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1. HME HA JIEKAPCTBEHHA ITPOAYKT
Bopuxonason Pomdapm 200 mg npax 3a KOHUEHTPAT 3a HHY3HOHEH pa3TBOp

Voriconazole Rompharm 200 mg powder for concentrate for solution for infusion

2. KAYECTBEH H KOJHUYECTBEH CbCTAB

Beeku dnakoH cuabpxka 200 mg BOpHKOHA30N (voriconazole).

Cnen pazrBapane (00w obem 20 ml) Bceku ml cvaspxka 10 mg BoprkoHason.
Bennsxk pa3sTBOPEH, NPEAH NMPUIOKEHHE 3a0BIKUTEIHO JONBIHATENHO CE pa3pexkia

[ToMOUIHH BEIIECTBA C H3BECTHO JeHCTRHE

Bcekn dnakoH cuappxa no 221,17 mg Hatpui.

Bcexu ¢pnakoH ceabpka 3,200 mg cyndobyrunberasekc HaTpui.
3a MLEJIHUSA CIIKCHK Ha MOMONIHHTE BelllecTBa BUXKTE TOuka 6. 1.

3. JIEKAPCTBEHA ®OPMA

IIpax 3a KOHUEHTpAT 332 HHY3IHOHEH Pa3TBOP
ban unyu noutH 64N npax, 6e3 BUAUMH YaCTHIH

pH ¥ OCMOJANUTET CNIEA pA3TBADAHE!

- ¢ 19 ml Boaa 3a urxkexunn pH e npubnusurento 6,2 U ocMonaIMTETa € IPUOAKHIHTENHO
445 mOsm/kg;

- ¢ 19 ml pa3TBOp Ha HaTpHEB XNOPKA 3a UHODY3HA ¢ KOHUeHTpauus 9 mg/ml (0.9%) pH ¢
npudnusutenno 5,4 v ocmonanutera e npubnusurenio 704 mOsm/kg.

4. KJIHUHHAYHH JAHHH
4.1 TepaneBTHYHH NOKA3aAHHSA

Bopukonason PomdiapM e IIHPOKOCNEKTEPEH TPHA30J0B AaHTUMHKOTHYEH areHT H € NoKa3aH
pY BB3PACTHH U A€LiA HA BB3PacT 2 FOJAHHHK U [OBEYE 34!

* JleyeHue Ha MHBAa3MBHA aClEPTrHIO3a.
* JleyeHHe Ha KAaHAHACMHA NPU NaLHeHTH 03 HeyTponeHuU.

¢ JleyeHue Ha QIYKOHA30N-PEIUCTCHTHHA CepUO3HN MHBa3sUBHH Candida nHdexLuu
(BmrouuTenHo . kruser).

® Jleyenue Ha cepHO3HU I'bOUYHNA HHPEKUHH, NPUHUYHHEHH OT Scedaosporium spp. u Fusarium
spp.




Bopukoraszon Pomopapm Tpadsa na 6bpae Npuiarad riaaBHO IIpH NMALKCHTH C TPOrpECHPALIH,
MOTEHHATHO XHBOTO3aCTpAILaBallld HHPEKLHH.

[TpodnnakTHKa Ha HHBa3UBHHU I'bOUUHH MH(EKIHH NPH BUCOKOPHCKOBH PCIHITHEHTH C
ATOreHHa TPAHCIUIAHTAUMA RAa XEMOTIOETHYHH cTBOJ10BY KieTKH (TXCK).

4.2 Jlo3MpOBKa H HAYHH HA NPHJI0KEHHE

Ho3upoBka
ENEKXTPOAHTHY HAPYUICHHUS KaTO XHIIOKAJIHEMHA, XHITOMArHE3IHEMHUA ¥ XUITOKANILHEMH A

TpAOBa Aa 6LaaT OPOCIeadBaHM U NIPH HY)XXIA KOPHIMpaHU NpPEAU 3ano4YBaHe M N0 BpeMe Ha
NeYeHHE C BOPHMKOHA301 (BX. TO4YKa 4.4).

[Ipenopwusa ce BopukoHa3on PoMdapM na ce npuaara npd MakCHMaJIHa CKOpPOCT Ha
undysuata 3 mg/kg ra vac 3a | go 3 4aca,

JTeyeHue

Bwapacmnu

Bopukonazon Pompapm 200 mg npax 3a KOHIEHTpAT 3a HHPY3HOHEH pasTBOp €
NpeAHa3HA4Y€H CaMo 33 MHTpPaBeHO3Ho npwioxenne. [lepopanHu 103084 GOpMH Ha
BOPHKOHA30JI ¢2 HAJIUYHM OT JAPYTH IPOH3BOIAUTENH,

JIeyenueTo TpaOBa da Obae 3an04HATO C© ONpelesieHaTa HaToBapBallla 033, MHTPaBEHO3€EH
HIIH NIEpOPAJICH BOPHKOHA30JI, LUENANIA JOCTUTaHe NTpe3 ITBPBHUS ACH Ha NMJIa3MEHH
KOHUEHTpauuH, Onu3ky ao craudoHapHuTe. [lpeasua BUcokata OHOHAMHYHOCT NpH
nepoparneH npuem (96%; Bx. Touka 5.2), B ciydail 4e € KNHHUYHO ONpaBJaHo, € YMECTHO
MpEMHHABAHE OT HHTPABEHO3HO KbM NEPOPAITHO

[IPHJIOKEHHE.

Cneppatiata Tabnuua npeanara aetaiiHa HHQopMaUKs 38 IPENMOPLUYMTETHUTE JIO3M:
I

HHTPaBeHO3HO Ilepopanno npuaoxkeHne*

NPHJIOKCHNE Tlayuenmu ¢ menecno  \Hayuenmu ¢ menecno
mezno 40 kg uau mezno no-manko om 40
nogeye** kg **

Hatopapeama |6 mg/kg Ha Bceku 12 |400 mg Ha Bceky 12 yaca 200 mg Ha Bceku 12 yaca
¢XeMa Ha yaca
npuJaraHe
(nbpBuTE 24
yaca)

Hopaspxama (4 mg/kg asa nuTH 200 mg asa nbvTH aHeBHO | 100 mg aBa NBTH THEBHO
034 OHEBHO

(ceq NBLPBHTE
24 yaca)

* [lepopanHy 0030BM QOpM# HA BOPHKOHA30] ¢a HAJIMYHHU OT APYTH NPOH3IBOANTENH
** (OTHaca ce ChIIO 32 NALWEHTH Ha BB3pacT |3 H noBeye rouHH.




IIpodvaxcumentocm Ha Aeuenuemo

IIpoaBMKUTEIHOCTTA Ha NEYEHHETO TpsaOBa na 6bae Bb3MOXKHO Hal-KpaTKa B 3aBHCHMOCT OT
KJIHHHYHHA 1 MHKONOTMYHMA OTTOBOP Ha nalMeHTa. [Ipoab/DKHTEIHATa eKCITO3HUMA Ha
BOPHKOHa301 ¢ BpeMeTpaeHe Haa 180 aHu (6 Mecena) H3MCKBa BHUMATENHA OUEHKA Ha
CHOTHOLLEHHNETO NMoi3a/puck (BxK. Toukn 4.4 u 5.1).

Adanmupane na dozama (Bvapacmuu)
[Tpu HecnocOOHOCT Ha NallMeHTa Ad NNOHECe HHTPABEHO3HO JedyeHne ¢ 4 mg/kg aBa nbTH
ITHEBHO, A03aTa ce HamMajiaBa Ha 3 mg/kg, OBa MBTH OHEBHO.

AKO OTI'OBOPBT Ha MalMEHTa KbM JICYEHHETO € He3aJOBOIUTEIICH, ITOAARpKAILATa 1033
Moke na 6nae nosuiieHa Ha 300 mg apa MBTH AHEBHO, MPHICKEHA NEPOPANHO. 3a MALUEHTH
noa 40 kg nepopaiiHaTta fo3a Moxe fa Oble nopHuera a0 150 mg asa mbTH AHEBHO.

ITpH HecnmocOOHOCT HA MALMEHTHTE Oa MOHECAT JICUCHHE NPH TE3H IMO-BHCOKH JO3H,
epopasiHaTa 403a €€ HaManaBa Ha CTBRIIKY 0T SO mg no noaaepxkama go3a 200 mg, nBa MbTH
nresro (100 mg aBa nbTH AHEBHO 3a nanMeHTH nox 40 kg).

B cnywaii na npogHnakTHuHa ynoTtpeba, BUXTE 3a CripaBka no-aomy.

Heya (2 do <12 200unu) u maaou ronouiu ¢ Kucko menecho meeno (12 do 14 2008unu u <50

kg )
BopukoHazoa Tpabsa ga Obae 1o3vpad kaTo npy Aela, ThH KaTo T€3W MITaH OHOLIH MOTaT
lla MeTaOONH3HpaT BOPHKOHA30J MO HAYHH NMo-OM3BK A0 JAela, OTKOIKOTO A0 Bb3pacTHHU.

[lpenop B YUTEIHNAT PEXKHAM Ha JO3HPAaHE € CICHHHA:

HHTpaBeHO3HO TlepopalHo NpuaokKeHHe™
NpHJIcKEeHHe

HaTopapBama cxema Ha |9 mg/kg Ha Bcekn 12 yaca He ce npenopbupa
npuiarale (NLpBHTe 24

yaca)
Hoaavpxkauia ao3a 8 mg/kg ABa ITBTH AHEBHO 9 mg/kg nBa NbTH AHEBHO
(cnea nbpBuTE 24 vaca) (MakcuManHa ao3a ot 350 mg

JBa MI'bTH AHEBHO)

* TlepopanHy D030BK (OPMH Ha BOPHKOHA30II ¢a HaJTUYHHU OT ZPYTH NPOH3BOLUTEIH.
3abenexka: B®3 OCHOBA Ha NONyNallMOHeH GapMaKOKHHETHUEHR aHanmu3 npu 112
UMYHOKOMIIPOMETHPAHHU NEQHATPUYHH MMAMEHTH Ha BB3PpacT OT 2 A0 <12 roguHHu 1 26
HMYHOKOMIIPOMETHUPAHU FOHOWH HA BB3pacT oT 12 a0 <17 roanHmu.

