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Bopudynran 200 mg npax 3a uHdpy3uMoHeH pa3TBop ;,_"_i’*’ F

Vorifungal 200 mg powder for solution for infusion

Bceku dnakoH ceaspka 200 mg BopukoHazon (voriconazole).

Cnen pasrBapsne (06w o6em 20 ml): Bcexu ml cbabpxka 10 mg BopukoHazo. Bennbx pa3rsopeH,
Mpean NMPUIOKEHHE, 3aXb/DKMTENHO Ce pa3pexkaa AOMbIHHUTENHO.

IlomoLiHM BELECTBA ¢ M3BECTHO JIEHCTBHE!
Bceeku dnakon ceabpka 88.74 mg Hatpuid.
Bceeku dnakon chabpka 2 400 mg LMKIOAEKCTPHH.

3a NBJIHMA CIIHCBK HA MOMOLIHHTE BELLECTBA BX. TOYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

[1pax 3a undy3uoneH pasrsop.

Ban no noutu 6s1 nuodunusupal npax.
pH: 5,4-7.0.

Ocmonanuret: 530 mOsm/Kg = 10%.

4. KJHHHUYHM JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

BOPHKOHE'BO.]’I € IIHPOKOCNEKTBPEH TPHA30JI0B aHTHMHKOTHYEH ar€¢HT U € MOKa3aH NpH Bb3PACTHH H
Jiela Haj 2 roIMHU W NoBeye 3a:

o JleyeHue Ha HHBA3UBHA ACTIEPTUIIO3a;

o JleyeHHe HAa KAHAMAEMHMSA MPHU NALMEHTH €3 HeyTPONeHHS;

o Jleyenue Ha (u1yKOHA30/I-PE3UCTEHTHH CEPHO3HH HHBa3UBHHU Candida iHdekuuu (BKIFOUHTENHO
C. krusei),

e JleueHHe HAa CEPUO3HH rbOMYHH HH(EKLMH, MPUUHHEHH OT Scedosporium spp. u Fusarium spp.

Bopudyuran tpsbea n1a 6b/ie npunarad riaBHO MpH NaUKMEHTH C NMPOrPECHPALLH, IOTEHLMAIHO
AHMBOTO3aCTpaLIABAIUM HHPEKLIHH.
[Ipodunakruka Ha HHBa3UBHU rBOMYHH HHPEKLIWH NPH BUCOKOPHCKOBH PELIMITHEHTH C AJIOreHHa

TPaHCIUIAHTaLUs HAa XeMonoeTH4HH cTBooBH KieTkH (TXCK).

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

EOSHQOBKE

ENeKTposIMTHH HAapylLeHHs KATO XMITOKATHEMHSA, XHIIOMarHe3ueMHA W XUNOKaLMeMus TpaOBa Ja
BOPUKOHA30J1 (BK. To4Ka 4.4).

IIpenopbusa ce BopudyHran na ce npuiara npH MakcUMasiHa CKOPOCT Ha HHy3usTa 3
3a | no 3 yaca.

Bopudynran ce npenara karo 200 mg npax 3a repopaiHa CyCIeH3Hs.




Jleuenne

Be3pacmuu

JleuenueTo Tpabea na OpAe 3aMOYHATO ¢ ONpele/leHaTa HaTORapBalla 5032 HHTPABEHO3EH WIH
nepopaneH BOPHKOHA30J, LiCIALIA JOCTHIaHE NIPE3 MLPBUA JIEH Ha ILIA3MEHH KOHLIEHTPALUMH, OIH3KH
Io craionapauTe. [Ipensun Bucokara GuoHanuyHOCT NpH nepopaneH npueM (96%; Bx. Touka 5.2), B
cay4ail ye ¢ KIMHHYHO ONPABA&HA, € YMECTHO NPEMUHABAHE OT HHTPABEHO3HO KbM NEPOPAIHO
NPHIOKECHHE.

Cnepnpamara tanuua npennara NetaiinyHa HHbopMauud 3a NPENOPBHYATENTHHTE AO3H:

HuTpaBseHo3Ho IIepopaino npHIOKeHHE
IpRACKeHRE [MauuenTu ¢ Tenecno terno| [laumenTu ¢ TenecHo
40 kg min nopeye* terno nox 40 kg*

aropapeama cxema| 6 mg/kgHa Bcekun | 400 mg Ha BcekH 12 yaca 200 mg na Beekn

A DpHAATAHE 12 yaca 12 yaca
obpBHTE 24 1aca)

oqALpAKAINA 1032 4 mg/kg nea et | 200 mg apa nbTH AHeBHO | 100 mg nBa MBTH JHEBHO
ciex obpBETE AHEBHO

4 gaca)

* OrHac4 ce ChILO 32 NAUMEHTH Ha BB3pacT 15 U nosede romHHH.

Ipodvaxcumennocm Ha Ae4eHuemo

IMpoABMKATENHOCTTA HA IEYEHNETO TPAOBa Aa Obae BE3IMOXHO Haii-KpaTKa B 3aBUCMMOCT OT
KJIHHMYHHUSA H MMKOJIOTHYHHA OTroBOp Ha maumeHTa. [IpoabmokurenHara ekcnosHups Ha BOPHKOHA30M
¢ spemeTpaere Haa 180 auu (6 Mecenla) M3MCKBA BHAMATEIHA OLEHKA HA CHLOTHOLISHHETO [10J13a/pPHCK
(8. Touku 4.4 u 5.1),

Adanmupane na dozama (ep3pacninu)}
HpH HecnocoOHOCT Ha nauveHTa aa rneHece HHTpaBeHO3HO JTEYEHHE C 4 Il]g/kg ABa TIBTH AHCBHO
Ao3ara ce HamasaBea Ha 3 mg/kg nBa MbTH AHEBHO.

AKO OTTOBOPBT Ha NALMEHTA € HE3aIOBONMTENEH, NOJIbPIKALIATA £03a MOXKE A3 OBAe MOBHLICHA HA
300 mg nBa NBbTH AHEBHO, NPHIIOKEHA nepopando. 3a nauuentu noa 40 kg nepopannara noza Moxe
Aa Obae nosulueHa 10 150 mg ABa MsTH AHEBHO.

IIpx HecnocoOHOCT Ha NALMEHTHTE A3 NMOHECAT JIEYEHHE NPH TE3H NMO-BHCOKH 1034, NEPOpANHATA 1034
ct HAMa/l4Ba Ha CTBOKH OT 50 mg 1o noagbpkawua gosa 200 mg nea nvTh aHesHo (100 mg nBa NETH
JHEBHO 3a nauueHTd non 40 kg).

B caywait Ha npodunakTryHa ynotpeba, BHXTE 3a CpaBKa 1o-aoiy.

Heya (2 0o <12 200unu) u ronouu ¢ nucko menecno meano (12 oo 14 200unu u <50 kg)
Bopukonazon Tpabra aa 6b4€ JO3HpaH KATO MMPH ACLIA, THH KATO TE3X MIaAH IOHOWIY MOraT Aa
MeTabONH3HpaT BOPHKOHA30 110 HA4HH M0-0NM3BK A0 Aela, 0TKOAKOTO A0 Bh3PacTHH.
IIpenopbYMTENHUAT pexKHM Ha J03MPaHE € CEeJHHA:

MuTpasenosno npmiokenne  |[lepopaiHo npunoxenne
ATOBAPBAIIA CXeMa HA 9 mg/kg Ha Bceku 12 yaca He ce npenoprusa
paaarane
npes mbpBHTE 24 3aca)
OIABPXKAINA 1032 8 mg/kg nBa mbTH JHEBHO
caeq nnpeaTe 24 yaca)




HMYHOKOMNIPOMETHPAHH I0HOLIY Ha BB3pacT or 12 1o <17 roauHu.

IIpenopbuHTENHO € TEpanuaTa Aa 3an04He C HHTPaBEHO3HO NPHI0KEHHE, a epPOPATHOTO
npunoxeHue TpadBa Aa ce 00CHAM caMO cnen 3HAYUHMO KNUHWYHO noaobpeHue. Tpabea aa ce uma
NpeIBHa, Ye HHTpaBeHO3Ha 1032 oT 8§ mg/kg e OCHIypH eKCIO3HLMA Ha BOPHKOHA30
npuONM3KMTENHO 2 METH NO-BUCOKA OT NepopaiHa ao3a ot 9 mg/ke.

Beuuru dpyeu ionowu (12 00 14 200unu u> 50 kg; 15 00 17 200unu b6e3 ozned na meaechomo mezno)
Bopukorazon Tpabea na 6bae no3MpaH KaTo MpH Bb3PACTHH.

Adanmupane na dosama (Oeya [2 9o <12 200unu] u lonowu ¢ nucko merecuo meano {12 do 14
200unu u <50 kg})

B cnysait, ye TepaneBTHNHUAT OTTOBOP HA NALKEHTA KbM JICYEHHETO € HEANEKBATEH, HHTPABEHO3HATA
Io3a MoXce Aa 6be noBmMilieHa che cThIKH OT | mg/kg. AKO MaLMEHTHT HE MOXKe 14 MOHece
NevyeHHeTo, peayLMpaiiTe HHTpABEHO3HATa A03a ChC CThIKH oT 1 mg/kg.

Vnorpebara npu nejHaTpPHYHA NALMEHTH HA BB3PacT OT 2 0 <12 roAMHH ¢ YepHOAPOOHa WK
61.0peuna HeIOCTATHYHOCT HE € Mpoy4eHa (BXK. ToukH 4.8 1 5.2).

IpodunaxTHka NpH BB3PACTHH H gela

IMpodunaxrukara Tpabea ma 3ano4He B JeHA HA TPAHCILTAHTALMATA H MOXKE 12 ce npunara 10 100
nuu. [Ipodunaxrukara Tpabsa Aa € BLIMOKHO Hal-KpaTka, B 3aBUCHMOCT OT PHCKA 3a pa3BHTHE HA
HHBa3HBHa reOuuHa uHdexuus (MI'H), onpeneneH oT HeyTPOMEHHATA HIIH HMYyHOCYNIpecuATa. B
Clly4aH Ha NPOAB/DKABALIA HMYHOCYIIPECHA WM PEAKUMA Ha TPAHCIUIAHTATA CPElly PELMITMEHTA
(PTcP), T2 moxe na 6bae npogwmkena Ao 180 aHu ciex TpaHcwaHTamMATa (BXK. ToukKa 5.1).

ozupoera

INpenoppyMTENHATA CXEMA HA MPHIAraHe Npy NpodHIAKTHKA € CHILATA KATO [pPH JieYeHUe B
CHOTBETCTBHE C BB3PACTOBHTE rpynd. Mons, Hanpasete clipaBka ¢ TabJIMUMTE 3a NeYeHue,
NpeacTaseHH no-rope. (Bx. TabIHUKTE 3a IEUEHHE O-TOPE).

IIpodwancumennocm na npoduraxmurxama
Be3onacHocTTa M epHKaCHOCTTA Ha MPHIIOKEHHETO HA BOPHKOHA30I B IPOABIDKEHHE Ha [OBEYE OT

180 nuu He e anekBaTHO MPOYY€Ha B YCJIOBHATA HA KIIMHUYHH W3MHTBAHUA.

Ynorpebara Ha BOPHKOHA30M 33 MPOQUIAKTHKA B MPoABDKEHHE HA noBede oT 180 nuu (6 meceua)
H3MCKEA BHUMATEIHA OLEHKA HA CHOTHOLIEHUETO Nof3a/pHck (BXK. ToukHu 4.4 1 5.1).

CnenHure HHC TPYKLIHH BAKAT KAKTO 33 NCYCHHE, TAKA Y 34 npodunakruka

Adanmupane na dozama

Ipu npodnnakTiyna ynotpeba, He ce npenopbysa ajanTUpaHe HA X034Ta B C/Iy4ail Ha JIMIca Ha
eMKaCHOCT WIH Ha CBBP3aHH C JleYeHHeTo Hexenann crOuTna. B ciyyail Ha cBbp3anu ¢ nevennero
HexenaHu cLOUTHA TpAOBa fa ce 0OMHCIH crIpaHe Ha BOPHKOHA30MA M YNIOTpe0a Ha alTepHATHBHH
npoTHBOIEOMYHM cpencTea (B, TOuky 4.4 1 4.8).

Adanmupane na dozama 8 CAVHAI HA CLEMECHIHG RPWIONCEHUE

PudabytHH u PpeHuToHH MOXKe da OBAAT NPHIOKEHH €AHOBPEMEHHO ¢ BOPHKOHA301, aKO
OALBPXKALIATA J032 BOPUKOHA30J] ce YBEAH4H 10 5 mg/kg HHTPaBEHO3HO JBA ITHTH JHEBHO {BXK.
ToukH 4.4 u 4.5).

EdaBupeHII MOXKe Jia ce Mpilara eAHOBPEMEHHO ¢ BOPHKOHA301, KO MOAXBPKAILATS [T
BOPHKOHa301 ce noBHIIH 1o 400 mg Ha Bceku 12 yaca, a Jo3ara Ha edaBUpEHL Ce H
10 300 mg Beanwx AHeBHo. KoraTo ce cnpe neyeHueTo ¢ BOpUKOHA30M, TLPBOHAY
Ha edasupeHL TpabBa Aa ce Bb3CTAHOBH (BkK. TOMKH 4.4 u 4.5).

Cmapuecka ev3pacm



ITpu nauueHTH B CTAPYECKa BE3PACT He € HeoOX0oAMMO afanTHpaHe Ha fo3aTa (BxK. TO4Ka 5.2),

Bvbpeuno yepeoicoane
[Mpu naumeHTH ¢ yMepeHa a0 Texka O0r0pedna aucyHKUHS (KpeaTHHHHOB KIHPEHC < 50 ml/min)

HACTHIIBA HATPYMBAHE HA HHTPABEHO3HHA XHAPOKCHNpomwI-B-uniogekcTpuH. [Ipu Te3n nauneHTn
Tpa6Ba Aa 6b1e NPHIOXKEH NEPOPaneH BOPHKOHA30/, OCBEH aKO OLIEHKATAa HA ChOTHOIIEHHETO
pHCK/NON3a HE onpaBAaBa ynoTpebara Ha MHTPaBeHO3EH BOPHKOHA30/. [IpH Te3u maiueHTH
CepyMHHTE KpeaTHHHHOBH HHBa Tpa6Ba Aa 61aaT NpocaensBaHU YECTO, 3 NPH NOKAYBAHETO UM
Tpabpa na ce oOcbaHN IPeMHHABAHE KbM JICUEHHE C MepopajieH BOPHKOHA30! (BK. ToUKa 5.2).

BopukoHa3on ce XeMOAHATH3HPA ¢ KIHPBHC OT 121 ml/min — 4eTHPH4ACOBHAT XEMOAHAIM3EH CEAHC
He OTCTpaHABa JOCTaThYHO KOMHYESCTBO BOPHKOHA304, 33 Ja C€ Halara aJanTHpaHe Ha 103aTa.

KJHpPBHCET Ha HHTPABEHO3HNA HOCHTEN XMAPOKCHIPOMUN-PB-LHMKNONEKCTPHUH PH XEMOAHANN3A &
37,5+24 ml/min.

Yeproopobro yepexcoane

I1pu nauHeHTH ¢ Neka fo yMepeHa yepHoapoGHa wuposa (Child-Pugh A u B), nomyvasaumu
BOPHKOHA30/1, C€ Npenopbyea ynorpedarTa Ha CTAHNAPTHATA HATOBAPBALLA 2034, HO MOMABPIKALIATA
ao3a Tpa6Ba ga 6bae HaManeHa HaNoJIOBHHA (BX. TOYKA 5.2).

BOpHKOHA30/M HE € H3CNeBaH NPH NALMEHTH C TekKKa XpOoHHIHA YepHoapoOna uuposa (Child-Pugh
O).

ChluecTByBaT OrpaHHYEHH JaHHH 3a 6€30M1aCHOCTTa HA BOPHKOHA30I TIPH NALIHEHTH C OTK/IOHEHHA B
yepHonpobHuTe PYHKLMOHAIHH NOKa3aTenH (acnaprar TpaHcaMuHasa [AST), anaHuH TpaHcaMHHa3a
{ALT], ankanua ¢ocdarasa [ALP] unu 06w 6unupy6yH > 5 nbTH HaA ropHara rpaHuia Ha HOPMATa).

BopHrKoHa301 ce cBLP3Ba ¢ NOBHINEHHE HA 4epHOAPOOHHUTE GYHKUNOHANHE MOKA3ATENH U KIHHUYHH
Oenesn Ha YepHOAPOOHO YBPEKAAHE KATO KBJITECHHLIA H TIPH MALHEHTH ¢ TEXKO YepHOAPOOHO
yBpexkaaHe TpaOpa aa 6bae ynorpebaBaH caMo ako MOJI3aTa HAABHILABA NOTEHLMATHUS PHCK.
MauueHTH ¢ TENRKO YepHOAPOOHO YBpexaaHe Tpadea ga ObAAT BHUMATENHO NPOCNEAABAHH 34 POABH
Ha JIEKAPCTBEHA TOKCHYHOCT (BA. TouKa 4.8).

Heouampuyna nonyaayus

BezonacHocTTa M eMKACHOCTTa Ha BOPHMKOHA30 P Aena Ha BB3pacT Nox 2 roJHHHM He ca
ycTaHoBeHH. HanuuHMTe NOHACTOALEM AaHHH Ca OMHCAHU B TOMKH 4.8 1 5.1, HO He MOXKe Aa Obae
HAMpaBeHa NPENopbKa 3a A03HpPaHe.

Hauun Ha npunokeHne
Bopudysran usHcksa pasTBapste H paspexiaHe (8. Touka 6.6) npeau npunoxeHue Karo
HHTpaBeHo3Ha MH(}y3Ha. He ce npunara nmox ¢opmara Ha GonycHa HHXEKUUA.

4.3 IIporaBonoxka3aBHSs

CBpPBXYYBCTBUTEIHOCT KbM aKTHBHOTO BELUECTBO HIH KBM HSKOE OT MIOMOLIHHTE BELLECTBA,
n3bpoeru B Touka 6.1.

[ToMOLHOTO BELUECTBO XHAPOKCHIIPONHI-B-LHKIOAEKCTPHH Ce eTMMHUHHPA Ype3 rIoMepyJiHa
¢unTpauud. CnemoBaTeNHO BOPHKOHA30 i.V. € MPOTHBONOKA3aH NPH NalMeHTH ¢ YMEPEHO A0 TEKKO
6b0peuno yspexaane (onpeaeneHo KaTo KPEATHHHHOB KIMPBHC oA 50 mi/min} (B, Touka 4.4
To4Ka 5.2).

[IporHBONOKA3HO € eqHOBPEMEHHOTO MPIIOKEHHE HA BOPHKOHA30II C JIEKAPCTRE
meTabonnseM e ciHO 3aBHCHM OT CYP3A4 ¥ YHHTO BHCOKH [L1a3MEHH KOHLIE
CbC CEPUO3HN W/WITH KUBOTO3aCTpalIABALIM peakluH (Bxk. Touka 4.5):

e Tepdenanuu



AcreMu3on

Hmzanpua

ITumozun

Jlypasunon

XuHHaHH

Hpabpanux

Epro-ankanoug# (Hanp. eproTamuH, JMXUAPOEProTaMHHE)
Cuponumyc

Hanoxceron

Toneantan

DuHepeHoH

EmnepeHoH

Boknocnopux

BeHeTOKIaKC: NPOTHBOMOKA3HO € €qHOMBEPEHHOTO NPUIOKEHHE B HAYANOTO MO BpeMe Ha
t¢ha3aTa Ha TUTPHpPAHE HA J03aTa BEHETOKIAKC.

IIpoTHBONOKA3HO € EAHOBPEMEHHOTO NPHIOKEHHE HA BOPUKOHA30J C IEKAPCTBEHH NMPOLYKTH, KOMTO

uHayudpar CYP3A4 4 3Ha4MMO IIOHMKARAT IUTA3MEHKTE KOHLEHTPAUMH Ha BOPHKOHA30:

¢ [IpoTHBONOKA3HO € EIHOBPEMEHHOTO NPHIIOKEHHE ¢ pUdaMIHLMH, kKapbamasenun, GapbuTypaTu
¢ aAsnroTpaiino geiictene, Hanp. ¢deHobapbuTan v KBNT KaHTapHOH (BX. Touka 4.5).

e  EdasupeHu;
IIpoTHBONOKa3HO € EAHOBPEMEHHOTO MPHIIOKEHHE HA CTAHOAPTHH J03H BOPUKOHA30/ C A03H
edasupeny 400 mg BeAHEX JHEBHO WIN NO-BUCOKH (BXK. Touka 4.5). 32 uadopmaima oTHOCHO
€AHOBPEMEHHOTO NPHIOKEHHME Ha BOPHKOHA30J1 € N0-HHCKH 1034 edaBHpeHL| BIDKTE TOuKa 4.4.

®  Puronasup:
IIpoTHBONOKA3HO € eTHOBPEMEHHOTO NPHIOKEHHE C BUCOKH 2034 pUTOHasHp (400 mg u noBeye
AEa NBTH AHEBHO) (BXK. Touka 4.5). 3a HHPoOpMAaLMA OTHOCHO €XHOBPEMEHHOTO NPHIOKEHHE C
[O-HACKH JI03H PHTOHABHP BIKTE TOYKA 4.4.

4.4 CpoendaanH npelynpexIcHAESA H OpefNa3Hd MePKH IPH ynorpeba

CBpBXYYBCTBHTENHOCT
Hosnuweno suManue e Heo6xoaUMO NpH npeanMcBade Ha BoprdyHran Ha nayueHTH cbe

CBPBXYYBCTBHTEJIHOCT KbM JPYrH a301H (BXK. ChIUO TO4KA 4.8).

[MpoapKHTEAHOCT HA NEYEHHE
[TpoasLKHTENHOCTTA HA NIEYeHHE ¢ HHTPaBeHO3HaTa opMa ke TpabBa aa 6sae no-rojaMa ot 6
Meceua (BxK. Touka 5.3).

CopaeyHo-ChAOBH
Bopukonazon ce cBpp3ba ¢ yanpkasase Ha (FTc uateppana. MMa penxu ciyvau Ha forsades de

pointes NpH NAUKEHTH, NIPUEMALIH BOPHKOHA30]I, C PUCKOBH (aKTOpH, KOHTO MOXKeE [a ca MpUYMHA 3a
TAX, KATO aHAMHE32a 33 KApAHOTOKCHYHA XHMHOTEPaNHtA, KapAHOMHONIATHA, XHIOKATHEMHA U
CBIBTCTBAILM JIEKAPCTBEHH NpOAYKTH. BoprkoHalon Tpabpa na 6bae npunarad ¢ MOBHINEHO
BHUMAHHE NPH MAIHEHTH ¢ NOTEHUHAIHCO MPOAPHTMUYHH CHCTOAHMA KATO:

¢  Bpogpeno wix npupoburo yasmkasase Ha QTc-uHTepRana;

Kaparomuonarus, ocofeHo npu HaNH4YHe HA ChpJeiHa HeJJOCTATBYHOCT;

Cunycopa Opagukapans;

CrluecTBYBalllH CHMITTOMATHYHH ApHTMHH;

CBIbTCTBALL JIEKAPCTBEH MPOJYKT, 32 KOHTO Ce 3Hae, 4e yabikaa QTc uHTepBana.
EnexTponMTHH HapyiIeHHSA KATO XHIIOKATHEMHA, XHIIOMATHE3HEMHA M XHITOKAJILIHE
Na OGbjar NPoCnEAABAHH H NPH HYXKAa KOPHTHPaHHU NPeRH 3anouBaHe W 10 BpeMe
BOpHKOHa301 (BiK. To4ka 4.2). [1pu 3npaBi Ao6pOBONLM € NPOBEASHO NPOYYBAHE
edexra Bepxy QTc HHTEpBaJIa HAa €IHOKPATHH N03W BOPUKOHA30/ A0 4 ITBTH HO-
obuuaiinara nuepHa fo3a. [Ipy HHTO eiHO OT W3CNEABAHHMTE NIHLA He € OWI peruy
HHTEPBAJI, HAAXBBPJ/LALL MOTEHUHAIHO KIIHHHYHO 3Ha4HMaTa rpaHuna ot 500 mse
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5.1).

