIOHEHUATa B TECTOBETE
Ha YepHOAPOOHHTE QYHKUMOHAIHH MOKA3aTENH MOraT 1a C€ Ib/DKAT Ha N0-BUCOKH ILTA3MEHH
KOHLteHTpalMH W/nnu Ao3u. [ToBeyeTo OT OTKIOHEHHAT2 B YEPHOAPOOHHTE (YHKLIMOHAIHH
MOKA3ATE M Ca NpeThprieny 00paTHO pa3BUTHE 110 BpeME Ha JICYEHHETO, KakTo Oe3 anantupaHe Ha
[03aTa, TaKa ¥ cJie] aJanTHPaHEe Ha 03aTa, BKIIOYHTEIHO CIIMPaHe HA JICYCHUETO.

BopukoHa3o ce cBbp3Ba ChC Clyyad Ha CEpPHO3HA MEpPHOAPOOHA TOKCHMYHOCT NPH MALUKUEHTH C JpyTH
CEPUO3HHM NOJIEKANH CECTOSHUA. TOBa BKIIOYMBA CAYy4al Ha XKBITCHHLA, XENATUT U YEPHOAPOOHA

HeAOCTaTBbYHOCT, BOJACLUA J0 CMEPT (BXK. TO4Ka 4.4).

Peaxyuu, cevpianu ¢ unpysuama

ITo speme Ha HHGY3UA HA UHTpaBeHO3HATA GopMa Ha BOPHKOHA30JI NPH 3/ipaBH 100POBOILM € UMATIO
Cllydad Ha peaki{u OT aHA(QWIAKTOMACH THII, BKIIOYHTEIHO 3aUepBABaHe, MUPEKCHA, H3NOTABAHE,
TAXHMKAPAUA, CTATaHE B MPHAHMA KOLI, JUCIIHES, IPWIOLLABaHe, rageHe, cepdex u odbpus.
CuMOTOMHTE ca ce NOABABAIM BEAHAra ciiefl 3ano4ypaHe Ha HHQY3HATa (BXK. TO4KA 4.4).

IIpogpunaxmuxa

B OoTKpHUTO, CPABHUTENHO, MHOTOLCHTPORO NMPOY4BAHE, CPAaBHABALIIO BOPHKOHA30J C HTPAKOHA30
KaTO MBPBHYHA Npo¢HIaKTHKA NPH Bb3PACTHH H IOHOLIH, perunueHTH Ha anoredHa TXCK be3
npeallecTBalna qokasada Win sepostHa MI'H, 3a TpaiinoTo cnupane Ha BOpUMKOHA30/1a IIOpPaaH
HexkeJaHn cbOUTHA ce ¢rodasa npu 39,3% OT yYaCTHHLIMTE, B cpaBHEHHE € 39,6% OT yyacTHMUHTE
B PAMOTO Ha HTPAKOHA30/1. Bh3HMKHANUTE NPH JIEYEHUETO YEPHOIPOOHH HexenaHH cbOuTHA ca
AOBENH AC TPaKHRO CMUpPAHE HA H3NKUTBAHOTO JexapcTso npu 50 yyacruuiy (21,4%), nekysand ¢
BOpHKOHAa301 # npu 18 yuactHuM (7,1%), NneKyraHH ¢ UTPAKOHA3OI.

HHeouampuuna nonynayus

BezonmacHocTTa HA BOPHKOHA30M € H3caeABaHa npu 288 neAMATPHYHH MAUMEHTH Ha Bb3PacT OT 2 [0
<12 roguny (169) u ot 12 po <18 roansn (119), KouTo ca nosy9aBsany BOPHKOHA30J 34
npodwnaxruka (183) 1 3a repanesruyHa ynorpeda (105) B kinnu4HH wanurBaHud, besonacHocTTa Ha
BOPHKOHA30J1 € M3C/IEABAHA ChLIO NPH RombiHKTeNeH Opofi oT 158 neguaTpuyHy nauueHTH Ha
BB3pacT ot 2 A0 <12 roauHu B miporpaMu 3a Munocspana ynotpeba. Karo usno npodpuwrst Ha
6e30MacHOCT Ha BOPHKOHA30J1 PH NEAMATPUYHATA NOMyIalua € OMI CX04€eH C TO3M NPH Bb3paCTHH.
Habnronaeana e o0aue TeRICHUMA KBM [10-BHCOKA YECTOTA Ha NNOBHLIABAHE HA YEPHOAPOOHUTE
EH3HMH, CHOOLIABAHU KATO HEXKeJaHH CHOHTHA B KIHHUYHHTE M3MHTBAHYMA, IPHA NEAHATPUYHH
NMaLUMEHTH B CpaBHEHUE C BE3pacTHHTE (14,2% nOoBHILEHH TPAHCAMUHA3H [TPH NNEAUATPUYHH NALKECHTH
B cpaBHeHHE ¢ 5,3% npu Bp3pacTHH). [locTMapKeTHHrOBHTE JaHHH NPELIIONAraT, Y€ MOXKE 1a HMa
[I0BEYE NPOSBH HA KOXHH peakUyHu (0coBGeHO epUTeM) MpH NEAUATPHYHATA NNONY AL B CPaBHCHHE C
pb3pactaure. [Ipy 22 naryeHT! Ha BE3pACT NoZ 2 roAHHH, KOUTO €a NIOJy4YaBaIH BOPUKOHA30.1 B
NMporpaMH 3a MIJIOCHPAHA ynotpeda, ca cho01IaBaHU CIIEAHUTE HEXKEaHH JIEKAPCTBEHH pEaKuHH (3a
KOHTO BPb3Ka C BOPHKOHA30/1 HE MOXE Aa Obae U3KIIoYEHA): peakuys Ha (POTOYYRCTBHTENHOCT (1),
apurmui (1), nankpeaTur (1), nopuinen OunupyouH B kpbaTa (1), NOBUIIEHU YEPHOLPOOHH CH3UMH
(1), o6puB (1) u nanunapex eaem (1). MMa nocTMapkeTHHroBU CbOOLIEHHA 33 IAHKPEATHT IIpH
NCAHATPHYHH MALUCHTH.

Crobuiapane Ha NoAO3UPAHH HEXKENAHH PeaKLIMH
Crob11aBaHeTo Ha mOA03HPAHH HEXEJIaHH JICKAPCTBEHH peaKLMH Cliel pa3peluapate 3a ynorpeba Ha

JEKapCTBEHHA NPOAYKT € BaxXHO. ToBa no3BoifBa Aa NpOABIKH HAOIMIOACHHETO HA CHOTHOLLICHHETO
NoJ3a/PHCK 3a TIeKapeTBEHUA NMPOoAYKT. OT MEIULMHCKUTE CIIEHAIHCTH Ce M3HCKBA Ja choDaBar
BCAKA NOJO3HPaHa HEXKENaHa peakiMs Jpes.
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B xnuHuuHM Npoy4BaHMA € MMano 3 clyyvas Ha ciny4aliHo npeao3upaxe, BCHUKMTE ca HaCTHIIWIH NPH
NeJHATPHYHY MALMEHTH, KOUTO Ca MOJYYHIM AC NeT IETH MO-TONIMa OT NIPENOpbYBaHaTa
HHTpaBeHO3Ha A03a BOpUKoHaszon. Crobinasa ce 3a eaAMHUYHA peakuus Ha doTodobus ¢

IPOABLIDKUTENHOCT 10 MHHYTH.
HaMa H3BecTeH aHTHAOT Ha BOPHMKOHA30J1.

KnupbHCET Ha BOpHKOHa301 npHu XeMoauanu3a € 121 ml/min. KnupsHebT Ha HHTpaBEHO3HHA HOCHTEN
XUAPOKCHNPONHI-S-LMKNOIEKCTPHH Npu XeMoauanusa € 37,524 ml/min. I1pu npeno3upane
XEMOJMAIH3aTa MOXKeE Ja MOMOTHE 32 OTCTPaHABAHETO HA BOPHKOHA30J H XHAPOKCHITPOINI-f3-
LMKJIOAEKCTPHH OT OpraHH3Ma.

5. ®APMAKOJOIMYHU CBOMCTBA
5.1 @apMakoAHHAMHYHH CBOHCTBA

(dapmakoTepaneBTyMHa rpyna: AHTUMHKOTHLIM 32 CHCTEMHO [IPUIOXKEHHE — TPHA30JIOBH
npou3Boauu; ATC xon: J02ACO3

MexaHH3bM HA IEHCTBHUE
BopukoHazon e Tpra3oioB NpoTHBOrebuYeH arenT. ITbpBHYHKHAT MEXAHHW3BLM Ha ACHCTBHE HA

BOPHKOHA30J1 € HEXHOHpaHe Ha re6H4HOTO LUTOXpoM P450-menunpano 14 anda-nanocrepon
NEMETHIKpaHe, OCHOBHA CTBIIKA NPH €ProcTEPoNoByua OHocHHTE: NpH redure. AKyMY/IHMpaHeTo Ha
14-anda-MeTHICTEPONM KOPEIHpa ¢ IocneABauaTa 3aryda Ha eprocrepon B reOH4YHaTa KeTbhbYHa
memOpaHa ¥ Moxke Ja Obae OTTOBOPHO 334 NPOTHBOrEOMYHATA aKTHBHOCT HA BOPHKOHA3O0JL.
YCTaHOBEHO e, Y€ BOPHKOHA30JI € MMO-CEICKTUBCH KbM MbOHYHUTE LMTOXPOM P-450 eH3nMmn,
OTKOJKOTO KbM PasiM4YHH UTOXPOM P-450 eH3UMHH cucTEeMH NpH Oo3aiiHuuuTe.