[TIpenoppYATENHO € TEpANKATA A4 3aM0YHE C MHTPABEHO3HO MPUIIOXKEHHE, 4 MEPOPANIHOTO
npuiIoKeHHe TpAbBa aa ce obchaH caMo cnen 3HaYMMO KJIMHHYHO nogobpenne. Tpabsa ga ce
UMa MpeaBH/l, Ue HHTPaBEeHO3Ha f03a oT 8 mg/kg nie ocUrypH €KCrNo3HLIMA Ha BOPHKOHA30J]
NpUONH3UTENHO 2 ITHTH [10-BUCOKA OT NEpopaHa fo3a 0T 9 mg/kg.

Beuuku opyau wonowu (12 0o 14 eoounu u 250 kg; 15 do 17 2zo0unu, vesasucumo om
menecHomo mezio)
BopukoHazos Tpabsa aa Oboe D03KMpaH KaTo MPH BL3PACTHH.




Adanmupane na dozama (deya [2 00 <12 200unu] u maadu wrowu ¢ HUCKO MeAecHo me2no
[12 00 14 200unu u <50 kg])

AKO OTTOBODBT Ha [TAIMEHTA KBM JICUCHHUETO € He3aJA0BOJIMTENIEH, 103aTa MOXe Aa Obae
MOBUIIEHA CBC CTBLIKH OT 1 mg/kg. AKO MaLMEHTHT HE MOXKE /12 MOHECE NTCYEHHETO,
peayLuHpaiTe 103aTa ¢bC CTHIKH OT 1 mg/kg.

Ynorpefara npu neanaTpUdHU NMAalMEHTH Ha BB3PacT oT 2 A0 <12 rogunM ¢ yepHOoApoOHa
M ObpOpeuHa HeaOCTATBYHOCT HE € MPOoyUeHa (BXK. TOUKH 4.8 u 5.2).

[Mpodunakryuka Npu BH3PACTHHU U e

[TpodunakTrkaTa TpsOBa Aa 3aro4yHe B ASHA HA TPaHCINIAHTALHMATa H MOXeE Ja ce IIpAnara o
100 nuu. IlpodunakTykarta TpsaOBa Aa € BE3MOXKHO HaH-KpaTKa, B 3aBUCMMOCT OT PHCKA 3a
pa3sBUTHE Ha MHBa3uBHA rbONYHa HHOeKUMA (UT'H), onpeneneH oT HeyTponeHHATa Win
UMyHOcynpecusaTa. B cnyuau Ha Npoab/KaBallla MMYHOCYTIPECHA WM peaKklHa Ha
TpaHcIIaHTaTa cpemy peuunuenta (PTcP), s Moxe 1a 6sa¢e npoasskerna no 180 guu cnen
TPAHCIUIAHTALIUATA (BX. TOYKa 3.1).

Ho3upoexa

[IpenoppunTenHaTa cxeMa Ha NMpHAaraHe npyu nNpopHIakTHKA € ChIIATa KAaTO NPH NIEUEHRE B
CROTBETCTBHE C BR3PAaCTOBHUTE I'Pynu. Mo, HampaBeTe clipaBKa ¢ TaOIMHLUTE 3a JICUCHHE,
NPSACTABEHN NO-TOpe.

[Ipodvaxcumennocm na npogurakmurama
BeszonacHocTTa M €QHKACHOCTTA HAa NIPHIIOAKEHHUETO HA BOPHKOHA30I B IPOALJDKCHHE HA

noseye oT 180 AHMN He e aneKBaTHO NPOYYECHA B YCNIOBYATA HA KIIMHUYHH H3NTHTBAHHA.

YnorpebaTa Ha BOpHKOHA30 3a NPpOPUIAKTHKE B NPOABKEHHE HA noBeyde ot 180 aum (6
MECELa) H3HCKBA BHHMATEJIHA OLICHKA Ha CbOTHOWLIEHHETO non3a/puck (BxK. Touku 4.4 n 5.1).

CreHUTE MHCTPYKUWH BaXKaT KakTo 3a Jleuenne, Taka v 3a IIpodunakTrka.

Adanmupane na dozama

IIpu npodunaxkTuyHa ynoTpeda, He ce NPEeNOpHUBa agaNTHPAHE Ha 03aTa B cny4yaid Ha
JMNca Ha e(pMKaCHOCT WM Ha CBbP3aHM C JIEYEHHETO HexeNnaHH cuOutna. B cnyyail Ha
CBBP3aHH C JICUEHHETO HexenaHH CeOMTHA TpAOBa Aa ce 0OMHUCIHM ciHpaHe Ha BOPHKOHA30
¥ ynoTpeba Ha anTepHaTUBHYM NpOTHBOrbOMYHH cpeacTBa (BX. Touku 4.4 u 4.8).

Adanmupare Ha 003ama 8 CAYHAY HA e0HOBPEMERH] NDUNONCEHUE

[Tpu npodunakTHuHa yroTpeda, He ce npenopbYBa aganTHPAHE Ha J03aTa B Ciydyal Ha
JIMTICA HA €PUMKACHOCT WJIM HA CBBP3aHHM C leueHHeTo HexenaHn cubutua. Pudabytud uau
¢eHHTOMR MOXe Aa ObAAT NPUNTOKEHH €THOBPEMEHHO ¢ BOPHKOHA30/1, aK0 NMOIIbPXKAIIATA
1032 BOPMKOHA30J1 Ce YBENHYH 00 5 mg/kg HHTpaBEHO3HO JBa NBTH AHEBHO, BXK. TOUKH 4.4 H
4.5.

Edasupenu MOXe Ja ce npuiara eJHOBPEMEeHHO ¢ BOPUKOHA30/1, aKO NoAABPKAILIATa 1034
Ha BOPHKOHa30J1 ce noBummM o 400 mg Ha BCekH 12 yaca, a 4o3aTa Ha edaBHPEHL C¢ He
¢ 30%, 1.e. no 300 mg BeaubX AHeBHO. KOraTo ce crpe ne4eHMUeTo ¢ BOPUKOHA30
NbPBOHAYATHATA JO3UPOBKa Ha edaBUpeHl TpsaBa na ce Bb3CTaHOBH (BX. TOUYK})

Cmapuecka gv3pacm




[Tpy nauueHTH B CTapyecka Bb3pacT He € HeoOXOAKMO afanTHpaHe Ha A03aTa (BXK. TOYKA
5.2).

Evbpeuno yepexcoane

[Tpu nauueHTn ¢ YMepeHa ao Texka Os6peyna IMCHYHKIMA (KPEaTHHHHOB KIHPBHC <30
ml/min) HacTHNBA HAaTPyIIBAaHE Ha HHTPABEHO3HUA HOocHTeN CyndobyTrnbeTaaekc HaTpHH
(SBECD). IIpu Tte3u nauueHTH Tpabsa aa 6bae NpUAOKEH MepopajicH BOPHKOHA30J, OCBEH
aKO0 OLIEHKATa Ha CLOTHOLIEHUETO PUCK/NON3a He onpasaasa yrnorpebara Ha HHTPABEHO3EH
BOPHMKOHA30JI. IIpH Te3H mallHeHTH CEPYMHHTE KPEaTHHHHOBY HUBA TpsA0Ba A2 OBaaT
NpOC/ACAABAHN YECTO, 4 NPH NOKa4YBaHeTO UM TpadBa a ce 00ChAH NPEMHHABAHE KbM
JleyeHHe C MepopalieH BOPpUKOHAa307 (BK. TOUKa 5.2).

BopukoHa30J1 ce XeMOAHaIU3Hpa ¢ KIHPBHC 0T 121 ml/min. HeTHpHYacoBUAT XeMOOHAIH3EH
CEaHC He OTCTPaHABa JOCTATLYHO KONUUYECTBO BOPHKOHA30, 34 Aa CE HAJIAra aJanTHPaHe Ha

A033aTa.

KnupbHCBT Ha HHTpaBeHo3HUA HocHTen SBECD npu xemoanannisa € 535 ml/min.

Yeprodpobro yepedicoane

IIpu mauueHTH ¢ 1eka A0 yMepeHa uepHoApoOHa uuposa (Child-Pugh A u B), nony4yasaniu
BOPUKOHA30J1, C€ Npenopbysa ynorpedaTa Ha CTAHAAPTHATA HATOBAPBALIA 1034, HO
noaabpaKaluara n1o3a tpabea ga 6pa¢ HaMaleHa HANONOBUHA (BK. TOYKa 5.2).

BopukoHa30J1 He ¢ H3CAE/IBaH NPH NAMEHTH ¢ TEXKa XpOHHYHA YepHoApoOHa LHpo3a
(Child-Pugh C).

ChbiLecTBYBAT OrpaHUYEHM AAaHHH 33 6€30NacCHOCTTa HA BOPUKOHA30J NP NMAaLKMEeHTH C
OTKJIOHEHHA B YEpHOIpOOHUTE QYHKLIHOHAJIHA NMOKa3aTesH (acnaprar TpancaMHHasza (AST),
afaHHUH TpaHcamMHHa3a (ALT), ankanna ¢ocdarasa (ALP) nnu obw OunupyOrH >5 NbTH Hal
TOpHAaTa rpaHulla Ha HOpMATa).

BopukoHa3ou ce CBbP3Ba C NOBHILUEHHE HA YepHOAPOOHHTE D YHKUHMOHANTHH NMOKA3ATEMH H
KMTHHUYHY Oene3u Ha YepHoApoOHO YBpEXAaHe KAaTo KBJITCHHUIA U NIPH MALUEHTH ¢ TEKKO
yepHOApoOHO yBpexaane Tpabea aa Obae ynorpebasaH, caMo aKo MON3aTa HaABMILABA
MIOTEHLHANTHUA PUCK, []allMeHTH ¢ TeXKO YepHOApOoOHO yBpexaaHe TpAORa na OpaaT
BHHMATEJTHO MPOCICAABAaHN 33 IPOABH Ha JIeKapCTBeHa TOKCHYHOCT (BXK. TouKa 4.8).