Pe CBBP3AHH ¢ HHYIHATA

Mo BpeMe Ha NpIOKEHHE HA HHTpaBeHO3HATa POpMA HA BOPHKOHA301 ca O HabaronaBaHH
peakiyH, CBbp3aHH ¢ HH]Y3HATa — MpEeAHMHO 3a4epBABaHe U ragexe. B 3aBucuMocT oT TexecTTa Ha
caMnToMaTHKara TpabBa aa ce obcban cnupane Ha neyeHneTo (Bx. Touxa 4.8).

"[EEHOQ EOGHa TOKCHMHOCT
B KIMHMYHH NPOYYBAHKA N0 BpEMe Ha JIeueHHe ¢ BOPHKOHA30J ca Ha0MI0aBaHy ClTy4au HA CEPHO3HU

YepHOIPOOHH peakuuH (B T.4. KIHHHYEH XEMaTHT, XoNecTasa U QYIMHHARTHA YepHOIpoOHa
HEZOCTATEYHOCT, BIIIOYMTENHO daTandH). Orbend3par ce npHMEpH 3a YEPHOAPOOHH peakiiuy,
HACTBNBALY [IABHO NPH NALHEHTH CBC CEPHO3HA NOLIEKAIIH METHIHHCKH ChCTOAHHA (NPeaHMHO
3N0KAYECTBEHM XEMATONOruHY 3a00/aBaHu). TpaH3UTOPHH epHOAPOOHH PeakuMH, BIITIOYHTETHO
X€MaTHT U XBITEHHLIA, Ca HACTHIWIM cpef nauueHTH 6e3 apyru HnentbKIMpaHn pUckoBH (hakTopH.
Yepuoapobuara aucyHkuus oOHKHOBEHO € 06paTHMa NMpY NpeKpaTABaHe Ha JICUYSHHETO (BXK. TOYKA
4.8).

Ilpocnenssane Ha sepkonpobHata dyHKUU

TMauueHTHTE, KOMTO NOMYYABAT BOPMKOHA30M, TpA0Ba 1a OBAAT BHUMATENHO NPOCeIIBaHH 3a
yepHOApobHa TOKCH4HOCT. KnnHu4HoTO noBeneHne Tpabea Aa Bnoysa nabopaTopHa oueHka Ha
yepHoApoOHaTa pyHkuma (ocobeno AST u ALT) nps 3anoyBaHe Ha le4€HHETO ¢ BOPHKOHA30J1 # Hali-
MAITKO BeJHBK CEIMHYHO NPe3 MbPBHA MECeL! OT JeueHHeTo. JleueHHeTo TpAOBa Aa OBAE C BB3MOXKHO
Haif-KpaTKa NpoAb/uKUTENHOCT, aKo, oDade Ha 6a3a Ha OLIEHKATA Ha CHOTHOLLEHHETO NMOI3A/PHCK TO
6bae NpoaARDKEHO (BXK. TOuUKa 4.2), 4eCTOTATa HA NpOCeagBaHe MoXe Aa Oble HaMalleHa 10 BeAHbX
MECEYHO, aKO HAMA HIMEHEHHA BB (PYHKUHOHAIHHTE YePHOAPOOHU MOKA3ATENH,

AKO HACTBITH H3PA3€HO NOBHUIIABAHE HA (PYHKLUHOHANHHTE YePHOAPOOHH MOKa3aTe/u, BOpUdyHran
Tpa6Ba Jia ce cipe, OCBEH aKO MEAHLIHHCKATA NPELEHKA HA CHOTHOILIEHUETO MON3a/PUCK OT JIEUEHHETO
3a NalMEHTa ONpaBIaBa NPOABIKABAHE HA (PHIIATEHETO.

YepronpoOHara pyHkuus TpabBa Aa ce NpOCNEALBa KAKTO NPH A€LA, Taka U [PH Bb3PacTHYU.

CBEHOSHH AEPMATOIOrHYHH HEXETAHH PEAKIIHK

¢  DOTOTOKCHYHOCT
OcBeH ToBa BOPHKOHA30]1 € CBbP3Ba C POTOTOKCHYHOCT, BIJTIOMHTEHO peaklid KaTo edenuam,
JIEHTHIO, aKTHHHYHA KepaTo3a H nceBgonopdupus. FiMa MOBHLIEH PHCK OT KOXKHH
PEaKLHH/TOKCHYHOCT IIPH CBHIIBTCTBRALIA YnoTpeba Ha hoTocencubunusupaluy cpeacTea (Hamp.
METOTpeKcaT U Apyry). Ilpenoprysa ce BCHYKH MALHEHTH, BIJIIOYHTENHO Jelara, Na n30arsar
H3NaraHe Ha nmpAKa CILHYEBA CBETIINHA N0 BPEME HA ICYEHNE ¢ BOPMKOHA30M H Ja B3EMAT MEPKH,
KaTO 3aLUTHO 00NEKNO0 U CABHLE3ANWTHH NPOAYKTH ¢ BUCOK CTbHLE3aWMTeH daktop (SPF).

¢  (CKBaMO3HOKIETBYECH KOEH KapunHoM (CKK)
Ilpu nanyenTy, HAKOM OT KOMTO ca ChOOILIIH 32 NPeAX0oJHH (POTOTOKCHYHH PEAKIIHH, HMa
ChODLIEHHA 32 CKBAMO3HOKIIEThbYEH KOxKeH KapuvhioM (BrumounTenno koxeH CKK in situ wnu
Honect Ha Bowen). B ciyvaii Ha nosea Ha GOTOTOKCHYHH peakuuH, TpAOBa Ja ce MOCTABH Ha
MYJITHAMCUMIUTMHAPHO 00ChHKAaHe, Aa ce OOMHCIU NPEKPATABAHE HA MPHEMA HA BOPHKOHA30I H
NpHIaraHe Ha ANTEPHATHBHH MPOTHBOrbOMYHH CPEICTRA; MALKEHTHT a CE& KOHCY/THpA C
aepmarosor. [Ipn nponskaBane Ha NpUeMa Ha BOPHKOHa301 00aye, CHCTEMHO H PENOBHO
TpaOBa Aa ce U3BBPILBA AEPMATONOTHYHA OLICHKA 332 PaHHO OTKPHBAHE H IEYEHHE HA
npemaaurieHy ae3un. [IpueMbT Ha BopHKoHa3son Tpabea aa 6bje npexkparteH, ako 6BAgT
YCTaHOBEHHM ITPEMaJIHTHEHH KOXKHH JIE3HH WIH CKBAMO3HOK/IEThYEH KAPLIMHOM (B
JbiirocpouHa Tepanua no-Aoiy B TA3H TOMKA).

e  TekKu KOKHM HEAKENaHH PEAKIMH
ITpu ynotpe6ara Ha BOpHKOHAa30. ce choOIIABA 33 TEXKKH KOMXKHH HEKENaHH pe.
KaTe cHHApoM Ha Stevens-Johnson (SJ8), TokcHuHa enuaepmanta Hekponusa (




NIEKAPCTBEHA peaKLya ¢ eo3MHO(pHIMA U cucTeMHM cumntoMu (DRESS), konTo Moxe na ca
’KMBOTO3acTpaluapaly win garanun, [Ipu pa3purie Ha 0OpHB nMaLKeHTLT TPAOBA Aa Obae
BHHUMATENHO HAOMOAaBaH, a pH Nporpecupade Ha tesuvre Bopudyaran Tpz6ea na 6sae cnpsy.

CnOuTHA, CBbp3aHK ¢ HANOHLOPEUHHTE HIIEIH

Monyuenu ca cpobmeHHs 3a obpaTHMH ciTy4ad Ha Han61L0peyHa HeAOCTATLYHOCT NPH MALHEHTH,
MONYYABALHM A30JIH, BKIFOUMTENHO BOPHKOHa30j1. Choblaea ce 3a HaOGHOpeuHa HeIOCTATEYHOCT NPH
MALHEHTH, NOIYYABALUM a30JH CbC Wi 0e3 ChIbLTCTBAINM KopTHKOcTepouaH. [Ipu nauuenTure,
noMy4araiy a3onyu 0e3 kopTHKocTeponau, HanGBE6peHATa HEAOCTATHYHOCT € CBbP3aHa C JHPEKTHO
HHXMOHpaHE Ha CTepoMaoreHe3ara Ot a3o/H. [IpH nauHeHTHTE, NOoNyyaBallH KOPTHKOCTEPOHIH,
¢Bbp3aHOTO ¢ BopukoHazon CYP3A4 uaxubnpane Ha TexHHs MeTabonu3bM, MOXKeE a 0Beae A0
KOPTHKOCTEPOHICH H/KINBK M NOTHCKaHe HAa HanObOpeunata GpyHxuua (pa. Touka 4.5). Crobwmasa
ce chiuo 3a cuaapom Ha Cushing cve wu Ges nocnenpama HandLOpeyHa HENOCTATEYHOCT MPH
MaUHMEHTHTE, NOAYYaBallli BOPAKOHA30J CHITBTCTBALUO ¢ KOPTHKOCTEPOHIH,

MalpeHTHTE, NOMYYaBalIH JBITOCPOMHO N€YEHHE C BOPHKOHA30)1 M KOPTUKOCTEPOHIH (BKAIOYHTENHO
HHXANAUMOHHH KOPTHKOCTEPOHAH, KATO OYAE30HHT, H HHTPaHA3AIHH KOPTHKOCTEPOHAH), Tpabra na
ObaaT BHHIMAaTETHO NpoCNeasBaHH 33 ANCPyHKLMA Ha HANOBOpeYHHA KOPTEKC KAKTO MO BPEME Ha,
TaKa H [pH NpeKpaTABAHE HA JICUEHHUE ¢ BOPHKOHA30M (BK. TouKa 4.5). [TaunenTuTe TpabRa na Ovaar
HHCTPYKTHPaHH [ NOTHPCAT He3abaBHO MENULIMHCKA TTOMOLL, K0 Pa3BHAT MPH3HALM B CHMITTOMH HA
curapoM Ha Cushing wnu napbr6peuHa HeZOCTATBHHOCT.

g’bfll" OCpOo4Ha TeparHig

[MpoasmkuTenHaTa ekcno3uupa (neyenue win npodunakruka) ¢ BpemMerpaene Han 180 auu (6
Mecela) M3MCKBA BHHMATETHA OLIEHKA HA ChOTHOLIEHHETO MON3a/PHCK M 1O Ta3W NPHYHHA JICKAPHTE
Tpabpra ga UMaT npenBua HeoOXOAHMOCTTa OT OrpaHHYABAHE EKCIO3HLMATA HA BOPHKOHA301 (BiK.
ToukH 4.2 4 5.1).

HmMa crobiennd 3a cxsaMoaHokIeTbueH KoxkeH kapudHoM (CKK) (sxnountento koxen CKK in situ
unu Gonect Ha Bowen) BB BpB3Ka ¢ ABINOCPO4HA TEpANHA ¢ BOPHKOHA30/ (BA. Touka 4.8).

Ipy naumenTy ¢ TpaHcIIaHTaUKK ce chobiana 3a HeHH(PEKLMO3EH IEPHOCTHT C NOBHLIEHH
croffHocTl Ha dnyopun ¥ ankanxa docdarasa. AKO IpU NaLMEHTa Ce MTOABH KocTHA GoJka U ce
YCTAHOBST PEHTT€HONMOrHYHH HAX0JKH, ChOTBETCTBALIN HA IEPHOCTHT, TpabBa na ce o6MucIH
npexparaBaHe Ha BopudyHran cnex MyaTuaicuuninHapHo oGcexaase.

3puresaHy HekeNaHU peaKIHy
Hma crobiueHus 3a NpogBDKHTENHH 3PHTENHM HEXEIAHH PEAKLIHH, BKIIOYHTEIHO 3aMbIIIEHO 3pEHHE,

HEBPUT Ha 3PHTE/THUS HEPB H [IaNHJIapeH edeM (Bx. Touka 4.8).

BnGpeunn HexenaHu peakUuHu

ITpu Texko GonHK nauueHTH, NPOBEXKAALLH leueHHE C BOPUKOHA30J1, € Habmoaasana ocrpa Gs0peuna
HegocraTbyHocT. [TaupenTure, nekyBaHn ¢ BOPHKOHA30., 0OHKHOBEHO €4 JIeKyBaHH €AHOBPEMEHHO ¢
He()pOTOKCHYHH JIEKAPCTBEHH MPOAYKTH H UMAT CHITBTCTBALIH ChCTOAHHA, KOMTO MOraT Aa AOBEAAT
Io noHwkeHa 6b0peuna GyHkuma (Bx. rodka 4.8).

pocnengpane Ha 6uOpeunaTa dyHKuHs
IManwenTute TpAGBa na GBAAT NpocneaABaHy 3a pasBuTHE Ha abHopMHa Ou6peyHa QyHkuua. Topa
34abJDKHTCIIHO BKITIOYBA naﬁopa'ropﬂa OLICHKA, MO-CNCUHANTHC HA CCPYMHMA KPDEATHHMH.

INpocnenapaHe dyHKUHATA HA NaHKpeaca
[MarmenTn, ocobeHo Aewa, ¢ pUCKOBH (AaKTOPH 3a OCTbP [TAHKPEATHT (HAnp. CKOPOLIH
XHMHOTEPANH!A, TPAHCIIAHTALMA HA XEMATOMOSTHYHH CTBOIOBH KneTku [HSCTY),
NoA HenmocpeAcTseHo HabMmoAeHHE 10 BpeMe Ha nedeHue ¢ Bopudynran. Mosxe na
Npoc/IeNsaBaHe Ha CepyMHATa aMHJIa3a WIH JIHNa3a B Ta3H KIHHHYHA CHTYaLHA.

[Heauatpuvna nonygauds



BesonacHocTTa H eEKTHBHOCTTA PH NeAHATPHYHH MALMEHTH HA Bb3PAcT MOA ABE FOJHHH He €
ycTtaHoBeHa (Bi. ToukH 4.8 u 5.1). Bopukonason e nokasaH 3a NEAMATPHYHH NALMEHTH HA BB3PacT
IBE FOAMHM WJIH MO-rolieMH. B neguaTpiyHaTa nonynanud € Hab/moaaBaHa No-BHCOKA YECTOTA Ha
MOBMIIABAHE HA CTORHOCTUTE Ha YepHOAPOoOHHTE eH3MMH (BK. Touka 4.8). UepHoapobnaTa ¢yHkims
TpabBa da ce NpociedABa K NPH AeLa, H NpH Bh3pacTHH. [Tepopannara GuoHanu4HOCT MOXe Na Obae
OrpaHHYEHa MPH NeJHUAaTPHYHH IALMEHTH HA BB3PAcT oT 2 1o <12 roxsHu ¢ ManabcopOuns H MHOTO
HUCKO TEJIECHO TETNIO 33 Bb3pacTTa. B To3H ciyuyaii ce npenopbyBa WHTPABEHO3HO MPUIOKEHHE Ha
BOPHKOHA301.

¢  CepHO3HM IePMATONOTHYHH HexXeJaHH peakupu (BxmoanTendo CKK)
YecroTaTa Ha GOTOTOKCHYHUTE PeaKLiHH € N0-BUCOKA B MEAHATPHYHATA nonmynaums. Tri kaTo ce
crobwaea 3a esomouns kbM CKK, npH Ta3u nonynauus ot nauMeHTH ce H3HCKBAT CTPOTH MEPKH
3a porosammra. [Tpu Aenarta, KOUTO Nomy4yaT POTOCHCTAPABALIM YBPEXAaHHA, HATIPHMEP OeHKH
wnn edennay, ce npenopbuBa H3GArBaHE Ha M3NAraHETO HA CALHLE H HAOMONEHHE OT
JIEpMATOJIOT, JOPH H CeA MPEKPATABAHE Ha NIEYEHHETO.

Hpodunarxrika

B ciyuaif Ha CBBP3aHH € 1EYEHHETO HEKENAHH CHOHTHA (XEeNaTOTOKCHYHOCT, TEXKH KOXKHH PEaKLH,
BniouBatty doroTokcHaHOCT U CKK, Texxu win MpoABIDKUTEIHH 3PHTENIHH HAPYLIEHNA U
MEepHOCTHUT), TpAOBA Aa ce 0OMMCIIH CNHpaHe Ha BOPHKOHA30M1 H NpHJIaraHe Ha aTTepHATHBHH
APOTHBOrBOMYHU CpeCTBa.

@envronn (CYP2C9 cyberpar u momen CYP450 KTO

[IpenopwuBa ce BHHMATENHO MPOC/ICASBaHe HA HSHATOHHOBHTE HUBA NIPH €THOBPEMEHHO
NpHIOXKeHHE HAa PEHUTONH U BOPHKOHA30/1. ENHOBPEMEHHOTO MPHIIOXKEHHE HA BOPHKOHA30I H
¢eHuTOHH TpaGBa Aa ce u30Area, OCBEH aKo MOA3aTa HE HAXBHLIABA pHCKA (BXK. TOYKa 4.5).

Edapupenn (CYP450 unayxrop: CYP3A4 uuxuburop u cyberpar

Korato sopukoHa30]1 ce Mpuiaara ¢IHOBPEMEHHO ¢ edaBipeHIl, 103aTa HAa BOPHKOHa30n Tpa0Ba ja ce
noeuum g0 400 mg Ha Beexu 12 vaca, a no3ata Ha eaBupenl Tpabsa aa ce Hamamu ao 300 mg Ha
BcekH 24 yaca (Bx. Touku 4.2 , 4.3 n 4.5).

Tnacneru6 (CYP3A4 cy6erpar)

OuakBa ce eAHOBPEMEHHOTO MPWICKEHHE Ha BOPHKOHA30M A3 NOBHIUH IUIA3MEHHTE KOHUEHTPALIMH
Ha rfacxernd u Aa ypenusH pHcka oT yawDkasaie Ha QTc (Bx. Touka 4.5). AKo CpOBTCTBAIATA
ynorpeba He moxke na ce u3berHe, ce npenopsuea yecTo npociaenasade Ha EKT.

Huxnburopu Ha Tposut kinasza (CYP3A4 cyGerpar)

Ouakpa ce eTHORPEMEHHOTO NPHIIOKEHHE HA BOPHKOHA30/ ¢ MHXHOMTOPH HA THPO3MH KMHa3a,
metabonu3upanu or CYP3A4, na noBHUIN I1a3MeHUTe KOHUEHTPAUMH Ha HHXHOUTOpa HA THPO3HH
KMHA3a W PUCKA OT HeXKENaHH peakiui. AKO ChIIbTCTBaLIATa ynoTpeba He MoXe Aa ce u3berke, ce
NpenopbYBaT HAMAIABAHE Ha A03aTa HA HHXHOMTOPA Ha THPO3MH KMHA3a M BHAMATENHO KIHHHYHO
npocneadsane (Bx. Touka 4.5).

Pudabyrun (Momen CYP450 unnyxrop)

IMpu eqHOBpEMEHHO npunokeHue Ha pugabyTHH H BOPHKOHA30 €& NPENOpBYBa BHHMATEIHO
NpOCIeAABAHE HA MBIHATA KPHBHA KAPTHHA U 33 HEXKENaHH 1IeKapCTBEHH peakuui KuM pudabyTun
(Hanp. yeeuTt). EXHOBpEMEHHO MpPHIOXKEHHE HA BOPHKOHA30M H pH(abyTHH Tpsbea na ce u3barea,
OCBEH aKO T0/3aTa HE HAJIBHILABA pHUCKa (BXK. Touka 4.5).

PuTonaeup (Momen CYP450 unnykrop; CYP3A4 uHxubutop u cybcrpar)

onpaBzaasa ynotpe6ara Ha BOpHKOHA30 (Bi. To4kH 4.3 u 4.5).

Ereponumyc(cyScrpar Ha CYP3 A4, cyGeTpaTr Ha rnHkonporeHH P)




OYaKBa BOPHKOHA30J1 A NOBHIIM 3HAYHTEIHO KOHLEHTpaLHHUTE Ha epeponumyc. [lonacTosuem Hiama
JAOCTaTHYHO AAHHH, 33 Aa CE HAMPABAT NPENOPLKY OTHOCHO AOZHPAHETO B Ta3H CHTYALHA (BXK. TOUKA
4.5).

MeranoH (CYP3A4 cyberpar)

IMpu enHOBpPEMEHHO NIPUICKEHHUE ¢ BOPHKOHA30/ Ce MPenopbyba HeCcTo NpocaciaBaHe Ha
HEXENAHUTE peaklMH H TOKCHYHOCTTa, CBbP3aHH C META/I0H, BKIIIOYHTENHO yALkaBaHe Ha QTc, Toi
KaTo CJie]] €AHOBPEMEHHO MPHIOJKEHHE C BOPHKOHA30] € HaluIOAaBaHO MOBHILEHHE Ha
KOHLIEHTPALKUTE Ha MEeTaA0H. BB3MOXKHO € Jla ce Ha/loXKH HaMaLBaHE Ha [103aTa HAa METalOH (BX.
TOuKa 4.5).

Kparkoaeitcrsammonuary (CYP3A4 cyberpar)

TpaGea aa ce oOMHUCIH HAMANABAHE HA K03aTa Ha andeHTaHWI, GEHTAHWT H APYTH KPATKOAEHCTBAIIH
OIMATH CBhC CXOAIHA Ha andeHTaHWI CTPYKTYpa, KOHTO ce Metabonusupar upes CYP3A4 (namp.
cy(eHTanKnN), KOraro ce nNpuiarat eJHOBpPEMEHHO ¢ BOPHKOHA30M (BXK. Touka 4.5). Twil kaTo
MIONYKUBOTBT HA andieHTaHWI € 4-KPaTHO YOBIDKEH, KOraTo aldeHTaHWI Ce NPUIara eAHOBPEMEHHO C
BOPUKOHA30JI ¥ NpH MyONHKYBaHO HE3ABUCHMO NPOY4BaHE €JHOBPEMEHHOTO [IpHiaraHe Ha
BOPHKOHA30M ¢ PEeHTAHWT BOAM AO YBEHYABAHE Ha cpeaHuTe cToHHOCTH HA AUC (.o HA (eHTaHKN,
MOJXe Aa € He0OXOQHUMO HECTO NMpOCiesBaHe 38 CBbP3aHUTE C OMUATH HEXKENAHH PEaKilHH
(BKJIFOUHTENHO NO-ABJIN0 peCNHPaTOPHO NpoCieasBaHe).

Junropeiicramy onuatu (CYP3A4 cyfcrpar)

Hamanasate Ha 103aTa Ha OKCHKOZOH H APYrH ABirogeHcTBallH ONHATH, MeTaboNH3HPpaHH OT
CYP3A4 (Hanp. XuapokopoH) Tpabea Aa ce UMa NPeABHA IIPH eJHOBPEMEHHO IIPUIIOMKEHHE C
BOPHKOHA30J]. MoKe J1a ce HaJIOAH 4ECTO NPOCNeiiBaHe 3a CBbP3aHHUTE C OMNUATH HeXKeNaHH peakluuy
(Bk. TOUKA 4.5).

