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1. UME HA JIEKAPCTBEHUS ITPOAYKT THiKE Ha 1
- /j\j 2
Bopudynran 200 mg npax 3a HHQY3HOHEH pasTBOP - - /u ' 72} /
Vorifungal 200 mg powder for solution for infusion e
S E952y 190 s

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bceku ¢nakoH cbabpxa 200 mg Bopukonason (voriconazole).

Cnepn pastBapsHe (061 o6em 20 ml): Bceku ml cvabpxka 10 mg BopukoHasos1. Beaubx pasTBopeH,
npeay MPUIoKEHHE, 33 Ib/DKHTEIHO CE pa3spexaa AOIMbIHHTE/IHO.

[IoMOILIIHM BeLECTBA C U3BECTHO JAEHUCTBHUE:
Bceku dbnakoH cbabpxka 88.74 mg HaTpUid.

Bceku dnakoH cbabpxka 2 400 mg UMKIOAEKCTPHUH.

3a MbJIHUSA CIIMCHK HA MOMOLLHUTE BELLECTBA BX. TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a HHY3HOHEH pa3TBOP.
bsan 1o noyru 651 NMOGUIU3UMPaH Mpax.

pH: 5,4-7,0.
Ocmonanurer: 530 mOsm/Kg £+ 10%.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHA

BopukoHa30:1 € lIMPOKOCNEKTbPEH TPHA30JI0B AHTUMHKOTHYEH areHT M € N0Ka3aH NpH Bb3PacTHH K
aeua Haa 2 roaMHHU 3a:

& JleyeHue HA UHBAa3MBHA acNEepPruio3a,;

e JleyeHHe HA KAHAUAEMHUA NPHU NMALUEHTH 0€3 HeYTPOIIEHHUS;

° JleueHue Ha IyKOHA30/1-pe3UCTEHTHU CepUO3HU UHBa3uBHU Candida nHdexuuu
(BxinroumTenHo C. krusei),

® JleyueHue Ha cepHO3HHU rbOUYHU HH(EKLMH, TPUUUHEHH OT Scedosporium spp. u Fusarium spp.

BopudyHran Tpabea na Obae npunaraH rjiaBHO MpH MAaUMEHTH C MPOrpeCHPALLH, MOTEHLHAIHO

YKHBOTO3aCcTpallaBalld HHPEKLHH.
[IpodunakTHYHO NMPH UHBA3UBHU I'bOMYHU UH(PEKLMHU NIPH BUCOKOPHMCKOBH PELIMITMEHTH € aJIOr€HHA

TPAaHCIUIAHTALUA Ha XeMonoeTu4yHHU cTBojioBH KieTku (TXCK).

4.2 Jlo3upoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

ENeKTpONUTHY HApYILEHHUS KATO XUIOKAIMEMHUSA, XHIIOMArHE3HEMHS M XMITOKAILIMEMHS Tpﬂﬁpg,na
6bAaT NPOC/IEASBAHM U NPU HYX/1a KOPUIHPaHHM MPE/IM 3aII04YBaHe H N0 BpeMe Ha nequH% P
BOPHKOHA3011 (BX. Touka 4.4). _-‘5;-. N

[Ipenopbusa ce Bopudynran na ce npunara npu MakCUMaiHa CKOPOCT Ha HH(Y3HUATA i mg/kg Ha qac' |

3a |1 10 3 yaca. \\ | %
BopukoHazon ce npeiara U kato ¢puamupanu tabaerkd ot 50 mg v 200 mg u 40 mg/rﬂl\npax 3a



epopajiHa CyCNeH3M.

JleyeHpe

Bw3pacmnuu

Jleyenuero TpabBa ga 6bae 3aN04HATO € ONpPEACICHATA HATOBApBalla 1033 HHTPABEHO3EH WK
NepopaneH BOPHKOHA30J, HEJIA[a JOCTUraHe Npe3 MbpBUA ACH HA TUIA3MEHU KOHLIEHTpauuu, OJIU3Ku

no craumonapHure. [Tpeapua BucokaTa OHOHATHYHOCT NpM nepopaneH npueM (96%; px. Touka 5.2), B

Cﬂy‘iﬂﬁ ye € KIMHHUYHO OIIpaBAaHa, € YMCCTHO NIPpCMUHABAHEC OT HHTPABECHO3HO KbM NIEPOPAIIHO

NPUNOKEHHE.

B caenpamara Tabadua e npeacrapeHa Aerainsa HHQOpMaLMA 33 NPenopbYUMTENHHUTE O3H:

Harpaseno3do Ilepopanno npaiokense
NpHICKCHRC [TanpesHTy ¢ TenecHo IlaumMenTH ¢ TENneCHO
Terno 40 kg nnu nopeye™® terno noxa 40 kg*
Harosapsama 6 mg/kg HaBcekn | 400 mg Ha Bceku 12 vaca 200 mg Ha BCEKH
cxeMa HA 12 yaca 12 yaca
mpHIarage
 (nbpBHTE 24 9aca)

IHoaaspxkama 103a 4 mg/kg npampt | 200 mg nABa IBTH AHEBHO 100 mg npa nbTH
(cnen nbpBHATE IHEBHO OHEBHO
24 qaca)

* OtHaca ce ChILO 33 NAUMEHTH Ha BB3PACT 15 ¥ noBeye roauHH.

IIpodwadicumennocm Ha 1eyenuemo
[Ipoap/DKMTENHOCTTA Ha JIeYeHUeTO TpaOea Aa ObIe BE3MOXHO Hal-KpaTKa B 3aBHCHMOCT OT

KJIMHUYHUA U MHKOJOrHMHMA OTTOBOP HA NauueHTa. [IpoabmkuTenHaTa eKCrno3yiMs Ha BOPHKOHA3OJ
¢ spemerpaene Hag 180 gum (6 mecenia) U3MCKBa BHHMATENHA OLICHKA HA ChOTHOWIEHHETO NON3a/PUCK

(BaK. TOuKHK 4.4 u 5.1).

Adanmupane na 0ozama (ev3pacmuiu)}

[Ipu HecmocobHOCT Ha ManueHTa 1a oHece HHTPABEHO3HO JeyeHue ¢ 4 mg/kg nBa MbTH AHEBHO
Jo3ara ¢e HaManaBa Ha 3 mg/kg nBa METH AHEBHO.

AKO OTFOBOPEBT Ha NAlHEHTa KbM JIEHEHHETO € HE3aJOBOJIMTENCH, NOAAbPKALIATA 033 MOXKE 1a Obae
nosHireHa Ha 300 mg aBa MeTH AHEBHO, NPKIOcKEHa nepopaiHo. 3a nauneHTH noa 40 kg nepopanHara

no3a Moke aa 0bae nopumena a0 150 mg ABa IbTH THEBHO.

[Ipu HecnmocoOHOCT HA NALMEHTUTE Aa NOHECAT JICYSHHE [TPH Te3H NO-BUCOKH 03U NepopasiHaTa 1034
ce HaMalaBa Ha cThIKH OoT 50 mg 10 noaabpxkaiia no3a 200 mg asa mbTy AHeBHO (100 mg apa 0BT
OHEBHO 33 nandeHTH noj 40 kg).

B ciyuaii Ha npodunakriHa ynotpeda, BHKTE 3a cripaBKa M0-A0Jy.

IHeya (2 00 <12 200unu) u ronowtu ¢ Hucko meaecrio mezno (12 0o 14 2o0unu u <350 kg)
BopukoHason TpabBa na 6w A034paH KaTo fIpH AeUa, ThH KaTO TE3H IOHOLIH MOFaT Aa
MeTaOOTM3HPAT BOPHKOHA30 M0 HAUMH [M0-0/IH3BK A0 A€LA, OTKOJAKOTO A0 Bh3PACTHH.

[TpenopBUHTEIHUAT PEXHM HA JOSHPAHE € CIICAHMA:

HRTpaBeHO3HO NPHIOKCHHE

HarosapBama cxeMa Ha

NpHJIArane

npe3 nupBaTe 24 9aca)

9 mg/Kg Ha BcekH 12 yaca

Hepopanno npragKenHs

He ce npenopbusg/




INopabpxama ao3a 8 mg/kg ABa IbTH AHEBHO 9 mg/kg nBa IbTH JHEBHO
(ciieq nnpBaTE 24 1aca) (MaxkcuManHa go3a ot 350 mg
NBa IMTH JHEBHO)

3abenexka: Bb3 ocHOBa Ha nomyjalHOHEH ¢GapMaKOKHHETHYEH aHanu3 npu 112
UMYHOKOMNPOMETHPAHH NEAHATPUYHM NALMEHTH Ha BBL3pacT oT 2 10 <12 roauHu 4 26
HMYHOKOMIIPOMETHPAHH OHOIUX HA Bb3PAcT OT 12 10 <17 roauHHu.

IIpenopbYMTENHO € TEpANHUATa Ja 3all0YHE ¢ HHTPABEHO3HO NMPHIOKEHHUE, a NEPOPAIHOTO
NpUIOKeHHE TpAOBa Na ce OOMHUCIH caMo ClieAl 3HaYMMO KITHHHYHO noxobpenue. Tpabsa na ce uma
npeABH], M€ HHTPaBeHO3HA 4033 oT § mg/Kg iie OCHIypH €KCHO3HLMA HA BOPHKOHA30
npuOAM3UTENHO 2 MbTH [I0-BHCOKA OT nepopaiiHa ao3a ot 9 mg/kg.

ITpu 1onowu om (12 9o 14 200unu u > 50 kg; 15 0o 17 200unu be3 oz2ned na menecuomo mezno)
Bopukonazon Tpadea na Obae 1o3upaH KaTo MpH BE3PACTHH.

Adanmupane na 0ozama (Oeya [2 0o <12 200unul u ronowu ¢ Hucko menecro mezino (12 0o 14
2oouru u <30 kgj)

AKO OTTOBOPBT Ha NALIMEHTA KbM JIEYCHHETO € HE3aA0BOJIMTE/IEH, MHTPaBeHO3HATa A03a MOXKE 5ia
Oblie NOBHINEHA CBC CTHIKHM OT | mg/kg. AKO NALMEHTHT HE MOXKE Aa [TOHECE JIEYEHHETO,
pedyLHpaiTe MHTPaBEHO3HATa A03a ¢bC CTHIKM OT 1 mg/kg.

Yoorpebara npH negHaTpH4HH MaLMEHTH HA Bb3pacT OT 2 10 <12 roauuu ¢ yepHOApoOHA HAK
0bp0peyHa HEAOCTATHYHOCT HE € Ipoy4eHa (BX. ToukH 4.8 u 5.2).

[IpodurakTHKa NPy BE3PACTHU 4 AcLa

[TpodunakTukara Tpadea aa 3anouyHe B A€HA Ha TPAHCIUIAHTALUATA ¥ MOXE Ja ce npHiaara go 100
auy. JIpodunaxkrukara TpabBa Ja € Bb3MOXXHO Hal-KpaTka, B 3aBHCHMOCT OT PHCKa 3a pa3BHTHE Ha
MHBa3uBHAa reOMuHa uHpekuua (UI'H), onpenened ot HeyTponeHHATa WK UMyHOcynpecusra. B

ClTy4aHd Ha MpOABb/DKABAILA HMYHOCYITPECHA WIH peakiisi H4 TPAHCIUIAHTATa CPElly PeLHIIHEHTA
(PTcP), T4 Moxe 1a 6bae npoawmxeda a0 180 aHu caea TpaHciaHTaumaTa (BxK. To4ka 5.1).

o3upoeka
ITpenoppurTenHara cxeMa Ha nNpwiaraie Npy NpoPUIAKTHKAE € ChILATA KATO NPH JICYEHUE B

CBLOTBETCTBHE C BB3PACTOBUTE IpynH (BX. TaOMULMTE 3a JIEUEHHE NO-rope).

IIpodvaxcumennocm na npodpunaxmuxama
be3zonacHOCTTAa M eUKACHOCTTA HA MIPUWIOKECHUETO HA BOPHKOHA30/1 B NPOAB/KCHHE Ha MOBEYE OT
180 aHH He ¢ aAeKBATHO NPOY4YCHA B YC/IOBHATA Ha KIIMHHYHY H3MTHTBaHMA.

Ynorpebara HA BOPUKOHA30, 33 MPO(UIaKTHKA B poALDKeHHE Ha nosede o1 180 aum (6 meceua)
H3UCKBa BHHMATEJIHA OLIEHKA HAa ChOTHOLIEHHMETO NOoA3a/pHCK (BXK. TOUkH 4.4 1 5.1).

CneaHHTE MHCTPYKUHM BAXKAT KAKTO 34 JICUEHHE, TAKA H 33 MPodHNaKkTHKA

Aoanmupane na oozama

[Ipu npodpunakrHyHa ynorpeda He ce NpenopryBa aAanTHpaHe Ha 103aTa B Ciay4al Ha Junca Ha
eDHKACHOCT WIK HA CBbP3aHH C JICYEHHUETO HEeXeIaHH chOuTHA. B cnyyali Ha CBBp3aHU € IEMEHHETO
HexenaHd csOuTHA TpaAbBa fa ce oOMUCIN cnupaHe HA BOPUKOHA30/a U ynoTpeba Ha anTepHaTUBHH
NpoTHBOrbOMUHM cpeacTra (BXK. TOUKH 4.4 1 4.8).

Adoanmupane na 0o3ama 6 CryNait Ha CbEMECMHKO NPURONCEHUE
Pudgabyrun u peHuronmH Moxke aa ObJar NPUIOKERH EAHOBPEMEHHO ¢ BOPHKOHA30J1, aK
NOJIBPAKAINATA 4034 BOPUKOHA30M Ce YBENUMH A0 5 mg/Kg MHTPaBEeHO3HO ABA TBTH IH
TOUYKH 4.4 1 4.3). \
\
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EdaBupeHil MOXe aa Ce€ MpHIara €IHOBPEMEHHO ¢ BOPUKOHA30J1, a0 MOAXbPKALLATA JO3AHA
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BOpUKOHAa30 ce nosuiuM 10 400 mg Ha Bcekm 12 waca, a no3ara Ha edasypeHi] ce HamManu ¢ 50%, T.e.
10 300 mg BeaHbXK AHEBHO. KOoraro ce crnpe ne4eHUETO ¢ BOPHKOHA30I, ITbPBOHAYAIHATA JO3HPOBKA
Ha eaBHpeHN TP10Ba 1a ce BE3CTAaHOBH (BXK. TOUYKH 4.4 U 4.5).

Cmapuecka gv3pacm
[Ipu nauueHTH B CTap4ecKa Bb3pacT HE € HEOOXOAUMO aRalTHPaHe Ha 403aTa (BX. To4ka J.2).

bvbpevno yspescoane

[Ipu nauyeHTH ¢ ymepeHa no Texka 6nopeuHa gucpyHkuus (kpeaTHHHHOB KIHpBHC < 50 ml/min)
HACTBIIBA HATPYNBAHE HA HHTPABCHO3HUA XHAPOKCUNponwi-f-unioaekcTpyH. [Ipu Te3n nauneHTn
TpaOBa aa ObAc NMPWIOKEH NepopaneH BOPUKOHA30J, OCBEH aKO OLIEHKATa HA CHOTHOLIEHHETO
pHCK/TION3a HE onpaBasa ynoTpebara Ha UHTpaBeHO3€eH BopHKoHa30/1. [Ipy Te3u nauueHTH
CEPYMHHMTE KpEaTHHHHOBH HMBA Tpsa0Ba na ObaT rpocieasBaHy 4€CTo, & NPH NOKA4YBAHETO HM
TpaAbBa 1a ce obchaAM NpeMUHAaBaHE KbM JICYEHHE C NIEPOpaeH BOPMKOHA30 (BXK. TOYKa 5.2).

BopukOHa30]1 c€ XeMOAHANIH3UPA ¢ KIMpBHC OT 121 ml/min — yeTHpHuacoOBUAT XeMOAHANU3EH CEaHC
HE OTCTPaHABA AOCTATHYHO KOIHYECTBO BOPHKOHA30JL, 34 JIa C€ Hajara ajanTHpaHe Ha 103ara.

KIMpBHCHT Ha MHTPABEHO3HUS HOCHTEN XUAPOKCHIIPOMLI-f-HIMKIOAEKCTPUH [IPH XEMOIHUANH3A €
37,524 ml/min.

Yeprnodpobno yepeoicoane

[lpr naumMeHTH ¢ leKa Ao ymepeHa yepHoapobna unposa (Child-Pugh A u B), monyyasauu
BOPHMKOHA30J1, Ce Npenopbusa ynotpedara Ha CTaHAAPTHATA HATOBApBaIllla 1034, HO NOAAbPKALATA
no3a Tpabsa aa Obae HaManeHa HanoAoBUHA (BXK. TO4YKa 5.2).

BopukoHa30/1 He € U3CeaBad NpU NaLMEeHTH C TeXKa XpoHU4Ha yepHoApoOHa uupo3a (Child-Pugh
O).

CrpluecTByBaT OrpaHM4EHH JaHHH 3a 06€30MaCHOCTTa HA BOPMKOHA3OJ MPY NALMEHTH C OTKIOHEHUS B
yepHOAPoOHHTE QYHKIMOHANIHM fi0Ka3aTenH (acnaprat TpaHcamuyasa [AST], anaHud TpaHcamMMHasa
[ALT], ankanna ¢ocdarasza [ALP] win oOwy 6unupyOun > 5 mbTH Haj ropHaTa rpaHiLa Ha HOpMATa).

BopuKoHa30J1 ce CBBbP3Ba ¢ MOBUUIEHHE HA YEPHOAPOOHHTE PYHKLHOHANHH NI0KA3ATEH K KIHHMYHU
6ene3y Ha YepHOAPOOHO YBpEXAaHE KATO *KBITCHHLA M NPH MALMEHTH ¢ TEKKO YEPHOAPOORO
yBpexaaHe Tpabpa ga 6pae ynotpebapaH caMo axko 1oji3aTa HAABHILABA NOTEHUMAIHUA PUCK.
[MauueHTd ¢ TEKKO YEPHOAPOOHO yBpexaaHe TpaOBa na 6bAaT BHUMATENHO NPOCAEASBAHH 34 IPOABH
Ha JIEKAPCTBEHA TOKCHMHOCT (8. To4Ka 4.8).

Heouampuuna nonynayus
BezonacHOCTTa M €PHKACHOCTTA HA BOPMKOHA30J MPHU ACLIA HA BB3PACT IIOA 2 FOAMHH HE Ca
ycraHoseHd. HanuuHure nodacTosieM AaHHU ca onucaHH B TO4kH 4.8 4 5.1, HO HE MOxe aa Obae

HanpasE€Ha MpenopbwKa 3a JO3HPaHC.

HauuH Ha DprioKEHHE
BopudyHran H3HcKsa pasTBapsHe U paspexaaHe (Bx. Touka 6.6) npean NpuIokKeHHe KaTo
nHTpaBeHo3Ha HHQY3usa. He ce mpunara noa gopmara Ha HonycHa MHIKEKLMS.

4.3 IIpoTEBONOKA3AHHSA

H3bpoeHH B TouKa 6.1.

IToMOLHOTO BELLUECTBO XHAPOKCUIIPONHI-P-UHKIOAESKCTPHH c€ eTMMUHUPA Upe3 rIIoM
¢unTpauna. CneaoBaTenHO BOPHKOHA3O0I 1.V. € [IPOTHBOIOKA3aH NPH NAUHEHTH C YMe
610peuHO yBpexkaaHe (onpeneneHo KaTo KpeaTHHHHOB KIHPBHC noA 50 ml/min) (BX.
TOYKa 5.2).




Ensospemenno npunoxeHue ¢ CYP3A4 cyGcrpatn Ha TepdeHaguH, aCTEMU30I, LUM3ANPHA, THMO3UA,
XHHHIMH WIH KBaOpaauH, Thit KaTO NMOBHIICHU M1a3MEHH KOHLIEHTPALUHH HA TE3H JIEKAPCTBEHH
NPOAYKTH MOXKE Ja A0BeAaT a0 yawpkaBaHe Ha QTc 1 peaxu cnyvau Ha forsades de pointes (BX.
TOuKa 4.5).

EnnoBpeMeHHO NpuioxeHue ¢ pudamMnuiiiy, kapbamasenus, GpenobapOUTan M XKBIT KAHTAPHOH, THil
KaTO € Bb3MOXHO TE€3H JIEKAPCTBEHM NPOAYKTH A4 MOHKKAT 3HAYHUTEIIHO TUIA3MEHHTE KOHLICHTPALHH
Ha BOPHKOHA301 (BXK. TO4KA 4.5).

EnxospeMeHHO NpWIOXKEHHE HA CTAHIAPTHH A03H BOPHMKOHa301 ¢ 103U edaBupeHl 400 mg BeIHBK
JHEBHO HJIM NO-BHCOKHM € MPOTHUBOMOKA3aHO, 3aoTo ¢aBHPEHL 3HAYUMO NMOHWKABA IUIA3MEHUTE
KOHLEHTPALKHY HA BOPMKOHA30M1 NPU 3APAaBH HHAHBHIM B TE€3W 103H. ChILO TaKa BOPHKOHA3ZOI
3HAYHMMO MOBHILIABA ILU1A3MEHHTE KOHLIEHTPaUUHX Ha edaBupeHL (BXK. To4ka 4.5, 32 n0-HUCKHU AO3M BXK.
TOuKa 4.4).

EnHoBpeMeHHO NPUIOXKeHHE C BUCOKOA030B puTtoHasup (400 mg 1 noBeye ABa IbTH AHEBHO),
3aI0TO APH Ta3H J03a PUTOHABUP MOHHKABA 3HAYHMO IUIA3MCHUTE KOHHEHTPAUMH HA BOPHKOHA30
NpH 3ApaBX UHAUBUAY (BK. TOMKA 4.5, 33 NO-HUCKH AO3M BX. TOUKa 4.4).

EnHOBpEMEHHO MPUIOKEHHUE C EPro-aJIKaIONAH (EproTaMUH, AUXUAPOEProTAMUH ), KOMTO ca
CYP3A4 cyberpaty, Tl KATO NOBUUIEHUTE IUIa3MEHH KOHLICHTPALIMH Ha TE3H JIEKapCTBEHU
NpOAYKTH MOraT Ja ROBEAAT AC €proTH3bM (BXK. TOUKE 4.5).

ERHOBpEMEHHO APUIIOKEHHE ChC CHPOIMMYC, Thil KATO CHIECTBYBA BEPOATHOCT BOPHKOHA30J1 Aa
NOBMILUH 3HAYUMO ILU1a3MEHHTE KOHUCHTPALMH HA CHPONUMYC (BK. TOUKA 4.5).

EnHOBpeMeHHO NMPUIOMKEHHE HAa BOPHKOHA30 ¢ Hanokeeroi, cyocrpar na CYP3A4, Toi kato
NOBULUCHHTE ILTa3MEHN KOHLIEHTPALIMK Ha HAJIOKCEroyl MOraT Ja NpeaM3BHKAT CUMITTOMH Ha
OTHEMAaHe Ha ONMHOUAH (8:K. TOUKA 4.5).

EJHOBpEMEHHO NMPHIOKEHUE HA BOPMKOHA30JI C TONBANTAH, Thif KATO CHIIHWTE HHXUOUTOPH Ha
CYP3 A4, kaTto BOPMKOHA30J1, 3HAUUTENHO NOBHINABAT [LU133MEHHTE KOHLCHTPAaLMH Ha TOJBANTaH
(B¢, TOUKA 4.3).

EnsoBpeMeHHO NpuioXkeHHe Ha BOPHKOHA301 C JIYPA3UIOH, Thif KATO 3HAYHUTE/IHUTE MOBHIICHUS HA
eKCIO3KLIMATA HA TyPa3sHA0H MMAT NOTEHILKMaN 32 CEPHO3HH HEXKENIaHH peakUuuH (BK. TouKa 4.5).