Ileduampuuna nonyaayus

bezonacHocTTa H €PHKACHOCTTa HA BOPHKOHA30J MPH Aela Ha Bb3pacT noj 2 roanHU He €
yCTaHOBEHA. HaMHMYHHMTE TOHACTOALLEM AAHHM Ca ONHCaHH B TO4YKHK 4.8 1 5.1, HO HE MOKE Ja
ObJe HanpaBeHa NpernopbKa 3a A03UPaHE.

HauyuH Ha NpUAOKEHHUE
Bopukonasos PoMpapM U3HCKBa pasTBapsHE U paszpexnaHe (BxX. Touxa 6.6) npeau
MPUNOKEHHE KaTO HHTpaBeHo3Ha HHGy3HA. He ce npunara kato 0onycHa HHXeKUHUA.

4.3 IIpoTHBONOKA3ZAHUA

n30poeHM B To4Ka §.1.




Exnospemenno npunoxenne ¢ CYP3A4 cyberpaTi, TepdeHaanH, acTEMH30I1, LIH3aNpUA,
MUMO3HA, XHHUAMH WIH HBaOpaauH THH KaTo [MOBHIIEHH [LUTa3MCHH KOHLIEHTPALMH Ha TE3H
NeKapcTBEHHW NPOAYKTH MOXKe Aa AoBeAaT 00 yasmkaBaHe Ha QTc ¥ peakn ciaydad Ha
torsades de pointes (BX. Touka 4.5).

EnnoBpeMeHHO npunoxeHue ¢ pudaMnuuny, xkapbamazenns, penobapburan #u xoiar
KaHTAPHUOH, ThH KaTO € Bb3MOKHO Te3H JIeKapCTBEHH MPOAYKTH Aa MOHMKAT 3HAUUTENIHO
MIa3MEHUTE KOHUCHTPALMY Ha BOPUKOHA301 (BX. TOYKa 4.5).

EJHOBpEMEHHO MPUIOKEHHE Ha CTAHAAPTHH 103X BOPHKOHA30J ¢ 2034 edasupeHU 400 mg
BEIHBX JHEBHC MM MTQ-BUCOKH € MPOTHBONOKA3aHO, 3all0TO €aBUPEHL] 3HAYUMO
[MOHMXKABA IJIA3MEHWTE KOHLEHTPALHHA HA BOPHKOHA3O/ MpH 3paBH HHAWBHIH, B T€3H NO3H.
BopHKOHAa3071 CHIIO Taka 3HAYMMO [MOBHLIABA TIa3MEHHTE KOHLIEHTPALHH Ha edaBHpeHII
(BK. TOUKA 4.5, 33 TTO-HHCKH N03H BXK. TouKa 4.4).

EnHOBpeMEHHO NPUIIOKEHHE C BHCOKA 1032 puToHaBup (400 mg ¥ nosede ABa MbTH
AHEBHO), 3aI[0TO IPH Ta3H [03a pUTOHABUP [TOHHKABA 3HAYHMO IUIa3MEHHTE KOHIIEHTPaLHH
Ha BOPUKOHA30J IIPH 3ApAaBH UHAMBUAM (BX. TOUKa 4.5, 3a MO-HACKU RO3U BX. TO4UKa 4.4).

EnnoBpeMeHHO NPHIOKEHHKE C €pro-ajIKanoUaH (EproTaMuH, ZUXHUIAPOCPIrOTAMHH), KOUTO Ca
CYP3A4 cyOcTpaTH, Thif KaTO NOBHIEHUTE MIA3MEHN KOHUECHTPALIMY Ha T€3H JICKAPCTBEHH
NMPOJYKTH MOTaT a KOBEIAT OO €PrOTHIBM (BXK. Touka 4.5).

EAHOBpEMEHHO NIPHIIOKEHHE ChC CHPOJIMMYC, ThH KaTO ChLIECTBYBa BEPOATHOCT
BOPHMKOHA30/1 Aa NOBUILY 3HAYMMO MIa3MEHUTE KOHLICHTPAlUKU Ha CHPOIUMMYC (BXK. TOUKA

4.5).

EJHOBPEMEHHO MPUIOKEHHE KA BOPHKOHA30 ¢ Hanokceros, cydocrpar Ha CYP3A4, Toi
KaTo MOBUILIEHHUTE IJIA3MCHH KOHIICHTPALlMH Ha HAJIOKCET 01 MOraT 21a Npeau3BHKaT
CHMIITOMH Ha OTHEMaHe Ha ONMHouaHn (Bx. Touka 4.5).

EnHOBpeMEHHO NPUITOKEHUE HA BOPHKOHA304 € TONBANTAaH, ThH KaTO CHIHUTE HHXHOUTOPH
Ha CYP3A4, karo BOPHUKOHA30M, 3HAYMTENHO MOBUUIABAT [IJIA3MEHUTE KOHHEHTPALUH Ha
TOJIBANTaH (BK. TOUKa 4.5).

EnHoBpeMeHHO NMPUIIOKEHHE HA BOPUKOHA30JI C Typasia0H, Thi KaTO 3HAYHTETHHTE
[MOBUILICHHA Ha €KCITO3HIIUATA Ha TYpPa3sHIOH UMAT MOTCHUHAN 33 CEPHO3HH HEXCEJIaHH
peakuuH (BX. To4ka 4.3).

EQHOBpEMEHHO NPUIOKEHHE C BEHETOKIAKC B Ha4aloTO H I10 BpeMe Ha (ha3zaTa Ha TUTpHpaHe
Ha J03aTa BEHETOKNAKC, ThH KaTO CHIIECTBYBA BEPOATHOCT BOPUKOHA3ON O3 NMOBULIH
3HAYMMO [Ia3MEHHTE KOHLUCHTPAUWH Ha BEHETOK/IAKC ¥ Ja NOBHILM PHCKA OT pa3BUTHE Ha
CUHIPOM Ha TYMOpEH pa3najn (Bx. Touka 4.5).

4.4 ChoeunanlHy npeaynpexaeHys H NPeanazii MepKH npu ynotpebda
CBpBbX4YBCTBHTEJHOCT

[ToBu1ileHO BHHMAaHHE € HEODOXOAWMO TpH NpeanucBane Ha BopHkoHaszon PoMdaf
MAUEHTH CBC CBPBXYYBCTBUTEIIHOCT KBM JAPYTH a301H (BX. CHIIO TOYKA 4.8).




[TpoABIKHTEAHOCT Ha NEYECHHETO
IIpoaemKMUTENNHOCTTA HA ISYEHHE C HHTpaBeHo3Hata hopma He Tpadra aa 6bae no-roasiMa ot
6 mecena (Bx. To4uka 5.3).

CbpIOeuHO-ChIOBH

BopuxoHa3zon ce cBbp3Ba ¢ yabkasane Ha QTc-uurepsana. Ma penkn cinyuau Ha torsades
de pointes NpH NALUMEHTH, IPHEMAIUH BOPHKOHA30/, C pUCKOBH (PaKTOPH, KaTO aHaMHE3a 3a
KapAHOTOKCHYHA XHMHOTEpAanus, KapIUOMHOIIATHA, XHITOKA/IMEMHS H CBITBTCTBAILH
JECKApPCTBEHH NMPOAYKTH, KOUTO MOXKE 4 ¢a AOTIPHHECIH 34 TAX.

Bopukona3zon TpAOBa Aa Obae npuiarald ¢ NOBHLLERO BHUMAHHUE NPH NMALWEHTH C
NOTCHUMAIHO MPOAPHTMUYHH CHCTOTHHA KaTo:

Bpoaeno nnu npuaoburo yasnxasaHe Ha QTc-uHTepBana

* Kapanomuonatus, 0COO€HO NPH HATHYHE HA ChpPOCYHA HEAOCTATHYHOCT

» CuHycoBa Opanukapaus

» CbuiecTByBallld CHMIITOMAaTHYHH apUTMHY

* CoNBTCTRAIL JICKAPCTBCH MPOAYKT, 33 KOHUTO c€ 3Hae, u¢ yasikasa QT c-uatepsana.
EnexkTponMTHH HapyLUIEHUA KATO XUNOKATIHEMHS, XHITOMArHe3neMus H XHNOKaIHEMHUA
TpAOBa Aa ObAAT IPOCIEAABAHH M IIPH HYXJIa KOPUIHpaHH NIPEeIH 3aMl0YBaHe U IO BpeMe Ha
JIeUEHNE ¢ BOpUKOHA30M (BX. TouKa 4.2). [Ipu 3npaBu 10OpOBOILHK € IPOBEACHO NMPOYUBAHE,
u3caeasawo epekra sbpxy QTc-uHTepBana Ha €AHOKPAaTHH A03H BOPUKOHA301 A0 4 NBbTH
Mo-BUCOKH OT 0OHyaiHaTa AHeBHA A03a. [Ipu HHUTO €1HO OT W3cAeABaHHTE TNLA HE € Oun
PETHCTPHpaH HHTEPBaAJ, HAAXBBP/IILL MOTCHUHMAIHO KIMEHYHO 3HaYMMaTa rpaHxna ot 500
msec (BX. Touka 5.1).

PeakliMy, CBbp3aHH C HHDYINATA

[To speMe Ha NpUIOKEHHE HA HHTpaBeHO3HaTa GopMa Ha BOPHKOHA30JI ca GHITH
Habl0JaBaHM peakilMi, CBBbP3aHH ¢ HHPY3UATA - IPSAUMHO 3a4epBABaHe U raaeHe. B
3aBUCHMOCT OT TEXECTTa Ha CUMNTOMaTHKaTa Tpabea 1a ce 00Ch M crinpane Ha JIEUEHHETO
(Bk. TOuKa 4.8).

YepuoapobHa TOKCHYHOCT

B knMHH4YHK NpoyUYBaHHUA MO BpeME Ha JIeMEHHE ¢ BOPUKOHA30 ¢a Ounn Habmonasauu
CIy4aH Ha CEpHO3HH 4EpHOApOOHH peakuyH (BKIIOYHTEIHO KIMHHYCH XEIIaTHT, X0/IecTa3a ¥
¢ynmunranTHa yepHOAPOORA HEAOCTATHYHOCT, BKIIOUUTENHO (daTtanHy). Orbens3anu ca
[MpUMEPH 3a YePHOAPOOHHU peaklMy, HACTHIIBAIIH INIABHO MPH NAlKEHTH C TEXKH OCHOBHH
MEAHLHHCKH CBCTOSHMA (IPeAMMHO 310KaYeCTBEHU XEMATONIOrHYHH 3a00nABaHuA ).
Tpan3uTOpHH YepHOAPOOHH peakuMH, BKIIOUHTETHO XEMATHT H XKbBJITEHHLA, Ca HaCTHIINIH
cpel MauMeHTH 0e3 ApyTH HOCHTH(QHUMpaHn pHCKOBH (pakTopu. YepHoapoOHaTa
IHCOYHKXLUHA OOMKHOBEHO € 0OpaTUMa NpU NpexpaTaBaHe Ha leyeHHeTo {BX. Touka 4.8).