®nykonazon (CYP2CY, CYP2C19 u CYP3A4 nnxuburop)

EnHOBpeMEHHO MpWlaraHe Ha MepopaJIcH BOPHKOHA30M H NepopaneH (PprnyKkoHa3on BOAM 0 3HAYHMO
noeuuaase Ha C . 1 AUC,; Ha BopukoHazon npH 3apasu nobpoBonuu. Hamanenara noza w/mm
4€CTOTA Ha MPWIATaHE HA BOPHKOHA301 H GiykoHa3ol, koMo OHxa eTHMHHHPANH TO3H €ekKT, He ca
ycTaHOBEHH. [IpenopEUHTENHO € NPOC/IEAABAHE HA HEXETAHHTE PEAKLIHH, CBbP3aHH ¢ BOPHKOHA30I,
aKO BOPHKOHA30J ce npuiara caen GpraykoHason (Bx. Touka 4.5).

Iomorrn BemecTra

Harpuit
To3u nekapcTBeH NpoayKT chabpxka 88.74 mg HaTpwii Ha (NaKoH, KOHTO Ca €KBHBRJICHTHH Ha 4.4%
OT NPENOPBHUYHTEIHHA MAKCHMAJICH JHCBCH [TPHEM OT 2 g Ha’[’p]flﬁ 33 BBE3PACTCH.

KJI0AEKCTPHHH

IMpax®sT 32 HHY3IHOHEH Pa3TBOP CHABPKA LMKIOLEKCTPHH (2 400 mg UHMKIOIEKCTPHHH BBB BCEKH
¢naxoH, KOMTO ca eKkBuBaneHTHH Ha 120 mg/ml, xoraTo ce pexoHcTHTyHpa B 20 ml, Bxk. Touka 2

H 6.1), KOeTO MOXeE 12 OKaKe BIMAHHE HA CBOMCTBATA (HANPHMED TOKCHYHOCT) HA AKTHBHOTO
BEINECTBO M APYTH EKapcTBa. AcneKTHTe Ha 6e30NacHOCTTA HA LMKIIOAEKCTPHHHTE CA B3€TH NpelBHI
no BpemMe Ha paspaboTsaHeTo U oLeHkaTa Ha 6e30nacHOTTa Ha JleKapcTBEHH NPOAYKT.

INoHexke HHKIOASKCTPHHHTE Ce eKCKpeTHpaT upe3 Ou0peunTe, NpH NALMEHTHTE ¢ YMEPEHA A0 TEXKa
O0bOpeyHa NHCOYHKUMA € BE3MOKHO KYMYJIHPAHETO HAa HHKIIOJEKCTPHHH.

4.5 BzaamojelcTBHe ¢ A\PYrd NeKAPCTBEHH NPOAYKTH B Apyrd Gopme Ha B3anMoaeiicTEre

Bopukonason ce merabonuznpa oT B kHXHOHpa akTHBHOCTTA Ha nuToxpom P450 usoe
CYP2C19, CYP2C9 u CYP3A4. HHXHGUTOPH HIH HHIYKTOPH HA TE3H H30EH3IUMH M e
73 MOBHILAT HJTH NIOHHXKAT MJIa3MEHWTE KOHLEHTPAaLHK Ha BOPHKOHA30/1 H HMa BEposAl
BOPHKOHA30M 13 NOBHILH IUIa3MEHHTE KOHLIEHTPALHH Ha cyOcTaHUMH, Me'raﬁonmup
CYP450 n3oeH3uMH, No-KOHKpeTHO 3a BewecTsa, MeTabonusnpanu upes CYP3A4, \?
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BopukoHazon e cuieH CYP3A4 naxubutop, pbnpexn ye yeenuuasanero Ha AUC e 3aBHcUMO OT
cyGerpara (BK. Tabnmuara no-gony).

AKO He € YTOYHEHO ApYro, MPOYYBaHHATA 3a IEKAPCTBEHH B3aUMOICHCTBHA Ca IPOBEIEHH NPH
30paBH BB3PACTHH MHOMBHIM OT MBXKH T10J1, KATO € pWIaraHo MHOTOKPaTHO JO3HPaHe A0 JOCTHIaHe
HA CTALMOHAPHO CHCTOSHHE C MepopalieH BopukoHason or 200 mg npa neTH AHEBHO. Te3u pesyaraT
€a peNIieBAHTHY K KBbM JPYrH MOMyAAlHH | ITTHUIA HA BBEXKIAHE.

Bopuxonazon Tpsa6ea aa ce npunara ¢ BHUMaHHE NPH NAUHEHTH, NPHEMAILH CHITHTCTBAILA Tepanus,
32 KOATO € H3BECTHO, Ye yabkasa QTc uHTepBana. ENHOBpEMEHHO NpHiaraHe € NPOTHBOMOKA3aHO H

B ClIy4aHTe, KOraTO BOPHKOHA30J MOJKE Aa MOBHIIN [U1a3MEHHTE KOHLIEHTpaLki Ha cybcTaHumy,
metaGonusupann oT CYP3A4 H30€eH3UMH (HAKOH aHTHXHCTAMMHH, XHHBAMH, LM3ANPUI, THMO3KI H
usabpagnH) (B, MO-J0Ny H TouKa 4.3).

Tabnuia c B3auMOAEHCTBHA

BaauMoneiicTBHATa MeXTy BOPHKOHA30N H APYTH NEKAPCTBEHH MPOAYKTH ca ONMMcaHM B Tabnuuara
no-gonay (BeAHLXK OHEBHO Kato ,,OD”, nea meTH AHEBHO KaTo ,,BID”, TpH mbTH AHeBHO kato ,,TID” 1
HeomnpezeneHo kato ,,ND”), moapeaexn no repanepTuyeH Knac. [locokara Ha crpenkara 3a BCEKH
¢dapmakokuHeTH4eH napameTsp € 6azupana Ha 90% AOBEPHTENECH HHTEPBAI HA CPEAHO
TeOMETPUYHOTO OTHOLLEHHE B paMKHTe Ha («), noa (| ) wiu Hazg (1) rpanruuTre ot 80-125%. 3Be3nara
(*) nokazsa asycrpanHo B3aumoneiicteue. AUC, AUC, n AUC, » npencTaBiABar miowTa nox
KpHBAaT2 B €HH JO30B HHTEpPBaJl OT HYJIEBOTC BPEME A0 BPEMETO C YCTAHOBHMO H3MEPBAHE H
CBLOTBETHO OT HYJIEBOTO BpeMe 10 Oe3kpaiiHocT.

JlekapeTeen OpoayKT
[Mexanusom Ha

B3aaMoaeHcTBHE
Cpenan reoMerpHuHn

IlpenoprLkn 32 eNHOBpPEMEAHO
npaaarase

unxubumop u noguwasa pH g
cmomaxd)

e3aumooeiicmeue] npomenH (%)

Aumuayuou

Humeruaut (400 mg BID) Bopukona3zon Coax T 18% Hsama xopekupa Ha gosara
[wecnesyjupuuen CYP450 Bopuxonazon AUC: T 23%

[noswmuasa pH & cmomaxal

Owmenpazon (40 mg QD)* Omenpa3zon Cuax T116% He ce npenopbvea KOpeKLUA Ha
[CYP2C19 unxubumop; Owmenpazon AUC: T 280% 034Ta HA BOPHKOHA3011.
CYP2C19 u CYP3A4
Bopuxonason Crax T15%
cybempam]| IMpu 3anouBaHe Ha E4YEHHE C
BopukoHason AUC- T 41% BOPHKOHA30J1 NPH MALMEHTH,
KOMTO Beye [PHEMAT OMenpas3olt
Apyru HHXHGHTOPH Ha B 034 40 mg WIH NO-BUCOKH, C€&
NOpOTOHHATA NOMI4, KOUTO Ca [penoprupa 103ara Ha
cyberparu na CYP2C19, oMmenpazon 1a 6bae HaManeHa
CBLIO MOJXKeE Ja ce HHXHOMPAT | yanonoBuua.
OT BOPHKOHAa30J U TOBa
MOe€ [a JOBeae A0
[OBHIIIEHH MNa3MeHN
KOHLICHTPALIMH HA Te3K
NIeKAPCTBEHM MPOILYKTH.
Pauutnoud (150 mg BID) Hsama Kopekiyis Ha go3ara

BopukoHazon Cpax 1 AUC:
—r

Anmuapummudnu cpedcmea

XMHHAHH
[CYP3A4 cybcmpamu]

Benpekn ye He ca NPOyyEHH,
MOBHLIEHHTE [U1a3MEHH
KOHLEHTPAaUHH Ha XUMHIHH
MOXe 1a JOBeAaT A0
yabkasaHe Ha QTc

43)
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HHTEPBANA H B PEAKH CITyuaH
Ha torsades de pointes.

HAurokcrx (0,25 mg QD) Jurokcud Coax Hsma kopexlms Ha no3ara
[P-gp cybempam] Jlurokcun AUC <

Anmubaxmepuannu cpedcmea

DIy KIIOKCALWIHH Crob1aBa ce 3a 3HaYMTERHO | AKO He MOXKe faa ce u3berue
[CYP450 unoyxmop] MOHHKEHH [U1a3MEHH CBIOBTCTBALIO MPHIOKEHHE HA

KOHUCHTpaUHH Ha
BOpPHKOHA30JI.

BOPHKOHA30J1 C
dayxiokcauMImH,
npocneasBaiiTe 3a NOTCHUHANHA
3aryba Ha e)HKACHOCT Ha
BOPHKOHA30J1 (Hamp. 4pes
TEpPaNEBTHYCH JIEKAPCTBEH
MOHHMTOPHHI); MOMKE O4 €
HeoGX0QHMO MOBUILIABAHE HA
J1033Ta Ha BOPMKORA30I.

MaxkponuaHu aHTUOHOTHLIK
Asprpomuims (500 mg QD)

Epurpomunus (1 g BID)

BopukoHa3on Cmax 1 AUC,
L d

BopukoHa30n Cpax 1 AUC,

Hama kopekuua Ha go3ara

[CYP3A4 unxuburop])
—r
EdekTbT Ha BOpHKOHA301
BbPXY EPHTPOMHMLHH HIH
A3UTPOMHMLMH HE € W3BECTEH.
Puabytun Tpabsa na ce n3darsa
[Mowen CYP450 uaaykrop] CBIBTCTBAILATA YNOTpeba Ha
Bopukonason Cuax + 69% BOpHKOHA301 B pHdabyTHH,
300 mg QD Bopuxonazon AUC, 4 78% | 0CBEH aKo nonsara HanpHwasa

300 mg QD (enHOBpeMeHHO
MPHIOAKEHHE ¢ BOPHKOHA30J1
350 mg BID)*

300 mg QD (enHoBpeMeHHO
NPHIOKEHHE C BOPHKOHA30M

B cpaBHeHHE ¢ BOPUKOHA3ON
200 mg BID
Cmax Ha BOPHKOHA30M 1 4%

AUC, Ha BopHKOHA30M
¥ 32%

PupabyTiH Crax T 195%

Pudpabyrun AUC T 331%
B cpaBHEHHE ¢ BOPHKOHA30M

pUCKa.
Iomnspskatnara no3a
BOPHKOHA30/1 Moxe Aa Obae
nopuueHa oo 5 mg'kg
uHTpaBeno3Ho BID unu ot

200 mg no 350 mg nepopanHo
BID (100 mg xo 200 mg
nepopando BID npu nanuenTs ¢
Terno noa 40 kg) (ex. Touka 4.2).
Ilpencpbysa ce BHUMaTENHO
npocneadaBaHe Ha TLJIHATA
KPbBHA KAPTHHA M Ha

400 mg BID)* 200 mg BID HeXeaHKTe peakiliM, CBbpP3aHH

Cuase Ha BOpHKOHA307 | c pupabyTuH (Hanp. yBeuT) npu
o CAHOBPCMCHHO MPHIOKECHHE HA

104% pH(pabyTHH ¢ BOPHKOHA3OM.
AUC, Ha BopukoHason T
87%

Pugammuuus (600 mg BT) Bopukonaion Cagx | 93% IIporesonokasano (Bx. TOUKA

[mowieH CYP450 urayirop] 4.3)

Bopukonazon AUC, | 96%

IIpomueopaxosu cpedcmesa

1T da \5

Inacaern®
[CYP3A4 cybempam]

Bbopeku 4e He € npoyuBaHo,
CBLIECTBYBA BEPOSTHOCT
BOPHKOHA30J A3 MOBMLIM

AKO cbIbTCY g
He Moxke 14 [ed

OpenophsYea
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IL1a3MEHHTE KOHLIEHTpaLKH
Ha rnacneru6 u aa yBenvuu
PHMCKA OT YAB/DKABAHE HA
QTc uHTepBana.

Ha EKT (B:k. TOuka 4.4).

TperuHoun
[CYP3A4 cvbcmpam]

Borpeku 4e He € Ipoy4Bano,
BOPHKOHA30]1 MOXE Aa
NOBHINH KOHLEHTPALIMHTE HA
TPETHHOHH # JIa YBEJIHYH
PHCKa OT HexeJlaHH

peakuuH (nobpokavecTeeHa
BbTPEYEPENHA XHIEPTEH3HA,
XHIOCPKaTLHEMHS ).

INpenopbusa ce kopekuua Ha
Jl03aTa Ha TPETHHOHH MO BpeMe
Ha IE4EHHETO C BOPHKOHA30] 1
cliel HErOBOTO NPEKPATABAHE,

Huxnburops Ha THPO3UH
KHHa3a (BKITIOYUTENIHO, HO HE
CaMo: aKCHTHHHG, DocyTHHHO,
Ka603aHTHHUO, UEpUTHHHO,
kobumeTHHuO, nabpadenud,
JazaTHHMO, HENOTHHHO,

Bunpexs 4e He € npoy4BaHo,
BOPHKOHA30J1 MOXKE A4
MOBHIUH ILNA3MEHHTE
KOHLICHTPALHH HA
HHXHOHMTOpH Ha THPO3HH
KHHa3a, KOHTO C¢

Axo0 chITETCTBALLATA YHOoTpeba
HE MOXeE 1a c¢ H3berue, ce
NpenopbYBAT HAMANABAHE Ha
H03aTa HA HHXHOMTOpA Ha
THPO3HH KMHA32 M BHUMATE/IHO
KITHHHYHO MPOCICIABAHE

CYHHTHBEHO, HOpYTHHHO, merabonmsupar or CYP3A4. | (Bx. Touka 4.4).
pubounknuG)
[CYP3A4 cyBetparn]
Beneroknakc Brnpeks ue He € npoy4yBaHo, | CHITETCTBALIOTO NPUITOKEHHE HA
[CYP3A4 cybcmpam] BOPHKOHA30I1 BEPOATHO BOPHKOHA30% €
3HAYHTEJHO LIE MOBHUIH IPOTHBONOKA3AHO IIPH
[UTa3MEHHTe KOHLIEHTpAaLIHH | 3ar0vBaHe H 1o BpeMe Ha ¢asaTa
Ha BEHETOK/IAKC. Ha THTPHpPaHE Ha 03aTa Ha
BeHeTOKNaxe (B, To4ka 4.3).
Heobxonumo e HamansaBaHe Ha
J103aTa BEHETOKJIAKC CBITIACHO
YKazaHH4Ta B HHopmanusTa 3a
OpenUCcBaHe NpH NOCTOAHEH
€XeIHEBEH MPHEM; TIpenopLiBa
CE€ BHHMATEIHO NpPOCIeNdBaHe 38
TPH3HALY HA TOKCHYHOCT.
Vinca ankanouan Buopeku ue He e npoyusaHo, | Tpa6ea na ce obmucin

(BKIIOYHTENHO, HO He camo:
BHHKPHUCTHH H BUHOAACTUH)

ChLIECTBYBA BEPOATHOCT
BOPHKOHA30J1 AA MOBMILH

MOHMKAaBAHE HA A03aTa Ha vinca
alKaJloOuauTe.

[CYP3A44 cybcmpamu] NNa3MEHHTE KOHLIEHTpalHy
Ha vinca alKaloMAHTE H Na
Npean3BHKa
HEBPOTOKCHYHOCT.
Aumuroazynanmu
Bapdapus (30 mg enuHuuHa Makcumannoro ynbikasade | [Ipenopbusa ce BHUMaTenHo

A03a, NPHIOKEHA
eaHospemMenHo ¢ 300 mg BID
BOPHKORA301)

[CYP2C9 cybempam]

Hpyru nepopaniy KymMapuHu
(BKIIOYHTENHO, HO HE CaMO;

Ha npoTpoMOKHOBOTO BpeMe
e NpuONHIUTENHO 2 NBTH.

Benpeku ue He € npoy4BaHo,
BOPHKOHA30JI MOAE 14

npocinensBaHe Ha
NpOTPOMOHHOBOTO BpeMe HIH
JAPYTH NOOXOAAILH H3CHEARAHHA
Ha KOarynauHaTa, KaTo J103aTa
Ha aHTHKoarynauTure Tpabsa ga
€€ KOPHIHpa ChOTBETHO.

(EHNPOKYMOH, HOBHILH [U1a3MEHHTE

alieHOKYMapo) KOHLIEHTpaLMH Ha

[CYP2C9 u CYP3A4 KyMapHHHTE, KOETO MOXKE 1a

cybocmpamu] IOBEJE 10 yAB/KABAHE HA
npoTpOMBHHOBOTO BpEME.

Anmuxoueyacanmu

KapbamasenuH u
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aearoaefcreaiy 6ap6uryparu
(BKIIOMHTENTHO, HO HE CaMo:

kapbamaszenud u
ABIroneicTBanu

TOuKa 4.3).

tdenobapburan, 6apOHTYpaTH BEPOATHO 1UE
megobapburan) MIOHMKAT 3HAYMTENTHO
[mown CYP450 ungyxropu) IUIa3MEHHTEe KOHLEHTPaLHH
HA BOPHKOHA30J1.
(DeHUTOMH Tpabea na ce u3barsa
[CYP2C9 cybecmpam u mouyen CBIBTCTBALIATA ynioTpeba Ha
CYP450 unoyxmop] BOPHUKOHAa30.1 H )eHUTOHH, OCBEH
4KO [0JI3aTA HAABHILABA PHCKA.
300 mg QD Bopukonazon Cuax | 49% Flpenopryea & BHHMATENHO
MpOCNENABaHE HA IUIA3MEHHTE
Bopuxonason AUC, | 69% | yusa na dennronn.
300 mg QD (eaHoBpeMeHHO ®enuTont Coge T 67% (DeHUTOMH MOXeE J1a Ce npunara
NPHIOKEHHE C BOPHKOHA30 €JHOBPEMEHHO ¢ BOPHKOHA30J1,
400 mg BID)* ®envronn AUC; T 81% aKo MOAABLPYKALIATA 1032
B cpaBHeHHe ¢ BODHKOHA30/1 | BOPHKOHA30JI € MOBHLUEHA 0
200 mg BID 5 mg/kg unrpasenosso BID nan
Cuax Ha BOpUKOHazon T 34% | OT 200 mg xo 400 mg nepopanto
BID (100 mg ao 200 mg

AUC, ua sopuxonazon |
39%

nepopanuo BID npu nauueHTH ¢
terno nox 40 kg) (Bx.
T0uKa 4.2).

Anmuduabemununu cpedcmea

CyndounnypeiiHu
HNPOH3BOLAHHM (BKJIIOYHTENHO,
HO HE caMO: TOOyTaMua,
rMOH3HA, TTHOYpUD)

Bbnpeks ue He € Npoy4BaHo,
CBUIECTBYBA BEPOATHOCT
BOPHKOHA30.1 Ja [OBHINH
TUIA3MEHHTE KOHLCHTPALMH

IlpenopruBa ce BHUMATEIHO
npociesBaHe Ha INII0Ko3aTa B
KpbBTa. Tpabsa aAa ce obMucau
MOHHXKABAHE Ha J03aTa

[CYP2C9 cvbempamu] Ha cynoHwTypeitnuTe cynGOHHIYpeHHHTE
TPOM3BOIHM H 13 MPOH3BOAHH.
NPEIH3BHKA XHIIOTTHKEMHA.
Anmumuxomunu
®aykoHazon (200 mg QD) Bophkonason Cuax T 57% IMoHuwxenaTa qo3a Wi
[CYP2CY, CYP2C19 u YeCTOTAaTa Ha MpWIaraHe Ha
CYP3A4 wxubumop] Bopuxonaizon AUC, T 79% | popukonazon u bnykosason,
DOnykoHa30n Cuax ND KOHMTO OHXa eNHMHUHHPAITH TO3H
®mykorason AUC, ND edekr, He ca YCTAHOBEHM.
[penoprura ce npocaeisBaHe 3a
CBBP3aHHTE C BOPHKOHA3OM
HEXENaHH PeaKLHH, aKo
BOPHKOHA30J1 Ce npuara
HEMOCPEACTBEHO Clle]
daykorazon.
Anmuxuemamunu
Actemuzon Bbnpexu ve He e npoy4saHo, | HIporaBonoxasano (BX. Touka
[CYP3A4 cybcmpam] MOBHILEHHTE IU1a3MEHH 4.3)
KOHLIEHTPAIIHH HA aCTEMH30
MOXE [Ja JOBEJaT A0
vab/kaBaHe Ha QTc = 2
HHTEpPBANa ¥ PeJKH NPOABH ?sg\'\\l“ﬂ No
Ha torsades de pointes. -
Tepdenanun Brnpeku ue He e npoyyraHo, | IlporuBonok dHo ..r
[CYP3A44 cybcmpam] MOBHUIEHMUTE ILTASMEHH 4.3) T | WPACTY;

KOHLIGHTpalHH Ha
TepdeHanuH MoXe na
AOBEAAT 10 YIBDKABAHE
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Ha QTc uHTEepBaNa H peaku
NpOABM Ha forsades de
pointes.
Jlexapcmea cpeuty XHB
Hununaeup (800 mg TID) HuanHaBHp Cuax «* Hama kopekupa Ha go3ara
[CYP344 umxubumop u Hraunasup AUC o
cybempam] Bopuxonason Cuax <
Bopukonaszon AUC, &
Putonasup (nporeaseH
HHXHOHTOP)
[mougen CYP450 undyxmop,
CYP3A44 unxubumop u
cybcmpam]
Bucoka noza (400 mg BID) Puronasup Cpe 1 AUC EAHOBpPEMEHHOTO NPHIIOKEHHE
Ha BOPMKOHA30/1 U BUCOKH JO3H
Bopukonazon Cuax | 66% prToHaBHp (400 mg 1 o-BUCOKH
Bopnxonason AUC, | 82% BID) e nporaBonoka3zano (Bx.
TO4Ka 4.3).
Hucka no3a (100 mg BID)* Puronasup Coax | 25% EnHOBpeMEHHOTO NpWIokKeHHEe
Puronasup AUC, | 13% HAa BOPHKOHA30Il H HHCKOJ 0308
puronasup (100 mg BID) tpadea
Bopukonaion Cuosx | 24% | na ce m3Barsa, ocren ako
Bopukosason AUC, | 39% | OUEHKATA Ha CHOTHOLIEHHETO
noi3a/pucK NpH nauMeHTa
onpaspaea ynorpebara Ha
BOPHKOHA30J1.
Jpyru nporeasuu uaxuburopu He e npoy4saHo knusnyHo. | BHHMaTenHo npocnenspaHe Ha
cpewy XHB (prmiOUMTENHO, In vitro npoyupanms BCAKAKBH NPOABH HA
HO HE CaMQ; CAKBHHABHD, TOKA3BaT, Y€ BOPUKOHA30J JIeKapCTBEHA TOKCUYHOCT W/WIH
amMnpeHaBHp H HendHHABHD)* MOXe Aa HHXHOHpa aunca Ha eMKACHOCT H MOXeE Ja
[CYP3A4 cybempamu u meTabonusMa Ha e HeoOxoaMMa KOpeKLMs Ha
unxubumopuj NpOTEazHHTE Jao3arta.
HHEXHOHUTOpH cpemly XHB u
MeTabonu3mMsT Ha
BOPHKOHA30J1 OT CBOA CTPaHa
Moke Aa 6pae uHxubupal or
NPOTEa3HUTE HHXHOHTOPU
cpemy XHB.
Edaesupenu (sesyxneosnaeH
HHXHOHTOp Ha obparnara
TpaHckpunTasa (NNRTI))
[CYP450 unoykmop; CYP3A4
unxubumop u cybcmpam]
Edasupesy Conax | 38%
Edasupenu 400 mg QD, Vnotpebara Ha craHIapTHY 0O3H
IPAIATaH JHOBPEMEHHO C Edasupenu AUC, T 44% BOPHKOHA3011 C JO3H edaBHpeHLl
BopukoHa3oa 200 mg BID* Bopukonason Cam | 61% 400 mg QD uny
NPOTHBONO
Bopukonazon AUC, | 77% | rouxa 4.3).
B cpaBHenue ¢ edaBupeHi] BopHKOH. ;
Edasupenu 300 mg QD, 600 mg QD, MpHJIara € /
[IPUIIOKEH €THOBPEMEHHO C Conax HA ehaBHpeHLl < edapHpeH /
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BopHKoHa3on 400 mg BID*

AUC, na edasupenny T 17%

B cpaBHeHHe ¢ BOPHKOHA30I
200 mg BID

Cumax Ha BOpuxoHazon | 23%

AUC, Ha Bopukonazon | 7%

11033 BOPHKOHA30] € MOBHILIEHA
5o 400 mg BID u ao3ara Ha
e(aBNpeHL € MOHIDKEeHa A0

300 mg QD. Koraro neyenuero ¢
BOPHKOHA30] ce cnpe, TpadBa ga
¢€ BE3CTAHOBHM IMLPBOHAYAIHATA
71033 Ha edaBHpeHL] (BXK.