EnHoBpeMEHHO NPHIOKEHHE ¢ BEHETOKJIAKC B HAYANOTO B N0 BpeMe Ha (pa3aTa Ha TUTPUpaHe Ha
7103aTa BEHETOKIAKC, ThH KATO CHIUECTBYBAa BEPOATHOCT BOPHMKOHA30I 12 MOBULLIY 3HAYHUMO
MNa3MEeHUTE KOHLIEHTPaUMH Ha BEHETOKIAKC U 14 NOBHIIIM PUCKA OT pa3BUTHE HA CUHIPOM Ha
TyMOpeH pa3naj (BxX. Touka 4.5).

4.4 CoensajnHE NpeaynpeXKIcHAS H NPERIA3HE MEPKH npH ynorpeda
CBpPBXUYYBCTBUTEIHOCT

[loBHIEHO BHUMAHKE € HEOOXOAUMO fIPH NpeanMcBaHe Ha BopudyHran Ha NauMEHTH Che
CBPBXYYBCTBHTENIHOCT KbM APYTH a30/4 (BXK. CBIUO TO4YKa 4.8).

[IpOABIDKMTENHOCT Ha JICUYECHHE
[Tpoab/DKATENHOCTTA Ha IeMeHHe ¢ HHTpaBeHo3HaTa dopMa He Tpabsa na Obae no-rosama ot 6

Mecela (B, To4Ka 5.3).

-l-ﬂ-_.-

ChbplieYHO-ChAOBH HAPYILECHUA
Bopukonazon ce cCBbp3Ba ¢ yas/pkasaHe Ha QT c-unreppana. MiMa penku ciy4dau Ha /

pointes MpHU NaLMEHTH, NPHEMALIH BOPHKOHA30/1, C PHCKOBH (DAKTOPH, KOUTO MOXKE
TAX, KATO aHAMHE34a 34 KapAMOTOKCHYHA XMMHOTEPAaIMa, KapAHOMHMOIIaTHA, XUIO




BHHUMAHHUE IIPH NNALHEHTH C [IOTCHUOHATHO MNMPpOaApUTMHAYHHY CBECTOAHHA KATO.

. Bponeno win npunoduto yowokasaHe Ha QTc-unrepsana;

. Kapanomuonarus, oco0€HO NpH HAJMYHE HA ChPACHHA HEAOCTATHYHOCT;

. CuHycoBa Opagukapaus;

. CplnecTByBaui CHMITTOMaTH4HH apHTMHH;

. ChITLTCTBALL JIEKAPCTBEH NPOAYKT, 32 KOUTO ce 3Hae, 4e yabkapa QTc-uHreppana.

EneKTpOnHTHH HAPYLUCHHUA KATO XMIOKAIHEMHA, XMITOMArHe3MeMHA U XHIoKanuMeMua Tpabpa
na ObAaT NpocNeasBaHU M MPU HYXKJa KOPUTHPaHH NPEAH 3aN04BaHE U IO BPEME Ha JICUCHHE C
BOpHKOHa30J1 (BX. TouKa 4.2). [Ipu 3apasu 100poBOLM € NPOBEAEHO NPOYYBaHe, U3CIEABALIO
edexra prpxy QTc-HHTEpBANa Ha €AHOKPATHH A03M BOPHKOHA30]1 X0 4 HBTH NO-BHCOKHK OT
obuyaiinaTa AHeBHa n03a. [IpH HHTO €HO OT M3CceABaHUTE JTHLA HE € OWI perucTpupaH
MHTEPBaJl, HAAXBHPIALL NOTEHUHANHO KIMHUYHO 3Ha4umarTa rpaHuua ot S00 msec (Bx. TOUYKA
5.1).

Peakuuu, cBbp3aly ¢ HHGpY3HATA
Ilo BpeMe Ha NpunoxeHHe HA HHTPaBeHO3HaTa PopMa Ha BOPUKOHA30)1 ca Gunu HabnogaBaHu

peakuUMH, CBbP3aHU C HHQY3URTA — IPEeIHMHO 3a4epBABaHe U rageHe. B 3aBHCHMOCT OT TeXeCTTa Ha
CHMIITOMATUKATA TpaORa Aa ce 00ChAU ClIHpaHe Ha JCYEHUETO (BX. ToUKa 4.8).

YepHoapoOHAa TOKCUMHOCT

B kJIMHHMHH DpOYYBAHHA 10 BPEME Ha JICYEHHUE C BOPUKOHA30JM ¢a HabMoaaBaHu Ciiydau Ha CEPHO3HH
4yepHOAPOOHM peakunH (B T.4. KNIHHHYEH XCMATHT, X0JiecTa3a H QyIMHHAHTHA YepHOapobHa
HEOCTATEYHOCT, BKIouuTenHo daranuu). Ordenas3sar ce npuMepH 3a YepHOAPOOHH peakLMM,
HACTBNBAILHY MABHO NPKX NALHEHTH CHC CEPHO3HA NOMIEKAIIM MEAULIMHCKH CHCTOSHMA (IPEAUMHO
3NI0KAYECTBEHH XEMATONOrHYHHA 3aboisasaiu). TpaH3UTOPHU YepHOAPOOHH peakiii, BKIKOYHTENHO
XEMaTHT H XKBJITEHHLA, Ca HACTHITWIH cpel NauMeHTH 6e3 IpyrH HAeHTHDHULUMPAHHU PUCKOBH (hakTOpH.
YepHoapoOHaTa AUCPYHKLHA OOHKHOBEHO € 00paTHMa NpH NPEeKpaTABaHE HA ICYCHHUETO (BXK. TOYKA
4.8).

[TpocnensBane Ha yepHoapoOHara QyHxUHS
[TaneHTHTE, KOUTO MOAY4YaBaT BOPHKOHA30:, TPAOBa 13 ObAAT BHUMATENHO NPOCIEAIBAHH 32

uepHOAPOOHA TOKCHYHOCT. KIIMHHYHOTO noBeaeHne TpadBa na BonoYBa 1adopaTopHa OLEHKA Ha
yepHoapoOHaTa PyHKuua (ocobeHno AST u ALT) npu 3ano4pane Ha JICUEHHETO ¢ BOPHKOHA30)1 U Hall-
MAJIKO BEEHBXK CEAMHYHO Npe3 MbPBHA MECELL OT Nlev4eHHeTO. JleueHuero TpabOBa Aa Obae ¢ Bb3MOXKHO
Haif-KpaTKa NPOAB/IDKUTENHOCT; aKo 00aue Bb3 OCHOBA HA OLIEHKATAa HA CHOTHOILEHUETO MONI3a/PUCK TO
O6pae npoabpkeHo (BXk. Touka 4.2), 4yecToTaTa Ha mpocaeasaBaHe MoxkKe aa Obae HaMaleHa 10 BeAHBbXK
MECEYHO, aKO HAME U3MEHEHMA BbB PYHKUHMOHATHHTE YePpHOAPOOHM nmoKasaresu.

AKO HaCTBIIH H3pPa3cHO MOBHILIABaHE HAa PYHKUMOHANHHUTE Y€pHOAPOOHM noka3arenu, Bopudyaran
TpsaOBa Aa ce Crpe, OCBEH aKO MEAHLIMHCKATA MPELEeHKA Ha ChOTHOMIEHHETO 1M0a3a/PHCK OT JIEYEHHUETO
34 NaLHEeHTa ONpaBAaBa NPOAB/IDKABAHE HA NPWIAFAHETO.

YepHoppobHaTta pyHKIMg TpAOBa Aa ce MPOCNENABa KAKTO NPU AELa, TAKA U NPU Bb3PACTHH.

CepHO3HH AEpMATONOrHYHW HEXKENAHH PEaKIIUH

° DOTOTOKCHYHOCT

OcBeH TOBa BOPUKOHA30J1 ce CBBP3Ba ¢ (POTOTOKCHYHOCT, BKIIOYHMTEITHO PEAKLMH KaTo edenunm,
JICHTHIO, aKTHHHYHA KepaTo3a U ncepaomnopdupud. [Ipenoprusa ce BCHUKH NMALMEHTH, BKIIOYHTENHO
Ieuara, Aa H3bArear u3narase Ha nNpAaKa CiIbHY€Ba CBET/IMHA 110 BpEME HA JIeYEHHE C BOPUKOHA30JI U

Ja B3€MAaT MepKH, KaTO 3aLUTHO OONEKIO H CNBHUE3ALUTHH NPOAYKTH C BUCOK CITBHLIE3 H™

¢aktop (SPF).

. CkBaMo3HOKneThYeH KoxeH kapuuHoM (CKK)
[Ipy nauMeHTH, HAKOU OT KOMTO €a ChOOLIWIM 338 IPEAXOAHH (POTOTOKCHYHH pe
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MYJITHOUCLMILIHHAPHO of6ckxXaane, A2 ce 0OMUCIN NPEKPATABAHE HA NPUEMA HA BOPMKOHA30/1 H
npujlaraHe Ha aTTepHaTHBHY NPOTHBOrEOHYHH CPEACTRA; NALHEHTHT A4 C€ KOHCYJITHpA C
nepmaronor. Ilpu npoak/pkapaHe Ha MpHEMa Ha BOPHKOHA30.1 00aue, CHCTEMHO H pefloBHO TpA0OBa fa
ce M3BBpIIBA NEPMATONOrH4HA OLIEHKA 34 PAHHO OTKPHBAHE H JICUEHUE HA NPEMATTMTHEHH J1€3HH.
[IpHeMBbT Ha BOPHKOHA301 TpAOBa Aa Obe MPEKPATEH, aKo OBJAT YCTAHOBEHH [IPEMANUTHEHY KOXKHH
NEe3HH WM CKBAMO3HOKJIEThYEH KapUUHOM (BXK. J[bIrocpoyHa Tepanys no-aoJay B Ta3sd TOYKaA).

. Texkn KOWHH HEXKECNAHU Peakiny
[Ipu ynoTpebaTta Ha BOpHKOHA301 ce choOIIAaBa 3a TEXKH KOXKHM HexxenaHu peakuud (SCAR), karo

CHHApOM Ha Stevens-Johnson (SJS), TokcuuHa enuaepmanda Hekponu3a (TEN) u nekapcreeHa
peakuus ¢ eosuHopwing u cucreman cumnToMH (DRESS), kouro Moxe aa ca xuBoTO3acTpaluasaiiiy
unu arannu. Ilpu pa3purie Ha o6puB nauueHTsT Tpabsa Aa 6bae BHUMaTENHO HabmonaBaH, a NP
nporpecupane Ha ne3uute BopudyHran tpsadsa aa 6sp1e cnpsH.

C1pOHTHA. CBBP3aHH ¢ HAAOLOpEeUYHHTE KIile3U

[Nonydyenu ca cboOmeHU 3a oOpaTHMu ciyyual Ha HagOBEOpeuHa HENOCTATHYHOCT NPH NALIHEHTH,
MOMy4yaBally a30JI4, BIUIIOMKHTENHO BopHKoHason. Cpoduiasa ce 3a HanObOpeyuHa HeaOCTaTHYHOCT NPH
MaliMEHTH, NOIY4YaBally a30JH cbe WIH He3 chIrbTCTBAIM KOpTUKOCTEpOUAHN. IIpH nauneHTHTe,
ONyYaBauld a3051H 06e3 KOpTUKOCTEpPOHIH, HanOBOpeyHaTa HENOCTATLYHOCT € CBBP3aHa ¢ AUPEKTHO
MHXHOHpPaHe HAa CTEPOMAOreHe3aTa oT a30iH. I1py nauneHTUTe, noMyyaBailld KOPTHKOCTEPOUAH,
cBBp3aHoTO ¢ BopuxoHazon CYP3 A4 unxubupade Ha Texnus MeTabonu3bM, MOXKe Ja J0Bee 10
KOPTHKOCTEPOMACH M3NUIIBK U noTHckaHe Ha Hanbwbpeunara dyHxums (Bxx. Touka 4.5). Cpobluasa
ce cpio 3a cuHapoM Ha Cushing cue unu 6e3 nocneapama HaAOBOPEUYHA HEAOCTATHLYHOCT HIPH
MauMEeHTHTE, [MOTY4aBallH BOPHKOHA30/ ChIIbTCTBAMIO ¢ KOPTHKOCTEPOUIH.

[TanyeHTHTE, NOMYHABAILH ABJITOCPOHHO JIEUCHHE C BODHKOHA30M U KOPTHKOCTEPOHIH (BKIIOYHUTENHO
HHXANAUHOHHH KOPTHKOCTEPOUAH, KATO OYAE€30HUT, M HHTPAHA3AIHM KOPTUKOCTEPORAH), TpAOBa 1a
ObAAT BHHMATENIHO OPOCIeAABaHU 32 AMCPYHKIMA HA HAAOBOpeyHHsA KOPTEKC KAKTO 110 BpEME Ha,
TaKa M MpH NPEeKpaTIBaHe Ha JIeYeHHE C BOPUKOHA30J (Bx. TouKa 4.5). [lanuenrure tpabea na 6naar
MHCTPYKTHPaHH Ja NOThPCAT He3abaBHO MEAHLIMHCKA [TOMOLL, aKO Pa3BHAT [IPH3HALM H CUMITTOMH HA
cuuapom Ha Cushing win Han6b6peuHa HEAOCTATHYHOCT.

ﬂmmcmqﬂa Tepanuni

IMpoas/pkHTENHATA excro3unua (NedeHHe Wik NpoguIaKkTHKa) ¢ BpeMeTpaeHe Haxa 180 quu (6
Mecella) H3MCKBA BHUMATEIHA OLIEHKA HAa CbOTHOLIGHHETO NOM3A/PHCK M N0 Ta3H MPUYHHA JIEKapHTE
Tpa0OBa 1a UMAT NpeaBHA HeOOXONUMOCTTa OT OrPaHMYABAHE EKCIIO3HIIMATA HA BOPHKOHA30JI (BXK.
ToukH 4.2 1 5.1).

HMma cpobieHnd 3a ckBaMo3HOKIeTbYEH KOXEH KapuudoM (CKK) (sxmounrento koxxer CKK in situ
WM Oonect Ha Bowen) BBB Bpb3Ka ¢ ABATOCpO4Ha TEpanus ¢ BOPHKOHA3O0II.

[Ipu nayMeHTH ¢ TPAHCINAHTALMH Ce CHOOLIaBa 338 HEMHPEKIMO3EH MEPHOCTHUT C NOBULLIEHH
cToifHocTH Ha duyopun ¥ ankanHa gocdarasza. AKO npyv NauKenTa ce NOABH KOCTHA OoJKa U ce
YCTAHOBSAT PEHTTEHOJIOrHYHU HAXOAKU, CHOTBETCTBAIUM HA MEPHOCTHT, TpAOBa na ce oOMUCITH
npexparapaHe Ha BopudyHran cien MyITHINCUHRIUIHHAPHO 00CBXKAAHE.

JpUTEIHN HEXETAHM peaKklH
NMa crobimeHMs 32 MPOAbJDKUTEAHH 3PUTENIHKA HEKEIAHH PeaKUHH, BKIIOYHTEIHO 3aMbIIEHO 3peEHHUe,

HEBPHT HA 3PUTEJIHHUA HEPB H ManwiapeH eaeM (Bx. Touka 4.8).

bt0peyuHy HEXENAHH PEaKIIMH R 71 N
ITpu Texko OONHHM NalMEHTH, MPOBEXKAAIIH JIEYEHHE C BOPUKOHA30]1, € HabmrogaBaHa ocTp --“'};“'f

HCAOCTAaTBh4YHOCT. HHHHEHTHTﬁ, JICKYBaHH C BOPHKOHA30/1, OOMKHOBEHO ca JICKYBAHH COHO

x.
L ' o
HEPPOTOKCHYHH JIEKAPCTBEHH MPOAYKTH ¥ MMAT CHITBTCTBALUM ChCTOAHUR, KOMTO MOrar ,ﬁ”{p edat, > ﬂ} L

no noHuxkeHa 6b0peuna QyHkuua (Bx. To4xa 4.8).

[pocnenspane Ha 6u6peunara byHKMA N




[TaumenTure Tpabpa Aa 6bAAT NPOCNEndBaHH 3a pa3BuTHe HAa abHOpMHA OBOpeuna Pyukuus. Topa
33 IB/DKHTEIHO BKIIOYBA N1a00opaTopHa OLEHKA, NO-CIELHATIHO HA CEPYMHHA KpeaTHHHH.

[Mpocneassane GpyHKUMATA HA TAHKPeaca
IMauueHTH, 0COOEHO Ae1ia, ¢ PHCKOBH (PaKTOPH 3a OCThP MAHKPEATUT (Hamp. CKOPOLIHA

XHMHOTEpANHA, TPAHCIUIAHTALUA Ha XEMATONOETHYHH CTBONOBY KneTkd [HSCT]), Tpadea na 6bpar
non HENOCPEACTBEHO HabmoaeHne No BpeMe Ha ieyeHHe ¢ Bopudynran. Moxe na ce obMucau
NpocieAsBaHe Ha CCPYMHATAa aMH1a3a WIH JIMNa3a B Ta3d KIMHUYHA CHTYalMs.

[leauaTpuyHa NOmyJalHs
Be3zonacHoCTTa M €PEKTHBHOCTTA NPH NEAHATPUYHH NALHEHTH Ha Bh3pPacT NOX ABE TOAHHH HE €

ycraHoBeHa (BxX. ToukH 4.8 u 5.1). BopukoHa301 € NOKa3aH 3a NeJUaTpM4YHH NalMeHTH Ha Bb3pacT
ABe rOJAMHH MK NO-rojieMd. B neauarpuuHara nomynauus e HabmoznasaHa 1o-BUCOKA YECTOTA HA
[OBUIIIABAHE HA CTOMHOCTUTE Ha YepHOApoOHMTE eH3UMH (BXK. Touka 4.8). YepHoapobuaTa QyHKuuA
Tpa0Ba Ja ce NpocaeAsBa U NP Jela, 4 Npy Bb3pacTHH. [Iepopannara OuoHANMYHOCT MOXe na Obae
OrpaHH4€Ha MpH NEIHATPHYHH NAUMEHTH Ha BB3PacT oT 2 10 <12 roauHy ¢ Manabcopbuus 1 MHOro
HHMCKO TENECHO TErJIO 3a Bb3pacTra. B 1034 ciayuaili ce npenopbusa HKHTPaBEHO3HO MPHIOKEHHE HA
BOPHKOHA3011.

° CepHO3HM ACPMATONOIMMYMHHY HEKEIAHH pe prmouuTenHo CKK

YecroraTra Ha GOTOTOKCHYHMTE peaKiidH € MO-BUCOKA B NIEJUATPUYHATA nonynaums. Tni kaTo ce
chrobuana 3a esomonni kbM CKK, npu ta3d nonynanys ot nallHeHTH ¢€ H3HCKBAT CTPOTH MEPKH 3a
doTo3zamura. [1pu aeuara, KouTo NOMy4aT GOTOCHCTAPABALIM YBPEKAaHH, HAIPUMEDP OEHKH WIH
edenuay, ce npenopbyupa H3OArBaHe HA U3NATAHETO Ha CIIBHIE M HA0AIOAEHHUE OT JepPMATOIOr, JOPH
H CJIeA NPEKPaTABAHE HA JICYCHHETO.

[Ipo¢gunakTvka

B cayuyali Ha CBBP3aHH C NTEYEHHETO HEXENAHH CHOUTHA (XEMAaTOTOKCHYHOCT, TEXKKH KOXKHH peaKilHH,
smouBaii potorokcHuHocT H CKK, TexKH Wy NPOIBUKUTENHY 3PUTENHH HAPYILCHHS H
nepuoCcTHT), TpsOBa Na ce oOMHUCIH cnMpaHe HA BOPUKOHA30/1 U yIIOoTpeda Ha aNTepHaTHBHU
npOoTUBOrEOUYHM CpeacTBa.

®enuronH (CYP2C9 cyberpar u moied CYP450 unayxrop)

[IpenopbuBa ce BHUMATENHO NPOCHEAIBaHE HA PEHHTOMHOBHUTE HHBA IIPH €IHOBPEMEHHO
pUIOKEHKEe HA PEHUTOHH M BOPUKOHa30J. EqHOBPEMEHHOTO NPHIOXKEHHE HA BOPHKOHA30J H
¢denuTonH TpAOBA 1a ce H3BArBa, OCBEH aKo NON3aTa He HaJBULIABa pUcKa (BX. TO4Ka 4.5).

Edasupenu (CYP450 unnyirop; CYP3A4 uuxuburop U cybcTpar)

Koraro BOpHKOHA30J1 ce mpH/ara eAHOBpeMeHHO ¢ edaBUPEHL, R03aTa HA BOPHKOHA30]1 TpAOBa Ja ce
nosun a0 400 mg Ha Bcekn 12 yaca, a qo3ara Ha edaBupeHn 1psadBa aa ce Hamand 10 300 mg Ha
scexH 24 yaca (Bx. Touku 4.2 , 4.3 1 4.5).

["nacnern6 (CYP3A4 cyGcrpar)

Oyaksa ce eAHOBPEMEHHOTO NMPHWIOKEHHE HA BOPUKOHA30M Ad NOBMLIH [LIA3MEHUTE KOHLIEHTPALUH
Ha riacaerud U 1a yBenu4u pucka ot yabbkaBade Ha QTc¢ (Bx. Touka 4.5). AKo CBITBTCTBALLATA
ynotpe0da He MoXe a ce u3berHe, ce npenoprysa 4ecro npocnenssade Ha EKT'.

HNuxnburopH Ha THpo3uH KiHa3a (CYP3A4 cybctpar)
Ouaksa ce eHOBPEMEHHOTO MPHIOKEHHE HA BOPHKOHA30J1 ¢ HHXHOHTOPH HA THPO3UH KHHA3A,

metabomusapatu ot CYP3A4, na noBmuy nia3MeHUTe KOHLIEHTPAalM4d Ha HHXHMOUTOpa Ha TUPO3HH

NpenopLYBAT HAMANABAHE HA 103aTd HA HHXHOHUTOpAa HA THPO3HH KMHA33a M BHHMATEJIHO K
npocieassane (Bx. Touxa 4.5).

Pudabytun (Momed CYP450 uHAYKTOD) l( S T
[Tpu eqHOBPEMEHHO NpHIoXKeHHe Ha pHGabyTuH ¥ BOPMKOHA30M Ce NPeropbysa BHUMATERHO . " -1 -~ '
npocieqaBaHe Ha ITbJIHATA KPbBHA KAPTHHA M 33 HEXKENAHU 1€KAPCTBEHH pEaKLIMK KbM pmbaﬁ}kmﬂ
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(vanp. yBeut). EfHOBpeMEHHO NpUIOXKEHNE Ha BOPHKOHa301 U pudalyTuH TpsbBa aa ce u3barsa,
OCBE€H aKo {10JI3aTa He HaBHIABa pUCKa (BiK. TOUKA 4.5).

Puronapup (Momen CYP450 unnykrop: CYP3A4 uuxuburop u cyberpar)
EnHoBpeMEHHO NpHIaraHe Ha BOPUKOHA30) U HUCKO0AEe30B puToHaBHp (100 mg nBa nbTH AHEBHO)

TpsOBa 1a ce n30ArBa, OCBEH aKO OLICHKATa HA CHOTHOLICHUETO MOM33/PUCK 34 MALMEHTA HE
onpaszasa ynorpedara Ha BOPHKOHA301 (BXK. TOUKH 4.3 u 4.5).

Eseponumyc(cyberpar Ha CYP3A4,cyGerpar Ha raukonporeus P)

EaHOBpeMEHHOTO NPUIOKEHUEe Ha BOPHKOHA30M C €BEPOIMMYC HE C€ NPENOPBUBA, ThHl KaTO Ce
OYaKBa BOPMKOHA30J A3 MOBMIIH IHAYMTEIHO KOHLUCHTpaUMHTE Ha ereponuMyc. [ToHacTosem Hama
DOCTAaTB4HO JAaHHHU, 32 A4 CE€ HANPABAT [PENOPBLKH OTHOCHO JO3HPAHETO B Ta3H CHTYaLMA (BXK. TOYKA
4.5).