[Tpocnensapane Ha 4epHOAPOOHAaTA QYHKUMS
[TauneHTHTE, KOMTO MOMY4YaBaT BOPUKOHA30J, TpAbBa A3 OBJAT BHUMATENIHO NpOCieAIBaHH
3a yepHOApoOHa ToKCHYHOCT. KnMHMYHOTO noBeagenne TpadBa Aa BKIKOYBA 1abopaTopHa
OLICHKA Ha yepHoApoOHaTa ¢pyHkumA (ocobeHo AST n ALT) npu 3anmousade Ha JIEYEHHETO C
BOPHKOHA30J1 H HAH-MaNKO BEAHBXK CEAMHUYHO NMpe3 NbpBHA MECeL OT JleueHHeTo. JleyeHnero
TpAGBa na ObA€ C Bb3MOXKHO Hal-KpaTKa NPOABDKUTEIHOCT, ako, o0aye, Ha Oa3a Ha




Ha npocaeasBaHe Moxe Aa 6bae HaManeHa A0 BEAHBXK MECETHO, AKO HAMA H3MEHEHHUA BLB
¢ YHKIMOHATHHUTE HePHOAPOOHH MOKa3aTENH.

AKO HaCTBIH M3PA3CHO TIOBHIIABAHE Ha (PYHKIMOHATHUTE YEPHOAPOOHH MMOKa3aTeH,
Bopuxoxason Pomdapm TpabBa na ce cripe, OCBE€H ak0 MEAHIHHCKATa IIPELICHKA Ha
ChOTHOLIEHHETO NMOJ3a/PHCK OT JIeYeHHEeTO 3a NNalMeHTa Onpasjasa IMpoabXaBaHe Ha
TIPHJIAaraHETOo.

UeproapoOuara ¢yHkuus TpabBa aa ce NpocaeaaBa KakTo MpH Jeua, TaKa H [IpY Bb3PacCTHH,

CepHo3HY ICPDMATONOMHYHN HEXENAHH peaKlHU

* (DOTOTOKCHYHOCT
OcBeH TOBa BOPpHKOHA30J1 C€ CBhp3Ba ¢ POTOTOKCHUHOCT, BKIKYHUTEIHO peaKUHH KaTo
eenuan, 1eHTUro, AKTHHAYHA KepaTo3a u ncesaonopdpupus. [lpenopbuba ce BCHUKH
MalHeHTH, BKIOYUTEIHO Jelara, fa M30AreaT Uu3JaraHe Ha npaka CAbHYEBAa CBET/IHMHA M0
BpeMe Ha JedeHHe ¢ BopukoHazon PoMmdiapm 1 a B3eMaT MEpKH, KaTo 3alLMTHO 06eKI1o
H CIIBHUE3AUNTHH NPOAYKTH ¢ BUCOK CiTbHIIE3allIMTEH dakTop (SPF).

 (CKBaMO3HOKJIEeThUYeH KOxeH KapunHoM (CKK)
[Ipy maurMeHTH, HAKOW OT KOHTO Ca CHOOLLIHIM 34 NPEIXOAHH (POTOTOKCHYHH pEaKLIHH,
MMa ¢bOOIIEHNR 338 CKBAMO3ZHOKNETBUYEH KOXKEH KapUuHMHOM (BKMIOYHTENHO KOoXkeH CKK
in situ wm Sonect Ha Bowen). B cnyuait Ha mosABa Ha POTOTOKCHYHH peaKluy, TpadBa
Aa ce MOCTaBW Ha MYJITHAHCUMILTHHAPHO 00ChHIaHe, Aa ce OOMHCNH NTpeKpaTaBaHe Ha
nprHeMa Ha BopukoHason PomgapM U npunaraHe Ha adTepHAaTHBHH IIPOTHBOILOUYHH
CpeiCTRa; TAUHEHTHT Ja ¢€ KOHCYIITHpa ¢ aepmatosor. [Ipy npoasmkaBaHe Ha IpHeMa
Ha BopukoHaszon Pompapm 00aue, CHCTEMHO ¥ peAOBHO TpADBa fa ¢e H3IBBpIIRA
ASPMATONOrMYHA OLIEHKA 32 PAHHO OTKPHUBAHE H JICYEHHE HA NPEMAIUTHEHH JIE3HH.
[TpnemsT Ha BoprkoHason Pomdapm tpabea na 6pae npexpareH, ako 6b1aT yCTaHOBEHH
MPEMATMTHEHH KOXHH JIE3MH WIH CKBAMO3HOKIEThYEH KaplMHOM (BX. Jsnrocpouna
TEpanus NMo-A0JTY B Ta3H TOYKA).

* TexKH KOQNKHH HeXENAaHH peaKLHH
[Ipu ynorpebara Ha BOPHKOHA301 ce ¢cbOOIIAaBa 3a TEXKKH KOXHUA HEXXENAHN pPeaKUuH
(SCAR), kato chHApoM Ha CTuBbHC-KOHCHH (S]S), TOKCHYHA enyuaepMaIHA HEKPOJH3a
(TEN) n nekapcTBeHa peaKLUA ¢ €03MHOQUINA ¥ cucreMHd cumntoMu (DRESS), xonTo
MOJKe J1a Ca XKHBOTO3acTpaluapamy unyn datanuu. [pu pazsute Ha oOpHUB MALMNEHTHT
TpAOBa Aa 6bAe BHUMaTeNHO HabaioaaBaH, @ NpHU NPOrpecHpaHe Ha NE€3UUTE
BopukoHazon Pombapm tpabea na 6bae crpsaH.

CrOUTHA CBBP3AHHU ¢ HANOBROpEYHHUTE XJIe3H

HMma croliueHns 3a obpatuMu cnydau Ha HanOwOpeuna HeJOCTaTLYHOCT [IPH MTAUHUEHTH,
MOJYJYaBalllH a30JH, BKIKYHTENHO: BOpUKOHA301. Cbo011asa ce 3a HaxOb0pevna
HEOOCTATHYHOCT INPH NMAUMEHTH, IpUEMallM a307H CbC UMK He3 CHITBPTCTBAILH
kOopTHKOCTEpOoUAH. [Ipy mauueHTH, npyueMally azonu 6e3 KopTukocTeponan, Haabsbpeynara
HEJOCTATHYHOCT € CBhpP3aHa ¢ AUPEKTHO HHXHOHpaHe HA CTEpOMAQreHe3aTa oT asonure. [Ipu
MalMCHTH, NPHEMALH KOPTHKOCTEPOHAH, CBBP3aHOTO C BOPHKOHA30n HHXubHpaHe Ha
CYP3A4 Ha TexHHsA MeTabOIM3BM MOXE A AOBEAC A0 U3NUIIBK HA KOPTHKOCTCPOHIH U
HanbbOpeuna cynpecus (BxK. Touka 4.5). Crobmasa ce Lo 3a CHHAPOM Ha KyLgh
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CIHOBPEMEHHO ¢ KOPTHKOCTEPOUIH.
[TanHeHTHTE HA IBATOCPOYHO JICYCHHE ¢ BOPHKOHA30J H KOPTUKOCTEPOUIHN (BIJIIOYHTEIHO
MHXATATOPHH KOPTUKOCTEPOUIH, HaMp. Oyne30HUT ¥ MHTPAHA3ANHH KOPTHKOCTEPOHH)
TpAOBa na ObAAT BHUMATENHO NMPOCACAABaHH 3a AUCPYBKLUMA HAa HAnOBOpeuHaTa kopa, KakTo
o BpEME Ha JIEeYeRHETO, TaKa U [PH [IpeKpaTABaHe Ha [IpHeMa Ha BOPUKOHA30J (BXK. TOYKa
4.5). TMaunenTtuTe TpAOBa na OBOAT HHCTPYKTHPAHH Aa NOTBPCAT He3abaBHO MeAMIIMHCKA
IIOMOL, AKO pa3BHUAT NPHU3HALUHY KU CHMIITOMH Ha CHHApOM Ha Kylunar unu Hap6n6pevna
HEAOCTATBYHOCT,

bnrocpoyHa Tepanus

[IpoawmxurenHaTa eKCno3ulus (ledeHne Wi npogunakTuka) ¢ spemerpaede Hana 180 quu
(6 Meceua) M3MCKBA BHUMATENIHA OLIEHKA Ha CbOTHOLICHHETO MoJI3a/pHCK M MO Ta3u NpHYHUHA
nekapute TpabBa A2 uMaTt npeaBua HeoOX0IHMOCTTa OT OrpaHH4YaBaHe eKCIO3HIIMATA Ha
Bopukonazon Pomdapm (Bxk. Toukn 4.2 1 5.1).

HMa ¢cpob1enus 3a ckBaMO3HOKIEThUECH KOXeH KapuuHOM (CKK) (BKIIOUHTENHO KOXeH
CKK in situ inu 6onecr Ha Bowen) BbB Bpb3Ka C ABITOCPOYHA Tepalia ¢ BopukoHazon
PoMmdbapM.

ITpu mauMeHTH ¢ TPaHCIUTAHTALIMHM c€ ChoO1aBa 3a HEMH(EKIIN03€H NEPHOCTUT C ITOBHILICHH
CTOHHOCTH Ha pyOpHa W ankanHa gocgarasa. AKO NMpH nalHEHTa ¢e NOABH KOCTHA Oonka H
C€ YCTAHOBAT PEHTICHONMOIMYHH Hax0dKH, CROTBETCTBALH Ha MEPUOCTHT, TpAOBa Aa ce
obmucy npekparssaHe Ha BopukoHazon Pomdapm cneq MyaTHAUCUHNANHAPHO 00CHXKIaHe.

