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1. HWME HA JEKAPCTBEHMSA MPOIYKT

Bopuxonazon xamend 200 mg npax 3a HHQY3HOHEH pa3TBOP
Voriconazole hameln 200 mg powder for solution for infusion

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcexku ¢nakoH cpabpxka 200 mg BOpHKOHA3011.

Cnen pasrBapsine (061 06em ot 20 ml) Bcexku ml cbabpxka 10 mg BopukoHason (voriconazole).
BenHbk pa3TBOpeH, Mpeay NMPUI0KEHHE 3aIb/DKUTEITHO AOMBJIHUTENIHO CE pa3pexia.

[ToMOLIHH BeLIECTBA C H3BECTHO ACHCTBHE:
Bcexu durakon cpabpxka 88,74 mg Harpuit 1 2 400 mg XHIAPOKCHITPOITUII OeTaexc.

3a MbJIHUA CITUCHK HA NMOMOIIHHUTE BEILUECTBA BHXKTE TOYKA 6. 1.

- 3 JJEKAPCTBEHA ®OPMA

[Ipax 3a uHdy3uoHEH pa3TBOP.
bsan no nourtu 651 nuodunusupan npax, 6€3 BUAUMMH NIPU3HALM HA 3aMBbPCIBaHE.
Cnen pa3TBapsiHe ¢ BOJa 3a HHXKEKIIHH, HJIH ¢ HaTpueB xaopua 9 mg/ml (0,9 %) nrxekuuonex

pa3tBop, pH e mexay 5,0 — 7,0 ¢ ocmonanurer 530 mOsmol/kg + 10 %.

4. KJIMHUYHHU 1AHHH

4.1 TepaneBTHYHH NOKA3AHHS

BOPHKGHHLEOH XaMCJIH € HIHPOKOCNIEKTBPEH TPHA30JI0B aHTHMHKOTHYCH ArcHT H € IIOKa3aH IIPpH
Bb3pPACTHH H JICLA HA Bb3pPAacCT 2 TOJIMHH H TIOBEYE 3a:

JleyeHne Ha MHBa3UBHA aCNEPrujiO3a.
JleyeHue Ha KaHAMAEMHUSA MPU NALUMEHTH 0€3 HEYTPONEHHMA.

Jleuenune Ha GIyKOHA30J1-PE3UCTEHTHH CEPHUO3HH MHBa3suBHU Candida vHpekuuu (BKIoUnTEHO C.
krusei).

JledyeHue Ha CepHO3HH I'bOUYHU MH(PEKIIMH, IPHYHHEHH OT Scedosporium spp. U Fusarium spp.

BopukoHa30:1 xamenH Tpsa0OBa 1a Obe NpuiiaraH raBHO MPH MaLKEHTH C TPOrpecHpalliy,
MOTEHLHAIHO )KMBOTO3acTpalliaBallld HH(PEKLIHH.

[Ipo¢unakTHka Ha HHBa3UBHHU rbOMYHU MHPEKIIUH TTPH BUCOKOPUCKOBH PELIMITHEHTH C aJIOT€HHA
TPaHCIUIAHTALUA Ha XeMONOETHYHH CTBOIOBH KJIeTKH (TXCK).

4.2 Jlo3HpOBKA M HAYHH HA NPHJIOKEHHE

J103UpOBKa
EnexTpoJIMTHH HApYLIEHHUA KAaTO XUIOKAJIMEMHS, XUIIOMAarHe3ueMHUsA U XUITOKAJIILMEMHUS TPsAHE
ObAaT NpocieAsdBaHH U ITPH HYXK1Aa KOPUTHPAHH MPEAH 3alI04YBAHE U 110 BPEME HA JICYEHHUE i
BOPHUKOHA30J1 (BXK. To4Ka 4.4).




IpenopbuBa ce BopuKkoHa30N xaMelH [a ce MpHiiara IIpd MaKCHMaJIHa CKOpOCT Ha uHdy3usTa 3 mg/kg
Ha yac 3a | mo 3 yaca.

JleueHHEe

Buw3pacmuu

Jleuennero TpaOBa Aa Ob/e 3aII0YHATO C ONPEACACHATA HATOBAPBALUA 038 HHTPABEHO3CH HITH
nepopajeH BoprkoHa30/ XaMeH, LENALIA A0CTHTaHe Npe3 MbPBHA ACH HA MUIa3MCHH KOHLCHTPALHH,
Gnu3ky ao crauuoHapHuTe. [IpeaBna BUCOKara OHOHAMUYHOCT NPH NnepopaiicH npueM (96 %; Bx.
TOYKA 5.2), B ¢Ny4aH 4e € KIHHHYHO ONpaBiaHa, € YMECTHO MPEMHUHABAHC OT HHTPABCHO3HO KbM
TIEPOPAITHO ITPHIOKEHHE.

Cnenpanara Tabnvia npeiara JeTaiiHa HHQOPMAIUA 33 NPEHOPBYKHTENHHTE JO3H:

HuTpaBeHo3HO Ilepopanno npHjiexKeHNe
NPHIOKCHHE [MauueHTH ¢ TelecHo Tero | ITalMeHTH ¢ TeaecHo TEro
40 kg unu noseue* non 40 kg*

Harosapsama
exema na 6 mg/kg Ha peekn 12 400 mg Ha BcekH 12 yaca 200 mg Ha Bceku 12 yaca
NpHJIATraAHE yaca
(nbpBHTE 24 Yaca)
Hoaanpxamia
no3a 4 mg/kg nBa IbTH
(c1eX MLpBHTE THEBHO 200 mg aBa MbTH JHEBHO 100 mg apa MbTH JHEBHO
24 yaca)

* OTtHacd ce ¢bIlo 3a NAalHEHTH Ha BB3pacT 1S ¥ noseye roIuHH.

IIpodvaxcumennocm Ha Aeveruemo
[TpoobIKATETHOCTTA Ha JIEYCHHUETO TpAOBa Na ObAE BE3MOXKHO HAH-KPAaTKa B 3aBHCHMOCT OT

KJIHHHYHAA H MHKOJIOTHYHHA OTTOBOP Ha MauueHTa. [Ipoab/DKuTeIHaTa eKCITO3HLIMA Ha BOPHKOHA30 ¢
ppeMeTpaecHe Haa 180 auu (6 Mecenia) H3MCKBa BHHMATENIHA OLIEHKA HA ChOTHOIIEHHETO MOI3a/PHCK
(ex. ToukH 4.4 1 5.1). KnuHuuHKTE aHHY 338 YCTAHOBABaHE Ha 0€30NacHOCTTa HA HHTPABEHO3HO
[MPHJIATAH XNIPOKCHIIPONHI 6eTafeKe npH NPOAB/DKUTEIHO JIedEHHE Ca OTPAHHYEHH (BX. TOYKa 5.2).

Adanmupane na dozama (6v3pacmny)

I[Ipu HecnocoGHOCT Ha MaLMEHTa Aa NOHece HHTPABEHO3HO edeHne ¢ 4 mg/kg ABa IThTH JHEBHO
no03aTa ce HaManapa Ha 3 mg/kg IBa MbTH AHEBHO.

AKO OTTOBOPHT Ha MallHEHTa € He3aJOBONUTENCH, MOAABbPIKaLlaTa 1032 MOXe Ja ObJie NOBHULICHA Ha
300 mg nBa TETH AHEBHO, IPHJIOXKEHa NepopanHo. 3a nauuenTH noja 40 kg nepopanHara 103a MOXCE Ja
ovae nosuineHa g0 150 mg aBa mbTH AHEBHO.

[Ipy HecnocoOGHOCT Ha MALMEHTUTE Ja [TOHECAT NCYCHHE NIPH TE3H NO-BHCOKH 03K, NEpOpaIHara 1032
ce HaMaJIaBa Ha cThIKH oT 50 mg mo noaaspxaiia go3a 200 mg asa nbeti qHeBHO (100 mg j8a nbTH
AHeBHO 3a nauneHTH noa 40 kg).

B ciy4ait Ha npodunakTHYHa yrioTpeba, BHXKTE 3a CIIpaBKa mo-A01y.

Heya (2 00 < 12 200unu) u Maaou onowiu ¢ Hucko menrecrno meano (12 oo 14 2oounu u < 50 kg)
Bopukonason Tpabsa aa 6bae A03HpaH Karo NpH Jeua, Thil KaTo T€3W MIaAM FOHOILM MOrar Jia

mMeTaboIH3HpaT BOPHKOHA30/ N0 HAYMH NO-0MH3LK A0 Aena, OTKOJKOTO 40 Bh3PacTHH.

[TpenopbuUTENHHUAT PEXHUM Ha JO3HpaHE € CIEIHHUAT!




Hurpaseno3no npuiiokernse | Ilepopanno npunoxenne

Haropappawma cxema Ha

NpHJIAraHe 9 mg/kg Ha Bceku 12 yaca He ce npenopbysa
(npe3 nbpBHTe 24 Haca)

9 mg/kg n1Ba IMETH JHEBHO
8 mg/kg nBa 11bTH AHEBHO (MakcHManHa f03a oT 350 mg
IBa ITbTH AHEBHO)

3abenexxa: Bb3 OCHOBA Ha MONMyJAIHOHEH (PApMAKOKMHETHYEH aHAIU3 npH 112
MMYHOKOMIIPOMETHPAHH NEAYAaTPHYHH MMaLIHEHTH Ha BB3pacT OoT 2 A0 < 12 roguuu H 26
HMYHOKOMITIPOMETHPAHH XOHOMIH Ha Bb3pacT oT 12 g0 < 17 roguny.

Honawpxama n03a
(c1en nbpBHTE 24 Haca)

IIpenopLYMTEHO € TEpaNHATA Ja 3al09HE C HHTPABEHO3HO NPHI0KEHHE, a NIEPOPATHOTO NMPHIOKEHHE
TpsaGBa Aa ce 00ChIH caMo crielt 3HaYuMO KITHHHYHO nonodpenne. Tpsabea aa ce HMa mpeasun, ue
HHTPaBeHO3HA A03a OT 8 mg/kg 11e OCHI'ypH €KCTIO3ULMSA Ha BOPMKOHA30! IPHOIH3HTENHO 2 MBETH MO-
BHCOKA OT nepopaiHa ao3a o1 9 mg/kg

Beuuxu opyau onowu (12 0o 14 200unu u > 50 kg; 15 0o 17 200unu be3 o2ned na merecnomo meano)
Bopuxonazon tpa6Ba aa Onae N03UMpaH KaTo NMpPH Bh3PacTHH.

Adanmupane na 0ozama (Oeya [2 0o < 12 2o0unu] u mradu onowu ¢ nucko menecko mezao [12 6o
14 200unu u < 30 kgj)

B cryuaii 4e TepaneBTHHMHMAT OTTOBOP HA NAUMEHTA KbM JICUCHHETO € HeaJCKBaTeH, MHTPaBECHO3HATA
no3a Moxe Aa Onae noBHmeHa cue CThIKHY oT 1 mg/kg. Axo nalMeHTsT HE MOXKE Ja MOHece
JICYCHHETO, PEAYLIMpAiTe HHTPABEHO3HATA 032 ChC CTBHIKH OT 1 mg/kg.

Ynorpebara npu neaMaTpHIHy NaLMEHTH Ha BB3pacT oT 2 10 < 12 roguHH ¢ 4epHOAPOOHA HiIH
O6B0peuHa HeZOCTAaTBYHOCT He € NpoyveHa (BXK. TOUKH 4.8 u 5.2).

[TpodrnakTHKa IPH BL3PACTHH M JElId

[IpodunakTHKaTa TpAOBa Ja 3alI04HE B ICHA Ha TPAHCIIAHTALMATA H MOXe Ja ce rmpuiara a0 100 aum.
[Tpodnnakmukara TpsAOBa Aa € Bb3IMOXKHO HAH-KPaTKa, B 3daBUCHMOCT OT PHCKa 3a pa3sBHTHE Ha
HHBa3HBHa reOnyHa urekums (UI'H), onpeneneH o1 HEYTPONIEHUATA HIIH HMYHOCYTIpecHATa. B
CTydaHy Ha MpoAb/nKaBallla HMYHOCYIIPECHA WIH PeaKilid Ha TPAHCILIAHTATA Cpellly PEUHITHEHTA
(PTcP), T8 moxe xa Opae nmponbnkeHa o 180 aHu cnen TpaHculaHTauusTa (BX. TOYKa 3.1).

Hosupoexa

[IpenopbYHTENHATA CXEMA Ha IPWIAraHe IpH Npo(HIaKkTHKA € ChILATa KaTo [IpH JIECYCHHE B
CBOTBETCTBHE C Bh3PACTOBHUTE rpynu. Mons, HanmpaseTe CIpaBKa ¢ TabMHIIMTE 32 JICUCHHE,
npeACTaBeHH! NO-rope.

Ipodwaxncumennocm Ha npogunrakmuxkama
BesonacHocTTa H €(PHKACHOCTTA Ha NPHIOKEHHETO HA BOPUKOHA30J B NPOABIUKEHHE Ha roBede oT 180
IOHW HE e AJCKBATHO NIPOYYEHA B YCIIOBUATA Ha KIMHHYHH HU3ITUTBaHHUA.

Ynorpebara Ha BOpHKOHA301 32 MpodHWIAKTHKA B MpOTRIKEHNE Ha opede oT 180 auu (6 mMecena)
U3HCKBA BHUMATEJIHA OLIEHKa Ha CHOTHOMIEHHETO NONI3a/pHCK (BX. TOUKH 4.4 1 5.1). KnuHHUHHTE
AAHHH 33 YCTAHOBABAHE HA 6e30MacHOCTTa HA HHTPABCHO3HO NpUAAraH XUuApOKCHIIPONUII OeTanexc
NpU NPOABIDKHTENHO JICUCHHE ca OrpaHHYeHH (BX. ToUka 5.2).

CneannTe MHCTPYKLMH BaXaT KAaKTO 3a JICYCHME, Taka ¥ 3a mpodHnakTHKa

Aodanmupane Ha dozama
[Tpu mpodunakTuuHa ynorpeba, He ce NpenopbYBa ARANTHPAHE HA A03aTa B CIyUaH Ha THERE
e(pHKaCHOCT HITM Ha CBBP3aHH C JICUEHHRETO HEXENaHU chOMTHA. B cimydyail Ha CBBP3aHH
HexxesaHH chOuTHA TpAOBa 1a ce OOMMCIH crTHpaHe Ha BOPHKOHA30Ja H yroTpeda Ha ¢
NPOTHROTBOMYHM CpeacTBa (BXK. TOUKH 4.4 1 4.8).




Adanmupane Ha 0o3ama 6 CAy4au Ha CbEMECMHO NPURONCEHUE
PudaGyTuH 1 peHUTOMH Moxe Aa ObaaT NPHIOKEH SAHOBPEMEHHO ¢ BOPHKOHA301, aKO NOAbpXKaliaTa

11033 BOPMKOHA30]1 CE YBelMuH oT 5 mg/kg MHTpaBeHO3HO J1Ba MLTH JHEBHO, BXK. TOUKH 4.4 1 4.3.

EdasupeHl MoXxe Aa ce NpUiara €JHOBpEMEHHO ¢ BOPHKOHA30J1, aKo MOAXbpXKAamara a03a Ha
BOPHKOHA301 ce nosumy 10 400 mg Ha Bcexy 12 4aca, a fo3ara Ha epaBHpeHI ce HaMad ¢ 50%, T.e.
no 300 mg BexHBXK DHERHO. Koraro ce CIipe AeUEHHETO ¢ BOPUKOHA30J1, ITEPBOHAYAIHATA TO3HPOBKA Ha
edasupeHn TpaOBa Oa ce BB3CTAHOBH (BX. ToUkM 4.4 n 4.5).

Cmapuecka ev3pacm
[Ipu nalMeHTH B CTapyYecka BH3PacT He € HEOOXOAWMO afianTHpaHe Ha 103aTa (BX. Touka 3.2).

bvbpeuro yepedicoane

[Ipu mauMeHTH ¢ yMepeHa 10 Texka On0peuna pucyHkums (KpeaTHHHHOB KIHpBHC <50 ml/min)
HACTBIIBA HATPYNBAaHE Ha HHTPABEHO3HHA HOCHTEN XHApOKCHIponui Setaaekc. [IpH Te3u nanueHTH
TpaOBa Aa Obe MpIIOKEH NepopaieH BOPHKOHA30]1, OCBEH aKO OLIEHKATA HA ChOTHOLICHHUETO
PHCK/TION3a He OpaBasa ynorpebara Ha HHTpaBeHO3€H BOPHKOHa30ll. [Ipy Te3u NaumMeHTH CepyMHHTE
KPEaTHHHHOBM HHBa TpAOGBa Ja ObAaT mpociaeaiBaHM YECTO, a IIPH NOKaYBaHETO BM TpAOBa 4a ce
06chIH NpeMyHABane KbM JIeUeHHe ¢ EPOpalicH BOPUKOHA301 (Bx. Touka 5.2). He ce npenopbysa
ynotpebara nmpy nauueHTH, KOUTO HeE Ca Ha XeMOAHalIH3a.

BopHKoHa301 ce XeMOAHANH3HpA ¢ KIHpBHC 0T 121 ml/min. 4-4acOBHAT XeMOAHATH3EH CEaHC HE
OTCTPaHABA JOCTATBYHO KOMHYECTBO BOPHKOHA30, 33 JIa C€ Hanara ajanTHpaHe Ha 103ara.

KNMpEHCHT HA MHTPaBEHO3HHA HOCHTEN XHAPOKCHIIPONH OeTaleKe, MPH XeMOANAIH3a €
37.5 + 24 ml/mun.

Yeprodpobro yepexcoane

Ilpu nauMeHTH ¢ JeKa Ao yMepeHa yepHoapobHa uupoaa (Child-Pugh A u B), nomyyasaiuu
BOPHKOHA30J1, C€ MpernophUBa yrnorpedara Ha cTaHAapTHATa HAaTOBApBAalla [03a, HO NOoAAbpKaIlaTa
n03a Tpabsa na 6bae HaMaJleHa HaTnoNIOBHHA (BIK. TOUKa 5.2).

BopuxoHa3on He € H3CIEIBaH IpH MalMeHTH ¢ TeKKa XpOHHYHA YepHoapobHa unposa (Child-Pugh C).

ColliecTBYBAT OTPaHUYCHH JAaHHHM 3a Oe3onmacHOCTTa Ha BOpHKOHA30)1 XaMeH NMpH NaUMEHTH C
OTKJIOHEHHA B YepHOAPOoOHHTEe (PYHKIIMOHAHA MOKA3aTeNH (acnaprat TpaHcamMuHasa [AST], ananuH
TpancammuHasa [ALT), ankanua docdarasza [ALP]) unu o6 6unupybuH >5 meTH HaA ropHaTa rpaHHua
Ha HOPMATA).

BopHkoHa301 ce CBBP3Ba ¢ MOBHIICHHE Ha YEPHOAPOOHHUTE QYHKLIMOHANHH NOKA3ATEIHN U KIHHHYHH
Genesn Ha 4epHOAPOOHO YBPEXAaHe KATO XBITCHHLA U NIPH NALUMEHTH C TEKKO YEPHOIPOOHO
yBpexaade TpabBa Ja 6bae ynorpeGaBaH, caMo aKo 110713aTa HaABHILIABA MOTEHIIHAIHHS PHCK.
ITauueHTH ¢ TeXKO YepHOAPOOHO yBpexaaHe TpaOBa 1a ObAAaT BHUMATETHO NMPOCICIABAHH 32 NPOSBH
Ha JIeKapCTBEHA TOKCHYHOCT (BX. Touka 4.8).

Tleduampuuna nonyaayus

Be3zonackocTTa 1 €pHKacHOCTTa Ha BopukoHa3on xamenH NpH Aclla Ha Bb3pacT noA 2 NroAMHM He ca
ycraHoBeHH. HatMuHuTe noHacToAIEM AaHHH €2 OMMCAaHH B TOYKH 4.8 1 5.1, HO NIPENIOPBKH 32
NO3HPOBKATA HE MOrar J1a Obaatr naneHH.

KinununuTe 1aHHH 33 YCTaHOBABaHe Ha 06€30MacHOCTTa HA HHTPABEHO3HO MTPUIaraH XHIPOKCHITPOITHIT
Oerazekc NMpH neauaTpUYHATA NOMY/AlHA Ca OTpaHHYCHH.

HauuH Ha NpUIOoKEHHE




4.3 IlpornBonoxalanus

CBpLXYYBCTBHTETHOCT KbM aKTHBHOTO BEILIECTBO WIH KbM HAKOE OT NIOMOLIHUTE BEILIECTBA, H3OPOEHH
B TOuKa 6.1.

[IpoTHROIIOKA3aHO € eAHOBPEMEHHOTO IMPHIOXKEHHE Ha BOPHKOHA30J ¢ JIEKAPCTBECHH MPONYKTH, YHHTO
meTabomn3asM € cHIHO 3aBUCHM OT CYP3A4 1 uMHTO BHCOKH IIA3MEHH KOHLIEHTPALUH C€ CBBP3BAT
ChC CEPHO3HH W/IIH )KHBOTO3aCTpaLIaBalIy peakLHH (BX. Touka 4.5):

TepdeHaH, aCTEeMU30

LH3aITpU L

IIKMO3HT, TypPa3HIOH

XHHHAMH

uBabpanny

EproajKaJioNu (Hanp. eproTaMiH, JUXHAPOCPTOTaMHH)
CHPOJIUMYC

HAJIOKCEron

TOJIBAITTAH

(pHHEpECHOH
BEHETOKNAKC: MPOTHBOIIOKA3aHO € €MHOBPEMEHHOTO NMPHIOKEHHE B HAYaJI0TO H 10 BpEME Ha
(hazaTa Ha THTpHpaHE Ha H03aTa BEHETOKIAKC.

ITpoTHBONOKA33aHO € EAHOBPEMEHHOTO NMPHJIOKEHHE HA BOPHKOHA30J € JIEKApCTBEHH NMPOXYKTH, KOHTO
rHAyuHpar CYP3A4 H 3HaYHMO NOHHKABAT IIa3MCHHTE KOHLICHTPALIHH Ha BOPHKOHA30I.

o * [IpOTHBONOKA33HO € €AHOBPEMEHHOTO NPHAOKEHHUE C pudaMNULIMH, KapbaMa3enuH,
OapOHTYpaTH ¢ ABNTOTPaiHO AeHcTBHE, Hanp. deHobapOuTan U KBAT KAHTAPHOH (BXK. TOYKA
4.5).

. EdasHpeHLL
[IpoTHBOMOKA3aHO € €AHOBPEMEHHOTO MPHIOKEHHE HA CTAHIAPTHH N03H BOPHUKOHA30J] C JO3H
eparupenn 400 mg BeAHbX NTHEBHO HJIN NO-BHCOKH (BX. Touka 4.5). 3a MH(OpMaIHs OTHOCHO
eIHOBPEMEHHOTO NPHJICKEHHE Ha BOPHKOHA30J € NMO-HUCKH 103K eaBHpEHLl BUXKTE ToUKa 4.4,

. PuTOHaBUD
[IpoTHBONOKA32HO € EAHOBPEMEHHOTO MPHJIOKEHUE C BHCOKH 03U pHTOHaBHp (400 mg U
roBe4e ABa IBTH AHEBHO) (BX. Touka 4.5). 3a HHpopMalHA OTHOCHO €ZHOBPEMEHHOTO
NPUIOKEHHE ¢ TO-HUCKHU JO3H PHTOHABHP BIKTE TOYKa 4.4.

4.4 ChnenHajHH NpeAynpexieHHN 4 Npeana3HH MEepKH NnpM ynorpeda
CBpBEXYYBCTBHTEIHOCT

IloBuIneHO BHUMaHHE € HEODXoAMMO NpH NpeanucBaHe Ha BOpHKOHAa301 XaMeTH Ha NAUHEHTH Che
CBPBXYYBCTBHTEIHOCT KBM JIPYTH a30/H (BXK. CBILO ToUKa 4.8).

[IpOaBLKHTEIHOCT Ha JTEYECHHE
[IpoabIKUTENHOCTTA Ha JICYEHHE C HHTPaBEHO3HaTa (popMa He Tpadsa aa Obae no-ronsMa ot 6 Mecena
(BX. Touka 5.3).