ToYyku 4.2 1 4.4).

Jdpyru HeHYKJICO3HAHH
HHXMOMTOPH Ha oOpaTHara
TpaHckpunrasa (NNRTI)
(BIJIICYHUTETHO, HO HE CaMo;
JlenaBUpJHH, HEBHPAINIHH)*

He e mpoy4Bano KIHHHYHO.
In vitro npoyuBaHna
MOKA3BAT, Y& MeTabONH3MBT
Ha BOPHKOHA30% MOXe Ja
6bae nuxubupan or NNRTI

BHuMaTenHo npocneassaHe Ha
BCAKAKBH NPOABH Ha
JICKapCTBCHA TOKCHYHOCT W
IMnca Ha epHKACHOCT B MOXKE A4
€ HeoOXoAMMAa KOpEKLIHA Ha

[CYP3A4 eybcmpamu, H BOPUKOHA30M MOXKE 13 J03aTa.
unxubumopu uau CYP450 HHXHOMpa MeTaloNH3Ma Ha
unoyxmopu] NNRTL
Hannure 3a edpekta Ha
ed)aBUpeRLl BbPXY
BOPHMKOHA30/ NIPEANonarar,
4ye MeTaboNU3MET Ha
BOPHKOHAa30.1 MOXe J1a Objie
uHayuupad oTNNRTI.
Aumuncuxomuyu
Jlypasumox Bonpex de He e npoyusaro, | IIporasonokazano (Bx.
[CYP3A44 cybcmpam] BOPHKOHA30]1 BEPOATHO Touka 4.3},
SHAUYMTEIHO Lie NOBHIKN
TUIA3MEHHTE KOHUEHTpaLHH
Ha JTypa3HJIOoH.
IMumozug Bropeku ye He € npoyysano, | [Iporaponokazano (Bx.
[CYP3A44 cybempam] MOBHILIEHHTE [U1a3MEHHU Touka 4.3).

KOHLIEHTPAL{HH HA TUMO3H],
MO3K€E Ja IOBEAAT [0
vasipkasaHe Ha QTc
HHTEpBAa U peiKH NpOIBH
Ha torsades de pointes.

IIpomusosupycru texapcmea

Jlemepmosup Bopukonazon Cuax § 39% AKO CBOBTCTBAILC NPUIOKEHNE

[CYP2C9 u CYP2CI9 Bopukonason AUCq.1; | 44% { Ha BOPUKOHA30JI ¢ JIETEPMOBHP

unoyxmop] Bopukorason Cy; | 51% He Moxe Ja ce u3berne,
npocnenspaiite 3a 3aryba Ha
eHKaCHOCTTa Ha BOPHKOHA30I1.

Benzoduazenunu

[CYP3A4 cybcmpamu] B nezaBucumMo mybnukysano | TpaGea na ce oOmucnu

Munazonam (0,05 mg/kg npoy4saHe [IOHIDKABAHE HA 103314

HHTPABCHO3HO COHHHYHA
n03a)

Mupasonam (7,5 mg
NepopanHo eqHHHYHA
[03a)

Hdpyru 6eHzopuazenuau
{BKIIOUMTENHO, HO HE

AUCs. Ha Mupasonam | 3,7
BLTH

B ne3aBucumMo myGaHKyBaHO
Npoy4BaHe

Cumax Ha Munasonam | 3,8
OBTH

AUCs. »Ha Muaazonam |
10,3 mpTH

GeH30IHAa3CIHHH.

ol
T
‘—._/
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CaMO: TPHa30JIaM,
anmpasonam)

Bbnpeku ye He € Npoy«BaHo,
CHILECTBYBA BEPOSTHOCT
BOPHKOHA30JI A3 MOBHIIH
IIa3MeHHTEe KOHUEHTpaLHH
Ha APYrH OeH301Ha3eNHHHTe,
KoHTO ce MeTabonn3Hpar ot
CYP3A4, u na noeene no
YOBDKABAHE HA CCOATHBHHA
edexkr.

Cpedcmea, nesauRsailii CopOeYHOCHO08aMa clcmema

Heabpaoun
[CYP3A44 cybempamu]

Beripexu ue He € IpOy4BaHO,
NOBHIICHHTE IL1a3MEHH
KOHLIEHTPALIHH Ha
uBadpaauH MOXe Aa noBenar
Ao yaemkasaHe Ha QTc
HHTEpPBAJIA M PeAKH NPOSBH
Ha lorsades de pointes.

[porasonokazano (BK.
Touka 4.3).

IHomenyuamopu na mpancmemp

ARRUA PEZyAAMOp HA NPOSOJHMOCIMA NPy Kucmo3na gubpoia

Heakadrop
[CYP344 cybcmpam]

Bbnpeku 4e He € npoyuBaHo,
BOPHKOHA30J1 BEPOATHO LI
[IOBHIUH IU1A3MEHUTE
KOHLCHTPALMH HA
HBakaTop ¢ PHCK OT
[IOBHILIABAHE HA HEXKE/IAHHTE
peaKi#H.

ITpenopbusa ce namanaBaHe Ha
A03aTa HBaKadTOp.

Epzo-npouszeoonu

Epro-ankanonau
(BIUTIOUHTENHO, HO HE CaMo:
€proTaMHH K
JAHXHAPOEPTOTAMHH)
[CYP3A44 cybcmpamu]

Buripexu ue He € npoy«BaHo,
HMa BEpOSTHOCT
BOPHKOHA30] A MoBHINH
[U1a3MeHHTe KOHLIEHTPAL)
Ha €pro-ajKaTouaMTe B Ja
AOBEIEC N0 EPproTH3ILM.

IIporaBonokazano {(BkK.
Touka 4.3).

Jlexapcmsa, nOGIURGAULU MOMUA

mema Ha CmMOMAIHHO-YPEBHUR mMPaKm

€IHOBPEMEHHO C BOPHKOHA30I1
400 mg egMHHYHA 1033)

59%

asanpun Bonpeku ye He e npoy«iBano, | [Iporasonokazano (Bx.
[CYP3A4 cybcmpam] MOBHILECHUTE IUIA3MEHH Touka 4.3).
KOHLEHTPALHH Ha LM3anpH
MO2Xe Ja HOBEAaT 10
yowkarade Ha QTc
HUBTEpBaa H PEAKH MPOABH
Ha forsades de pointes..
Bunxkoeu nexapemaa
BT KaHTApHOH B HezaBucuMmo mybnukysano | [IporaBonokazano (BX.
[CYP450 undyxmop; npoy4saHe ToYKa 4.3).
P-gp undyxmop] AUCq Ha BopHKOHason |
300 mg TID (npunaraH

Hmynocynpecopu

MuxkodeHonopa kucenuna (1 g
eHHHYHA J03a)

[eybempam va UDP zmoxoponun
mpancepasal

MuxodeHonosa kucennHa
Couax <> Miikodenonosa
kucemuHa AUC, &

Hsama kopexkusu Ha nosara

[CYP3A44 cybcmpamu]

Linnnocnopux (mpu crabuiny
peuHnueHTy Ha 6vOpeuna
TPAHCTUIAHTAUMA, TOMYy4aBalld

Linxnocnoput Cuax T 13%
Luxnocnopas AUC, T 70%
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XPOHMYHA Tepanus ¢
LIMKIIOCTIOPHH)

EBeponumyc
[cvwo P-gp cybempam]

Cuponsmyc (2 mg equHH4YHA
J103a)

Takponumye (0,1 mg/kg
eOMHHYHA 1034)

Boxnocnopun

Bunpeku ye He € poy4BaHo,
BOPHKOH&30J1 BEPOATHO
3HAYMTENHO LLUE NOBHILH
IU1a3MEHHTE KOHLEHTPALHH
Ha EBEPONTUMYC.

B ne3zaBHCHMO my6HKyBaHO
npoy4uBaHe Cpax Ha
cupomamyc T 6,6 mutu
AUC,_, na cuponamyc T 11
ObTH

Cumax Ha Takponumyc T 117%
AUC, Ha takponumyc T
221%

Brnpeku 4e He e npoyusaso,
CBIIECTBYBA BEPOATHOCT
BOPHKOHA30] a NOBULIHA
3HAYHTENIHO M183MEHHTE
KOHLIEHTPALMH Ha
BOKJIOCIIOPHH.

LMKJIOCTIOPHH, CE Npenopbh4sa
N03aTa Ha LMKIOCIIOPHH Ja Ce
HaMaJIi HanoJOBHHA H
BHHMATEJIHO /i C€ NpoCcaeasBaT
HHMBATa Ha LIMKJIOCNOPHH.
[NoBHiLIeHHTE HUPA HA
LHKJIOCTIOPHH Ca CBLP3aHH C
HedporokcuuHocr. [Ipu
NpEeVCTAHOBABAHE Ha MPHEMA Ha
BOPHKOHA30J1 HUBATA HA
puKknocnopuH Tpabea na ce
MPOCNENSBAT BHHMATENHO H

J03aTa 18 C€ NMOBHINH cnopeg
HeoOxonuMocTTa.

EnHOBpeMEHHOTO NPHICKEHHE
Ha BOPMKOHA30/1 H €BEPOIIHMYC
He ce Npenopbysa, Thif KaTo ce
OYaKBA BOPUKOHA30]1 J]a MOBHILH
3HAYHTENHO KOHL{EHTpaLMHTe Ha
€BEPONHMYC (BXK. TouKa 4.4).

EnHOBPEMEHHOTO NPHIOXKEHHE
Ha BOPHKOHA30/ U CUPOJIAMYC €
IpPOTHBONOKA3AHO (BXK.

TouKz 4.3).

Ipu 3amouBaHe Ha JEYCHHE C
BOPHKOHA30/1 MPH NMALMEHTH, Ha
KOMTO Bede e Mpunara
TaKpOJHMYC, C€ NpenophUBa
J03aTa Ha TAKPOAKMYC Ag ce
MOHIKM A0 €tHa TpeTa OT
MBPBOHAYAIHATA A033 H HHBATA
HA TAKPOIHMYC BHHMATEITHO 4
ce npocnenasart. [lopumennre
HMBA Ha TAXPOJIHMYC CE
CBBP3BaT C HEPPOTOKCHUHOCT.
Ilpu npeycraHOBABAHE Ha
IpHEMa HA BOPHKOHA30J HUBATA
HA TaKponHMyc TpabBa aa ce

OpoCNENABAT BHUMATENHO U
03aTa 13 C€ NOBHIUIH CIIOPE

HEOOXOAUMOCTTA.

=

hall &
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CraTHHH (Hanp., TOBACTATHH)
JCYP3A4 cybcmpamu]

BBnpekH ue He e Npoy4BaHo,
CHLIECTBYBA BEPOATHOCT
BOPHKOHA301 A3 NOBHIIH
Mna3’MeHHTe KOHLEHTPALHH
HA CTaTHHUTE, KOUTO C&

AKO CBIIBTCTBALIOTO
OpHIOKEHHE HAa BOPHKOHA30
CbC CTATHHH, KOMTO CE
Metabomaanpar ot CYP3 A4, He
MOXe Oa ce u3derHe, Tpadea na

metabonuzupar ot CYP3A4, | ce o6MucIH noHKKaBaHe HA
H MOXE Ja JOBEAE 1o 103474 CTATHH.
pabaoMHOINRa.

HecmepouoHu cellexmueiil GHmazoRucmu Ha MUHEPAIKOPMUKOUOHUR Peyenmop

DuUHEPEHOH Bwnpeku ve He € npoyuBaHo, | IIporaBonokxasano (Bx.
[CYP3A44 cybcmpam] CBINECTBYBA BEPOATHOCT ToukKa 4.3).

BOPHMKOHA30M Aa NOBHLIH

3HAYMTENHO IU1a3MEHHTE

KOHUEHTpPALMH HA

(QUHEPEHOH.
Ennepenox Brbnpeks ue He e npoyyBaHo, | [Iporasonoxazano (k.
[CYP3A4 cybecmpam] CBILECTBYBA BEPOATHOCT To4ka 4.3).

BOPHKOHA30J Aa NOBHIIH
3HAYMTENHO MUIA3MEHUTE
KOHLCHTPALMH Ha
€ILTIEPEHOH.

Hecmepouonu npomueoesinanumenny cpedcmea (HCIIBC)

[CYP2C9 cybcmpamu] [Ipenopryea ce YecTO
fpociesBaHe 3a HeXenaHH
H6ynpoden (400 mg S-u6ynpodes Cos T 20% PEaKLMH H TOKCHYHOCT,
SAMHUYHA J03a) cabp3anu ¢ HCIIBC. Moxe na e
S-ubynpoden AUCo 1 Heo(XxomaUMO HaMansBaHe Ha
100% no3ara Ha HCTIBC.
Auxnoderak (50 mg Juknodenax Cmax T 114%
€OHHHYHA [1033)
JMuxnodenax AUCo. T
78%
Onuoudu
JbaroaedcTraity onuaTtu B He3aBucumo myOnukysaHo | Tpabpa na ce obmucau
[CYP3A44 cybempamu] Npoy4BaHe HamansfBaHe Ha J03aTa

OkcukonoH (10 mg enuHuyHa
o3a)

Cunax Ha OkcHKonoH 1 1,7
MbTH

AUC)., Ha okcuxonon | 3,6
MbTH

OKCHKOJOH M APYTH OTHATH C
NPOIBLDKUTENHO JeifcTRuE,
metabonuzupanu ot CYP3A4
(Hanp. xuapoxkonoH). Mosxe na e
HeoOX0aumMo yecTo
npocieaBaHe HA CEbP3aHH C
OTMATHTE HEXKEMTAHH PeaKIMH.

MeragoH (32-100 mg QD)
JCYP344 cybcmpam]

R-meranon (aktuBeH) Cumax T
31%

R-metanoH (aktuBen) AUC,
T47%

S-metanoH Coax T 65%
S-meragon AUC, T 103%

IIpenoprysa ce yecTo
NpoC/IEAABaHE 38 HEKENaHH
peaxuHM H TOKCHYHOCT,
CBBP3aHH C METAJO0H,

BK/IFOYMTENTHO YAb/DKABAHE HA
QTc unTepBana. Moxe na e
HeoOXxoaHMO HamaNABaHE Ha
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KparkoneiicTBamy onyvaTH
[CYP3A44 cybempamu]

Andenranun (20 pg'kg
eAMHHYHA 1033, IpHIaraHa
CBIILTCTBALIO ¢ HATTOKCOH)

Denrannn (5 pg/kg enuHnuBa
103a)

B He3aBHCHMO Iy 6/IHKYBaHO
npoyuBaHe,

AUCq. na andenranun T 6
IBTH

B HezasucuMo my6nukyBaHo
npoyuBaHe,

AUCo. Ha ¢enranmn T 1,34
ITETH

TpaGea na ce oOMHCTH
NOHIIKaBaHE HA J03aTa HA
andeHTanuA, GEHTAHWI H APYTH
OIMHATH ¢ KPaTKOCPOYHO
IelicTBHE, KOUTO Ca CXOJHH [0
CTPYKTYpa Ha andeHraHun u
metabomusapanu ot CYP3A4
(Hanp. cydeHTanmn).
[TpenoppuBa c& NPOABIDKHTEIHO
H YECTO MpocieasBaHe 3a
pecnupaTopHa JenpecHs U ApYry
CBBP3aHH C ONMATHTE HEXENaHH
peakuuH.

Anmazonucmu Ha onUOUORUME Peyenmopu

Hanokceron

[CYP3A4 cyberpar]

BLnpek 4ye He & NPOyYBaHO,
CBHUIECTBYBA BEPOATHOCT
BOPHKOHA30/1 13 NOBHILH
3HAYHTEJIHO TUIa3MEHHTE
KOHLIEHTPALUH Ha
HAJIOKCETOJL.

IIporABONOKA3AHO (BK.
Touka 4.3).

IT ePpopaIHU KOHmpayenmusu

Tlepopannu KoHTpauenTusu*
[CYP3A4 cyGerpar;
CYP2C19 unxuburop]
HopetHcTepon/eTununecTpaau
on (1 mg/0,035 mg QD)

Erunnnectpanuon Cpax 1
36%

Etunnnectpaguon AUC, T
61%

Hoperucrepot Cuax T 15%
Hoperucrepon AUC, T 53%
BopukoHasol Coax | 14%

Bopukonason AUC, T 46%

[IpenopsuBa ce NpocaeAIB2HE 3a
HEXKETaHM peaKLHH, CBBP3aHH C
1epopalHK KOHTPALeNTHBH, B
AONBJIHEHHC KbM TE3H Ha
BOPHKOHA30.1.

Cmepoudu

Koprukocrepouau

[Ipeanusonon (60 mg
eIMHU4HA 1034)
[CYP3A4 cybempam]

IMpeauusonod Coa T 11%

[pequuzonon AUCi. T
34%.

Hama kopexuus Ha no3arta

INanuenTHTE, NONY4YaBALH
IBJITOCPOUHO JICYEHHE C
BOPHKOHA30/ U
KOPTHKOCTEPOUAN
(BKJIIOUHTETHO HHXAIATOPHH
KOPTHKOCTEPOKIH, HANp.
Oyae30HH, H HHTPaHA3aIHH
KOPTHKOCTEpOKaH), TpROBA Aa ce
[OpocenaBaT BHUMATENHO 33
JucdyHKLMA Ha HanOBOpeuHus
KOPTEKC KAKTO IO BpeMe Ha
JIEYEHHE, TaKa K NpH
NpeycTaHOBABAHE Ha
BOpPHKOHA307 (BXK. TOuka 4.4).

Anmazonucmu na peyenmosa Ha

eaionpeclin

Tonpanranr
[CYP34 cybcmpam]

Brripeky 4e He € npoy4BaHo,
BOPHKOHA30JI BEPOSATHO
3HAYMTE/HO LLE [I0BHILH
N1a3MEHHTE KOHLIEHTPailHH
Ha TOJBANTaH.

IIporasono
Touka 4.3).
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4.6 PepraaaTeT, 6pEMEHROCT H KbpMeHe

BpemeHHocT
Hama noctarbyHo JaHHH 3a ynotpebara Ha BOPHKOHA30M NPH OpeMeHHH JKeHH.

IIpoyuBaHHATA NPH >KHBOTHH OKA3BAT PEHPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). FloTeHuuanHuar
PHCK NPH XOpa € HEH3BECTEH.

Bopukonazon e TpabBa aa 6ba¢ npunarad no Bpeme Ha 6peMEHHOCT, OCBEH aKo I10/13aTa NpH
mailikaTa OTYETNHBO HANBHINARA IOTEHUMANHNY PHCK 3a IUI0JA.

ZKeHH B neTEPONHA BH3PACT
ZKeHu 8 aereponHa Bb3pacT TPA0Ba BHHATH Ja H3NOM3BAT e)eKTHUBHA KOHTPAUENLMA N0 BpEME Ha

JIEYUCHHE.

Knpmene
Exckperuara Ha BOPMKOHA30/1 B KbpMara He e u3clieapana. Kxpmeneto tpaéea sa 6sae npekparteHo

IIPH 3aN04YBAHE Ha JIEYCHHUE C BOPHKOHA3OI.

deprinurer
Ipu npoyusaHe BLPXY JKUBOTHH HE € YCTAHOBEHO YBPexAaHe Ha GepTHIMTETa NPH MBKKH H XKEHCKH

ILTBEXOBE (BK. TOYKa 5.3).
4.7 EdexrH Bspxy cnocofHocTTa 38 modHapane B pabora ¢ MAMHHH

BopudyHran HMa ymMepeHo BIHIHHe BbpXYy cnocobHnocTTa 3a modupane u pabora ¢ Mawnay. Toi
MOX€E A4 MPHYMHH NPEXOAHH W 00paTHMH NPOMEHH B 3PEHHETO, BKIIOYHTENHO 3aMBITIEHO BIXKAAHE,
NPOMEHEHH/32CHIIEHH 3PHTENHH BB3NPUATEA HWHnu dorodobus. J{okaTo HMAT TAKHBA CHMITTOMH,
naudeHTHTe TpabBa Ja u3tAreaT NOTEHUHWATTHO PUCKOBH 3aJa4H, KaTo wodupade WK pabora ¢
MaIIKHH,

4.8 Hexeaans JeKAPCTBEHH PeAKIHH

Pesiome Ha npoduna Ha OezonacHocT

ITpoduntt Ha GezonacHOCT Ha BOPUKOHA301 NPH BE3PAacTHH CE€ OCHOBABa HA HHTerpupaHa 0a3a JaHHH
3a GezonacHocT npu noseve ot 2 000 nuua (BrmounTenHo 1 603 BB3pacTHH B TEPANEBTHYHH
H3MUTBAHHA) H NOMBIHKUTENHO oilte 270 BE3pacTHH B NMPOPHUAAKTHYHH H3NHTBaHMA. Te npencrapiaBar
XETeporeHHa NOMyNaLHs, BKJAKYHTEIHO NALHEHTH ¢ MAJIMTHEHH XEMATOJIOrHYHH 3a00/1ABaHH1,
uuadexTupany ¢ HIV nanuenTs ¢ e3odareanya kaHaunosa H pedpakTepHH MHKOTHYHH HHOEKLMH, He-
HEYTPONEHHYHH NALHEHTH ¢ KaHJWIEMHS WIH acnepruiosa ¥ 3ApaBH K00POBOJILM.

Hafi-4ecTo crobimaBanuTe He)XenaHH JIEKAPCTBEHH PeaKLMK ca GHITH 3pUTENHO YBpEXAaHe,
HHpEeKCHA, 0OpHB, MOBPBILAHE, FafcHe, AUapUd, rnaBobonue, nepudepen 0Tok, abHOPMHH
yepHOApoOHH $YHKLHOHAIHH TECTOBE, pECAMPATOPeH TucTpec ¥ 6ok B 00nacTTa HA KOpeMa.