3pUTENHH HEXKEJAHH PeaKlHH
HMa cpoOnieHHA 3a NPOIB/KHTEIIHH 3PHTEIHH HEXENAaHH PEAKLHUM, BKIIOYHTEIHO

3aM’bIJICHO 3PEHHUE, HEBPHT HA 3DMUTENIHMA HEPB M MANU/IApeH egeM (Bx. Touka 4.8).

brbpeunH HexeNnaHH peaklUHH

[Ip#t Texxko OOTHHM MaLMEHTH, NPOBEXAAILH JICYEHHE ¢ BOPUKOHA30, € HabmonaBana ocrpa
OBpOpeyHa HeAOCTATHYHOCT. [lalueHTHTE, JIEKYBAaHH ¢ BOPHKOHA30/, OOMKHOBEHO ca
JIEKYBaHH COHOBPEMEHHO ¢ HEPPOTOKCHYHH JIEKAPCTBEHY TIPOAYKTH U UMAT CBHITETCTBAILH
CBhCTOAHHUSA, KOHTO MOTAT Aa JOBEAAT A0 MOHHXEHa OBOpeuHa PyHkums (Bx. Touka 4.8).

IIpocneassaHe Ha 6b0OpeyHaTa GyHKIIHA

[Taunenrute TpabBa aa ObaaT nNpocnensBaHH 3a pa3BUTHE Ha abHopMHA OBbOpeuHa PyHKUHA.
Tosa 3aRbIXKHUTETHO BKAKOYBA JJabopaTopHa OLIEHKA, [T0-CIIELIHAIHO HA CEpYMHHUA
KPCATHHHH.

[Ipocneasiane Ha PYHKUWATA Ha IaHKpeaca

[TaunenTtH, ocobeHo Aena, ¢ pUCKOBH (PAKTOPH 33 OCTHP NMAaHKPEATUT (HANp. CKOPOIIHA
XMUMHOTEpalys, TPAHCIUIAHTAMA Ha XeMaToNnoeTHYHH ¢cTBoAOBY KieTkn (HSCT)), Tpabea na
OBJaT MOA HENOCPEACTBEHO HADMIOICHHE N0 BpEME Ha JICYEHHE ¢ BOPUKOHa30)1. Moxe fa ce
oOMHCIH ITpoceaAsBaHE Ha CEpYMHA aMHJIa3a MIIH JTUIIa3a B Ta3H KIHHHUYHA CHTYALHA.

IleguaTpyyHa NONYNAIHS
besomacHocTTa M €PEKTUBHOCTTA IIPH NEAHATPUYHH MALUEHTH Ha BH3pacT MOX ABE FOJHHH
He € ycTaHoBeHa (BX. ToukH 4.8 ¥ 5.1). BopukoHa301 € NoKa3aH 3a nefHaTpUYHM Naluugk

Ha Bh3pACT IB€ MOAHHHU HIH No-roneMy. B neguarpuyHaTa momnynauus ¢ Habnwoaapgi:
BHCOKa Y€CTOTa Ha [TOBHILIABAHE Ha CTOHHOCTHTE Ha YepHOAPOOHHTE CH3IUMHU (B A




4.8). YepHoapobOuaTa QyHKUHA TpsaOBa ga ce nMpociaenasa u NpH A€la, ¥ IPH BL3PacTHH.
[TepopanHaTa OMOHAMHYHOCT MOXe Aa Obae orpaHHYeHa IpH NeAHATPHYHH NalMEHTH Ha
BB3pacT oT 2 A0 <12 roavuu ¢ Manabcopbunug H MHOrO HHCKO 3a Bb3pacTTa TejiecHo Terno. B
TO3H CJIy4Ya# ce NpernopbyuBa UHTPABEHO3HO NIPHIIOXKEHHUE HA BOPHKOHA30I,

» CepHoO3HH IepMaTONOIMYHH HexeNaHHW peaklMu (BrarounTenHo CKK
YecTorata Ha POTOTOKCHYHHMTE peakLiMH € I0-BUCOKa B NeAHaTpHYHaTa NOoMynauus.
ToH Kato ce crobiaBa 3a epononna kbM CKK, npH Tasu nonynauusa oT NAaUKEHTH ¢
HM3HCKBAT CTPOrK MepkH 3a poto3zawnTa. [Ipy aeuara, KOMTO moayuar
doToChCTapABAILM YBPEKIAHUA, HantpuMep OEHKN WK ePenuaH, ce NpenopbhyBa
N304arpade Ha U3J1araHeTo Ha CIBbHLE M HaOIOIEHHE OT AepMaTo/IOr, JOPU U Cliel
NIPEKPATABAHE HA JICUCHHETO.,

IIpodunakTrka

B cnyuait Ha cBBP3aHHUTE C ICYECHHETO HEXeNnaHH ChOUTHA (XeNaTOTOKCHUYHOCT, TEXKKH
KOXHH peakuuu, BKmousand ¢oroTrokcH4HOCcT U CKK, TexkkH nnn npogbmxuTentn
3PUTEIHN HapYLUEHHUA M NTIEPHOCTHT), TpAOBa Aa ce 0OOMHCIIH CliMpaHe Ha BOPUKOHA30N H
MpUaaraie Ha anTepHaTHBHM NPOTUBOrLOMYHU CPEACTBaA.

@®enutoun (CYP2C9 cyberpaT u moued CYP450 nuaykrop)

ITpenopbyBa c€ BHUMATENHO pociaensBaHe Ha GCeHHTOMHOBHUTE HMBA NPH €THOBPEMEHHO
MPUJIOKEHHE HA (PEHUTOUH H BOPHKOHA30/1. EAHOBPEMEHHOTO MPHUNOKEHHUE HA BOPUKOHA30M
H peHuTOUH TpaOBa Aa ce u304rea, OCBEH aKO MoEJi3aTa HEe HaJABHLLIARA PUCKA (BXK. TOUKa 4.3).

Edasnpenu (CYP450 nuaykrop; CYP3A4 unxuburop U cyberpar)

Koraro BOpMKOHA30I C€ MpUJiara €QHOBPEMEHHO C edaBUpEHL, 103aTa HA BOPUKOHA30I
TpabBa Aa ce nmosviuH a0 400 mg Ha BcekH 12 yaca, a A03aTa Ha edaBupeHl Tpa0dBa na ce
Hamany a0 300 mg Ha BcekH 24 yaca (BXK. ToukH 4.2, 4.3 1 4.5).

[nacpnernb6 CYPIAAcybcTparT)

(OuyaxBa ¢ €IHOBPEMEHHOTO NIPHUIOKEHHE HA BOPHKOHA30M J1a NOBHIUH [UIA3MEHHUTE
KOHUEHTPALIMH Ha ITacRerud U Ja yBENHYH pHCKa OT yABIkaBaHe Ha QTc¢ (Bxk. Touxa 4.5).

AKO CBIIBTCTBAILATA YIOTPEOa HE MOXKE 12 ¢€ H30ErHe, Ce IPENnOphYBa YECTO NPOCIEasiBaHE
Ha EKT.

Muxubrropu Ha THpo3UH KHHa3a (CYP3A4 cyberpar)

Oyakpa Cc e e HOBPDEMEHHOTO NPUNOXEHMNWE HAG BOPMUR
OHA30N C UHXUNOBUTOPW HA TUPO3IMUHRKMNHA3A, MeT
abonusnmpaunuunm orCYP3Ad aanoBuwuwuunn nNasMeHNUTE R
OHULWUEeHTPAUWMWU HA MHXUEBEUTOPA HA TUPO3IUH RWUHA

3N PUCRAOT HeReNAHN PEARUMMN.ARO CDNDBTCT

BawaTaynoTtTpebdaHe MOoRe noace nisberHe,ce np




opa HAGa TMWPO3WMWH KMHAA3AG WU BHMUMMATENHO RAMNHWUWUH

onNnpocnepnsasadHe(BXR. TouKaAad)).

Pudabdyrun (Mouier CYP450 HHAYKTOD)

[TIpy eqHOBpeMeHHO NpHAOKeHUe Ha pUdabyTHH U BOPHKOHA30JI C€ NPENophYBa
BHHUMATEIHO MPOC/ACASBAHE Ha [THIHATA KPBBHA KAPTHHA M 33 HEXKEIAHHU JICKAPCTBEHH
peakiUH KbM pudadyrun (Hanp. yBeuT). EJTHOBPEMEHHO NMPHIOKEHHE Ha BOPHKOHA30 H
pudabyTHH TpaOBa Aa ce H36ArBa, OCBEH aKo M1013aTa HE HaJBHILIABA PHCKa {BXK. TO4Ka 4.3).

Puronasup (Mored CYP450 unaykrop; CYP3A4 nuxuburop ¥ cyberpar)
EnnoBpeMEHHO MpuiaraHe Ha BOPUKOHA30M M HUCKa ao3a putoHasup (100 mg aBa neTH
AHeBHO) TpsAbBa Oa ce H30ArBa, OCBEH aKko OLIEHKAaTa Ha ChOTHOLIEGHUETO MMOJ13a/pHCK 32
nairdeHTa He onpaBAaBa ynotpebara Ha BOPUKOHA30J (BX. TOYKH 4.3 1 4.5).

Eeeponumyc {cydcrpat Ha CYP3A4, cyOcTpaTt Ha rnukonpoTerH P)
EIHOBpEMEHHOTO NPHIIOXKEHNE HAa BOPHKOHA30 C €BEPOIMMYC HE C¢ MperophyBa, ThH KaTo

€€ 0O4aKBa BOPMKOHA30JI /14 NOBHLIHM 3HAYHTENHO KOHUEHTPALWHTE HA €BEpPOJIMMYC.
IToHacTOsIIEM HAMA JOCTAaTLYHO JaHHH, 32 []a C€ HATIPABAT NPENOPLKH OTHOCHO JO3HPAHETO
B Ta3W CUTYyalMAa (BXK. TO4YKa 4.5).