@apMaKkOKMHETHYHW PapMaKOTHMHAMHYHH B3AUMONCHCTBUSA
B 10 TepanesTuyHd NpOyYBaHUA CPEIHUTE CTONHOCTH HA CPENHUTE B MAKCHMAIHUTE IUIa3MEeHHU

KOHIIEHTPALIHM NPH OTAEIHUTE YYaCTHULM B ITPOYYBAHMATA ca Ound croTBeTHO 2 425 ng/ml (cpeano
exHa 4eTBbPT B auana3od ot 1 193 no 4 380 ng/ml) u 3 742 ng/ml (cpeaHo enHa 4eTBBPT B AHaNa3oH
or 2 027 no 6 302 ng/ml). B repaneBTHUHHUTE NPOYUYBAHHSA HE CC YCTAHOBABA NOJIOKHUTEIHA
3aBHCHMOCT MEXIy CpeAHa, MAaKCHMAIHA HIH MHHHMAJIHA NJIa3MEHa KOHLEHTpalMa U ePHKacCHOCTTa
HAa BOPHKOHA30/1, a [IPH H3NMTBAHUATA 33 NMpodWIaKTHYHA yNoTpeOda TakaBa 3aBUCHMOCT HE €
u3cieaBaHa.

Ananusure Ha (papMaKOKHHETHYHHTE/(PapMaKOAHHAMHYHUTE JAHHH OT KIMHHYHHU MTPOYYBaHUA
PAa3KpHBAT MNOJIOXKHTENHA 3aBHCHMOCT MEXKAY IUIA3MEHUTE KOHLEHTPAllHd HAa BOPHKOHA30J1 H
HACTBIIMIATE OTKAOHEHUS B YEPHOAPOOHHTE QYHKLMOHANHY fTIOKA3ATENM H 3PUTENHH HApYLIEHUS.
AjanTvpaHeTo Ha A03aTa HE € U3CJIEABAHO NPH NPOY4YBaHHATA 34 MPOPHIAKTHYHA ynoTpeoa.

KananyHa ¢dHKacHOCT H 0€3011acHOCT

In vitro BOpHKOHA30J1 IOKAa3Ba WHPOK CIICKThP HA MPOTHBOIbEOMYHA AKTUBHOCT ¢ NPOTHBOIBOUYHO
neiicrBHe kbM Candida spp. (BknrouuTenHo (payKoHa3ol-pe3ucTeHTHHTE C. krusel H pe3UCTEHTHHTE
wamoBe Ha C. glabrata u C. albicans) u pyHrauMaHaTa akTHBHOCT KbM BCHYKH H3C/IC/IBAHH
Aspergillus spp. B norrsnHeHue BOpUKOHA30M NOKa3Ba in vifro QyHruuMaHa akTHBHOCT KbM
pPa3BHBALUK C€ BOMYHH NMATOreHH, BKIIOYHUTEIHO TaAKKMBA KaTo Scedosporium unu Fusarium, KOUuTO
MMaT OrpaHHY€Ha YyBCTBUTENHOCT KbM CHIIECTBYBALIMTE NPOTHBOIrbOHYHY arcHTH.

KiuHH4YHA e(pHKACHOCT, ACPHHUPAHA KaTO “aCTHYEH WIH ITHIEH OTTOBOP, € YCTAHOBEHA NIPA . v
Aspergillus spp., sBkmouutenso A. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans dida
spp., skmouurenHo C. albicans, C. glabrata, C. krusei, C. parapsilosis v C. tropicalis lj t)rpaﬂﬁqeu 5 ,' -
opo#t C. dubliniensis, C. inconspicua v C. guilliermondii, Scedosporium spp., anoqm*bﬂhn S o
apiospermum, S. prolificans v Fusarium spp.
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Jipyry nexyBaHM MUKOTHYHHM MHpeKuHn (MeCTO MU C YaCTHYCH, WIH € TBJICH OTFOBOP) BKIKOYBAT
H30JIMPaHH CiTy4an Ha uHbpekuua ¢ Alternaria spp., Blastomyces dermatidis, Blastoschizomyces
capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus coronatus, Cryptococcus
neoformans, Exserchilum rostratum, Exophiala spinifera, Fionsecaea pedrosoi, Madurella
mycetomatis, Paecilomyces lilacinus, Penicillium spp., Bkuoudrenno P. marneffei, Phialophora
richardsiae, Scopulariopsis brevicaulis v Trichosporon spp., BkmounrenHo I. beigelii.

In vitro akTUBHOCT cpelly KIMHMYHH H30aaTi € HabmoaapaHa 3a Acremonium spp., Alternaria spp.,
Bipolaris spp., Cladophialophora spp. u Histoplasma capsulatum, kato npu noseue OT cIy4YaHuTe e
HabmonaBaHO HHXHOUpaHe MPpKH KOHUEHTPALMK Ha BOPHKOHAa304 B rpanuumre ot 0,05 10 2 pg/ml.

HemoHcTpUpaHa e in vitro akTHRHOCT cpelyy narorewvre Curvularia spp. u Sporothrix spp., HO
K/IMHHYHATA 3HAMKMOCT € HeH3BECTHA.

[ 'paHH4YHH CTOHHOCTH
ITpobu 3a reOMuHY KynTYPH B ApYyrd cneuu¢puyHr 1ab0paTOpHU H3CACABAHUSA (CEPOJIOrHYHY,

XHCTONATOAOrHYHH) TpAOBa Aa ObAaT B3ETH Npean 3an0YBaHEe Ha JICYEHHETO ¢ LICJT H30IIHPaHE H
aCHTHOUIHPAaHE Ha MPUUYHHABALINTE MUKpoopraHu3Mu. JleueHnero Moxe fa ObA¢ 3armo4HaTO NMpeau
NOJy4aBaHe HA Pe3yNTATHTE OT KYJITYPHTE H APYruTe 1a00paTOpPHH H3CHEIBaHHIA, HO CIE]
NONy4aBaHe HAa Te3U Pe3yJITATH JICYEHHETO HAa HHekLuaTa TpaOBa aa 6bpae aganTUpaHo no
CHOTBCTHHA HAYUH.

Haii-yecTrTe NpHYHHUTENH HA HHpeKIHH npH voBeka BKouBar C. albicans, C. parapsilosis, C.
tropicalis, C. glabrata v C. krusei, karo npH BCHMKH BOPHKOHA30J1 0OMKHOBEHO NOKAa3Ba MUHHUMAJIHA

nHxuOupama koHueHTpaiws (MHUK) no-nucka or 1 mg/l.

In vitro akTHBHOCTTa HAa BOPHKOHa301 KbM BUaoBeTe Candida obave He e eqnaksa. [fo-cneunanto
npu C. glabrata MUK Ha BopHKOHa301 MpH GJIYKOHA30/I-PEIUCTEHTHH M30NaTH ¢a NPONOPLHOHATHO
NO-BHCOKH OT T€3H NpH QUIYKOHA30/1-4yBCTBHTENHH H3onaTu. ITo Ta3u npuuuna Tpadbea Aa ce Hanpasy
BCHYKO BB3MOXKHO Aa ce nacHTH(pUunMpar eunosere Candida. 11pu HanuuMe Ha TecTOBE 3a
YyBCTBHTEJIHOCT KbM NPOTHBROrEOMUHM cpeacTBa peayararute 3a MUK morar na ce uurepnperupar
Yype3 KPHTEPHHTE 33 IPaHHUYHHTE CTOMHOCTH, YCTAHOBEHH OT EBpOonelCcKHA KOMHTET [10 U3IIHTBAHE 34
YyBCTBHTENIHOCT KbM aHTHMHKpOoOHHU cpeacTsa (European Committee on Antimicrobial Susceptibility
Testing — EUCAST).

[ pannunu croitHocTH HA EUCAST

Banose Candida » Aspergillus 'panH49HH ¢CTOHHOCTH HA MEHHAMA/IHATA HEXHOHPIA
xonneaTpanas MUK (mg/1)
< S (MyBCTBATE/IEH) | > R (Pe3ncrenTen)
]
ICandida albicans 0,06 0,25
IC'andfda dubliniensis’ 0,06 0,25
ICandida glabrata [ HepocrathuHo gokasarencrsa (IE) IE
ICandida krusei IE IE
Candida parapsilosis’ 0,125 0,25
'Candfda tropicalis 0,125 /0 R rj‘
Candida guilliermondiv’ IE TR T
*ﬂ !-i‘ . "‘I;It: S :-i-r- —J.
€CBBP3aHH C BHUa N'PaHHYHU IE R |
finocty 3a Candida’ LA e
e
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WUspergillus fumigatus” 1 1
\spergillus nidulans’ 1 1
WUspergillus flavus IE? IE3
Uspergillus niger IE3 IE>
spergillus terreus | IE’ IE?
Hecpbp3aHu ¢ BUAA TPAHUYHU 1 IE [E
crotHocTH®

l lilamoBe cbe croiinocT Ha MUK Haa rpaHpuHaTa CTOMHOCT 32 dyBcTBUTENnEeH/MexauHeH (S/1) ca

IKH HIH BCE O1E JIHICBAT ChoOmeHud. TecTopere 3a HACHTUYHOCT H YyBCTBHTEHOCT KbM
pOTHBOrbOHYHH CPEICTBA HA TAKHBA M301aTH TpAOBa Aa 6bJaT NOBTOPEHH M AKO PE3yNTaTUTE Ce
OTBBDJAT, H30MaTHTE TpAOBA Ja ce U3paTAT Ha pedepeHTHA nadoparopud. Jo noixy4yaBaHe Ha
OK43aTeICTBa OTHOCHO KIMHHYHHA OTTOBOP 3a NOTBbpAcHM M3oaaTH ¢ MUK Haja HacTodmara

aHH4YHA CTOMHOCT 33 PE3UCTEHTHOCT Te TpAOBA 1a C¢ AOKIAABAT KaTO pe3UCTEHTHH. KitinuueH

oBop 76% ce nocrura npu undexuuy, NPUUMHEHH OT BHAOBETE, H30poerH no-aoiy, korato MUK
ca MO-HYUCKY WIM PABHH HA CMKASMHONOIAYHUTE IPAaHNYHHA CTONHOCTH. [lopaau ToBa AUBHUAT THI
monynauuu Ha C. albicans, C. dubliniensis, C. parapsilosis n C. tropicalis ce cuvrar 3a
MYBCTBUTEJIHH.
F EnuoemuonoruuHpTe rpaHuHy croinoctH (epidemiological cut-off values, ECOFF) 3a resu
IBHOOBE KATO LIIO ca no-BUCOKH 3a C. albicans.
® HecBBbp3aHHuTE ¢ BHIA IPaHHYHH CTOMHOCTH ca onpeaesieHH rnaBro Ha 6asata Ha OK/O X naHuu u
a He3aBucumo oT pasnpeaenendero Ha MUK Ha KOHKpeTHH rpaHUYHK CTOMHOCTH.
Obnactra Ha TexHHUYecKa HecurypHocT (area of technical uncertainty, AUT) e 2. loxnansaitre karo
ChC CJICHUA KOMEHTAp: ,,B HAKOM KIHMHHYHH CHTyauuH (POpMH HA HEHHBA3HYHH UH(EKLINY)
OPKKOHA30J1 MOXKE Aa CE€ M3M0/3Ba, PH YCIOBUE Ye € rapaHTHpaHa J0CTaThYHA €KCITO3HLMA.
ECOFF 3a Te3H BHAOBE KATO LIAIO ¢a €IHO ABYKPATHO pa3peKiaHe Nno-BUCOKH, OTKOJIKOTO 3a A.

migatus.
Hecenp3anu ¢ Buaa rpaHHIHY CTOHHOCTH HE €a YCTaAHOBEHHU.