TexecTra Ha HeskenaHHTE NEKAPCTBEHH peakuuy € buia kaTo W10 neka a0 ymepera. [lpu aHanmza Ha
AaHHuTe 33 HE30MACHOCT HE €8 YCTAHOBEHH KJTMHHYHO 3HAYHMM PasNH4HA MO OTHOLIEHUE HA BH3PAcT,
paca Wi 1o,

TabauyHo npencTaBAHE Ha HEKETAHATE PEAKLIHM
B tabnnuara no-aony, KaTo ce MMa NpeBHA, Ye MOBee OT NpOy4BaHUATa ¢a GuiIH OT
BKJIFOYEHH BCHYKH HEXKENNaHW peaklin ¢ MPHYHHHO-CIEeACTBEHA BPE3Ka H TEXHHTE KAJH
gectota rpu 1 873 Bb3pacTHy, or TepaneBTuuHuTe (1 603) ¥ npodunaxTHunuTe (27§
ApOYYBaHHUA, CIIOPEe] CHCTEMO-OPTaHHATA KI1aCH(QHKALHA.

Kateropuure no vectoTa ca npeAcTaBeHH, KAKTO cledBa: MHOro Yectd (> 1/10), ue
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1/10), newects (> 1/1 000 1 < 1/100), pemxn (>1/10 000 u < 1/1 000), MHoro peasy (< 1/10 000), ¢
HEH3BCSCTHA 4€CTOTA (O’P HAJTHYHHUTEC AAHHH HC MOXEC Oa 6'!:)16 HanpascHa OLICHKa).

IlpH BcAKo rpynupane B 3aBUCHMMOCT OT YECTOTATA, HEXKEIAHHTE JISKAPCTBEHH peakuuu ce u3bpoasar
B HH3XOIA pej N0 OTHOLIEHHE HAa TAXHATA CEPHO3HOCT.

Hexenanu nekapcTeeHH peakiuy, cho0LIapaHy NPy NMUa, NOTyYaBainy BOPHKOHA30JL:

Cucremo- Mpuoro YecTn Hegectn Penxn C nen3secTHa
oprafeH Kjiac JECTH >1/100 oo <1/10 | >1/1 000 go <1/100 | >1/10000 no qecToTa (OT
>1/10 <1/1 000 BAJHIHETE
HAHHH HE
Moxe 1a Obae
HADpABERA
oHeHKA)
Hudpexuyu n CuHy3uT [TceBnomembpa-
HHecTaluu HO3€H KOJNHT
Heornazmu — CxkBaMo3HOKIET
nobpokayecTBeH BHUYEH KApLIMHOM
H, (BKAYHTEITHO
3NOKAYECTBEHH xoeH CKK in
H Heolpeneneru situ unu G6onecr
{BKJI, KHCTH H Ha Bowen)* **
MOJIMITH)
Hapymenus Ha Arpanynouuros | KoctHomo3suHa HAvceMuHKpaH
KpbBTa H al, HEeOCTaTHYHOCT, a BTpEChIOBA
nuMdHaTa NaHUMTONEHHY, | namdaneHonarty, Koarynanms
cucremMa TpoMbouuTOneH | eo3uHouINs
HA?,
JISBKOMEHMA,
dHEeMHUA
Hapyienus Ha CapexvyscTBHTENH | AHadniakTOH
HUMYyHHATa ocT JHa peaKkuns
cHCTEMa
Hapyienus Ha ANpeHOKOPTHKaNH | XHNepTHpeon
€HJOKPHHHATa a HEIOCTATBMHOCT, | IHU3BM
CHUCTEMA XHNOTHPEOHIHIBM
Hapywenus Ha | [lepudepen | Xunornukemus,
MeTadonu3Ma M | OTOK XMINOKATHEMHA,
XPaHEHETO XHIIOHATPHEMHS
Tcuxuynu Henpecus,
HapyLlueHus XanOLHHALIMH,
TPEBOKHOCT,
BeschunEe,
Bb30yna,
CBCTOSHHE Ha
o0BpKaHOCT
Hapymenus na | 'naso6onue | Kounsyncum, Mo3sbueH oToK, Yepuoapobxa
HEPBHATA CHHKOI, enuedaronarus®, ennedanonaru
cHcreMa TpEMop, eKCTpanupaMHAHO | #, CHHAPOM Ha
XHMEPTOHYC?, HapyLiexue’, illai
[ApecTe3xH, nepudepHa
COMHOJ/IEHTHOCT, | HEBpOMaTHA,
3aMasHOCT aTaKcHA,
XHIIOeCTe3und,
aMcreysus
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Hapywmenus Ha | 3pHTenHo KpbBoH3iHB B Hapywiexue Ha ATtpodus Ha
O4HTE yBpexnane® | perunara 3PUTEHMS HEPB, 3PMTENHUA
nanuaaped efem®, | Heps,
OKYJIOTHpyCHA MBTHHHU Ha
KpH3a, JMIUIONMA, | POrOBHLATA
ckieput, Gnedapnr
Hapyinenns Ha Hamanenne Ha
yXOTO W cllyXa, BEpTHIO,
nabupuHTa ITYM B YLOIHTE
Copaeusn HapxamepHa KamepHo muxaene, | Torsades de
HapyIlleHHA apHTMHSA, KAMEPHH pointes, TbleH
TaXHUKapAUA, €KCTPacHCTONHN, aTPHOBEHTPHK
Gpanukapaus KaMepHa y-napeH Gnok,
TaxMKapama, GeapeH Onok,
yabxeH QT- HOJaJleH
UHTEpBaN B pUTBM
EJIEKTPOKapAKOIpa
Mara, HagKaMepHa
TaXHKapaua
CoaoBu XHUnoToHu4, TpomGodnedur,
HApYIIEHHA tnebur AUMGbaHrHT
Pecnnparopun, | Pecnmparope | Octop
[PBOHH H H gucTpec’ | pecnMpatopeH
MeIHaCTHHAITHU AauCTpec-
HApYyUEeHNA CHHIPOM,
6enonpoben
OTOK
Cromamso- Juapus, Xeinur, [Nepuronur,
YpeBHH NOBpBILAHE, | JHCHENCHA, MaHKPEATHT, OTOK
HAPYIIECHHS abdooMHHANH | KOHCTHMMALMA, Ha €3MKa,
a 6onka, THETHBMT IyOINeHHT,
rajeHe racTPOEHTEPHT,
[JIOCHT
Xenarobunuape | AGHOpMHH Kwarenuua, Yepnogpobua
¥ HapyLICHHA YepHOApoOH | XonecTaTH4Ha HEI0CTATbYHOCT,
H HBITEHHLA, XernaroMeraims,
dynxuponan | xenatur!® XONIELHCTHT,
HH TECTOBE XOllE/THTHa3a
Hapywenua nHa | O0pus Excdonuarusen | CuHApOM Ha TokcuuHa KoxeH nymyc
KOXKaTa H JEpMATHT, Stevens-Johnson®, | emuaepmanna | epuremaropec
NOAKOXKHATA ajoneu s, Oyprypa, Hekponusa®, *, edennan®,
THK&H MaKyJIONanynio3 | ypTHKapHi, JeKapcTBeHa | JieHTUro*
eH o6puB, ajepruycH peaxuus ¢
NpypHTYC, JEepPMATHT, €03HHODHIHA
epureM, namynoseH oOpuB, | M CHCTEMHH
toToTokcHuHOC | Makyno3eH o6pHB, | cHMmTOMH
T** ex3ema (DRESS),
AHCHOSOEM,
AKTHHHIHa
Keparo3a®,
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Hapyienua Ha bonka B repba | Aprpur,

MYCKYJIHO- IMepuocTuT* **

CKeNeTHaTa

CHCTEMA H

CHEAMHHTENHATA

TbKaH

Hapywienus Ha Octpa BnOpeuna TyOynHa

O0nOpeuvTe H 6v6peuna HEKpOo3a,

MUKOYHHTE HEJOCTATBYHOC, | MPOTEHHYPHA,

ITBTHLIA XeMaTypHs HedpHT

Obmn Mupexcus I'pvana 6onka, | Peakuus Ha

HApYyLUEHUA U OTOK Ha MSACTOTO Ha

eexTH Ha nuuero'!, HHpy3uATa,

MACTOTO Ha aCTeHuUH, rpunonoaobso

NpUIokKeHHe CTyJEHU TPHIKH | 3aboisaBaHe

Hzcneapanua IloBumeH TloBuuieHa ypesa b
KpeaTHHHH B KPBBTA, IOBHILIEH
KPBBTa XOJIECTEPOI B

KpbBTa

*HJIP, ycTaHOBEHM B NOCTMAapPKETHHIOBHA NIEPHOL,

**Kareropuara no yecrora e 6asupaHa Ha o6cepBallHOHHO NPOYYBaHe C M3M0/13BaHe HA NaHHH OT
peanHara KIHHHYHA NPAKTHKA OT H3TOYHHLM HA BTOPUMHU AaHHH B [lIBeuus

! Bxnrousa gebpriHa HEYTPONEHHA H HEYTPONEHHUA.

2 Biuio4sa HMyHHa TPOMGOLIMTOMEHHYHA TPy pa.

3 Bknioysa BpaTHA PHTKAHOCT M TETAHMS,

4 BtouBa XMNOKCHYHO-HCXeMUYHa eHuedanonaTis u metabonurHa eduedanonarna.

3 BIloUBa aKATH3HS M MAPKMHCOHHIBM.

$ Bx. naparpag ,,3puTtendu yBpexaaHus” B Touka 4.8.

7 [TpoaBIDKUTENIEH HEBPUT HA ONITHYHMS HEPB Ce ChOOIMABA B IOCTMAPKETUHIOBUS MepuoA. Bxk. Touka
4.4.

¥ Bx. Touka 4.4.

® BIIOYBA AMCIIHESA M AMCIHEA NPU PHIUYECKO YCHIIHE.

19 BxniouBa nekapcTBEHO-HHAYIMPAHO HEPHOAPOOHO YBpeKAaHe, TOKCHYEH XENaT|T,
XeNaToLeNyapHO YBPEXKAAHE H XeNaTOTOKCHYHOCT.

' Brniousa nepHoOpGUTANEH OTOK, OTOK HA YCTHHTE H OTOK Ha YCTara.

Onucanpe Ha u3OpaHK HeXKeTAHY peaKUHH

Spumennu Hapyuenua

B ycnoBuATa Ha KIMHHYHH H3NMTBAHHA 3PHTEIHUTE YBPEKAAHHA (BIULIOUBA 3AMBIIICHO 3PEHHE,
(orodobus, Xn0poncus, XpoOMaTONCHA, LIBETHA CIIENOTA, HAHOICHS, 3PHTEITHO HapYMEHHE, BHXKIAHE
Ha OPEOJHM OKOJIO CBETIMHHYE H3TOYHHLM, HOLIHA CIENO0Ta, OCLIoncHa, GoTonCHs, CLIMHTIIHpaLL,
CKOTOM, HaMaJleHa 3PHTEJIHA OCTPOTA, APKO BIDKIAHE, Ae(EKT B 3PUTETHOTO NOJIE, MBTHHHH B
CTBKJIOBHAHOTO TAJIO H KCAHTOINCHA) IIPH BOPHKOHA30J1 €4 MHOTO 2€CTH. Te3u 3pHTeNHU YBpeXKIaHus
ca OWIH IPEXOOHHU H HAITBJIHO OOPaTHMH, KATO MHO3HHCTBOTO OT TAX ¢a MPEMHHABAIHY CNIOHTAHHO B
paMKuTe Ha 60 MHHYTH K He ca 6unH HabMIoKaBaHH KIIMHUYHO 3HAYMMH JbLIATOoTpaiHu 3PHTEITHH
edext. Mma nannu 3a orcnabpaHe Ha Te3H eeKTH NPH MHOTOKPATHO NPHIOKEHHE HA BOPHKOHA3OM.
3pHTeNHHTE yBpeXAAHHA N0 MPHHUMN ca OUNH NeKH, pAaXo ca BOJKIIH A0 MPEKPATABAHE HA
JIEUEHHETO H He ca OHIIH CBBLP3daHM C SBIrOTPaiHH NOCNeNCTBHA. SPHTEIHHTE YBPEXKAAHHA BEPOATHO
€a CEbP3aHH ¢ N0-BUCOKH I/1a3MEHH KOHLIEHTPALHH W/UITH JI03H.

Mexanu3MBT Ha NEHCTBHE € HEH3BECTEH, BBIPEKH Y€ MACTOTO HA ACHCTBHETO € Ha
peTHHaTa. B npoysBaxe npu 3apaBu A0OpOBOILM, H3CISABAIIO BAMAHUETO HA BO|
(QYHKUHATA HA PETHHATA, BOPHKOHA3ZON € MPESAU3IBHKAI HAMAJICHHE HA AMIUTHTY [
peruHorpamara (ERG). ERG mamepsa enexTpuynus noteHuuan B peruHara. ER
[IPOrPECHPAIH B PAMKWTE Ha 29-JHEBHO JieueHHE H ca OWIIH HAITKIHO 0OpaTHMH
BOPHKOHA30IL
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Hma nocTMapKeTHHIOBH CHODOIIEHNA 33 NPOAR/DKHTENHH 3PHTENHH HEXENaHH ChOUTHA (BXK. TOUKa
4.4).

Hepmamonozuunu peaxyuu

HepMaToNOrMYHHTE PeaKkiMi ca OUIIH MHOTO YECTH NPH MALMEHTH, JIEKYBAHH C BOPHKOHA30/ B
KIMHUYHM MPOYYBAHHS, HO TE3H NALMEHTH ¢4 HMAITH CEPHO3HU MOMIEkKAIY 3a001BAHHA H €3
NOIY4aBaNH MHOXKECTRO CHITBTCTRAILM JIEKAPCTBEHH NPOAYKTH. MHO3HHCTBOTO OT 00pHeHTe ca OKiH
JNIEKH IO YMEPEHH N0 TexecT, [lareHTHTe ca pasBHBAIM TEXKH KOXKHH HexxenaHH peakuun (SCAR),
BKTIOYHTENHO CUBAPOM Ha Stevens-Johnson (SJS) (HedecTo), TOKCHYHA eNHAEPMATHA HEKPOIH3a
(TEN) (paako), 1ekapcTBeHa peakisa ¢ eo3sHHOGHNUA H cucTeMHu cumiroMH (DRESS) (paaxo) u
epuTeMa My1THQopMe (PSAKO) MO BpEMe HA JIEUeHHE C BOPHKOHA30JI (BXK. TO4Ka 4.4).

AKO nauMeHTET pa3sie oOpuB, Toi TpaOa 1a 6bae YecTo NpocneasBad H BOpHKOHa3on Ba O6bae
CMpsH, aKo Je3uHTe nporpecupar. Crobmasa ce 32 peakiii Ha (GOTOHYBCTBHTENHOCT, KATO edenuay,
NIEHTHIO M AKTHHHYHA KepaTo3a, 0CoOeHO npH abirorpaiino neyenue (Bx. Touka 4.4).

Crolmmaga ce 3a CKBAMO3HOK/IETBYEH KOXKeH KapiHoM (BkitounTenHo koxeH CKK in sifu unu
Honect Ha Bowen) npyu naipeHT, NeKyBaHH ¢ BOPUKOHA30I1 32 ALIICH [IEPHOH OT BpEME;
MEXaHH3MBT He € YyCTAHOBEH (BXK. To4KA 4.4).

Uepnodpobnu giynxyuonaniu noxazamenu

Ofwara yecToTa Ha MOBMIICHHATA B TpadcaMuHazuTe >3 x I'TH (koeto He e 3aaB/DKMTENHO A3
npencTaB/iiBa HexenaHo ce6HTHE) B KIIMHHYHATA porpaMa Ha BopukoHason € 18,0% (319/1 768)
npH Be3pacTHH U 25,8% (73/283) npu neauarpHyHM Y4aCTHHIIM, KOHTO Ca MOJy4YaBani BOPHKOHA30M
B cOOpHHTE NMpPOYYBAHHA 33 TEPAaNeBTHYHA H npodunakTyyHa ynorpeta. OTKIOHEHUATA B TECTOBETE
Ha yepHOIpOoGHHTE GyHKIMOHAIHH OKA3ATENH MOTAT A4 CE JB/DKAT HA MO-BUCOKH IUIA3MEHH
KOHUEHTPAUMH WHIH K03H. [loBedeTo OT OTKIOHEHKATA B YSPHOAPOOHATE QYHKUHOHATHH
TIOKa3aTeN ¢a MpeThpnead 0OpaTHO pa3sBUTHE NO BPEME HA JieueHHeTo, kakTo 6e3 ananrupaxe Ha
J03aTa, TAKa H Clie]l AJANTHPAHE HA 1034aTa, BIJIIOUHTENHO CNMpPaHe Ha JIEHeHHETO.

BopHKOHAa301 Ce CBBP3Ba ChC CITydau Ha CEPHO3HA MePHOAPOOHA TOKCHYHOCT NPH MALKMEHTH C APYyrH
CEPHO3HH NOAIEKALH ChCTOSHUA. ToBA BKIIOYBA Cy4aH HA ¥KBLJITEHULA, XeNaTUT U YepHOApoOHa
HEAOCTATHYHOCT, BOACIIA 0 CMBPT (BAK. Touka 4.4).

Peaxyuu, cevpianu c undyzuama

o epeme Ha nHdy3us Ha HHTpaBeHO3HAaTa JOpPMA Ha BOPMKOHA30JI NPH 3ApaBH A0OPOBOLHM € HMAJIO
ClIy4ad Ha peakiiHi OT aHAQHAIAKTOHAEH THII, BIIIOYHTE/IHO 384€PBABAHE, MHPEKCHA, H3NOTIBAHE,
TAXWKAPAKS, CTATAHE B [PBAHUA KOLI, JUCMHEA, NPHNOILIABAHE, rafeHe, cuspbex 1 obpus.
CHMOTOMHTE Ca ce NOABABAJIM BEJIHAra clie]] 3an04YBaHE HA WHQY3HITA (BA. TOuKa 4.4).

IIpodunaxmuxa

B oTkpuTO, CpaBHHTENHO, MHOTOLIEHTPOBO MPOY4BaHe, CPABHABALLO BOPUKOHA30J C HTPAKOHA30M
KaTo MBPBHYHA [TPOodUIAKTHKA [TPH BL3PACTHU H IOHOLIM, peuunueHTH Ha anoreHHa TXCK 6e3
npelIECTBaILA foKa3aHa Wi BeposTHa M"Y, 3a TpaiiHoTo cnupaie Ha BOpHKOHa30na Nopany
HEXKeNlaHH cEOUTHA ce choOwasa npu 39,3% ot yyacTHHUUMTE, B cpaBHEHHE ¢ 39,6% OT y4acTHHLIHTE
B paMOTO Ha UTPAKOHAa30/1. Bh3HHKHANHTE NPH JleueHHETO YepHOAPOOHK HexenaHH chOHTHA ca
JOBENH A0 TpaiHO cniHpaHe Ha U3MMTBAHOTO JeKkapcTBo Mpu 50 yyacTHuiw (21,4%), nekysasu ¢
BOPHKOHA30J K 1pH 18 yyacTHuiw (7,1%), 1eKyBaHH ¢ HTPaKOHA3OM.

leduampuvna nonyrayus
BeszonacHocTTa Ha BOPHKOHA30: € H3cneneada npy 288 neauaTpuyHU NaUMEHTH Ha Bb3pPacT g
<12 ropunu (169) u ot 12 po <18 roauun (119), kouro ca nonyyasaay BOPUKOHA301 33
npodmwnaktuka (183) u 3a repanesTuyHa ynorpeba (105) B KIHHHYHH H3NUTBaHUA. B
BOPHMKOHA30M € M3cJIeBaHa CHUIO NPH XONbLIHUTENEH Opoit or 158 neanaTpuusy oy
BB3pacT oT 2 Ao <12 roguHM B nMporpaMH 3a MIJIOCHpAHA ynoTpeba. Karto wano np
6e3omacHOCT Ha BOPHKOHA30/1 IPH NEAWAaTPHYHATA NonyJauua e OWI cXoaeH ¢ To3y
Habnionapana e obave TEHOSHIMA KBM MO-BHCOKA YECTOTA HA TIOBHIIABAHE HA Yep
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€H3HMH, ChOOLLABAHM KATO HEXENAHH CHOHTHA B KIIMHWMHHUTE H3NHUTBAHKA, IPH MEAHATPHYHH
NMALMEHTH B CpaBHeHUe ¢ Bb3pacTHHUTE (14,2% noBHieHH TPAHCAMHHASH NPH MEIHATPHYHH MALHEHTH
B cpaBHeHHE ¢ 5,3% npu Br3pacTHH). [[0CTMAPKETMHIOBHTE AAKHH NIPEANONAraT, Y€ MOXKe Ja HMa
NI0BeYe NPOABH Ha KOXHHM peaxipy (0coBeHo epHTEM) NPH NEAMATPHUYMHEATA NOMYNALMA B CPABHEHUE C
Bb3pacTHHTe. [IpH 22 nanmeHTH Ha BB3pacT noj 2 roAMHK, KOHTO €a NOoJyYaBali BOPHKOHA30 B
OpOrpaMH 3a MHIOCEPAHA ynoTpeba, ca choOIABaHM CIEAHUTE HEXKENAHH JICKADCTBEHH peakiHH (3a
KOHTO BPB3Ka ¢ BOPMKOHA30J1 HE MOXKe I3 OBbe MIKTIOUEHa): peakilia Ha GOTOMYBCTBUTENHOCT (1),
apurmui (1), naaxpearur (1), noBumen 6unupybun B KpbBTa (1), NOBHIIEHH YepHOAPOOHH eH3UMH
(1), o6pus (1) ¥ nanunapex enem (1). MIMa nocTMapKeTHHIOBH CHOOLIECHHA 32 IAHKPEATHT NpH
MeJHATPHYHH NaLHUEeHTH.

CroliuanaHe Ha NOAO3UPAHH HEXENAHU PEAKLIMH
CrbobiaBaHeTo Ha HOJIO3KPAHH HEXEAHH IEKAPCTBEHH PEAKLMH CEA paspeluapaHe 3a ynotpeba Ha

JIEKapCTBEHUA NPOAYKT € BaxkHO. TOBa MO3BOABA 12 MPOABIDKYA HAOMIONEHHETO HAa CHOTHOLEHHETO
MOM3a/PUCK 33 NeKAPCTBEHHA NPOAYKT, OT MEAHLIMHCKHUTE CNIELHATHCTH CE€ M3HCKBA Ja cro0iiaBar
BCAKA MOAO3MPAaHA HEXKENIAHA peaKLus Ypes:

H3nbaHHTEHA areHIMs 10 eKapeTBaTa
yn. ,Jamsn [pyes” Ne 8

1303 Cotus

Ten.: +359 2 8903417

yebcaiit: www.bda.bg

4.9 TIlpepo3zupame

B KIMHUYHK NpoyuBaHHA € HMaIO 3 Cly4yas Ha cIy4aHHO npego3upane. BcHYKKTe ca HACTHNWIM NpU
NeIHATPUYHH MALHEHTH, KOHTO Ca NOJMYYHJIH A0 NET MbTH N0-ro/AMa OT npenopb4BaHaTa
HHTPaBEHO3Ha 4034 BOpHKOHAa30/4. CrobluaBa ce 3a efHHUYHA peakuna Ha (poTodobus ¢
MPOABILKATENHOCT 10 MHHYTH.