Metanon (CYP3A4 cyberpar)

[Ip¥ eTHOBPEMEHHO NPHIIOKEHHE C BOPHKOHA30JI CE TIPENTOPEUBA YECTO TPOCNERABAHE HA
HEeXCMaHUTE peaklHH U TOKCHYHOCTTA, CRbP3aHH ¢ METaJOH, BKIOUYHTENHO YIBIXKABAKE Ha
QTc, Tl KaTO CRER €AHOBPEMEHHO TIPHIIOKEHHE ¢ BOPHUKOHA301 € HaOMI0AaBaHO
NMOBUILICHHE HA KOHUCHTPALUHUTE Ha METaA0H. BL3MOKHO € 1A C¢ HAMOXXH HAaMaJIgBaHE Ha
A03ara Ha MeTaaoH (BX. Touka 4.5).

Kpatkoaeicraauiu onuatH (CYP3A4 cyOcTpar)

Tpnabea ma ce oOMuCIM HaMansBaHEe Ha Ho3aTa Ha aipeHTaHWI, GEeHTAHW U JIpYTH
KPaTKOAeHCTBALUH OIIMATH ChC CXOAHA Ha aN(eHTaHW CTPYKTYPa, KOHTO ¢ MeTabonusnpar
ype3 CYP3A4 (nanp. cydenTannn), KOrato ¢e npanarat ¢AHOBPEMEHHO ¢ BOPHKOHA30M (BiXK.
Touka 4.5). Tsi KaTo MOy KHBOTHT Ha andeHTaHW € 4-KPaTHO YABIXKEH, KOraTo
aT(peHTAHUA Ce NPUJIara €eAHOBPEMEHHO ¢ BOPHKOHA30J M NpH myG/IMKYBAHO HE3aBUCHMO
MpoyYBaHe eIHOBPEMEHHOTO NPHJIaraHe Ha BOPHKOHA30M ¢ GeHTAHUIT BOOH A0 YBEJIUYABAHE
Ha cpeaHuTe CTOHHOCTH Ha AUC).» Ha PEHTaHUN, MOXE A4 € HEOOX0AMMO YecTo
MPOCNeIABAHE 32 CBbP3aHNUTE ¢ ONMHATH HEXENAHH PeakUMH (BKIHOYHUTENHO NO-ABITro
PECTIMPATOPHO NpOCIeAABaHE ),

Oenropeiicteaun onuate (CYP3A4 cyberpar)

HamansBaHe Ha 103aTa Ha OKCHKOJOH B APYTH BHITOACHCTBAILK ONMATH, MeTabOIH3HpaHH
oT CYP3A4 (Hanp. XuapokoaoH) TpaOBa Aa ce HMa NpeABH A [TPH EAHOBPEMEHHO
PHJIOKEHHE C BOPHKOHa30J. MoXe [a ce HaJIOXKH YeCTO MPOCIIEARBAHE 33 CBBP3AHUTE C
ONHAaTH HEXKENIAHU PEAKLUMUH (BX. To4ka 4.5).

®nykonazon (CYP2C9, CYP2C19 u CYP3A4 unxubutop)
EnvoBpeMeHHO MpHUIarade Ha nepopasicH BOPHKOHA30 H nepopaneH (ykoHa30l BOAH HO
3HAYHMO noBUILABaHE Ha Cinax 1 AUC; Ha BOpPHKOHA30J1 ITPH 34paBH A0OpOBONIIK.
Hamanenara no3a W/HUIM MecTOTa Ha MpUJIaraie Ha BOPUKOHA30,1 H $IIYKOHA30J1, Kt
CIMMUHHPAIHN TO3H €(EKT, He ca ycTaHoBeRH. [IpenopbUuTeIHO € npociaensiBat Z
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HEXeIaHNTE PpeakLiy, CBbP3aRH ¢ BOPUKOHA30]1, aK0 BOPUKOHA3QJ Ce IIpHIIara CJIej
$nykoHazon (Bx. TOUKA 4.5).

CrOobpikaHue Ha HATPUH
To3u fiekapcTBEH NPOAYKT ¢babpika 221,17 mg HaTpHH Ha ($bnaKoH, KOMTO Ca €EKBUBAJIEHTHH
Ha 11,05% OT NpenopbuUTENHUs MaKCHMaEH JHEBEH npueM Ha (30, ot 2 g Hatpvi 3a

Bh3pacTeH.

11Kk 101EKCTPHHOBO Npou3BoaHo (cyndobdyTunberageke HATPHH), HINON3BAH KATO NOMOIIHO

BENICCTBO

ToBa 1eKapcTBO ChALPKA LMKIoAEKCTPHHH (3,200 mg UMKIOAEKCTPHHH BLB BCCKH ¢dbnaxkoH,
KOETO € eKBUBaIEHTHO Ha 160 mg/ml npy pastapsaHe B 19 ml pasTBopuTel, BX. TOUYKH 2, 6.1
1 6.6), KOWTO MOTAT J1a MIORJIHAAT Ha CBOHCTBATA (KaTO TOKCHYHOCT) Ha aKTHBHOTO BEILIECTBO
W APYTH JieKapcTBa. ACTIEKTHTE Ha §e30MacHOCTTa Ha UMKIOACKCTPHHHUTE C& B3CTH MPCABHI

npy pa3pabOTBAHETO U OLICHKATa Ha 6€30NacHOCTTa Ha JIEKapCTBCHUA NIPOAYKT,

T1ii KaTo LHMKIOAEKCTPUHHUTE CE EKCKpeTHpar npe3 6n0Openure, Npy NalMEHTH ¢ yMEpEHa 10
Texka 6bOpeaHa THCHYHKLHA MOXKeE A2 HACTHITA HATPYNBAHE HA LIHKIOACKCTPHH

4.5 BianmomelCcTBHe ¢ APYTH JeKAPCTRBEHH NPOIYKTH M APYTH (opPMH HA
B3aUMOACHCTBHE

BopukoHa3on ce Merabon3npa OT 4 HHXHOMPa aKTHBHOCTTA HA LIMTOXPOM P450
uzoerszumute CYP2C19, CYP2C9 u CYP3A4. UuxnOUTOpH MATH HHAYKTOPH HA TE3H
HU30EH3HMMH MOTAT CHOTBETHO 4 IIOBHIIAT UM [TOHMKAT MNa3MCHATE KOHLECHTPALUWH Ha
BOPHKOHA30J] 1 KMa BEPOATHOCT BOPHKOHA307 Aa MOBWILH M/1a3MEHNTE KOHLEHTPAUNH Ha
cyGeTanumn, Metabosusupanu ot Te3u CYP450 n3oeH3uMH (BXK. Tabnuuara no-goay).

AKO He € YTOYHEHO ApYro, NPOoy4YBaHHATA 33 JIEKAPCTBEHH B3aHMOJICHCTBHA €2 MPOBENCHH
[IpH 3PABH BB3PACTHH MHAMBHIM OT MBXKKH IO, KATO € NPUIaraHo MHOTOKPAaTHO N03HPAHE
0 TOCTHTAHE Ha CTALMOHAPHO CHCTOAHHE ¢ TIepopaleH BOpHKOHa301 0T 200 mg nBa NbTH
nHeBHO. Te3u pe3y/NTaTi Ca pe/IcBaHTHU M KbM OPYTH [TOMYNAnHH K IBTHLIA Ha BBBEXIAHE.

BopukoHa3oJ1 TpAOBa Ja ce IpUiara ¢ BHUMaHHe MIpY MalyeHTH, [pHeMallii ChIIbTCTRAIA
Tepan#i, 3a KOATO € H3BECTHO, 4ye yabmxasa QTc HHTepBana. EAHOBpEMEHHO NpunaraHe €
MPOTUBOINOKA3aHO U B CIIy4aHuTE, KOraTO BOPUKOHA30/1 MOXKE A MOBHILIH IIa3MCHHTE
KOHILIEHTpauuH Ha cybcranumnu, merabonnsupanu or CYP3A4 n3oeH3HMH (HAKOH
AHTUXMCTAMHHH, XMHUIAKH, UH3anIpUA, MTHMO3ME M HBaOpayuH) (BXK. NO-A0IY U TOYKa 4.3).

TaGnuila ¢ B3aUMOACHCTBHA
B3auMmoaeiicTBUATA MEXAY BOPHKOHA30J U APYTH JIEKAPCTBEHH NPOAYKTH Ca OMKCAHH B
TaGnuuara no-aony (BeAHBXK AHEBHO KaTto ,,B/1", ABa NBTH XAHEBHO KaTO W, TPH IBTH
nHeBHO Kato ,, T/I" u HeonpeneneHo karo ,,HO"). Ilocokara Ha CTpenKaTa 3a BCCKH
papMaKkoKHHETHYEH NapaMeThp € bazupaHa Ha 90% [OBEPUTEASH HHTEPBA HA CPEIHO
reOMETPHYHOTO OTHOILIEHHE B PaAMKUTE Ha («=), nox (|) 1M Hax (T) rpaHMUNTE OT 80-125%.
3Be3naTa (*) mokasBa asycrpadHHo s3aumozeiicteue. AUC:, AUC: n AUC.« npeacTasnasaT
MIOLITa NOX KPUBATA B €IWH JO30B MHTEPBANl OT HyNIeBOTO BpeME 10 BpEMETO ¢ YCTAHOBHMQ
M3MEPBAHE H CHOTBETHO OT HYJIEBOTO BpPEME 710 6e3kpaiHOCT.
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Lo B

KOWTO M3NCKBAT KOPEKLIHA HA 103aTa U BHUMATEITHO KIMHHYHO H/HAH OHONMOTHYHO
Ipoc/eASBaHe H HAaKpas Te3d, KONTO HAMAT 3HAYUMO (GapMakOKHHETHYHO B3ABHMOACHCTBHE,
HO MoraT fa OBAaT OT KIMHHUEH HHTEpeC B TepancBTHYHaTa obnact.

JleKapcTBeH NPOAYKT
[MexaHuIvM Ha ezaumoodericmaene]

BiranuMoaeicTBHE

CpenHs reoMeTpHYHH nNpoMeHH (%)

IIpenopbKH 0OTHOCHO
eAHOBPEMEeHHOTO NpUJIarane

ACTeMH30/, UN3aNpHI, THMO3HA,
XWHUAKH, TepdenaanH 1

HBabpanun
[CYP3A4 cybempamu]

BbnpekH, 4e He ¢a NMpoYyUu€HH,
MOBHILUEHUTE INIa3MEHH
KOHLCHTPALMH Ha Te3H
JIEKapCTBCHH NPOAYKTH MOraT 13
A0BEAAT A0 yabmkapaHe Ha QTc
MHTEepBAIA H B PEAKH C1ydaH Ha
torsades de pointes.