CepaeyHo-CHAOBH
BopnkoHa3on ce cBbP3Ba ¢ yabpkaBaHe Ha QTc unreprana. Uma penku cnyqau Ha torsades de pointes
MPH NMAUHEHTH, MPUEMAIM BOPHKOHA30J1, C pHCKOBH (aKTOPH, KOUTO MOXE Aa ca MPUYHKHA 3 ‘
AHAMHE34 38 KApJMOTOKCHIHA XHMHOTEpaNys, KapAHOMHOTIATHS, XUTIOKATHEMHA M CHITBTCHES
NIeKapCTBEHU MpoAyKTH. Boprkonason tpsbBa aa Obae npuaaraH ¢ NOBHIIEHO BHHMAHHC /D4
MALMEHTH C MOTECHUHAIHO IIPOAPHTMHUYHN CBCTOAHHS KaTo!

. Bponero win npuaoburo yapmkapade Ha QTc unrepsana
5




KapauoMuonarus, 0co0eHO NIpH HAMTMYME HA CHPACYHA HEAOCTATBYHOCT

Cunycopa Opagukapamns

ChilecTBYBALIU CUMITTOMaGTHYHH ApUTMHH

CrITBTCTRAIN JIEKAPCTBEH IPOXYKT, 32 KOHTO ce 3Hae, Ye yanpkasa QTc HHTepBaia.
EnexTpofuTHY HAPYIIEHHS KATO XHIOKAIHEMHSA, XUITIOMarHe3HEMHS H XHIOKaILHeMHA TpaOBa
Ia Obaar MpoCReNIBaHH U NIPH HYXKAa KOPUFHPAHH Npely 3ario4YBaHe M IT0 BpEME Ha JIeYeHHue ¢
BOPHKOHA301 (BK. Touka 4.2). [Ipn 3apaBH A00poBONNYH € MPOBEACHO NPOY4BaHE, N3CNCABALLO
epexra Bepxy QTc HHTEpBana Ha €XAHOKPATHH J03H BOPHKOHA30/1 A0 4 ITBTH MO-BHCOKH OT
oOHuaiiHara JHeBHA A03a. [IpH HUTO eHO OT H3CJIEABAHMTE JHLA HE € OHJI DErHCTPHPAH
MHTEPBAN, HAAXBBP/IAIL MOTEHIIHATIHO KIIMHHYHO 3HauMMara rpaiuna ot 500 msec (BXK. Touka

5.1).

Peaknmu, cBbp3aHy ¢ HHPY3IUATA

[To BpeMe Ha MPHIMKEHHE HAa MHTPAaBEHO3HaTa opma Ha BOpHKOHa30N ca 6uan HabmonasaHy
peaKL{H, CBhP3aHH C HHOY3HATA - IPEIUMHO 3a9epBsBaHe U rajeHe. B 3aBHCHMOCT OT TE€XeCTTa Ha
CHMITTOMATHKATa TpsOBa qa ce 00ChAK CIMpaHe Ha JIedeHHeTo (BX. Touka 4.8).

YeproapobHa TOKCHYHOCT
B x/IMHWYHH MPOYYBAHMA 10 BPEME Ha JICYCHUE C BODHKOHA30] ca OMiIM HabmonaBaHH Cmy4Yan Ha

CepHO3HH YePHOIPOOHH peakiuy (BKTIOUHTENHO KIMHHYEH XETIaTHT, XonecTasa H GyIMMHAHTHA
uepHORPOOHA HENOCTATHYHOCT, BKMIOUMTENHO (atanHu). Othena3par ce npuMEPH 3a YEPHOAPOOHH
peaKliH, HACTBITBALIY ITIABHO MPH HALMEHTH CbC CEPHO3HH TMOUIEKAIM MEAHLIMHCKH ChCTOAHI
(NpeArMHO 3/T0Ka4E€CTBEHH XeMaTOIOrHYHH 3a00aBanu). TpaH3HTOPHH 4EPHOAPOOHH PeaKIHH,
BKMOUYHTETHO XENAaTHT H XbJITEHUIIA, Ca HACTHIIWIM CPell MAUHEHTH 6e3 ApYrH HACHTH(PHLIMPAHH
puckoBH (paxTopu. UepHoapoOHara auchyHKUMA OOHKHOBEHO € 00parhMa NpH NpEeKpaTaBaHe Ha
nedeHueTo (BXK. Touka 4.8).

[IpocnenaBane Ha YepHOApoOHaTa QyHKUHA
[TamveHTHTE, KOUTO NMONY4aBaT BopHKkoHa301 XaMelH, TpaOBa na ObAaT BHHMATETHO NPOCHCAABAHH 33

yepHOAPOOHA TOKCHYHOCT. KNHHHYHOTO noBeaeHue TpAOBaA a BKII0YBA 1adopaTopHa OLECHKA Ha
uepHoapoOHaTa PpyHxima (ocobero AST u ALT) npu 3anouBaHe Ha Ne4eHHETO ¢ BopHKoHa30/1 XaMeH
H Hali-MaJIKO BEIHBX CEAMHYHO Npe3 IbpBHUA Mecell OT JiedeHHeTo. JleueHnero Tpabaa na onae ¢
Bb3MOKHO HaH-KpaTKa NMpOALDKHTENHOCT; ako, obage, Ha Bas3a Ha OlIeHKaTa Ha ChOTHOLICHHETO
non3a/pHcK To ObAe NpoabkeHo (BX. Touxa 4.2), 4eCToTaTa Ha NMpocieaiBaHe Moxe Aa Onae
HaMaJicHa JI0 BEOHBK MECEeYHO, aKo HAMA UIMEHCHHA BBB QYHKIMOHATHUTE YepHOAPOOHH MTOKa3aTeNH.

AKO HaCTBITH H3PAa3eHO MOBHIIABAHE HA (PYHKLMOHANHHTE HEpHOAPOOHH NoKa3aren, BopukoHaso
XaMeJTH TpA0Ba /1a ce Crpe, OCBEH aKO MEJHLIMHCKATA IPELEHKA HA CbOTHOLIEHHUETO TIONI3a/PHCK OT

JJCYCHHETO 32 MALMCHTA OITpaBAaBa ITPOAB/DKABAHC Ha IIPUIIAraHEToO.

UepronpobHaTa pyHKLUMA TpabBa Aa c€ NpocaensBa KakTo MpH Aclla, Taka H NPH Bb3PacTHH.

CepHo3uu JepMaTONOrHYHY HeKelTaHH PpeaKiHH

o QomomoKcuyHocm
Ocpel ToBa BOopHKOHA30J1 XaMeJH ce CBBP3Ba ¢ POTOTOKCHYHOCT, BIIIOYHTENIHO PEAKIIHH KaTo
ethennay, TIEHTHIO, aKTHHHYHA KEPATOo3a U NnceBaonopdHpHsa. FiMa NOBHHIEH PHCK OT KOXKHH
peaKIHH/TOKCHYHOCT NPH CBHITBTCTBAMIA yTIoTpeda Ha (GOTOCCHCHOWIHMINpAIH CpeacTBa (Hanp.
METOTpeKcaT ¥ ApyTH). IlpenopbyBa ce BCHYKH NALMEHTH, BIVTIOYHUTENHO AELAaTa, 1a H30drsaT
H3JaraHe Ha ApAKa CIIbHYEBA CBETIHHA O BpEME HA nedeHHe ¢ BOPHKOHA30J1 XaMeTH U 1a
B3€MaT MEPKH, KaTo 3aIMTHO 00JICKIIO H CIBHUE3AUIUTHH TPOAYKTH ¢ BUCOK CTbHLIC3alIHTEH
¢axTop (SPF).

e CreamosHorxremvuen kodcen xapyurom (CKK)
[1py naumeHTH, HAKOH OT KOHTO ¢a CHOOIHAM 33 NPEIXOAHH (POTOTOKCHYHH peag _ __
ChOOLLIECHHA 32 CKBAMO3HOKJIETEYEH KOXKEH KapUHHOM (BKIIOYHTENHO KOKeH CKIK & SLOIaERpiNg. S S
Gonect Ha Bowen). B ciyuaii Ha nosBa Ha GOTOTOKCHYHH peakimu, TPA0Ba 1a CH TROTMEER NS
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MYITHIMCIHMILIMHAPHO 00ChXIaHe, Aa ce OOMHCIIH NpEKPaTABaHE Ha MpUeMa Ha BopukoHason
XaMeJTH ¥ PHIArale Ha aJITEpHATHBHH MPOTHBOIbOWYHH CPEACTBA; MALHEHTHT Aa CE
KOHCY/JITHpa ¢ fiepmarosior. [Ipu npoabipkaraHe Ha npHeMa Ha BoprkoHa3on xamenH obave,
CHCTEMHO H peAOBHO TPAOBaA Ia ce U3BBPIIBA ICPMATOIOTHYHA OLICHKA 32 PAHHO OTKPHBAHE H
JledcHUe Ha MpeMalnurHeHy neauu. [IpHemsT Ha BopHkona3son xamens Tpsabsa na 6sne
MpeKpaTeH, ako ObAaT YCTAHOBEHH NPEMATHIHEHH KOKHH JIC3HH U/IH CKBAMO3HOK/IETBYCH
KapUHHOM (BX. JIBIrOCpOYHa Tepanus no-Aoay B Ta3H TOYKa).

o Tedcku KOXCHU HENCENAHU DeaKyul
[Ipn ynoTpebaTa Ha BOPHKOHA30J1 ce ChOOMIaBa 3a TEXKKH KOXHH Hexenanu peakiyu (SCAR),

BKJIIOYHTENHO CHHApoM Ha Stevens-Johnson (SJS), TokcHuna ennaepmaiHa Hekponnsa (TEN) 1
JIeKapCTBEHa peakilla ¢ eo3HHopmINA ¥ cucteMHd cHMITOMH (DRESS), xouTo Moxke 4a ca
’KMBOTO3acTpamasary Wi (paranHu. [Ipu passutHe Ha 0OpHB NMaLKEHTET TPAOBa 1A Obae
BHHMATENHO HabM0JaBaH, a MpH MporpecHpane Ha nesuure BopukoHason xamenH Tpsadpa 1a
ObAe crpAH.

Cr0HTHA, CBBP3aHM ¢ HAnOBLOpeyHUTE KNesu
[Momyuenu ca cpo0meHHA 32 00paTHMH Cirydau Ha HaabbOpeyHa HeJ0CTaTEYHOCT MPH TALMEHTH,

10y4aBanif a30]H, BKIIOYHTEIHO BOpHKOHa3on. Crobmiasa ce 3a HanorOpedHa HEAOCTATHYHOCT NPH
NalHeHTH, MOMYJYaBally a30/H ChC WiIH 03 CBITBTCTBAIH KOPTHKOCTEPOHAH. IIpH nauueHTure,
ToNyuaBaniy a30iH 63 KOPTHKOCTEpPOHAH, HANOBOpEeYHAaTa HEAOCTATEYHOCT € CBBP3aHa C AHPEKTHO
MHXHOHpaHe Ha CTEPOHIOreHe3ara ot azonu. [Ipy manueHTHTe, NonyyYaBailli KOPTHKOCTCPOHIH,
CBBP3aHOTO ¢ BOpHuKOHa3zon CYP3 A4 uaxubnpaHe Ha TeXHHA METADOIHN3IBM, MOXE a AOBEAE N0
KOPTHKOCTEPOHAEH HAMHIILK U IIOTHCKaHe Ha HanOnOpeunara QyrkuuA (BXK. Touxa 4.5). Crobmasa ce
cbIIO 3a CHHApOM Ha Cushing cbe nnH 6e3 nocneasama HandLOpeyHa HEAOCTATEYHOCT IIPH
NaUMEHTHTE, TIONyYaBalllH BOPHKOHA30]I CHITBTCTBAIO C KOPTHKOCTEPOHIH.

[TauHeHTHTE, TTOAYHABALIH IBINTOCPOYHO JIEYEHHE ¢ BOPHKOHA30/1 H KOPTHKOCTEPOUHIH (BKIIOYHTENIHO
HHXAJIATOPHH KOPTHKOCTEPOHLH, KATO OYIE30HHT, H HHTpaHa3alHH KOPTHUKOCTEPOHIH), Tpabsa Aa
ObaaT BHHMATETHO NMPOC/EAiBaHN 3a TUCPYHKUHA Ha HaAOLOpeUHHs KOPTEKC KaKTO 10 BpeMe Ha, Taka
M NIPH NIpEKpaTABaHe HA JICUEHHE C BOPHKOHa301 (BXK. To4ka 4.5). ITlaimentrTe TpsOBa Aa Obaar
HHCTPYKTHPaHH Ja NOTHPCAT He3abaBHO METHIIMHCKA MTOMOILL, AKO Pa3BHAT TIPH3HALHN U CHMITOMH Ha
cHHApoM Ha Cushing unu HaaOLOpeuHa HEAOCTATLYHOCT.

JBArocpoyHa repanug
TIpoabkUTENHaTa eKCIO3uIHA (JIedeHHe WM MpoduiakTaka) ¢ Bpemerpaene Hal 180 num (6 Mecena)

H3UCKBAa BHHMATEIHA OLICHKA Ha ChOTHOINEHHETO NO3a/PHCK H MO Ta3H NPHYHHA JIEKapHTE TPAOBa fa
MMaT NpeaABHI He0OX0AUMOCTTa OT OrpaHH4YaBaHe SKCMO3HLNATE H3 BOpHKOHA30/1 XaMelH (BX TOYKH

4.2 1 5.1).

HMa crobmenus 3a ckpaMO3HOKIeThYeH KookeH kapuuHoM (CKK) (BmouutenHo koxeH CKK in situ
vk Gonect Ha Bowen) BeB BpB3Ka ¢ ABATOCPOYHA TepanHa ¢ Bopukonason xaMenH (Bx. Touka 4.8).

[Tpu nauMeHTH ¢ TPAHCIUIAHTAUMH CE ChOOIIaBa 3a HEMHPEKLHO3EH NMEPHOCTHUT C NMOBHIICHH
CTOHHOCTH Ha (PNyopHa H ajnkanHa ¢ocdarasza. AKO NIPH NMAUMUEHTA CE NOABH KOCTHA OoslKa M ce
YCTaHOBAT PEHTTEHOMOTMUHM HaXOAKH, CHOTBETCTRALIY Ha IEPHOCTHT, TpabBa na ce odMHCIH
npexparsBaHe Ha BopHKOHAa30/1 XaMeNH chaen MYITHAMCIMILTHHAapHO obcpxkaaHe (XK. Touka 4.8).

3PUTENHH HeXCIaHH PCAKIIMH
HmMa croOieHH A 32 NPOABIKHTEIHM 3PHTEITHH HEXENaHU PEaKIiMH, BKIIIOYHTEHO 3aMBITIEHO 3PEHHE,

HEBPHT HA 3PHTEIHHUSA HEPB H ManwiapeH eneM (Bx. Touka 4.8).

bpOpeuyHH HEeXETaHu peaKIHH
[Ipwu Texxxo GOMHM NaUHEHTH, IPOBEXKIAIIH JeueHHe ¢ BOPHKOHA30N XaMeEH, € Hal

610peyna HepocTarpuHocT. [TaupeHTHTE, TEKYBAaHH C BOPHKOHA30I1, OOHKHOBEHO C§
€THOBPEMEHHO C HEPPOTOKCHUYHH JIEKAPCTBEHH MPOAYKTH H KMAT ChIThTCTBALIH
MOTaT Ja AOBeJaT A0 NoHUKeHa 6p0peuna PpyHKUMA (BXK. TOUKA 4.8).




[Ipocneasapane Ha OBOpeyHaTa GyHKUNA

TTauuenTuTe Tpa6Ba Na GBaaT NpocaeaAsBaHH 3a paiBATHe Ha abHopMHa 6pOpedHa Pyukiuus. Tosa
3a'bJDKHATENHO BKIIIOUBA J1abopaTopHa OLEHKA, TO-CNIELHANTHO HAa CEPYMHHA KPeaTHHHH.

IIpocnenspake Ha GYHKIMATA HA AHKpEaca
[ManmenTH, ocobero Jena, ¢ pHCKOBH (GAKTOPH 3a OCThP NAHKPEATHT (HaMp., CKOPOIIHA XHMHOTEpAIu,

TpaHCILTAHTALMA Ha XeMonoeTHIHH cTBojioBH KieTku [HSCT]), Tpabsa na 6naat nox HemocpeaCcTBEHO
HaGmoaeHue o BpeMe Ha neyeHue ¢ BopukoHason xamenn. Moxe aa ce oOMHCIIH npocnendBaHe Ha
CEepYMHATa aMHJIa3a WM JIMNa3a B TasH KIHHHYHA CHTYalUA.

[leapaTpHyHa onyaalMs

BeszonacHocTTa H €GEeKTHBHOCTTA NIPH NEAMATPUIHHK NALHEHTH Ha Bh3PacT MOA JBE N'OAHHH HE €
ycraHoBeHa (Bk. Touk# 4.8 u 5.1). Bopukona3on e noxasaH 3a nexMaTpUYHH MALUEeHTH Ha Bb3pacT ABE
rofHHH WIH No-roleMH. B neanarpyunara nomynaums € HabnionasaHa no-BHCoKa 4€CTOTa Ha
MOBHIABAHE HA CTOMHOCTHTE HA YEPHOAPOOHHTE eH3UMH (BX. Touka 4.8). UepHoapobHaTa dyHKuHA
TpsbBa aa ce MPOCIeanBa U pH AeLa, H IpH B3pacTHH. [lepopanHara 6HOHATHYHOCT MOXeE 2 Obie
OrpaHM4YEeHa [TPH NEHATPHYHM NALMEHTH Ha Bb3pacT oT 2 10 < 12 roxunu ¢ ManabcopOLms H MHOIO
HHCKO TEJIECHO TEIIO 3a Bb3pacTTa. B To3u ciryvai ce NpenopbyBa HHTPABEHO3HO MPUIIOKEHHE HA
BOPHKOHA30.

o Cepuosnu depmamonozuunu nHexcerarnu peaxyuu (sxmovumenno CKK)
YecToTara Ha QOTOTOKCHYHHTE PEAKIMH € N0-BUCOKA B [IEHATPHYHATA nTonynaims. TeH KaTo
ce cxo0maBa 3a epomonna KbM CKK, npu Tasu nonynamus oT NalHEHTH C€ H3UCKBAT CTPOTH
MEpPKH 3a ¢oTo3aiunTa. [Ipu acuara, KOMTO NOMYYaT GOTOCHCTAPABALIH YBPEKAAHHS, HATIPHMED
GeHKH UnH eIy, ce MpenophiBa H36ArBaHe Ha HANaraHeToO Ha CITBHUE H HAOMIOJEHHE OT
IE€PMATOIOr, JOPH H CIICH NPECKPATABAHE Ha JICYEHHETO.

[TpodnnakTuKa

B cny4aii Ha CBBP3aHHTE C JICYEHHETO HEXENaHN ChOUTHA (XENATOTOKCHYHOCT, TEXKKH KOXKHH PEaKIIMH,
BKouBalH PoToTOKCHIHOCT H CKK, TeKKH MIH NPOALIDKHTEIHH 3pHTEIHA HApYILICHHA H
neprocTHT), TpA6BA Aa ce OOMHUCIIH CIIHpaHe Ha BOPUKOHA30J1a U NpHIIaraHe Ha aNTepHATHBHH
NMPOTHBOIrbOUYHM CPEACTBA.

Dennrons (CYP2C9 cyberpar v MoweH CYP450 HHAYKTOD)

[IpenopbyBa ce BHHMATEIHO NpocieasBaHe Ha GeHNTOMHOBHTE HHBA NIPH €AHOBPEMEHHO NPHIOKCHHE
Ha (PEHHTOMH U BOPHKOHA30/1. ENHOBPEMEHHOTO MPHIIOKEHNE HAa BOPHKOHA301 H (PEHHTOHH TpsOBa fa
ce H304rBa, OCBEH AKO I10J13aTa He HaABHIAaBa pHCKa (BXK. Touka 4.5).

Edapupenit (CYP450 unaykrop; CYP3A4 uaxuburtop u cyberpar)
Koraro BOPMKOHA30JI C€ MpHIara eAHOBPEMEHHO ¢ ehaBHpeHL, A03aTa HA BOPHKOHA301 TpAOBa na ce

noHiH 10 400 mg Ha Bceku 12 yaca, a go3ara Ha edaBUpeHL TpAOBa Na ce HamanM 1o 300 mg Ha
BcekH 24 yaca (Bx. Touk# 4.2, 4.3 u 4.5).

I'nacaernd (CYP3A4 cyberpar)

QuaxBa ce eJHOBPEMEHHOTO IPHIOKECHHE Ha BOPHKOHA30JI 42 NOBHILH MJa3MEHHTE KOHICHTPALIHH Ha
racaerud M 1a yBenHuM pHcka oT yabaxaBaHe Ha QTc (Bx. Touka 4.5). Axo cpITbTCTBaALLATA YRoTpeDda
He MOXe 11a ce H3DerHe, ce npenopsura 4ecto npocneasasane Ha EKT.

Wuxnburopy Ha THpo3uH kuHa3a (CYP3A4 cybetpar)
Ouaksa ce eqHOBPEMEHHOTO NMPUJIOKECHHUE Ha BOPHKOHA30/ ¢ HHXHOUTOPH Ha THPO3HH KHHAa3a,
mMeTabonu3npann ot CYP3 A4, na noBHIIH NJIAa3SMEHHTE KOHUEHTPALMH HA HHXHOMTOpa Ha THPO3HH
KHHa3a ¥ PUCKa OT HEXEeNaHH PEeaKlHH. AKO ChITBTCTBALIATa yNoTpeba He MOXe 1a ce H30erHe, ce
NPEenoPLYBAaT HAMAJIABAHE HA 03aTa HA MHXHOHTOpa Ha THPO3HH KHHA3a H BHUMATEIHO KT o
npocieaaBaHe (BX. Touka 4.5).

Pudabyrun (Momexn CYP450 unayxrop)
[Tpy exgHOBpEMEHHO NPIIOXKEHHE Ha pHdabyTHH ¥ BOPHKOHA301 Ce NMPENOPHYBA BHUNAT
npocieasBaHe Ha TBJIHATA KPbBHA KAPTHHA H 32 HEXEIIaHH JICKAPCTBCHH PEaKLMH Kb
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(Hanp. yBenT). EXHOBpEMEHHO NMPHIIOKEHKE Ha BOPHKOHA301 M pudabyTuH TpsaOBa fa ce n3barea,
OCBEH aKo 10J13aTa HE HA/IBHIIABA PHCKA (BXK. TOYKa 4.5).

Putonasnp (Moued CYP450 nunyxrop; CYP3A4 unxuburop # cybcrpar)

EHOBpeMEHHO NpHarade Ha BOPMKOHA301 H HUCKoA030B puToHaBHp (100 mg xBa mbTH THEBHO)
TpabBa aa ce M36ArBa, OCBEH axo OLIEHKATa HA ChOTHOMIECHHETO M10J133/PHCK 32 MALMEHTA HE ONpAB/aBa

yriorpebaTa Ha BOPHKOHA30J (BXK. ToukH 4.3 U 4.5).

Eseponumyc (cyberpar va CYP3A4, cyOcrpar Ha ravkonporenH P)
EnHOBPEMEHHOTO NPHIOKEHHE HA BOPHKOHA30JI C €BEPOIIMMYC HE C€ NMPETIOPHYBA, THH KAaTO CE€ 0YaKBa

BOPHKOHA30]1 J]a OBHILY 3HAYHTENIHO KOHLECHTPALMHTE Ha eBeponnuMyc. [loHacTosmeM Hama
AOCTATHYHO AAHHH, 33 A2 C¢ HANPABAT MPENOPbKH OTHOCHO JIO3HPAHETO B TA3H CHTYaUHs (BX. TOUKA

4.5).

Metanon (CYP3A4 cybeTpar)

[Tpy eqHOBPEMEHHO NPHIIOKEHHE C BOPUKOHA30J1 C€ MPENOPHUBA YECTO NMPOCACAIBAHE HA HEXENAHUTE
peaKlMy ¥ TOKCHYHOCTTa, CBBP3aHH C METAZIOH, BKIIOUMTEIHO yabkasaHe Ha QTc, TeH karo cnen
eIHOBPEMEHHO MPWIOKEHHE C BOPHKOHA301 € HabM100aBaHO NOBHILICHHE Ha KOHUEHTPALIHHTE Ha
METaoH. BL3MOXKHO € 12 Ce HAJIOKH HaMalliBaHe Ha J032Ta Ha METanoH (BX. TO4kKa 4.5).