KiuHuueH onur
YeneuHusaT pe3yarar B Ta3u 4acT ce AeMHUpa KaTO ITHICH WM YaCTUYEH TEPANEBTHYEH OTTOBOP.

Aspergillus unbexuu— e¢pUKaCHOCT NpH NMALKMEHTH C ACTIEPIrHiIO3a M C JIOLIA NPOrHO3a

BopukoHazon UMa in vifro QyHruuMaHa akTHBHOCT cpelny Aspergillus spp. EdukacHocTTa M
NPEKHUBAESMOCTTA [IPH MbPBUYHOTO JIEUEHHE HAa OCTpa KHBA3HUBHA aCEPruyio3a ¢ BOPUKOHA30] CIpAMO
KOHBEHILHOHAIHO JieueHKne ¢ aMmdboTepyLHH B € ycTaHOBEHA B pAHJOMU3UPAHO,

MHOTOLIEHTPOBO OTKPHMTO OPOy4YBaHE NMPH 277 HMYHOKOMITPOMETHPAHH NALHMEHTH, JICKYBAHH B
NpoaALDKeHHe Ha 12 ceaqmuiid. BopukoHA301 € npuiiarad HHTPAaBEHO3HO B HATOBAapBRalla 403a oT 6
mg/kg Ha 12 yaca npe3 mppBHTE 24 waca, NOCIEABAHO OT oAAbPKawa 103a ot 4 mg/kg Ha 12 vaca
Haifi-Manko 3a 7 gHH. Cnex TOBa MOXKE Aa €€ NPEMUHE HA JleYeHHe ¢ nepopanHa ¢gopMa 8 ao3a or 200
mg Ha Bceku 12 yaca. MeauaHHaTa NpOABDKHTENHOCT HA JICYEHHETO ¢ HHTPABEHO3EH BOPHKOHA30]1 €
Hduna 10 quu (nuanasoH ot 2-85 aun). Cnexn 1eyeHHe ¢ HHTPABEHO3EH BOPUKOHA30/ MEAHAHHATA
NPOABDKUTENIHOCT HA JIEYEHUETO C NepopalieH BOPHKOHA301 ¢ Ouna 76 auu (aManasoH ot 2-232 aHu).

3a0BOMIMTENEH LIANOCTEH OTTOBOP (ITBIIHO WM YaCTHYHO OOpaTHO pa3BUTHE HA BCHYKH
CBOTBETCTBALLM Ha 3a00/19BAHETO CUMITTOMM M §eNe3H H IbPBOHAYAIIHO YCTAHOBEHH
PEHTreHOBH/OPOHXOCKOIICKH fIpoMenH) e HabnmroaasaH npH 53% OT IEKYyBaHUTE C BOPUKOHA3

NpPEKbCBAHE HA neqeﬂum NOpaaH MPOSBH HA TOKCHYHOCT, MPOYUBAHETO [OKA3BA mﬁuﬂm u
CTATHCTHUYECKH 3HaYHMA 10133 OT BOPHKOHA30IL o

b

ToBa npoyvBaHe NOTBbPXKAABAa J&HHHTE OT MO-PAHHO NPOCNEKTUBHO NPOYYBaHe, NpU Kae'f:a €
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HaOMIOOABAH MON0KUTENEH PE3YJITAT NPH JIKLA ¢ pUCKOBH (aKTOPH 3a J0Aa MPOrHO3a, BINTHOYHTEIHO
T3 C PEaKi(Mg Ha OTXBBLP/SHE HA TPAHCIVIAHTAHTA, U B YACTHOCT NpPU MO3BYHH HHPEKIMM
(06HKHOBEHO cBbp3aHu ¢ No4TH 100% cMBpPTHOCT).

[TpoyuysaHHATA ca BKIIOYBATIH aCNEpruio3a Ha MO3bKa, CHHycHTe, 6enure npobose U AMCEMHHHpaHa
acnepruio3a Npy NALMEHTH ¢ TPAHCILIAHTALMA HA KOCTEH MO3bK H COTHAHM OpraHH, 3J10Ka4eCTBEHH
XeMaTonoruuHM 3abonsianus, pax u CIHAH.

Kannuaemus npy nauMeHTH 6e3 HeyTponeHus
E¢durkacHOCTTa HA BOPHKOHA30]1 B CpaBHEHHME C TEpANEBTHYHA CXEMa, BKIIOUBala ampoTepHLuH B,

nocieAsaH ot GIyKOHA30/ NPH MbPBHUHO JIEYEeHHE Ha KAHAHWAEMHA € JEMOHCTpHpaHa B OTBOPEHO
CPaBHMTENHO Mpoy4uBaHe. B npoyusaHero ca BiroderH 370 nauueHTH 6€3 HEyTpOneHuUs (Ha Bb3pacT
Haj 12 rogdHn) ¢ ZJOKYMEHTHpaHa KaHAWACMHS, 248 OT KOMTO ca OMIIM JIEKyBaHH C BOPHKOHA30J1.
JleBeT nalMeHTH B Ipynara, JIeKyBaHa ¢ BOpPUKOHA30J1, 4 5 B rpynara, JeKyBaHa ¢ amgorepuiuH B,
nocjieaBaH oT GIyKOHA301, ¢a HMATTH MUKOJIOTHYMHO JoKa3aHa HHQEKLHA Ha AI0OKHTE ThKaHH.
IMauuenTy ¢ On0OpedHa HeOOCTATHLYHOCT ca OWIM M3KTIOUEHH OT TOBA Mpoy4BaHe. Cpeanara
NPOABL/DKHTEIHOCT Ha JieueHHeTo e Ouna 15 aHu ¥ B ABeTe TepaneBTu4HMd paMeHa. B nbpBUYHHA
AHAIN3 YCTIEIHHUAT TEPANEBTHYEH OTrOBOp (OLEHKAaTa € HanpaBeHa 0T KoMHCHA 3a aHaNHU3 Ha
naHHute {Data Review Committee [DRC]) Ha cnano crpsMo U3IIHTBAHUA JIEKAPCTBEH MPOAYKT) C€
neduHupa kaTo o6paTHO pazBuTHE/MOROOPEHHE Ha BCHYKM KIHHHYHH 6ene3d U CHMITTOMM Ha
uH(pekLun ¢ epanukauna Ha Candida ot kpbBTa ¥ HHPEKTHpaHHUTE ABLNOOKU ThKAaHH 12 ceaMuuu cien
Kpas Ha neqyeHdero. [laupeHTnTe, KOUTO HE ca OWH OLEeHEHH 12 ceqMMIIM Ccllel Kpas Ha JICYEHHETO,
ca OMNH NpHYKMCIEHH KbM KATErOpHATAa HEYCNICIIHO JIEYeHHE, B TO3M aHanu3 ycnelleH TepanesTHYeH
OTroBOp € oTdeTeH npu 41% OT nauMesTUTE U B ABETE TCPANIEBTHYHH paMEHa.

[Ipu BTOpHYHHSA aHANW3, IPH KOHTO ca u3non3paHH oueHkHre Ha DRC B kpalinua cpok, no3sosssarn
OLICHKA Ha pe3yJrarute (B Kpas Ha JIeUeHHETO WIH 2, 6 WM 12 cenmuuu cnej Kpas Ha JIeUEHHETO)
BOPHKOHA30JT H TEPANIEBTUMHMAT PexuM, BKIOuBam amporepuunH B, nocnensat ot ¢irykonason, ca
MOKa3alld TepaneBTUYEH ycnex npu cboTBeTHO 65% u 71% ot nauuenture.

OueHKaTa Ha U3CIICAOBATENR 38 YCNCLICH PE3Y/ITAT BbB BCEKK OT TE€3H CPOKOBE € MoKa3aHa B
cnegsawata Tabauua.

Cpok Bopuxonazon Umdromepuyun B — ryxonason
(N=248) (N=122)

B kpas Ha Ie4€HHETO 178 (72%) 88 (72%)

F CEAMHRLM CNC/ Kpas Ha JICYEHHETO 125 (50%) 62 (51%)

6 CeAMHILIM Cef Kpad Ha JICUEHHETO 104 (42%) 55 (45%)

12 ceaMHULIM Cnen Kpas HA IEYSHUETO | 104 (42%) 51 (42%)

Ceprosnu pedpakrepun Candida nHdekimu

[IpoyusaHero BKMOYBA 55 NAUMEHTH ChC CEpHO3HU pedpakTepHy cucremun Candida nHpeKkuun
(BKMIOYMTEIHO KAHRMACMHA, IRCEMUHHpAHA H APYId HHBA3MBHH KaHANAO3MK), NPH KOUTO NPEAXOAHO
AHTHMHKOTHYHO JIeYEHHE, NO-CrieUHaNHO ¢ prnyKkoHas3ol, € 6uno needexrusHo. Ycenemen

TepaneBTHeH oTroBop € HabimoxasaH npu 24 naunedTd (npu 15 — menex, a npu 9 — yacruuen). [Ipu

G IyKOHA301-PEe3MCTEHTHH IIaMOBe, HenpuHaiexaiiuy KkeM C. albicans, ycnielieH pe3yNTaT € oTHETEH
npu 3/3 cnyuas ¢ C. krusei (nbnieH orroBop) H rpH 6/8 cnyyas ¢ C. glabrata (5 ¢ meaeH otrosop, 1 ¢
yacTudeH oTroBop) HHpekuun. JaHHuTe 3a KIMHHUYHA €QHUKACHOCT ¢a MNOIKPENECHH OT OrpaHHYC ---':*':;;H.,_
[AHHH 34 YyBCTBHTEIHOCT. I
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Scedosporium u Fusarium niudexuuu O R i

YCTaHOBEHO €, Y€ BOPUKOHA30JI € e(PEKTHBEH Cpelly CIeHUTE PeAKH [IPHUHHHTEH H&MHKOB&.-
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Scedosporium spp.: YcnelieH OTTOBOP KbM JICUSHHE ¢ BOPMKOHA3Z0N € HAOMmOoaaBaH Mpy', 1 6 (6 c
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nwieH, 10 ¢ yacTueH oTroBop) oT 28 nauueHTH cue S. gpiospermium v npy 2 (M ABaTa ¢ YaCTHYEH
otroBop) ot 7 naunenTu cbe S. prolificans nndexuua. OcBeH ToBa yCneLIEH OTTOBOP € HabmoaapaH
npy 1 oT 3 nauyeHTH ¢ HHPESKIHU, MIPUYHHEHHU OT NOBEYE OT €AUH MHKPOOPIradH3bM, BKIIOUHATEIHO

Scedosporium spp.