IIpoTHBONOKA3AaHO (BX. TOYKA
4.3)

Kap6amasenuu u 6apSurypati ¢
NPOAL/DKHTEIHO OEHCTBHE (Hanp.
benobapOuTan, Mmepobapburan)
[mougnu CYP450 undyxmaopu |

Benpeku, ye He ¢a NPOYYEeHHU
kapbamazenuH u fapOHTYpaTHTE C
MPOABDKUTENHO AEHCTBHE €
Bb3MOXHO 3HAYHUMO Ia MOHHXKAT
MIa3MERNTE KOHLIEHTpaLMH Ha
BOPHKOHA30J1.

IIpoTMBONOKAa3aHO (BXK. TOYKA
4.3)

EdaBupery (HEHYKIEO3HAEH
HHXHOMTOp Ha oDpaTHaTa
TpaHckpunTasa) [CYP450
undykmop, CYP3A4 unxubumop u
cybcmpam]

Edasnpenu 400 mg BA,
npuiiarad eJHOBPEMEHHO C
BopukoHason 200 mg aABa rbTH
AHEBHO™

Edasupenu 300 mg B/,
rpuiaras ¢ZHOBPEMEHHO C
popukoHazon 400 mg JJ*

Edasupeny Cmax T 38%
E¢asupenuy AUC: 1 44%
BopuxoHazon Cmax | 61%
Bopuxonaszon AUC; | 77%

CpasleH ¢ edasupenr 600 mg B,
EdaBnpeHy Cmax &
Edaenpeny AUCT T 17%

CpaBHeH ¢ Bopukonason 200 mg 1,
Bopukorason Cmax T 23%
Bopukonazon AUC; | 7%

Ilpunarane Ha CTAHAAPTHH JO3H
BOPHKOH230/1 ¢ A03H ehaBHPEHLI -
ot 400 mg B/] Han no-BuCOKHK €
NPOTHBOMOKA3AHO (BX. TOYKA

4.3).

Bopukonazon Moxe aa Opae
[IPHAAraH €HOBPEMERHO C
edaBupeH, akKo NOAALpKALIATA
11033 BOPHKOHA30/ € MOBHILIEHA
a0 400 mg 1/ u no3ara Ha
edaBupeHl € noHmwkeHa 1o 300
mg BJl. Koraro neyennero c
BOPHKOHA30A OB CNpAHO,
TpAOBa Ja C¢ BB3CTAHOBH
NbpBOHAYAJIHATA A034 Ha
edaBuperl (Bxk. TOHKa 4.2 ¢

4.4)
Epro-ankanona (Hamnp. BbIipekH ue He e MPOoY4YeHO, € IIpoTHBONOKA3aHO (BX. TOUKA
eproTaMiH Y JUXUOPOSProTaMUH)  |BEPOATHO BOPHKOHA30 13 4.3

[CYP3A4 cybecmpamu] MOBULIN MIA3MEHHTE

KOHLUCHTpalHH Ha epro-

AMKATOMOUTE U J1a JOBEIC AO

€pProTH3bM
JypazuaoH Bnopeku 4e He € IpoydeHo, uMa  |IIpoTHBoMoOKa3aHo (BX. TOUKa
[CYP3A4 cyberpar] BEPOATHOCT BOPHKOHA30I 4.3)

3HAYNTENHO 13 TIOBHIIH

MUIA3MEHUTE KOHLEHTPALMH Ha

Nypa3uJIoH.
Hanoxceron Bbnpeky ye He € NpoyUEeHo, IIpoTHBONOKASHT
[CYP3A4 cybecmpam] CBHUISCTBYBA BEPOSTHOCT Touka 4.3)

BOPHKOHA30/J1 3HAYHTECNHO 4
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JIekapcTBeH NPOAYKT
[mexanuzvm na g3aumodeiicmaue]

BiaumonaelicTene
CpenHn reoMeTpnuHH npoMenH (%)

IIpenopbKH OTHOCHO
eAHOBPEMEHHOTO NPMIIATAHE

[TOBHILIH ITJNTASMEHHUTC
KOHLCHTDALIHH Hd HAJIOKCET' OJI,

Pudabytun
[mowen CYP450 unoyxmopj
300 mg BI

300 mg BJl (npuwnioxkKeHH
€IHOBPEMEHHO ¢ BOPHKOHA30J]

350 mg J1)*

300 mg B (npunoXxeHu
€THOBPEMEHHO ¢ BOPHKOHA30.1

400 mg JJ1)*

Bopukonazon Cmax | 69%
Bopukonazon AUC; | 78%

CpasHeH ¢ BoprkoHa3zon 200 mg

AN,

Bopukonazon Cmax | 4%
Bopukonazon AUCT | 32%

Pugadyrra Cmax 1 195%
Pudadyrus AUC: 1 331%

CpasneH ¢ popukoHason 200 mg A1,
Bopukonaszon Cmax T 104%

Bopuxonazon AUC; T 87%

EnHoBpeMeHHO PUNaraHe Ha
BOPHKOHA30M U pHPabyTHH
TpaOBa na ce N30ATRa, OCBEH aKo
110,13aTa HE MPERB3X0XK A PHCKA.
[TopgepkaluaTa g03a Ha
BOPHUKOHA30/1 MOXe Ja 6bae
NoBHILEHA N0 3 mg/kg
uHTpaseHo3Ho [} wix ot 200
mg 1o 350 mg nepopanro JJ1
{100 mg a0 200 mg nepopanHo
A1 npu naueHTH ¢ TENIQ no-
mManke ot 4) kg) (k. Touka
4.2).

[IpermopryBa c€ BHUMATEIHOTO
NpOCHEaABaHE HA KPbBHUTE
[OKa3aTE/H H Ha HEXKENaHHTE
peaKkUHH KbM pHbabyTHH (Harmp.
YBEHUT) NIpH eZHOBPEMEHHO
NpUIaraHe Ha pudaldyTHH ¢
BOPHKOHA3011.

Pudamouuua (600 mg B/1)
[mowien CYP450 unoyxkmop]

Bopuxkonazon Cmux | 93%
Bopukonazon AUC| 96%

IIpoTBONIOKAa3aHO (BXK.
TOukKa 4.3)

PutoHaBup (ripoTeaseH
HHXUOHUTOD)
[mowen CYP450 unoyrkmop;

CYP3A4 unxubumop u
cybcmpam]

Bucoka no3za (400 mg 1)

Hucka no3za (100 mg J)*

PutoHaBHp Crax 1 AUC,
Bopuxonazon Coax | 66%
Bopurkonazon AUC,: | 382%

PutonaBup Crax | 25%
Puronasnp AUC; | 13%
BopukoHa3on Cmax | 24%
Bopuxoraszon AUC; | 39%

EnxnoBpeMeHHO NpUnoXeHue
Ha BOPHKOHA30J1 H BUCOKH
no3u putoHasup (400 mg u
noseye [1J]) ¢
NMPOTHBONOKAa3aHO (BX.
TO4uKa 4.3).

EnnoBpeMeHHO mpunaraHe
Ha

BOPHKOHA30J/1 H HUCKO/IO30B
puroHaeup (100 mg 1)
TpaOBa Ja ce u304rea, ocBeH
aKO OLIeHKAaTa Ha |
ChOTHOLUIECHHETO NMON3a/PUCK
NpH NalKMeHTa HE ONpaBAaBa
ynorpe0aTa Ha BOPHKOHA30IL.

JKBNT KaHTapHOH

[CYP450 naayKTOp; HHAYKTOD
Ha rMHKONpPOTEHH P

300 mg T/ (npunarann

eaHoBpeMeHHO ¢ 400 mg
C€IHOKPATHA A033 BOPHKOHA301)

B He3zaBUCHMO-NyOAMKYBaHO
npoyusate, BopukoHason AUCp.o
| 59%
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JlekapcrBeH NPOAYKT BsauwmoaeHcTBHE IIpenopbKn OTHOCHO
[mexanuszvm na ezaumodeiicmeue] |(CperHn reOMeTpUYHH NPOMEHH (%) |eAHOBPEMEHHOTO NPHJIATAHE
ToneantaH Brnpexn, ye He € KIHHHYHO ITpoTnBONMOKA3AHO (BXK.TOUKE
[CYP3A4 cyocmpam] NPOYYEHO, € BEPOATHO 4.3)
BOPHKOHA301 Aa MOBHLIH
MJa3MeHHTe KOHLEHTpaLUY Ha
TOJIBATITAH.
Benertoxknaxc Bbnpeku 4e HE € MPOYUEHO, EnrospeMeHHOTO
[CYP3A cyGerpart] CBILIECTBYBA BEPOATHOCT NPHIOKCHUE Ha
BOPMKOHA30/1 3HaYHUMO 112 [TOBUILUH |BOPUKOHA301 €
[IJIA3MEHNTE KOHLEHTPALIHHY HA [IPOTHBOIIOKA3aHO B
BEHETOKJIAKC. Ha4aJoTo H IO BpeMe Ha
hazaTa HA THTpHpAEHE HA
N034Ta BEHETOKIIAKC
{Bx.Touka 4.3). HeoOxomumo
€
HaMaJIsBaHE Ha A03aTa
BEHETOKIAKC, KAKTO € YKa3aHO B
NIPORYKTOBATA HHpOPMALIMA, 110
BpeMe Ha [IPHA0KEHNE Ha
yCTAHOBEHATa IHEBHA A034;
IIPENICPBYBA C€ BHHMATENHO
HalI0ACHHE 33 MPU3HALIM HA
TOKCHUYHOCT.
Dnykonason (200 mg seaHex  [Cmax Ha BOpHKOHa301 T 57% Hamanenara no3za wunu
IHEBHO) AUC; Ha BopHkoHason T 79% 4E€CTOTa Ha BOPHKOHA30]T K
[CYP2C9, CYP2C19 u CYP3A4 |Fluconazole Cmax ND (payxonason, xouto 6uxa
HHxubuTOp] dnykonason AUC, ND EMMUHUPANH TO3M EEKT, He
ca YCTaHOBEHH. [Ipenoptusa ce
NpOCNEAABAHE 33 HEXXEIaHH
peakUMH, CRBP3aHH C
BOPHKOHA30J1, aKO BOPHKOHA30/
C€ M3MOJI3BA MOCNEeNOBATEIHO
cnen dykoHasom.
DEeHHTOHH EnHospeMeHHO IPHAAraHEe HA
[CYP2C9 cybecmpam u mower BOPMKOHA30/1 1 PECHUTONH
CYP450 unoykmop] TpaOBa Oa ce H30srea, OCBEH aKko
Moa3aTa He NPEEbL3XOXKAA PHCKA.
300 mg B/1 Bopuxounazon Cmax | 49% IIpeniopbyBa ce BHUMATENHO
Bopukonazon AUC, | 69% NpocneaABaHe Ha MIa3MeHUTe
HHBA HA PEHHTOHH.
300 mg Bl (eanoBpeMeHHO denntoun Cmax T 67% (DeHuTOrH MOXKE Ja Ce Opunara
npuaarad ¢ BOpukoHa3on 400 mg [ Penutoun AUC, T 81% €IHOBPEMEHHO C BOPUKOHA30/,
H)* CpasHeH ¢ BopukoHason 200 mg I, |ako noaabpikalnara g03a Ha
Bopuxonalon Cmax 1 34% BOPHKOHA30J1 C& NIOBHILH 10 5
Bepuxonazon AUC; T 39% mg/kg uaTpaBeHo3Ho JJ]
niau ot 200 mg no 400 mg
nepopanHo 111 (100 mg ao 200
mg nepopando A npH
nauneHTH ¢ Tein10 nox 40 kg)
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JIeKApCTBeH NPOAYKT
[mexanuism na ezaumoceiicmeue]