Hama u3secren aHTHAOT Ha BOPUKOHA3ONM,

KnupbHCET Ha BopHKOHa30l NpH XemoaHany3a € 121 ml/min. KnupeHCET HAa HHTpaBEHO3HMA HOCHTEN
XHAPOKCHITPONHII-PB-HHKIOAEKCTPHH NPH XeMoauanusa e 37,5+24 mV/min, [Ipu npepo3upane
XE€MOJHAIH34aTa MOXE [a [IOMOrHe 3a OTCTPaHABAHETO HA BOPHKOHA30M H XHAPOKCHIPOMWI-f-
LUMKIONEKCTPHH OT OPraHu3Ma.

5. ©®APMAKOJIOTMYHM CBOWCTBA
5.1 PapMakoaAHHAMHAYIHH CBoficTea

(DapMakoTepaneBTHYHA rPyna: AHTHMHKOTHLM 338 CUCTEMHO MPHIOKEHHE — TPHA30JI0BH
npoussoanu; ATC kon: JO2ACO3

Mexanu3abM Ha AelicTBHE
BopHkorason e Tpra3onos NpoTHBoreOH4eH areHT. [IbpBHYHUAT MEXAHH3BM Ha AeCTBHE HA

BOPHKOHa301 € HHxuOupaHe Ha reOHYHOTO HuTOXpoM P450-Meauupato 14 anda-nanocrepon
AeMeTHWIHpPaHEe, OCHOBHA CTHIIKA IIPH €ProcTEPONOBUA BHOCHHTE3 NpH refuTe, AKYMYIHPaHETO Ha
14-anda-MeTHICTEPONH KOPEIHPA ¢ MOCCABALLATA 3aTy0a Ha eprocTepon B rbGHYHATA KIEThYHA
memOpaHa H Moxe na 6bae OTrOBOPHO 3a NPOTHBOrbOHYHATA RKTHBHOCT HA BOPHKOHA30J1.
YCTAHOBEHO €, Y€ BOPHKOHA301 € N0-CEeNeKTHBEH KbM MbOHUHHMTE LUTOXpoM P-450 eH3uMH,
OTKOJIKOTO KEM PA3JIHYHH IHTOXpOM P-450 en3umnun cucteMu npH Go3aiinuuure.

DapMakoKHHETHMHH/(papMaKoqHHAMUYHH B3AUMONEHCTBHA

B 10 TepaneBTHYHH NpOyYBAHHA CPEIHHTE CTOHHOCTH HA CPEIHUTE U MAKCHMAJH
KOHUEHTPALIMH NPH OTACIHKTE YYaCTHHLH B IPOy4BaHusaTa ca 6uin ceoTBeTHO 2
€IHa 4eTBbPT B fruanasos ot 1 193 no 4 380 ng/ml) u 3 742 ng/ml {cpeano eana u
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or 2 027 po 6 302 ng/ml). B TepaneBTH4HATE NPOYYBAHHA HE CE YCTAHOBABA MONOXKHTEIHA
3aBMCHMOCT MEXAY CpeliHa, MaKCHMaIHA WIH MHHHMANHA IU1a3MeHa KOHUEHTpauus B edHKacHOCTTa
HA BOPHUKOHA30I, a IPY U3NHTBAHKATA 3a NpodKUNaKTHYHA ynoTpeda TaKaBa 3aBHCHMOCT He €
H3CeaBaHa.

AHanuzuTe Ha GapMaKOKHHETHYHHTE/(PapMaKOJMHAMHYHHTE JAHHH OT KITHHHYHH NPOYYBaHHA
Pa3KpHBAT NOACKKTENIHA JABUCHMOCT MEXKAY TUIA3MEHHTE KOHLEHTPALMH HA BOPUKOHA30J M
HACTBIKIINTE OTKIOHEHHA B YePHOAPOOHHTE PYHKLIMOHAIIHH MOKA3aTENM H 3PUTE/IHHA HAPYLIEHHA.
AnanTHpaHeTO Ha A03aTA HE € H3C/IeBAHO MPH NPOYYBAHHATA 33 NPOQHIAKTHYHA yrioTpe6a.

Knunnyna edukacHoct n 6ezonacHocT

In vitro BOpHKOHa301 NOKa3Ba IUMPOK CHEKTHLP HA NPOTHBOrBOHYHA aKTHBHOCT ¢ IPOTHBOTbOMUHO
neiicrane xem Candida spp. (Bxmountenso ¢mykoHnason-pesucreHtHuTe C. krusei M pe3ncTEeHTHHTE
wamose Ha C. glabrata u C. albicans) u yHrHUMAHATA AKTHBHOCT KbM BCHUKH M3CNEABAHH
Aspergillus spp. B nonmbjiHeHse BOPHKOHA30/1 TOKa3Ba in vitro GyHrHuMAHA AKTHBHOCT KBbM
pasBHBalll{ c€ FbOWYHM MATOTCHH, BKIIOYMTEITHO TakHBa Kato Scedosporium win Fusarium, xouto
HMAT OrpaHMYEHa YYBCTBHTENHOCT KbM CBILECTBYBAl{HTE MPOTHBOrbOMYHH ATE€HTH.

Knunuyna eduxacHocT, neuHHPaHa KATO YaCTHYCH WM NbJIEH OTTOBOP, € YCTAHOBEHA NPH
Aspergillus spp., exmouutendo 4. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans, Candida
spp., Bxmosutenyo C. albicans, C. glabrata, C. krusei, C. parapsilosis u C. tropicalis n orpaHHyeH
6poii C. dubliniensis, C. inconspicua v C. guilliermondii, Scedosporium spp., Bxnrounrenso S.
apiospermum, S. prolificans w Fusarium spp.

Jpyru nexypaHH MHKOTHMHH HHEKLMH (YECTO WIH ¢ YACTHYCH, HIH C ITBJIEH OTrOBOP) BKIIOYBAT
H30ITHpaHU ciy4aun Ha uHbexums ¢ Alternaria spp., Blastomyces dermatidis, Blastoschizonmyces
capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus coronatus, Cryptococcus
neoformans, Exserohilum rostratum, Exophiala spinifera, Fionsecaea pedrosoi, Madurella
mycetomatis, Paecilomyces lilacinus, Penicillium spp., sxmountento P. marneffei, Phialophora
richardsiae, Scopulariopsis brevicaulis u Trichosporon spp., Bkmouurenno T. beigelii.

In vitro aKkTHBHOCT Cpellly KIMHHYHH H301aTH ¢ HabmoaaBaHa 3a Acremonium spp., Alternaria spp.,
Bipolaris spp., Cladophialophora spp. w Histoplasma capsulatum, kato npu noseye ot Ciy4amre €
HabmronapaHo MHXHOHpPaHe NPH KOHUEHTPALMH HA BOPHKOHAa3on B rpanuumTe ot 0,05 mo 2 pg/ml.

JlemoHcTpupaHa e in vifro akTBHOCT cpewy natorenure Curvularia spp. u Sporothrix spp., Ho
K/AMHHYHATA 3HAYHMOCT € HEH3BECTHA.

I'panuyHU cTOHHOCTH
[Tpobu 3a ru6MuHM KynTypy H Apyru cnenadnyyy sabopaTopHu uicnensaHus (CEpPOIOrHYHH,

XHCTOMATONIOrWYHHA) TpaOBa fa OBbAAT B3ETH NMPEAH 3aN0YBAHE HA JIEUEHHETO C LIE] H30JIKpPaHe K
HIEHTH(HLUMpaHe HA NPHYHHABAIMTE MHKpOOpraHu3MK. JleyeHueTo Moxke aa Gble 3aouHaro npeau
NOMy4aBaHe Ha Pe3yTATHTE OT KYJITYPHTE H Apyrure nabopaToOpHH H3CIENBAHHA, HO CIEA
nojy4yaBaHe Ha TE3W Pe3YJITATH JIEUEHHETO Ha HHekLmaTa Tpadea Ja Gbae ananrupaHo no
CBOTBETHMS HAYMH,

Hafi-uecTHTe NMpUUMHHTENH Ha HHGeKUHHU mpH YoBeka BkmouBar C. albicans, C. parapsilosis, C.
tropicalis, C. glabrata v C. krusei, KaTo npH BCUYKH BOPUKOH230]1 OOUKHOBEHO 110KA38a MUHHUMAJIHA
HHxubHupaina konuenTpauss (MHK) no-vucka ot 1 mg/l.

In vitro akTHBHOCTTa Ha BOpHKOHa30.1 KoM BHOBeTe Candida obave ne e ennaxsa. [To-cnenu
npu C. glabrata MUK Ha BopukOHa30/1 11pH GIyKOHA30/1-PE3UCTEHTHH H30MIATH €A NPO
NO-BHCOKH OT TE€3H NPH QIYKOHA30/I-4yBCTBHTEIHH H3onaTd. [To Tass npuunna tpab
BCHYKO BE3MOXHO Aa ce uaeHtHpuuupar sunosere Candida. [lpu Hanuuue Ha TECTO, ot
UYBCTBUTENHOCT KbM HPOTHBOrbOMHUHH cpeacTBa pesyaratute 38 MUK Morar aa ce Hriep C" '
4pe3 KPHTEPHUTE 3a IPaHHYHHTE CTOHHOCTH, YCTaHOBeHM oT EBponeiickus koMureT 'aﬁso oy
YYBCTBHTEIIHOCT KBM aHTHMUKPOOHH cpeactsa (European Committee on Antimicrob i
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Testing — EUCAST).

'panuynu croiinoctu Ha EUCAST

Baaose Candida u Aspergillus I'panu9nn croiinocTH HA MHEEMAJIHATA HHXHOEpmMAa
xoanearpanas MUK (mg/l)
< S (UyscrBrTeNCH) > R (Pe3ncTenTen)
I
Candida albicans 0,06 0,25
Candida dubliniensis’ 0,06 0,25
Candida glabrata HenocraTeuno pokasarencrsa (IE) IE
Candida krusei IE IE
Candida parapsilosis’ 0,125 0,25
fi
Candida tropicalis 0,125 0,25
Candida guilliermondii’ IE IE
HecBbpsaHu ¢ BUA MPaHKYHY IE IE
croiiHocTd 3a Candida®
Aspergillus fumigatus’ 1 1
Uspergillus nidulans’ 1 1
Aspergillus flavus IE? IE?
Aspergillus niger IE® IE?
Aspergillus terreus IE? IE?
HecBrpaaHy ¢ BHAA FpaHHYHH IE IE
cToiHoCTH®
1
Hlamose cbe croiinoctd Ha MUK Han rpannuHaTta cToHHOCT 32 yyscruTeneH/MexauneH (5/1) ca
IheNIKH HITH BCE OLLIE JINNCBAT ¢hobieHHs. TecToBeTe 3a HAEHTHYHOCT M MYBCTBUTEIHOCT KbM
MPOTHBOTBEOHYHH CPEICTBA HA TAKMBA H30/1aTH TpA6Ba Ja 6bAaT NOBTOPEHH M AKO PE3YNITATHTE CE
NOTBLPAAT, M30aTHTE TPAOBA Ia ce u3npatsT Ha pethepenTHa naGopartopus. Jo nonyyapaHe Ha
MOKA3ATE/CTRA OTHOCHO KIMHHYHHMA OTrOBOP 33 NoreppacHu uionatd ¢ MUK nan wactosmara
rPpaHMYHA CTOMHOCT 3a PE3UCTEHTHOCT Te TPAOBA Aa ce NOKNAABaAT KATO Pe3ucTeHTHH. KIIHHHYEH
oTroBop 76% ce nocrura npH HHGEKUUH, IIPHYHHEHH OT BHAOBETE, H30poeHu mo-nony, korato MUK
Ca MO-HHCKH HIH PaBHH HA €NHIEMHONOrHYHHTE MPAHU4HH CToMHOCTH. [Topaay ToBa MMBHAT THI
normynauuu Ha C. albicans, C. dubliniensis, C. parapsilosis u C. tropicalis ce cuurar 3a
MyBCTBUTEIHH.
? EnupnemMHONOruuHETE rpaHnuny crolinoctr (epidemiological cut-off values, ECOFF) 3a Tesu
BHIOBE KAaTO LILI0 ca no-BHcoku 3a C. albicans.
? HecBbp3akuTe ¢ BH/Ia IPAHMYHM CTOMHOCTH ca ONpeesieHH rnasHo Ha 6asara na OK/®]I nanumn 1
Ca HE3aBHCHMO OT pasnpeaeneHuero Ha MUK Ha KOHKpeTHH rpaHH4HH CTOHHOCTH.

O6nactra Ha TexHH4YecKa HecHrypHocr (area of technical uncertainty, AUT) e 2. loknaagaiire karo
ChC CIEAHUSA KOMEHTAp: ,,B HAKOM KIHHHYHYM CHTYaLHH (POPMH Ha HEHHBA3HYHE HHEKLHE)
OPHKOHA30J1 MOXKE 12 Ce H3MOA3BA, IPH YCIOBHE Y€ € rapaHTHPaHA HOCTATHYHA eKCIO3ULMA,

migatus.
Hecpbp3aHH ¢ BHAA PAHHYHH CTOHHOCTH HE €4 YCTAHOBEHH.

KavHHYeH omur
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Yenemsuar pe3lyarar B Ta3H 4YacT & .ued)uuupa KaTO MBJICH HJIH YACTHYCH TEPANICBTHYCH OTTOBOP.

Asgergg'llus HHQCQ&]H— ﬂﬂKﬂCHOCT IIPH NTALHEHTH C ACNEPriyi03a H C JIOIHA NTPpOrHo3a

BopukoHason uMa in vitro GyHruumuasa aktiBHOCT cpetny Aspergillus spp. EdukacsocTTa M
[pEeKUBACMOCTTA NIPH MBPBHYHOTO JIEYEHHE Ha OCTPa HHBa3HBHA ACMIEPriiio3a ¢ BOPHKOHA30I CIIPAMO
KOHBEHLHOHAIHO JeueHne ¢ aMoTepuIHH B e ycTaHOBeHa B paHIOMH3HPAHO,

MHOTOLEHTPOBO OTKPHTO HPOY4YBaHe NpH 277 MMyHOKOMIIPOMETHPAHHU MALHEHTH, JIEKyBAHH B
NpoAbKeHHE Ha 12 ceamuiid. BopHKOHa30n ¢ mpuiaraH HHTPABEHO3HC B HATOBApBALLA 1034 OT §
mg/kg Ha 12 yaca npe3 nbpeUTe 24 Yaca, NocJeIBAHO OT NOAALPxawa ao3a ot 4 mg/kg Ha 12 vaca
Haif-masnko 3a 7 auu. Cliex Topa Moske [a e pEMHHE Ha JIeHEHHE ¢ nepopaiHa gopma B fo3a ot 200
mg Ha BcekH 12 yaca. MeanaHHaTa NpOXb/KUTENIHOCT HA ICUEHHETO ¢ HHTPABEHO3EH BOPHKOHA30 €
6una 10 gun (nuanazod ot 2-85 aun). Cnex nedenue ¢ MHTPaBEHO3¢H BOPHKOHA30]1 MEJHAHHATA
NPOIBIDKHTENMHOCT HA JIEYEHHETO C NIEPOpaNieH BOPHKOHa30J1 € 6una 76 gHH (AHanasoH ot 2-232 oHu).

3anoBonMTENER LANOCTEH OTroBOP (IThIHO HIH YACTHYHO 06paTHO Pa3BHTHE Ha BCHUKH
CHOTBETCTBALIH Ha 33800/IABAHETO CHMITTOMH H O€ne3H H NbPBOHAYAIHO YCTAHOBEHH
peHTreHOBW/OpOHXOCKOICKH NpOMEHH) e HabmonaBaH npu 53% oOT NeKyBaHHTE ¢ BOPHKOHA30.
naieHTH B cpaBHenue ¢ 31% or nayuenrture, JekypaHu ¢ ampoTupuuuHd B. [pexuBseMoctTa KBM
84-us AeH e GMna CTaTHCTHYECKH 3HAYHMO 110-BHCOKA NIPH BOPHKOHA301, OTKOJIKOTO NpH
CPaBHMTEIHOTO JIEYEHHE, a N0 OTHOLIEHHE HAa BPEMETO 10 HACTBNBAHE HA CMLPT U BPEMETO [0
NpeKbcBaHe Ha JIe4eHHETO NOPAAH MPOABH HAa TOKCHYHOCT, NMPOYUBAHETO NI0KA3BA KIIHHHYHA H
CTATUCTHYECCKH 3HAYMMA 10]132 OT BOPHKOHA3OM.

Topa npoyupaHe NOTBLPAAaBa JAHHHUTE OT N0-PAHHO NPOCNIEKTEBHO NPOYYBAHE, NPH KOETO €
HabrogaBaH MONOXMUTENEH PE3YNTAT MpH JHLA C PHCKOBH (aKTOpH 3a Nowa NPOr€Ho3a, BKLIQUHTENHO
TE€3H ¢ PEAKLIMA HA OTXBBPJIAHE HA TPAHCIUIAHTAHTA, H B YaCTHOCT NPH MO3BYHH HH(EKIMH
(06ukHOBEHO cBBbp3aHu ¢ oyt 100% cMBpTHOCT).

[poy4panuaTa ca BIJIIOYBANM ACNEPruio3a HA MO3bKA, CHHycHTE, OenuTe npoboBe H AHceMHUHHpaHa
acnepruio3a npu NauMeHTH ¢ TPAHCIUTAHTALHA Ha KOCTEH MO3BK H COJIHIHH OpraHH, 310KauecTBeHH
xemartonord4ku 3abonspanus, pak u CITHH.

Kannunemus npy naupeHTn 6€3 HeyTponeHHs
E¢duxacHoCTTa Ha BOPHKOHA30] B CpaBHEHHE C TEPaneBTHYHA CXeMa, BKIovBaia amporepHuuH B,

nocjeapaH ot GIIyKOHa30 NPH MEPBH4MHO JIEYEHUE HA KAHAUIEMHA € IEMOHCTPHpPaHa B OTBOPEHO
CpaBHUTENHO nmpoyssaxe. B npoyusanero ca snoveny 370 nanuentn Ge3 HeyTponenus (Ha BE3pacT
Hap 12 rogMeM) ¢ AOKYMEHTHPaHa KaHAWAeMHA, 248 oT KOUTO ¢a GHIM NIEKYBaHH ¢ BOPHKOHA30M.
Jleper NaLMEeHTH B IPynara, JeKyBaHa ¢ BOPMKOHa30J1, H 5 B rpynara, JieKyBaHa ¢ am$poTepHuuH B,
nocneaBan or GUIyKoHa30M, ca MMaJli MHKOJIOTHYHO JokazaHa MHGEeKUMA Ha Nba00KuTe ThKaHY.
IMaunenT ¢ 6u6peyna HeaoCcTaTLYHOCT ca HxNKM M3KIFOYEHH OT ToBa npoyysaHe. CpenHata
NPOABUKHTENIHOCT Ha JledeHueTo € 6una 15 OHH U B IBeTe TepaneBTU4HU pameHa. B mopBHuHMA
aHany3 YCNELIHKUAT TepaneBTHYeH OTrOBOP (OlieHKaTa e HanpaBeHa oT KoMHcHa 3a aHANM3 HA
gauuute (Data Review Committee [DRC]) Ha cnano cripamMo HINHTBaHUA JIEKApCTBEH NPOLYKT) ce
Aedunupa kato obpaTHo pasBuTHE/MOJOOPEHUE HA BCUMKH KIIHHHYHH $eAe3H H CHMIITOMM Ha
HHbekuua ¢ epanukauns va Candida ot xpbBT2 U unbeKTHPaHKHTE TBIGOKH THKAHK 12 ceAMHUM clen
Kpas Ha JeyeHuero. [TlanueHTHTe, KOUTO He ca 6InM oneHeHH 12 CeAMHLIM Cliell Kpas Ha feyeHueTo,
ca OHIH NPHYMCICHU KbM KATETOPHATA HEYCIICLIHO JieHeHHe. B TO3M aHa/u3 ycneleH TepaneBTHYeH
OTTOBOP € OTYETEH NpH 41% OT NalMEHTHTE U B ABETE TEPANeBTHYHH PaMeHa.

Ipu BTOpHYHKESA aHAIH3, NPH KOHTO ca H3non3BaHH oueHkuTe Ha DRC B xpaiiHus cpok, no3sonseaiy
OLIEHKa Ha pe3y/TaTHTe (B Kpas Ha JeueHHeTo WiH 2, 6 unu 12 ceqMuiM crel Kpas Ha JiedeHH;
BOPHKOHA30J H TEPANEBTHUHHAT PeXMM, BIUTIOYBaL aMmboTepuumH B, mocneasau ot dayk
MOKA3a/H TEPAaNeBTHYEH YCNEX MpH ¢bOTBETHO 65% U 71% oT nauueHTHTE.

OueHkaTa Ha H3CTEROBATENSA 34 YCNELIEH PE3Y/ITAT BB BCEKH OT TE3H CPOKOBE € MoKa3
cineasawaTa Tabnuua.
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ICpox Bopuxonason Ampomepuyun B — ayxonazon
(N=248) (N=122)

B kpad Ha 1eUEeHNETO 178 (72%) 88 (72%)

2 ceiMHMLA CeR Kpas Ha JIEYEHHETO 125 (50%) 62 (51%)

6 ceaqMHLM clied Kpas Ha JICYCHHETO 104 (42%) 55 (45%)

12 cenMMIIH clief Kpas Ha JICYEHHETO 104 (42%) 51 (42%)

Cepuosnu pedpakrepnn Candida uidexumnn

[IpoyuBaneTo BIHOYBA 55 mauneHTH cbe cepHo3HH pedpakreprn cucteMun Candida nndexuuu
(BKITFOYHMTENHO KAHAMAEMHSA, IHCEMHHMPAHA M OPYrH HHBA3HBHH KaHAHAO3M), IPH KOHTO NPEIXOIHO
AHTHMHKOTHYHO JieveHHe, MO-CreLHanHo ¢ GpaykoHason, e Ouno HeedekruBHO. YceneweH
TEPaNeBTHYECH OTrosop € HabnonasaH npu 24 natyeHTd (npy 15 — menen, a npu 9 — vactuyen). [Ipu
(aykoHason-pe3sHCTEHTHH maMoBe, HenpuHapiexawy koM C. albicans, yoneles pe3ynrar e oryeTeH
npu 3/3 cnyyai ¢ C. krusei (mbneH otrosop) u npH 6/8 ciyuas ¢ C. glabrata (5 ¢ mbnen otrosop, 1 ¢
yacTi4eH oTrosop) uudekim. JlaHHuTe 3a KIMHKYHA e)UKACHOCT €a TIOAKPENneHH OT OrPAHHYEHH
JaHHH 33 YyBCTBUTEIHOCT.

Scedosporium v _Fusarium vHbexunn
VeTaHOBEHO €, Y€ BOPHKOHA30J1 € e)eKTHBEH Cpelly CEAHYTE PEAKH MPHYMHHTEH HA MUKO3a:

Scedosporium spp.: YcneileH oTTOBOp KbM JieueHHe ¢ BOPHKOHA301 € HabmonaeaH npu 16 (6 ¢
nbieH, 10 ¢ yacTuyen orroop) or 28 nanmenTH cbe S. apiospermium v npH 2 (M 1BaTa ¢ YaCTHYEH
OTroBop) oT 7 nauueHTH cbe S. prolificans nudexund. OcseH TOBa ycneleH OTroBOp e Habnmofasax
npH 1 ot 3 nauyeHTH ¢ HH(EKUYMH, NPUYHHEHH OT NOBEYE OT €AHH MHKPOOPraHH3bM, BIIIIOUHTETHO
Scedosporium spp.