Metanon (CYP3A4 cyberpar)

IIpu exHOBpEMEHHO NPUIOXKEHHE C BOPMKOHA30/ C€ NPEenopbYBa YeCTO NpPociesBaHe Ha
HeXe/aHHUTE PeaKLMH H TOKCHYHOCTTA, CBLP3aHM ¢ METAl0H, BKIIIOUMTEIHO yab/bkasane Ha QTc, Twit
KaTo Cl€l €RHOBPEMEHHO NPUIOKEHHE ¢ BOPUKOHA30 € Ha0Mr01aBaHO NOBHUIECHHUE Ha

KOHLIEHTPALIMHUTE Ha METaaoH. BB3MOXHO € Ja ce HANOMKM HaManaBaHe Ha 203aTa HA METAAOH (BX.
To4YKa 4.5).

Kpatkoaetictramy omatu (CYP3 A4 cybeTpar)

Tpabra na ce oOMHUCIH HaMaNABaHE Ha A03aTa HA aJipeHTaHWI, PEHTAaHWI M JApYTrH KpaTKoAeicTeauu
OMHATH CHC CXOAHA HAa an(EeHTAHKWI CTPYKTYPA, KOUTO ce Merabonusupar upe3 CYP3A4 (nanp.
cy(eHTaHHJI), KOraTO CE€ MPWIArat ¢QIHOBPEMEHHO ¢ BOPUKOHA301 (BXk. TouKa 4.5). Thii kaTo
NOJYKHBOTBLT Ha ANGPEHTaHWN € 4-KpaTHO YABJ/DKEH, KOraTo al)¢HTAHWI C€ MpHJIara €4HOBPEMEHHO C
BOPMKOHA301 H IIPH My01HKYBaHO HE3aBUCHMO NPOYYBaHe €AHOBPEMEHHOTO NpUiaraHe Ha
BOPHKOHA30J1 ¢ PEHTAHWI BOOH AO YBENHUaBaHe Ha cpelHuTe croiMHocTH Ha AUC g Ha QeHTaHuI,
MOXeE 3 € HEODXOIUMO YECTO MPOCISAABAHE 32 CBLP3aHHUTE C OMNHATU HEKENIaHH peaKiMK
(BKJIIOYHMTENHO MO-ABJINO PECIMPATOPHO NPOCHEAABAHE).

Huaroaeticrsammonuati (CYP3A4 cybeTpaT)

HaMansaBaHe Ha 103aTa HA OKCHKOAOH M APYTH ABIroAeHCcTBAIM ONHATH, METADONH3UPAHK OT
CYP3A4 (nanp. xuapokoaoH) TpadBa 1a ce MMa npeaBua NP eAHOBPEMEHHO NPUIOIKEHHE C
BOpPHKOHa301, Moxke na ce Hanoxu 4ecTo NpocineNaBaHe 3a CBbP3aHNTE ¢ ONMATH HEXENAHH PeaKLHH
(B3k. TOUKA 4.3).

Dayxonazon (CYP2C9, CYP2C19 u CYP3A4 uuxubutop)

EaHoBpeMEHHO npwiaraHe Ha repopajicH BOPUKOHA30/ H NepopasicH GAyKOHA30/1 BOOU A0 3HAYHUMO
nopuiuasade Ha C__ U AUC; Ha BopukoHason npu 3apasu aodposonun. Hamanedara 103a w/uan

YECTOTA Ha MpUJIaraHe Ha BOPHKOHA30) U QJIYKOHA30/1, KOMTO HMXa €THMUHHPAIIH TO3H €¢eKT, HE ca
ycTaHOBeHH. [IpenopruurenHo € npocneassaHe Ha HEXKEIAHUTE PEAKLUMH, CBBP3aHU C BOPHKOHA30/,
aAKO BOPHKOHA30J1 ce npunara cnen paykorason (Bx. Touxa 4.5).

[IoMOILHH BeLlecTBa

ChabpxaHie Ha HATPUM
To3u nekapcTBeH NPOXYKT chabpxka 88.74 mg HaTpuii Ha dnakoH, KOUTO ca CKBUBAJICHTHH Ha 4.4%

OT NpCNOopPBYIMTCIHUA MAKCHMAJICH JHCBCH INPpUCM OT 2 g Hﬂmﬂﬁ 34 Bb3pacTcCH.

LMKIoaeKCTPHHA
[Ipax®T 32 HH)Y3UOHEH PA3TBOP ChABPXKA LMKIOAEKCTPHH (2 400 mg UMKIOAEKCTPUHH B
¢1akoH, KOMUTO ca exkBUBaNeHTHH Ha 120 mg/ml, koraTo ce pexoncTHTYHpa B 20 ml, BXx
H 6.1), KOeTO MOJKE /1a OKaXKe BIMAHUE HA CBOMCTBaTa (HANPpUMEP TOKCHYHOCT) HA AKT
BEILIECTBO H APYI'H jJieKapcTBa. ACNEKTUTE Ha 6€30MacHOCTTa HA UHKIOAEKCTPUHUTE C
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[ToHexe HUKIOACKCTPMHHMTE Ce eKCKpeTMpar 4upe3 6n0peunTe, py NaHEHTHTE ¢ YMEPEHA 10 TEKKa
Ob6peuHa nMCPYHKIMS € Bb3MOMKHO KyMYJIHPAHETO HA UKIIOACKCTPHHM.

4.5 BiaaMozeificTBHE C APYrH JeKaAPCTBEHH NPOAYKTH H APYra GpopMH BA B3aAMOJAEHCTBHE

BopukoHaszon ce meTabonuavpa OT 1 MHXHOMpa aKTHBHOCTTA Ha UMTOXPOM P450 H3oeH3uMHTE
CYP2C19, CYP2C9 u CYP3 A4, Unxuburopd MK HHAYKTOPH HA TE3U U3OCH3UMH MOIaT CbOTBETHO
1a MOBMINAT WIN NMOHMWXKAT IUIa3MEHHTE KOHLICHTPAalMK Ha BOPHKOHA30]1 H HIMa BEPOSTHOCT
BOPHKOHA30/1 1a MOBMIIY ILNa3MEHHUTE KOHLICHTpaUHH Ha CyOcTaHUMH, MeTaDONU3UPAHH OT TE3H
CYP450 uzoeH3dMH, MO-KOHKPETHO 3a BelnecTna, Metabonuzupann upes CYP3 A4, o kaTo
BopukoHason ¢ cuineH CYP3 A4 unxuburop, Bbnpexy ye ysenuyasaHeTo Ha AUC e 3aBUCHMO OT
cybcrpara (Bx. Tabnuuara no-aosy).

AKO He € YTOYHEHO ApYro, NpOyuBAHHATA 34 IEKAPCTBEHU B3aHMOLCHCTBHA Ca NPOBEICHHU NIPH
3ApaBH Bb3PACTHH HHAMBUAY OT MBXKKHU NON, KATO € MPHIAraHO MHOTOKPAaTHO JO3MpaHe O0
JOCTHTAaHE Ha CTALHOHAPHO CHCTOAHHE C MepopaneH BopukoHason ot 200 mg asa nbTU AHEBHO. Tesu
pe3yJITaTH Ca PEIeBAHTHYU H KbM APYTH NOIYJIALMH H ITHTUIUA HA BbBEIK/IAHE.

BopukoHazon Tpabsa na ce npunara ¢ BHUMaHHe [IpY NalKEeHTH, IPHEMAIUy ChITBTCTBALLA TEPAIUA,
3a KOATO € M3BECTHO, Y€ yampkasa QTc-unreprana. EqHoBpeMEHHO NMpWiIaraHe € NPOTHUBOIIOKA3aHO U
B CIy4auTe, KOraTo BOPHKOHA30JI MOXKE 12 NOBHILIH ILIA3MEHHUTE KOHLIEHTPALMH Ha CyOCTaHLMH,
meTabonuzupanu ot CYP3 A4 u3zoeH3snuMH (HAKOM AHTHXUCTAMHMHEN, XHHMIHMH, LIM3ANIPUI, IMMO3HA K
uBabpanuH) (BK. N0-40J1y M TOYKaA 4.3).

Tabnutiiac p3anMoneicTeus
BsaumopeiicTBUATA MEXKAY BOPHKOHA30J U APYTH JIEKAPCTBEHH NMPOAYKTH €A OMHCaHH B Tabnuuara

no-aoJty (BeaHbXK JHEBHO Kato ,,.BJ1”, apa nbTH aHeBHO Kato ,,JU1”, Tpy obTH AHEBHO Karo ,, 117 1
HeonpeaeneHo karo ,,HO). [Iocokara Ha cTpenkara 3a Bcexu (papMaKOKMHETHYEH NApaMeThp €
ba3zupada Ha 90% goBepUTEIEH HHTEPBAI HA CPEAHO FEOMETPUUHOTO OTHOILLIEHKE B PAMKUTE HA (<),
noA () wnu Haa (1) rpanuuute ot 80-125%. 3Bezpara (*) noka3sa AByCTpaHHO B3aUMOZEHCTBHE.
AUC,, AUC, n AUC,., npeacTapisBaT [UIOITA MOA KPUBATA B €AMH J030B HHTEPBAJ OT HY/EBOTO
BpEME A0 BPEMETO C YCTAHOBHMO K3MEpBaHe U CHOTBETHO OT HYJIEBOTO BpeMe Ao OeskpaiHocT.

B3aumoneiicTBuATa B TabNUMLIATA Ca NpeACTABEHH B CIEAHMA pPel: MPOTHBOINOKA3aHHA, TE3H, KOKTO
H3HCKBAT KOPEKLHUA Ha J03aTa i BHUMATEIHO KIMHHYHO H/WiIK OHONOrHYHO NpoCcaeaaBaHe, 4 HaKpa
TE3H, KOUTO HAMAT 3HAYMMO (PapMaKOKHHETHYHO B3aHMOJAEHCTBHE, HO MOraT Aa ObAaT OT KIUHHMYEH
HMHTEpEC B TepanepTHYHaTa 00nacr.

JlexapcrBen B3auMopeiicTerHE IlpenopbKH 3a
NPOAYKT Cpeann reoMeTpHYHH OPOMEHH (eAHOBPEMEHHO
[Mexanuzom Ha (V) npUHJArane
g3aumooeiicmeuef
ACTEMM30JI, UH3ANPHA, Bunpeku ge He ca npoyyeHH, IIpoTEBONOKA3AHO
MMMO3HJ, XMHHHH, TepPeHaaNH |NOBHIIEHUTE IIa3MEHU (BX. TOouka 4.3)
4 HBabpanuH KOHLIEHTPALMH Ha Te3H
[CYP3A4 cybcmpamiui] JICKAPCTBEHH NMPOXYKTH MOrar Aa

OoBedar a0 yabpkasaHe Ha Qlc

MHTEPBAJIA U B PEAKHU CTy4aH HA

torsades de pointes.

Kap6amazenuH u 6apburypati ¢  |Bunnpeku ye He ca Mpoy4eHH,

NPOAB/DKUATENHO AcHcTBHE KapbamazenuH u HapOuryparure ¢
(nanp. penobapburan, NPOIBIDKHTENHO JEHCTBHE €
medobapOuran) Bh3IMOIKHO 3HAYMMMO 13 MOHWKAT

[mowynu CYP450 unoyxmopu] [UIA3MEHHUTE KOHLEHTPALIUY Ha
BOPMKOHA30I1.
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EdaBupeHi (HEHYKI€O3HIEH
HHXHOHTOp Ha oOpaTHaTa
TpaHCKpHITTa3a)

[CYP450 unoyxmop; CYP3A4
unxubumop u cybcmpam]

Edaeupenu 400 mg B/,
npujiarad €JHOBPEMEHHO C
sopHKkoHa3zon 200 mg asa meTH
JHEBHO*

Edasupenn 300 mg B/,
NpUIarad €JHOBPEMEHHO ¢

BopHkoHa30J 400 mg IU_[*

Edasupeay C,., T 38%
Edasupesu AUC, T 44%
Bopukonason C,, + 61%

Bopuxkonazon AUC; ¥ 77%

B cpaBHeHue ¢ easupentt 600 mg

BA,
Edasupenn C_,, <
Edasupenu AUC, T 17%

B cpaBHEHHE ¢ BOPHKOHA30I

200 mg 11,
Bopuxkonazon C_,. T 23%

Bopuxonason AUC; ¥ 7%

[IpunaraHe Ha CTaHNAPTHH
{1031 BOPHKOHA30J1 C 1034
edasupery oT 400 mg B/
WIH NO-BHCOKH €
IMpOTEBONOKA3AHO (BX.
Touka 4.3).

Bopukonazon moxe na onae
npunarad ¢AHOBPEMEHHO C
edaBHpEHL, axo
noAAbpAkKAalaTa 103a
BOPHKOHA30J1 € [TOBHILEHA
ao 400 mg JUI u no3aTa Ha
edaBUpPEHIL] € TOHMKEHA A0
300 mg BJ1. Koraro
NEeYEHHETO C BOPHKOHA3OM
OBae cnpAaHo, TpadBa na ce
Bb3CTaHOBH
MIbPBOHAYANHATA 1032 Ha

edaBupeH (Bx. Touka 4.2 K
4.4).

Epro ankamonau
(Hanp.eproTaMuH 4

BnbIipekH 4e He € NPOYYEHO, €
BEPOATHO BOPHKOHA30J Ja

[IpoTEBONIOKA34HO
(B:k. TOUKa 4.3)

OUXHAPOEProTaMyuH) NOBHILH ILTA3MEHUTE
[CYP3A4 cybcmpamu] KOHUEHTPALUM HA epro-
anKaloMaYTe U 4a JOBEAE OO
eproTU3IbM.
JlypasujaoH Brnpeku ue He e IpoyueHo, IIporaBONIOKA3AHO
[CYP3A4 cybecmpam] CBHLUICCTBYBA BEPOATHOCT (BK. TOUKa 4.3).
BOPHKOHA30J1 3HAYUTEIHO J4
MOBHIUY IUTA3MEHHUTE
KOHLUEHTpaLKUy Ha Nypa3sHIOH.
Hanoxceron BLrpeku uye He € nNpoy4eHo, IIpoTHBODOKA3aHO
[CYP3A4 cybcmpam] CBLLECTBYBA BEPOATHOCT (Bx. TOuKa 4.3).

BOPHKOHA30J1 3BHAHYHTECJIHO Ja
MNOBHUIIHA TUIAIMCHHUTC
KOHLUEHTpalUHH Ha HAITOKCCIOJI.
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Pudabyrun
[mowgen CYP450 unoyxmop]

300 mg B/l

300 mg B (mpunoxeHn
€XHOBPEMEHHO C BOPHKOHA30]

350 mg JD*

300 mg B/l (npunoxeHu
e THOBPEMEHHO C BOPUKOHA3OII

400 mg JU)

Bopukonazon Cpay, ¥ 69%
Bopuxkonazon AUC: + 78%

Cpashen ¢ BopuxoHason 200 mg

JUL,

BopukoHa307 Cpgy ¥ 4%
Bopuxowason AUC; 4 32%

PudabyTnn Coua T 195%
Pudabyrun AUC. T 331%
CpasreH ¢ BopukoHazon 200 mg

1018
BopuxoHa3on Cpa, T 104%

Bopuxonazon AUC: T 87%

EnHoBpeMeHHO npunaraHe
Ha BOPYKOHA3OJ H
pudabyrun Tpabpa na ce
H304rBa, OCBEH aKo I10J13aTa
HE NMPEBb3X0NKA PUCKA.
[lopgaspkawara no3a Ha
BOPHKOHA30JI MOXKE J1a
6boe nosuiueHa a0 5 mgkg
uHTpaBeHO3HO JU1 winu ot
200 mg no 350 mg
nepopanso A (100 mg no
200 mg nepopanxo I npu
nauueHTH ¢ Terno < 40 kg)
(Bxk. TO4Ka 4.2).
IIpenopbusa ce
BHHMAaTEIHOTO
NPOCNESAABAHE HA KPbBHUTE
NOKa3aTe/N U Ha
HEXKEIAHHUTE PEAKLUMH KbM
pudadbyTHH (Hanp. yBeHT)
NPy €AHOBPEMEHHO
npwunarase Ha pugabyTut ¢
BOPHUKOHA301.

Pudamnuums (600 mg BJT) Bopukona3zon Cp,y, $ 93% IIporrBONOKA3AHO
[mowen CYP450 unoyxmop] Bopukonason AUC, y 96% (BK. TOUYKA 4.3)

Dy KIoKCaLUIH CbobiiaBa ce 3a 3HAUMTEIHO IAKO He MOXKe a ce u3berte
[undyxmop na CYP450] HAMAaJICHH IJIA3MEHH KOHLEHTPALMH ChIIBTCTBALLO NPUIOKEHHE

Ha BOPHKOHA30.1.

Ha BOPHKOHA30JI ¢
(bnyknokcauming, TpadBa ga
Ce clIeAM 3a NOoTEHLHAaHa
Baryba Ha eUKacHOCT Ha
BOPUKOHA30J (Hamp. 4ype3
TEpareBTHYEH NeKapCTBEH
MOHUTOPHHTI'); MOXE 1a €
Heo6X0AHMO yBeNH4aBaHE Ha
[103aTa BOPUKOHA3OJ.
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PuronaBup (nporeaseH
HHXHOUTOD)

[mowgen CYP450 undyxmop;
CYP3A4 unxubumop u

cybcmpam]

Bucoxa no3a (400 mg 1)

Hucka noza (100 mg J0)*

PutoHaBup Cgy M AUC; &
BopuxoHa3oa Cpgy, + 66%
Bopuxonazon AUC, ! 82%

PuToHABHP Conax + 25%
Puronaeup AUC, 413%
BopuxoHa3on Cog ¥ 24%
Bopuxonazon AUC: ¥ 39%

EnHOBpeMEHHO
NPHIOKEHHE Ha
BOPHKOHA301 U BUCOKH NO3M
purodasup (400 mg u
noseue J1J]) e
IpPOTABONOKA3AHO (BK.
TOYKA 4.3).

EaHoBpeMeHHO npunaraHe
Ha BOPHKOHA30]1 H
HHCKOA030B puToHaBHp (100
mg 1) tpabBa ga ce
H304rea, OCBEH aKO OLCHKATA
Ha CbOTHOLLIEHHETO
Noj3a/pUCK NpH NAaLMEHTA HE
onpasnaea ynorpebara Ha
BOPHUKOHA301.

AKBJIT KAHTAPHOH

[CYP450 undyxmop,; undyxmop
Ha zauxonpomeun PJ

300 mg T (mpunaranu
enHoBpeMeHHO ¢ 400 mg
€IHOKpATHA 1038 BOPHKOHA30/1)

B HezaBucuMO MyOnuKyBaHo
npoyusase, Bopukoxnazon

IAUC_, ¥ 59%

.HPDTHBOIIOKH.'J&HO (BaK.
TO4KA 4.3)

TonBamrra

Bbnnpexu 4ye He € NpoyyeHo,

11'[pu"mnononasaﬂu (BXK.

[CYP3A cybcmpam] CbLIECTBYBA BEPOATHOCT Touka 4.3)
BOPHKOHA30J1 3HAYHTEIHO Ja
NOBHMILNM IL1a3MEHUTE
KOHLICHTpallMX HA TOJIBAMTaH.
Beneroknakc BBnpekH 4ye He € NpOYYEeHO, EAHOBPEMEHHOTO
[CYP3A cybecmpam] ChLIECTBYBA BEPOATHOCT MPHICKECHHE HA BOPHKOHA30/1

BOPHKOHA30J1 3HAYUMO Aa
NOBHIIH NTA3IMEHHTC

KOHUCHTPAUNH HA BEHCTOKIAKC.

NPOTHBONOKA3ZAHO B
a4anoTo U No BpeMe Ha
a3aTa Ha TUTpPHpaHe Ha
034Ta BEHETOKJIAKC (BX.

yka 4.3).

eo0X0AHUMO e HaMalldBaHe

a 103aTa BEHETOKJIAKC,

aKTO € YKa3aHO B

poAyKTOBaTa HHpOpMALKA,

O BpeMe Ha NPUIIOKEHHE Ha

CTaHOBEHAaTa JHeBHAa J03a;

PENCpPHYBA C€ BHUMATENHO
HabJIroaeHre 3a NpU3HaLy Ha
TOKCHYHOCT.
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dayxonazon (200 mg BJT)
[CYP2CY, CYP2C19 u
CYP3A4 unxubumop]

BopuxoHa30i Cuay 1 57%
Bopukonazon AUC; T 79%
Mnykonazon Cpa HO

dnyxoxazon AUC; HO

[loHykaBane Ha go3aTa
¥/WIM YeCTOTaTa Ha
BOPUKOHA30 H (1yKOHA30M,
KOETO OM €NUMHUHHPANO TO3H
e(eKT, He € YCTAHOBEHO.
Ilpenopwusa ce
MpOCNEasBaHe 3a
BOPHUKOHA30/I-CBBP3aHHUTE
HEXKEJTAHH PEeaKLIHH, aKo
BOPUKOHA30J1 CE Npuiiara
HENoOCPEeICTBEHO Cle)
bnayxoHason.

Menuroun [CYP2C9 cybecmpamu
mowen CYP450 undyxmop]

300 mg B

300 mg B/l (eaHOBpeMEHHO
npwiaraHe ¢ BOPMKOHA30

400 mg J1010}

BopukoHa30 Cay + 49%
Bopukonazon AUC: + 69%

(Denuroun Cpyy T 67%

®enuroun AUC: T 81%
CpaBHeHUE C BOPHKOHA30]1

200 mg /1,
Bopukonazon Cp, 34%

Bopuxonazon AUC; 39%

EaHoBpeMEHHO MpUnaraHe
Ha BOPHKOHa3011 U PpeHUTOUH
Tpabpa na ce u3dArea, ocseH
aKO MoJ13aTa HE IPEBBb3X0XKaAa
pucka. [lpenoprnuBa ce
BHUMATEJIHO MPOCHCAABAHE
HA IUTIa3MEHHUTE HUBA HA
peHrTOMH.

DeHUTOMH MOXKe Ja ¢e
npuaara eJHOBPEMEHHO C
BOPHKOHA30J1, aKO
NOANBLPKALIATA 1034 HA
BOPHKOHA30/1 c€ NOBULIH
10 5 mg/kg HHTPaBEHO3HO
O uny ot 200 mg no 400
mg nepopanHo 1 (100 mg
no 200 mg nepopanuo 411
NpPH NALUMEHTH C TEITIO MOX
40 kg) (Bx. Touka 4.2).

JlerepmoBUp
[CYP2C9 u CYP2C19 undyxmop]

lgﬂpumﬂason Cmax | 39%
opukoHazon AUCq.12 | 44%
Bopukonazon Cyz | 51%

AKO €aHOBPEMEHHO
NpHIarase Ha BOPHKOHA30 C
JETEPMOBUP HE MOXKeE Ja ce
u3beryHe, npociendpaire 3a
3aryba Ha epMKacHOCTTa Ha
BOPUKOHA301.

["nacaerub
[CYP3A4 cybcmpam]

Bbnpeku 4ye He € Npoy4eHo,
ChUIECTBYBA BEPOATHOCT
IBOPUKOHA30J1 Aa MOBULUH
IU1asMEeHUTE KOHLUEHTpaLyM Ha
Fﬂacnemﬁ M A4 YBEJIWYHU PHCKA

T yabpkaBaHe Ha QTc.

AKO CBIOBTCTBALLATA
ynorpeba He MOXe Aa ce
usberse, ce npenopbyBa
yecTo npocieassade Ha EKID
(BXK. TO4Ka 4.4).