Fusarium spp.: Cenem (3 ¢ mbnen, 4 ¢ yacTH4YeH OTroBOp) OT 17 mauMeHTH ca ACKYBaHH YCIIEHIHO ¢
popukoHa3osl. OT Te3u 7 nauueHTH: TpUMa ca HMAIM O4HE HHPEKUHS, €AHH — MHPEKLHMA HA CHHYCHTE,
a TPMMa Ca HMAJIH JHCEMUHMpaHa uHbekuus. OcBeH TOBA YETHPHMA MALMEHTH ¢ Qy3apHo3a ca HMaH
MHpEKLHA, TIPHUHHEHA OT HAKOJIKO MMKPOOPraHH3bMa, NPH 2 OT TAX € OTUETEH YCIELICH Pe3yITar.

MHO3HHCTBOTC OT NALHEHTHTE, JIEKYBAHU C BOPHKOHA30J1 338 rOPENOCOYCHHUTE PeAKH UHQEKLMH, ca
OWIH ¢ HEMOHOCHMOCT MIIK pepakTepHOCT KbM MPEAMECTBALIOTO AHTUMKBKOTHYHO JICYCHHE.

[Teperuna mpodUIaKTHKA HA MHBA3WBHK IBOUMHYN HHbEKIMY - €HKACHOCT MPH PEHMIUEHTH HA
TXCK 6e3 npenmecrsaita nokazaHa wiM sepostia U1'H

BopukoHa301 € cpaBHEH ¢ HTPaKOHA30 KaTo [TbpBH4HA NPOQUIAKTHKA B YCIOBUATA HA OTKPHTO,
CPaBHUTENHO, MEOTOLEHTPOBO NPOYYBAHE MIPH BB3PACTHH K IOHOLIH, KOHTO ¢4 PELMNIHEHTH Ha
anoredHa TXCK 6e3 npemuiectpaina nokasana wid sepostia MI'U. YenexsT oT neyeHunero ce
aedHHMpa KaTo cnocoOHOCT 3a NPOAL/DKABAHE Ha MPODUNAKTHKATA C H3MHTBAHOTO JeKapcTBo 32 100
nuu cnen TXCK (6e3 cnupane Ha nedeHHeTo 3a > 14 JHH) U npexUuBAeMOCT 0€3 HAMM4Ne HA JOKA3aHa
unu BepoarHa UT'H 3a nepuoa ot 180 aau cnex TXCK. Moauduuupanara npeasuacHa 3a JIeHEHHE
rpyna (MITT) sxmo4Ba 465 peunnuentu Ha anoredHa TXCK, karo 45% ot nauuenture umatr AML
(ocTpa MuenoreHsa Jeskemus). Ot BcHukuTe naumeHTH 58% ca moanoxKeH! Ha CXEMH 3a
MHeN0abnaTyHBHa noaroToska. [Ipodpunakruka ¢ H3ANMTBAHOTO IEKAPCTBO 3aM10YBA BEAHAra cjiel
TXCK: 224 nony4yaBaT BOpHKOHa30 H 241 nomy4asar HrpakoHasol. MeaMaHHaTa NPOXB/DKUTEHOCT
Ha npo¢WIAKTHKATA C U3IIHTBAHOTO JISKAPCTBO € 96 JHH NPH BOPHKOHA301 M 68 nHY npu
MTPaKOHA30/1 B MOAM(HLMpaHaTa NpeABUAeHA 3a JiedeHue rpyna (MITT).

YecroTraTa Ha ycnex H Ipyrd BTOPHYHHM KpatiHH TOYKM ca NpeAcTaBeHH B cneaHaTa Tabnuna:

Kpaiina Touka Ha npoy4usanero [Bopaxonazon [Arpakonaszon [Pazinka s Tp-croﬂ- HOCT
=224 N=241 CHOTHOIICHASATA H
95% nosepuTesieH
naTepsan (AH)
Venex kM Jlen 180* 109 (48,7%) 80 (33,2%) 16,4% (7,7%; 0,0002**
25,1%)**
Ycnex kpM Jen 100 121 (54,0%) 96 (39,8%) 15,4% (6,6%; 10,0006**
24,2%)**
aBbpiueHd Hai-manko 100 auu  |120 (53,6%) 194 (39,0%) 14,6% (5,6%; E),OUIS
podUIAKTHKA C H3IIHTBAHOTO 23,5%)
EKAPCTBO
'llpemenn KeM Jlen 180 184 (82,1%) |197 (81,7%) 0,4% (-6,6%; 7,4%) 10,9107
Pa3swiM AoKa3aHu wik Bepoata [ (1,3%) 5 (2,1%) 10,7% (-3,1%; 10,5390
HUI'H go Hen 180 1,6%)
Paseinn gokasaHH WiH BepoaTtHH [2 (0,9%) 4 (1,7%) -0,8% (-2,8%;

HUI'H oo Hen 100

1,3%)
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a3BUJIM IOKA3AHH WIH BEPOSTHU B (1,2%) Ibl 2% (-2,6%; 0,0813
M no Bpeme Ha npHeM Ha ,2%)
3MHTBAHOTO JIEKAPCTBO

* [IspBHyHA KXpafiHa TOUKA HA NPOYUBAHETO
** Paanuky, NpeJCcTaBeHH KaTo ChoTHoeHue, 95% JIU u p-cTOMHOCTH, NONYYEHH CIeA KOPEKLHA 3a

paHAOMM3IMpaHe
Yecrorara Ha nossa Ha Ul no lex 180 v nbpBrayHaTa KpakiHa TOUKa HA NIPOYUBAHETO, KOATO €

Ycnex koM Jlen 180, choTBeTHO Npy nauueHTHTe ¢ AML M Ha cxemu 33 MuenoabnaTueHa
MOArOTOBKA, Ca MPEACTABEHH HA ciieAHaTa Tabnvna:

AML (ocTpa MBenorenHa JieBKeMHA)

paliEd TOYKH BA OpPHKOHA30] E‘palmnaaon A3JIHKH B CbOTHOIICHHATA K
POYHBAHETO =98) =109) 5% noBepRTENIEH HATEPBAJI
(AH)
Iossa na U — Jlen 180 1 (1,0%) 2 (1,8%) -0,8% (4,0%; 2,4%)**
Ycmnex keM [en 180* 55 (56,1%) 45 (41,3%) 14,7% (1,7%; 27,7%)***

* [IsprH4Ha KpaitHa TOUKA HA IPOYYBAHETO
** C u3nonspaHe Ha 5% nomycTuMa pa3ndKa e JOoKa3aHa He [M0-MallKa €HKacHOCT

*** Paznuku B CBOTHOLUCHHATA, 95% JIH, nonyyed cnej KOpeKuus 3a paHJoMU3UPaHE

CxeMH 3a MHe1020,1aTEBHA IOATNOTOBKA

Kpaiigm TOYKH HA Boprxonason [Hrpakonazon [Painuka B ChOTHOIMIEHHATA H

MpOY4IBARETO (N=125§) (N=143) 95% noBepHETE/IEH HHTEPBA
()

[TIossa na UIT'U — Hen 180 ” (1,6%) 3 (2,1%) 10,5% (-3,7%; 2,7%)**

|Ycnex kem Jlen 180* 70 (56,0%) 53 (37,1%) 20,1% (8,5%; 31,7%)***

* [IsppHyHa KpafiHa TOUKA HAa NPOYYBAHETO
** C usnonzpane Ha 5% nomycTHMa pa3nuKa € A0Ka3aHa He 0-MaIKa ePUKACHOCT

**¥ Pasnuky B CHOTHOLWIEHMATA, 95% JIH, noyveHH cnell KOpeKiius 33 paHAOMH3HpaHe

Bropuuna npodunakrukaHa UT'H —edukacHocT npu penunuedTH Ha TXCK ¢ nokasaHauwiH peposatH
npenuectratila UT'H

BopukoHa30/1 € npoyueH KATO BTOPUHYHA NPOYHIAKTHKA B PAMKHTE Ha OTKPHUTO, HECPaBHUTEIHO,
MHOT'OLEHTPOBO MPOY4YBAHE NMPH BE3pacTHH peuunueHTH Ha anoreHHa TXCK ¢ noxaszana unu
BepoaTHa npeawecrsawa UI'A. [Ispeuunara xpaina Touka e 4eCTOTaTa Ha NMOABa HA JOKa3aHa u
sepostHa UM npe3 nmepeara roauna cnen TXCK. Moauduuupanara npeasuaena 3a nedeHue rpymna
(MITT) skmotpa 40 nauuentr ¢ npeamecrsama UI'H, ot kouro 31 ¢ acneprinosa, 5 ¢ kaHaMa03a u 4
¢ npyru UT'. MenuanHaTa npogb/DKATEIHOCT HA MPOQHIAKTHKA ¢ M3NMHTBAHOTO JISKAPCTBO € 95,5
OHH B MOAHGULUMpaHATa IpeaBUAcHa 3a tedenue rpyna (MITT).