Fusarium spp.: CeneM (3 ¢ mbieH, 4 ¢ HacTHYeH OTroBop) oT 17 NauMeHTH ca IeKyYBaHH YCIIELIHO C
BOpHKOHAa301. OT Te3u 7 NallMEHTH: TPHMA ca HMATH OYHA HHQEKIHA, eHH — HHQEKUMA Ha CHHYCHTe,
a TPHUMA €4 MMAIH JHCceMHHHpaHa HHGekuua. OCBEH TOBa 4eTHPHMa NauHeHTH ¢ dy3apHo3a ca HMalu
HHOQEKUMA, MPHYHHEHA OT HAKOJIKO MUKPOOPraHH3bMa, IpH 2 OT TAX € OTYETEH YCIEIEH Pe3y ITar.

MHO3HHCTBOTO OT NAUHEHTHTE, JIEKYBAHH C BOPHKOHA30JI 34 rOpEeNoCOYCHHTE PEAKH HHCI)BKLLHH, ca
OWIH ¢ HETIOHOCHMOCT MNH peq)pax'repnocr KbM MNpeauIecTBaloTO AaHTHMHKOTHYHO IEYCHHE.

[TupBuuHa npodunakTHka Ha MHBATHBHY rEOMYMEM HHpeKIMY - eUKACHOCT NPH PEUHMTHEHTH HA
TXCK Ge3 npemuiectealia noxasana miu sepoatia HI'H

BopnkoHa301 € cpaBHEH ¢ UTPAKOHA30J KAaTO MPBU4HA NPOGMIAKTHKA B YCIOBHATA HA OTKPHTO,
CPaBHHTE/IHO, MHOMOLIEHTPOBO NPOYUBAHE NPH BH3PACTHH H IOHOLLH, KOHTO C2 PEUMIHUEHTH Ha
anorenHa TXCK 6e3 npeanectsama nokasana wiu epoatHa MTH. YenexsT ot neyeHueTo ce
AeduHupa KaTo cnocoOHOCT 3a MpoABDKaBaHE Ha NPOdKIAKTHKATA C H3MMTBAHOTO NeKkapcTeo 3a 100
auu cnepg TXCK (6e3 cnupane Ha neveHHeTo 3a > 14 IHH) H NPEKHBAEMOCT €3 HAJTHUHE Ha I0Ka3aHa
unu BeposaTHa MI'H 3a nepuon ot 180 anu cnea TXCK. MoauduumpaHnara npeapuaeHa 3a eUEHHE
rpyna (MITT) sxntouBa 465 peunnuentu Ha anorenHa TXCK, karo 45% or maupenture nmar AML
(octpa MuenoreHHa ieBkeMHa). OT BcHUKHTE nauHeHTH 58% ca nomIoMkeHH HA CXEMH 3a
muenoabnaTueHa noarotoska. [IpoduiakTika ¢ HINHTBAHOTO NEKAPCTBO 3aNO4YBA BeJHAra cien
TXCK: 224 nonyuyaBat BOpMKOHa301 H 241 nony4apaTt UTpakoHa3on. MenHaHHATA NMPOAB/DKATENHOCT
Ha Mpo(GHUNAKTUKATA ¢ M3MHTBAHOTO JNeKapcTBO € 96 NHH npH BOPHKOHA301 U 68 nHu npu
HTPaKOHa30/1 B MOJH(HIMpaHaTa MpeABKIcHA 3a AeveHre rpyna (MITT).

Yecrorara Ha ycnex H APYrd BTOPMYHM KpailHH TOYKH ca NPEeCTaBEeHH B CIEAHATA Ta
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[Kpaiins To4KHE HA NPOyUBAHETO lBopmmnaao.u Erpaxonason A3JIHKA B |p-croﬁnocr
N=224 =241 OTHOICHASTA H
5% noBeputenen
arepean (AH)
Venex koM Jlens 180* 109 (48,7%) |80 (33,2%) 16,4% (7,7%; 0,0002**
25,1%)%*
'Venex kuM Jen 1G0 121 (54,0%) 96 (39,8%) 15,4% (6,6%; 0,0006**
24,2%)**
Bapspmedy Haii-manko 100 nun (120 (53,6%) 94 (39,0%) 14,6% (5,6%; 0,0015
Mpo(QUNAKTHKA ¢ H3INMTBAHOTO 23,5%)
nekapcTBo
[pexusenn kem den 180 184 (82,1%) |197 (81,7%) 0,4% (-6,6%; 7,4%) 0,9107
PasBinud AoKa3aHu uiM BepoatHu 3 (1,3%) 5 (2,1%) -0,7% (-3,1%,; 0,5390
I po Hden 180 1,6%)
PazBiiy nokasanu win sepostaH 2 (0,9%) 4 (1,7%) -0,8% (-2,8%; 0,4589
I’ no den 100 1,3%)
Pa3Binu NOKA3aHKH UIH BEPOATHH ) 3 (1,2%) -1,2% (-2,6%; 0,0813
WI'H no spemMe Ha npueM Ha 0,2%)
M3MHTBAHOTO JIEKAPCTBO

* [IbpeuyHa KpaitHa TOYKA Ha NPOYYBAHETO
** Paznuku, npeacTaBeHH KaTo choTHOWEHUE, 5% JIH H p-cTofiHOCTH, NONLYy4eHH clell KOpeKLMs 32

pPaHOOMH3HpaHE

Yecrorara Ha nossa Ha UTH no len 180 u nbpBrgHaTa kpaifiHa TOYKA HA NPOYYBAHETO, KOIATO €
Venex kpM Jen 180, croTBeTHO NpH nauneHTHTe ¢ AML H Ha cxeMH 3a MHenoabnaTHBHA
NOArOTOBKA, Ca NPEACTABEHH Ha cleaHaTa Tabiuua:

AML (ocTpa MEeIOTEHHA JIEBKEMHN)

paiing TOYKH HA [BoprkoHnaso fHTpaKona:m.n IPas/ K B COTHOMEHHEATA H
pOY1BaHETO (N=98) (N=109) 95% NoBepHTEIeH HATEPBAJ
(AH)
[Tosira va UI'H — Jlen 180 1 (1,0%) D (1,8%) H0,8% (-4,0%; 2,4%)**
'Vcnex keM Jlen 180* 55 (56,1%) 45 (41,3%) 14,7% (1,7%; 27,7%)***

* [InpBruHa KpafiHa TOUKA HA NPOYUBAHETO
** C u3non3Baxe Ha 5% NOMyCTHMA pa3iiMKa € J0Ka3aHa HE No-Maika epUKaCHOCT
*** Paznuku B ceoTHOWEHHATa, 95% JIH, nonyuen cnen Kopekuus 3a paHIoMH3HpaHe

Cxemn 3a muesoabraTaBaa o

oAroToBKa

ﬁpaﬁﬂﬂ TOYKH HA tBOpllKOllaSOJI IHT])IIKOIISSOJI IPa:mmca B ChOTHOIMIEHHATA H
POY9IBAHETO (N=125) (N=143) 05 % nosepur
[Mossa na UTH — Jlen 180 2 (1,6%) 3 (2,1%) -o 5% (-3, w{/@/
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Venex iem Jen 180 70 (56,0%) |53 (37,1%) 20,1% (8,5%; 31,7%)***

* IspeuuHa Kpaiida ToYKa Ha IPOYYBAHETO
** C m3non3pake Ha 5% A0MycTHMa pa3ljiMKa € JoKa3aHa He No-Mayika eHKacHOCT
#%% Pa3zIHKY B CHOTHOIIEHHATA, 95% JIH, nonyueHu cinen kOpekuH4 3a paHaoOMU3MpaHe

Bropuuna npodmnakrika Ha TN —eduxacHoct npu _penunuentd Ha TXCK ¢ pokazanaunu peposaTna
npemwnecteawma UI'H

BopukoHa30/1 € npoyueH KaTo BTOPH4HA NPO(HAAKTHKA B PAMKHTE Ha OTKPHTO, HECPABHHTEIHO,
MHOTOLIGHTPOBO MPOY4BaHe NpH Bh3pacTHH penunueHTH Ha anorenHa TXCK ¢ nokazana unu
sepoatHa npeamecteama HI'H. [TepepuunaTa kpalina Touka € 4eCTOTaTa Ha o484 HA J0Ka3aHa H
seposaTHa T npez mupeata roauda caen TXCK. MoaubHusapaHara npeaBHAEHA 33 JIEYEHHE rpyna
(MITT) pmousa 40 nanuenty ¢ npequectsawa U'H, ot xouto 31 ¢ acneprunoaa, 5 ¢ kananno3a 1 4
¢ apyru M. MenuaHHaTa NpoABDKUTEHOCT HA MPO(IIAKTHKA ¢ H3NHTBAHOTO JIEKapeTBO € 95,5
AHU B MoauuUIMpaHaTa NpeaBUACHA 33 neueHHe rpyna (MITT).

Hokazany wnu Bepoatid UI'H ca pazeunu 7,5% (3/40) oT maumeHTHTE NPE3 IMBPBATa FOAHHA ClEN
TXCK, oT KOHTO €AHH CiTy4alt HA KAaHAHAEMHEA, €AHH - HA CKEAOCIOPHO3a (M ABaTa ciiy4as ca
peunaueH Ha npegmectsawd MI'H) u eaun cnyuaii va suromukosa. ITpexussemoctra no Med 180 e
80,0% (32/40), a no 1 roauna e 70,0% (28/40).

[MpoABLHKUTENHOCT HA IEHEHHETO
B knuHWYHA npoy4Badus 705 naugeHTH ca IEKyBaHH C BOPUKOHA30 3a Noeeve ot 12 ceaMULM, KaTo
164 oT TAX ca moMy4YaBaTH BOPUKOHAZON Han 6 mecena.

IleauaTpuyHa nomynaiug
Ilernecer ¥ TpMMa megMATPMYHM ODAUHMEHTH HA BB3PAcT OT 2 A0 <18 roautu ¢a nexypanu ¢

BOPHKOHA30J/I B YCAIOBUATA HA ABE NMPOCHCKTHBHH, OTKPHTH, HECPABHHTETHH, MHOTOLIEHTPOBU
KJIMHHYHH H3nuMTBaHuA. B egHOTO npoy4paHe ¢a yuyacTsanu 31 nauMeHTH ¢ Bb3MOXKHA, JOKa3aHa Wil
BEPOATHA MHBA3WBHA acnieprunosa (IA), ot kouTo 14 nalueHTH ca UManY JoKa3aHa MK BepoaTHa 1A
H ca 6rnm BrmioueHH B MITT ananusure 3a eukacHocT. Be BTOpoTO npoyBaHe ca OMNH BKIIOUEHH
22 mauumeHTH ¢ HHBa3HBHA KaHAWA03a, Biunousawa kauauaeMus (ICC) u esodareanya kanamunosa
(EC), npH KOHTO c€ € H3HCKBAJIO HWIH ITEPBHYHO, HIH CNIACUTEJIHO JIEYEHHE, KaTo oT TAX 17 ca 6unu
BiuioueHH B MITT ananuzute 3a eduxacHoct. [Ipn nauyentu ¢ LA obwara crenex Ha rnobanen
OTrOBOp Ha 6-ata ceamuua € Onna 64,3% (9/14), crenenTa Ha rnobanen otroeop ¢ Ouna 40% (2/5)
APH NALMEHTHTE Ha BB3pacT ot 2 a0 <12 roauuu u 77,8% (7/9) npu naumenture ot 12 no <18-
roauuisa ee3pacTt. [Ipu nauueHTH ¢ ICC cTenenTa Ha rnoGaneH OTroBOP B Kpad Ha JeUcHHETO ¢ O1na
85,7% (6/7), a npu naunentH ¢ EC - 70% (7/10). Obwara crenen Ha orroeop (c6opro 3a [CCu EC) e
6wuna 88,9% (8/9) npu Te3n Ha Bu3pact 2 ao <12 rogmuu 1 62,5% (5/8) npu Te3n Ha pp3pacr 12 1o
<18 roguHH.

Knunuyne npoyusaHus, Wiciaenpaniy BndaHueTo Bepxy OTc-uHTeppana

Enno mnanebo-KoHTpONHpalo, paHAOMH3UPAHO KPECTOCAHO OPOYYBAHE ¢ €AUHHYHA 1034 &
NPOBEIEHO C Le oLeHKa Ha ediekra Bppxy QTc-uHTepBana npH 3apasH A0GPOBOLH ¢ TPH
MEPOPaIHH AO3HPOBKY BOPHKOHA30M K KeTokoHa3om. [lnauefo-kopuripaHoTo cpeaHo MaKCHMAITHO
yaemkasaHe Ha QTc cpamo usxoanarta crofisoct caen 800, 1 200 u 1 600 mg BoprkoHazon € 6uno
cboTBeTHO 5,1, 4,8 1 8,2 msec, a cnen 800 mg kerokonason — 7,0 msec. HUTOo enH y4acTHHK B KOATO
U Aa € rpyna He e moay4nn yampkaeane Ha QTc > 60 msec cnpaMo u3xoznHata croiiHoct. [Ipn HuTo
€J1HO /THIle TO3H HHTEPBAJ He € HAAXBbPIHI NIOTEHIHATHHA KIHHHYHO 3Ha4uM npar ot 500 msec.

52 @apMaKoKHEETHYHH CBOHCTBA

OcHoBHH_(apMaKOKHHETHYHH XapaKTEPHCTHKH
PDapMakOKHHETHKATA HA BOPHKOHA30J1 € Olpe/ie/ieHa Py 3ApaBH JIMLA, crerdyfy
nauueHTH. Ilo Bpeme Ha nepopanto npunoxeHHe Ha 200 mg unu 300 mg npa
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H 3HauMTeHa abcopuud, KyMynaups 1 HeHeliHa (papMaKkOKHHETHKA, CHOTBETCTBAT Ha TE3H,
Ha0IIOaBaHA NPH 3APaBH HHAHBHIH.

(DapMaKOKHHETHKATA Ha BOPHKOHA30]1 KMa HEJIHHEEH XapaKTep NOpaJl HACHLIAHE HA HeroBUA
metaGonuseM. [Ipu noBurIuaBaHe Ha Ao3arTa ce HabnloaaBa MO-reAMO OT MPONOPLHOHATHOTO
HApaCTBAHE HA EKCIIO3HLHATA. Hzuucneno €, Y€ YBC/IHYABAHCTO Ha [epopanHara no3a oT 200 mg aBa
nbTH AHeBHO HA 300 mg ABa ObTH AHEBHO BOAM 10 CPEAHO 2,5-KPaTHO NOBHILEHHE HA €KCNO3ULMATA
(AUC)). Ilepopannara noganpxama ao3a ot 200 mg (unn 100 mg 3a maunenTn moa 40 kg) nocrura
€KCIO3MIIMA HA BOPHKOHa30m, 6nu3ka 10 Ta3m Ha 3 mg/kg uarpaserosuo. [lepopantaTta noanbpxaima
Ao3a or 300 mg (unu 150 mg 3a nauuenTn nop 40 kg) nocTura exkcnosuuma Ha BOPUKOHA30J Onuzka
10 Ta3u Ha 4 mg/kg i.v. AKO ce MPHIOKAT NPENOPBYBAHHTE HHTPABEHO3HH HITH TIEPOpanHi
HaToBapBaLIN JO3H B PAMKHTE Ha ITEPBHTE 24 yaca ot NOPHUI0KECHHETO C€ JOCTHIAT ILIa3MEHH
KOHLEHTpalK, ONH3KH A0 CTALMOHAPHHTE. be3 mpriokeHHe Ha HATOBapBala 0033 HATPYIBAHETO CE
OCBUICCTBABA 4YPE3 MHOFOKPATHO NPUI0KEHHE IBA MbTH AHEBHO, IPH KOCTO CTALMOHAPHHTE
IUIA3MEHH KOHINEHTPALIHH HA BOPHKOHA30JI 34 MOBEYCTO JIHLA C€ JOCTHIAT KbM 6-us ACH.

Abcopbusis
Bopukonaon ce pezop6ipa 65p30 H NOYTH HAITBLIHO CIIE[, NEPOPAIHO MPHWIOKERHE, KATO MAKCHMANTHH

nasmeny konuenrpatns (Cy,,) ce aocturat 1-2 yaca ciea pUIOKEHHETO.

AbcomoTHaTa GHOHATHYHOCT HA BOPUKOHA30M C/Ie] NEPOPaTHO NIPWIOKEHHE C6 H3YHCIIABA Ha 96%.
ITpH MHOTOKpPATHO NIPHIIOXKEHHE HA BOPHKOHA30J EAHOBPEMEHHO ¢ GoraTa Ha MasHHHM XpaHa C,, #
AUC, ce noHwkasat cboTBETHO € 34% u 24%. AGcopOuuaTa Ha BOPHKOHA30M HE CE BITHAE OT
npomennTe B pH Ha cToMaxa.

Pasnpenenenue
OO0eMBT Ha pasnpedcNCHUE NPY CTALMOHAPHH KOHLIEHTPALHH Ha BOPMKOHA30J Ce U34HCNABA Ha 4,6

/kg, koeTo mpeanonara eKCTEHIUBHO pasnpeaeneHUe B ThkaHUTe. CBbP3EAHETO ¢ IUTA3MEHHTE
nporensu e 58%. [Ipobute ot rpLOHAYHOMO3BYHA TEUHOCT HA OCEM MALHEHTH, BKIIOYEHH B
NpOrpamMs ¢ MHJIOCEPAHA yrnoTpeba, ca moKa3anH yCTAHOBHMH KOHLCHTPALUHHK OT BOPMKOHA30J MpH
BCHYKH TIALIHEHTH.

buotpanchopmanms

In vitro npoy4BaHHs MOKa3BaT, 4€ BOPHKOHA30M ce MeTabonu3upa oT yepHoapoOHUTE MTOXpOoM P450
moer3umu CYP2C19, CYP2C9 u CYP3A4.

Paznuuuara pbs (apMakOKHHETHKATA HA BOPHKOHA30J MEXKAY OTASTHHTE HHIMBHIH Ca IOJEMH.

In vivo npoyusanuna nokassat, 4e CYP2C19 yyacTsa 3HauHMo B MeTabonu3Ma Ha BOPHKOHA301. To3H
€H3HM MpoABABA reHeTHyeH nonumopduszsM. HanpuMep ouakpanuata ca, ue 15-20% ot asuaTckoro
HacesleHue ca nowd Merabomn3aropu. [Ipu 64anara H vepHaTa paca YeCTOTaTa Ha JIOLUHTE
Merabonn3sarops e 3-5%. [Ipoyusanus, npoBegeHH NpH 30paBH HHAMBHAM OT b6anara paca u AnoHus,
€OYaT, Ye JIOLUTE MeTaboIM3aTOPH MOKA3BaT CpeaHo 4 mpTH no-BHCOKA ekcnosuuma (AUC)) Ha
BOPHKOHA30J1, OTKOJIKOTO ChOTBETHUTE UM XOMO3HIOTHH €KCTEH3HBHH MeTabonuzaTopu. Jluna, KouTo
Ca XETEPO3UTOTHH €KCTeH3UBHH MeTaboNnu3aTopH, IOKA3BAT CPEAHO 2 MBTH [O-BHCOKA EKCIIO3MLHA Ha
BOPHKOHA30J1, OTKOJKOTO TEXHHTE XOMO3HIOTHH EKCTEH3UBHH MeTab0IH3aTOPH.

OcHoBeH MeTabONMHT HA BOPHKOHA0M € HeroBHAT N-OkcHI, KofTO cheTaBnaBa 72% ot
UMpKyNHpamuTe paavobenszans Metabonuru B nasmara. To3u MetabonHT MMa MHHHMATHA
AHTHMHKOTHYHA aKTHBHOCT M HE JONpHHAcH 3a o0aTa efMKacHOCT Ha BOPHKOHA30.

Enpmunupane
BopukoHazon ce enMMUHHpa 4pe3 yepHoapobeH MeTaboau3BEM, KaTO MO-MaJKo oT 2%

OpHIOXKCHATa 0034 C€ eKCKpETHpAa B HENPOMEHEH BHJ B YpHHATA.

Cnen npunoxeHue Ha paaHoOenszaH BopHKoHa3on npubausurento 80% or paguo
OTKPHBA B YPHHATA NPH MHOTOKPAaTHO HHTPABEHO3HO MpWIOKEHHeE, a 83% ce oTkpu
NPH MHOFOKPaTHO NepopaiHo npuioxenue. M npn nepopanto, ¥ npy HHTPABEHO3HO
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94% ot oblaTa pagHOAKTHBHOCT C€ €KCKPETHPA IIpe3 MbpBHTE 96 yaca.

TepMHHANTHUAT NONYKHABOT HA BOPHKOHA30] 3aBHCH OT MpPHIOKeHaTa 103a H e npubnu3urento 6 yaca
npH 200 mg (nepopanua) no3a. Ilopagu HenuHeiHaTa PapMaKOKMHETHKA TEPMHHATTHHAT MOMYXXHBOT
HAMA 3HAYCHHE 38 NPEJONpPeReIAHE HA KyMYyJIHPAHETO WM €JIHMHHHPAHETO HA BOPUKOHA3O0JI.

PapMaKOKMHETHKA NPH cnelM(HYHY IPYIH NALHEHTH

Ilon

B eano nmpoy4ysaHe ¢ MHOTOKpaTHa nepopanta A03a crofiHocTuTe Ha C,, 1 AUC, npu sapasu Miuagu
#eHH ca 6iu croTBeTHO © 83% H 113% no-BHCOKH, OTKONMKOTO TIPH 34paBH MAagH Mbxke (18-45
roauHH). B chIHOTO Npoy4RaHe He ca HaOMOAaBaHH CHTHU(HKAHTHH Pa3HKH MEXY CTOHHOCTHTE HA
Cpax ¥ AUC, Ha 3apaBH MBXKE B CTApYECKA BL3PACT H 3APABH XKEHH B CTAPYECKA BRIpAcT (> 65
FOJAYHMH).

B xnuHuunHaTa nporpaMa HE € [IpaBeHO ananTHpaHe Ha 103aTa Bh3 OCHOBA Ha [10J14a. HpO(i)PLT['bT Ha
Oe3onacHOCT U IL1a3MEHHTE KOHUEHTPALYH, HaOmogaBaHu IIPH MaOHCHTH OT MB)KKH H XKCHCKH 11011,
ca O6unH cxoanu. ClieoBaTeNIHO He € HeoOXO0AHMO aNanT! HpaHE Ha 003aTa B 3aBHCHMOCT OT HOJI0OBaTa
MPHHAJIEKHOCT.

ITayuenmu e cmapuecka ev3pacm

B eaHo npoyysaHe ¢ MEOTOKPATHA nepopanta 1033, crofiHocrare Ha C,,, 1 AUC, npu 3npaBu Mbxe
B cTap4ecKa Bb3pacT (> 65 ronunu) ca 6unu ceorseTHo ¢ 61% 1 86% no-BHCOKH, OTKOIKOTO MpH
3npasH Mnanu Mexke (18-45 roaunn). Jluncear 3HAYHMH pa3IHKH MeXy cToiHocTHTE HA C ) H
AUC, npH 31pasH xeHH B cTapuecka Bb3pacT (> 65 roauuu) v 3apasu mnaau sxeHd (18-45 rogunu).

© B TepanesTHUHMTE NPOYYBAHMA HE € MPABEHO AAANITHPAHE HA JI03aTa BE3 OCHOBA HA BL3PacTTa.
HabmozapaHa ¢ 3aBHCHMOCT MEXAY UIa3MEHATa KOHLIEHTPALHA H BE3pacTTa. [Ipodunst na
6e3omacHOCT Ha BOPHKOHA30J1 IPH MJIaAH ALMEHTH U NALMEHTH B CTap4ecKa Bh3pacT € OHl CXOAEH U
CJIEAOBATE/THO aJANTHPAHE Ha J03aTa MpH MAI[HEHTH B CTapYeCcKa Bb3pacT He e HeoOxomumo (Bik.
TOuKa 4.2).