HMuxuburopu Ha THPO3UH KMHA3a
(sanp. akcuTuHUO, OocyTHHUO,
Ka603aHTURUO, LIepUTHHMUD,
KoOuMeTHHHO, nabpadennd,
na3aTUHHO, HUIIOTHHHO,
CYHHUTHHHRO, HOpyTHHHO,
puOOLMKIHE)

[CYP3A4 cybcmpamu]

OpPHKOHAa30J1 MOXKC [ld [I0BHILW
a3IMEHHUTC KOHOCHTPAUIHH Ha
HHXHﬁPITOpH Ha THPO3HH KHHAa34d,

KOUTO C€ MEeTabOIU3NpAT OT
CYP3AA4.

E:.npem Yye He € NMPOY4EHO,

AKO CbILTCTBAINATA
ynotpefa He MoXe Ja ce
m3feryHe, ce npenopLuBa
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AHTHKOAryJIaHTH

Bapgapux (30 mg eaHokparHa
103a, Npwiarada ¢ JHOBPEMEHHO

MakCHMAaNHOTO [IOBHLUABAHE Ha
npoTpoMOMHOBOTO BpeMe € DI

[IpenopruBa ¢€ BHUMATEIHO
npocNeasBaHe Ha

¢ 300 mg M BopHKOHa307) NPUONHIUTEIHO ABYKPATHO. NpoTPOMOMHOBOTO BpeMe
[CYP2C9 cybcmpam] WK IPYTH MOAXOAAIH
AHTHKOAryJ1allUOHHH

Hpyry nepopanHi KyMapHHH Boapeku e He € Npoy4eHo, TECTOBE, KATO J03aTa HA
(Hanp., PeHIIPOKYMOH, BOPMKOHA30/1 MOE /13 NOBHLIM aHTMKOAarynaHrure TpadBa na
ALEHOKYMAapOJT) [1a3MEHHTE KOHLIEHTPALHH HA Ce KOPHIHpa NOAXOAALO.
[CYP2CI u CYP3A44 KyMapHMHMTE, KOETO MOXeE J1a
cybcmpamu] [PEAH3BHKA NOBHINABAHE HA

nNpoTpOMOHHOBOTO BpEME.
HBakadTop Bbopeku ue He € npoyyeHo, umMa  |IIpenopbusa ce namanaBaHe
[CYP3A4 cybcmpam] BEPOATHOCT BOPUKOHA30J1 Ja Ha J03aTa usakadprop.

NOBHLIM IJIa3MECHUATE

KOHLIEHTpaLlMX Ha HBaKagTop ¢

PHMCK OT YBEIMYaBaHE HA

HEXeNaHUTE PEaKLMM.
beHzoaHazeNIHHU
[CYP3A4 Tpabra na ce oOMucIu
cybcmpamu] MOHWKABAHE HA 03aTa

Ha OeH301na3enuHmTe.

Munasonam (0,05 B He3aBHCHMO MyOIMKYBaHO
mg/kg 1.V. €IMHUMHA npoy4sase, Muaaszonam
103a) AUC,., 13,7 nb1H

Mmunazonam (7,9 mg
NEepoOpanHO eAUHHYHA
103a)

Hpyru

OeH30aMa3eNUHH
(Hanp. Tpuasonam,
annpa3ojiaMm)

B He3zasHCcHMMO ITyOINKYBaHO
npoy4saHe,

MupaaszonaM Cpax T 3.8 nbTH
Mugaasonam AUCo., T 10,3mbTH

Bounpeku ye He € KTHHHYHO
NPOYYECHO, € BEPOATHO
BOPHKOHA30Ji Aa NOBHUILH
I1a3MEHKTE KOHIECHTPAlUH Ha
OeH301Ha3ENMHHHTE, KOHTO CE
metabonusupar ot CYP3A4 u

BOJAAT AC YAB/DKABaHE Ha
CCAAaTHBHMA S(PEKT.
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NMyHOCYIpecopH
[CYP3A4 cybcmpamu]

Cuponumyc (2 mg eAHHUYHA B re3aBucHMO NyOMHKYBaHO EaHospeMenHO npunaraHe
003a) npoy4BaHe, Ha BOPMKOHA301 K

CuponuMyc Cpax T 6,6-ITBTH CHPOJIUMYC €

Cuponumyc AUCg o T 11mbTH NPOTHBONOKA3AHO (BXK.
TO4Ka 4.3).

Huknocnopul (npu ctadunuu Luxnocrnoput Cpay 1 13% [Ipu 3ano4yBaHe Ha ICYEHHE C
PELIHIIHCHTH Ha Luxiocnopur AUC, T 70% BOPHMKOHA30J1 NIPH NMALMCHTH,
TpaHcruiaHTHpaH Ob0pek, Ha KOMTO Be4¢ e Npuiara
Nnoy4aBalld XpOHHYHA LIHKJIOCTIOPHH, C€
LMKJIOCTIOPUHOBA TEPATIHA ) Npenopb4Ba 103aTa Ha
LIKKJIOCTIOPHH Ja Obae
HaMaJleHa HanoJl0BUHA U
BHMMATENHO Ja ce
NpoCaeAaBAT HUBATA HA
uuknocnopu. [losuleHure
CTOMHOCTH HA UMKJIOCTIOPHH
€4 CBLP3aHH ¢

HedpoTokcHuHocT. [Ipu

npeKpaTiBaHe NpueMaHa
BOPHKOHA30J1, CTOHHOCTUTE

Ha LHKJIOCTIOPHB TpabBa ia ce

NpOCIEAABaT BHHMATEIHO A
H03aT4 14 C€ MOBHIUM, KAKTO €

HeoBXOoaANUMO.

Taxponumyc (0,1 mg/kg Taxponumyc Coa T 117% [Ipu 3anoysaHe Ha NevYeHUE

EAHHUYHA 1032) Taxpomamyc AUC, T 221% C BOPMKOHA30J1 TIPH
NaUMEHTH, HA KOUTO BEYE CE
Npuiara TaKpolnuMyc, ¢e
npenopL4Ba A033aTa HA
TaKpoJIHMYC n1a Obae
MOHIDKEHA A0 €XHA TpeTa OT
NBEPBOHAMANHATA 1033 U
CTOHHOCTHTE Ha TAKPOJIHUMYC
BHHMATEITHO A ce
npociieaAssar.

[MoBumenuTe cTofHOCTH Ha
TaKpOJHMYC C€ CBBP3BaT C
HedpoTokcHuHocrt. 1lpu
npeKpaTaBaHe npueMaHa
BOPHUKOHA30]1, CTOMHOCTHTE

Ha OJIKMYCTpAOBa J4CE

NpocaciaBaT BHUMATCIHO W
03474 Ja CCIIOBHIIIH, KAKTO

e He0OX0AUMO.

17




Eseponumyc BIIPEKH Y€ HE € IIPOYUEHO, JHOBPEMEHHOTO

[cviyo P-gP cybempam] bLUIECTBYBA BEPOATHOCT pUnOXeHHe Ha BOPUKOHA30
OPHUKOHA30.]1 3HAYHTEIIHO A4 CBEPOJIUMYC HE €
OBHLUIH [U1a3MEHHTE PENOPBUYHTENIHO, THHl KaTo
OHLEHTPAaLUH HA EBEPOITUMYC. e OuaKBa BOPUKOHA30M A4
MOBUIHM 3HAYHTENHO
KOHLIEHTPALIMMTE HA
€BEPONIHMYC (BXK. TO4YKA 4.4).

OnMaTH ¢ (PO XHIKHTENHO B HezasMcHMO My61HKyBaHO Tpabsa na ce ooOMucnn

r— POYYBAHE, HaMansBaHe Ha 503aTa Ha

[CYP3A4 cybecmpamu] OxcuxkoaoH Cpay T 1,7 nbTH OKCHKOIOH H ApYrd OIHATH €

Okcukonod AUC, ,, T 3,6-mpr |IPOABIDKMTENHO NEACTBHE,

OxcukonoH (10 mg eauHuvHa MeTaboNu3MpaHH ot
CYP3A4 (nanp.

A03a) XHAPOKOAOH). Moxe na e
He0OX0AUMMO HecTo
npocneassaHe Ha OrnMar-
CBRBP3aHUTE HEXKENAHH
peaKLHu.

Mertanon (32-100 mg BJ) R-metanoH (axtiBeH) Cuax 1 31%  |[Ipeniopbusa ce yecro

[CYP3A44 cybcmpam] R-merazon (axrusen) AUC, T 47% [npocnenasaHe 3a HexxenaHu

S-metagon Cog T 65% peakuMy 4 TOKCH4YHOCT,

S- meragon AUC: T 103% CBBP3aHH C METANIOH,
BKIIFOMHUTENIHO YABLJDKABAHE
Ha QTc¢ untTeppana. Moxe aa
e HeODX0AUMO HaMaNBaHe
Ha NO3aTa Ha METAJIOH.

HectepouaHu

NPOTHBOBB3NAIUTENHH

nexapcteeHu cpeacrsa (HCIIBC)

[CYP2C9 cybcmpamui] [IpenopbuBa ce uecto
NpoCAECAABaHE 33

WU6ynpoden (400 mg enuuuuna  |S-ubynpoden C,,, T 20% HEXXeJIaHH PEeaKLUU U

inosa) S-ubynpoden AUC, _ 1 100% TOKCHYHOCT, CBBpP3aHH C
HCIIBC. Moxe na e

Tuknodenak C,.. T 114% HeoDX0AMO HaMangBaHe
fﬂl;:;lﬂcbeﬂak (50 mg equHUYHA Todenax AUC, . T 78% Ha ao3ara Ha HCIIBC.
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Owmenpason (40 mg BJ)* Omenpazon Cpay T 116% He ce npenopbysa

[CYP2C19 unxubumop; Owmenpason AUC; T 280% KOpeKLMA Ha A03aTa Ha
CYP2CI19 u CYP3A44 cybcmpam| |BopukoHason Cepax ™ 15% BOPHKOHA3011.
Bopukonaszon AUC: T 41%

Ilpy 3anouBaHe HA JICUEHHUE C

Jpyrd HHXHOUTOPH Ha MPOTOHHATa |BOPHKOHA30I NPH NAaLMCHTH,
nommna, kouro ca CYP2C19 BeYe NpHEMailli OMCIIpason B

cybcTpaTH, MOTaT ¢hilo aa 6paar  |[AO3HM OT 40 mg iy noseve, ce
MHXHOHpaHM OT BOPHKOHA30J M Aa |PCNOpPBYBA  [03aTa  Ha
NOBEAAT A0 MOBHIICHHM [U1a3Menyd  |OMENpason na Obae
KOHLIEHTPALIHH Ha TE3H HaMaJIeHa HanoJOBHHA.

JIEKAPCTBEHH NPOAYKTH.

[TepopallHi KOHTpaLEnTHRH™ Eruaunectpanmon Cpg T 36% Ipenopbusa ce

[CYP3A4 cybcmpam, Etununecrpaguon AUC, T 61% ripocieaaBaHe 3a

CYP2C19 unxubumop] Hoperucrepon Cpax T 15% HEXKEJIAHH JIEKAPCTBEHH

Hoperucrepon AUC: T 53% PCAKIHH, CBBP3aHH C

Hoperucrepon/eTHHHNECTPaAUON Bopukonazon Cus T 14% nepopanHy

(1 mg/0,035 mg B/l) Bopuxonazon AUC; T 46% KOHTpPAlICIITHEH, b
JOMB/IHEHHE KbM TE3H HA
BOPHKOHA30L.

OnHaTty ¢ KpaTKOCPOYHO OCHCTRHE Tpabsa na ce obmucnu

[CYP3A44 cybcmpamu] NOHMOKABAHE HA 1034Ta Ha
andeHTaHW, PEHTAHUT U

Andenranun (20 pg/kg B nezapHcHMO myOnuKyBaHO OPYTH OIHKATH C

eIMHUYHA A03a, MpuaraHa NpOoy4BaHe, KPaTKOCPOYHO AEHUCTBHUE,

eIHOBPEMEHHO ¢ HANIOKCOH) Andentanwt AUCy.. T 6 nbTi noaoGHH Mo CTPYKTYpa Ha
andeHTaHUNI H

Oenradni (5 pg/kg eaMHMYHA 1B yesasucHMO NMyGIHKYBaHO MeTabOoIM3MPaHH OT

[03a) Apoy4BaHe, CYP3A4 (uanp.,

cyiagpentanun). [lpenopprea
C€ NPOAB/DKUTEAHO H YECTO
npocaeaaBaHe 3a
pecnHpaTopHa Jenpecus U
APYTH OMHAT-CBBbP3aHU
HEKEAHU PEaKLHH.

Peuranun AUC, 1) 1,34 ne1TH
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CraTHHH (Ranp., 1OBACTATHH)

B']:-HPEKH € HEC € KIIHHHYHO

AKO ChIIBTCTBALIOTO

[CYP3A44 cybcmpamu] MPOYYEHO, BEPOATHO BOPHUKOHA30J1 |NPHIOKEHUE HA
OBYILIABA [VIA3MCHHTE BOPHKOHA30J1 CbC CTATHHH,
KOHLIEHTPALMH HAa CTATHHHTE, KOHTO ¢€ MeTadonu3upar or
KOMTO ¢e MeTaboNnu3Hpar ot CYP3A4, He MOXeE na ce
CYP3 A4 n Moxe na noBeze 1o n3berye, Tpabpa ga ce
pabaomuonusa. oOMHMCIU NOHIDKABAHE HA
J03aTa Ha CTATHHHTE.
CyndanunypeitHi NpOIyKTH Brnpexu 4e He € NpPOYy4EHO, ITpenoppuBa ce BHUMATENHO
(Hanp., TonbGyTaMuz, BEPOATHO BOPHKOHA30/1 MOBHILNABA |MPOCAECIABAHE HA
TIHNH3KA, fTHOYpPHL) IUIa3MEHMTEe KOHUCHTPALKK Ha rJKKO3aTa B KPhBTA.
[CYP2C9 cybcmpamu] cyndanuaypeitnure npoayktu ¥ | Tpabea na ce obmucnu

NpHYHHABa XHIIOTIHKCMHA.

NOHKXKABAHE HA J03aTa HA
cyndaHunypeitHuTe
JIEKAPCTBEHH NPOMYKTH.

Bunka ankanouau (Hamp.,
BHUHKPHCTHH H

Bbnpeky ye HE € pOYUEHO,
BEPOATHO BOPHMKOHA30JI MOBHUIIIABA

Tps6pra na ce odmucnu
MIOHHXXABaHE Ha J034Ta

BHHOIACTHH) IU1a3MEHUTE KOHUEHTPALHY Ha HA BHMHKA AIKATOKRIMTE.
[CYP3A4 cybcmpamu] BHHKA JIKaJOWJIHTE K BOAH [0

HEBPOTOKCHYHOCT.
Hpyru HIV nporeasau He ¢ npoyueHo KIMHHYHO. In vitro |MoxXe na ce Hanoxu

HHXHOUTOPH (Hanp.,
CaKBUHABHP, AMIPEHABUP U
HengHHaBHp)*

[CYP3A4 cyocmpamu u

unxubumopu]

NpOy4BaHUA [MOKa3BAT, 4e
BOPMKOHA30J1 MOKE Ja UHXHOUpa
merabonuzma Ha HIV
NpOTEa3HHTE HHXHOUTOPU M
MeTadonu3Ma Ha BOPUKOHA30J OT
CBOA CTpaHa Moxe aa Obae
uHxubupad ot HIV nporeasuure
HHXUOUTOPH.

BHMMATE/IHO MIPOCICAIBAHE
Ha BCAKAKBU NPOSABH HA
NIeKapcTBEHA TOKCUYMHOCT
W/MNM nunca Ha epMKacHOCT
M Aa e Heobxoauma
KOPEKUMA Ha J034Ta.

Hpyrn HeHyKJI€03UIHA
MHXHOUTOpU Ha

ofpaTHaTa TpaHCKPHUNTA3a
(Hanp., ne1aBHpAUH,
Heﬂﬂpamm)'

[CYP3A4 cybcmpamu,
unxubumopu unu CYP450

uHdyxmopu]

He e npoyueHo KIHHU4HO. In vitro
nNpoy4BaHUA MOKA3BAT, Ye
MeTabonM3MBbT Hd BOPHKOHA30JT
Moxke na Ovae HHxubupad ot
HEHYKJICO3MAHU HHXHOUTOPH Ha
obpaTHaTa TpaHCKpPUNTA3a H
BOPMKOHA30/1 MOXKE Aa HHXHOMpa
MeTabonn3ama Ha HEHYKJICO3UTHUTE
HHXHOuTOpH Ha oOpaTHaTa
TpaHckpunTasa. Jlanuute 3a edexra
Ha edaBHUpeHL] BBPXY BOPHKOHA30]I
Npeanonarar, 4¢ MeTabonu3MbT Ha
BOPHKOHA30]1 MOXe€ aa Obae
HHAYLUHPAH OT HEHYKIEO3HAECH
HHXHOHTOpP Ha obparHaTta
TPAHCKPHIITA3A.

Moxke na ce HanoXH
BHUMATENKO MPOCICHABAHE
Ha BCAKAKBH MPOABH Ha
JleKapCcTBeHa TOKCHYHOCT
WWIH IMnca Ha
ePHKACHOCT U MOXKE 0a €
HeOOXOHMAa KOPEKLMA HA
ao3ara.
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TpeTnHOHH Bbnpeku 4ye He € Npoy4YEeHO, IIpenopbuBa ce KOpUrupase
[CYP3A4 cybcmpam] BOPHKOHA30J1 MOXKE Aa [TOBHILIH Ha J03aTa TPETHHOMH NO
KOHLICHTPALUMHTE Ha TPETHHOMH BPEME HA NEYECHHETO C
M A4 YBEJIM4YM PUCKA OT BOPHUKOHA30J1 U CNIE]
HEXENIaHUA PEaKLMH HETOBOTO IIpEeKpaTABaHE.
(nceBpoTyMoOp LepedpH,
XHIICPKaNLUEeMMs ).
Humernaun (400 mg BoprkoHaszon Cpa T 18% Hsama xopekuuM Ha 103ara
0 Boprxonason AUC; T 23%
[necneyupuuen CYP450
unxubumop, nosuwasawy
cmomauiHomo pHJ
MurokcuH (0,25 mg B Huroxkcus Cpyy Hsama Kopekium Ha 103aTa
[cybcmpam na 2nuxonpomeun PJ |urokcud AUC, <
Hununaeup (800 mg HUnauHasup Cpax < HaMa xopekuuud Ha ao3aTa
T Unpunasup AUC; «
[CYP3A4 unxubumop u Bopukonaszon Cpy <
cybempam] Bopukonaszon AUC; &

MakpoanaHu aHTHOHOTHLM

Epurpomuuus (1 g 1)
[CYP3A4 unxubumop]

Asurpomuuiud (500 mg BJ1)

Bopukonazon C_,, u AUC; «

Bopuxonazon C_,, u AUC, &

EdexTLT Ha BOPHKORA301, KAKTO
BbPXY €PHTPOMHIIMH, TAKa U
BBPXY @3MTPOMHMLIMH HE €
YCTaHOBEH.

Hsama kopekuuu Ha no3ara

MukodeHonosa kucenuHa (1 g
eAHHHYHA 103a)
[cybcmpam na UDP amoxoponun

mpancpepazal

Miukodenonoba kucemuHa Cyay <

Mukodernonosa kucenuna AUC,
>

Hama kopexiuHy Ha ao3ara
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Koprukocrepounau

[Ipeauusonox (60 mg [Tpenuu3onoH Cogy T 11% Hsama xopeKkuns Ha no3ara
eAMHHYHA 1032) [Ipenmmzonon AUCy, T 34%
[CYP3A44 cybcmpam] [laienTrTe, NOoMy4aBaiy

IBIATOCPOHHO JIeYEHHE C
BOPHUKOHA30J1 K
KOPTHKOCTEPOHAH
(BKITIOYMTEIHO HHXATATOPHU
KOPTUKOCTEPOMAH, KAaTO
Oyne30HUI, U MHTPaHA3ATHH
KOPTHKOCTEPOHAM), Tpabsa
Na ce Npocienspar
BHUMATEJHO 32 JUCHYHKLMS
Ha HanOBOpEeUHHUa KOPTeKe
KaKTO 110 BpeMe Ha, TAKa U
NpPH NMPEKPATABAHE HA
NIEYCHHUE C BOPUKOHA30I (BXK.
Touka 4.4).

Pauutransd (150 mg JJ1) Bopukonazon Cp ¥ AUC; & Hsama xopexuuu Ha ao3ara
[nosumuaea cmomawinomo pHJ

4.6 PepranaTer, peMeHHOCT B KbpMeHe

bpemexdHoct
Hsama 1ocTaTh4HO AaHHH 32 yroTpedaTa Ha BOPHKOHA30I NpU OpeMEHHHU KEHH.

[IpoyuBaHuATa IPH XKUBOTHU NOKA3BAT PENPOIYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). [loTreHUHATHUAT
PHMCK NPH XOpa € HEU3BECTEH.

Bopukonason He Tpadsa aa Obae npwiarad no speMe Ha OpeMeHHOCT, OCBEH aKo MoJI3aTa [IpH
MalikaTa OTYETIMBO HAABUIIABA MOTEHLHATHUAA PHCK 3a IUTOAA.

ZKeHu B 1eTepoHa Bb3pacT
XKenu B AeTepoaHa BB3PAcT TpAOBa BUHATH fa U3MNON3BAT e(heKTHBHA KOHTpAUENLUM [0 BpEME Ha

JICHUCHMC.

KnpmeHe
ExckpeuuaTa Ha BOPHKORA30J B KbpMAaTa He ¢ uacnensada. Kespmenero Tpaodea na Obae npekpareHo
NpH 3ano4YBaHe Ha JIEYEHHE C BOPMKOHA30I1.

DepTUANTET
IIpu npoyuBaHe BLPXY JKMBOTHH HE € YCTAHOBCHO YBPEXKAAHE HA (PEPTHIAMTETE NPH MBAKKH U JKEHCKH
MIBX0BE (BAK. TOUKE 5.3).

4.7 EdekrTH BBpXYy cnocobuocrTa 3a modmpane u pabora ¢ MANIHHE

BopudyHran utMa yMEpEeHO BIMAHHE BEPXY cnocobHocTTa 3a modupane | padora ¢ mamuHu. To
MOJKe Ja MPHYHHH NPEXOIHH H 0OpaTHMH NPOMEHH B 3pEHHETO, BKIIOYHTEIHO 3aMBIICHO BIKAAHE,
NPOMEHEHH/3ACHICHH 3DHTENHH BB3NPHATHA H/WiK porodobus. lokaTo HMAT TAKMBA CHMITTOMH,

naLMeHTHTE TPAOBA Ja H30ArBaT NOTEHUMANHO PUCKOBH 3aJa4M, KaTo wodHpaHe uiy paﬁc;a-e-ﬁ:h
MAallHHHA, ﬂwﬂ

4.8 Hexenann JeKapCTBCHH PeAKNHA

Pe3tome Ha npoduna Ha bezonacHoOCT

[IpodunsT Ha 6€30NaCHOCT HA BOPHKOHA30/ TPH Bb3PACTHH CE OCHOBABA HA HHTE aﬁa“ﬁasa namm ”’
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3a 6e3omacHocT npH noseve ot 2 000 anna (BKounTenHo 1 603 Bb3pacTHHU B TEpaneBTHYHU
M3NUTBAHHA) M AOMTBIHUTENAHO ome 270 BB3pacTHH B NPOQHIaKTHYHH H3NMTBaHUA. Te npeacraBnssar
XETepOreHHa Nomyjalua, BKIIOYUTEIHO NALMEHTH ¢ MATHTHEHHN XeMaTOIOrH4HH 3a00198aHus,
uadexTrHpany ¢ HIV naupedTn ¢ esodareansa kaHaMA03a 4 pedpakrepHH MUKOTHYHH HHPEKUHH, HE-
HEYTPONEeHUYHH NALUHEHTH ¢ KAHJWAEMHUA WIHW aclepruio3a u 3Apasu 100pOBOJILIH.