Hoxazanu win BeposatHu MU ca passunu 7,5% (3/40) or nauuentuTe nipes mbpBaTa rogyHa ciel
TXCK, oT KOHTO €IMH Cly4yaif HA KAaHAWIEMHUA, €UH - Ha CKEAOCIIOpHo3a (M ABaTa ciy4as ca

peuuauBd Ha npenuectsaiu UI'H) u enuu cnyuyaii Ha 3uromukosa. [Ipexusaemoctra o Jex 180 e
80,0% (32/40), a no 1 roauna e 70,0% (28/40). /,_,,f:-j-l—r*j_?jﬁ:h "

I IpOAB/DKHTENTHOCT HA ICYEHHETO
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[leTneceT ¥ TpHMa NeAMATPHYMHHU NALMEHTH HA BB3PacT OT 2 A0 <18 roaMHM ca NeKyBaHH ¢
BOPHKOHA30/1 B YCJIOBHATA Ha JB€ [IPOCNICKTUBHHM, OTKPHTH, HECPaBHUTENHH, MHOTOLIEHTPOBH
KIHHHYHH H3NHTBaHKA. B eHOTO npoyuBaHe ca y4acTBanu 31 nmauMeHTH ¢ Bb3IMOXKHA, JOKA3a8Ha HITH
BEPOATHA HHBA3HMBHA acrieprunosa (1A), or kouro 14 nmanyeHTH ca HMany AOKa3aHa WK BeposTHa A
U ca 6miu BkmoyeHn B MITT aHanu3uTe 3a epuKkacHOCT. BBB BTOpOTO NpoyuBaHe ca OUNH BKIIIOYEHH
22 naLMeHTy ¢ MHBA3UBHA KaHIUA033, BKxmovBaina Kanauaemua (1CC) u ezodareanHa kaHanaosa
(EC), npu KOHTO c€ € M3HCKBAIO WIH TBPBUYHO, HIIH CNIACHTENHO JIe4eHHe, KaTo oT TaX 17 ca 6win
pitoyens B MITT ananuzure 3a epukacHoer. IIpu nauuernTu ¢ LA obiara crened Ha rinobanex
OTTOBOP Ha 6-aTa ceamuia e 6una 64,3% (9/14), crenenta na rnobanex orrosop e 6una 40% (2/5)
MpH MaLMEeHTHTe Ha Bb3pact oT 2 a0 <12 roauns u 77,8% (7/9) npu naumenrure or 12 po <18-
ronduna Bb3apacT. [1pn nanuenTy ¢ ICC crenedra Ha rnobaneH OTroBOp B Kpas Ha JICYeHHETO € Ouna
85,7% (6/7), a npu naumenTn ¢ EC — 70% (7/10). O6mara crenen Ha otrorop (cbopHo 3a ICC u EC) e
ouna 88,9% (8/9) npu Te3u Ha BB3pacT 2 10 <12 roaunn u 62,5% (5/8) npu Te3u Ha BB3pacTt 12 1o

<18 roauHH.

KNIHHHYHH NpOYYBaHHA, M3CIEABAIIM BIMAHNETO BEpXY QTc-uHTEepBana
EnHo mnauebo-KOHTpOAHpaHO, PAHAOMH3HPAHO KPBCTOCAHO MPOYYBAHE C €AMHHYHA 1034 €

MpOBEEHO C el OLeHKa Ha edekTa BepXy QTc-uHTepBana npH 3apasy Z00pOBOJILIM C TPH
NEPOPaTHH JO3HPOBKM BOPHKOHA30/ B KETOKOHa3041. [Ihatefo-kopurupanoTo CpeAHO MAKCHMATHO
yabpkasate Ha QTc¢ cnpamo uzxonuara croiidoct cnen 800, 1 200 u 1 600 mg sopukonason e d6uno
CBOTBETHO 5,1, 4,8 1 8,2 msec, a caen 800 mg kerokoHazon — 7,0 msec. HUTO €IHH y4aCTHHK B KOATO
M Ja € rpyna He € noayuun yasmkasane Ha QTc > 60 msec cnipaMo u3xoanata ctolHOCT. 11pH HHTO
€IHO JIMLE TO3H MHTEPBAJl HE € HAAXBBPJIMI MOTEHUHAIHMA KIHHHYHO 3Ha4uM npar ot 300 msec.

5.2 @apMAKOKHHETHIHH CBOHCTBA

OcHOBHH (DapMAKOKMHETHYHH XAPAKTEPUCTUKK

dapMaKOKHHETHKATA HA BOPHKOHA30J1 € OMpeAcICHa IPK 3APaBH JIMLA, CeHGHYHHA NTOITyNaLKH |
nauMeHTH. [lo BpeMe Ha nepopanno npunoxkeHde Ha 200 mg win 300 mg npa mbTU AHEBHO 32 14 QHU
NpH NalHEHTH C PUCK OT acneprrnosa (rMaBHO NALUEHTH ChC 3N0KaY€CTBEHN HOBOOOpa3yBaHua Ha
nuMpHATa WA XEMOIIOETHYHA ThKaH), HabmoaasaHuTe PapMaKOKMHETHYHU X2PAKTEPHCTHKU — Obp3a
M 3HAYMTENHA a0CopLHA, KyMyJTalusa U HeluHeliHa PapMakOKMHETHKE, ChOTBETCTBAT HA TE3M,
HabmonaBaHHy NMPH 3APaBH HUHAHUBUJIM,

PapMakOKHHETHKATA Ha BOPMKOHA301 MMA HEJIMHEEH XapaKTep nopaaH HacHILAHE Ha HETOBHA
meTaGonuszbmM. IIpyu noBuinaBaHe Ha no3ara ¢e HabaIOAaBa MO-TOMAMO OT NPONOPLIHOHANHOTO
HapacTBaHe Ha eKcrno3nuuara. U3uucneHo e, 4e yBelIM4aBaHEeTo Ha nepopanHara ao3a ot 200 mg asa
mbTH HEBHO Ha 300 mg ABa MbTH JHEBHO BOIH IO CPEAHO 2,5-KPAaTHO NOBHIICHHE HA €KCMIO3HLMATA
(AUC)). [Iepopannara noaaspxama po3a ot 200 mg (unu 100 mg 3a naurentd nox 40 kg) nocrura

€KCIIO3HLIMA Ha BOPHKOHA30J1, OnM3ka no Ta3u Ha 3 mg/kg uHTpaBeHo3Ho. [lepopantara noaabpxkaiua
go3a oT 300 mg (wnu 150 mg 3a naumenry noa 40 kg) nocTura excrno3uuys Ha BOPHKOHa301 Ol1H3Ka
Ao Ta3d Ha 4 mg/kg 1.v. AKO Ce MpHIOXKAT NPENOPbUBAHUTE HHTPABEHO3HH WIH NEPOPAIHH
HAaTOBapBAalLH{ A03H B pAMKHTE HAa MbPBUTE 24 uaca OT NPHIOKEHHETO CE AOCTHIAT ILUIa3MEHH
KOHLEHTpALMH, ONU3KH A0 CTalMOHApHHMTE. be3 npunoxedyde Ha HaToBapBala 1033 HATPYIBAHETO CE
OCBIIECTBARA HYPE3 MHONOKPATHO NPHIOKEHHE ABA METH AHEBHO, NIPH KOETO CTAllMOHAPHHTE
[UIa3MEHH KOHIIEHTPALHH HA BOPHKOHA30J1 34 TOBEYETO MHLA CE€ JOCTUraT KbM 6-H4 JEH.

Abcopouus
Bopuxonaon ce pe3opbupa OBp30 ¥ MOYTH HAITBIHO ClIE] EPOPATHO [IPHIOKEHHE, KATO MAKCHMAaITHH
nnasmMeHy koHueHTpauuu (C_,.) ce aocrurar 1-2 yaca ciiesi NpHIOXKEHHETO.

AbGcomoTHaTa OHOHANMYHOCT Ha BOPUKOHA30JI /1€l NEPOPATHO MPHIOKEHHE C& H3UHCIIABE Ha-96%.
[Ip1 MHOrOKpaTHO NPHIOKEHUE Ha BOPHMKOHA30J €AHOBPEMEHHO ¢ Oorara Ha M&BHHHW&C&;M 4

AUC. ce noHmwxaBaT cbOTBETHO € 34% u 24%. AGcopOuuara Ha BOPUKOHA30M HE ﬂﬁiflﬂc OT
npomMexute B pH Ha ctomaxa. -

PasnpeneneHue TN
ObeMbT Ha pasnpeneieHUE NpH CTAUMOHAPHH KOHLIEHTPALMH H8 BOPHKOHA30J1 CE Haqfﬂcmma" Ha 4 6
"\'\ " ) o
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/kg, K0eTo npeanojiara eKCTeH3MBHO pasnpeenceHue B ThKaHHTe. CBBP3BAHETO C TU1a3MEHHTE
nporeuHH € 38%. [Ipobure oT rpprOHAMHOMO3BYHA TEYHOCT HA OCEM fIALIMEHTH, BKJIKOYCHH B
nporpamMu ¢ MWIOChPAHA ynotpeda, ca NoKa3aid yCTaHOBHMH KORBLIEHTPALMH OT BOPHKOHA30J1 NIPH
BCUMKM NALMEHTH.

buotpancdopmanms
In vitro npoyuBaHHs NOKA3BAT, Y€ BOPUKOHA301 ce MeTabonusupa ot uepHoapoOHHTE HUTOXpoM P450
m3oen3umMu CYP2C19, CYP2C9 u CYP3A4,

PaznuuuaTa BBB (papMEKOKHHETHKATA HA BOPUKOHA30/ MEXKAY OTACIHUTE HHIUBHAH Ca MOJIEMH.