Kpatkoaeiictpan omuat (CYP3A4 cyGeTpar)

Tpsafpa aa ce 0OOMHCIH HaMaIABaHE HA A03aTa Ha an(eHTaHWI, HPEHTaHHUN M OPYTH KPaTKOICHCTBALIH
OIHATH CBC CXOMHA Ha andeHTaHH CTPYKTYpa, KOHTO ce MeTabonmuaupar upes CYP3A4 (Hanp.
cyeHTaHHT), KOTaTo Ce NIPWIaraT eJHOBPEMEHHO ¢ BOPHKOHA30M (BX. Touka 4.5). Tl karo
MOAYXHBOTHT Ha aleHTaHUI € 4-KPaTHO YIBJIKEH, KOraro ajlQeHTaHHI Ce NpHiiara €IHOBPEMEHHO C
BOPHKOHA30]1 U NIpH ITyOIMKYBAaHO HE3aBHCHMO ITPOYYBaHeE, €AHOBPEMEHHOTO NPHJIAraHe Ha
BOPMKOHA30.1 ¢ (PEHTAHH BOAH A0 YBEIH4YaBaHe Ha cpeaHuTe CToHHOCTH HA AUC (-00 Ha eHTaHMI,
MOXe Aa € HeoOX0AMMO 4ECTO NMPOCIEAIBaHe 33 CBbP3aHHTE C OITHATH HEXKEAAHH PEaKLIHH
(BKJIIOYHMTENTHO TIO-ABJINO PECITHPATOPHO MTPOCICASABAHE).

JAsnronedicreaiy onuati (CYP3A4 cybeTpat)

HamansiBaHe Ha A03aTa Ha OKCHKOJZOH H OPYTH ABJIroAciCTBAIY OITHATH, META0ONH3HPAHH OT
CYP3A4 (manp. xuapokoaoH) Tpa0Ba Ja ce ¥Ma NpeaABr NPH SAHOBPEMEHHO MPHIIOKEHHE ¢
BOPHMKOHAa3051. Moke Aa Ce HaJIOKM 4eCTO ITpoCNeasBaHe 33 CBbP3aHHTE C ONTHATH HEXKEIAHH PEaKUHH

(BX. TOuka 4.3).

diykorazon (CYP2C9, CYP2C19 u CYP3A4 nuxHOHTOp)

EnHOBpeMeHHO MpHJIaraHe Ha epopajieH BOPHKOHA30J # NepopalieH QUIyKoHa30/1 BOAH 40 3HAUHMO
nosHumabae Ha Cmax 1 AUCT Ha BOpHKOHA30N NpH 3apaBH no6posoniy. Hamanenara no3a n/nimm
YECTOTa Ha MPUIIaraHe Ha BOPHKOHA30J1 H (TyKOHAa30J, KOUTO 6HXa eTHMHHHPAIH TO3H €(EKT, He ca
ycTanopedH. [IpenopbhbuMTenHO € NpOocIeaABaHe HA HEXKENAHUTE PEaKLHH, CBBP3aHH C BOPHKOHA30/,
aKO BOPHKOHA30JI e MpHuara ciaes QuryKoHas3oi (BX. Touka 4.5).

IToMONIHH BelIECTBA

Hatpui
To3u nexapcTBeH MPOAYKT Chabpxa 88,74 mg HaTpuii Ha ¢uIaKOH, KOMTO Ca EKBHBAJICHTHH Ha 4,44 %
OT NMPEIOPBYUTE/IHNSA MAKCHMAJICH JHEBEH NPHEM OT 2 g HAaTpHH 3a Bb3PacTeH.

MakcumanHaTa JHEBHA JO3a OT TO3H NPOAYKT € eKBUBAJEHTHA Ha 26,6 2% OT npenopbYHTENHHA OT
C30 makcumaneH THEBEH NPHEM OT 2 g HaTPHH 32 BL3PACTEH M C€ CYHTAa, Y€ MPEACTABIABA BHCOKO
ChAbPXKAHHE Ha HATPHH. -

Xuapokcuoponua beTaaekc
[IpaxsT 33 HHQY3HOHEH pa3TBOP CbAbPXa LMKIOREKCTPHHH (2 400 mg HHKIONEKCTPHHH/PIL

(1akoH, KOMTO Ca eKBHBaNeHTHH Ha 120 mg/ml, xoraro ce pekoHcTHTYHpa B 20 ml, Bx.
KOETO MOXKE J1a OKaXke BIHAHHE Ha CBOHCTBATA (HANPHMEDP TOKCHYHOCT) Ha AKTHBHOTO BE




OPYIH JIEKAPCTBA. ACTIEKTHTE Ha 6€30MacHOCTTa Ha IHKIOACKCTPHHMTE Ca B3ETH NPEIBHI N0 BPEME Ha
pa3paboTBaHETO H OILIEHKATA Ha 6€3011acHOCTTA HA JICKAPCTBECHHA MPOTYKT.

[Tpu aeia o 2 TOAMHY NMO-HUCKATa ITIOMepY/IHa GyHKIHA MOXKE Ia Tpeanasu ot Ox0peyna
TOKCHYHOCT, HO MOXe J1a JOBEAE A0 NMO-BHCOKH KPHBHHM HMBA HA HHKJIOAEKCTPHHH.

Tloxexe UHMKIOACKCTPHHHATE €€ KCKPETHPAT upe3 OnbpeluTe, Npy NauUMeHTHTE ¢ YMEPEHA IO TeXKa
O0BOpeuna aucyHKIHS € Bb3MOKHO KyMYJTHPAHETO Ha ITHKIOJEKCTPHHH.

4.8 BiauMoeHCTBHE ¢ APYIE JICKAPCTBEHH NPOAYKTH R ApYrd GopMH Ha B3aHMoaeHcTBRE

BopukoHazon ce MeraGonu3upa oT H HHXHOHpa aKTHBHOCTTA Ha UHTOXpOM P450 H3oeH3UMHUTE
CYP2C19, CYP2C9 u CYP3A4. Uuxuburopu MM MHAYKTOPH Ha TE3H H30EH3MMH MOIaT ChOTBETHO
Iia MOBHILIAT IIH TIOHHXKAT IUIA3MEHHUTE KOHIICHTPALHKY Ha BOPHKOHA30/ M HMa BEPOSTHOCT
BOPHKOHA30J1 A3 NOBHIIH [1a3MEHUTE KOHLEHTPAUMH Ha CyOCTaHLIMH, MeTabonr3HpaHH OT Te3H
CYP450 H3oeH3MMH, NO-KOHKPETHO 3a BemecTsa, Merabonniupanu upes CYP3 A4, ToH kato
sopukoHa3on e cuneH CYP3A4 nuxuburop, Beiipekn ue ypeauuaBaneTo Ha AUC e 3aBHCHMO OT

cyOcrpara (k. TabnHuara no-Aomy).

AKO He € YTOIHEHO IPYTO, ITPOYUBAHHATA 33 JIEKAPCTBCHH B3aHMOLCHCTBHA Cca NPOBEAEHH NPH 3APABH
BB3PACTHH HHAWBUAM OT MBXKH T0J1, KATO € NPHIAraHo MHOTOKPATHO J03HPAaHe [0 JOCTUIaHe Ha
CTAIHOHAPHO CBCTORHME C NTepopasieH BoprkoHasol oT 200 mg aBa METH QHEBHO. Te3H Pe3yaTaTH ca
pe/icBaHTHH H KBbM JIPYTH NONY/AlHK ¥ IITHILA Ha BbBEXAAHE.,

BopHkoHa3on TpAOBa a ce npuiara ¢ BAKMaHHE NPH NaUHEHTH, MPHEMAILH ChITbTCTRALA TEPANUS, 32
KOATO € H3BECTHO, e yabbkaBa QTc uHTeprana. EqHOBpeMeHHO NIpUiaraHe € NpOTHBRONIOKA3aHO U B
CIIYYaHTe, KOraTo BOPHKOHA307 MOXE Aa [MOBHIIH IUIa3MEHUTE KOHLICHTPAaUUH Ha CyOCTaHUHH,
MmeTabomusnpann or CYP3A4 H30€H3HMH (HAKOH aHTHXHCTAMHHN, XHHUIWH, [IN3aNPHI, MHMO3H H
uBadpaauH) (BXK. No-404Yy H TO4Ka 4.3).

Tabnauua c B3anMoAeACTBHA
B3auMoOAEHCTBHATA MEXKIY BOPHKOHA30M] ¥ XPYTH JIEKAPCTBCHH MPOAYKTH Ca ONHCAHM B Tabnuuara no-

A0y (BEAHBX AHEBHO Kato ,,QD*, npa mbTH AHEBHO Kato ,,BID™, Tpu nbtit sHeBHO Karo ,, TID" u
HeonpeaeneHo Karo ,,ND*) noapenenu no repanesruueH kiac. [locokara Ha cTpenkaTa 3a BCEKH
papMaKOKHHETHYEH napaMeTe) € OazupaHa Ha 90% NOBEpHTENEH HHTEPBAT Ha CPEIHO TEOMETPHIHOTO
OTHOLICHHE B paMKHTE Ha («»), noz (] ) win Haa (1) rpanuuure ot 80-125%. 3Bespara (*) noxassa
apynocouHo B3aumopeiicreue. AUC,, AUC n AUCo—- npeacraBasBat 1ioilTa o4 KpUBara B €HH
NO30B HHTEPBAN OT HY/ICBOTO BPEME 10 BPEMETO ¢ YCTAHOBHMO M3MEPBAHE ¥ CHOTBETHO OT HYJIEBOTO
BpeMe A0 Oe3KpanHOCT.

Jlexapcreen NPOAYKT B3auMoaeHCTBHE IpenopLKH NpK
Cpensin reOMeTpHYHH eJHOBPEMEHHO NPHJIOKEHHE
npoMeHH (%)
Anmuayuou
[Iamernann (400 mg BID) BoprnkoHa30m Coax 1 18% Hsama xopekums Ha Ao3aTta
[necneyugpuven CYP450 Bopukonazon AUC, T 23%

unxubumop u nosuwasa pH e
cmomaxaj
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JlekapcTBeH NPOAYKT

BiaumMoaeHcTBHE
Cpeanst reoMeTpHYHH
npomenu (%)

IMpenopbKH NpH
e1HOBPEMEHHO NPHIOKEHHE

Owmenpa3on (40 mg Omenpa3zon Cuex T 116% He ce npenopbyuBa KOPEKIHSA Ha
QD)* Owmenpason AUC, T 280% J03aTa Ha BOPHKOHA30J1.
[CYP2C19 unxubumop; Boprkona3on Cmax T 15%
CYP2C19 u CYP3A4 Boprxonazon AUC. T 41% [Ipy 3an04BaHE Ha JICYEHHE C
Cyﬁcmpﬂm] BOPHKOHAa30J1 ITPH TTAHHACHTH,
KOHTO Beue NMpHeMaT
Apyru HHXHONTOpH Ha ITPOTOHHATA
NoMIa, KOHUTO ¢a cybcTpaTH Ha ﬁ:.eﬂn;?ca;:; l;uoan ::2 mfl:;nn
CYP2C19, crmo moxe aa ce A03aTa Ha ;MEHH;J:EDJ'IP;&
HHXHOHPAT OT BOPUKOHA30I ¥ TOBA
- — OBbA¢ HAMaJICHA HAIIOJIOBHHA.
1a3MEHH KOHLEHTPALHH Ha TE3H
JEKApCTBEHH MPOIYKTH.
Pauurnaus (150 mg BID) BopnkoHa30 Cmax H AUC; < Hama xopexuusa Ha f103aTa

[nosuwasa pH e cmomaxa]

Anmuapummuunu cpeocmea

Hurokcus (0,25 mg QD) JIMrokcHH Cupax < HsmMa xopekums Ha J03aTa
[P-gp cybcmpam] Huroxcud AUC, «

XHHHIHH BonpexH ye He € NpoyYBaHo, IIpoTHBONOKA3IAHO (BX. TOUKA
[CYP3A4 cybcmpam] ITOBHILIEHHUTE TUIA3MEHH 4.3).

KOHUEHTPALIMH HA XHHHIHH MOXE
1a JOBEIAT A0 yabkabaHe Ha QTc
WHTEPBANa ¥ PEAKH ITPOSBH HA
torsades de pointes.

Anmubaxmepuannu cpeocmaea

OIyKNOKCALIHIHH
[CYP450 undykmop]

Crobuiara ce 3a 3HAUHTEAHO
IIOHWXEHH TLNTA3ZMEHH
KOHI.[@HTP&L[HH HAa BOPHKDHHSOJI.

AKO He MOXe J1a ce H3berne
ChITHTCTBALIO NMPUNIOKECHHE Ha
BOPHKOHA30]I ¢
dIyKIOKCALIMIHH,
TPOCNEAABAHTE 3a [TOTEHIHATHA
3ary0a Ha e(pHKACHOCT Ha
BOpHKOHa301 (Hanp. Ypes
TEpaneBTUUYEH JIEKAPCTBEH
MOHHTOPHHT ); MOXE 113 €
HeoOX0HMO NOBHIIABAHE HA
103aTa Ha BOPHKOHA3011.

MakponuaHyu aHTHOHOTHIH
AsurpomuiuH (500 mg QD)

Epurpomuumn (1 g BID)
[CYP3A4 unxubumop]

Bopukona3on Cmax i AUC: &

Bopnkona3o Cmax # AUC: &«
E¢ekThT Ha BOPHKOHA30J1 BEPXY

EPUTPOMHIIMH HIAH a3UTPOMHIIMH
HE € U3BECTEH.

Hsama kopexuns Ha no3arta
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JlexapcTBeH HNPOAYKT

BiaumozaeHcraue
Cpeann reoMeTpHiHH
npomens (%)

IIpenopbka Npu
eAHOBpPEMEHHO NPHIIOKEHHE

Pudabyrun
[mowgen CYP450 undykmop]

300 mg QD

300 mg QD (enHOBpEMEHHO
NPUIIOXKEHHE C BOPHKOHA3ZOJ
350 mg BID)*

300 mg QD (eaAHOBPEMEHHO
NPHIOKEHHE C BOPHKOHA30

BopnkoHa301 Cmax 4 69%
Bopuxonazon AUC: 4 78%

B cpaBHEHHE C BODHKOHA30.
200 mg BID,

Crmax Ha BOPHKOHA301 ¥ 4%
AUC, na BopukoHason + 32%

PudabyTiH Cumax T 195%
Pudabyrin AUC, T 331%

Tpabpa aa ce u3barea
CBITBTCTBANIATA YIOTpeOa Ha
BOPUKOHA30] U pHudabyTHH,
OCBEH aKO MOJI3aTa HAABHINABA
PHCKa.

[Mopawppxamara n03a
BOPHKOHA30/1 MOXe Ja Obae
noBuileHa 10 5 mg/'kg
WHTpaBcHo3HO BID unm ot
200 mg no 350 mg nepopanHo
BID (100 mg a0 200 mg
nepopando BID npu
nmaiMeHTH ¢ Terno noxa 40 kg)

KOHLICHTPAaIHKUTE HAa TPETHHOHH U
712 YBEITHYM PHCKA OT HEXKCJIaHH
peakuuH (noOpoKauecTBeHa
BBTPCUYCPCITHA XHITEPTEH3HA,
XHIIEPKANUHEMHA).

400 mg BID)* B cpaBHEHHE C BOPHKOHA30JI (Bx. TOuKa 4.2).
200 mg BID [TpenoppbuBa c€ BHUMATEITHO
Crmax HA BOPHKOHA30JT T 1049 NpOCNeAABaHE Ha IThJIHATA
AUC, Ha Bopukonason T 87% KPBbBHA KAPTHHA H HA
HEXENAHUTE PEaKklMH, CBbP3aHu
¢ pu¢pabyTHH (Hanp. yBEHT) ITIpH
eHOBPEMEHHO TIPHNOXKEHUE Ha
puhabyTHH ¢ BOPHKOHA30L.
Pudammumus (6060 mg QD) BopukoHa301 Crmax v 93% IIpoTHBONOKA3AHO (BXK.
[mowgen CYP450 unoyxmop] BopukoHason AUC, d 06% . Touka 4.3).
IIpomusopaxosu cpeocmsa
['nacoeru6d Bnnpexu ue He € npoy4BaHo, AKO CBITBTCTBAUIATA YNoTpeOa
[CYP3A44 cybcmpam] ChIECTBYBA BEPOSTHOCT HE MOXe J1a ce H30erHe, ce
BOPHKOHA30J1 A2 [TOBHIIH npenopnLYBa 4ecTo HabmoaeHHe
NJa3MEHUTE KOHUCHTPALIUM Ha Ha EKI (Bx. Touka 4.4).
rnacaerud W Ja yBeaudd pHcka oT
yawpkasade Ha QTc HHTepBana.
TpeTHHOHH Bnipeku ye He e MPOYYBaHO, IIpenopbuBa ce KOPEKIIHS Ha
[CYP3A4 cybcmpam] BOPHKOHA30/1 MO3Ke [1a ITOBHILUH A03aTa Ha TPETHHOHMH I10 BpEME

HA JICYEHHETO ¢ BOPUKOHA30I U
¢Ne HEroBOTO NpPEeKpaTABaHE.

HHxubuTOpH Ha THPO3HH
KMHa3a (BKIIOYHTENHO, HO HE
caMo: aKCHTHHHO, O0CYTHHHO,
KaDO03aHTHHHO, LEPUTHHHO,
KobuMeTHHHO, 1abpadenno,
na3aTHHUO, HUWIOTHHHO,
CyHHTHHHO, HOPYTHHNO,
pHboOUMKIHO)

[CYP3A44 cybcmpamu]

BhnpexH 4e He € MpoyyBaHo,
BOPHKOHA30J MOKE [a MOBHILH
ILIA3MEHHTE KOHUECHTPAIIHH Ha
HHXHOMTOPH Ha THPO3HH KHHa3a,

KOWTO ce Merabonusupar ot
CYP3A4,

AKO CBIIBTCTBALATA yTIOTpEOa HE
MOXe Ja ce u3berne, ce
NpENoppYBaT HaMaJIfBaHEe Ha
J03aTa HA HHXUOHTOpA HA
THPO3HH KHHAa3a ¥ BHUMATEJHO
KJIIMHHUYHO TIPOC/IEASBaHE (BXK.
TO4YKa 4.4).
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JIekapcTBeH NPOAYKT

B3aumoneHcTBHE
CpenHH reOMeTPHYHHE
npoMeHH (%)

IIpenopukH npH
eJHOBPEMEHEO NPHIIOKEHHE

BeHeToKIaKe
[CYP3A4 cybecmpam]

Brnpekn ue He e MpOoy4BaHo,

ChITBTCTBAILOTO NIPHIOKEHHE Ha

BOPHKOHAa30]1 BEPOATHO FHAYHUTCITHO BOPHKOHA3IO0JI €

lli¢ MOBHMIIH MNa3MEHHUTE
KOHIEHTPallHH Ha BEHETOKIIAKC.

NPOTHBONOKA3ZAHO NPH
3aro4yBaHe ¥ N0 BpEMe Ha (pasara
Ha THTPHpPAHE Ha J03aTa Ha
BeHeToKNaKe (BK. Toyka 4.3).
HeobxoanmMo € HaManaBaHe Ha
I103aTa BEHETOKJIAKC, ChIriacHo
yKa3aHHATa B HHOpMalMATa 3a
MpeANMHCBaHE NPH MOCTOSHEH
€XKEeAHEBEH IPHEM; NPENOpPbYBa
c€ BHUMATEIHO NPOCIeaaBaHe 3a
NPH3HALM Ha TOKCHYHOCT.

Vinca ankaaouan
(BKIIIOYHTENHO, HO HE CaMO:
BHHKPHCTHH ¥ BHHONACTHH)

Brnipeky ue He € npoy4BaHo,
ChIIECTBYBA BEPOATHOCT
BOPHKOHA30 13 MTOBHIIH

TpsabBa ga ce o6MUCTH
NIOHWXABAHEe Ha J03aTa Ha vinca
AJTKANOHIMTE.

[fCYP3A4 cybcmpamu] IUTa3MCHHUTE KOHUIEHTPALMH Ha
vVInca ankantoOuIuTe M aa
Nnpeay3BHKa HEBPOTOKCHYHOCT.
Armuxoazynranmu

Bapdapun (30 mg enHH4HA
1033, TPHIIOKEHA
eanospemenHo ¢ 300 mg BID

BOPHKOHA30/)
[CYP2C9 cybcmpam]

Jpyru nepopanHy KyMapHHH
(BKIIFOYHTENIHO, HO HE CaMo:.

MaKkCHMATHOTO YIB/DKaBaHE Ha
NpOTPOMOHHOBOTO BpEME €
NMPHOIHIKTENHO 2 TBTH.

BrnpexH ue He € Npoy4BaHO,
BOPUKOHA30/ MOXKE Ja MOBHIIN

[IpenopruBa ce BHUMATENIHO
IpocneaaBaHe Ha
MPOTPOMOMHOBOTO BpeME WITH
APYTH NOAXOAAIK H3CICABAHUA
Ha KOoaTyJIallMATa, KATO JO34Ta
HAa AHTHKOAryJlaHTuTe TpaORa Ia
C€ KOpHIupa CbOTBETHO.

(eHNpPOKyMOH, [1a3MEHUTE KOHLECHTPALKK Ha
AI[EHOKYMAapO.1) KYMapMHHTE, KOETO MOXKe Ja
[CYP2C9 u CYP3A4 AoBeae A0 YABIXKaBAHE HA
cybcmpamu/ MpOTPOMOMHOBOTO BPEME.
Anmuxonsyacanmu

Kapbamazenus u
gpiroaeicTraniy OapOUTYparu
(BKIIO9YHTEHO, HO HE CaMO:
denobapbuTan,
medobapburan)

[mowynu CYP450 unoyxmopu]

Borpeky ye He € Mpoy4YBaHO,
KapOaMa3enmuH U JbAroAcHCTBallH
OapbuTypaTH BEpOATHO 1ME
NOHHXAT 3HAYHTEJIHO IIa3MEHHUTE
KOHLICHTPALIHH Ha BOPMKOHA30/1.

IIpoTHBONOKA3aHO (BX. TOYKA
4.3).
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JleKapCTBeH NPOAYKT

BiauMoaeHCTBHE
Cpeansn reoMeTpHYHH
npomens (%)

IIpenopbKH NpH
¢AHOBPEMEHHO NPHIIOKCHHE

PCHUTOHH
[CYP2C9 cybcmpam u mowen
CYP450 undyxmop]

300 mg QD

300 mg QD (eaHOBpEeMEHHO
MPUIOKEHHE C BOPHKOHA30J
400 mg BID)*

BopuxoHazos Cmax 4 49%
Bopukonazon AUC:{ 69%

®erntont Cma T 67%
®enutoun AUC: T 81%

B cpaBHEHHE C BOPUKOHA30M
200 mg BID,

Cunax H2 BOPHKOHA301 T 34%
AUC: Ha Bopukonazon T 39%

Tpabsa na ce n3bsarea
CBILTCTBAILATA YTIOTpeba Ha
BOPHKOHA30J H PEHUTOUH, OCBEH
aKo MoJji3aTa Ha/IBHILABA PHCKA.
[TpenopsuBa c€ BHUMATENHO
MpOC/CAABaHE HA IUIA3MEHHTE
HHBA Ha (PCHUTOMH,

deuuTONH MOKE Ja C€ npuiara
eIHOBPEMEHHO ¢ BOPHKOHA3011,
ako MOoAxbpKallara 103a
BOPHKOHA30J1 € NOBHILIEHA A0

5 mg/kg uaTpaBenosno BID
unwm ot 200 mg no 400 mg
nepopaitHo BID (100 mg no
200 mg nepopanto BID npu
nanHeHTH ¢ Terao nog 40 kg)

(Bx. TOuka 4.2).