Haii-uecTo cboOLaBaAHHTE HEKENAHH JIEKAPCTBEHH PeaKLHH ca OMAH 3PHTENHO YBPEKIAHE, MHUPEKCHA,
oOpHB, NOBpbBLIAHE, raeHe, AMapus, rnapodonune, nepudepeH oTok, abHOPMHH YEPHOAPOOHH
G YHKUHMOHAHH TECTOBE, peCMpaTopeH AucTpec ¥ 60/ikn B 0dnacTra Ha Kopema.

TexxecTTa HA HEXENaHHTE IEKAPCTBEHH peakuru ¢ O1na KaTo uano geka Ao ymepena. [Ipu ananusa na
OaHHUTE 3a 0€30MIaCHOCT He Ca YCTAHOBEHH KITHHHYHO 3HaYHMH Pa3jiiyus Mo OTHOLIEHHE Ha Bbh3pACT,

paca Wil noil.

TabauyHO NpeACTABAHE HA HEXEJIaHHTE PEAKLIUH
B TtabnuiiaTa no-a01y, KATO ¢€ HMa NpeJBU, 9€ [IOBEYE OT NPOYYBAHUATA ¢a OMIIM OTKPHTH, ca

BKJIIOYE€HH BCUYKH HEXEJTaHH PEAKIUM C NPUYHHHO-CJICICTBEHA BPb3Ka U TEXHUTE KATErOpHH Mo
yectora rnpu | 873 Bu3pacTu, or TepanesTH4HMTE (1 603) 1 mpodpunaxTHuHuTe (270) cOOpHM
MpOYYBaHMUs, CIIOPE] CHCTEMO-OPraHHATa KIaCHHKALINA.

KaTteropuuTe 1o yecToTa ca NpeAcTaBeHH, KAKTO ciezBa: MHoro dectu (> 1/10), vectu (= 1/100 1 <
1/10), neuectn (= 1/1 000 u < 1/100), peaxu (=1/10 000 u < 1/1 000), muoro peaxu (< 1/10 000), c

HEH3BECTHA YeCTOTa (OT HAMWYHHTE AAHHM HE MOJXe Aa ObJe HalpaBeHa OLIEHKA).
[Ip4 BCAKO rpYMHpPaHE B 3aBUCUMOCT OT YECTOTATa, HEXKENAHMTE JICKAPCTBEHH peakLydHu ce H30poaBaT
B HU3XOJALL peA N0 OTHOUIEHHE HA TAXHATA CEPHO3HOCT.

Hexenauu nekapcTBEHH peakLMH, ChOOIABaAHMA NPH JIHLA, NTOMYyYaBaul¥ BOPHKOHA3Z0:

Cucremo- Masoro Yecrn HeuecTn Peaku C Hen3BecTHA
OpradeH Kaac | 9ecTH >1/100 po <1/10 | 21/1 000 no >1/10 000 o | wecrora (oT
>1/10 <1/100 <1/1 000 HAJIHYHHTE
NAHHHA HE MOXKE
xa Opae
HanpaseHna
ouneHka)
HUndexuunu u CuHy3uT [IceBaomemOpa-
HH$ecTaLHuH HO3€H KOJIHT
Heonnasmu — CKBaMO3HO-
aobpokauecTse KJIE€Tb4€H
HH, KAPLHHOM
3M0KaA4YECTBCHHU (BKJIIFOUHUTEHO
U HEONpEAECIEHN koxeH CKK in
(BKJI, KHCTH H situ AU
[10JIUIIH) bonect
Ha Bowen)*
Hapymenug Ha Arpanynoumto3d | KoctHoMo3buHa | JluceMuHupaH
KPbBTa H a', HEJOCTATRYHOCT, | a BLTPEChAOBA
num¢pHara NMAaHUMTONCHUA, | NUM(QAACHONATH, | KOarynauus
CHMCTEMA TpoMOOLMTONEH | €03HHOUIUS
Ha’,
JICBKOIMCHHA,
aHeMusg
Hapyumenus na CBpBXUYBCTBHTE
MMYHHAaTa JTHOCT
CUCTEMA
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Hapywienus Ha AJpeHOKOpTHKaN | XunepTupeou
€HJAOKpUHHATA Ha AU3bM
CHCTEMA HEZOCTATBYHOCT,
XMIIOTHPEOUIH3 Db
M
Hapywenns Ha | I[lepudepen | Xunoriukemus,
merabonusMa v | OTOK XHITOKAIIHEMHA,
XpaHEHETO XHUIIOHATPHEMHA
[Tcnxpyuu Hemnpecus,
HapyLIEHUS XATIOLIMHALIMH,
TPEBOXHOCT,
Oe3chbHuE,
Bb30yna,
CBCTOSHHE Ha
00BpKaHOCT
Hapymwenus na | I'maBobonue | KouByncuu, Mo3bueH 0TOK, Yepnoapobdna
HepBHaTa CHHKOII, eduedanonatua', | eHuedanonaru
cucTeMa TPEMOP, eKCTPAIMpPaMUAHO | %, CHHIPOM Ha
XHIIEPTOHYC, HapyLuEHue, Guillain-Barre,
napecTe3uu, nepudepHa HHCTArbM
COMHOJIEHTHOCT, | HEBpONAaTh4,
3aMasHOCT ATAKCHA,
XMIIOECTE3NA,
AMCreysns
Hapymenuns aHa | 3purenHo KpbBOou3anuB B Hapyuenue Ha ATtpodusa Ha
OUMTE YBPEKOAHE | peTUHara 3PUTESIHHA HEPB', | 3pUTenHUS
b ManwiapeH egeM®, | HepB,
OKYJIOrdpycHa MBTHUHH Ha
KpH3a, JUILIONMA, | porosHuUara
CK/IepuT,
Gnedapur
Hapymienus na Hamanenue Ha
YXOTO H CllyXa, BepPTHIO,
NabUpUHTa LIYM B YIIHTE
CepaeyHu HapnxamepHa Kamepho Torsades de
HapyLHEeHUR dpUTMHA, MEKIEHE, pointes, IbIIEH
TaXUKaApAUA, KaAMEpHH ATPHOBEHTPHK
Opaguxapaus €KCTPacCHCTOJIH, yiapeH 6510k,
KamepHa OeapeH 0ok,
TaXuKapaus, HOJAANCH
yabibked Q- PMTBHM
MHTEpPBAa B
ENeKTPOKApAHOrp
aMara,
HAJKAMEPHA
TAXHKAPAUS
Cpnosu XHNOTOHMA, TpombBognedur,
HApYILICHHUA nebur nuMQaHruT
Pecnuparopuu, | Pecnuparo | Octop
rpBEIHH H pEH peCIHpaTOpPEH
MEAHACTHHAIIHH | AMCTpec’ AUCTpEC-
HapyLICHHA CHHIPOM,
benoapoben
OTOK
CromaltuHo- Huapus, Xeinur, [TIepuroHur,
4YpEBHH NOBPbILAHE, | ZUCIICIICHS, NaHKpeaTMT, OTOK
HAPYLUCHMA abgoMHUHAI Ha €3HKa,
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Ha D0JIKa, KOHCTUIIALHA, AYOJCHHMT,
rajeHe TMHTUBHT FaCTPOCHTEPHUT,
| | [JIOCHT
Xenatobunuapay] AbHopMau | JXKbiarenuua, YepuoapobHa
HapyLUEHNA yepHOAPOO | XOAECTATH4YHA HEIOCTAaTbYHOCT,
HH KLJITEHHLA, XenaToOMeranms,
¢dyuxumoHa | xenaTHt'® XONIELIUCTHT,
JIHH XONEeNnUTHA3A
TECTOBE _
Hapywenus Ha | Obpus Exchommarusen | CHHOpPOM Ha Tokcu4na KoxeH aymyc
KOXATa H OCPMAaTHT, Stevens-Johnson®, | enunepmanua | epurema-
MOJKOXKHATA aNnoneLus, ¢doToTOKCHUHOCT, | Hexponu3a®, Topeck,
THKaH MaKYJIoamyso3e | nypnypa, nekapcrseHa | egenuan*,
H 0OpHB, YyPTHKapu4, peakiLus ¢ JIEHTHIro*
NpYPHUTYC, anepra4yeH €O3HHODWIHSA U
EPUTEM NEepPMAaTHT, CUCTEMHH
naryJo3cH CUMNTOMM
0OpHus, (DRESS)S,
MaKyJI03€H AHTHOCAEM,
oOpuB, ek3eMa AKTHHUYHa
Keparo3a®,
ncesaonopdupy
s, epureMa
MyaTHGOpME,
NCOpHA3HNC,
(pUKCHpaH
JIeKapCTBEH
obpus
Hapywenns Ha bonka B ropba | ApTpur [HepuocTur*
MYCKYJTHO-
CKEeNeTHara
CHCTEMA H
ChbEAMHUTE/IHATA
ThKaH
HapyiieHus Ha Octpa 6u06peuna | brOpeuna
6wOpeumTe U HeIOCTATBYHOC, | TYOy/NHa HeKpo3a,
NUKOYHHTE XeMaTypus NPOTEUHYPHA,
MbTHLIA HedpuT
Q6 [Iupekcus | I'pnaHa 6onka, | Peakuus Ha
HapyILIEHU U OTOK Ha MACTOTO Ha
edexTH Ha nauero'l, uHy3HATA,
MSACTOTO Ha aCTeHHUA, rpunonoacbHo
NpwioKeHHe | CTYJeHH TPBIKU | 3abonsaBaHe
Hacnensanus [ToBuuieH IlosuineHa yped B
KPEaTHHUH B KPbBTA, IOBULIEH
KpPbBTa XOJIECTEPOII B
KpbBTA

*HJIP, ycTaHOBEHM B NOCTMApPKETHHIOBUSA NEPHO]

! Biioysa (ebpiiHa HEYTPONIEHHA H HEYTPONEHHA.
2 BiioyuBa HMyHHa TpOMOOUHMTONEHHYHA MypILypa.
> BxaouBa BpaTHa PUTHAHOCT H TETaHMA.

¢ Bimousa X4NOKCHYHO-HCXeMHYHa eHuedanonatus 1 MetabonuTHa eHuedanonar
> Bxiroysa akaTH3MA M NapKHHCOHU3DM,

5 Bak. naparpad ,,3puTenHH yBpexxaaHns” B TOuka 4.8.
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® BK1IoYBa AMCNHES U AUCIIHES NPU (PHUIHUECKO YCHITHE.

10 BkntouBa JEKapCTBEHO-HHAYLMPAHO YepHOAPOOHO YBpEXIaHe, TOKCUYEH XEeNaTuT,
XENaTOLENYAAPHO YBPEKAAHE M XENATOTOKCHYHOCT.

1 Brmousa nepHopOUTAlIEH OTOK, OTOK HA YCTHHTE H OTOK Ha yCTaTa.

OnucaHye Ha W30 pPaHU HEXENAHH peaKIHK

3pumennu napyuenus

B ycnoBusTa Ha KTMHHYHH H3MUTBAHUS 3PUTEHUTE YBPEXKAaHUS (BKITIOYBA 3aMbIJIEHO 3PEHHE,
dorodobus, XI0pONCHA, XPOMATONCHA, LIBETHA CEIIOTA, LHAHOIICHS, 3PHTE/IHO HAPYLICHHE, BIDKAAHE
Ha OpEeOH OKONO CBETIMHHH M3TOYHHMLM, HOLI[HA CNenoTa, ocHMIoncHd, GoToncHs, CUMHTUIHpALL
CKOTOM, HaMalIeHA 3PUTENHA OCTPOTA, APKO BIDKAAHE, 1€(EKT B 3PHTEJIHOTO 110J1€, MLTHUHU B
CTHKJIOBHAHOTO TAJIO H KCAHTOINCHS ) IIPH BOPHKOHA30J €A MHOIO YECTU. Te3u 3pUTENHH yBPEKAAHUA
ca OMIM NMPEXOIHHU M HANBJIHO OOpaTHMH, KATO MHOSHHCTBOTO OT TAX Ca [MPEMHUHABAIH CIIOHTAHHO B
pamkure Ha 60 MUHYTH M He ca 6unu HadmoaaBaHU KIHHAYHO 3HAYMMH ABIrOTPaiHH 3PUTENHH
edpexTu. MMa nanuu 3a orcnabBane Ha Te3n ePexTd NpH MHOIOKPATHO NPHIOKEHHE HA BOPHKOHA30M.
3puTeNnHUTE YBPEXKIAHUA 10 MPUHLIMI ca OWIIN NIEKH, PAAKO €& BOAWIH 10 NPEKPATABAHE HA
Nle4eHHETO U He ¢a DM CRbP3aHH ¢ ABJIMOTPAHHM NOCAEACTBHA. 3PUTEHUTE YBPEKAAHHA BEPOATHO
ca CBbP3aHH C MO-BUCOKH IUIA3MEHM KOHLIEHTPALMH WHIH JO3H.

MexaHu3MBT Ha AclicTBUE € HEU3BECTEH, BBIIPEKH Y€ MACTOTO Ha ReACTBHETO € HAH-BEPOATHO B
peruHara. B npoyuBaHe npu 3apasu JOOPOBOILM, H3CIEABALIO BIMAHHETO HA BOPHKOHA30 BHPXY
byHKIMATA HA PETUHATA, BOPUKOHA30]1 € MPEAU3BUKAN HAMANICHUE Ha aMIUIHTYAAaTa Ha BBIIHUTE Ha
peruHorpamara (ERG). ERG u3aMepBa enekrpudHusa noreHuMal B perudara. ERG npoMenure He ca
NpOrpeCcHpaIN B PAMKHTE Ha 29-OHEBHO JIEYEHHE U ca OWIM HAITBLIHO 00pPaTHMH clell CIIHpaHe Ha
BOPHKOHA30/1.

MMa nOCTMApKETHHIOBH CHOOIEHU 32 NPOABIKHUTENHH 3PHTEIHH HEKENIaHH ChOMTHA (BK. TOYKa
4.4).

Lepmamonozuyru peaxyuu

JepMaTONOrH4YHHTE peakimu ca O MHOIO 4ECTH NPH NAUHEHTH, JIEKYBaHH C BOPHKOHA30.1 B
KIMHHYHH MPOYYBAHKA, HO T€3H NMALMEHTH ca HMAJIH CEPMO3HM NOANEKALM 3a00/19BaHUA M ca
NOJIy4aBajiH MHOXKECTBO CHITBTCTBALLH JEKAPCTBEHH NPOAYKTH, MHO3UHCTBOTO OT 00OpuBHTE Ca OmuH
JIEKH 10 yMepeHH no Texect. [lanpeHTrTe ca pa3sBHBAJIHN TEXKKH KOXKHH HexenaHu peaxuu (SCAR),
BKIIOYHTEAHO CHHAPOoM Ha Stevens-Johnson (SJS) (HevecTo), TOKCHYHA €NMACPMAIHA HEKPOJH3a
(TEN) (paako), nekapcTBeHa peakuus ¢ cosuHodwina u cuctemuu cumnroMu (DRESS) (psiako) n
epuTeMa MyJTudopMe (pAIKO) O BpEME Ha ICHEHUE ¢ BOPHKOHA30J1 (BXK. TouKa 4.4).

Ako nanyeHTLT passue obpuB, Toil TpadBa qa 6bae yecTo npocneasBaH U BOPHKOHA304 na Obae
CIpSAH, aKO Ne3uuTe nporpecupar. Crol1uaBa ce 32 peakuyu Ha GOTOUYBCTBUTENIHOCT, KaTo edenuau,
JICHTHr0 ¥ AKTHHKHYHA Keparo3a, 0co0eHO NpH AbAroTpanto jeveHue (Bx. Touka 4.4).

Crobiuasa ce 3a CKBaMO3HOKJIETbYEH KOKeH KapuuHoM (BirmrouuTenHo koxed CKK in situ unu
donect Ha Bowen) npy nauyeHTy, JEKyBaHH ¢ BOPMKOHA301 33 ABIITH NEPUOIH OT BpEME;
MEXAHH3MBT HE € YCTAHOBEH (BX. TouKa 4.4).

Yeprnodpobru gpyrxyuonantu nokazamenu
Obuara gecrora Ha NOBUINEHUATA B TpaHcaMHHa3uTe >3 X ['TH (koeTo He € 3aQb/IKUTEHO Ja

NpeACTAaBIABa HEXENaHo ChOMTHE) B KITHHHYHATA IMporpaMa Ha BopukoHazon ¢ 18,0% (319/ l___7_§§L
npy Bb3pacTHHU M 25,8% (73/283) npy neaMaTpUyHH YYaCTHHUH, KOHTO €a NOITYYaBaJIH 1

B cOOpHMTE MpOyUuBaHHA 33 TepareBTH4Ha U npodunakruyga ynorpeda. OTKIIoHe e
Ha YepHOAPOOHHTE PYHKUMOHANHM MOKA3ATENIM MOTaT Ja e Ab/DKAT HA [10-BUCOKH H!l’f_ 97 ﬁ*; u >, \
KOHLIEHTpaLHH W/unu 1034, [loBedeTo OT OTKINOHEHHATa B YepHOApoOHUTE QYH HE ARG A “{-.’l{ ’
MOKA3aTeNIX Ca NPETHhpnesin 0OpaTHO PasBMTUE MO BPeMe HA IEYeHHETO, KAaKTO 6e3 & an'kngm{a mf: :-’ 'r' > 1'
103aTa, TaKa 4 C/Ie]l ANANTUPAHE HA [1034Ta, BIIIOYHTEIHO CIIHPAHE HA IEYCHHETO. \) U\ -+ il ™ . S
~.'*-_ ﬂ.
NS
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BopukoHa30i ¢e ¢Bbp3Ba CbhC CIy4Yad Ha CEPHO3HA YEPHOAPOOHA TOKCMYHOCT NPH MALKEHTH C APYTY
CEepUO3HH MMOAJIEKALUM CHCTOSHHUS. TOBA BIUTIONBA CITy4aH Ha )XBJTEHHLA, XENATUT U YepHoapoOHa
HEAOCTaTbYMHOCT, BOACLLA A0 CMBPT (BXK. TOUKA 4.4).

Peaxyuu, cevp3anu ¢ ungysuama

[To BpeMe Ha HH}Y3HA HA MHTPaBeHO3HATa opMa HA BOPHKOHA30] MPH 3APaBH NOOPOBOIILH € HMATIO
c/y4yad Ha peakiLdu OT aHaQWIAKTOMAEH THII, BIIIOYHMTETHO 33UepBiBaHe, MUPEKCHA, H3MOTABaAHE,
TaXMKapIus, CTAraHe B IPLAHMA KOLI, JUCTIHES, NPWIOLIABAHE, rajicHe, ChpOexk U oOpus.
CuMnTOMHTE Ca ce MOABABAJIMA BEAHAra cjie]l 3aroyBaHe Ha uHQy3uaTa (BK. TouKa 4.4).

Ipoghunaxmuxa

B OTKpHUTO, CPaBHUTENHO, MHOTOLIEHTPOBO NPOYy4YBaHE, CPRBHABALLO BOPHKOHA30/ ¢ MTPAKOHA30
KaTO MBPBHUHA NPpodWIAKTHKA NPH BE3PACTHU H IOHOLUH, peruiieHTH Ha anoreHHa TXCK be3
npeiLiecTealla AoxasaHa Wiy seposatHa MI'H, 3a TpalHOTO crinpaHe HA BOPHKOHA30/1a nopaau
HeKeNaHU cuOuTHA ce choliuara npH 39,3% ot yuacTHHLMTE, B cpaBHEHHE € 39,6% OT yyacTHHUHMTE
B PAMOTO Ha HTPaKOHa30/1. Bb3HUKHAIHMTE MPH JICYCHHETO YepHOAPOOHH HEKeNnaHH CHOUTHS ca
IOBEJH N0 TPpaiHO CIIMpaHe Ha H3MIUTBAHOTO JekapceTso npu 50 yuactHuim (21,4%), nekysanu ¢
BOpHKOHa30/ H npH 18 yuactHuuu (7,1%), nekyBaHy ¢ MTpakoHas3oll.

Ileduampuyna nonynayus

Be3onacHOCTTa Ha BOPHKOHA30J € U3cieABaHa npy 288 neanarpuyHy NaLMEHTH HAa BB3PAcT OT 2 A0
<12 roaunu (169) 1 ot 12 po <18 roaunu (119), KOUTO ca noTyyapanu BOPHKOHA30I 34
npo¢unakruka (183) u 3a TepanesTHyna ynorpeda (105) B kiHHMYHK H3nuTBaHUd. besonacHocTra Ha
BOPUKOHA30J1 € H3CJIEIBaHa CHINO [PH JOMBIHMTENEH Opo oT 158 nequaTpuyYHH NaUMEHTH Ha
BB3pacT oT 2 A0 <12 roauHM B mporpamMu 3a MHIochpAHa ynorpeba. Kato ugno npodunet Ha
6e30MacHOCT Ha BOPHUKOHA30JI TPH NEAMATPHYHATA MOMyaaums ¢ OuI CXOAEH ¢ TO3U NPH Pb3PACTHM.
HaGmonasaHa € o6aue TeHASHUHA KbM I10-BUCOKA YECTOTA HA MOBHILABAHE HA YEPHOAPOOHUTE
€H3IKMH, ChOOIABAHH KATO HEXeNaHH ChOMTHA B KTMHUYHKTE USLIHTBAHMA, IIPH NEAUATPHYIHY
NauMeEHTH B cpaBHeHUE ¢ Bb3pacTHHUTE (14,2% nosuinesn TparcaMHHa3y NPH NEARATPHYHU
nalueHTH B cpaBHeHUe ¢ 5,3% npu Bb3pacTHU). [locTMapKeTHHIOBUTE JaHHU NPEANOJIAraT, Y€ MOXe
73 MMa MOoBeY€ NPOABH HA KOXHM peaxkiuHu (0cobeHO epUTEM) NpU NEAUATPUYHATA NOMyNaLML B
cpasHeHue ¢ Bb3pacTHure. IIpu 22 nanerTy Ha Bb3pacT nox 2 roiMHH, KOHTO ca Noy4YaBajH
BOPHMKOHA30JI B IPOrpaMH 3a MUJIOCHPAHA ynorpeda, ca cboOLIaBaHH CIIEIHHTE HEXENaHH
NIEKaAPCTBEHU peaKiUHH (38 KOUTO BPB3Ka ¢ BOPHKOHA30/1 HE MOXe Ja OBbAc M3KIIOYECHA). PEaKiius Ha
¢dorouyBcTBuTenHocT (1), apurmua (1), naukpeatur (1), nosuieH OunHpyoHH B KpeBTa (1),
nosuueHH YepHoApoOHH eH3umH (1), o6pus (1) 1 narmnapen eaem (1). UMa nocTMapKeTHHIOBH
ChOOLIIEEHA 38 NAHKPEaTUT IPU NEIHATPHYHU MTALHEHTH.