In vivo npoyuBanus noka3par, 4ye¢ CYP2C19 yuyacTsa 3Ha4umMO B MeTaboIM3Ma Ha BOPpUKOHA30i1. To3n
€H3UM NposABABa reHeTH4eH nonumopduszsm. Hanpumep ouaksanusgra ca, ye 15-20% o1 asnatckoro
HacelieHHe ca Jomu Metabonuszatopu. [Ipu 64nara 1 yepHaTa paca 4eCcTOTAaTa Ha JIOLIHUTE
meTabonu3zaropH € 3-5%. [IpoyusaHus, npoBeaeHH NpH 3APABM HHAMBUAM OT OanaTa paca 4 AnoHus,
COYaT, ue JIoIKUTe MeTabonM3aTOpH MoKa3BaT cpeaHo 4 mMbTH No-BHcoKa excrno3vuus (AUC,) na

BOPHKOHA30/1, OTKOJIKOTO ChbOTBETHMTE HM XOMO3HIOTHH €KCTCH3HBHH MeTabonu3aTopu. JInua, KoHTo
Ca XeTepO3UroTHH EKCTEH3HBHHU METab0NH3aTOPH, [TOKA3BAT CPEAHO 2 [IbTH NO-BUCOKA EKCIIOSHLHA Ha
BOPHKOHA30JI, OTKOJIKOTO TEXHUTE XOMO3UIOTHH EKCTEH3HBHUM METab0IH3ATOPM.

OcHoBeH MeTabOIHUT HA BOPUKOHA30JI € HEroBuaT N-OKCHI, KOHTO cheTaBmaBa 72% ot
LHPKYJIHpAmMTE paauodenazaHid MeTabonuTH B ru1a3mara. To3d MeraDonMT uMa MUHHMATHA
AHTUMHMKOTHYHA AKTHBHOCT M HE AONPHHACA 33 obiara €pUKACHOCT Ha BOPUKOHA30L.

EnuMuHHpaHe
BopHkoH2301 ce eTMMHHHPA 4pe3 YepHOoAPoOeH MeTaboIH3bM, KAaTO NMo-Maliko oT 2% oT

NPHWIOKEHATA 033 Ce EKCKpeTHpa B HEMPOMEHEH BHA B YpUHATa.

Cnen npunoxeHue Ha paauobenszan BopukoHason npudausurenHo 80% or paauoakTHBHOCTTA ce
OTKpHBAa B YPMHATA NPU MHONOKPATHO HHTPABEHO3HO NpUtOKEHHE, a 83% ce OTKpHBAT B ypHHATa
NpU MHOTOKPAaTHO NEPOpaIHO nNpuwiokeHHe. M npu nepopanHo, 4 NpH HHTPaBEHO3HO NPUIOKEHHE >
94% ot ofLuaTra paaAHOAKTHBHOCT C€ EKCKpeTHpa npe3 rhpBHTE 96 Jaca.

TepMHHANHHAT MOJYXXHBOT Ha BOPMKOHA30JT 3aBHCH OT NPWIOXKEHATa 034 H € Npubiu3dTenHo 6 yaca
npu 200 mg (nepopanna) no3a. [lopanu HenuHeiHaTa PapMaKOKMHETHKA TEPMHHANHUAT [OTY)KHBOT
HAMa 3HaYEHME 3a [IPSACNPEAC/ILHE HA KyMYyNHPAHETO WK €ITMMHHHPAHETO HA BOPHKOHA30J1.

PapMakOKHMHETHKA NPH cnenGUYHU IrPYNH MALMEHTH

Ion

B egxo npoyusake ¢ MHOroKpaTHa nepopaiita no3a croiHocture Ha C,, 1 AUC_ npu 3apasu miagu
eHH ¢a O cproTBeTHO ¢ 83% M 113% no-BUCOKH, OTKONKOTO NpH 3apaBH MI1agu Mbxe (18-43
roadHy). B cpmoTo npoyuBaHe He ca HabmoaapaHN CUHTHUDHKAHTHH PasiIHKA MEXIY CTOHHOCTHTE Ha
Cox H AUC_ Ha 3apaBH MBXKE B CTApYECKa BH3pacT M 3APABH KEHH B CTap4yecKa Bb3pacT (= 65

rOAYHH).

B KnHHU4HATA [IporpaMa He € IIpaBCHO aNAINTHPAaHE HA J034Ta4 Bb3 OCHOB& Ha I10J14. HPDCIJHHBT Ha
0e30MacHOCT M IU1a3MEHHTE KOHUCHTpPAaUHH, HﬂﬁﬂlﬁﬂﬂBﬂHH [IpA NAalMCHTH OT MBAKKH H AKCHCKH I10J1,
ca O cxogHH. Cl1eJOBATEIHO HE € HEDﬁXOﬂHMO aaarnTripaHe Ha 403aTa B 3aBHCHMOCT OT I10JI0BATA

NPUHAJICHKHOCT.

Cmapuecka sv3pacm ’/": TN
B eqHo npoyuyBaHe ¢ MHOTOKPATHA NEpopaiiHa n03a, croifHocture Ha C ., u AUC_ n 'Wmme |
B CTap4ecKa BB3pacT (= 63 m,uHHH) ca 6un crotBerHO ¢ 61% u 86% mo- BHCOKH, Qﬁ(OTG’ﬁpﬁ; SR
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B TepaneBTHYHHTE NPOYYBAHHA HE € [IPABECHO aAaNTHpaHe Ha 103aTa B3 OCHOBA HA BB3PacTTa.
Ha6moaapana e 3aBHCHMOCT MEXAY ILT1a3MEeHATa KOHUECHTpauus 4 sb3pactTa. [Ipodunst Ha
fe30macHOCT HAa BOPMKOHA301 NPK MAa4 NAIMEHTH M NALMEHTH B CTApPYECKa Bb3pacT € OMi CXONEH H
CJICAOBATEIHO alaNTHPAHE HA 103aTa NPH MALHUEHTH B CTAPUYecka Bh3pacT HE € HeOOX0AHMO (BXK.
TOM4Ka 4.2).

Heduampuyna nonynayus

[IpenopbyHTENIHHUTE N034 NIPH Aela K IOHOLIH ce Ha3Hpar Ha nomynauMoHeH GapMaKOKHHETHYCH
aHaIM3 Ha NaHHHTE, CBOpaHu oT 112 HMYHOKOMIIPOMETHPAHH A€LA HAa BB3PACT OT 2 A0 <12 roguHy U
oT 26 HMYHOKOMIIPOMETHPAHH MALMEHTH B IOHOMECKA Bb3pacT oT 12 no <17 roguum. [1pu 3
negHaTpuyHH GapMakKOKMHETHYHM MPOYYBAHHA Ca OLIEHCHH MHOIOKPATHH MHTPaBEHO3HH J03M OT 3,
4,6, 7 u 8 mg/kg nBa MbTH AHEBHO U MHOTOKPATHH NEPOpaIHH JO3H (KaTo € NMpUiarad NpaxsT 3a
nepopanya cycnexsus) or 4 mg/kg, 6 mg/kg u 200 mg asa meTH HeBHO. HaTosapsamure
HHTPaBeHO3HH A03H oT 6 mg/kg i.v. ABa METH AHEBHO npe3 MbPBHUA AEH, [ocacABaHH oT 4 mg/kg
MHTPaBEHO3HA 1034 JBa IMhTH AHEBHO U 300 mg nepopanHu Tabnerku ABa 0bTH JHEBHO ca OWH
OLIEHEHH MpH eaHO (GapMAKOKHHETHYHO NMpoy4YBaHe nmpu oHoiK. [To-ronsma BapuabuwiHOCT MeXTY
naugeHTuTe ¢ HabnoaapaHa npy NeAUATPUHHEY NAIMCHTH B CpaBHEHHE C Bb3PaCcTHH.

CpaBHetye Ha PapMaKOKHHETHYHHUTE JaHHU HA EAHATPHYHATA K Bb3PACTHATA NIOMYy1ALMs €
NOKa3aJo, 4e NpeABIKIAHATa TOTaHA ekeno3uuna (AUC)) nipu aeua, ciel IMpHIoKEHHE Ha

MHTPABEHO3HA HATOBapBamia f03a oT 9 mg/kg, € cpaBHUMA € Ta3H MIPH BB3PACTHH CIIER UHTPABEHO3HA
HaToBapBaila g03a ot 6 mg/kg. [IpeaproxAaHUTE TOTAIHH EKCIIO3HIIMM IIPH ACLA CiIe] [PHAOKEHHE
Ha MHTPAaBEHO3HH noAabpammu Ao3u oT 4 u 8 mg/kg ABa NBTH JHEBHO, Ca CPABHMMH C TE3H IIPH
BB3PACTHH CJIe] UHTPABEHO3HHU A03H, cbOTBETHO OT 3 ¥ 4 mg/kg nsa mbri aHEeBHO. IIpeaBrxaaHaTa
TOTANHA eKCNO3HLMA fIPH AeLa, CISA NepOopaiHa MoAXbpKaila A03a oT 9 mg/kg (Makcumym go 350
mg) ABAa I’bTH JHEBHO € OMJla CpaBHEMA € Ta3M NP BL3PACTHH, clef nepopanHa no3a ot 200 mg nra
nbTH JHeBHO. MHTpaBeHo3Ha 1032 oT 8 mg/Kg e OCHIypH EKCIIO3HLMA HA BOPHKOHA30/I,
npuOJIH3UTENHO ABa ITBTH MO-BUCOKA OT Ta3W MPH Nepopaiina go3a ot 9 mg/kg.

[lo-BucOKMTE MHTPABEHO3HH NOANBPKALLM JO3H [PH MCAHATPHYHH NALMEHTH B CPaBHEHHE C
Bb3PACTHHTE OTPA3ABAT [10-BHCOKHUA €IMMHHALHOHEH KANAUMTET IIPH NEAHATPHUHHTE NALHEHTH B
pe3yNTaT Ha No-roMIMOTO ChOTHOLLIEHHE Ha MacaTa Ha YepHus Apod KbM TenecHara maca.
[lepopanHarta 6HOHaNMUHOCT MOXe obaue 1a Obae orpaHUieHa NpH Acua ¢ Manabcopbuns u ¢ MHOTO
HUCKO TErJIO 3a TAXHATA BL3pacT. B Taxes ciy4ali ce npenopbyBa HHTPABEHO3HO [IPWIOKEHHE HA

BOPHUKOHA30J1.