Anmuouabemuunu cpeocmea

CyndornnypeHH IPOU3BOIHH
(BKJTIOUHMTENHO, HO HE CaMO:
TONOYTaMHI, [THITH3HA,

Benpeku 4e He € Mpoy4BaHo,
CBHIIECTBYBE BEPOATHOCT
BOPHMKOHA30J1 2 NOBHILH

[IpeniopbuBa ce BHHMATENHO
IPOCNEASBaHE Ha IJIIOK03aTa B
kpbBTa. TpadBa Aa ce obmucH

rIHOypHL) ILTa3MEHHTE KOHLIEHTPALHH HA NOHMXXAB3aHE Ha J03aTa
[CYP2C9 cybcmpamu] cyibOHNIYPEHHHUTE IIPOU3BOAHH H | CYIPOHHITYPEHHH NPOH3BOIHH.
A2 MPEAU3BHKA XHIOTTIMKEMHS.
Anmumuxomiiyi
®irykonason (200 mg QD) Bopuxonazon Crax T 57% [TonnxkeHaTa 7033 H/HIH
[CYP2C9, CYP2CI19 u CYP34 BﬂpHKOHﬂSOH AUC, T 79%, yeCTOTaTa HA HpHJIAralne Ha
unxubumop] OnykoHa30/ Crax ND BOPHKOHA301 ¥ (PIIyKOHA301I,
®nykonazon AUC:ND KOHTO OHXa EMUMUHHPATH TO3H

e¢(eKT, HE Ca YCTAaHOBEHH.
[IpenopbyBa ce npocneaspaHe 3a
CBBP3aHHTE C BOPHKOHA30J
HEXENIaHU peaKlHH, ako
BOPHKOHA30J Cce ITpHiara
HENOCPEACTBEHO ClIe]

KOHLIGHTpAalHUH Ha TepPpeHaIuH
MOXe 13 JOBERAT A0 yAbDKaBaHE
nHa QTc¢ uHTepBana H peaku
npoABH Ha forsades de pointes.

¢ryxoHazon.

Anmuxucmamunu
AcTeMH3on Brnpeky ve He € Ipoy4YBaHo, IpoTHBONOKA3aHO (BX.
[CYP3A44 cybcmpam] NOBHIIEHUTE JIa3MEHH TouKa 4.3).

KOHIICHTPAllHHX Ha aCTEMH30J1

MOXKE Ja TOBEJAT A0 YABIDKABaHEe

Ha QTc unrepBana u peaku

MIPOABH Ha torsades de pointes.
Tepdenaaun Bunpeky e He e TpoyYBaHo, IIporHBONOKAa3aHO (BX.
[CYP3A4 cybcmpam] MOBHILICHUTE ILNIA3MEHH TO4YKa 4.3).
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JlexapcTBeH NPOAYKT BianMoaeucrene IIpenopbku npu
CpeaHnu reoMerpHYHH eIHOBpPEMEHHO NPHAOKEHHE
npoment (%)
JIexapcmea cpewty XHB
Huauuasup (800 mg TID) HuaunaBup Cax « Hsama xopekiiis Ha qo3arta
[CYP3A44 unxubumop u Uuaunasup AUC, «
cybcmpam] BopnkoHa30a Cax <
| BopukoHazon AUC, &
Puronasup (11poteaseH
HHXUOUTOD)
[mowgern CYP450 unoyxmop;
CYP3A4 unxubumop u
cybcmpam]
EauOBpeMEHHOTO MTPHIIOKECHHE
Bucoka no3a (400 mg BID) PutoHaBHp Chax H AUC,; Ha BOPHKOHA30J1 1 BHCOKH J03H
BopuxoHa30ot Crax 1 66% putoHaBHup (400 mg n NO-BHCOKH
Bopuxonaszon AUC, 4 82% BID) ¢ NpOTHBOROKA3aHO (BXK.
Touxa 4.3).
Hucka no3a (100 mg BID)* Puronasup Crax d 25% ENHOBpPEMEHHOTO MPHIIOKECHHE
Puronasup AUC. 4 13% Ha BOPHMKOHA30J1 ¥ HHCKOJI030B
BopuxoHazon Crax $ 24% putoHasHp (100 mg BID) Tpabsa
Bopuxonazon AUC: ¥ 39% na ce u30ATBa, OCBEH aKO
OLICHKATa Ha CHOTHOIICHUETO
MON3a/PHCK NMPH NaLKEeHTa
onpaBaasa ynorpebara Ha
BOPHKOHA30J1.
Jpyru nporea3Hy HHXubUTOpH | He € mpoyyBaHO KIHHHYHO. In BrumMaTeTHO MpOCicAsBaHEe Ha
cpemy XWUB (BxnoduTenHo, | vitro npoy4BaHHA MMOKA3BaT, ye BCAKAKBH TTPOSBH Ha
HO HE CAMO: CAaKBHHaBHD, BOPHKOHA30]1 MOXe Ja HHXHOHpa | IEKapCTBEHA TOKCHYHOCT H/HIIH
aMITpeHaBup ¥ HeaduHaBup)® |MeTaboaH3Ma Ha MPOTEA3HHTE JIMIICA HA €(HKACHOCT W MOXKE 1A
[CYP3A4 cybcmpamu u HHxHb6uTOpH cpemy XHWUB n € Heo0X0aHUMa KODEKLIHA Ha
uHxubumopu/ MeTab0NMH3MBT Ha BOPHKOHA30 OT | 803aTa.
CBOA CTpaHa Moxe Ba Ovae
MHXHOUpaH OT MPOTEa3HHTE
mHxubHTOpH cpemty XHB.
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JIekapcTBeH NPOXYKT BiaumMoaeHcTBHE Ilpenopnku npH
CpeaHM reOMeTpHYHH eNHOBPEMEHHO NMPHI0KEHHE
npomeHnn (%)
EdasupeHL (HERYKIEO3HICH
uHxubuTOop Ha obpaTHaTa
tpaHckpunrasa (NNRTI))
[CYP450 unoykxmop; CYP3A4
urxubumop u cybcmpam| Ynotpebara Ha CTaHAAPTHH J03M
Edasupennt Cmax T 38% BOPHMKOHA30J ¢ A03# e(aBupeHI
Edasupenu 400 mg QD, Edasupenn AUC, T 449 400 mg QD unu mo-BHCOKH €
MpUJIaraH €JHOBPEMEHHO C Bopuxona3o: Crax ¥+ 61% NMPOTHBONOKA3AHO (BXK. TOYKA
;‘}%‘E‘“HMOH 200 mg Bopukonason AUC. ¥ 77% 4.3).
B cpaBHenue ¢ edapupent| 600 mg | BOPHKOHA30I MOXeE 11a ce
QD, [pHiara eAHOBPEMEHHO C
Comax H2 €(haBHPEHI] > e(paBHpeHII, aKO NOATBLPXKALIATA
Edasupenn 300 mg QD, AUC, Ha edhapupern T 17% 7033 BOPHKOHA30 € MOBUILICHA
IIPUIIOKEH €JHOBPEMEHHO C no 400 mg BID u nosara Ha
BopukoHason 400 mg BID* B CpaBHEHHE C BOPHKOHA30M edasupen € noxrwxena ao 300
200 mg BID, mg QD. KoraTto neueHHeTo ¢
Crmax Ha BOpHKOHa30n T 23% BOPUKOHa301 Ce CIIpe, TpsOBa Aa
AUC, na sopuxonazon 4 7% ce Bb3CTAHOBH ITbPBOHAYA/IHATA
I03a Ha e(raBHpPEHL] (BX. TOYKH
4.2u44).
JApyry HeHYKICO3UIHY He e npoyuBaHo KNMMHUYHO. In vitro| BuMMaTennHO npocnesBaHe Ha
HHXHOMTOpH Ha o6paTHaTa Mpoy4BaHUs MMOKa3BaT, ye BCAKAKBH MPOSBH HA JICKAPCTBCHA
TpaHckpunra3a (NNRTY) MeTa00NH3MBT HA BOPHKOHA30J1 TOKCHYHOCT W/HJIK JIMNICa Ha
(BKJIFOUHTENIHO, HO HE CaMo: MOXe J1a Obae HHXHOHpaH OT e(PHKACHOCT 1 MOXeE Ja €
JenaBUPIANH, HCBUPANHH)™* NNRTI u BopukoHazon Moxe Aa | HeoDxXxoauma KopeKuus Ha
[CYP3A4 cybcmpamu, uHxnbupa Merabomnsma Ha 103aT1a.
unxubumopu wiu CYP450 NNRTL
unoyxmopuf JanHuTe 3a edexTa Ha eaBHpPEHIL
BLPXY BOPHKOHA30J NMPEANoarar,
ye MeTabONH3IMET Ha
BOPHKOHA30J1 MOXKe aa Obae
HHAyurpad ot NNRTI.
Anmuncuxomuyu
JypasuaoH Brrpeky 4e He € Mpoy4BaHo, IIpoTuBONOKA38HO (BXK. TOYKA
[CYP3A4 cybcmpam] BOPHKOHA30JT BEPOSTHO 3HAUHTETHO 4.3).
IIt€ MMOBHIIH NJIA3MEHUTE
KOHUEHTPALMH Ha Typa3uJoOH.
[Tumo3un BrIpeku ue He € Mpoy4YBaHo, IlpornBonoxkasaHo (BX. TOUKa
[CYP3A4 cybecmpam] MOBHILECHHTE TUIA3MEHH 4.3).
KOHLCHTPALIHH HAa MMMO3IHJ MOXeE
Ja noeeaat Ao yabbkaBaHe Ha QTc
MHTEpPBaIA H PEAKH NPOSBH HA
torsades de pointes.
IIpomusosupycru 1exapcmea
JletepmoBHp BopuxoHazon Crax | 39% AKO CBHITBTCTBAIIO NPHIOKECHHE
[CYP2C9 u CYP2CI9 Bopukonazon AUCq.12 | 44% Ha BOPHKOHA30/ C NETEPMOBHD
unoyxmop] Bopuxonazon Cyz | 51% HE MOXe [1a C€ H3LCTT]
npocicaapapfC ko
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JlekapcTBeH NPOAYKT

B3aumojelicTBHE
Cpeann reoMeTpHYHH
npomenn (%)

IIpenopuku npH
¢IHOBPEMEHRO NIPHAOKEHHE

benzoouazenunu
[CYP3A4 cybcmpamu] TpabBa na ce oOMuCH
Mmupazonam (0,05 mg/kg | B He3aBUCHMO 1TyONMHKYBaHO NOHHXaBaHE Ha J03aTa

MHTPaBE€HO3HO CAHHHYHA
A034)

Munasonam (7,5 mg
NepopamHo ¢IHHAYHA 1034)

Hpyru 6eH30a1a3eIHHH
(BKIIIOYHTENIHO, HO HE CaMo:
TpHa30aaM, aJanpas3onam)

MpOYy4BaHE,
AUCq.« Ha MBIa30N1aM T 3,7 neTH

B #e3aBMCHMO NyOIHKYBaHO
NpOy4BaHe,

Conax Ha MEa300aM T 3,8 muTH
AUC,. - Ha mugasonam T 10,3
IIBTH

Bounpexu de He € MpoyUYBaHo,
CBILECTBYBA BEPOATHOCT
BOPHKOHA30J1 214 [TOBHILIH
IIa3MEHKTE KOHLICHTPAlKHH Ha
ApyrH 6eH300HAa3ENHHH, KOHTO Ce
meTabonmanpar or CYP3A4, u na
JOBeAe N0 yAbDKABaHE Ha

CeTaTHBHHA €(eKT.

OcH30/IHa3eIHHH.

Cpedcmea, nosuRBAM CHPOCHHOCDO08AMA CUCMEMA

HBabpaann
[CYP3A4 cybcmpamu/

Benpeky ye HE € NPOYYBaHO,
NOBMIIICHUTE ILUIA3MEHH
KOHLICHTPALIMH Ha HRabpaaun
MO3KE Aa JOBEAAT IO YIB/DKABAHE
Ha QTc¢ uaTEpBANA U PEAKH

MpOSBH Ha forsades de pointes.

IIpornBonoka3ano (BX.
TO4YKa 4.3).

Homenyuamopu Ka mpancmemMbpannus pezyaamop Ra nPosooumMocmma npu Kucmosna gubposa

HeakadTop Bunpexu ue He € MpoyuyBaHo, [IpenopruBa ce HaMaJIABAHE Ha
[CYP3A44 cybcmpam] BOPHKOCHA30JI BEPOATHO LIE MOBHIIH| 703aTa HBakadTop.
N1a3MEHHUTE KOHLUEHTPALHH Ha
HBaKa(TOp C PHCK OT NOBHIIABAHE
Ha HEXKENAHHTE PCAKIIHH.
Epzo-npou3ssoonu
Eproankanonau Bopeku 4e He e nmpoyyBaHo, iMa | IIpoTHBONOKAa3aHO (BX. TOYKa

(BKJIIOYMTETHO, HO HE CaMO:
€proTaMHH U

OWXHAPOEPrOTAMHH)
[CYP3A4 cybempamu]

BEPOATHOCT BOPHKOHA30/ Aa
ITOBHIIIH [LTA3MCHHTC
KOHLICHTPALHH Ha
eproajJIKaloHANTE H Aa A0BEAE A0

€ProTU3IBM.

4.3).

JIexapcmaa, NOGIUREBAIKK momuLIumema Ha EMMHHIHG-HPGGHM mpaxm

Lin3anpua Brnpeku ye He € NpOoyYBaHo, IIpoTHBONOKA3AHO (BK.
[CYP3A4 cybcmpam] NOBHILECHHTE ILU1a3MEHH To4Ka 4.3).
KOHLICHTPALMH Ha HU3ANPHI MOXeE
Ia nNoBenar 10 yasmkaBaHe Ha QTc
MHTEPBAJIa H PEIKH NPOABH Ha
torsades de pointes.
bunxosu nexapcmsa

AKBIT KAaHTApPHOH

[CYP450 unoyxmop,; P-gp
unoyxmop/

300 mg TID (npunarau

¢ JHOBPEMEHHO C BOPHKOHA301
400 mg eanHrYHA 1033a)

B HezaBucHMO NyOIMKYBAHO

Npoy4BaHe,
AUC).» Ha BOPHKOHA30]1 1 59%
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JleKapCcTBeH NPOAYKT

B3aamMoneRcTBHe
CpeaHH reoMeTpHYHH
npomenu (%)

IIpenop:ku npu
eIHOBPEMEHHO NPHIOKEHHNE

Hmynocynpecopu

[CYP3A4 cybcmpamu]

[TuxnocnopuH (ipu crabwinu
peuHIHEHTH Ha 6b0pedna
TPAHCIUIAHTALMA, [TOJTyYaBaily
XpOHHYHA Teparnug ¢
LHKJIOCTIOPHH )

Ereponumyc
[cvwo P-gp cybcmpam]

Cuponumyc (2 mg elMHHYHA
n03a)

Takpomumyc (0,1 mg/kg
eIHHUYHA 103a)

I{uxnocnoput Cmex T 13%
Iuxnocnopun AUC: T 70%

BbnpekH ye He € Mpoy4BaHo,
BOPHUKOHA30JI BEPOATHO
3HAYHTEIHO L€ MOBHILH
IUIa3MEHHTE KOHLICHTPAaLlUH Ha

CBCPONTHUMYC.,

B He3zaBHcHMO myOnHKyBaHO
npoy4BaHe,

Cumax Ha cHpomumyc 1 6,6 meTh
AUC . Ha cuponrmyc T 11 meTH

Cumax H2 Takpomamyc 1T 117%
AUC:na taxponumyc T 221%

[Ipu 3ano4YBane Ha IEeYCHHE C
BOPHKOHA30J] ITIPH NAI{HEHTH, HA
KOHTO BeYe Ce Mpunara
LHKJIOCTIOPHH, CE lipenophysa
A03aTa Ha OUKJIOCTIOPKH Ja Cce
HaMa/T{ HallONOBHMHA H
BHHMATEIHO A CE MpOCeasBaT
HHBATA HA LIMKJIOCNOPHH.
[ToBMILICHHTE HHBA HA
IUKJIOCIIOPHH €4 CBBP3aHH C
HeppoTokcuaHocT. [Ipn
IPEYCTAHOBABAHE Ha ITpYeMa Ha

BOPHKOHA30J1 HUBATa Ha
LIMKJIOCIIOPHH Tpsa0Ba aa ce

IpoCNcAABAT BHHMATCIIHO H

7103aTa Jia C€ MOBHILH Copen
HeoDXOAHMOCTTA.

EnHOBPEMEHHOTO NPUIIOKEHHE
Ha BOPHKOHA30J H €BEPOSTHMYC
HE C€ NpenopbuBa, ThH KaTo CC
O4MaKBa BOPHKOHA30J 13 TIOBHILIH
3HAYHTENHO KOHLICHTPALMUTE Ha
EBEPOIUMYC (BXK. TOUKa 4.4).

EIHOBPEMEHHOTO NPHIOKEHHE
Ha BOPHKOHA30J1 H CHPOJIHMYC €
NPOTHBONOKA3AHO (BX. TOYKA
4.3).

[1pH 3anoyBaHe Ha NEYCHHUE C
BOPMKOHA30J1 [TPH MALHEHTH, Ha
KOHTO BEYE CE IMpuiara
TaKpOJIUMYC, Ce IPenophiBa
N03aTa HA TAKPOJHMYC Ja ce
ITOHHXKH 0 €lHA TpeTa OT
ITbPBOHAYaANHaTa 033 ¥ HUBATA
Ha TAKPOJIMMYC BHHMATEIHO 14
ce npocneaasar. [lopumennTe
HHBA HA TAKPOJIHMYC CE¢
CBBP3BAT ¢ HEPPOTOKCHYHOCT.
[Ipy IpeyCcTAHOBABAHE HA

NpucMa Ha BOPHKOHA3O0I HHUBATA

Ha TAKponuMyc Tpabsa ga ce
IpocacAABaAT BHHMATE '
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JlekapcTBeR NPOOYKT

B3auMoaeHCcTBHE

CpeaHH reoMeTpHYHH
npomenn (%)

IIpenopLKn NpH
¢AHOBPEMEHHO NPHJIOXKEHHE

Muxodenonosa kucenusa (1 g

eAHHHUYHA 1034)
[fcybempam na UDP
2N0KOpoRUnN mparcgepasal

Muxodenonora KHCENHHA Crax ¢
Muxodenonona kucenunna AUC, —

HsMa KOpeKLIHA Ha Jo3aTa

Anmuoducnrunudemusnu nexapemea/unxubumopu na HMG-CoA pedyxmasa

Cratuny (Hanp., TOBaCTaTHH)
[CYP3A44 cybcmpamu]

Brrpeku 4e He € mpoy4BaHo,
CBIIECTBYBA BEPOATHOCT
BOPHKOHA30)1 A3 [TOBHILIM
MJ1a3MEHAUTE KOHLICHTPAlIHH Ha
CTATMHHUTE, KOUTO CE
metabonnsupat ot CYP3A4,
MOJKE Aa JioBeae 10 padaoMHoIu3a.

AKO CBITBTCTBALLOTO
NPHIOKEHHE HA BOPHKOHA3OJ
ChC CTATHHH, KOHTO CC
meTabonusupar or CYP3A4, ne
MOXe a3 ce u3berne, Tpabea aa
ce oOMUCITH NOHHXXABaHE Ha
7103aTa CTATHH.

Hecmepouonu cenexmuenu GRmazoRuUCMu Ha MUHEPAIKOPMUKOUORUR Peyenmop

OHHEPEHOH
[CYP3A4 cybcmpam]

Buopeku ye He € MpoyYBaHo,
CBHIECTBYBa BEPOATHOCT
BOPHKOHA30J A2 NOBHIIY
3HAYHTENIHO I1a3MEHHTE
KOHILEHTpaLUH Ha PHHEPEHOH.

IIpoTuBONOKA3AHO (BX. TOYKA
4.3).

Hecmepouonu npomusosvinanrumennu cpeocmea (HCIIBC)

[CYP2C9 cybcmpamu] I[IpenopsbuBa ce 4ecTo
POCNEAABAHE 332 HEXENAHH

Mb6ynpoden (400 mg S-uGynpodeH Cms T 20% peaKUHH U TOKCHYHOCT,

eIMHHYHA [033) S-ubynpoden AUCo. T 100% cebp3ann ¢ HCIIBC. Moxe na e
HeoOX0AMMO HaMaNABaHe Ha

Huxnogenak (50 mg Tuxnodenak Crsx T 114% no3ata Ha HCIIBC.

eMHK1HA 11032) Tuxnodpenak AUCow T 78%

Onuoudu

HBAroacHcTBAaIM OTTHATH B HezasuCcHUMO MyOMHMKYBaHO TpsbBa na ce oOMHCIN

[CYP3A4 cybcmpamu] Npoy4BaHe, HamajABaHe Ha 03aTa

Oxcukozon (10 mg eamHnyHa
J03a)

Cmax Ha OKCHKOIOH T 1,7 neTH
AUCy..o Ha okcHxonon T 3,6 neTH

OKCHKOJOH Y ApYTH OMHATH C
NPOTBIDKHTEIHO JEHCTBHE,
Metabonuzupanu or CYP3A4
(Hatp. XHAPOKOAOH). MoxXe aa €
HE0OXOaHUMO 4eCTO
NPOCACASBaHE HA CBBP3AHH C
OTIHATHTE HEXEIAHH PEaKLIMH,

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

R-metagoH (akTHBeH) Cmax | 31%
R-metazon (axtueen) AUC, T 47%
S-metanoH Crmax T 65%

S-meranon AUC. T 103%

[IpenopbuBa ce 4ecTo
MPOCNEAABAHE 3@ HEKEIAHU
PEAKIIHH H TOKCHYHOCT, CBLP3aHH|
C METAJZIOH, BIJIIOYHTETHO
yabbkaBaHe Ha QTc unTepBana.
Moxe na e HeoDxoauMO
HaMaJ/Ii1BaHE Ha J03aTa Ha
METaA0H.
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JIeKApCTBEeH NPOAYKT

B3anmoaeiicTBHe
CpeaHn reoMeTpHYHH
npomenn (%)

Hpenopnhkn npH
eQHOBPEMEHHO NIPH/IOKERNHE

KpaTkogeucTsaliy OlMaTH
[CYP3A4 cybecmpamu]

Andenrannn (20 pg’kg
eIMHUYHA 1033, Ipuarasa
CBIIBTCTBAILO C HATIOKCOH)

GDenranun (5 pg/kg enruYHa
003a)

B HezaBuCHMO ITyOIHKYBaHO
poy4YBaHe,
AUC.Ha anderTannn T 6 mTuTH

B He3aBHCHMO IMyOnHKyBaHO
Npoy4BaHe,
AUC.o Ha bentanun T 1,34 mbTH

Tpsabpa aa ce oOMHCITH
IIOHIXKABAHE Ha J03aTa Ha
ajpeHTaHWI, QPEHTAHHUI H JPYIH
ONHATH C KPATKOCPOYHO
neHcTBHE, KOHTO ¢a CXOAHH NO
CTPYKTYpa ¢ aneHTaHHI H
mMerabonu3upann oTr CYP3A4
(Hanp. cygpeHTasmwi).
[IpenopbyBa ce TPOABLIDKHTENHO
¥ 4eCTO NMpociaeaiBate 3a
pPECITHPATOPHA JETIPECHS H OPYTH
CBbP33aHU C OITHATH HEXEJIaHH

pEaKIMH,

Anmazonucmu Ha onuoudoHume peyenmopu

Hanoxkceron
[CYP3A4 cybcmpam]

Bonnpeku ue He € IIpoy4BaHo,
ChILIECTBYBA BEPOATHOCT
BOPHKOHA30M 13 NOBHIUH
3HAYHUTEIHO IUTa3MEHHTE
KOHIIEHTPALMH HA HAJIOKCErOJl.

IIpornBOonOKa3ano (BX. TOYKa
4.3).

1T Epopainu xﬂumpau enmien

[Tepopantu KOHTpaLEITHBH™

ETHHHHECTPWGH Cmu T 36%

[Ipenopryra ce nMpocneaaBaHe 3a

[CYP3A4 cybcmpam, Erunnnectpasuon AUC. T 61% HEXKEJIAHW PeaKLHH, CBbP3aHU C
CYP2C19 unxubumop] HoperycTepoH Cumas T 15, nepopaiHi KOHTPALEeNTHBH, B
Hopetncrepon/etununectpans | Hoperucrepon AUC: T 53% AOITBIHEHUE KbM TE3HN Ha
on {1 mg/0,035 mg QD) Bopukonason Camax T 14% BOPHKOHA30J1.

Bopukonason AUC, T46%
Cmepouou
KopTtHkocTeponau
ITpeanusonon (60 mg Mpeasu30m0H Cmax T 11% HaMa xopekuus Ha fo3arTa
eqHH4HA n03a) [CYP3A4 Ipeaunsonon AUCow T 34%
cybempam| [TauHeHTHTE, NOTyYaBallH

TBITOCPOYHO JICYEHHE C
BOPMKOHA30J] U
KOPTHKOCTEPOHIN
(BKJTIOYMHTEITHO HHXANaTOPHH
KOPTHKOCTEPOHIH, HAIIp.,
Oyne30HH, U HHTPAHA3ATHU
KOPTHKOCTEpOHaH), TpaOBa aa ce
IIpOCIIEAABAT BHUMATEJHO 34
mMchyHKIMA Ha HaaObBOpeuHUuA
KOPTEKC KaKTO I10 BpeME Ha
JIeYeHHEe, TaKa U MpH
NIpeyCTaHOBABAHE Ha
BOPHKOHA301 (BXK. Touka 4.4).