CrobLoaBaHe Ha NOAO3UPAHH HEKEJTAHH PCAKIIUU
Crofmasanero Ha MoAo3UpaHH HeXkeJlaHH JIEKAPCTBEHM peaKlUUH clie] paspeluasase 3a ynorpeda Ha

JIEKapCTBEHUA MPOAYKT € BaxkHO. ToBa no3B0J1ABa Aa NPOJBL/DKH HAOMIOAEHHETO HA CHOTHOLMIEHHETO
M0/13a/pHCK 32 JIEKAPCTBEHUA NpoaykT. OT MeHIMHCKHTE ClIelHanHCTH Ce H3HCKBA Aa chodiasar
BCAKA [IOA03HpaHa HexelaHa peakius Ypes:

HanbiaHuATenda areHiuus o JeKkapcrnara
yi. ,,JJamsan ['pyes” No 8
1303 Copusn

Ten.: +359 2 8903417
yeOca¥iT: www.bda.bg

4.9 IIpenxo3mpane

B kNMHHYRH NPOY4BAHMA € ¥MaO 3 CiIyyas Ha CIy4YaifHO npeaos3upaHe. Ben
Npy NEIUATPHUYHH NALHEHTH, KOUTO Ca MONYYWIH X0 NET [TbTH NO-rO1siMa OT I
MHTPaBeHO3Ha A03a BopukoHazon. Cbobiasa ce 3a eAMHHYHA peakuud Ha ¢
NPOABIDKUTENHOCT 10 MuHyTH.
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Hsama v3BecTeH aHTHAOT HA BOPUKOHA3OI.

KiupbHCHT Ha BOPHKOHA30]1 NpH Xxemoauanu3a € 121 ml/min. KnupbHCHT Ha HHTPaBEHO3HUS
HOCUTEN XHUAPOKCHIIPONHI-B-1MKIOAEKCTPUH MpH Xemonuanusa € 37,5+24 ml/min. [lpu
npeAO3HPAHE XEMOAMANH3ATa MOXKE 3 TOMOTHE 32 OTCTPAHABAHETO HA BOPHKOHA30]1 M
XHIPOKCHNPONUI-P-LMKIOIEKCTPHH OT OpraHU3Ma.

5. ©OAPMAKOJOIHYHHM CBOUCTBA

5.1 ®@apmaxkoaEBRaMAYHH CBOHCTBA

dapmMakoTepaneBTHYHA rpyna: AHTUMHKOTHLH 32 CHCTEMHO NPWIOKEHHE — TPHA30JIOBU
npousBoaHd; ATC koxa: JO2ZACO3

MexaHH3bM HAJIEHCTBUE

Bopukonason e Tpua3onos NpoTUBOrbOKYeH areHT. [IppBHUHHMAT MEXaHU3BM Ha ACHCTBHE Ha
BOPMKOHA30/1 € MHXubupane Ha re6uuHOTO HUTOXpOM P450-Meauupatro 14 anda-nanocrepon
AEMETUIHPaHEe, OCHOBHA CTHIKA NPH eprocTeponosus OHOCHHTE3 pH rrOMTe. AKyMYIHPAHETO Ha
14-anda-MeTHACTEPONY KOpeEaUpa ¢ rocaeasalara 3aryba Ha eprocreposl B reOHYHaTa KieThb4Ha
MeMOpaHa U MoXke Aa 6bje OTTOBOPHO 33 NPOTHBOrbOHYHATA AKTHBHOCT HA BOPMKOHA30JL.
VCTaHOBEHO €, Ye BOPMKOHA30J € NO~-Ce/IeKTUBEeH KbM rbOuunuTe uuroxpom P-450 en3umy,
OTKOJIKOTO KbM Pa3IMYHHA HUTOXpoM P-450 eH3uMHU CHeTeMH NpH Go3aiiHHLHTE.

PapmakokHHeTHYHUW/ HapMaKOAMHAMUYHH B3AUMOAEHCTBHUA

B 10 TepanesTHYHH MPOYHMBAHHA CPEAHUTE CTOHHOCTH HA CPEAHHTE H MAaKCHMAJITHUTE IU1a3MECHH
KOHLIEHTPALMH MPH OTAEITHHTE YYaCTHHLIM B poy4BaHHATa ca 6uinu croTBeTHO 2 425 ng/mi (cpeano
enHa 4eTBBLPT B AMana3oH oT 1 193 no 4 380 ng/ml) u 3 742 ng/ml (cpearo eana 4eTBLPT B AMaNa3oH
ot 2 027 go 6 302 ng/ml). B TepaneBTUUHHTE MPOYYBAHHUA HE CE€ YCTAHOBABA MOJIOXKHUTENHA
3aBUCUMOCT MEXKIY CpeHa, MAKCUMAaIHa WM MHHMMAJIHA [U1a3MEHA KOHUEHTpauua 4 epUKacHOCTTa
HA BOPMKOHA30J1, 8 IPY U3NMTBAHUATA 3a MpodrIaKTUYHA ynoTpeda Takasa 3aBUCHMOCT HE €
M3CJICABAHA.

AHanusute Ha papMaKOKUHETHUHUTE/dpapMaKOAWHAMHYHHUTE JAHHH OT KIMHHYHH NPOYYBaHUA
Pa3KpHBAT MOJOKKTENHA 3aBUCUMOCT MEXKAY [LIa3MECHHTE KOHUCHTPALMK HA BOPUKOHA30J1 H

HACTHIIHMIKTE OTKIOHEHUS B YepHOAPOOHUTE PYHKIHOHATIHM IOKA3ATE/IU H 3PUTEIHM HAPYLICHHA.
AJanTUpaHeTo HA N03aTa He € W3CJIEXBaHO NMPU NPOYYRAHHUATA 32 NPOPHAAKTHYHA ynoTpeba.

KiimduuHa etbHKacHOCT HO€30macCHOCT

In vitro BOPUKOHA30] N0Ka3Ba MUPOK CNEKThP HA NPOTHBOMLOHYHA AKTHBHOCT € MPOTUBOrbOUYHO
aeiicteue kM Candida spp. (BionoudTeaHO QyKOHa30/-pe3UCcTeHTHHTE (. Arusei U pe3uCTEeHTHHTE
wmiamose Ha C. glabrata v C. albicans) u pyHruuMaHaTa aKkTHBHOCT KbM BCHYKH H3CIIEABAHHU
Aspergillus spp. B 1oneIHeHHE BOPUKOHA30J [IOKA3Ba in vitro QyHrALUMAHA aKTHBHOCT KBM
pa3syBallM ce rbOMYHU MATOreHH, BKIIOYUTENHO TaKuBa KaTo Scedosporium wnu Fusarium, KOHTO
MMAT OrpaHHY€HA YYBCTBUTEHOCT KbM ChIIECTBYBALUIMTE IPOTUBOTBOHYHH aT€HTH.

KnuHuuHa epRKACHOCT, AepUHUPaHA KATO YACTHYEH MIIK ITBJIEH OTTOBOP, € YCTAHOBEHA MPH
Aspergillus spp., Binounrendo A. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans, Candida
spp., sBkmounrento C. albicans, C. glabrata, C. krusei, C. parapsilosis u C. fropicalis v orpanutieH
opoii C. dubliniensis, C. inconspicua v C. guilliermondii, Scedosporium spp., BKIIOYHTETHO .

apiospermum, S. prolificans v Fusarium spp. TN
!(‘ ‘i:fv\lﬁﬂ rfO 7
r b o — {f"h
T .
Jpyru NeKyBaHH MUKOTHYHH HHPEKUHH (4€CTO WIIH C YACTHYEH, HIIH C ITBJIEH OTTO ﬁﬁwﬂ; NN
H30JIHpaHHu cimyvau Ha UHGpekuna ¢ Alternaria spp., Blastomyces dermatidis, Blast e
capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus coronatus, Crypfo¢eccus. R
neoformans, Exserohilum rostratum, Exophiala spinifera, Fionsecaea pedrosoi, M ﬁf?g&l_q_ e T
mycetomatis, Paecilomyces lilacinus, Penicillium spp., Bkatounrenno P. marneffei, ré{ophom E
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richardsiae, Scopulariopsis brevicaulis n Trichosporon spp., Bxmouurenno I. beigelii.

In vitro aKTHBHOCT cpellly KIMHHYHA u3onatu e Habmoaasana 3a Acremonium spp., Alternaria spp.,
Bipolaris spp., Cladophialophora spp. u Histoplasma capsulatum, KaTo npy MoBeY€ OT C/IyYAUTE €
Habm01aBaHO MHXHOMPAHE NPH KOHLUEHTPAllMH Ha BOpUKOHa301 B rpaHuumTe ot 0,05 no 2 pg/ml.

JleMOHCTpHpaHa € in vitro akTHBHOCT cpetuy natorenure Curvularia spp. v Sporothrix spp., HO

KIHHHYHATa 3HAYUMOCT € HEH3IBECTHA.

I'paHUYHU CTOHHOCTH

ITpobOu 3a rOM4MEM KyATYpH ¥ ApYrH cieudru4HH NabopaToOpHH H3CIEABAHUS (CEPOTOTHYHH,
XHCTONATOJNIOrHYHM ) TPAOBA Aa ObJAT BIETH NpEaH 3AM0OUYBAHE Ha JIEYEHHETO © LIEN U30JMPaHe U
uaeHTHGULIMpaHE HA NPHYHHABALIMTE MUKpOOpraHu3MH. JleueHunero Moxe ga 6bae 3anoyHaTo
NpeaH NoJTy4yaBaHe Ha Ppe3yITaTHTE OT KyNTYPUTE H Jpyrure 1abopaTopHH U3CIeABAHHS, HO Cliel
noJyyaBaHe Ha TE3U PEe3yTaTH JeUEeHHETO Ha HH(eKLHUATa TpaOBa Aa 6bAe ananTHPaHo 1o

CBHOTBCTHHA HAYHH.

Hait-yuecTure npuunHuTeny Ha nudekuuu npu 4oseka Bnousat C. albicans, C. parapsilosis, C.
tropicalis, C. glabrata u C. krusei, kKaTo npu BCHYKH BOPHKOHA30] OOHKHOBEHO NOKa3Ba MHHMMAJIHA
uHxuOupama koHueHTpauus (MUK) no-Hucka ot 1 mg/l.

In vitro akTMBHOCTTa Ha BOPHKOHa30/ KbM BuIoBere Candida obaue He e enqHaksa. [lo-cneunanyo
npH C. glabrata MUK Ha BopuxoHa30on npy QIyKoHa30/1-PEIHCTEHTHH W30JIaTH € TIPOMOPIMOHAIHO
NO-BHCOKH OT T€3d NpH (JIyKOHA30/1-4yBCcTBUTENHH U3onaTu. [lo Ta3u npuyuna tpadea na ce
HanpasH BCHYXO BB3MOKHO Aa ce naeHtuduiumpar suaosere Candida. I1py HanuuKe Ha TecTOBE 3a
YyBCTBHTENHOCT KbM NMPOTUBOrEOKMUHM cpelcTBa pesyaraTtuTe 3a MUK morart na ce uHTepnperupar
ype3 KPUTEPHHTE 33 IPAHHYHUTE CTOMHOCTH, YCTAHOBEHH 0T EBponelckus KOMHTET 10 H3MHTBaHE 3a
YyyBCTBHTENIHOCT KbM aHTHMUKpoOHH cpeactBa (European Committee on Antimicrobial Susceptibility

Testing — EUCAST).

['pannyny cTOHHOCTHHAEUCAST

Banose Candida n Aspergillus I'papa4Ed cTOHHOCTH HR MEHAMAJIRATA HEXHOHpMA
xoaneaTpanaa MUK (mg/l)
< S (MyscTBHTEIER) > R (Pe3ncrenren)
7
Candida albicans 0,06 0,25
Candida dubliniensis’ 0,06 0,25
Candida glabrata HenocraTbuHo 1E
noxa3arenctsa (1E)
Candida krusei IE IE
Candida parapsilosis’ 0,125 | 0,25
I
Candida tropicalis 0,125 0,25
Candida guilliermondii’ IE IE
Hecpbpszanu ¢ BHAA rpaHHYHU IE
croiinocTi 3a Candida’®
Aspergillus fumigatus® 1
Aspergillus nidulans’ 1
Aspergillus flavus IE>
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Aspergillus niger IE IE?
Aspergillus terreus IE° IES
HecBbp3aHu ¢ BUAA rpAHMYHHU IE IE
cToMHOCTH

1
[LlamoBe cne croitocTh Ha MUK Hap rpanvHaTa CTOHHOCT 33 YyBCTBHTENIEH/ MexkuHeEH (S/1) ca

peaKH WIH BCE OLE JMACBAT chLoOweHus. TecToseTe 3a MACHTHYHOCT H YYBCTBHTE/IHOCT KbM
NPOTHBOIbOMYHK CPeACTBA Ha TaKHBA H30/1aTH Tpa0Ba 1a ObAAT NOBTOPEHH MU KO pe3y/ITaTHTE CE
NOTBLPJAT, M30NaTuTE TPabBa Ja ce H3NpaTaT Ha pedepeHTHa naboparopui. Jlo nonyuyasave Ha
IOKA3aTeJICTBA OTHOCHO KIMHHMYHHA OTTOBOp 34 NoTRLpReHH M3onatH ¢ MUK Han Hacrosiuara
rpaHH4Ha CTOMHOCT 3a PE3UCTEHTHOCT Te TpAOBa Aa ce ROKJIAABAT KATO PE3HCTEHTHH. KiIMHHYEH
orropop 76% ce noctura npy MHQpEKuMH, NPHUYHHEHH OT BMAOBETE, H3OPOEHH MO-10My, KOTaTo
MUK ca no-HMCKH WM PaBHH HA ENHACMMOAOMHMHHTE rpaHH4YHH CTOHHOCTH. 1lopanu ToBa AMBHAT
tun nonynauuu Ha C. albicans, C. dubliniensis, C. parapsilosis v C. tropicalis ce cuMmrar 3a
YYBCTBUTEJIHH.

’ EnnaeMHOJNIOTHYHHTE I'paHrMyHH croifHocTH (epidemiological cut-off values, ECOFF) 3a te3n
BHIIOBE KaTo L0 ca no-eucoky 3a C. albicans.

> Hecebp3aHure ¢ BHa PaHUYHH CTOHHOCTH ca OnpeaeieHH rinasHo Ha Hasata Ha OK/DJ] nannu
M ca He3aBUCHUMO OT pasnpeneneHdeTo Ha MUK Ha KOHKpETHH rpaHHYHH CTOHHOCTH.

* Obnacrra Ha Texuuyecka HecurypHocT (area of technical uncertainty, AUT) e 2. Joxknagpaiite
xaro R cbc cnenHms komeHTap: ,,B HAKOH KIMHUYHM cuTyaluMH (POpMH HA HEHHBa3HYHH
uHbEKUMH) BOPHKOHA30/1 MOXKE Aa C€ W3MOA3Ba, NPU YCIOBHE Y€ € rapaHTHpaHa AOCTaTbYHa

€KCITO3HULMA."
> ECOFF 13a Te3u BUIOBE KATO LIJIO Ca €1HO ABYKPATHO pa3peXKAaHe NMO-BUCOKH, OTKOIKOTO 33 A.

Sfumigatus.
® Hecpbp3aHu ¢ BUZA rpaHUYHM CTOMHOCTH HE €A YCTAHOBCHH.

KnuHudeH onuT
YcnemHuaT pe3yJItaT B Ta3d YacT ce AepUHHpa KaTo NbJieH WIH YaCTHYEH TepaneBTHYEH OTroBOp.

Aspergillus vudexuny— eduxacHOCT Npy MALKWEHTH ¢ aCNEPruiI03a H ¢ JOLIA MPOrHo3a

Bopuxko#a3on uMa in vitro pyHruumMaHa akrustoct cpeuty Aspergillus spp. EduxacroctTa M
NpeKUBIEMOCTTA (IPH MbPBUYHOTO JIEYECHHE Ha OCTPa HHBA3HBHA acnepruio3a ¢ BOPHKOHA30J CIIPAMO
KOHBEHHHOHAIHO JieueHue ¢ aMm¢poTepuliHH B € ycTtaHOBeHa B paHJIOMH3HUPAaHO,

MHOrOLIEHTPOBO OTKPUTO MPOyuBaHe MpPH 277 KMYHOKOMIIPOMETHPAHH TallMEHTH, JIEKYBaHH B
npoaL/DkeHue Ha 12 ceaMuuM. BopukoHason e npuiaraH HHTPaBEHO3HO B HATOBAapBaLa 2034 OT 6
mg/kg Ha 12 yaca mpes nppBUTE 24 yaca, NOCAEABAHO OT NOATBpKAlla N03a oT 4 mg/Kg Ha 12 vaca
Hail-Manko 3a 7 auu. Cnen ToBa MOKE Z1a C€ NPeMHHE Ha JICYEHHE ¢ nepopanHa ¢popma B ao3a ot 200
mg Ha BcekHd 12 yaca. MeauaHHaTa NpOABLIDKUTENHOCT HA JICHEHHETO ¢ HHTPaBEHO3€H BOPUKOHA30 €
6una 10 nHu (auana3oH ot 2-85 auu). Cnex ne4eHHe ¢ HHTPABEHO3EH BOPHKOHA30/1 MEAHaHHATA
NPOAL/DKHTEIHOCT Ha IEYEHHETO C MepopaieH BOPUKOHa30] € 6una 76 axu (quana3oH ot 2-232 nuwn).

3a0BOJIMTENEH LATOCTEH OTTOBOP (ITBJIHO MK YaCTHYHO OOpATHO pa3sBHTHE HA BCHUKH
ChOTBETCTBAIIM HA 3a00/9BaHETO CUMIITOMM M Oene3u U NbpPBOHAYAIHO YCTAHOBEHH

PEHTIEHOBU/ OPOHXOCKOIICKH [IPOMEHH) € Ha0aroaaBaH MpH 33% OT JEKYBAHUTE ¢ BOPUKOHA30/
naLKeHTH B cpaBHeHHe ¢ 31% oT nauueHTHTe, NeKyBaHu ¢ aMpoTHpHUKH B. IIpexuBsieMocTTa KbM
84-u1 1eH € OMiIa CTaTHCTHYECKH 3HAYHMMO [O-BHCOKA IIPH BOPHKOHA30J1, OTKOJIKOTO IIpH
CPaBHUTENHOTO JICYEHHE, 2 0 OTHOLIEHHE HA BPEMETO JO HACTBIIBAHE HA CMBPT H BPEMETO 10
MpeKbCBaHE HA JIEWEHUETO IOpaau NPOABY Ha TOKCHYHOCT, NPOYUYBAHETO MOKA3Ba KIMHHUYHA H
CTATUCTHYECKH 3HAYUMA [10J13a OT BOPUKOHA3O0JL. TR

Topa npoyuBaHe NOTBBPXK/AaBa AAHHHUTE OT MNO-PaHHO NPOCNEKTHBHO NPOYUBaHE,
HAONIONaBaH MONOXKHUTENEH PE3YJITAT fIPH JIHLA ¢ PUCKOBH (PaKTOPH 3a JIoLla npo
TE€3U C PeaKliid Ha OTXBBP/IAHE Ha TPAHCIUIAHTAHTA, U B YACTHOCT NPH MO3BYHH
(cbukHOBeHO cBBbp3aHH ¢ 1ouTH 100% cMEBEpPTHOCT).
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[TpoyuBasmsiTa cCa BRIIOYBAIH acfEPruiosa Ha MO3bKa, CHHYCHTE, benure apodose u
IMCEMUHHPAHA aCEPrwio3a rpy NalMeHTH ¢ TPAHCIUIAHTALMA HA KOCTEH MO3BK U CONTUIHH
OpraHy, 3N0KAYECTBEHH XEMaTOIOrH4Hu 3abonasanus, pak 1 CITMH.

KanayaeMusd Ipy nauueHTH 0e3 HEeyTponeHUs

EduxacHOCTTa Ha BOPMKOHA30/1 B CpaBHEHHE C TEPANEBTHYHA CXE€Ma, BKIIOYBala aMmpoTepulMH B,
nocaeABaH oT (JIYKOHA30J1 NIPH ITBPBHYHO J1IEYEHHE HA KAHAWICMHUA € NEMOHCTPHpPaHA B OTBOPECHO
CpaBHMTEJIHO Npoy4BaHe. B npoyusanero ca BxioueHH 370 nauuenTy 6e3 HeyTponenus (Ha
BB3pacT Haj 12 rogMHH) c JOKyMEHTHpaHa KaHIUAEMHs, 248 OT KOMTO ca OMIIH JIeKyBaHH C
BOPUKOHA30/1. J[eBeT MaUeHTH B rPynara, JeKyBaHa ¢ BOpUKOHA30M, U 5 B rpynara, jieKyBaHa C
amborepuiid B, nocnenpan ot ¢ykoHa30/, ca UMan¥ MUKOJOTHYHO AOKA3aHa MH(eKuMsA Ha
awiibokure ThKaHM. [laupenT ¢ 6506peyna HezoCTATBHMHOCT ca OMIIH H3KIIIOYEHH OT TOBA
npoyuysaHe. CpenHaTa NpoAL/KHTENHOCT HA ICYEHHUETO € Ouna 15 AHKM U B JBETe TEpaneBTUYHH
pamMeHa. B mbpBHYHHA aHANIH3 YCNCLTHMAT TEPANEeBTHUECH OTIOBOP (OLCHKATA € HANpaBeHa OT
Komucua 3a anann3 Ha aauaure (Data Review Committee [DRC)) Ha cnano crpsaMoO U3NUTRAHUA
JIEKapCTBEH NPOAYKT) ce JedHHHpa KaTo 0OpaTHO pa3BHTHE/MOJ00pEeRHE HA BCHUKH KIIMHHYHH
Oene3n ¥ CUMIITOMH Ha uHbekuus ¢ epagukauus Ha Candida oT KpbBTAa U MHPEKTHUPAHUTE ALJIOOKH
TbKaHU 12 ceaMuLM criel Kpad Ha aeqeHueTo. [Tayuenrure, koMTo He ca OWIH oueHeHH 12 ceamunu
clejl Kpas Ha JISYSHUETO, ca OUNH NPUUKCNEHH KbM KaTeropHaTa HEYCICIIHO neyeHue. B To3u
aHANHM3 YCIEIIEH TePaneBTHYEH OTrOBOP € oTYeTEH NpU 41% OT MALMEHTHTE M B ABETE
TEpaneBTHYHH paMeEHa.

[Ipn BTOpHu4HMA aHAIH3, NPH KOWTO ca H3NOJI3BaHH oLeHKUTE HA DRC B Kpaiinus Cpok, No3BonaBail
OLIeHKa Ha pe3yaTaTuTe (B Kpas Ha Je4eHHEeTO WM 2, 6 win 12 cegMuuu cies kpas Ha JICHEHHETO)
BOPHMKOHA30JI M TEPANIEBTHYHHAT peXxxuM, BiuniouBawi amporepuusH B, nocneasan ot duykonason,
Ca N0KAa3alIH TEPaleBTHYEH Yenex npy ¢oTBeTHO 65% H 71% ot nauueHTuTe. OUECHKaTa Ha
H3CIeJ0BaTe/IS 34 YCIELWIEH pe3yJITaT BB BCEKH OT TE3H CPOKOBE € NOKa3aHa B ClicABallaTa

TabnUMLa.

Cpox Bopuxonason | Am@omepuyun B — payxonazon
(N=248) (N=122)

B xpas Ha neuyeHHeTo 178 (72%) 88 (72%)

2 ceaAMULIM el Kpas Ha JICUEHHETO | 125 (50%) 62 (51%)

6 ceIMHLIM Cliea Kpad Ha NeYECHUETO 104 (42%) 55 (45%)

12 cenMHLM clied Kpasd Ha JICYECHUETO 104 (42%) 51 (42%)

Cepuo3nun pedpakrepnu Candida undexuuu

[IpoyyBaHETO BKJIIOYBA 55 MaLMEHTH CbC CEPHO3HU pedpakTepHu cucteMHHd Candida uHpexumu
(BKMIOYMTENHO KAHAHWIEMHA, AUCEMUHHPAHA H OPYrd HHBA3UBHK KAHIAMAO3M), IIPU KOUTO NPEAXOAHO
aHTHMHUKOTHYHO JIeYE€HHE, NMO-CHELHANHO ¢ (IYKOHa30i, € Owio HeedpexkTuBHO. YenemeH
TepaneBTHYEH OTrOBOP € HabnroaasaH np 24 nauMeHTH (NpH 15 — mejeH, a opy 9 — yactuyeH). [lpu
¢dIyKOHA30J-pe3UCTEHTHY IIAMOBe, HenpuHapexamu koM C. albicans, ycneueH pe3ynTar €
oryereH npu 3/3 cny4as ¢ C. krusei (mbaeH orrosop) U npu 6/8 cnyyqas ¢ C. glabrata (5 ¢ menen
OTroBOp, 1 ¢ YyacTHueH OTroBop) HHekiuy. JJaHHUTE 33 KIMHUYHA ¢QUKACHOCT Ca NMOIKPENEHR OT
OrpaHU4EHH JaHHHM 32 YyBCTBHTEJIHOCT.