Excno3sHUMHTe HA BOPHKOHA30J MIPH MEO3WHCTBOTO MALIMEHTH B FOHOLIECKA Bb3PACT ca OWIH
CPABHUMM C T€3H [IPH BH3PaCTHH, MOJTYYaBalH CHIIKTE AO3KPOBKH. BENpeky ToBa NpH HAKOH
FOHOLIIH, C TErJIO [O-HKUCKO OT TOBA NPH BB3PACTHH, ce HAbI0aaBa no-Majika eKCno3uima. BeaMoxHo
e MeTaboIH3HPaHETO HA BOPMKOHA30I MPH Te3H HHAMBHIAM Aa € NO-CXOAHO A0 TOBA NIPH AeLa,
OTKOJIKOTO IIPH KOHOLIK/Bb3pacTHH. Bb3 OCHOBA Ha MOMyNAauUMOHHMA PAPMAKOKHHETUYEH aHAIM3
IOROWIMTE HAa BB3pacT ot 12 no 14 rogunwu, ¢ rerno noa 50 kg Tpsadsa na nosmyyapar JO3HPOBKH 34
neua (Bx. ToMka 4.2).

Bwvbpeuno yspesicoare
[Ipu nauMeHTH ¢ HopManHa 6bLOpeuna PyHkuMA, PapMAKOKMHETHHHHST POPHI HA XUIPOKCHIIPOIHIL-
B-uHKNONEKCTPHH, MOMOIIHC BEUWIECTBO HA BOPMKOHA30J1 MHTPABEHO3HA GopmMa, UMa KPATHK
MONYXKHMBOT OT 1 A0 2 yaca, 4 HAMA HATPYMBAHE ClICA NOC/IEIOBATENHY QHEBHH 1034. [IpH 3apasu
MHAMBHAY M NPU MALKCHTH C JICKE OO TeKKa cTerneH Ha O050pe4Ha HeAOCTATBYHOCT NO-rOAMATa 4acT
(> 85%) ot no3a 8 g xHaApoKcHNponun-6eTa-UMKJIOAEKCTPHH ¢€ S/IMMHHMPA ¢ ypHHaTa. [Ipu
NaLUeHTH C NEKO, YMEPEHO B TeXKO OE0peuHo yBpeXAaHe CTORHOCTHTE Ha NOTYXKUBOT Ca yBENHYEHH
HaJ HOPMAJIHHTE CTOMHOCTH OT NPUOHU3UTENHO ABY-, YETHPH- H IecTKPaTHO. I1pH Te3u nal.meffm
NOCAEAOBATSIHMA MH(}Y3UM MOTAT Ja AOBEAaT 10 HATPYMNBaHE Ha xa,upoxcunponun-ﬁe'ra e
LHUKIOAEKCTPHH A0 AOCTUraHE HA PABHOBECHO ChCTOAHUE. XUAPOKCHUIIPOIIU B-umcnﬂ,ue}icrﬁun ea
OTCTpaHABa 4Ype3 XeMOAHANU3a ¢ KINHUPBHC 37,5+24 ml/min. f
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Cnen equHuyHa nepopanHa a03a (200 mg) AUC e 6una ¢ 233% no-Bucoka npH JiMua ¢ nexka o
ymepeHa yepHoapoOHa uuposa (Child-Pugh A u B) B cpaBHeHue ¢ 11La ¢ HOpMaHa YyepHOApOoOHa
¢yHk1pua. CBBP3BAHETO HA BOPUKOHA30J1 C IPOTCHHHMTE HE € OMIO 3acerHaTo ot yBpeaeHaTa

yepHOOpoOHa PyHKLUMA.

B npoyuBaHe ¢ MHOTOKPATHO NepopainHo npuinokexue croitnocture Ha AUC, ca 61WiM cxonHu npu

nHLa ¢ yMepeHa uepHoapobna uuposa (Child-Pugh B), nonyuasaigy noaabpaxama aosa 100 mg nsa
IBTH ZHEBHO H JIKLIA ¢ HOPMAJTHA YepHOAPOOHa QyHKUMA, mony4yasawH 200 mg nsa M-TH AHEBHO.
JIunceat GpapMaKOKHHETHYHH JAHHHU MPH NALHEHTH ¢ Texka yepHoapobHa umposa (Child-Pugh C)
(Bx. TOukH 4.2 U 4.4).

5.3 IIpeaxnnHHYHHE JAHHHA 32 6e3onacHocT

[IpoyuBaHHA BBPXY TOKCHYHOCTTA MPH MHOFOKPAaTHO NPHWIOKEHHE Ha BOPHKOHA30/ NOKA3BAT, Ue
yepHUAT APob e npHueaHMAT oprad. [TogoOHO Ha ApyrH aHTUMHKOTH4YHH CpEICTBA
XEHATOTOKCHYHOCT € HaO/mogaBpaHa MpH IVIa3MEHU €KCNO3HLMHM, CXOHHU C TE3H, MOJYHYEHH B
TEPANEBTHYHM J034 NMpH 4YoBeka. [IpH IrbXxoBe, MHIOKH H Ky4€Ta BOPHKOHA301 € NPHUMHHI 4
MHHHMAJIHH NpoMeHH B HaaOrOpedHnTe xuie3l. KoHBeHIMOHANHMTE (PapMaKOKHHETHYHH
Nnpoy4BaHHs 3a 6€30MacCHOCT, FTEHOTOKCHYHOCT HIIM KAPUHHONCHEH MOTEHLMAN HE NMOKa3BaT 0CODeH

PHCK 3a Xopa.

PenpoayKrHBHH NpPOYYBAHUS MOKA3BAT, Y€ BOPKKOHA30]1 € TEPATOTCHEH NPH [LTLXOBE M
eMOpHOTOKCHYEH MPH 3aRLM NPH CHCTEMHH €KCNO3MLUMH, PABHH HA T3, NOJIYYECHH NIPH X0pa B
TepaneBTHMHH A034. B npoyusaHe Ha npe- U NOCTHATATHOTO Pa3BHTHE [IPH IUTEXOBE NPH €KCIO3HIMH,
MO-HUCKH OT TE3H, MOJYYECHH NPH XOpa B TEpaneBTUMHU 03U, BOPHKOHA3ZOJ € YBEJIHYHI
NPOABKUTENHOCTTA Ha MeCTALMATA H poAOBaTa ACHHOCT U € Npeau3BHKAN JMCTOKHA C [IOC/IeABalla
MaifyHHa CMBPTHOCT H NOHIKEHA MePHHATAIHA MPEXUBAEMOCT HA HOBOpoAeHuTe. EQexrure abpxy
NEPHOAA HA paxJaHe ca BEPOATHO MEAMHPAHH OT BUAOBO-CNELMPUYHH MEXAHH3MH, BKIIIOYHTEIHO
NMOHIWKEHHE HA €CTPAJHOJIOBUTE HUBA M ChOTBETCTBAT Ha T€3W, HaOMOZaBaHM NPH APYTH a3010BH
AHTUMHKOTHYHH cpencrea. [IpunoxkeHdero Ha BOPHKOHA30JI He IPEAU3BUKBA YBPEAKIaHE HA MbXKKHS
MJIM XKeHCKHA (PEPTIIIMTET NPH IUTBXOBE MPH €KCMO3ULMH, NOJO0HH HA Te3H, NOJIyYEHH [pH XOpa B
TEepancBTUYHU J03H.

Xuapokcunpoimwi-dera-UHKIOAEKCTPHH

HexjnHUYHHUTE JaHHU HE NOKa3BaT 0cO0EH pHCK 3a xopaTa Ha 6a3a HA KOHBEHLIMOHAIIHHTE
NMPOYUYBAHUA 38 TOKCHHHOCT NPH MHOTOKPATHO MPWIOKEHKE, FTEHOTOKCHYHOCT U PEMpONyKTHBHA
TOKCHYHOCT M pa3sBHTHETO. B mpoyusaHe ¢ IUTbXOBE 33 KAHUEPOr€HHOCT XHMAPOKCUITPONHA-f-
LHMKJIOAEKCTPHH NPOM3BeXAa aACHOKAPLLUHOMH HA Je0enoTo YepBO U eK30KPHHHU NaHKpeacHH
afleHOKapUHHOMH. Te3u pe3yiTaTd He ca HabmogaBaly npH NogodHO H3cneaBaHe 3a KAPLMHOMGHHOCT
Ha MHIIKY. KTHHHYHATa 3HAYMMOCT Ha aAeHOKapLMHOMUTE Ha XebenoTo 4epBo € HUCKA H
MEXaHH3MBT HA HHAYKL{HA HA €K30KPUHHHUTE [IRHKPEAaCHH aJICHOKAPLIMHOMH HE CE€ CHMTa 33 3HAUHUM
NMpPH XOparta.

6. ®APMAIIEBTHYHH JAHHU

6.1 Chnuchk HAa DIOMOIHATE BeINEeCcTBa

[Ipax3a uHGYIUOHEH Pa3TBOP:
Xuapokcunponwi-6era-unknoaekcTpuH (Hydroxypropyl-beta-cyclodextrin)

Harpues xnopua /_.,..7-:--_;,.;-
- "'*l_'{":l. b ! =y ’

Xn1opoBOAOPORHA KHCENTHHA (3a kopekuus Ha pH) V. T T
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Bopudynran He Tpabra ga 6pxe npuiarad B €AHa M ChLIa HHPY3HOHHA CHCTEMA HI Haﬁlo.na .
€IHOBPEMEHHO C APYTH HHTpaBeHo3HH npoaykTH. CakeT TpabBa aa Obae npopepe, 3a Aa € CUTYpHO,
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ye uH(y3uLTa € NnpuKmoYwia. Cnen npumovBaHe Ha HHPy3uaTa Bopudynran cucrema Moxe a
ObAe H3NOJI3BaHA 33 MPHUIOKEHHETO HA APYTH UHTPABEHO3HU (IPOAYKTH.