Ileduampuyna nonyaayusn

IpenoprunTeNHUTE AO3M MPH A€Ua U IOHOLIM ce Ba3upar Ha monynaluoHeH GapMakOKMHETHYEH
aHAIK3 Ha AaHHUTE, chOpaHu oT 112 HMYHOKOMAPOMETHPAHH A€LA Ha Bb3pacr oT 2 A0 <12 rogusu u
0T 26 HMYHOKOMITPOMETHPAHH NALMEHTH B IOHOLIECKA BB3pacT or 12 no <17 roaunu. [Tpu 3
neaHaTpH4HH $HapMAKOKHHETHYHH NPOYMBAHHA €a OLICHEHH MHOTOKPaTHH HHTPaBE€HO3HH A03H OT 3,
4,6, 7 u 8 mg/kg 1Ba NbTH AHEBHO M MHOTOKPATHH IIEPOPAIHH N03H (KATO € MPUNaraH mpaxbT 3a
nepopanHa cycnedsus) ot 4 mg/kg, 6 mg/kg u 200 mg apa meTH AHesHo. HaTtopapBamure
MHTPABEHO3HH J03H oT 6 mg/kg i.v. ABa MLTH JHEBHO Npe3 NbPBHA AEH, NOCHEABaHH OT 4 mg/kg
HHTpAaBEHO3HA n03a Aea NbTH AHeBHO H 300 mg nepopanHu TabneTkn ABa NETH AHEBHO ca GUM
OLICHEHH NPH eAHO (apMAKOKHHETHHIHO NPOY4BaHe Npu I0HOWH, [To-rongMa BapuabUIHOCT MeXIy
nauxeHTHTe ¢ HabmoAaBaHa NPH NEAUaTPHYHH NANHEHTH B CPABHEHHE C BH3PAacTHH.

CpaBrenne Ha hapMaKOKHHETHYHHTE JAaHHHM Ha NIeJHATPHYHATA M Bb3PACTHATA MOMY/aLHA ¢
NnoKa3zano, Yye npeasuxcianara roranta excnoduuus {AUC)) npu neua, cnen npruickeHHe Ha
MHTpaBEHO3HAa HaToBapealla f03a ot 9 mg/kg, € CpaBHMMA ¢ Ta3H MPH BE3PACTHH C/e] HHTPABEHO3HA
HaToBapBatla no3a or 6 mg/kg. [IpenBrxnaHyTe TOTATHH EKCNO3KLIMH NIPH AELa cle]| IPHUIOKEHHE
Ha MHTPABEHO3HH MOIbPXKALIM 7034 oT 4 U 8 mg/kg NBa MLTH THEBHO, €A CPABHUMH C TE3M NPH
BLIPACTHH CJIEL HHTPABEHO3HH KO3H, ChOoTBETHO OT 3 U 4 mg/kg nsa mbTH AHeBHO. [IpeaBmKaaHaTa
TOTAIHA EXCNO3HLMA [IPH AeLa, CAea Nepopaliia noanspaama 1o3a or 9 mg'kg (Makcumym o 350
mg) nBa MbTH JHEBHO € OHIa cpaBHUMA ¢ Ta3H NMPH BE3PACTHH, ¢/ Nepopaina go3a ot 200 mg asa
nsTH axeBHo. HuTpaBeHo3na no3a ot 8 mg/kg me ocurypu excrno3uums Ha BOPHK
NpHOIM3HTENHO ABA ITBTH NMO-BHCOKA OT Ta3H MPH NepopanHa no3a ot 9 mg/kg.

[No-BucokuTe HHTPABEHO3HH NNOAALPXKALIH JO3H [PH NEeAHATPUYHH NALKMOHT!
BB3paCTHHTE OTPa3AaBaT NMO-BHCOKHA €THMHHALIHOHEH KANTAMTET (IPH Meaxa

34



pe3yJTaT Ha NO-TOJAMOTO ChOTHOLIEHHE H& MacaTa Ha YepHHA Apod KbM TenecHara mMaca.
IMepopannata GuoHanH4HOCT MOXKe oOade Aa 6bae orpasnuyeHa Nnpu aeua ¢ Manabcopbums v ¢ muoro
HHCKO TerNo 32 TAXHATA Bb3pacT. B TakbB ciryuali ce mpenopryBa HHTPAaBEHO3HO MPHIIOKEHHE HA
BOPHKOHA30J1,

EKCO3HIMHATE HA BOPUKOHA30M [PH MHOSHHCTBOTO MALMEHTH B IOHOIIECKA BB3pacT ¢a OwiH
CpaBHHMH C T€3H TP BL3PACTHH, MOTY4ABAIIH ChIUTE AO3HPOBKH. Brnpeku ToBa Npu HAKOH
HOHOLIM, C TETJIO [O-HUCKO OT TOBA MPH BH3PAaCTHY, ce HabNi0naBa No-Majlka excrnosuuud. Bramoxxo
€ MeTaboMu3npaHeTo Ha BOPHKOHA30M ITPH TE3H HHIHBHAM /1 € MO-CXOIHO JC TOBA NPH Jela,
OTKOJIKOTO NPH IOHOLIW/BB3pacTH. Bb3 ocHOBa HA nomynandoHHuA (papMaKOKHHETHYEH aHATH3
IOHOLIKTE Ha Bb3pacT oT 12 fo 14 roguuw, ¢ Terno nox 50 kg tpabea aa nosmy4asar 4O3HPOBKH 3a
Ieua (Bx. Touka 4.2),

Bwvbpeuno yspeorcoane

Ilpu naumeHTH ¢ HopManHa 6s0peuHa GyHKUMA, GapMaKOKHHETHHRUAT NPOGHI HA XHUIPOKCHIIPOITHII-
B-LMKJIOAEKCTPHH, MOMOLIHO BEILIECTBO HA BOPHKOHA30/1 HHTPaBeHO3Ha opMa, HMa KpaThbk
nonyHBot ot | Ao 2 yaca, H HAMa HATPYNBAHE CJIe NOCAEROBATENHH JHeBHH A03H. [Ipn 3npasu
MHIKBHIN H NPH TALMEHTH C JIekKa 10 TEXKA cTeneH Ha Ob0peyHa HEACCTATHYHOCT NO-TONAMATA YacT
(> 85%) ot noza 8§ g xunpoxkcunponui-Oera-UHKIOAEKCTPHH CE eTMMHHKpa ¢ ypuuaTta. [Tpu
NaLMEHTH C JIEKO, YMEPEHO U Texkko Ox0pedHo yBpexnaHe cTOHHOCTHTE Ha MOJIYKHBOT €8 YBeLUYeHH
HaJ HOPMAHHTE CTORHOCTH OT NMPHONM3HTENTHO ABY-, HETHPH- H 1IECTKpaTHO. [IpH Te3n nanueHTH
nocyiefoBaTeNHA HHQY3HH MOTraT Aa JOBENAT O HATPYNBAHE HA XHAPOKCHIponua-Gera-
UMKIIOJEKCTPHH A0 JOCTHraHe Ha PABHOBECHO CBCTOAHME. XHAPOKCHNPOMI B-UMIIONEKCTPHH ce
OTCTPaHABA YPE3 XEMOAHANH3A ¢ KIHpBHC 37,524 ml/min.

Yeprodpobuo yepencdane

Cnen eaunuyHa nepopanHa fo3a (200 mg) AUC e 6una c 233% no-Bucoxa mpH AKLia ¢ Jieka 10
yMepeHa yepHoapoGua uuposa (Child-Pugh A u B) 8 cpaBHeHHe ¢ MIa ¢ HOPMAIHA YEPHOAPOOHA
GbyHkus. CBBP3BAHETO HA BOPHKOHA30] ¢ IPOTEHHHTE He € OUII0 3aCEerHATO OT yRpeAeHaTa
YepHOApoOHA PYHKLMA.

B npoy4BaHe ¢ MHOrOKpPAaTHO NEPOPaTHO NPHIOXKEHHE cTolHOcTHTE HA AUC, ca 6WIH CXOOHH NpH
nuua c ymepeHa yepHoapobua uuposa (Child-Pugh B), nomyyasamm nopaspkaua nosa 100 mg nsa
MbTH AHEBHO Y JIMLA C HOpMATHA YepHoapoOHa gyHxuua, nonyyasaiy 200 mg npa METH JHEBHO.
JIuncear papMakOKHHETHYHH JaHHH NPH NALMEHTH ¢ TexkKa YyepHoapobHa uuposa (Child-Pugh C)
(Bx. ToukH 4.2 u 4 .4).

5.3 IlpeaxknanHa9HA AaNHA 33 (e30MacHOCT

IIpoyuBaHHS BBPXY TOKCHYHOCTTA NP MHOTOKPATHO NPUICKEHHE HA BOPHKOHA30J1 OKA3Bar, 4e
uyepHUAT Apob e npuuennuat oprad. [logo6Ho Ha ApyrH aHTHMHKOTHYHH CPEenCTBa
XernaToTOKCHYHOCT € HabnmoaaBaHa Npy W1a3MEeHH eKCrO3HLMH, CXOJHH C Te3H, NONYy4YeHH B
TepaneBTHYHH JO03H NpH yoBeka. IIpyu nnbXoBe, MULIKKY H Ky4eTa BOPHKOHA30]1 € MPHUMHHWI K
MHHHMA/HH OpOMeRH B HanOwbpeyHuTe xie3n. KoHBeHLmoHanHuTe (PapMaKOKHHETHYHH
Npoy<BaHuA 3a 6€30MacHOCT, FeHOTOKCHYHOCT HIIH KAPLMHOT€HEH MOTEHLHA He MOKAa3BAT 0CO0EeH
PHMCK 3a xopa.

P €NPOOYKTHBHH NpOY4YBaHHA [IOKA3BarT, Y€ BOPHKOHA30J € TCPATOIrCHEH NMPH NIEX0BE H
CMG])HOTOKCPI‘ICH MnpHA saiiuu [IpH CHCTEMHH €KCIIO3HLIHH, PABHH Ha TE€3H, NOJYYCHH MPH XO0pa B
TCPparCBTUYHH J03H. B npoy4yBaHe Ha npé€- U MOCTHATANHOTO Pa3BHTHE MNPH ILTBEXOBE [MPH EKCIIO3HIUH,
{10-HHCKH OT T€3H, [IOJYUYECHH IIPH X0pa B TEPANECBTHYHH J03H, BOPHKOHA30/ € YBENTHYHA
NpOABILKHTENHOCTTA HA TECTALMATA H pOaoBaTa felfiHoCT U € NpCAX3BHKAN AHCTO
MaiiuuHa CMBPTHOCT H MOHHIKCHA NCPUHATA/IHA NPEHKHKUBACMOCT Ha HOBOPOOACHHTE
NnEpHOAa Ha paXJaHe ca BEPOATHO MEAKRHPAHH OT BH,I[OBO-CI'[CL[H@H‘{HH MEXAHH ’
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TEePAneBTHYHHA NO3H.

[peaxIHHAYHHA JAHHH OTHOCHO UHTpaBeHO3HUA HocHTen SBECD ca nokasans, 4e ocHOBHHTE eeKTH
¢a BAKYONH3alHA Ha eNUTeIa Ha MHKOYHUTE TbTHINA H AKTHBHPAHE HA MakpodaruTe B yepHusa apob u
6enure apobose B NpOYYBaHHA 33 TOKCHYHOCT NPH MHOTOKpATHO npuioxenue, Tri kato GPMT
(guinea pig maximization test) noka3Ba NONOKHUTENHH Pe3yNTATH, IPEANHCBAILHTE JEKAPCTBOTO
TpabBa Aa MMAT NMpeABHA NOTEHLMANHUS PHCK 334 CBPBXYYBCTBHTEIHOCT HA HHTPaBEHO3HAaTa
nexkapcrBeHa opma. CTaHIapTHHTE MPOYYBAHHA 32 N'EHOTOKCHYHOCT ¥ PEMPOSYKTHBHOCT C
nomomHOTO BemecTeo SBECD He orkpueat cneusduyen puck 3a yoseka. [Ipoyusanus 3a
kapumHorensoct Ha SBECD He ca nposexaanu. JlokasaHo e, 4e eAMH OT NPHMECHTE, YCFAHOBEHH B
SBECD, npencrapnsea aJIKHIHPAINO MyTArCHHO BEIIECTBO € JAHHH 32 KAPLMHOTEHHOCT IIPH FPH3aYH.
To3u npumec Tpabpa na 6b1e cuHTaH 32 BEMIECTBO € KAPLMHOIEHEH NOTEHUHAN [pH YoBeka. B
CBETJIMHATA Ha T€3H JaHHY NPOALIDKHTENHOCTTA Ha NEYEHHETO ¢ HHTPABEHO3HATA JICKAPCTBEHA
¢dopma He TpabBa na HaaXBBEpA 6 Meceua.

6. PAPMAINEBTHYHH JAHHH

6.1 Chnucbhk HA IOMOIMHHTE BEMECTBA

Ilpax3a uny3HoHEH pasTBOP:

Xugppoxcunpomnwi-6era-unknoaexctput (Hydroxypropyl-beta-cyclodextrin)
Hatpues xnopus

X10poBoOopoaHa KHCETHHA (33 kopekius Ha pH)

6.2 HecbBMECTHMOCTH

Bopuyaran He TpsaOea ga Opae npunaraH B €Ha 4 ChLIA MHY3HOHHA CHCTEMA WIIH KAHIONZ
€AHOBPEMEHHO ¢ APYTH HHTPABEHO3HH NpoAykTH. CakbT TpaOBa na Obae npoBepeH, 32 1a € CHIyPHO,
ye uHdy3uaTa e nprnounna. Cnex npuKmoOYBade Ha uHdy3usTa Bopudysran cucrema Moxe aa
ObAe H3MO3BaHA 32 NIPUNOKEHHETO HA IPYrd HHTPABEHO3HH MPOAYKTH.

Kp'bBHH NPOOYKTH H KPATKOT Qﬂﬁﬂa HHQ!SPDI Ha KOHUCHTPHPAHH CNICKTPOJHTHH PA3TBOPH

ENeKTpoNuTHATE HapYLUCHHA KATO XHIIOKAIHEMHA, XHITOMarHe3HeMHA U XHITOKanuHeMus Tpabea aa

6baaT KOpUrHpaHi Npeay 3ancypate Ha Je4eHHE ¢ BOPHKOHA30] (BK. ToukH 4.2 4 4.4). BopudyHran
He Tpa0Ba Ja ce HIMOJI3BA ETHOBPEMEHHO C HUKAKLB KpbBeH NPOAYKT HiIH KpaTkoTpaiiHa nHQy3us Ha
KOHLEHTPHPaHH €JIEKTPOJIMTHH Pa3TBOPH, AOPH AKO ABeTe HH(Y3HUHU Ce NPHIATaT B OTAETHH CHCTEMH.

O6:0 napeHTeEpaIHO XpaHeHe:

O6uo napertepanto xpaHeHe (OI1X) we TpabBa aa ce npexkbera, Korato ce npwiara ¢ Bopudyuran,
HO Tps0Ba Aa ce npara npes oTAeNHa CHCTeMa. AKO ce Mpuiara HHGY3HATa Npes MHOTOKpaTeH
aymen katersp, OIIX 1pabea aa ce npunara, Karo ce M300138a PA3NHYEH KAHAN OT TO3H, H3ION3BAH
3a Bopudynran. BopudyHran He Tp26Ba na ce pasteaps ¢ 4,2% HHY3HOHEH Pa3TBOp HA HATPHEB
6ukapboHar. ChbBMECTHMOCTTA ¢ APYTH HErOBH KOHLIEHTPALMH € HEM3BECTHA.

To3u AekapcTBeH NpoayKT He Tpalea Aa 6B4e cMecBaH ¢ APYrH JAeKapCTBEHH NPONYKTH, OCBEH
CIIOMEHATHTE B TOYKA 6.6.

6.3 Cpok Ha rogeOCT

36 Meceua.

Ot muxpobuonornyna rieaHa Touka, cien karo 6bae pasrsopes, Bopudynran tp
BeAHara. AKO He ce H3MoJ3Ba He3abaBHO, MOXKE J1a Ce€ ChXpaHSBa B IPOABIKEHH:
Temnepatypa 5°C (B xnapwnuuk). Cnen pazrsapane BopugpyHnran Tpabea aa 65
CBBMECTHM HH(Y3HOHEH Pa3TBOp, NpenH na ce pnausa. (JlonbanurenHa uadop
no-A0Jy.)
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6.4 Coensa/jHH yC/I0BHS HA ChXpaHenHe

Tosu nekapcTBeH NPOAYKT He H3HCKBA CIIELMANIHH YC/IOBHA HA CHXPAHEHHE NPEAM pa3TBapaHe.
3a yc10BHMA Ha ChXpAHEHHE Clle]l PEKOHCTHTYHPAHE HAa JIEKaPCTBEHHA NPOAYKT, BXK. TO4Ka 6.3.

6.5 Bugu crALPXKAHHE BA ONAKOBKATA

BopudyHran npax 3a MH}y3HOHEH Pa3TBOp C€ NpeaJara B KyTHa, ChIbpKalla:

®nakoH ot 25 ml ot npo3paudo creiio THN | che cHBa, x10pOyTHIIOBA ryMeHa 3anyLuanka u
aTyMHHHEBA 00KATKA ¢ IUIACTMACOBO YEPBEHO Kanaye.

Bceska onakoBka cuabpika 1 diakoH.

6.6 CoenHa/HH DpeINa3HA MEPKH NPH H3XBbp/IgHe H paboTa

Heusnonszpanuar NPOAYKT HIH OTHAABYHHTC MATCPHAIIH OT HETO Tpsﬁna Al CC H3XBHPJIAT B
CBOTBECTCTBHC C MECTHHTC U3HCKBAHHA.

IpaxsT ce pasTeaps B 19 ml Boaa 3a HibkekuuH Wik B 19 ml HaTpHer Xxiopua (9 mg/ml (0.9%) 3a
uHQY3R4, 32 Aa ce nomyyH obem 3a uarernsxe ot 20 ml 6ucThp KOHIEHTPAT, chabpxam 10 mg/ml
BOPHKOHA30I1.

Hsxswprere ¢nakona c BopudyHran, ako BAKyyMET HE M3TEI/IA PA3TBOPHTENA BHB (pnakoHa.
IpenopwvuBa ce na ce U3NOA3Ba CTARIAPTHA (HEABTOMAaTHYHA) cnpuHLOBKa oT 20 ml, 3a Aa ce ocurypu
To4HO KonHuecTso (19,0 ml) Bona 3a urkekuuu wm (9 mg/ml [0,9 %)) saTpueB xnopug 3a uHPy3H.

Pasknarere dakoHa, J0KaTo MpaxsT ce pa3TBOpH. To3H NEKapCcTBEH NPOYKT € CaMO 33 €AHOKPATHO
NPHIIOKEHHE M BCAKO HEW3MON3BaHO KONKHYECTBO TpAbBa 1a ce M3XBLPIH, KaTo Tpa6Ba fa ce u3nonssa
camo Suctsp pasteop 6e3 yacTHUM.

3a na 6bne npunoxkeH, HeoOXoAUMHAT 06eM NIPUFOTBEH KOHLIEHTPHPaH pa3TBop ce fobaBs KbM
NPENnopPBHYBAHAA CHBMECTHM HH(Y3IHOHEH pa3TBOp (YTOUHEH M0-101Y), 3 A4 CE MOIyUH
OKOHYATE/IHHAT Pa3TBOP Ha BOPUKOHAa301, chabpakal 0,5-5 mg/ml.

Heobxonumu konu4uecrsal 0 mg/ml BopudyHran koHueHTpat

Tenecno [Koamwecrsa Bopapynran xonnentpar (10 mg/ml), Heo6xoAHME NpRA;

rerao (kg)Mo3a 3 mg/kg  |[Nosa 4 mg/kg  [Tosa 6 mg/kg |[Moza 8 mg/kg |Josa 9 mg/kg
(Opoii pnaxoun) (Opoit paaxonn) (Opoii Paaxoun) (Gpoi praxoun) (Gpoid

hnaxonn)

10 - 4,0 ml (1) - (8,0 ml (1) 9,0 ml (1)

15 - 6,0 ml (1) - 12,0 ml (1) 13,5 m! (1)

20 - 8,0 ml (1) - 16,0 ml (1) 18,0 ml (1)

25 - 10,0 ml (1) - 20,0 ml (1) 22,5 ml (2)

30 9,0 ml (1) 12,0 ml (1) 18,0 ml (1) 24,0 ml (2) 27,0 ml (2)

35 10,5 ml (1) 14,0 ml (1) 21,0 ml (2) 28,0 ml (2) 31,5 mi (2)

10 12,0 ml (1) 16,0 ml (1) 24,0 ml (2) 32,0 ml (2) 36 0 mi (2)

45 13,5 ml (1) 18,0 ml (1) 27,0 ml (2) 36,0 ml (2) 400 48

50 15,0 ml (1) 20,0 ml (1) 30,0 ml (2) 40,0 mi (2) // *"'"&'_ "‘K

55 16,5 ml (1) 02,0 ml (2) 33,0 ml (2) 44,0 ml 3) // & 4940

60 18,0 ml (1) 04,0 ml (2) 36,0 ml (2) 48,0 ml (3) S

65 19,5 ml (1) 26,0 ml (2) 39,0 ml (2) 52,0 ml (3) 8

70 21,0 ml (2) 28,0 ml (2) 42,0 ml (3) -
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[75 02,5 ml (2) 30,0 ml (2) 45,0 ml (3)
180 24,0 m! (2) 32,0 ml (2) 48,0 ml (3)
85 P5,5 ml (2) 34,0 ml (2) 51,0 ml (3)
00 07,0 ml (2) 36,0 ml (2) 54,0 ml (3)
05 28,5 ml (2) 38,0 ml (2) 57,0 ml (3)
100 30,0 ml (2) k0,0 ml (2) 60,0 m! (3)

[NpuroTseHusT pasTBop MOxke Aa 6bae pa3pedeH c:

Harpues xnopua 9 mg/ml (0,9 %) urokexuyoneH pasTsop

Punrep-naxrar undysnoHeH pasTBop

5% rmoko3a H PuHrep-nakrat HHQY3HOHEH pa3TBOp

5% rnroxo3a u 0,45 % uarpues xnopus uHQYIMOHEH PA3TBOP

5% rmoko3a uH(Y3HOHEH pasTBOp

5% rmoxo3a B 20 mEq kanueB xnopua uHgy3sHOHEH pa3sTBOp

0,45 % uaTpueB XnopHI HHPY3IHOHEH PasTBOP

5% rmoxo3a | 0,9% HaTpreB XopHa HHOY3HOHEH pazTBOP

CBBMECTHMOCTTA HA BOPHKOHA30M ¢ APYTH, OCBEH OMHUCAHKTE MO-TOPE WIIH B TOUKA 6.2 paspeaqTenHy,
HE € H3BECTHA.

Ha xpasd Ha nMCTOBKATA 3a NALHEHTA € NIPEAOCTABEHA JOMbIHHTENHA HHGOpPMALHA 33 MeAHLIHHCKHTE

WM 30PaBHHTE CNIELMATHCTH.

7. DPHATEXATEJ HA PASPEIIEHHETO 3A YOOTPEBA

~Jalikadapma Bucoxoxauecrsennre Jlekapcrea™ AJ|

6yn.” . M. IumutpoB”Nel

rp. Cognsa 1172, Brarapus

Ten.: +359 2 962 54 54

dakc: +359 2 9603 703

e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEHIEHHMETO 3A YIIOTPEBA

20150271

9. JATA HA ITBPBO PA3PEINABAHE/MIOJHOBSABAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

Jara na nepeo paspewasase: 07 asryer 2015 r.

Hara Ha nocneano nogHosasane: 28.07.2020r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

Anpun, 2026
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