Scedosporium n Fusarium uagexuuy e

YCTAHOBEHO €, 4C BOPHUKOHA30]1 € ECDEK'I'HBEH Cpeuly CACAHHTC PE€IAKH IIPHMAHHTCIH

- N ::
+

Scedosporium spp.. YcneuleH OTTOBOP KBM JICHEHHE C BOPHKOHA30J € Habmoaas
mbieH, 10 c yacTuyeH oTroBop) oT 28 nauueHTH cbC S. apiospermium W 1IpH 2 (O '; I
OTrOBOpP) OT 7 NALIMEHTH ChC S. proly‘?cans uadexumus. OCBEH TOBA yCHEUIEH OTT c‘.jp b k_laﬁmonzluﬂ

31




Scedosporium spp.

Fusarium spp.: CeneM (3 ¢ nuiieH, 4 ¢ 4aCTUYMEH OTTOBOP) OT 17 MALMEHTH €A AEKYBAHH YCIICLIHO C
BOpHKOHa30/1. OT Te3d 7 NaLHEHTH: TPHMA €A MMANIM OMHA UHGEKUMS, €NHH — HHPEKIHA HA CHHYCHUTE,
a TPMMa Ca MMAJIH JUceMHHUpaHa uhdexuus. OcBeH TOBa YETHPHMA MAalHEHTH C (y3apHo3a ca UMaH
HH}pEKIMA, TPHYHMHEHA OT HAKOJIKO MHKPOOPraHH3bMa, NPH 2 OT TAX € OTYETEH YCNELIEH Pe3yNTarT.

MHO3HHCTBOTO OT NALMEHTHTE, JIEKYBAHH C BOPHKOHA30J1 3@ TOPENOCOYEHUTE PEKH HH(PEKIIMH, Ca
OMNK ¢ HEMOHOCHMOCT WM pePAKTEPHOCT KbM NPEANECTBAILIOTO AHTHMHUKOTHYHO NeYeHHUE,

[IbpBHYHA NpOPHUNAKTUKA HE HHBA3UBHU IbOMYHY UH(EKUHH - €DHUKACHOCT NPH PELIMITUEHTH HA

TXCK 6e3 npemiecTBaia gokasaHa win sepostHa Ul H
BopukoHa3on e cpaBHEH ¢ UTPAKOHA30J1 KaTO MbPBHYHA TPOMWIAKTHKA B YCIOBHATA HA OTKPHTO,

CPaBHHTENHO, MHOIOLEHTPOBO MPOYYBaHe NPU Bb3PACTHHU H IOHOIIH, KOHTO Ca PELIMITHEHTH Ha
anoreHda TXCK 6e3 npemwecTrama aokasana unu sepoatda UI'A. YcaexsT OT ne4eHHUETo ce
AedHrHUPa KATO CNOCOOHOCT 3a NPOAB/DKABAHE HA NPOQHUIAKTHKATA C H3NKMTBAHOTO JeKapcTso 3a 100
nuu cnea TXCK (0e3 cnupane Ha neyeHMETO 3a > 14 IHH) H NPEXKUBIEMOCT O3 HaTH4YUE HA ZI0KA3aHA
wiu BepoaTHa UI'U 3a nepuog ot 180 auu cnen TXCK. Moauduumparnata npeapyacHa 3a JICYCHHE
rpyna (MITT) sxmrouBa 465 peumnuentu Ha anoreHHa TXCK, karo 45% ot naunenrure umat AML
(ocTpa MuenoreHHa JieBKkeMu ). Ot BCcHYKUTE mauueHTd J8% ca noAnoxKeHH Ha CXEMH 33
MuenoabnarusHa noaAroToBka. Ilpodrunakruka ¢ H3NHUTBAHOTO IEKAPCTBO 3aMoYBa BEAHAra clea
TXCK: 224 nonyuaBaT BOpHKOHa301 M 241 nonyyasat HTPaKOHA301. MeMaHHaTa pOXk/DKHTEIIHOCT
Ha Npo¢HIAKTHKATA C H3MMTBAHOTO NEKAPCTBO € Y6 AHH NPpH BOPKKOHAa301 U 68 aHH NpH HTPaKoHa301
B MoaAudUUHMpanaTa npeaBuacHa 3a jteyenue rpyna (MITT).

YecToTara Ha yCnex H APYrH BTOPHYHH KpaMHH TOYKY €4 NPEACTABEHH B clneanara tabnuua:

Kpaiiau Bopakonazoa| rpakoHa3zon Pa3iuka B p-CTO#-

TOYKH HA N=224 N=241 ChOTHOMCHANTA H HOCT

npoy4YBase 95% noBepuaTenen

TO gaaTepsaa (M)

Ycnex xeM Jlen 180* 109 (48,7%) | 80 (33,2%) 16,4% (7,7%; | 0,0002**
25,1%)**

Ycnex koM len 100 121 (54,0%) | 96 (39,8%) 15,4% (6,6%:; 0,0006**
24,2%)**

3aBBpIilUcHH Hal-MAIKO 120 (53,6%) | 94 (39,0%) 14,6% (5,6%:; 23,5%) 0,0015
100 gy npouIaKkTHKa ¢
M3IIUTBAHOTO JICKaPCTBO
[Ipexkusenu keMm Jlen 180 | 184 (82,1%) | 197 (81,7%) 0,4% (-6,6%; 7,4%) 0,9107
Pa3Buin 10Ka3aHH WIH 3 (1,3%) 5(2,1%) -0,7% (-3,1%; 1,6%) 0,5390
BEPOSITHH

HUI'H no den 180

Passuiu nokazaHu WiIH 12 (0,9%) 4 (1,7%) -0,8% (-2,8%; 1,3%) 0,4589

BEPOATHH
HUI'U po Hen 100

Pa3Buin A0Ka3aHU WIH 0 3 (1,2%) -1,2% (-2,6%; 0,2%)
pepoaTHH UI'H no Bpeme
Ha MPHEM Ha U3MUTBAHOTO

JIEKaApPCTBO
* [IbpBUYHA KpaiiHa TOYKA HA NPOYYBAHETO

** Pa3iuKH, NMpeICTABEHH KAaTO ChOTHOLIEeHHE, 95% JIH H p-CTOAHOCTH, MONY4YEHH CHER K EKLHA
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Yecrorara Ha nosgsa Ha UI'U po Jen 180 n nbpBuuHaTa KpaiiHa TOUKA HA MPOYYBAHETO, KOATO €
Vcenex kM eH 180, crorBeTHo npu naudeHTHTe ¢ AML 1 Ha cxemu 3a MUenoabnaTvBHa

MIOArOTOBKA, Ca MPEACTABEHH Ha cneaHara Tabnuua:

AML (ocTpa MHEJIOreHHA JIEBKEMHA )

Kpaligd TO9KH HA Bopukona3zon | UTpakona3on | Pa3’snnks B CLOTHOMEHHATA H

NpOy4YBaHETO (N=98) (N=109) 95% noBepHATEIen HETEPBA
(IH)

[Tossa Ha UT'H — Hlen 180 1 (1,0%) 2 (1,8%) -0,8% (-4,0%; 2,4%)**

Ycnex kpM Jlen 180* 55 (56,1%) 45 (41,3%) 14,7% (1,7%: 27,7%)***

* [IbpBuUuHa KpaiiHa TOUKA HA IPOYYBaHETO
** C uanon3eaHe Ha 5% nomycTHMa pa3nuKa € A0KA3aHA HE NMO-Manka ePUKACHOCT

¥** Pasnuku B CbOTHOLUCHUATA, 95% J[IH, noy4yeH cnea KOpeKUUa 33 paHAOMH3UpaHe

CxemMn 3a MEeJ10201aTHBEA NOATOTOBKA

Kpaliad TO9KH Ha Bopukorazoa | Urpakonazon | Pa3jHka B ChOTHOMEHHATA H

NpOy9BAHETO (N=125) (N=143) 95% nosepATe/IeE HHTEpPBAI
(AH)

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

Ycnex kbm Jen 180* 70 (56,0%) 53 (37,1%) 20,1% (8,5%; 31,7%)***

* [IspBHYHA KpaiiHa TOUYKA HA APOYUYBAHETO
**+ C y3non3pade Ha 5% JONMyCTHMA Pa3IMKa € Z0KA3aHA HE N0-MAJKa e(PUKACHOCT
¥** Paznuky B ChOTHOMIEHHATA, 95% U, nonyueuu cnea kopexu4a 3a paHaAoOMH3upaHe

BropuuHa npodunaxruxana UT'U —edukacHoct npu peunnuentu Ha TXCK ¢ Aoka3zaHa MW BeposTHA

npeamecrrama UI'H

BopukoHa30J1 € MPOY4YeH KATO BTOPH4HA NPOQHIAKTHKA B PAMKHTE Ha OTKPHTO, HECPABHHUTEITHO,
MHOIOLICHTPOBO NMPOYUBaHe NpH Bb3pacTHHU peumnueHTy Ha anoreHna TXCK ¢ nokazana unu
BepoaTtHa npeauecteawia Ul 'H. [Topeuynara kpafiHa Touxa € Yectorara Ha NosBa Ha JOKa3aHa H
BeposTHa UT'U npe3 nepBara roguda cnea TXCK. MoauduuMpaHata npeABUAECHA 32 JIEHEHHE IPyIIa
(MITT) sxniouBa 40 naumenTH ¢ npesmecrsamna UI'H, ot kouto 31 ¢ acneprunosa, 5 ¢ kKaHAWIO3a U
4 ¢ ppyru UI'H. MenuanHaTa npoAB/DKHTEIHOCT Ha NMPO(UNAKTHKA C HIMHTBAHOTO JIEKAPCTBO € 95,5
IHHM B MoaubuuMpaHaTa npeaBuaeHa 3a jgedeHue rpyna (MITT).

Hokaszanu win BepoaTHd UI'U ca passwiu 7,5% (3/40) ot nauueHTHTE Npe3 irbpBaTa roAHHA Ciel
TXCK, oT KOHTO €aHH CJiydaii Ha KAHBHIEMHR, €AHH - HA CKEAOCNOPHO3a (M ABaTa Clly4ad ca
peunaney Ha npequwectsaiuy UI'W) u enun cny4aid Ha 3uromuko3sa. [Ipexxussemoctra ao Hen 180 e
80,0% (32/40), a no 1 roauna e 70,0% (28/40).

[Tpoab/DKMTETHOCT Ha IEYEHUETO
B xnuuuyHM npoyuBaHus 705 nauueHTH ca JIEKyBaHH C BOPUKOHA30J 3a nNoBeye oT 12 ceAMHLM, KaTo

164 ot TAX ca nony4yapajau BOPMKOHA30I Hal 6 Mecena.

[leanaTpuyHa nonyJaanys

[lerpnecer U TpMa NegUaTPHYHH MALHMEHTH Ha BB3PACT OT 2 A0 <18 roguHu ca jJeKky
BOPHKOHA30J1 B YCIOBMATA HA JiBE NMPOCNEKTHBHU, OTKPHTH, HECPaBHHTEIHH, MHO
KIMHHYHM H3NUTBaHUA. B enHOTO NpoyyBaHe ca y4yacTBald 31 mauMeHTH ¢ Bb3MO
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(EC), npH KOMTO Ce € H3HCKBANO WAH ITbPBUYHO, WIH CIIACHTEHO JIEYEHHE, KaTo OT Tax 17 ca Ounu
piirouedHd B MITT ananusure 3a edukacHoct. [Ipn naumenTtu ¢ IA obmara crenen Ha rnobaneH
OTroBop Ha 6-ara ceamuua e 6una 64,3% (9/14), crenenra Ha rirobanen otrosop e 6una 40% (2/5)
pH NAUMEHTHTE Ha BB3pacT ot 2 10 <12 roaunu U 77,8% (7/9) npu naupenTute o1 12 no <18-
ropuuHa Be3pact. [Ipu naunenTy ¢ ICC creneHTa Ha rnobanteH OTroBOp B Kpas Ha 1€4EHHETO € Ouia
85,7% (6/7), a npu naumentu ¢ EC — 70% (7/10). Obmara crenen Ha otrosop (c6opro 3a ICC H EC) e
Ouna 88,9% (8/9) npu Te3u Ha Bb3pacT 2 0o <12 roaunu ¥ 62,5% (5/8) npu Te3mn Ha Be3pacTt 12 go
<18 roauuH.

KnMHHYHHA [OpOoYYBaHMA, H3C/AEABalN BIHIHHETO BLpXY (YT c-HHTepBana
Enno mw1aneto-KOHTPONHPpAHO, PAHAOMM3HPAHO KPBCTOCAHO NPOYUBaHE C €AMHKHYHA 11033 €

MPOBEAEHO ¢ LN OLEHKa Ha edekTa ppxy QTc-HHTepBana npH 3apasH noOPOBOIILM ¢ TPH
EPOPAIHY AO3HPOBKA BOPUKOHA30J U KETOKOHA30II.

IL1ane60-KOpUrupaHoTo CpeaHO MAKCHMAJIHO yawpkaBane Ha QTc cnpAaMo H3xoaHaTra CTOHHOCT ciien
800, 1 200 n 1 600 mg BoprkoHazon e Guno croTBETHO 5,1, 4,8 H 8,2 msec, a cien 800 mg
KetokoHazoa — 7,0 msec. HUT0 eIHH y4acTHHK B KOSTO H Aa € IPyIa He € NoJYy4WI YAb/DKAaBaHe Ha
QTc > 60 msec cnpamo u3xoaHaTa cToHHOCT. IIpr HMUTO €AHO NULIE TO3H HHTEPBAJ HE € HAAXBBPJIIHII
[IOTEeHUMAIHKA KIHHAYHO 3HauuM npar ot S00 msec.

5.2 PapMaAKOKHHE¢THIHR CBOHCTBA

OcHoBHH_(HapMaKOKHHETHYHH XaPaKTEPHCTUKU

(dapMaKoKMHETHKATa HA BOPUKOHA30JI € OMNpeaeneHa NpH 34paBH THla, cneuHPUYHH NMOMyNailHK K
naneHTH. [To Bpeme Ha nepopanHo npunoxenue vHa 200 mg unu 300 mg na meTH AHEBHO 3a 14 1uu
MpH NALHEHTH ¢ PUCK OT acnepruiiosa (r1aBHO MALMEHTH CBC 310Ka4€CTBEHH HOBoOOpa3yBaHHs Ha
nuMdHaTa WIH XeMONOETHYHA ThKaH), HabnioaaBaHUTE PapMAKOKUHETHYHM XapaKTEPHCTUKH — OBp3a
M 3HAYMTENKA abcopLMa, KyMynaliua ¥ HejiMHelHa PapMaKkOKHMHETHKA, CbOTBETCTBAT HA TE3M,
HaOMONABAHH MPH 3APaBH MHAUBUAH.

(DapMaKOKHHETUKATa HA BOPUKOHA30J1 KMa HENHHEEH XapaKTep nopajid HaCHIAHe Ha HErOBHA
meTabonuseM. [Ipu noeuiaBaHe HAa Jo03aTa ce HabmoaaBa NO-roasMo OT MPOMOPLIKOHATIHOTO
HApacTBaHe HA excro3uuuATa. U3uKcieHo e, e yBEAHYABAHETO HA nepopanHaTa f03a ot 200 mg asa
mbTH AHEeBHO Ha 300 mg nBa rmrbTH AHEBHO BOAM A0 CPERHO 2,5-KpATHO NOBULLIEHUE HA €KCITO3HLINATA
(AUC)). [Tepopannara nopabprkaima go3a ot 200 mg (wnd 100 mg 3a naunent# noxa 40 kg) noctura
EKCIIO3MLMA HAa BOPMKOHA30J1, Onu3ka 10 Ta3d Ha 3 mg/kg untpaBero3Ho. [lepopanHara noaaspxaia
no3a ot 300 mg (win 150 mg 3a nauuenTH noa 40 kg) mocrura ekcno3uuus Ha BOPUKOHa301 OIM3Ka
10 ta3y Ha 4 mg/kg i.v. AKO ce NpWIOKAT NPENOPBYBAHUTE UHTPABEHO3HH WIH NEPOPaIHH
HATOBApBAILM JO3H B PAMKHTE Ha MbPBHUTE 24 Yyaca OT NPHIOKEHHETO C€ AOCTHIraT IUIa3MEeHH
KOHLIEHTpaLuH, 613Ky 10 craudoHapHMTE. bes npusoxkeHue Ha HaToBapBallla A03a HATPYMBaHETO CE
OCBILECTBABZ YPEe3 MHOMOKPaTHO MPUIOXKEHKE ABA ITBTH AHECBHO, MPH KOSTO CTaldOHApHUTE
IU1a3MEHH KOHLIEHTpAalKH Ha BOPMKOHA30J1 3a NOBEYETO JIMLA C€ JOCTHIAT KbM 0-UK AEH.

Abcopbuua
BopukoHaos ¢ce pe3opbupa 6bp30 M NOYTH HAITBJIHO CJIE] IEPOPATHO ITPHIIOKEHHE, KATO MAKCHMATTHH

mwa3zMeHy koHueHrpauuu (C_. ) ce nocturar 1-2 Haca ciell NPpUIOKEHHETO.

AOcooTHaTa OHOHANTMYHOCT HA BOPMKOHA30J ClIEA NEPOPATHO MPUICKEHHE e H3YUCIABa Ha 96%.
[IpH MHOTOKPATHO NPWIOKEHHE Ha BOPHKOHA30/1 e{HOBpeMeHHO ¢ borata Ha MasHHHM Xpana C_,, 1

AUC. ce noHmkasart cvoTBeTHO € 34% H 24%. A6copbunaTta Ha BOPHKOHA30] HE C€ BIIUsE OT
npoMeHuTe B pH Ha cToMaxa.

Paznpenenenue RV ﬁﬁ__fj‘;\ £
ObeMbT Ha pasnpeaeneHye Npy cCTaiHOHAPHH KOHLIEHTPAaLUWH HA BOPHKOHA30J1 CE U3 tN Y
I’kg, koeTo npeanoaara eKCTCH3UBHO pa3lpeleeHAE B TEKaHUTE. CBHP3BAHETO C
nporerHH € 58%. IIpobure or rprOHaYHOMO3BYHA TEYHOCT HA OCEM MALMEHTH, BKN

[MPOrpaMM C MIJIOCHPAHA yroTpeda, ca MoKa3aid YCTaHOBMMH KOHLEHTPAUUH OT BOp |
BCUYKH NALMEHTH. L \“‘4’:}511,1&2}1"-‘; 5
o
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buoTpancopmauus

In vitro npoy4BaHuA NOKa3BaT, Y€ BOPMKOHA30JI C€ METabonu3upa ot YepHoApoOHHUTE UHTOXpoM P450
usoer3umMu CYP2C19, CYP2C9 u CYP3AA4.

Paznuyusra BB GapMAKOKHHETHKATA Ha BOPMKOHA30J1 MEXAY OTACIHHATE HHAHBUIH Ca FOJIEMH.

In vivo npoyusanus nokaspar, 4ye CYP2C19 yyacTtsa 3Ha4nMmMo0 B MeTab0IHM3Ma HA BOPUKOHa30J1. To3u
eH3UM NpOABABa reHeTHdeH nomuMopdussM. Hanpumep ouaksanusta ca, ue 15-20% ot azuarckoro
HaceJeHue ¢a Jold Merabonusaropu. [Ipu 64anara ¥ yepHaTa paca 4eCTOTaTa Ha NOLIKTE
merabonuzaropu e 3-5%. [poyuBaHus, npoBeZieHH NPpH 3ApaBH HHAMBHAHU OT OsiaTa paca M SinoHns,
COYAT, Ye NOLIMTE MeTabonu3aTopy NOKa3BaT CpeaHO 4 NbTH N0-BHCOKa excrio3uuua (AUC)) Ha

BOPHKOHA30J1, OTKOJIKOTO CbOTBETHHTE HM XOMO3KIOTHHM EKCTEH3HMBHU MeTabonuzaropu. Jluua, kouro
ca XeTEPO3UIOTHH €KCTEH3UBHM MeTab0oNnU3aTOpH, NOKA3BAT CPEAHO 2 MBTH MI0-BUCOKE CKCMIO3MIMA Ha
BOPUKOHA30J1, OTKOJKOTO TEXHHTE XOMO3HIOTHH €KCTEH3HBHH METa0ONM3IATOPH.

OcHOBeH MeTaboIMT Ha BOPUKOHA30/ € HEroBUAT N-Ookcull, KOUTO cherasmasa 72% ot
LMpKyIHpaiuuTe pagyobenasanu merabonury B nna3Mara. To3n MeTabouT HMa MHHHMAIHA
AHTHMHKOTHYHA aKTHBHOCT H HE AONpHHAcs 3a 00mara epukacHOCT Ha BOPHKOHA30/1.

Enumunupane
Bopukonason ce eTMMHHHpa Ype3 YyepHoApoOeH meTabonn3bM, Kato no-mMaako ot 2% ot

IPWIOKEHATA J03a C€ EKCKPETUpa B HE[IPOMEHEH BHJ B ypHHATA.

Cnen npunoxeHnue Ha paguobens3an BOPUKOHA30J1 NPHOIH3UTenHo 80% OT paAOaKTHBHOCTTA CE
OTKpMBa B YpYHATa NPH MHOTOKPaTHO HHTPaBEHO3HO NpUnokeHue, a 83% ce OTKpMBAT B ypHHATA NpHU
MHOTOKPaTHO NEepopanHo npuioxeHHe. Y npu nepopanHo, H Npy HHTPaBEHO3HO npunoxerute > 94%
OT 001aTa paJHOAKTUBHOCT CE€ eKCKpeTHUpa Npe3 MbpBHTE 96 yaca.

TepMUHATHUAT NOMYKHBOT HA BOPHKOHA301 32BUCH OT NPHJIOKEHATA 1032 H € npudausuTento 6 yaca
np 200 mg (nepopanua) no3a. [lopanu HenuHelHaTa GapMAKOKHHETHKA TEPMUHANHHAT MOIYKHBOT
HAMA 3HAYEHHE 33 NpeJONpeAc/HE HA XyMYJIHPAHETO WK eTUHMUHUPAHETO HA BOPHKOHA301I.

QDapMaKOKHMHETHKa MMPU ceUMPHYHH FPYNU NalHeHTH
Ilon
B eaHO npoyuBaHe ¢ MHOTOKpAaTHA nepopanHa ao3a croiiHocture Ha C ., W AUC_ npm 3apasu mnanu

)eHU ca OWiH cbOTBETHO € 83% H 113% mo-BHCOKH, OTKOJIKOTO NpH 3ApaBu MiIaaH Mbxke (18-45
rogdHu). B ¢biioTo npoyypaHe He ca HabmonaBaHu CUTHUQHUKAHTHH Pa3lIHKH MEXAY CTOHHOCTHTE HA

C,. 4 AUC, Ha 3apaBH MBbKe B CTapyeCcKa BB3PacT M 3[paBu )KE€HH B CTapuecKa Bb3pacT (2 65
rOJHHH ).