KpBbBHH IPOAYKTH U KPaTKOTPaiiHa HHG Y31 Ha KOHUEHTPUPAHH €IEKTPOJIMTHH PA3TBOPH:

EnexTpOIMTHUTE HAPYLIEHHA KATO XMINOKATUEeMHUA, XMITOMArHE3HEMHS M XHIIOKAJLLHEMHUs TpAOBa Aa
GBbAaT KOpUrHpaHH NPeAM 3aro4yBaHe Ha JIeUYeHUe C BOPUKOHA301 (BX. ToukH 4.2 U 4.4). BopudyHran
He TpA6Ba Aa ce U3NON3Ba €AHOBPEMEHHO C HHKAKLB KPBBEH NMPOAYKT WIH KpaTkoTpaiHa HHy3us Ha
KOHLIEHTPHUPAaHH €JIEKTPONMUTHH PasTBOPH, AOPH aKO ABETE HHPY3HH c€ NpuWiIarar B OTACIHH CHCTEMM.

O6110 napeHTEpaIHO XPaHEHE:
O6wo napenrepanHo xpanede (OI1X) ne Tpabsa ga ce npexkvepa, Koraro ce npuwiara ¢ Bopudysran,

HO TpsOBa 14 ce Mpuiara npes OTAE/NHA CUcTeMa. AKO ce npuiara HHy3usTa npe3 MHOTOKPATEH
nymeH KareTbp, OI1X TpabBa aa ce npmiara, KATO ce U3M0I3Ba pa3IHYEH KaHajl OT TO3H, H3fI0I3BaH
3a Bopudynran. Bopudynran e Tpabsa aa ce pasrsapa ¢ 4,2% nHpy3noHeH pasTBOp HaA HATPHEB
OukapboHaT. CpBMECTHMOCTTA C APYTH HETOBH KOHIIEHTPALIMH € HEM3BECTHA.

To3u nekapcTBEH NPOAYKT HE TpAOBa Aa Obae CMECBaH C OPYrU JICKAPCTBEHH NPOAYKTH, OCBEH
COMEHATHTE B TOUKa 6.6.

6.3 Cpox Ba rogsocr

36 Mecena.

Ot Muxpo6HonoruuHa rieHa Touka, ciej kato Obae pasresopes, Bopugynran tpabsa aa ce U3nonssa
BeRHara. AKO He ce u3ronssa HezabapHo, MOXKE Ja C€ CbXPaHABA B NPOABIDKEHUE HA 72 yaca npu
tremneparypa 5°C (B xnagunuuk). Cnen pasrsapsaHe Bopudyuran tpabea na 6bae paspeneH cue
ChBMECTHM HHQY3HOHEH pa3TBOp, NpeaH aa ce BauBa. (lonmwiHurenna uHpopmauus € NpeacTaBeHa
[o-IJ0Jy.)

6.4 ChnenEanHn yCI0BHS HA ChXpaHeHHe

To3u nekapcTBeH NPOLYKT HE H3UCKBA CIICUMANIHM YC/I0BHA HA CBXPAHEHHE NpEaH pa3TBapsHe.
3a yclI0BHA Ha ChXpaHEeHHeE clie]l peKOHCTHTYUPAHE Ha JICKAPCTBECHMA NMPOIYKT, BXK. Touka 6.3.

6.5 Baanchabpkanne HA ODAKOBKATA
Bopudyuran npax 3a HHQY3HOHEH Pa3TBOP CE NPEAIAra B KyTHS, ChbAbPKALLA:

dnakon ot 25 ml oT mpo3pa4yHO cTHKNO THN | CBC cHBA, XIOPOYTHAOBA rYMEHA 3aMyIAIKA U
amyMHHMEBa 00KaTKa C IU1aCTMACOBO YEPBEHO Kanave.

Beaka onakoska cbabpxka | dnakoH.
6.6 Cneguaann npeaniasHd MepPKH NPH H3XBLpaAsHE H padoTa

Heumznonzpanuar NPOAYKT WIHM OTNIAABMHHUTC MATCPpHANIN OT HCTO TpﬂﬁBa A4 CC H3XBPP/AT B
CHOTBCTCTBHEC C MCCTHHTC N3HCKBAHHKA.

[IpaxbT ce pasTBapa B 19 ml Boga 3a uraxexkuuy wid B 19 ml narpues xnopun (9 mg/ml (0.9%) 3a
nHby3u1, 3a 14 ce nony4d odem 3a usrernaHe ot 20 ml GHCTBp KoHLEHTpaT, chaABpXKaw 10 mg/m!

BOPHKOHA30I1.

o . B Sra
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Haxebpnere dnakona ¢ BopudyHrain, ako BAKYYMBT HE U3TErNA Pa3TBOPUTEIA BhB cbuaim g

[Ipenoprusa ce fa ce U3MON3BA CTAHAAPTHA (HE@BTOMAaTHYHA) CIPUHLIOBKA OT 20 ml *ﬁa:ng, ce quypn"
TouHO KonuuecTBo (19,0 ml) Boaa 3a urxekuun win (9 mg/mi [0,9 %]) HaTpHes mopﬂ,n Ba uiic[}yam

1" X |
Pasknarere ¢nakoHa, JOKATO NpaxsT ce pa3TBOpH. TO3H NEKapCTBEH NPOAYKT € camq..:saﬁguqxpggﬂﬂ
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NPWIOKEHHE H BCAKO HEH3NON3BAHO KOJIHYECTBO TPAOBaA Ja ce M3XBBPIIM, KATO TpAOBA Aa ce M3MOo/3Ba
camMo0 OMCTBp pa3TBOp 0€3 YacTHLM.

3a na 6nae npunoXkeH, HeoOXOAUMHUAT 06eM MPUTOTBEeH KOHLEHTPHPaH pa3TBop ce A00aBs KbM
NpenopbYBaHKA CbBMECTHM HH(PY3HOHEH pa3Teop (YTOUHEH [10-401Y), 3a [a C€ NOIYy4YH

OKOHYATEJIHHAT Pa3TBOP HAa BOPHKOHa30M, chabpkaig 0,5-5 mg/ml.

Heobxonumu konnuectBal 0 mg/ml BopudyHran KOHUEHTPAT

Tenecmo [Koamuecrsa Bopadynran koruestpar (10 mg/ml), neobxonumu npa:
rerJo ( o3a 3 mg/kg Elo:la 4 mg/kg o3a 6 mg/kg o3a 8 mg/kg o3a 9 mg/kg
Opoki dnakonn) (Opoi daaxonn) (Opoii paaxonn) (Opoit parakonn) (Opok

JJAKOHH)

10 - 1.0 ml (1) L 8.0 ml (1) 0,0 ml (1)

15 k ,0ml (1) - Ilz,o ml (1) 13,5 ml (1)

20 L 0 ml (1) - 16,0 ml (1) 18,0 ml (1)

D5 i 10,0 ml (1) I 20,0 ml (1) n2.5 ml (2)

30 9,0 ml (1) 12,0 ml (1) 18,0 ml (1) 24,0 ml (2) 7,0 ml (2)

BS 10,5 ml (1) 14,0 ml (1) 21,0 ml (2) 28,0 ml (2) 31,5 ml (2)

40 12,0 ml (1) 16,0 ml (1) P4.0 ml (2) 32,0 ml (2) 86,0 ml (2)

45 13,5 ml (1) 18,0 ml (1) 27,0 ml (2) 36,0 ml (2) 40,5 ml (3)

50 15,0 ml (1) 20,0 ml (1) 80,0 mi (2) 40,0 ml (2) 45,0 ml (3)

55 16,5 ml (1) 22,0 ml (2) 33,0 ml (2) 44,0 ml (3) 49,5 ml (3)

60 18,0 ml (1) Ea;,o ml (2) 36,0 ml (2) 48.0 ml (3) 54,0 ml (3)

65 19,5 ml (1) 6,0 ml (2) 39,0 m! (2) 52.0 ml (3) 58,5 ml (3)

70 21,0 ml (2) 28,0 ml (2) 42.0 m! (3) L R

75 22,5 ml (2) 30,0 ml (2) 45,0 mi (3) - -

80 24,0 ml (2) 32,0 ml (2) 48,0 ml (3) - i

185 5,5 ml (2) 34,0 ml (2) 51,0 ml (3) L

00 27,0 ml 2) 36,0 mi (2) 54,0 ml (3) i I

05 28,5 mi (2) 38,0 ml (2) 57,0 ml (3) L A

100 30,0 m! (2) 40,0 ml (2) 60,0 m1 (3) - -

[IpvroTBeHHAT pasTBOP MOXKE f1a ObAe pa3pencH C:

Harpues xnopun 9 mg/ml (0,9 %) unxxekunoHeH pasTBop

Punrep-nakrar M1HQY3HOHEH pa3TBOp

5% rmoko3a u PuHrep-nakraT YH(Y3HOHEH pa3TBOP

5% rmoxo3a u (0,45 % HaTpues Xnopul UHQY3HOHEH pasTBOP

5% rmoxo3a uHQY3UOHEH pasTBOP

5% rmokoza B 20 mEq xanues xnopun nHGpY3IHOHEH pa3TBOp

0,45 % HaTpHeB xnopuz HHPY3HOHEH Pa3TBOP

5% rmoxo3za u 0,9% HaTpueB xnopua HHPY3HOHEH PasTBOP

CHbBMECTHMOCTTA Ha BOPHKOHA30J C APYrH, OCBEH ONMHCAHHTE M0-TOpE HAH B TOUKA 0.2 paspeauTe)H,
HE € H3BECTHA.

Ha Kpaa Ha JIMCTOBKATA 34 [IALHUCHTA C [IpEAoCTanCHa JOIIBJIHATCIIHAG HH(i)ﬂpMallPlﬂ 3a MCOHUHHCKHTC
HIIA 31 paBHHTE CIICIIHAIIHCTH.

7.  IIPATEXXATEJ HA PASPEIIEHMETO 3A YIIOTPEBA T

»Jdafikagapma Bucokokauectsenure Jlexkapcrsa” AJ] i %
oyn.” I'. M. lumurpos™Nel \
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rp. Cogua 1172, benrapus

Ten.; +359 2 962 54 54

dakc: +359 2 9603 703

e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

20150271

9. JATA HA IIBPBO PASPEINIABAHE/TIOJHOBABAHE HA PAZPENIEHHUETO 3A
YIIOTPEBA

Jlata Ha mppBO paspewaBane: 07 asryct 2015 r.
Hata Ha nocneano nogHoBasaHe: 28.07.2020 r.

10. JATA HA AKTYAJIM3IUPAHE HA TEKCTA

Onu, 2025
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