Anmazonucmu Ha peyenmopa Ha 6a3onpecuH

ToneanrtaH
[CYP34 cybcmpam]

Bnnpeku ue He ¢ Npoy4BaHo,

IpoTuBONOKA3aHO (BX. TOUKA

BOPHKOHA30J1 BEPOATHO 3HAYUTENIHO| 4.3).

L€ MTOBHIIM [IA3MEHHTE
KOHLICHTPALIU{ Ha TOJIBAIITaH.

4.6 DeprHINTET, PEMEHHOCT H KBPMEHE
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BbpeMeHHOCT
Hama nocTaThyHO JaHHH 32 ynorpebara Ha BopHKOHA301 XaMeH MpH OpeMeHHH )KEHH.

[Tpoy4yBaHHATA IPH XHMBOTHH NMOKA3BaT PEMpOXYKTHBHA TOKCHYHOCT (BXK. To4Ka 5.3). [loTeHUManHusT
PHCK TIPH XOpa € HEM3BECTEH.

BopukoHason xaMeNnH He TpsaOBa Ja 6bae npunarad 1o BpeMe Ha OpeMeHHOCT, OCBEH aKO TOMI3aTa NpH
MaMKaTa OTYCTIHBO HaABUINABa NOTCHIMANHHA PHCK 3a IUTOAA.

JKeHH B 1eTepoiHa Bh3pacT
KenH B aeTeponHa Bb3pacT TpAOBa BUHATH /1a H3IOA3BAT €(PCKTHBHA KOHTPALETILIMA M0 BPEMe Ha
JICUECHHE.

KnpmMmene
Excxperyara Ha BOPHKOHA30J B KbpMaTa He € u3icneasaHa. KspmeHeTo TpsOBa aa Obae npekpareHo
NpH 3ano4YBaHe Ha JedeHHEe ¢ BOpHKOHA30) XaMEIH.

DepTHIATET
[Ipx npoy4BaHE BHPXY XMBOTHH HE € YCTAHOBCHO YBPEKIaHE Ha PEPTIIMTETA IIPH MBXXKH H KEHCKH

IUIbXOBE (BXK. TOYKA 3.3).
4.7 EdexTH BBpXY cniocobHoCTTA 32 odrpane ¥ pabora ¢ MALIHHH

BopHKOHA301 XaMeElTH HMa YMEPEHO BIIMSHKE BBPXY CNocoOHOCTTa 32 wodupane 4 paboTa ¢ MaIMHHA.
Toit MOXe ia MPHIHHH NPEXOAHH H 0OpaTHMH MPOMEHH B 3PEHHETO, BKIIIOUHTEIHO 3aMBIIICHO
BHXKIAaHE, IPOMEHEHH/3aCHNICHH 3PHTENHH BL3NPHATHA H/HK GoTtopodus. Jlokaro HMAT TaKHBa
CUMIITOMH, IIALIHEHTHTE TPAOBA Aa M30ArBAT MOTCHIMATHO PUCKOBH 3a/la4H, Karo WoQHpaHe WiH
paboTa ¢ MallIMHH.

4.8 Hexenanu JekapcTBeHH PeaKmuH

PesioMe Ha nipodwiia Ha O€3011aCHOCT
[TpodureT Ha 6€30MaCHOCT HE BOPHKOHA30J IIPH Bb3PACTHH CE OCHOBABA HA HHTErpHpaHa 0a3a JaHHH
3a 6e3omacHocT npH noseye ot 2 000 muna (BumoduTeNHO 1 603 Bb3pacTHH B TEPaNeBTHIHH
M3TIIHTBaHHA) H DOMBIHHTENHO onle 270 BB3pacTHH B NMpodUIaKTHYHH HINMHTBAHUA. Te NpexcTaBiiBaT
XeTepOreHHa NMONyaalua, BKITIOYHTETHO NAlHEHTH C MAJIMTHEHH XEeMAaTOJIOTHYHH 3a00naBannus,
urdexTupann ¢ HIV nammenTu ¢ e3odarearia kaHAMI03a H pedPaKTePHH MHUKOTHYHH HHOEKUHH, HE-
HeyTPONEHHYHH NAUHEHTH C KAaHIHAEMHA HITH acTIEPIHIO3a K 3ApaBH JOOPOBOILH.

Haii-4yecTo ¢HOOIIABAHHTE HEXENAHH IEKAPCTBCHH PEAKUMH Ca OHIH 3pUTENHO YBpEKAaHe, THPEKCHA,
oOpHuB, TOBPBLIAHE, TaliCHE, AHapHA, IMaBobonne, nepudpepeH oToK, abHOPMHH YEPHOAPOOHH
GYHKIIMOHATHH TECTOBE, PECTTHPATOPEH AUCTpeC H abaoMuHaIHa DoJKa.

TexecTTa Ha HEXKEIAHHTE JIEKAPCTBEHH PeakKUMH e O1Ia KaTo 1o Jeka Ao ymepeHa, [Ipu ananmu3a Ha
JaHHHUTE 3a 6e30MaCHOCT He ¢a YCTAaHOBEHH KIMHHYHO 3HAYHMH PazIuuue 1o OTHOLICHUE Ha Bb3PAcCT,

paca HiIHN I10.

TabauuyHo MpeACTaBgHE HA HEKENAHUTE PEaKIIuy

B Tabnuuara no-aoiy, KaTo ce HMa NpeaBua, Y€ NoBpede OT NPOyBAaHUATA ¢a OWIN OTKPUTH, ca
BKJTIOUEHH BCHYKH HEXEJIaHH JIEKAPCTBCHYU PEAKIIMH C TPHYHHHO-CIIEICTBCHA BPB3Ka H TEXHUTE
Kareropuy o yectora npu 1 873 Bn3pacTHH, or TepanesrHunuTe (1 603) n npodunaxruynnte (270)
cOopHH NpoyYBAHHA, CIIOPESX CHCTEMO-OPraHHATa KIacH(HUKaLIUs.

Kareropuure 1Mo 4€CTOTa Ca NPEACTABEHH, KAKTO CNEABa: MHOIO 4ecTH > 1/10, yecTn
< 1/10, Heuecty 2 1/1 000 oo < 1/100, penxu > 1/10 000 go < 1/1 000, mHOIO pen
HEH3IBECTHA 9eCTOoTa (0T HAMHYHHUTE JaHHH HE MOXe 113 Obe HallpaBeHa OLICHKa).
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[IpHu BCAKO rPyNMpaHe B 3aBUCHMOCT OT YECTOTATa, HEXENAHHTE JIEKAPCTBEHH PEAKLIHH ¢¢ U30posBar B
HH3XOAAL pel 10 OTHOLICHHE HA TAXHATA CEPHO3HOCT.

Hexenanu neKapCTBEHM peaklvM, CHOONIaBaHH TIPH NMH1IA, TIOYYaBalll BOPHKOHA30M:

Crcremo- MHuoro YecTn HeyecTn Peaxmn C Hen3BecTHA

OpraHeH YecTH >1/100 10 < 1/10 | =2 1/1 000 no < 1/100 | = 1/10 000 xo 4eCcTOTA

KJ1ac >1/10 < 1/1 000 (OT HATYHUTE
JAHHH HE MOXE
na obae
HaIpaBeHa
OLIEHK])

Hudexumu u CHHY3HUT nceBaoMeMOpaHO3eH

HHadecTaHu KOJIUT

Heorasmu — CKBAMO3HOKJIETBYE

nobpoxayecT H KApLHHOM

BEHH, (BKIIIOMHTESIHO

3JIOKAYECTBE kokeH CKK in situ

HH H iwiIn 6051€CT Ha

HeonpeaeeH Bowen)* **

H (B,

KHCTH U

MOJIHNIH)

Hapymenna arpaHyloOLHMTO3a', | KOCTHOMO3bLYHa AHCEMHHHpPaHa

Ha KpPBBTA H MaHIATONCHMA, HEOOCTaTBYHOCT, BETPECHAOBA

nuM¢HaTa TpoMGounTONeHHS® | THMaAECHONAaTHA, | Koary/auus

CHCTEMa , JIEBKOIICHHUA, €03HHOMHIHA

aHEeMHUA

Hapymenus CBPBXYYBCTBHTENHO | aHAQHUIAKTOMIHA

Ha HMyHHara CT peakums

CHUCTEMA

Hapymienus aJJpCHOKOPTHKAJIHA | XUIIEPTHPEOHAN3

Ha HENOCTATHYHOCT, BM

eHJOKPDHHHAT XHITOTHPEONAHIBM

a CHCTeMa

Hapymienus | nepudeper | XUIOTTTHKEMHS,

Ha OTOK XHITOKaJIHEMHA,

mMetabonuzMa XHITIOHATPHEMHUSA

H XPaHEHETO

ITcuxnyHu Iernpecus,

HapyILEHUA XaNmOLHHALIWH,

TPEBOXKHOCT,

Oe3cbHUE, Bh30yaa,
CbCTOAHHE Ha

0OBPKAHOCT
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Cucremo- Mnuoro YecTH HeuecTn Penxu C nenisecTHa
OPraHeH YeCTH >1/100 ;o< 1/10 | =2 1/1 000 go < 1/160 | = 1/10 000 no qecTOTA
KJac > 1/10 < 1/1 000 (OT HANMHIHUTE
JIAHHH HE MOXe
na 6wae
HalpaBeHa
OLICHKA)
Hapymierus | rnasobonue | KOHBYACHH, MO3BYEH OTOK, gepHoaApodHa
Ha HEpBHaTa CHHKOI, TpeMOp, | eHnedanonarus’, eHuedanonarus,
CHCTEMA XHIIEPTOHYC’, EKCTpanupaMHAHO | CUHAPOM Ha
MapecTE3uy, HapyIeHHe", Guillain-Barre,
COMHOJIEHTHOCT, nepudepHa HUCTarbM
3aMasHOCT HEBPOIATHA,
aTaKCHs,
XHIIOECTERMA,
AUCTEY3HS
HapyllleHHs | 3pHTEIHO KPBHBOHAIIHB B HapylueHUe Ha arpodus Ha
Ha OYHTE yBpexaane’ | peruHara IPHTEIHHA HEPB', | 3PHTEIHHA HEPB,
ManWiIapeH eaeM’, | MBTHHHH Ha
OKYAOTHPYCHA POTOBHLIATA
KpH3a, AMIUIONHA,
ckiepHT, Onedapur
HapymecHus HaMaNcHUE Ha
Ha YXOTO M CJIYXa, BEPTHIO,
nabupHHTa IIyM B YIOUTE
CoepaeqHu HaJKaMepHa KaMEpHO MbXJeHe, | forsades de
HAPYILUCHHSA apuUTMHUA, KaMEpHHU pointes, IThJIEH
TaXHKapau, EKCTPaCHCTOJIH, aTPHOBEHTPHKYI
OpanuKapans KaMepHa apeH 0ok,
TAXHKapIaus, OeapeH 6ok,
yabiaxeH QT- HOAAJICH PHTBM
UHTEpPBA B
eJIEKTpOKapaHorpaM
ara, HaJKaMEpHa
TaxuKapaus
Ceaosu XHIIOTOHHA, Tpombodnedur,
HapyHIEHHA dbneduT naMbaHIruT
Pecnuparop- | Peciyparo- | oCcThp
HH, TPBIHHU H | pEH peCIHpaTOpeH
MEIMAacTH- | OMCTpec’ IHCTPEC-CHHIPOM,
HaJTHH OesoapobeH OTOK
_HapymicHUA
CroMallHO- | AHApHA, XCHJIHT, MEPUTOHUT,
4YpeBHH NOBPBUIAHE, | AUCTICHCUSA, NMaHKPEATHT, OTOK
HapyleHus | abZOMHHaIH | KOHCTHIALHA, Ha €3HKa, JYOLNCHMT,
a boska, THHTHBBHUT raCTPOCHTEPHT,
rajcHe IIOCHT
Xenarobunn | abHOpMHH KLITEHHIIA, YepHOApOOHA
apHH YepHOApPOOH | XonecTaTH4yHa HEZOCTATHYHOCT,
HapyllleHHs | H XBJITEHULIA, XETaToOMET a1,
dyukunonan | xenarur'’ XONEUHCTHT,
HH TECTOBE XONEeHTHA3A




Crcremo- Mnuoro Yectn Heyectn Peaxu C Hen3BecTHa
opraHeH 9eCTH > 1/100 no < 1/10 | = 1/1 000 go < 1/100 | = 1/10 000 o 4eCTOTA
KJAC > 1/10 < 1/1 000 (OT HATHYHHTE
JAHHH HEe MOXeE
na bnne
HanpaBeHa
OLICHKA)
Hapyuiennsa | oOpus eKkc(oIMaTHBEH CHHJpPOM Ha TOKCH4YHA KOXKEH JTYIyC
Ha KOXKATa H IEPMaTHT, Stevens-Johnson®, | emunepManna epuTeMarosec,
MMOJKOXKHATA anoneuys, nypmypa, HEKpOIH3a', edemnan®,
ThKaH MAKYJIOTIANYJIO3€H | YPTHKApHA, JIEKapCTBEHA NeHTHrO*
oOpHB, NPYPHTYC, | aNeprudcH peaKkius ¢
CPHTEM, JCPMATHT, €03UHOPWIHA K
doTtoTokcHyHOCT** | mamyno3eH o6pus, CUCTEMHH
MaKkyno3eH oOpuB, | CUMITTOMM
eK3eMa (DRESS)",
aHTHOEHACM,
aKTHHHIHA
Keparosa®,
NCeBaONnopQH-
pHs, epHTEMA
MYITH(QOPME,
[ICOPHA3HC,
(dHUKCHpaH
JIEKAPCTBEH
0OpHuB
Hapymenns Ooska B repba ApTpHT,
Ha epuOCTHT*,**
MYCKYJIHO-
CKEJIETHATA
CHCTEMA H
CbEAUHHUTENH
ara ThKaH
HapyueHus ocTpa OnOpeyna 6u6peuna TyOynHa
Ha HEAOCTATBYHOCT, HEKpO3a,
ErOpeunTe XeMaTypHs HPOTCHHYPHA,
M TUKOUYHUTE HepUT
MTHTHIIA
O6uwm IIHpPEKCHA rppaHa GonIKa, OTOK | peaklis Ha MACTOTO
HapyLIERUA Ha JIHLETO ', Ha HHY3NATA,
U edeKTH Ha ACTeHHS, CTYJACHH | IPHRIOONOAOOHO
MACTOTO Ha TPBIKH 3abonaBaHe
TIPHITOKEHHE
Hacnensanus [OBHILIEH NOBHLLICHA yped B
KPEaTHHHH B KPHBTa, NIOBHILECH
KPBBTA XOJIECTEPO B

KpBBTa

*HJIP, ycTaHOBEHH B IIOCTMAPKETHHIOBHSA NEPHO
**Kareropuara no 4ecrora ¢ Oa3npaHa Ha oOcepBalHOHHO NpPOYYBaHe ¢ H3MON3BAHE Ha JaHHH OT pPeajaHara
KJTHHIYHA TTPAKTHKA OT M3TOYHHLH Ha BTOpHYHH NaHHH B LlIeeuus
Bxaoupa ¢peOpHIIHA HEYTPONICHNA ¥ HEYTPOIIEHHA.

BiunosBa HMyHHa TpoMOOLMTONIEHHMHA MypITYpA.
Bxuiouea BpaTHa pHrHIHOCT H TETAHHA.

-~ S bn B b bk

BkiiouBa XHIOKCHYHO-HCXEMHYHA eHledantonaTia M McTabonMTHA eHuc(anonaTus.

BxiroyBa aKkaru3usa U NapKHHCOHHIDbM.
B, naparpad ,,.3pHTe/IHHA YBpEXIaHHA B TOYKa 4.8.
[IpoaBKHTENEH HEBPUT HA ONITHYHUA HEPB ce ChoOILAaBa B [TIOCTMAPKETHHIOBHS nepuon. Bk.
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8 Bx. Trouka 4.4.

 BxmoyBa JHCIIHES ¥ AUCTIHER MPH QH3IHUECKD YCHIIHE.

10 BiniouBa nekapcTBEHO-UHAYLMPAHO YepHOAPOOHO YBpEKIaHE, TOKCHYEH XCMATHUT, XENaTOLCTYIapHO YBPEXKIAHE
M XETIZTOTOKCHYHOCT.

' Bkmrousa nepHopOHTaIEH OTOK, OTOK Ha YCTHHTE H OTOK Ha YCTAaTa.

OnucaHue Ha N30paHY HEXENAHH PEAKLIMH

Ipumenru yepexcoarun

B ycnoBuATa HAa KIHHHYHH H3MTHTBAHHA 3PHTCIHHUTE YBPEKAAHHA (BKIIOUBA 3aMBINICHO 3pEHHE,
¢dorodobusn, x10poncus, XpoMaToIICHs, LIBETHA CENOTa, LIMAHOTICHA, 3PHTEIIHO HAPYILEHHE, BHKIAHE
Ha OpeOJIH OKOJIO CBETIHHHH H3TOMHHIIH, HOLIHA CIENOoTa, OCLHNONCHA, OTONCHA, CLIMHTHAHpAILL
CKOTOM, HaMaJleHa 3pHTENHa OCTPOTa, APKO BHKIAHE, ACDEKT B IPUTEIHOTO TT0JIE, MBTHHHH B
CTBLXJOBHIHOTO TUIO ¥ KCAHTOINCHA) MPH BOPMKXOHA30/ Ca MHOIO 9€CTH. T€3H 3pHTENIHH YBPEXIaHHA
ca OHJIH NPEeXOAHH M HalTbJIHO 00PaTHMM, KATO MHO3HHCTBOTO OT TAX Ca NPEMHHABAIA CITOHTAHHO B
pamMKkHTe Ha 60 MMHYTH K He ca 6unu HabmogaBaHY KIHHHYHO 3HAYUMH JBLATOTPaHHK 3PHTEIHH
edexTd. UMa naHHH 32 orcnabBane Ha Te3u eeKTH IPH MHOTOKPATHO ITPUIOKEHHE Ha BOPHKOHA3O0M.
3pHTEeNHUTE YBpEXAaHHUA MO NMPHHLNN ca OMIH JIEKH, PAIOKO Ca BOJHWIH 0 NMPEKPATABAHE HA JICYEHHETO
¥ He ca OWIM CBBP3aHH C OBJMOTPAHHH NMOCHEACTBHA. 3PHTEIHUTE YBPEKIaHHS BEPOATHO Ca CBbP3aHY
C MO-BHCOKH IUTa3MEHU KOHIIEHTPALUHUH W/ UM JO3H.

MexaHH3MBT Ha JEHCTBHE € HEU3BECTEH, BHIIPEKH Y€ MACTOTO HA NEHCTBHETO € Hal-BEPOATHO B
peTHHara. B npoyuBane mpH 35paBy J00pOBOMILIH, H3CICABAILO BAHAHHETO HA BOPHKOHA30] BEPXY
OYHKIHATA HA PETHHATA, BOPMKOHA30I € IPCAU3BHKAN HaMalleHME Ha AMILIMTYAATA Ha BRJIHHTE HA
pernHorpaMara (ERG). ERG n3mepBa enekTpHdIHHsA NOoTeHIMan B petuHara. ERG npoMernTe He ca
NPOrpecHpain B paMKHTE Ha 29-IHEBHO NeyeHHe M ca OMIH HAThIIHO OOPATHMH Cliel] CTIHPaHE Ha
BOPHKOHA30J1.

Hma nocTMapKeTHHIOBH CHOOIIICHHSA 33 MPOTBIDKUTEIHH 3PHTENHH HEXEIaHU CHOHTHA (BX. TOYKA
4.4).

Hepmamonozuunu peaxyuu

JlepMmaTonornyHuTe peakLMy ¢a 6HNH MHOTO YECTH IPH NALHEHTH, JIEKYBaHH ¢ BOPHKOHA30J B
KIHHHYHH TPOYYBAaHHA, HO T€3H NALHCHTH Ca HMAJH CEPHO3HH NOMICKAIIH 3a00NABaHU M Ca
NOJy4aBaIi MHOXECTBO ChITBTCTBAILIH JIEKAPCTBEHH NPOAYKTH. MHO3BHHCTBOTO OT 0OpHBHTE ca OMUIH
JIEKH JIO YMEPEHH 110 TexXeCT. [JallHeHTHTE ca pa3BHBAIM TEXKH KOXKHH HexxenanH peakuuy (SCAR),

BIJTIOUHTETHO CHHJIpoM Ha Stevens-Johnson (SJS) (HeuecTo), TOKCHYHA enUAEpMAalIHA HEKPOIH3a
(TEN) (psaKo), TEKApPCTBEHA peakUH ¢ eo3HHOOWNIA H CHCTEMHH cHMNTOMH (DRESS) (paaxo) H
epuTremMa MyaTHdopMe (paaxo) no BpeMe Ha jiedeHne ¢ BopnkoHason xaMenH (Bx. Touka 4.4).

AKO MalyeHTsT passue oOpus, Toii TpaOra ga Obae yecTo npocaeasBad H BOpHKOHA30 XaMelH fa
Obae crpsaH, ako ne3uure nporpecupar. Crobmasa ce 3a peakiidy Ha POTOTYBCTBUTENHOCT, KATO
edennan, TeHTHIO H aKTHHHYHA Keparo3a, 0c00eHO NPH ABJIrOTpaiHo JCUeHHE (BXK. TOUKa 4.4).

Crob1LaBa ce 33 CKBaMO3HOKIIETBYEH KOxeH kapuuHoM (BkmounteHo koxeH CKK in situ unn 6onecr
Ha Bowen) npu nauHeHTH, NeKyBaHU ¢ BOpHKOHA30/1 XaMENH 3a TbJIITH [IEPHOAH OT BpeEME;
MEXaHH3MBbT HE € YCTAHOBEH {BXK. TOUKa 4.4).

Yeprodpobnu pynxyuonannu noxasamenu
O6mara 4ecToTa Ha NOBHIIEHUATa Ha TpaHcaMuHasuTe > 3 X I'TH (koeTo He € 3aJb/DKHTENHO Ja
NpeACTaB/IABa HEKENAHO CBOUTHE) B KIIMHMYHATA NporpaMa Ha BopukoHason € 18,0 % (319/1 768) npn
BbL3pacTHM U 25,8 % (73/283) npu neaudaTpHyHH YYacTHHIH, KOHTO Ca NMONYYABaIH BOPHKOHA30/1 B .
cOOpHHTE pOyYBAaHKA 3a TepaleBTHYHA U NpodriakTHuHa yrioTpeba. OTKIOHEHHUATA B :
yepHOApOOHHTE PYHKIIHOHAIHM II0KA3aTEIH MOIaT /1a C€ ABhJDKAT Ha MO-BHCOKH IUIa3MeH
KOHIIEHTpAUHH W/HaM 103H. IloBeyero oT OTKIOHEHHATa B YEPHOAPOOHUTE PYHKUHOHARHE
ca npeThpIean 0O6paTHO pa3sBUTHE IO BPEMe Ha NSYEHHETO, KakTo 6e3 ajarTupaHe Ha (51
CIIEA aAalITHPaAHe Ha 403aTa, BKIIOYHTEIHO CITHpAHE Ha JICYEHHETO.
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BopHKOHA30]1 C€ CBBP3Ba ChC CIIyYaH Ha CEPHO3HA YEPHOAPOOHA TOKCHYHOCT MY NMALHEHTH C APYTH
CEPHO3HH NMOAJIEKAIIH ¢heToAHNA. ToBa BKIIOUBA CITYYaH HA KBITCHHLIA, XEMATHT K YEPHOAPOOHA

HeJOCTATBLYHOCT, BOACHIA A0 CMBPT (BXK. TouKa 4.4).

Peaxuyu cebp3aHy ¢ HHOY3UATA

ITo BpeMe Ha HHGY3HA Ha HHTPaBEeHO3HAaTa opMa Ha BOPHKOHA30J NPH 3ApaBH AOOPOBOMIM € HMAJIO
CITyYaH Ha peaKiju¥ OT aHapHIAKTOMACH THH, BINTIOYHTEIHO 3a4epBABaHE, MHPEKCHA, H3TOTABAHE,
TAXHKAP/MA, CTAraHe B TPBAHMA KOLl, JHCITHES, MPUIOLIABAHE, raaene, copbex u obpus. CumnToMuTe
ca ce MOABARAIH BeJHAara ciex 3anoypaHe Ha HHQy3uaTa (BX. Touka 4.4).