B x1MHMYHATA Nporpama He € npaBeHo aJalnTHpaHe Ha J03aTa Bb3 0cHOBA Ha nona. [IpodwieT Ha
6e30macHOCT H [U1a3MEHHUTE KOHLIEHTpailui, Ha00AaBaHy OPY NALMEHTH OT MBXKKH H XKEHCKH 01, ca
6win cxonHd. CrefnoBaTeHO He € HeoOXOAHUMO aIaNTUPaHe Ha A03aTa B 3aBUCHMOCT OT NOJIOBATa
NPUHAJJIEKHOCT,

Cmapuecka ev3pacm

B eaHo mpoy4BaHe ¢ MHOrokpaTHa nepopanHa a03a, cronHocture Ha C,, 1 AUC, npu 3apaBy Mbke
B CTapyecka BB3pact (= 65 rogunn) ca 6win croTBeTHO ¢ 61% U 86% NO-BHCOKH, OTKOJIKOTO MpPH
3apasy Muaad Mexe (18-45 rogunu). JInncsar 3HaYMMK pasiuke Mexay crolnocTHTe HA C . U
AUC, npu 3apaBH eHH B cTapyecka BB3pacT (= 65 roauHu) v 3apasH MaaaM xkenu (18-45 roauHu).

B TepaneBTHYHMTE IPOYYBaHUA He € IpaBeHO aaanTHpaHe Ha 103aTa Bb3 OCHOBA Ha BBh3PacTTa.
HabnronaBaHa e 3aBHCHMOCT MEXKAY IUIa3MEHATa KOHLIEHTpauua U pp3pactTa. [lpodmier Ha
6e30nacHOCT Ha BOPHKOHA30JI NP MNAAd NALMEHTH U NALHEHTH B CTApYECKa Bb3pacT € OHI CXOACH M
C/ieAOBaTENHO aAanTHPAHE HAa A03aTa MPH MNaLMEHTYU B CTAPYECKA BB3PAacT He € HeoOXoaHMo (BIXK.
TO4YKA 4.2).
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IHeouampuuna nonynayus

[IpenopbUYHTENHHATE AO3M NIPH JeLid ¥ FOHOUIM ce Ha3upar Ha nonynauMoHeH GapMakOKHHETHYEH
aHAIH3 Ha AaHHUTE, CbOpaHu ot 112 UMYHOKOMIIPOMETHPAaHH AEUA Ha BB3PacT OT 2 40 <12 roauHH H
OT 26 HMyHOKOMITPOMETUPAHH NAaLMEeHTH B IOHOLWIECKA Bb3pacT ot 12 no <17 roauum. Ilpu 3
neAHaTpUYHH GapMaAKOKMHETHYHHU NPOY4YBAHUA Ca OLICHCHH MHOMOKPAaTHH HHTPABEHO3HH O3H OT 3,
4,6, 7 u 8 mg/kg npa mbTH IHEBHO K MHOTOKPATHH NMEPOPAlHU 1034 (KaTO € NIpUiarad npaxsT 3a
nepopaina cycnensua) ot 4 mg/'kg, 6 mg’kg u 200 mg nsa nxTH AHeBHO. HaToBapBaiuure
MHTPaBEeHO3HHU A034 OoT 6 mg/kg i.v. ABa MBTH AHEBHO Npe3 MbPBHA AEH, NocaeaBaHH oT 4 mg/kg
MHTpaBeHO3Ha A03a ABa MxTH AHeBHO H 300 mg nepopannu TabieTkH ABa MLTH JHEBHO ca OwH
OLIEHEHH NPH eaHO GapMaKOKMHETHYHO NpoyuBaHe NpH 10HOWH. [lo-ronaMa BapuaGUIHOCT MEXIY
nalHeHTUTe ¢ HabmoaaraHa NpM NegMaTpH4YHY NALHEHTU B CPaBHEHHE C BH3PACTHH.

CpaBHeHue Ha PapMaKOKMHETHYHUTE JaHHU HA MEJAMATPHYHATA H Bb3PaCcTHATA NOMyRaUMs €
NOKa3ano, Yye npeJBuiaaHaTa TotanHa ekcnosuumus (AUC)) npu aeua, caen npunoxkeHHe Ha

MHTpaBeHO3Ha HATOBapBama 103a oT 9 mg/kg, e cpaBHHMa ¢ Ta3H NPH BL3PacTHH CJIEA UHTPZBEHO3HA
HaToBappaiua 103a ot 6 mg/kg. IlpeasrkaaHHTe TOTAIHHK EKCIO3HLKH ITPH ACLIA CIIE MIPHIOKEHHE Ha
HHTPaBEHOZHH NOANbPKAIM 403 OT 4 1 8 mg/kg nBa NbTH AHEBHO, Ca CPABHHMH C TE3H NMPH
BL3PACTHH Cllel HHTPaBE€HO3HH J03H, CHOTBEeTHO OT 3 M 4 mg/kg npa mbTH AuesHo. [Ipeasmwxaanara
TOTAJIHA eKCMO3HLMA NPH Aela, cJiel NepopaiHa nogabLpkaia posa or 9 mg/kg (maxcumym 1o 350
mg) ABa TbTH AHEBHO € OMia cCpaBHUMA C Ta3H NPH BbL3PaCTHH, Cled nepopaina no3a ot 200 mg asa
nbTH AHeBHO. UHTpaBeHo3na no3a or 8 mg/kg 1ue ocurypH eKCrno3suuusa Ha BOPUKOHA3017,
npubIM3UTENHO ABa ITETH NO-BUCOKA OT TA3H NPH NnepopanHa ao3a ot 9 mg/kg.

[To-BHCOKHUTE UHTPABCHO3HH NOANBPKAILM A03H [IPK NEAHATPHHMHH NALMEHTH B CpaBHEHHE C
BB3PACTHHTE OTPA3ABAT MO-BUCOKUA ENIUMHHALHOHEH KAMALMTET IIPH NEAHATPHYHHUTE NALHEHTH B
pe3y/TaT Ha MO-roIIMOTO ChOTHOLLIEHUE Ha MacaTa Ha YepRUs Apod KbM TENnecHaTa Maca.
[lepopannara GuoHanHYHOCT MOXe 00aue na Obae orpaHHYeHa NPH Aeua ¢ ManadbcopOLMa H C MHOTO
HHCKO TErJIO 3a TAXHATA BE3pacT. B Takba cayuyail ce npenopbyBa HHTPABEHO3HO NPUIOKEHHE HA
BOPHKOHA30L.

Excno3duyuTe Ha BOPUKOHA30J1 NPH MHO3MHCTBOTO NALIMEHTH B IOHOUIECKA BB3PacT ca OMIU
CPaBHHMH C TE€3H NPH BBL3PACTHM, M10J1y4aBaLUH CHIHTE J03HPOBKH. BBNpPEKH TOBA NPH HAKOH
IOHOILIH, C TEIIO M0-HUCKO OT TOBA [PH Bb3PAaCTHH, ce HabMIoaaBa no-Manka excrnosyuus. Be3MoxHo
€ MeTabOoNH3HPaHEeTO HA BOPHKOHA30] NMPHU Te3d HHAMBHIAM Ja € [10-CXOQHO [0 TOBA IIPH AeLa,
OTKOJIKOTO 1PH IOHOLK/BB3pacTHH. Bb3 0CHOBa HA NOMyNIALMOHHMA (PAPMAKOKMHETHYEH AHANU3
IOHOLUMTE Ha Bb3pacT ot 12 no 14 rogunu, ¢ terno noa 50 kg tpadea na nonyyasar no3upoBku 3a
nena (BxK. Touka 4.2).

bvbpeuno yepeoicoaue

[Tpu nareHTH ¢ HOpMaiHa 6bOpeuHa ¢yHkuMs, P2pMAKOKHHETHYHHAT NPOodUI HA XMAPOKCHIIPONKII-
B-LMKI0AEKCTPHH, MOMOIHO BELUIECTBO HA BOPHKOHA30 UHTpaBeHO3Ha opMa, UMa KpaThK
NMoSyk#MBOT OT 1 X0 2 yaca, U HAMAa HATPYINBAHE CNel NOCAeN08aTe/IHH AHEBHH N03U. [1pu 3apasn
MHAUBHAH H NPH NAUMEHTH C JIEKa A0 TeXKa cTeneH Ha ObOpeuna HeAOCTaThYHOCT N0-roIAMAaTa 4act
(> 85%) or no3a 8 g xunpokcunponui-6eTa-UHKIOASKCTPHH C€ €TMMHHUPA ¢ ypuHaTta. IIpu naumenTu
C 1eKO, YMEpPEHO U TEKKO OB0peuHo yBpexgaHe CTORHOCTHTE Ha NOJY)KMBOT €A YBEIUHEHH HAJ
HOPMA/IHUTE CTOHHOCTH OT NPHUOIHIMTENHO ABY-, HETHPH- H LIECTKPAaTHO. 1Ipy Te3n naLmeHTH
nocaeaoBaTeNHyd HHQY3HH MOraT Ja JOBEIAT A0 HATPYIIBaHE HA XUApOKcunponun-bera-
LIMKJIOAEKCTPHH A0 OOCTHIraHe Ha PABHOBECHO CHCTOAHUE, XHAPOKCHNPONMWI B-UHKIOAEKCTPHH ce
OTCTPaHABA Ype3 XeMOAUaNu3a ¢ KiupeHC 37,524 ml/min.

Yeprnodpobro yepesicoane
Chnen egMHAYHa NMEPOpAIHA A034 (200 mg) AUC e 6una ¢ 233% no-Bucoka np LA ¢ Jie

qepﬂonpoﬁﬂa byHKUMA.
B npoysBaHe ¢ MHOrOXpaTHO MepopaiHo npunoxernue croinocture Ha AUC, ca Ouiu ¢

auua ¢ ymepena yepuoapodua upposa (Child-Pugh B), nonyuyasaiuy nogaspxaiia go3a lﬂb w | 1;;;1 :

--u-n-""-"' "
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MbTU AHEBHO M JIMLIA C HOpMaNHa YepHoApoOHa GyHKiMa, nony4asamy 200 mg asa MbTH FHEBHO.
Jluncear GapMaKOKMHETHYHH AaHHU [IPU NaMEHTH ¢ Texka yepHoapobHa nuposa (Child-Pugh C)
(BK. ToukHu 4.2 ¥ 4.4).

5.3 IlpeaxnuuH9HA JanHA 33 6e300aCHOCT

[Ipoyusanus BHPXY TOKCHYHOCTTA [IPH MHOTOKPATHO MIPUII0KEHHE Ha BOPHKOHA30/ MOKA3BAT, 4e
yepHHAT Apob € npunensusaT opraH. [lono6Ho Ha Apyr¥ aHTHMHKOTHYHH CPE/ICTBA
XENaTOTOKCHYHOCT € HabmoaaBaHa npy MasMEHH €KCHO3ULIHH, CXOHH ¢ Te3H, NOJIY4EHH B
TepanesTHYHM AO3H NpH HoBeka. [Ipu rurbxose, MHIIKY H Ky4eTa BOPHKOHA30J1 € NIPHYHHII H
MHHMMATHH NpoMenH B HaaObOpeunnTe xue3n. KoHBeHIMoHanHuTe PapMakoOKMHETHYHH
poy4yBaHHs 3a 6€3011aCHOCT, FeHOTOKCHYHOCT MJIM KAPLIMHOTEHEH MOTCHIIMAN HE MOKAa3Bar ocobeH

PHCK 34 XOpa.

PenpoaykTBRH NPOYYBaAHMA NIOKA3BAT, Y€ BOPUKOHA30 € TEPATONCHECH MpH ILTbXOBE H
eMOPHOTOKCHYEH NPH 3afily MPY CUCTEMHKU EKCIIO3HIIMH, PABHH HA Te3M, MONYYEHH NPH XOpa B
TepaneBTHYHH J03H. B npoyuBaHe Ha npe- ¥ fIOCTHATANIHOTO Pa3BUTHE NPH ILTHXOBE MPH EKCIIO3HLMH,
NO-HUCKH OT TE3H, MOIYUECHH APH XOpa B TEPANIEBTHYHM JO3H, BOPUKOHA30J € YBERHYHI
MPOAB/OKMTEHOCTTA Ha NeCTalMATa U pOJOBaTa AEHHOCT H € MPEeIU3BUKAI JUCTOKHA C NocieBala
MaludHa CMBPTHOCT U MOHIDKEHA [IEPHHATAIHA NPEXHBAEMOCT Ha HOBopoaeHUTE. Edexrire BbpXy
MepHO/2 HA paXKaaHe ca BEPOATHO MEAMHMPAHH OT BHAOBO-CNIELIMPHYUHH MEXAHH3MH, BKIIIOUHTEIHO
[OHH)KEHHE Ha €CTPAJMOIOBUTE HUBA M CHOTBETCTBAT Ha TE3H, HaOmogaBaHu NpH ApYrH a30/10BH
aHTUMHKOTHYHH cpeacTsa. [IpunoxkeHHeTo HA BOPMKOHA30M HE NPEJHU3BHKBA YBPEKIAHE H2 MBKKHA
WM JKeHCKHA (GePTHINTET NPH NIIBXOBE NPH €KCNO3HWLIMHK, NoA0OHHM Ha Te3H, MOJy4YeHH NPH Xopa B
TEpPAneBTHYHH JO3H.

XWIpOKCHOPOMWI-0eTa-UHKIOASKCTPHH
HexnHuuyHMTE JAHHH HE NOKa3BaT 0co0eH pucK 3a Xopara Ha 0a3a Ha KOHBEHLIMOHATHUTE

NpOy4YBaHHA 32 TOKCHYHOCT MPH MHOTOKPATHO MPHIIOKEHHE, TEHOTOKCHYHOCT M PENpPOAYKTHBHA
TOKCHYHOCT H pa3sBHTHETO. B nmpoyuBaHe ¢ IbxoBe 33 KAHIIEPOreHHOCT XHAPOKCUNPOIHI-f-
LIMIUIOAEKCTPHH MPOH3BEXKAA aJCHOKAPLIMHOMHU Ha Ae0enoTo uepBo H eX30KpHHHH NAHKPEaCHH
aneHokapuHHOMH. Te3u pe3yaTaTu He ca HabmoaaBaHK NPY NOAOOHO U3CIEABAHE 38 KAPUMHOINEHHOCT
Ha MUIIKY. KnTHHMYHATA 3HAYHMOCT Ha aZIeHOKAPLIMHOMMUTE Ha 0e0e10To 4epBO € HUCKA H
MEXaHHU3MBT Ha HHAYKLHSA HA €K30KPHHHHTE NAHKPEaCHH aACHOKAPLIMHOMM HE Ce CUMTA 3a 3HaYHM
NpH Xopara.

6. ®APMAIEBTHYHH JAHHU

6.1 CnHECbK HA IOMOINHHTE BEMECTBA

[Ipax3a HHOY3UOHEH PA3TBOP:

Xuapokcunponuwi-6era-uuxnoaexctpul (Hydroxypropyl-beta-cyclodextrin)
HarpueB xn0pHa
XJ1opoBoaOpOAHA KHCENMHa (3a kopekuua Ha pH)

6.2 HecrBMECTHMOCTH

BopudyHran He Tpa6Ba aa 6bae npunarad B €AHa H Cbilla HHQY3HOHHA CHCTEMA WIH KaHIONAa
e(HOBPEMEHHO C APYrd MHTpaBeHO3HH NpoayKTH. CaxeT TpsaOBa 1a ObA€ NPOBEPEH, 3a Aa € CHIYPHO,

ue uHy3uaTa e npunoumna. Cnen npuonousase Ha uHQy3usTa Bopudynran cucrema & J:I-;H“H
Lt
Obae M3MOJI3BaHA 33 NPUIOXKEHHETO HA APYTrd HHTPABEHO3HH NPOAYKTH. A ﬂ--m...j?rﬁ?f;, \
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KOHLICHTPUPAHH €NCKTPOJIHTHH PA3TBOPH, NOPH AKO ABCTC HHIi]}’?-HH Ce Mnpyujaarar B OTACIHH CHICTCMH.

O6110 napeHTepaJHO XPaHEHe:

O6mo napentepaino xpaHeHe (OI1X) #e TpabBa na ce npexueBa, koraro ce npunara ¢ Bopugynran,
HO TPpa0Ba Aa ce mpuiara npe3 OTAe/IHa CUCTeMa. AKO ce npunara HHQy3usaTa npe3 MHOrokpareH
aymeHn kateTsp, OIIX Tp#6Ba Aa ce npuiara, KaTo ¢ H3M0J3Ba pasiMveH KaHal OT TO3H, H3M0/3BaH
3a Bopudyuran. BopudyHran He Tpadsa aa ce pasteaps ¢ 4,2% uHQY3HOHEH pa3TBOP HAa HATPHEB
GukapboHaT, CLBMECTUMOCTTA C APYIH HErOBH KOHLIEHTPALMH € HCM3BECTHA.

To3u nekapcTBeH NPOAYKT He TpsaOBa Aa ObAe CMECBaH C ApYrH JIEKaPCTBEHH NMPOXAYKTH, OCBEH
CIIOMEHATHUTE B TOUKA 6.6.

6.3 Cpok na rogaocrt

36 Mecela.

Ot Mukpo6HONOrHuHa ryieAHa To4ka, ciel KaTo 6Huae pasreopet, Bopudynran tpabea na ce usnonssa
peAHara. AKO He ce M3MoJi3Ba He3abaBHO, MOXKe Ja C€ CbXpaHABa B NMPOAL/DKEHME HA 72 yaca npu
temneparypa 5°C (B xnaaunuuk). Cnen pasrsapaHe Bopudynran tpabsa na 6vae paspencH cuc
ChBMECTUM HH(Y3HOHEH pa3TBOp, NMpeau aa ce BnuBa. (Jombnuurensa uHpopmaluis € NpeacTapeHa

[o-Joiy.)
6.4 CpenuajHn yCJI0BHE HA ChIpaHeHHE

To3u nexapcTBeH NPOAYKT HE M3KCKBA CIICLIMAIHA YCIIOBMS HA CbhXPaHEHUE NPEAH pa3TBapaHe.
3a ycoBHS Ha CHXPAHEHHE Ciel PEKOHCTUTYMPAHE Ha JICKAPCTBCHUS MIPOAYKT, BXK. TOUKa 6.3,

6.5 BaA A cbhABPKAHHEE HA ONNAKOBKATA
BopudyHran npax 3a HH(Y3HOHEH PasTBOp CE IIPE/U1ara B KyTHs, ChibpiKalia:

®dnaxoH ot 25 ml ot npo3pauHo cThKIO THN [ cbe cUBa, XN0opOyTHIOBA ryMeHa 3anylianka U
aTyMHHHEBa 00OKATKa ¢ IUTaCTMACOBO YEpPBEHO Karnadue.

Bcsaka onakoBka cpabpxa | ¢akoH.

6.6 CpoenmalHy NpeANa3HH MEPKH NPH E3XBbLpJaaRe H pabora

Heu3non3saHHAT NPOAYKT KM OTNAAb4HMTE MaTEPHAIIH OT HETO TPAOBA 1a ce USXBBHPIIAT B
CBOTBETCTBHE C MECTHHTE MU3UCKBAHHA.

[IpaxsT ce pa3TBaps B 19 ml Bona 3a umxexuuu unu B 19 ml Harpues xnopua (9 mg/ml (0.9%) 3a
uuysus, 3a Aa ce nomy4u obem 3a uzrernsade ot 20 ml OMcTbp kKoHUEHTpAT, chabpxkam 10 mg/ml
BOPHKOHA30I1.

Usxenpnere pnakoHa ¢ Bopudynran, ako BakyyMbT HE H3TEIJIA Pa3TBOPUTEA BbB (p1aKoHa.
IIpenopbuBa ce Aa ce M3NOI3Ba CTanapTHa (HEaBTOMaTKH4Ha) CripMHIOBKa oT 20 mi, 3a na ce ocurypH
TouHO konuuecTso (19,0 ml) Boaa 3a urxexkuun Wik (9 mg/mli [0,9 %]) Hatpuen xnopun 3a HHQY3HA.

Pasknarere urakoHa, JOKATO NpaxeT Ce pa3TBOpH. 1034 JIEKapCTBEH NPOAYKT € caMmo 38 €/IHOKPAaTHO

NPWIOKEHUE H BCAKO HEU3MNOI3BAHO KONMUMECTBO TPAOBa Aa ce H3XBBPJIM, KaTo TpsdBa 35 B~
) '

caMo GUCTBP pasTBOp 0e3 yacTuny. 2

3a na 6Bae npunoxkeH, HeobXoaAMMHUAT 00eM NPHIrOTBEH KOHLIEHTPHUPAaH pasTBop ce
npenopb4YBaHus CbBMECTHM UH(Y3HOHEH pasTBOp (YTOUHEH 0-10.1y), 3a Ja ce 10 tm i

OKOHYATETHUAT PA3TBOP Ha BOPHKOHA30J, chabpxaiy 0,5-5 mg/ml. ‘*\ {f \ 5 it
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Heobtxoaumu xonunyecTeal 0 mg/ml BopudyHran KoHneHTpar

Tenecuo | Koanuecrsa Bopadynaran konnenrpat (10 mg/ml), aeodxonumu npa:

TerJio Moza3mg/kg | Hozadmgkg | Hoza6mg/kg | Nosa8mgkg | Ho3a9

(kg) (6poii paaxonn)| (6poit paaxonn)| (bpoi (Opoii mg/kg
¢paraxkonn) praxonn) (Opoii

10 - 4,0 ml (1) - 18,0ml (1) 9,0 ml (1)

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

20 - 8,0ml (1) - | 16,0 ml (1) 18,0 m! (1)

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

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

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

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

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

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

535 16,5ml (1) 22,0 ml (2) 33,0 ml (2) 44,0 ml (3) 49,5 m| (3)

60 18,0 ml (1) 24,0 ml (2) 136,0ml(2) | 48,0 ml(3) 54,0 ml (3)

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

70 | 21,0mi @2) 280ml(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 mi (2) 38,0 ml (2) 57,0 ml (3) - -

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

[IpuroTBeHUAT pa3TBOp MOXeE Aa Obae pa3peleH c:

Harpues xinopua 9 mg/ml (0,9 %) uHxkexunoHeH pasTBop
Punrep-naxrar uH(y3MOHEH pa3TBOP
5% rmoxo3a u PuHrep-nakratr uH¢y3HMOHEH Pa3TBOP

5% rmoxo3a u 0,45 % Hatpues xnopux HHPY3IHOHEH pasTBOP
5% rmoko3a HHQY3HOHEH pa3TBOP
5% rmoko3a B 20 mEq kanues Xxn0pua HHQY3HOHEH pa3TBOp

0,45 % HaTpueB xnopua HHPY3IMOHEH pa3TBOP

5% rmoxko3a H 0,9% Hatpuer xnopua HHPY3HMOHEH pasTBOP

CBbBMECTHMOCTTA HA BOPHKOHA30]1 ¢ APYTH, OCBEH OMMCAHMTE MO-rope Wik B Touka 6.2 paspeaureny,

HE€ € H3BCCTHA.

Ha kpas Ha 1MCTOBKATA 3a MaLMEHTA € MPEeAOCTaBeHa JOIIbJIHUTEIHa HHPOpMaLys 38 MEAHLIMHCKHTE
WIH 3ApaBHHTE CNELMATIHCTH.

7. NPHATEXATEJ] HA PASPEHMIEHUETO 3A YIIOTPEBA

~dailikadapma BucokokauectBeHuTe Jlexkapcrea™ Al

Ooyn.” I'. M. lnmurpoB”Nel
rp. Codus 1172, buarapus

Ten.: +359 2 962 54 54
dakc: +359 2 9603 703
e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEIIIEHHUETO 3A YIIOTPEBA
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9. JIATA HA ITbPBO PA3PEDIABAHE/MOJHOBSIBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Iata Ha mppBo paspemasane; (07 asryct 2015 .
Hara Ha nocnegno noaHosasane: 28.07.2020 r.

10. JATA HA AKTYAJIMINPAHE HA TEKCTA

Maii, 2025
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