Ipogunaxmuxa

B oTKpHTO, CPAaBHUTENHO, MHOTOLIEHTPOBO NPOYYBaHE, CPABHABANIO BOPHKOHA30] ¢ HTPAKOHA30J1 KaTo
MbPBHYHA NPOQINIAKTHKA NPH Bb3PACTHH H IOHOILH, pelunueHTH Ha anoredHa TXCK 0e3
MpeAlIeCTRallla J0Kazana Wik BeposTHa UI'H, 3a TpaliHOTO CniMpane Ha BOPHKOHA30/ [Opaau
HeXxenaHu crOuTHA ce chobmasa np 39,3 % oT yyacTHHUMYE, B cpaBHEHHE ¢ 39,6 % or ydyacTHULINTE
B PAMOTO Ha HTPAKOHa30]1. BB3HHKHANHTE NPH ICYCHHETO YePHOAPOOHM HexXenaHH CHOHTHA ca
NOBENH A0 TPaiiHO CHMpae Ha H3NHTBAHOTO JiekapcTBo npH 50 yyacTHuuM (21,4 %), nexyBaHH ¢
BOpHKOHa30Nn ¥ nipH 18 yyacTaHiw (7,1 %), 1€KyBaRH ¢ HTPAKOHA30I.

[legnarpHHa nonynauus
Be30nacHOCTTa HAa BOPHKOHA30J € M3ClIeABaHa MpH 288 neaHaTpyyHH NAlMEHTH Ha BB3PacT OT 2 10

< 12 roquaHx (169) 1 ot 12 no < 18 roqunn (119), xouTO ca nosydanajid BOPHKOHA30 32
npodunaktuka (183) 1 3a Tepanesruuna ynorpeba (105) B KTHHUYHHTE H3MHTBAHHA. be3onacHOCTTa
Ha BOPHKOHA30J1 € H3CJIEABaHa CHILO ITpH JONMBIHHTENCH Opoit oT 158 neauaTpHYHH NauHeHTH HA
BB3pacT orT 2 Ao < 12 ronHHy B MpOrpaMH 3a MHJIOChpAHA ynotpeda. Karo nsno mpopuieT Ha
6e30nacHOCT Ha BOPHKOHA30M IIPH MeAHAaTPUYHATA NOMYNaLHs € OWI CXOICH ¢ TO3H NMPH Bb3PACTHH.
Hab6moxnapraHa e o6aue TeHAEHIH KBEM M0-BHCOKA YeCTOTA Ha NOBHIIaBaHe HA YEPHOAPOOHHTE
eH3HMH, CLOOIABAHH KAaTO HEXENAHH CHOMTHA B KIIHHHYHUTE H3NTUTBAHHA, NIPH NEIUATPHIHH
nauMHeHTH B CpaBHEHHE ¢ Bb3pacTHUTE (14,2 % noBHIIEeHH TpaHCAMHMHA3H TIDH NEINATPHYHH CITY4aH B
cpaBHeHHE C 5,3 % 11pH Bb3pacTHH). [locTMapKeTHHNOBHTE JaHHH MTPEANOIArar, Y€ MOXe Aa UMa
IoBeue MPOABH Ha KOXKHH peakiHH (0COOEHO epHTEM) NIPH NEAHATPHIHATE MOMYJIAIHA B CPABHEHHE C
Bb3pacTHHTE. IIpH 22 nalyeHTH Ha Bb3PAcT o/ 2 NOAMHH, KOHTO €a NOMy4YaBaIH BOPHKOHA301 B
MPOrpaMH 3a MHJIOCHPAHA ynoTpeda, ca cho0IaBaHM CICHUTE HEXKEIAHH NEKAPCTBEHH PEaKivy (3a
KOMTO BPB3Ka C BOPHKOHA30N HE MOXe Aa Obzie H3KodeHa): peaxups Ha GoTouyBCcTBHTENHOCT (1),
aputmus (1), naukpearut (1), nosuieH OUNHpyOHH B KpbBTA (1), NOBHIIEHH YEPHOAPOOHH €HINMH
(1), o6pus (1) u nanunapeH eaem (1). Uma nocTMapkeTHHIOBH CHOOLICHHA 33 IAHKPEATHT TIPH
NEJHATPUYHH NAUKCHTH.

CrobnjaBatie Ha MOAO3IHPAHH HEXKEIIAHH peaKkUMH

CrobmaBaHeTo Ha MOAO3HPAHH HEXENAHH PEAKIMM CNell pa3peiaBaHe 3a ynorpeda Ha JIeKapCTBEHHA
NpOOyKT € BaxHo. ToBa No3BoIABA O3 NPOALIDKA HabmoneHHETO Ha CHLOTHOLICHHETO T107138/PHCK 32
JIEKapCTBEHHA M CE€ M3HCKBA Aa chobmapar npoaykT. OT MEAHUHHCKHTE CIICIIHATHCTBCAKA MO03HPaHAa
HEeXcellaHa peakiliA 9pe3 HALHOHAIHATa CHCTEMA 3a CHO0ILaBaHE:

N3mpnHUTENHA areHLIM 1O JIEKApCTBara
ya. ,,JlamaH [ pyes™ Ne 8

1303 Codna

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 IIpeao3npane

B knHHMYHH NPOYyYBAHHA € UMAJIO 3 cTydas Ha CIIy4aiHo Npeno3upane. Bcuukure ca
TleJHATPHYHH MALMEHTH, KOHTO ca MOMYyYHIH IO NET MhbTH N10-T0MIAMa OT [TPENOPBYBE
MHTpaBEHO3HA 1033 BOpHKOoHa301. Crobiiasa ce 3a eAHHYHA peakuus Ha poTodobH
NpOABIKHTENHOCT 10 MHHYTH.
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HsaMa H3BECTEH aHTHAOT Ha BOPUKOHA30JI.

KiupBsHCBT Ha BOpHKOHA30M IMpu xemoauanyia € 121 mi/min. KnupsHCHT Ha HHTPaBCHOSHUSA
BEXMKYTYM XHAPOKCHIIponH Geragexc npH xemoauanusa € 37,5 + 24 mL/min. B coy4ait Ha
NpeAO3HpaHe XeMOITHAIN3ATa MOXKE 1a IOMOTHE 33 OTCTPaHsBaHe Ha BOPHKOHA30] H XUIPOKCUIIPOITHII
OeTanekc OT OpraHusma.

5, GAPMAKOJOINYHU CBOMCTBA

5.1 dapMaxoIHHAMHYHH CBOACTBA

dapMakoTepanesTHUIHa rpyna: AHTHMHKOTHLIH 32 CHCTEMHO MPHJIOXKEHHE — TPHA30/I0BH NPOU3BOIHH;
ATC xon: JO2A CO3

MexaHH3BsM Ha 1eUCTBUE
BopukoHason e TpHa30JI0B NPOTHBOrb0HueH areHT. [TbpBHUHUAT MEXaHH3bM Ha ICHCTBHE Ha

BOPUKOHA30/1 € HHXHOMpaHe Ha MbOUYHOTO LMTOXpoM P450-Memuupano 14 anda-nanocrepon
IEMETHJIHpaHe, OCHOBHA CTHIIKA MPH eprocTeponoBusi OHOCHHTE3 NpH reOuTe. AKYMYAHMpPaHeTO Ha 14
anda-METHICTEPONIH KOPEIIHpaA ¢ OCTeaBaliara 3aryba Ha eprocTepol B rbOHYHATa KNeThYHa
memOGpaHa ¥ MOXe 12 Gb/e OTTOBOPHO 32 MPOTHBOIBOMYIHATA AKTHBHOCT Ha BOPMKOHA30J1. YCTaHOBEHO
€, 4e BOPMKOHA30J1 € MO-CENEKTHBEH KbM rbOMIHNTE HHTOXPOM P-450 €H31MH, OTKOJIKOTO KbM
pasnHYHKE HUTOXPOM P-450 eH3sHMHH cHCTeMH ITpH DO3aHHHLIHTE.

dapmakokuHeTHYHH/PapMaKOTHHAMHUYHH B3AHMOACHCTBHS

B 10 TepaneBTUYHH IPOYUBAHHA CPEAHMTE CTONHOCTH HA CPEAHUTE H MAKCHMANHHUTE TUIa3MEHH
KOHLICHTPAIIHH NPH OTHAC/IHUTE YYaCTHUIM B IMPOYYBaHUATa ca Ol cboTBeTHO 2 425 ng/ml (cpeato
e/lHa 4eTBLPT B aHana3oH ot 1 193 no 4 380 ng/mi) u 3 742 ng/ml (cpeaHo eaHa YETBBLPT B AHANA30H
ot 2 027 mo 6 302 ng/ml). B TepaneBTHYHHTE ITPOYUBAHHUA HE C€ YCTAHOBABA MONIOXKHTEITHA
3aBUCHMOCT MEXIY CpeaHa, MAKCHMAIHA WK MUHHMAITHA IU1a3MEHA KOHUCHTPALHA H €QHKACHOCTTA
Ha BOPHKOHA30/, a PH H3NUTBAHHATA 33 MPOpHIAKTHYHA YIIOTPeDa Takasa 3aBUCUMOCT HE €
H3CJICABaHA.

AHanniuTe Ha QapMAKOKHHETHIHHTE/(HapMaKOAMHAMMYHH JaHHH OT KIHHWYHH NPOYYBAHHA
Pa3KPHBAT MOJIOKUTENIHA 3aBHCHMOCT MEKAY TUIa3MEHHTE KOHIICHTPALIMH Ha BOPHKOHA30I1 A
HACTBITUIHTE OTKJIOHEHHA B YePHOAPOOHNTE PYHKIHMOHAIHH ITOKA3aTE/IH W 3PHUTEITHH HAPYIICHHA.
ANAITTHPaHETO HA J103aTa He € M3C/ISABAHO NPH NPOYYBaHHATA 3a NPOGHUIAKTHYHA ynoTpeba.

Knuenusa epHKacHOCT ¥ 0€30acHOCT

In vitro BOPMKOHA30J1 TTOKA3Ba IIHPOK CIIEKTHP HA NPOTHBOrbON4YHA AKTHBHOCT C MMPOTHBOIBOHYHO
neiicteue kM Candida spp. (BkmountenHo QrykoHa30n pe3sucTeHTHHTE C. krusel U pe3HCTEHTHHUTE
miamore Ha C. glabrata v C. albicans) ¥ dyHrnimaHara akTHBHOCT KbM BCHYKH H3C/I€IBaHH
Aspergillus spp. B fonbiHeHHe BOPHKOHA30N NIOKA3BA in Vifro QyHIrdLNIHA aKTHBHOCT KbM Pa3sBHBaILH
ce rbOMYHH NaTOTeHH, BIUTIOYHTENHO TAKHBA KaTo Scedosporium wiu Fusarium, KOUTO HMaT
OTpaHHYEHA YYBCTBUTEIHOCT KEM CBIIECTBYBALUMTE NPOTHBOIEOHYHH areHTH.

Knuunuyna ed¥KacHoOCT, Ae(HHHpaHA KAaTO YaCTHYECH HITH ITBIEH OTTOBOP, € YCTAHOBEHA NPH
Aspergillus spp., BxmounrerHo A. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans; Candida spp.,
siuniountenHo C. albicans, C. glabrata, C. krusei, C. parapsilosis u C. tropicalis; ¥ orpannycH 6poi C.
dubliniensis, C. inconspicua u C. guilliermondii, Scedosporium spp., BISTIOUHTENHO S. apiospermum, S.
prolificans v Fusarium spp.

JIpyTH neKyBaHH MHKOTHYHY HHOEKUHH (YECTO HIH C YACTHYEH, HITH C IThJICH OTTOBOD
M30THpaHH CITydMan Ha WHbeKkuua ¢ Alternaria spp., Blastomyces dermatidis, BlastosckzgnN
capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus coronatus, Crypr -
neoformans, Exserohilum rostratum, Exophiala spinifera, Fionsecaea pedrosoi, Ma -‘

mycetomatis, Paecilomyces lilacinus, Penicillium spp., BkmountenHo P. marneffei, PRi

richardsiae, Scopulariopsis brevicaulis u Trichosporon spp., Bkmouurenno I. beigeli
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In vitro akTHBHOCT cpelry KIMHUYHHM W30NaTH e HabmoaaBaHa 3a Acremonium spp., Alternaria spp.,
Bipolaris spp., Cladophialophora spp. n Histoplasma capsulatum, KaTo NpH IOBE4E OT CITY4aHTE €
HaGmoaaBaHO HEXHOHpaHe NpH KOHLIEHTPAUHMK Ha BOpHKOHa3o:1 B rpanHimTe o1 0,05 10 2 pug/ml.

JleMOHCTpHpaHa e in vitro akTHBHOCT cpelty naroredure Curvularia spp. u Sporothrix spp., HO
KITHHMYHATA 3HAYHUMOCT € HEH3BECTHA.

I'paHUYHH CTOHHOCTH

[Tpobu 3a rEOHYHK KYNTYPH U APYTH cieudu4HH 1abOpPaTOPHH H3CTIEABAHHUS {CEPONIOTHYHH,
XHCTOMATONOTHYHH) TpaOBa na O1LAaT B3eTH NPEAH 3a104BaHE Ha JEYECHHETO € L H30HPAHE H
HACHTHOHIHpaHE Ha NPHYHHABAIIITE MEKPOOpraHH3MH. JIedeHHETO MOXe Aa Ob/e 3aMmOYHATO Mpeny
MoNnyvaBaHe Ha Pe3yNTaTHTE OT KyITYPHTE H APYTHTE 1abopaTtopHH H3CIECABAHHA, HO CJICH NOTy4aBaHe
Ha Te3H PE3YNITaTH ACUeHUeTO Ha MHPekmaTa TpaOBa Aa Obae afanTHpaHo Mo CHOTBETHUA HATHH.

Haii-yecTite nprunHKTenH Ha HH¢eKMH npu yoBeka BKmousar C. albicans, C. parapsilosis, C.
tropicalis, C. glabrata n C. krusei, xaTo IIpH BCHYKH BOPHKORA30)1 0OHKHOBEHO 1TOKa3Ba MHHHMAJIHA

uuxubupama koHueHTpauus (MHUK) no-uucka or 1 mg/l.

In vitro aKTHBHOCTTa Ha BOPHKOHA301 KbM BUAOBeTe Candida obave He e eanaksa. [To-cneunanno npu
C. glabrata MUK Ha BOpHKOHA301 NIpH qUIYKOHA30/-PE3HCTEHTHH H30J1aTH Ca NPOTIOPLUHOHAITHO MO-
BHCOKH OT Te3H NpH GIyKOHA301-9yYBCTBHTENHM H3onaty. [1o Tasu npyunHa TpaOBa ra c¢ HanpaBH
BCHYKO BB3MOXHO Ja ce naeHtuduumpar sugosere Candida. [1pu Hanmd4IHe Ha TECTOBE 32
YYBCTBHTEIHOCT KbM MPOTHBOIBOMYHH CpEACTBA, pesynrarure 3a MUK Morar na ce HHTepnpeTHpar
qpe3 KPHTEPHHTE 32 MPAaHUYHHUTE CTORHOCTH, YCTaHOBEHH OT EBPOMEHCKHA KOMHTET MO M3MHTBAHE 34
YYBCTBHTENHOCT KbM aHTHMHKpOOHH cpeacTea (European Committee on Antimicrobial Susceptibility
Testing (EUCAST)).

[‘paHM4YHY CTORHOCTH IPH M3TMTHTBAHE 33 YYBCTBHUTEIHOCT

Kpurepuure 3a uarepnperupane Ha MITK (MuHHMaITHa MOTHCKAILa KOHLIEHTPALIKA) IPH H3NUTBAHE HA
YYBCTBHTENTHOCTTA ca ycTaHoBeHH ot European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a BOpHKOHA30J1 U ca H30pOeHHU TYK:
https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-

breakpoints_en.xlsx

KnHMHHYEH OINUT
VYCTIEIHUAT Pe3yNTaT B Ta3M 4acT ¢€ Ae(PUMHHUPA KaToO THJICH HIH YaCTHYEH TEPaneBTHYEH OTTOBOD.

Aspergillus undexumu ~ e@UKacHOCT NIPH NALMEHTH C aclIEPruI03a M ¢ JIola NPOrHo3a
Bopukona3on uMa in vitro YHrHUMIHA aKTHBHOCT cpelly Aspergillus spp. EbnkacHocTTa H

NMpEeXKHUBACSMOCTTA [TIPH ITHPBHYHOTO JICYEHHE HA OCTPa HHBA3HBHA acllepruyio3a ¢ BOpUKOHA30J CIpAMO
KOHBEHIHOHAITHO Je4eHHe ¢ aMoTepriinH B ¢ ycraHOBEeHa B paHIOMH3UPaHO, MHOTOLIEHTPOBO
OTKPHTO NPOYUYBAHE IIPH 277 HMyHOKOMITPOMETHPAHH NMAUHEHTH, JJCKYBaHH B NIPOABIDKEHAE Ha

12 ceamuru.

BopHkoHa30n € NpHIarad MHTPaBEHO3HO B HATOBapBalla 1o3a ot 6 mg/kg Ha 12 uaca mpe3 mbpBUTE
24 gaca, IoCNeABaHo OT NoAIBpKaia A03a ot 4 mg/kg Ha 12 yaca Ha¥f-mainko 3a 7 oHH. Cnen Tosa
MOXE Aa ce NIPEeMHHE Ha JledeHHe ¢ nepopanna ¢opMa B 1o3a ot 200 mg Ha BcekH 12 yaca.
MeanaHHaTa MPOXB/DKHTEITHOCT HA JIEYEHHETO ¢ HHTpaBeHO3eH BOPHKOHA30: € buna 10 aHu
(nnana3zoH ot 2 — 85 aum). Cnen neyeHue ¢ HHTPABEHO3EH BOPHKOHA30/1, MEIHaHHATA
NPONBMHKHTENHOCT HA ICUCHHETO ¢ NIEPOpaeH BOpHKOHa3on € buna 76 AHW (IHana3oH or

2 —232 nuwm).

3aa0BONMUTENECH LIOCTEH OTTOBOP (ITBIHO WIH YaCTUYHO o0OpaTHO pa3BHTHE HA BCHUKS W fo
CLOTBETCTBAIIM HA 3a00/IIBAHETO CHMIITOMH H Gene3n H NBPBOHAYATHO yCTaHDBEH

PEHTTEHOBH/OpPOHXOCKOICKH ITpoMeHH ) € Ha0nroaaBaH npu 53 % OT IEKYBaHHTE C E
MalMEeHTH B cpaBHeHHE ¢ 31 % oT naumenTHTe, NEKYBaHH ¢ amporupuimuH B. I1pex
84-pq neH € OMna CTaTUCTHYECKH 3HAYUMO T10-BHCOKA ITPH BOPHKOHA30J1, OTKOJIKOT(
CPAaBHHTENHOTO JIedeHHE, a 110 OTHOLICHHE Ha BPEMETO /10 HACTHIIBAHE HAa CMBPT H BREKE
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NPpEeKbCBAHC HA JICHCHHUETO NIOPAIH ITPOABH HA TOKCHTIHOLT, [MpOY4YBAHETO MOKa3Bd KJIHHHYHA H
CTATHCTHYCCKH 3HAYHMaA NOJI32 OT BOPHKOHA30JI1.

Tosa npoy4BaHe NOTBLPXKAABA JAHHHTE OT [10-PAHHO IIPOCNEKTHBHO NPOYYBAHE, MPH KOETO €
Ha6MI0AaBaH NONOKUTENEH Pe3yJITaT NPH JIHLA ¢ PUCKOBH ()a@KTOPH 3a JI0LIa NMPOrHO3a, BKTIOUHTEITHO
TE3H C PEaKLMA HA OTXBBPJIHE HA TPAHCIUIAHTAHTA, H B YACTHOCT NPH MO3LYHH HHPEKLIHH
(ofuxHOBeHO cBBp3aHH ¢ noyTH 100 % cMbpTHOCT).

[TpoyuBaHHATa ca BKIIOYBANIM acTiepruio3a Ha MO3bKa, CHHycHTE, Genure ApoboBe U AMCEMUHHpAHa
acTIEPTHIIO3a NIPH NAUKHEHTH ¢ TPAHCIUIATALMA Ha KOCTEH MO3bK H COJIHIHH OpraHH, 3JI0Ka4YCCTBEHH
xeMaTonoruynu 3abonsapanus, pak n CITMH.

KanaugeMus 1pH naiueHTH 6e3 HeyTpoTneHus

EdukacHOCTTa Ha BOPIKOHA30J B CPABHEHHE C TEPANEBTHYHA CXeMa, BKIIOYBAlla aMpoTepHiMH B,
nocaeaBad oT PIIYKOHA30M] IIPH IMEPBHYHO JICYEHHE Ha KAaHIHAEMHSA € IEMOHCTPHPAHa B OTBOPEHO
CpaBHMTEJHO NPOy4YBaHe. B Mpoy4BaHETO Ca BKIIIOYEHH TPHCTA H CEACMAECET NailHeHTH Oe3
HeyTponeHHs (Ha Bb3pacT Haa 12 roAHHK) ¢ AOKyMEHTHpaHa KaHIuAeMus, 248 OT KOHTO ca Oniu
JIEKYBAHH ¢ BOPHKOHA30/. JleBeT nalyMeHTH B Ipymara, IeKyBaHa C BODHKOHA30/ M 5 B Ipymara,
nexysana ¢ amorepuunn B, nocneasad or QurykoHa3001, ca HMallH MHKOJIOTHYHO AoKa3aHa HH}ekims
Ha ABI60KUTE THKaHH. [TanneHTH ¢ 6pOpeyHa HEAOCTATEMHOCT Ca OHJIM M3KIIIOYEHH OT TOBA
npoyusane. CpeHara MPONBLIDKUTETHOCT Ha JIeYeHHeTo € Ona 15 1M u B ABETE TEPANEBTUYHH
paMeHa. B IrbpBHYHYS aHANH3 YCIICIIHHAT TEPANCBTHYCH OTIOBOP (OLIEHKATa € HanpaBeHa 0T KoMHCHS
3a aHanu3 Ha gaHHHTe (Data Review Committee [DRC]) Ha ciano crnipsMo W3NKTBAHHA JE€KapCTBEH
NpoAykT) ce AeduHupa kato o6paTHo paseuTHE/MONOGPEHHE Ha BCHYKH KIIHHHYHH Oenesn M
CHMITTOMH Ha WHeXuus ¢ epaaukalnna Ha Candida ot KpbBTa H HHPECKTHPAHHTE THJIOOKH THKaHH

12 ceqmuuy cieq Kpas Ha nedeHHeTo. [JaiHeHTHTe, KOMTO He ¢a OWiM oueHeHH 12 CEAMMIIH ClIe Kpas
Ha JIEYEHHETO, ca OHIM IPHYHCIICHH KbM KaTeropuATa HEYCIICIIHO IeYeHKe. B To3H aHaIH3 yeneeH
TEpaneBTHYCH OTIOBOP € OTUETEH NpH 41% OT NALMEHTHTE H B ABETE TEPaNeBTHYHH pPaMEHa.

ITpH BTOpHYHMA aHANU3, TIPH KOHTO ca H3non3BaHH oleHKHTE Ha DRC B KparHHsA CpOK, NO3BONABALL
OLICHKa Ha pe3yNTaTuTe (B Kpas Ha JIeYeHHETO WK 2, 6 wiu 12 ceqMuuy cnel Kpasi Ha JIEYCHHETO)
BOPHKOHA30J1 ¥ TEPANEBTHYHKA PEXHM, BKTIoyBanl amdorepuidd B, mocneasan or gurykonason, ca
noKa3anH TEPANEBTUYEH ycreX npH ¢boTBETHO 65 % u 71 % oT nauneHTUTE.

OueHxara Ha H3CNEeR0BaTeld 33 YCNEIIEH Pe3YITAT BbB BCEKH OT TE3M CPOKOBE € MOKa3aHa B
cleapainara TabnuLa.

Cpox Bopuxonazon Ampomepuyun B — gayxonazon
(N = 248) (N=122)

B Kkpas Ha JEIEHHETO 178 (72%) 88 (72%)

2 cCeqMHUM Clen Kpad Ha 125 (50%) 62 (51%)

JIeYEHHETO

6 cenMHLH CJIe] Kpas Ha 104 (42%) 55 (45%)

JIEYeHUETO

12 cenMuIIM cneq Kpas Ha 104 (42%) 51 (42%)

JIE4EHHETO

CepHo3HH akTepHu Candida yndekunu

[Tpoy4yBaHeTO BKIIOYBA 55 MaLMeHTH CbC CEPHO3HH pedpakTepHn CHcTeMHHU Candida HHpEKUMH
(BKTIOYHTENHO KaHIAMAEMHSA, JHCEMUWHHPAHA H IPYTH WHBAa3HBHH KaHAHMJI03H), TTPH KOHTOQ ISRt

TepaneBTHUEH OTTOBOpP € HabNonapaH NpH 24 nanuedTH (Npu 15 — nbneH, a npu 9
duTyKOHa30/-PE3UCTEHTHH HIAMOBE, HeNpUHaanexam koM C. albicans, ycneiueH |
npH 3/3 cayyas ¢ C. krusei (rsneH otroBop) ¥ npu 6/8 ciryvas ¢ C. glabrata (5 ¢
yacTUdEH OTTOBOP) HH(peKUHH. JJaHHHTE 3a KIMHHYHA €(PHKACHOCT Ca NOAKpENCH

JaHHH 332 MYBCTBHTCIIHOCT.
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Scedosporium u Fusarium NHDEKUHH
VeTaHoBEHO €, 4e BOPHKOHA30M € e()eKTHBEH Cpelly CNEAHHTE PEAKH MPUYHHHTENIH Ha MHKO34.

Scedosporium spp.: Ycnenes otroBop KbM JicdeHHe ¢ BOPHKOHa301 € Habmonasan npu 16 (6 ¢ muaew,
10 ¢ yacTiyeH oTroBOp) OT 28 MALMEHTH CBC S. apiospermium v npH 2 (M ABaTa C YACTHYEH OTTOBOP)
ot 7 naumeHTH cue S. prolificans nidexuna. OcBeH TOBa, yCNelleH OTroBop € HalmoaaBaH npH 1 or 3
NAlHEHTH ¢ HHPEKLIHH, MPHUHHEHH OT MOBEYE OT EAHH MHKPOOPTaHU3bM BKIIIOYHTENHO Scedosporium

Spp.

Fusarium spp.: Ceaem (3 ¢ mbieH, 4 ¢ 4aCTHYEH OTroBop) or 17 nauHeHTH ca NEKyBaHH YCMELIHO C
BOpMKOHA301. OT Te3K 7 MallMEHTH: TPHMA Ca HMalH O4HA HHEKIHA, CAHH — HHPEKIHUA Ha CHHYCHTE,
a TPMMa ca HMAIH JuceMHHupaHa HHPekis. OCBEH TOBa YETHPHMA MALIEHTH ¢ (y3apHOo3a Ca KMAJTH
HHOEKIMS, MPUIUHEHA OT HAKOJIKO MHKPOOPraHu3Ma, IpH 2 OT TAX € OTYETEH YCNEEH pe3yITar.

MHO3HHCTBOTO OT MAlMEHTHTE, JIEKYBAHH C BOPHKOHA30 332 NOPEMOCOYCHUTE PEAKH HH(EKLIHH, ca
OWIH ¢ HEMOHOCHMOCT MIH pePpaKTEpPHOCT KbM MPEaLECTRAIIOTO AHTHMHKOTHYHO JIEYEHHE.

ITspBHYHAa MpodHUNaKTHKA Ha HHBA3WBHH IMOMYHY HHOEKIMY — ¢PHKACHOCT [IDH PELIMITUEHTH Ha
TXCK 6e3 npeaniecTBaina gokasaHa winH epostHa UI'H

BopHkoHa30n e cpaBHEH ¢ HTPaKOHA30J1 KATO ITbPBHYHA MPOPHIAKTHKA B YCIIOBHATa HAa OTKPHTO,
CPaBHHTEHO, MHOTOLIEHTPOBO IIPOYYBAHE IIPH BB3PACTHH H IOHOIIH, KOHTO Ca PEUMNHEHTH Ha
anoreHHa TXCK 6e3 npeamecTsalna 1oka3asna wix sepostHa UT'H. YenexsT OT neUeHHETO Ce
nedHHHpa KaTo cnocobHOCT 3a MPOABKaBaHE Ha NPOPHIAKTHKATA ¢ HINMHTBAHOTO JICKApCTBO 34

100 aun cneq TXCK (6e3 cnvpaHe Ha NeUeHHETO 3a > 14 qHH) H NPEXHUBASMOCT 063 HATTHYHE HA
nokasana uau sepostHa UT'H 3a nepuog or 180 auu cnen TXCK. Moauduunpanara mpensuieHa 3a
nmeyenue rpyna (MITT) sxmousa 465 peununuentu Ha anoreHHa TXCK, karo 45% oT nanueHTHTE HMAT
AML(ocTpa MHEIOTEHHA JTEBKEMHA ).

OT BCHYKH nauHeHTH, 58% ca NONIOXKEHH Ha CXeMH 33 MHenoabnaryeHa noaroroska. [Ipopunaxkruka
C H3MUTBAHOTO JIeKapcTBO 3anoysa BegHara ciel TXCK: 224 nomyuaBar BOpHKOHA307 H 241
IOTy4aBaT HTPakOHa30ll. MeanaHHaTa NPOABIDKHTENHOCT Ha NPOQHIAKTHKATA C H3ITUTBAHOTO
JEKapCTBO € 96 AHM IpH BOPHKOHA30J M 68 IHH IPH MTPakoHa301 B MOAH(PHIMpaHaTa NpeBUH/ICHA 3a
neaeHue rpyna (MITT).

YecToTaTa Ha yCIeX H XPYTUTE BTOPHYHH KPaifHH TOUKH ca NMPEACTABEHH B CleAHaTra Tadbnrua:

KpaHHA TOMKH HA Bopuxonaszon | Hrpaxonaszon | Padamka b pP-

NpPOY4YBRHETO N =224 N =241 CLOTHOMICHHATA U | CTOHHOCT
95% noBeprTEICH
nHTepBan (AH)

Yenex kuM Jen 180* 109 (48,7%) 80 (33,2%) 16,4% (7,7%; 0,0002%*
25,1%)**

Venex kM Hden 100 121 (54,0%) 96 (39,8%) 15,4% (6,6%; 0,0006**
24,2%)**

3aBbpIICHH Ha-MaJIko 120 (53,6%) 94 (39,0%) 14,6% (5,6%; 0,0015

100 xun npodHnaxTHKa C 23,5%)

HU3MHTBAHOTO JIEKAPCTBO

[Tpexusenn kpM Jen 180 | 184 (82,1%) 197 (81,7%) 0,4% (-6,6%; 7,4%) | 0,9107

Pa3puny foka3aHy HIH 3(1,3%) 5(2,1%) -0,7% (-3,1%;

BEPOATHH 1,6%)

NI'A no Jer 180

Pa3BHNIH JOKa33HH WIH 2 (0,9%) 4 (1,7%) -0,8% (-2,8%:;

BEPOATHH 1,3%)

HUI'N no Jen 100
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3 (1,2%) -1,2% (-2,6%:

0,2%)

PazBuny 10Ka3aHH WM 0 0,0813

eposTHH UI'H o Bpeme
Ha MpHEM Ha H3MTUTBAHOTO

JIEKApCTBO

* [IspeyuHa KpaiHa TOYKA Ha MPOYYBAHETO
** Pasnuky, NpeACTaBeHH KaTo ChoTHoLieHHe, 95% JAH H p-CTOMHOCTH, NOTYYEHH CICA KOPEKLMA 32

PaHIOMH3UPAHE

Yecrorara Ha nogasa Ha UTH 1o Jlen 180 u mppeHuHara KpaiiHa TOYKa Ha NPOYYBAHETO, KOATO € YCIeX
xeM Jen 180, choTBeTHO IpH manueHTHTE ¢ AML 1 Ha cxeMH 3a MHen0a0IaTHBHA MOANOTOBKA, €A
NpeAcTaBeHN B ClIeAHaTa Tabnuna:

AML (ocTpa MHEEJIOTCHHA JIEBKEMHA)

KpaiiHH TOUKH HA Bopukonaszon | ATpaxonalo .1 | Pajiuky B CHOTHOLIEHUATA H

Opoy4uBaHETO (N=98) (N =109) 95% noBepHTEIEH HHTEPBAJI
(1K)

IMosiga na UTYU — Jlen 180 | 1 (1,0%) 2 (1,8%) -0,8% (-4,0%; 2,4%) **

Yenex xbm [len 180* 55(56,1%) | 45(41,3%) | 14,7% (1,7%; 27,7%)***

* II'spBUYHA KpaiHa TOYKA Ha MPOYYBAHETO
** C nanon3Baxe Ha 5% JonmycTHMa pa3fiHKA € J0Ka3aHa He N0-MaJKa €é(PHKacCHOCT
¥**DasHKH B ChOTHOMIEHHATA, 95% JIU, nomydeH cnej kopekius 3a paHIOMHU3HPaHE

CxeMn 3a MHe102a0/1aTHBHA MOATOTOBKA

KpaHHH TOYKH HA Bopaxonalon | Hrpakona3oa | Palinka p ChOTHOIICHHATA B

NPOYYBAHETO (N =125) (N=143) 95% nomepuTe/eH HHTEPBAJ
(i)

[Toasa na UT'H — len 180 2 (1,6%) 3(2,1%) -0,5% (-3,7%; 2,7%) **

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

* [TbpBHuHa KpaiHa TOYKa Ha MMPOYYBAHETO
** C u3non3sane Ha 5% OONMyCTHMA Pa3iMKa € JoKa3aHa He Mo-Manka epHKaCHOCT
*** Paznuky B cwoTHOLICHNATA, 95% JIH, nomydeH ciael KOPEKLMA 32 paHAOMHI3HpaHe

Bropuuxa npodunaktika Ha UTH — edukacHocT npu penunuenTd Ha TXCK ¢ nokasaHa Wid
BeposTHa nMpeamecTsama HI'HU

BopHKOHA3071 € NPOYYEH KaTQ BTOPHYHA NPOPUIAKTUKA B PAMKHUTE Ha OTKPHTO, HE-CPABHHTE/HO,
MHOTOLIEHTPOBO NMPOYYBAHE ITPH Bb3PaCTHH penmMnueHTH Ha anoreHHa TXCK ¢ noka3aHa WiH BEpOATHa
npequecTBama UI'N. [Tuperunara kpaiiHa Touka € 4ecToTara Ha nosBa Ha oka3aHa ¥ BepoATHa HT'H
npe3 mepeara roguHa caeg TXCK. Moanduunpanara npeasuaeHa 3a nedense rpyna (MITT) sxmousa
40 naumeHTH ¢ npeamectsaa MI'U, or kouto 31 ¢ acneprunosa, 5 ¢ kanauaosa 1 4 ¢ apyru UI'N.
MeanasnHaTa MPOTBDKUTEIHOCT Ha IMPO¢IIAKTHKA ¢ H3NHTBAHOTO NIEXAPCTBO € 95,5 IHH B
mMoandHLIMpaHaTa peABHACHA 33 neucHue rpyna (MITT).

Hoxkazauu wiu BepoaTHr UI'H ca passwnu 7,5 % (3/40) oT nauMeHTHTE pe3 mbpBara NoAHHA Cliel
TXCK, oT kOHTO ¢IMH CTy4al Ha KaHIHUAEMHSA, €XHUH - HA CKEIOCNOpHO3a (U ABATA C Ly
peunarBH Ha npeawectsanid UI'W) n eaun cryqai Ha 3MroMHuko3a. IIpexxHBIeMOGIAa

80,0 % (32/40), a 1o 1 rommnua e 70,0 % (28/40). ‘§k y
[IpOTBIKUTETHOCT HA JICYEHHUETO (R ‘1~.

B xnuHHYHH H3MUTBAHHA 705 MauMeHTH ca JIeKyBaHH ¢ BOPHKOHA30/ 33 MoBeYe |

164 nanMeHTH ca Moy4YaBaid BOPHKOHA30]1 HajJ 6 Mecena.
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IlequaTpyyHa NOMyJ1alHs
[leraeceT H TpHMa NIEAUATPHYHH MALUEHTH Ha BB3pacT OT 2 10 < 18 NOAKHHH Ca JIEKYBaHH ¢

BOPHKOHA30J1 B YCJIOBHATA Ha XBE NPOCIICKTHBHH, OTKPHTH, HECPABHHTEITHH, MHOTOLICHTPOBH
KJIMHHYHH M3NHTBaHHA. B efHoTO npoyuBaHe ca yyacTBaIM 31 nmauweHTH ¢ Bb3MOXHA, J0Ka3aHa HWIH
BEpOATHA HHBa3MBHA aceprunosa (1A), or konrol4 nanMeHTH ca HMaIK J0Ka3aHa WM BEposTHA IA 1
ca 6w BkmodeHy B MITT ananusute 3a epukacHocT. BuB Broporo npoyypaHe ca O1iH BKNIOYEHH
22 nalMeHTH ¢ HHBA3HBHA KaHH03a, BionrouBaiia kanguaeMud (ICC) u e3ogarcanHa xkanan03a
(EC), IpH KOHTO C€ € H3HCKBANO HIIH MEPBUYHO, HITN CIIACHTEITHO JIEYEHHE, KaTo OT TAX 17 ca Omin
skmoderd B MITT anamusure 3a edpukacHoct. [Ipn maumenTH ¢ 1A obmara crenen Ha rmodanex
oTroBoOp Ha 6-ara ceamuua e Ouna 64,3 % (9/14), crenenra Ha rnobanex otrosop € Ouna 40 % (2/35)
MPH NALHEHTHTE Ha BB3pacT ot 2 10 < 12 rognuu u 77,8 % (7/9) npn naumenture ot 12 g0 < 18-
rogumrHa Bu3pact. Ilpn naurenty ¢ ICC crenenTa Ha robaneH 0TTOBOp B Kpas Ha JIEUCHHEYO € Ouna
85,7 % (6/7), a 3a maument ¢ EC — 70 % (7/10). O6mara crenex sa otroBop (c6opho 33 ICC u EC) ¢
6una 88,9 % (8/9) mpu Te3u Ha BB3pacT 2 10 < 12 rogueu u 62,5 % (5/8) mpu Te3n Ha BB3pacT 12 1o
< 18 roauHH.

KanHHYHH NIPOYYBaHWA, H3CaeABalIM BIWsAHMETO BEPXY QTc¢ MHTEpBana
Eano mnanefo-KOHTPOIHpaHo, pAHAOMH3IHPAHO KPBCTOCAHO NMPOYYBAHE ¢ €AHHUYHA A03a € ITPOBEACHO

C Liel olieHKa Ha edexra Bepxy QTc uHTepRana IpH 31paBy A00POBOILK ¢ TPH NMEPOPANHH JO3HPOBKH
BOPHKOHA30] M KeTokoHa301. [Inane60-xopHriupanoTo cpeHO MaKCHMATHO yabnkasaHe Ha QTc
CIIPAMO H3XOmHaTa croiinocT caex 800, 1 200 u 1 600 mg popuxonason e 6uino choTBeTHO 5,1, 4,8 H
8,2 msec, a caen 800 mg kerokonason — 7,0 msec. HUTO €1HH y4acTHHK B KOSTO H J1a € Tpyna HeE €
nony4ua yawrinkasane Ha QTc = 60 msec cpamMo H3x0AHaTa CTONHOCT. IIpH HHTO €AHO JIHLE TO3H
MHTEPBAI HE € HAAXBBPIHI NOTEHIHATHUA KIIHHHYHO 3HauYuM npar ot 500 msec.

5.2 ©OapMaKOKHHETHYHH CBOHCTBA

OcHopHY PapMakOKHHETHYHH XapaKTEPUCTHKH

{dapMaKOKHHETHKATE Ha BOPHKOHA30/ € ONpeeaeHa NpH 3paBK JHLA, CIEHQHIHH NOIMYNalHH H
nanueHTH. [To BpeMe Ha nepopamHo npunoxkeHue Ha 200 mg win 300 mg npa NETH AHEBHO 32 14 1HH
MpY NAIMEHTH C PUCK OT acnepruno3a (TIaBHO NALKECHTH ChC 310KAYECTBEHH HOBOOOpa3yBaHHA Ha
nMM(HATA WIH XEMOIIOETHYHA TEKaH), HabmonasaHuTe (PapMaKOKHHETHYHH XapaKTepHCTHKH — Obp3a
M 3HAYMTENHa abcopumsa, KyMynanus H HeTHHeHHa (apMakOKMHETHKA, ChOTBETCTBAT Ha TE3H,
HabnogaBaHy NIpH 34paBH HHAUBHIN.

dapMakOKMHETHKATA Ha BOPHKOHA30J1 HMa HEJIHHECH XapaKTep NopalH HaCUIIaHe Ha HETOBHA
meTabomn3beM. [IpH noBHIIaBaHe Ha 103aTa ¢ce HAbMOAaBa No-rolIaMO OT IIPONTOPIIMOHATHOTO
HapacTBaHe Ha ekcno3unusaTa. F3uucneHo e, ye yBenm4aBaHeTo Ha nepopannara nos3a ot 200 mg apa
rbTH AHeBHO Ka 300 mg aBa mbsTH ZHEBHO BOAM 0 CPERHO 2,5-KpaTHO ITOBHIUEHHE HA EKCTIO3HIUATa
(AUC,). TlepopanHara noagbpkama ao3a ot 200 mg (vnm 100 mg 3a naunentn non 40 kg) noctura
EKCTIO3HIIHA Ha BOpHKOHa30on 6nu3Kka a0 Tasu Ha 3 mg/kg i.v. [lepopanna noaaspxkaiia ao3a ot 300 mg
(uaH 150 mg 32 nauuenTy noa 40 kg) AocTHra eKCno3xLKMA Ha BOPUKOHA30J O/IM3Ka 00 TAa3HM Ha

4 mg/kg 1.v.AKO c€ MPWIOKAT NPENOPHYBAHHTE HHTPABCHO3HH HIH NEPOPATHH HATOBAPBALIK JO3H B
PaMKHTE Ha MLEPBHUTE 24 Yaca OT NPWIOKEHHETO CE€ JOCTHTaT IIA3MEHH KOHLUEHTPaLHH, OH3KN 1o
cTanMoHapHuTe. be3 npuwioxkeHHe Ha HATOBAPBAllla A03a HATPYTIBAHETO CE OCHIICCTBABA YPE3
MHOIMOKPAaTHO MPWIOKEHHE ABa ITBTH JAHEBHO, PH KOETO CTALHOHAPHHUTE I1a3MEHH KOHLIEHTpAIlHH Ha
BOPHMKOHA30JI 33 MOBEYETO JIMLA C€ JOCTUTAT KbM 6-Hs JIEH.

Jwparocpodnara 6€30MacHOCT Ha XMIPOKCHITPON HeTaleke NpH Xopa € orpaHnyeHa 1o 21 aHu

(250 mg/kg/nex.

Abcopbrius
Cien nepopallHo NPHUIOXEHHE BOPHKOHA307 ce abcopOHpa NOYTH HAITBLIIHO, KaTO Mj
rasMeHn KoHUeHTpauHH (Cmex) ce gocTHrar 1 — 2 yaca cie npuwiokeHueTo. A
OMOHANHYHOCT HA BOPHKOHA30J CNE/ NIEPOPAITHO NPUIOKECHHE CE H3UHCIIARA Haf}
MHOTOKPATHO TIPWIOXKEHHE HAa BOPMKOHA30J EHOBPEMEHHO ¢ O0orara Ha Ma3HHI
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ce TIOHHIKARAT CLOTBETHO C 34 % u 24 %. AbcopbunsaTa Ha BOPHKOHA30J1 HE C€ BIHAC OT [IPOMCHHUTE B
pH Ha cromaxa.

Pa3 eJIeHHE

OGeMBT Ha pasnpeaenCHHE NPU CTAIHOHAPHH KOHLICHTPALHKM Ha BOPHMKOHA30J1 CE€ H3YHMCTIABA HA

4,6 1/kg, xoeTo Tpeanosiara eKCTEH3UBHO pa3sNpeAcacHHE B ThKaHHUTE, CBEP3BAHETO ¢ TIA3MEHHTE
nporeunu ¢ 58 %. [Ipobure ot rpr6HAMHO-MO3EYHA TETHOCT Ha OCEM NALHEHTH, BKIKOYCHH B
NMPOrpaMH 3a MMIIOCHpAHA ynorpeba, ca NoKasalH YCTAHOBHMH KOHLIEHTPALHH OT BOPHKOHA30]1 NPH
BCHYIKH MALIUCHTH.

buorpancgopmaiug

In vitro mpoy4paHHA MOKXA3BaT, Y€ BOPHMKOHA301 ce MeTabonu3upa oT uepHOApoOHHTE IMTOXpoM P450
mzoerauMu CYP2C19, CYP2C9 u CYP3A4.

Pa3muuuaTa BB (PAPMAKOKHHETHKATa HAa BOPHKOHA30/1 MEXAY OTACIHHTE HHAMBHIH Ca NOJIEMH.

In vivo npoyuysanus noka3pat, 4e CYP2C19 yuyacrsa 3HauMMO0 B MeTab0/IH3Ma Ha BOpHKOHa30/1. To3u
eH3UM NposBABa reHeTHueH nomimMopdussm. Hanpumep, ouaksanusra ca, 9e 15 — 20 % ot asnarckoro
HaceleHHe ca nomu Metabonuzaropu. [Ipn 64anara 1 YuepHara paca 9€CTOTaTa Ha JOMIHATE
meTabonusaropu e 3 — 5 %. IlpoyuBanus, MpoBeaeHH [IpH 3ApaBU HHAMBHAM OT OAnara paca H JnoHuA

COYAaT, 4e JIOIIHTE MeTa00JIH3aTOPH NOKA3BaT cpeaHo 4 NbTH No-BHCoKa excno3uims (AUC:) Ha
BOPHKOHA30J1, OTKOJIKOTO ChOTBETHHTE HM XOMO3HIOTHH €KCTeH3HBHK MeTabonusaropu. JInua, kouro

Ca XETEPO3INIOTHH EKCTEH3UBHH MeTab0IA3aTOPH, MOKA3BAT CPEAHO 2 MBTH MO-BHCOKA €KCIIO3HLINA HA
ROPHKOHA30J1, OTKOJIKOTO TEXHUTE XOMO3HTOTHH €KCTCH3HBHH METabOMH3aTOPH.

OcHoBeH MeTaboNuT Ha BOPHKOHA30N € HeropuaT N-OKCHJ, KOHTO CbhecTaBNaBa 72 % oT UHpKyaHpallmTe
paguobenazanu MeTabonHTH B r1asMara. To3u MeTabOIUT HMAa MHHHMAIHA aHTHMHKOTHYA aKTHBHOCT
H He JompuHacs 3a obiara epMKacCHOCT Ha BOPHKORA30J.

EnuMHUHHpaHe
BopukoHazon ce eTHMHHMpPA 4pe3 YepHoapobeH MeTabonu3bM, Kato No-Manko OT 2 % OT NpHIoKeHara

11033 Ce EKCKPETHpa B HENPOMEHEH B B YpHHATa.

Cnen npwioxeHne Ha paanobenssad BopuxkoHa3on € nmpubnuanrenno 80 % oT paaHOaKTHBHOCTTA C€
OTKpHBA B YPHHATa IIPH MHOTOKPATHO HHTPABEHO3HO NMPUIOKEHHE, a 83 % C€ OTKPHBAT B YPHHATA IIPH
MHOTOKPAaTHO MEepopanHo mpunoxeHue. M npy nepopanHo, H [IPH KHTPABEHO3HO MPIIIOKEHHE MOBEYE
(> 94 %) ot ob1ara paaHOAKTHBHOCT CE€ EKCKPETHpa pe3 MLPBHTE 96 Yaca.,

TepMHHATHHAT NOTYXHBOT Ha BOPAKOHA30JI 3aBHCH OT MMPHJIOXKEHATa /1032 H € NpHOIH3KuTenHo 6 9aca

npu 200 mg (nepopanxa) no3a. [lopanu HenuHelHaTa papMakOKHHETHKA TEPMUHATHHAT NOTYXHUBOT
HAMA 3HAYCHHE 32 ITPEAOIIPEEIAHE HA KYMYIHPAHETO WIH SIMMHHHPAHETO HAa BOPHKOHA3OJL.

dapMaKOKHHETHKA NPH cneuuHyHY rpyny NanueHTH

{lon

B enuo rpoy4yBaHe ¢ MHOIOKpAaTHa NMepopaiHa 1032 CTOHHOCTUTE Ha Cnex B AUC, 11pH 3apaBH Mnaau
XEeHH ca OHIIH ¢chOTBETHO € 83 % M 113% no-BHCOKH, OTKONKOTO NMPH 34paBH MIaAH MbKE

(18 — 45 rogunn). B cemioro npoyysaHde He ca Omu HabmonaBaHH CHTHHQHKAHTHH Pa3IMKH MEXIY
cTOHHOCTUTE Ha Crax ¥ AUC; Ha 3paBH MBXKE B CTApYECKa BE3PACT M 3APaBH XEHH B CTapyeCKa

BL3pacT (= 65 rogunu).

B xiMHHYHATa Nporpama He € npaBeHO aJlanTUpaHe Ha A03aTa Bb3 OCHOBa Ha Iona.
0e30nacHOCT M IVIA3MEHUTE KOHLEHTpaLHK, HabnioaBaH! NP NALHEHTH 0T MEXK)

Onnu cxoauu. CreaoBareliHO, He € HeoOXOIHMMO aanTHpPaHE Ha J03aTa B 33BHCH] "y

[MPHHALNIEKHOCT.

TTayuenmu 6 cmapuecka ev3pacm
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B eano npoy4Bane ¢ MHOTOKpaTHa IepopasiHa 1033, CTOMHOCTHTE Ha Ciax B AUC, IpH 3ApaBK MBbXKE B
CTapuecKa BB3pacT (> 65 roauHH) ca 61w cboTBETHO € 61 % M 86 % no-BHCOKH, OTKOIKOTO NPH
3apaBy Maagu Mbxe (18 — 45 rogunn). JIunceaT 3HAYMMH PATHKH MEKIY CTORHOCTHTE HA Crax M
AUC, ipy 30paBH XeHH B CTapuecka Bb3pacT (> 65 ronHHy) H 3ApaBH MaaaM xeHu (18 — 435 roguny).

B TepaneBTHMHUTE NPOY4BaHUA HE € NMPAaBEHO aJalTHPaHe Ha J03aTa Bb3 OCHOBA Ha Bb3pacTTa.
HabnmionaBaHa € 3aBHCHMOCT MEXAY NJIa3MeHaTa KOHLEHTpaUHA U Bb3pacTra. IIpodursT Ha
6e30MacHOCT Ha BOPMKOHAZ0I IPH MJIAAK MAallMeHTH U ITALHEHTH B CTApYECcKa Bb3pacT € D11 CXOeH B
CJIEROBATENHO aJaNTHPaHe HA 103aTa MPH NTAIHCHTH B CTapuecka Bh3pacT He ¢ HeoOXoaHMO (BXK. TOUKa

4.2).

Ileduampuuna nonyrayus

[IpenopsuMTEHHTE JO3M IIPH A€Lia U IOHOIIH ce 0a3HpaT Ha MONMylalMOHEH HapMaKOKUHETHYEH
aHa/W3 Ha AaHHMTE, ChOpany or 112 MyHOKOMIpOMETHPAHH Aela Ha Be3pacT 0T 2 A0 <12 roxuuu U
OT 26 UMYHOKOMITPOMETHPAHH NALMEHTH B I0HONIECKa Bb3pacT oT 12 a0 <17 roauun. Ilpu 3
neAUaTpHYHY PapMAKOKHHETHUHH MIPOYYBaHMA Ca OLECHEHW MHOTOKPATHH HHTPABEHO3HH JI03HM OT 3, 4,
6, 7 ¥ 8 mg/kg nBa NBTH IHEBHO M MHOTOKDPATHH MEPOPAITHH JO3H (KATO € MPUJIAraH NmpaxeT 33
nepopaina cycnensua) ot 4 mg'kg, 6 mg/kg u 200 mg aBa meTH AHeBHO. HartoBapBammTe
MHTPABEHO3HH A03M oT 6 mg/Kg i.v. IBa ITbTH JHEBHO MpE3 MEPBHA ACH, NocaeaABaHH oT 4 mg/kg
MHTPABEHO3HA 1034 JBa MbTH JHeBHO H 300 mg nepopansu TabneTkH 8a MbTH JHEBHO ca OWIH
OLICHEHH TPH €IHO (PapMAKOKHHETHYHO NMPOYYBaHe NIpH loHoWH. [1o-ronaMa BapHabHIHOCT MEXIY
NauHeHTHTe € HabmoaaBaHa npy NeAHATPUYHHU NALMEHTH, B CPABHECHHE C Bh3PACTHH.

CpapHeHHe HA $PapMaKOKHHETHYHHTE AAHHHU Ha TICAHATPHYHATA H Bh3PAcTHATA INOITyaLHs, €
110Ka3aiao, ue mpeasHxKIaHaTa ToTajHa ekcriosnuua (AUC,) mpH nena, cien NpUIOKEHUE Ha
HHTpPaBEHO3Ha HaToBapBama 103a ot 9 mg/kg, e cpaBHKMA C Ta3H NMPH Bh3PACTHH, CNICA HHTPABEHO3HA
HaToBapBaua 103a ot 6 mg/kg. [IpeasikraHiTe TOTATHH €KCTIO3UITHH ITPH Aena Clie] MPUIOKeHHE Ha
HMHTPaBEHO3HH NMOLIbPKALM J03K OT 4 ¥ 8 mg/Kg Ba MbTH AHEBHO, Ca CPABHHUMH C TC3H NPH
BB3PACTHH CJIE] HHTPABEHO3HH J03H, ChOTBeTHO OT 3 ¥ 4 mg/kg ABa nbTH AHEBHO. [IpeaBHKaaHaTa
TOTAIHA €KCIIO3HIMA NPH Jella, clied NEpopaiHa noAxspxKana 5o3a ot 9 mg/kg (MakCHMyM J0

350 mg) xBa MbTH THEBHO € OMJIa CpPAaBHMMA C Ta3W NPH BE3PacTHH, CHeA nepopaina ao3a ot 200 mg
7IBa METH JHeBHO. MHTPaBeHO3Ha 103a oT 8 mg/kg 1ie OCHTYpH €KCIIO3HLIHNA Ha BOPHKOHA3011,
mpHOMH3HTENHO JBa ITbTH NO-BHCOKA OT Ta3H MPH nepopainHa no3a ot 9 mg/ke.

[To-BHCOKHTE HHTPABCHO3HH NMOAAbPXKALM AO3H NPH NEIHATPHYHH NALMCHTH B CPaBHEHHE C
Bb3PAaCTHHTE OTPA3fABaT N0-BUCOKHMA SITHMHHALIMOHEH KallalATET NPH NeAHaTPpHIHUTE AlIHEHTH, B
pe3yITaT Ha MO-roIAMOTO ChOTHOILNEHHE Ha Macara Ha yepHMA 1pob keM Tenecha maca. [lepopanHara
OHoHamM4HOCT MOXe, 0bade, na Opae orparWueHa NMpu Aeua ¢ ManadbcopOuMa U ¢ MHOTO HHCKO TErAo
3a TAXHATA BB3pacT. B TakLe caydail ¢¢ npenopbuBa HHTPABEHO3HO NPIIOKEHHE HA BOPHKOHA3011.

ExcrnosHuuuTe Ha BOPHKOHA30J NPH OONIIMHCTBOTO OT NALMEHTHTE B IOHOMIESCKA Bb3pacT ¢a Ounu
CPABHHMH C T€3H MPH BB3PACTHH, NIOTYYaBaUIH CHIUMTE JOIHPOBKH. BBIIPEKH TOBA, NPH HAKOH MIIA/TH
FOHOLLIM, C TEITIO MIO-HHCKO OT TOBA MPH BL3PaCTHH, ¢e Habmonaea no-Majka ekcrno3nuus. BeamoxHo e
MeTaOONIH3HPaHeTO Ha BOPMKOHA30J ITPH TE3H HHAMBHIM Ja € O-CXOAHO A0 TOBA NMpPH JA€lla, OTKOIKOTO
[TPH FOHOIIH/BH3pacTHH. BL3 0CHOBa Ha ONYAAUHOHHMA (PAPMAKOKHHETHYEH aHAIH3 IOHOLIKTE Ha
BB3pacT oT 12 a0 14 rogunu, ¢ Terno nog 50 kg tpA6sa na nomyyasar AO3HPOBKH 32 Jelia (BXK. TOYKA
4.2).

bvbpeuna nedocmamwvurnocm
[Tpy naumeHTH ¢ HOpMaTHA ObOpedHa PyHKUMA GapMaKOKHHETHYHHAT MPOQHA HA XHIPOKCHITPOIIHIL
Oetanekc, ChCTABKA Ha KHTPaBeHO3HaTa PopMa Ha BOPHKOHA30J1, MMa KPaThK MOIYXHBOT OT 1 1o

2 yaca H He TI0Ka3Ba HATPYNBaHE clel NOCACAOBAaTENHM AHEBHH N03H. IIpn 3apaByu HRIHE -
NalMeHTH C JIEKa 10 TexkKa ObOpeyHa HeloCTaThYHOCT NO-rossMaTa yacT (> 85 %) OT SO
XuapokcHnponun feraaekc ce enMMMHHEpa B ypHHaTa. [Ipy nHua ¢ neko, yMepeHo /-( J
YBpPEXKIAAHE, CTOHHOCTUTE Ha NOMYKHBOTA Ca YBEIHYEHU CNPAMO HOPMATHHUTE CTO

MPHONM3HTEIHO ABa, YeTHPH H wecT NbTH. [IpH Te3n MauMeEHTH NOCNEI0BATENH
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Yepnodpobro yepesxcoare

Cnea eapauyHa nepopaiHa no3a (200 mg) AUCe 6una ¢ 233 % no-sucoka npu auna ¢ 1eka ao
ymepeHa gepHofpobHa uuposa (Child-Pugh A n B) B cpasHenue ¢ aHlla ¢ HopmanHa yepHonpobHa
¢yuxums. CEBP3BAHETO Ha BOPHKOHA307 C MPOTEHHUTE HE € OHITIO 3acerHaro OT yBpeAeHaTa

YepHOAPOOHA PYHKIMS.

B npoyuBaHe ¢ MHOTOKPAaTHO NepopatHo MpuiokeHHe cToifHocTHTe Ha AUC, ca O1iM CXOiHH TIpH
JHila ¢ ymMepeHa gepHoapobHa wupo3a (Child-Pugh B), momyuasaium noqaepxama no3a 100 mg asa
IbTH JHEBHO H JIMIA ¢ HOPMAITHA YepHoApoOHa PyHkuus, nonyyasaiud 200 mg a8a MbTH JHEBHO.
JInncear GhapMAKOKHHETHYHH JAHHH MPH MALMEHTH C TeXKa YyepHoapoOHa wupo3a (Child-Pugh C) (sx.
TOYKK 4.2 1 4.4).

5.3 IpeakauHAYHH 1annnA 3a GezonacHocr

[IpoyuBaHua BbPXY TOKCHYHOCTTA IIPH MHOTOKPATHO NMPHIOKEHHE HA BOPHKOHA30JT [IOKA3BAT, Ye
yepHHUAT Apob e mpuneaHUAT opras. [TonobHO Ha APYTH AHTHMHKOTHYHH CPEACTBA XEMATOTOKCHYHOCT
e HabnronaBaHa NpH IUTa3MEHH €KCITO3HIHH, CXONHHU € TE3H, MNOJIYYEHH B TEPANCBTHYHY J03H NPH
yoBeKa. IIpH IWIBX0BEe, MUIUKH H Ky4eTa BOPHKOHA3071 € IPHYHHIWI H MWHUMAJIHH ITPOMEHH B
HanOeOpeanuTe *e3n. KoHBeHIMoHATHHTE PapMaKOKMHETHYHH NPOyYBaHHA 3a O€30MaCcHOCT,
reHOTOKCHYHOCT WM KaplLHHOTeHEH MOTEHLIKAT HE TI0Ka3BaT 0cobeH PHCK 3a XOpa.

PenmpoXyKTHBHH ITPOYYBAHUA NMOKA3BAT, 4€ BOPUKOHA30I € TEPATONeHEH IIPH IUTBXOBE H
eMOPHOTOKCHUYEH NPH 3a#LIM NPH CHCTEMHH €KCMO3KHLHH, PABHH HA TE3H, NOIYYEHH IPH X0pa B
TepaneBTHYHH J03H. B nmpoydBaHe Ha npe- H MOCTHATAIHOTO PA3BHTHE NPH IUTHXOBE MPH CKCIIO3HIHH,
No-HHCKH OT TE3H, NOJYUYEHH [TPH XOpa B TEPaneBTUYMHY J03H, BOPHKOHA30JI € YBEJIHYHJI
NPOTBLIDKHTEHOCTTa Ha NeCTAlMATa H POAOBaTa JCHHOCT H € NMPEN3BHKAN JHCTOKHA ¢ MTOC/IEABAIA
MaifYMHA CMBPTHOCT H TNIOHM)XEHa NIEPHHATANIHA TPSXKHBAEMOCT Ha HoBopoaceHHTe. EdexTure BopXY
nepHOAa Ha paXAaHe Ca BEpOSTHO MEAMHMPAHH OT BHIOBO-CIELIHPHYHH MEXaHH3MH, BKIIOUHUTEIHO
MOHHXKEHHE Ha eCTPAJHOMOBHTE HHBA H ChOTBETCTBAT HA TE3H, HAONIONABaAHH NPH APYTH a30J10BH
AHTHMHUKOTHYHH cpencTBa. IIpHinaraHeTo Ha BOPHKOHA30M1 HE € A0BEJIO 10 yBpPEXAaHe Ha (PepTHINTETA
[PH MBXKH H XKEHCKH ILUTXOBE MPH €KCNO3HINH, TOJO0HH Ha TE3H, MOTYYECHH NIPH XOpa NpH
TepaneBTHIHH JO3H.

6. PAPMAINEBTHYHH JAHHH

6.1 Cnacnhk HA NOMOIUIHHATE BEIIeCTRA

Xuapoxcunponun deraaeke

Harpuer xinopua
XnopoBoAopoOaHa KHCEIHHA, KOHUEHTpUPaHa (3a xopekuys Ha pH)

6.2 HecbBMECTEMOCTH
BopHkoHa301 XaMeNH He TpabBa Ja ce nmpunara B €Ha H Chla HHQY3HOHHA CHCTEMA HIIH KaHIONa

eIHOBPEMEHHO ¢ APYTH MHTPAaBEHO3HHM NMpOayKTH. CaksT Tpa0OBa jaa Obae npoBepeH, 3a 1a € CUTYPHO,
ye HHPY3UATa ¢ NpUKIIouKIa. Crell NPUKIIOYBAHE Ha HHOYy3HATa BOPHKOHA30N XaMENIH CHCTEMATA

MOKe Ja Oblle N3n0N3BaHa 3a NMPHWIOKEHHETO HA APYTH HHTPABEHO3HH MTPOAYKTH.

KpbBHH NPOAYKTH H KPATKOTPaiHA HHY3HA HA KOHLICHTPHPAHH €IEKTPOJIWTHH PA3TBOPH.

OTAC/IHH NTHHHA.

006110 napeHTepaTHO XpaHEHE:
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O61wo naperTtepanto xpaneHe (OI1X) #e Tpabra na ce npeKbCBa, KOraTo ce npunara ¢ BopukoHason
XaMmenH, Ho TpA0Ba /1a ce TIpHIara npe3 oTAenHa cucTeMa. AKO ce NpHara “HQYy3HATa 1pes
MHOTOKpaTeH-IymMeH KateTsp, OIIX Tpabsa aa ce mpuiara Karo ce H3No/I3Ba pasjivded KaHal OT TO3H,
H3NoM3BaH 3a BoprkoHason xamenH. BopukoHa3on xamenH He TpsibBa 1a ce pastBapa ¢ 4,2 %
HH(Y3HOHEH pa3TBOp Ha HarpueB OMKkapOoHaT. CHEBMECTHMOCTTA C JPYTH HETOBH KOHIICHTPALIHH €

HECH3IBCCTHA.

To3u nekapcTBEH NPOAYKT He TpsbBa ga Oblc CMECBaH ¢ APYTH NEKAapPCTBEHH NPOAYKTH, OCBEH
crroMeHaTuTe B ToUKa 6.6.

6.3 Cpok Ha roaHocT

HeorropeH duiakoH: 3 roxuHy

Pa3TBOpEeH U paspeneH NPOoAYKT :

Jloka3zaHa e XaMHYecKa ¥ ¢pusHuecKka cTabHIHOCT Mo BpeMe Ha ynorpeda 3a 72 yaca nipu 25 °C v npH
2°C-8°C.

OT MUKpOGHONOTHYHA ITIEAHA TOUKA BEIHBK IPHIOTBEH, MPOAYKTLT TpsOBa Aa Obae H3non3saH
BegHara. AKO He € M3MOJ38a BEHAra, OTTOBOPHOCT 32 CPOKa H YCJIOBHATA Ha ChbXpaHEHHE HA
[PUTOTBEHHA Pa3TBOP NMpeaH ynorpeba HOCH IIPHAATAIMAT JIEKapCTBOTO, @ HOPMAIHO CPOKBT HE
TpsGBa na 6pae No-ILABI OT 24 Yaca NpH YCIOBHE, Y€ TEMIEPATypaTa Ha ChXpaHeHHe € ot 2 °C no

8 °C (B XJaZWIHHK) OCBEH aKO MPHIOTBAHETO Ha pa3TBOpa € OHI0 HanpaBeHO B KOHTPOJIHPAHH U
BaTHIHH aCENTHUYHH YCJIOBHSA.

Benunxk pasTaopeH BopakoHason xaMenH Tpa0Ba Aa ce pa3pefy CbC CEBMECTHM HH(Y3HMOHEH PasTBOP
NpeiH MPHIOKEHH.

6.4 CnenHanHH YC/10BHS HA ChIPAHEHHE

To3u neKkapcTBEeH MPOAYKT HE H3HCKBA CMCIHAIHY TEMITEPATYPHH YCIIOBHA Ha ChXpaHCHHE.

3a ycnoBua Ha ChXpaHEHHE CJIell PEKOHCTHTYHPAHE Ha IEKAPCTBEHUA NPOLYKT BHIKTE TOUKA 6.3.
6.5 Buja 4 chAbpiKaHHe HA ONAKOBKATA

Bcska xapTroHeHa KyTUA cbabpka | ¢uiakon.
25 ml npo3paueH (IIAKOH OT CTHKJIO THII | Che CHBA, XJIOpoOyTHIOBA ryMeHa 3anmymanka THi [ 1
AJTYMHHHEBA Kanayka ¢ IaCTMACOBO YEPBEHO OTUYNBALLIO C€ YILThbTHEHHE.

6.6 CnenHa/JIHH NPeANAa3HA MEPKH NPH H3XBBpJsHE M paboTa

Her3non3paHHUAT IeKapCTBEH MPOAYKT HAH OTNIAABYHHTE MATEPHANIH OT HETo TpadBa Aa ce U3XBBPIAT
B CHOTBETCTBHE C MECTHUTE H3HCKBAHHA.

[TpaxsT ce pasTBapd i ¢ 19 ml Boxga 3a maxekuuy, Wik ¢ 19 ml 9 mg/ml (0,9 %) Hatpues xnopua
uH(y3HOHEH pa3TBOp, 3a Aa ce nonydar 20 ml rogeH 3a usternaHe OUCTbP KOHUEHTPAT, ChAbPXKALL|
10 mg/ml Bopuxonason. U3xpbpnere ¢pnakoHa ¢ BOpHKOHA30/ XaMelH, ako BAKYYMBT HE H3TEITIA
pa3TBopHTENA BbB duiakoHa. [Tpenopbysa ce H3INON3BaHETO Ha CTaHAapTHA 20-MHUIHIHTPOBA
(HeaBTOMATHYHA) CIPHHUOBKA, KOETO J1a OCHIYPH H3pa3XxOABaHETO HAa TOYHOTO KOMHYECTBO (19 ml)
BOJIa 3a HHXeKuHu wiK (9 mg/ml [0,9 %]) narpues xnopua HHPYy3HOHEH pa3TBop. To3u PTY
IPOXYKT € CaMo 33 €XHOKpaTHa ynoTpela H BCAKO HEH3MOJI3BAHO KOJHYECTBO Pa3TBoOp
H3XBBLpieHO. Tpabra aa Obaar ynorpe®aBaHn camo GHCTpH pa3TBOPH Oe3 YacTHLH.

3a na Obae NpUIoXKEH, HeoOxoruMHA 00EM ITPUIrOTBEH KOHLIEHTPHPaH pasTBOp ce Agpaks
NpenopbYBAHHA CHBMECTHM HHGY3HOHEH pa3TBOp (yTOUHEH B TabnuuaTa no-1o0mny),
OKOHYATETHHAT Pa3TBOP Ha BOPHKOHa30, chabpkans 0,5 — 5,0 mg/ml.
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[IpHUroTBEHHUAT pa3TBOP MOXeE Aa Oble paspenceH C:

Harpues xnopua 9 mg/ml (0,9%) HHKeKIIMOHEH pasTBOp
CMeceH pa3TBOp Ha HATPHEB JIaKTAT MHTPABEHO3€EH pa3TBOp
5% rmoko3a H PHHrep-1aKTaT HHTPABEHO3EH PasTBOP

5% rmioko3a 1 0,45% narpueB XOpUa HHTPABEHO3EH pa3TBOP
5% TNI0K03a HHTPABCHO3EH Pa3TBOP

5% rmoko3a B 20 mEq kanueB XJIOpHI UHTPABEHO3EH Pa3TBOP
0,45% HarpHeB XJIOPHJ HHTPABEHO3€EH Pa3TBOP

5% rmoxo3a H 0,9% HaTpueB XJIOPH HHDKEKUHOHEH pasTBOP

CHBMECTHMOCTTA H& BOPHKOHA30J1 C IPYTH Pa3peauTeH, OCBEH ONHCAHUTE NO-TOPE WM B To4Ka 6.2,
HE € H3BECTHA.

Ha xpas Ha JHCTOBKATa 3a MALMEHTA € NPeIoCTaBEHa JOIThIHUTE/IHA HH(pOpMaLMs 33 MEAHLHHCKHTE
WIH 3APAaBHHTE CIICLIMATHCTH.

Heobxoauma xoandecTsa 10 mg/ml BopHKoHa30/1 xaMeIH KOHUEHTPAT

Tenecno | KonnvecrBa Bopuxonason xamMeaH kOHUEHTPAT (10 mg/ml), neobxoaumMu npHu:

TEI10 Ho3a 3 mg/kg | lo3a 4 mg/kg | Joza 6 mg/kg | doza 8 mg/kg | Josa 9 mg/kg

(kg) (6poii (Gpoii (Gpoi (6poi (6poit
duiaKonn) PprakoHH ¢1aKOHH) Juiaxonn) JuIaKOHB)

10 - 4,0 ml (1) - 8,0 ml (1) 9.0ml (1)

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

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

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

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

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

40 12,0 ml (1) 16,0 mi (1) 24,0 ml (2) 32,0 ml (2) 36,0 ml (2)

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

50 15,0 ml (1) 20,0 mi (1) 30,0 ml (2) 40,0 ml (2) 45,0 ml (3)

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

60 18,0 ml (1) 24,0 ml (2) 36,0 ml (2) 48,0 ml (3) 54,0 ml (3)

65 19,5 ml (1) 26,0 ml (2) 39,0 ml (2) 52,0 ml (3) 58,5 ml (3)

70 21,0 ml (2) 28,0 ml (2) 42,0 ml (3) - -

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

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

85 25,5 ml (2) 34,0 ml (2) 51,0 ml (3) - -

90 27,0ml (2) 36,0 ml (2) 54,0 ml (3) - -

95 28,5 ml (2) 38,0 ml (2) 57,0 ml (3) - -

100 30,0 mi(2) 40,0 ml (2) 60,0 ml (3) - -

7. NPUTEXATEJ HA PASPEHIEHHETO 3A YITIOTPEBA

xaMend pharma gmbh
Inseltrafie 1
31787 XamMmenH

[epmanus
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8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEDBA
Per Ne 20240054

9, TATA HA IBPBO PA3ZPEHIABAHE/TIOJHOBABAHE HA PA3PEIHIEHHETO 3A
YIIOTPEBA

Jlata Ha mepBO paspemaBane: 05.03.2024
Jlata Ha mOCIeaHO NOAHOBSABAHE:!

10. HATA HA AKTYAJTH3HPAHE BA TEKCTA

08/2025
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