BiaumoaeidcTBHE
Cpeann reoMeTpuuHH npomensu (%)

IIpenopbKH OTHOCHO
€AHOBPEeMEHHOTO NPUIAraHe

JleTepMOBHD
[CYP2C9 u CYP450 unoyxmop]

BopukoHason Cmax | 39%
Boprkonason AUCy. 2 | 44%
Bopukonazon AUCz | 51%

AKO ¢JHOBPEMEHHOTO
NMPHI0XKEHHE HAa BOPHKOHA30JI C
JIeTepMOBHpP He MoXe aa Objle
n3bernaro, aa ce npocneax 3a
3ary0a Ha e)eKTHBHOCT Ha
BOPHKOHA30I.

QOnyKNoKCaUWIHNH
[CYP450 unayxrop)

Crpo0t1asa ce 3a 3HAYUTENHO
HaMaJIeHH ILIa3MeHH
KOHUEHTPAU MU Ha BOPHUKOHA30.

AKo He MOXe Oa ce uiberte
CBHITHTCTBALLO NPHWIOKEHHE HA
BOPHKOHA30 C
dITyknoxcalMIMH TpabBa na ce
cledy 3a IIQTeHIHalNHa 3aryba
Ha e(PEKTHUBHOCT Ha
BOPUKOHA301 (Hamp. ype3
TepaleBTUYEH JeKAPCTBEH
MOHMTCOPHHTI'); MOXe JIa €
HeoOXOOHMO YBelIn4aBaHe Ha
103aTa Ha BOPHKOHA30J.

I'macnerut
[CYP3A4 cyberpar]

Bropexu 4ye He € Npoy4eHo, UMa
BEPOATHOCT BOPHKOHA3OM A
IIOBHLIH [LIA3MEHHTE
KOHLCHTpAaLKH Ha riacaerut u aa
YBEJINYH PHCKa OT yABJ/DKaBaHe Ha
QTc nHTepRana.

AKo e1HOBpEeMeHHaTa ynoTpeda
He MOXe 1a 6ble n3bernara, ce
NpenopLYBa 4ecTo
npocneassane Ha EKI (Bx.
TOUYKa 4.4).

HuxubuTopH Ha THPO3WH KHHA3a
(Hanp. akCHTUHHO, BOCYTHHHO,
Ka003aHTHHHO, HEPUTHHUO,
koOumeTHHUO, nabpadenno,
na3aTHHUO, HUTOTHHUO,
CYHHUTHHHO, HOpYTHHHO,

puboumKInd)
[CYP3A4 cybGerpatu]

Brnpeku ue He € NpoyucHo,
BOPHKOHA30/ MOXe [Aa MOBHULIH
J1a3MEHHTE KOHLCHTPALIMU Ha
HHXUOMTOpPH Ha THPO3UH KMHA3a,

KOUTO ce MeTabonuiupar or
CYP3A4.

AXO CBITBTCTBAILIATA
ynorpeba

He MOXke na ce n3derue, ce
MpenopbYBa HAMANABAHE HA
Jo03aTa Ha HHXubUTOopa Ha

TUPO3HH KWHa3a (BXK. TOYKA
4.4).

AHTHKOAryJIaHTH
BapgapuH (30 mg enHOKpaTHa 10343,
[pHIaraHa eqHOBPEMEHHO

MakcHMaJIHOTO ITIOBHIIABAHE HA
NpoTpoMOKHOBOTO BpeMe € 61o

IlpenopruBa ¢&€ BHHMATEIHO
npocieasBale Ha

¢ 300 mg A1 popuKOHA30M) NMPUOIN3UTENHO ABYKPATHO. NpOTPOMOUHOBOTC BpeMe HITH
[CYP2CY cybcmpam| APYTH NOOXOOALIH
JApyru nepopalHy KyMapHHH BrnpekH, ye He € IpoYyUEeHo, aHTHKOArynalHOHHH TECTOBE,
(Hanp. PEHIPOKYMOH, BOPHMKOHAa30/1 MOKE 13 NMOBHLLH KaTo 103aTa Ha
ALECHOKYMapoi) IUTa3MEHHTE KOHUEHTPAUKK Ha aHTUKOArynaHrTure Tpabpa aa ce
[CYP2C9 u CYP3A4 KyMapHRHUTE, KOETO MOXE a KOpHIypa NoaxonaLo.

cybempamu ] NpecAX3BHKA MMOBHILIABAHE Ha

NpoTpOMOHHOBOTO BpEME.

HsakadTop Brripeky 4e HE € MMpoYYEHO, [IpenopryiBa ce HaMalgIBaHe HA

[CYP3A4 cybcmpam]

BOPHKOHA430J1 MOXKE 4 IMOBHILH
MIA3IMCHHTC KOHLUCHTPALHH HA
HEHHH['JTGD, KOETO MOKE 4 J08BCAC OO
MOBHLICH PHCK OT HCXKCIIAHH ECIJEI{TH

103aTa Ha UBaKaPpTop.

16




JlekapC¢TBeH NPOAYKT
[mexanuivm na 8zaumodeiicmeue]

BiaumoaencTreye
Cpeany reoMeTpHYHH NPpoOMeHH (%)

IlpenopLKH OTHOCHO
eAHOBPEMEHHOTO NPHJIarale

BedloanasennHu
[CYP3A4 cybecmpamu]

Mupazonam (0,05 mg/kg 1.v.
eJINHHYHA 1033}

Mupazonam (7,5 mg mepopaiHo
eIUHHYHA 1034)

Hdpyrd 6eH3oana3enuuu (Harp.
TPHA30J1aM, alpa3oiiaM)

B ne3aBucHMO NyONHMKYBaHO
npoyyBaHe AUCp.» Ha MHIA30/1aM
13,7 npTH

B He3zaBHCHMO MyOnHKyBaHO
npoy4BaHe Cmax HA MHAA30TIAM |
3,8 mpTH AUCo-» Ha MHAa3onamM 7

10,3 np1H

Bonpeku, 4e He e KIHHHYHO
MPOYYEHO, € BEPOATHO

BOPHKOQHA30.1 Aa MOBHLUH

IIa3MEHHTE KOHLUCHTPAUWK Ha
DEeH30QHAIEIHHUTE, KOMTO CE
metabonuaupar o1 CYP3A4 y BoasT
A0 yAbJAXX3BAHE HA CEAATHBHHA edeKT

Tpabsa na ce obmucnu
NOHMKABaHE Ha J034aTa Ha
GeH30aHa3ENHHHUTE,

HmyHOoCcynpecopH
[CYP3A4 cybempamul]
Cuponumyc ( 2 mg eTHHUYHA J1024)

Eseponumyc
[CYP3A4 cybetpar, P-gp

cybcrpar]

[{uknocnopuH (NMpu cTabUIHU
peunnueHTH Ha OBOpedHa
TPAHCMJIAHTALIMA, NONYYABALIK
XpOHHYHA LHKIOCNIOPHHOBA
Tepanuia)

Takponumyc (0,1 mg/kg
e1HHHYHA 1033)

B enHo He3aBUCHMO NMyOIHKYBaKO
Mpoy4BaHe,

Cupomumyc Cmax T 6,6-0s1H
Cuponumyc AUCQ-00 1 1 1-mbTH

Brnpeku ve He € IpOYYEHO, UMa
BEPOATHOCT BOPHKOHA30JI
3HAYUTEITHO Ja MOBHILUH
MIa3MEHNTE KOHLICHTPaLMH Ha
€BEPOJIHUMYC.

[{uxnocnopyH Cmax T 13%
[Huxnocnopun AUC, T 70%

Takponumyc Cmax T 117%
Taxponumyc AUCt T 221%

EnHoBpeMeHHO NpHiaraHe Ha
BOPHKOHA30/1 ¥ CHPOJIUMYC €
NPOTHBOMOKAZAHO (BX.
Toyka 4.3).

EAHOBpEMEHHOTO
NPHIOKEHHE HA BOPHUKOHA30I1
C EBEPOIUMYC HE CE
IIpernoppuBa, ThH KaTo Ce
O4YaKBa BOPHKOHA30M
FHAYMUTEIHO Ja MOBUILIH
KOHUEHTPAUHHUTE Ha
eBEPOIIMMYC (BXK. TO4YKa 4.4).

Ilpy 3ano4uBaHe Ha JICUEHHE C
BOPHKOHa30/1 NTPH MTALHEHTH,
Ha KOUTO BEYE Ce MpHara
LHKIOCIIOPHH, C€ MpenoppyBa
0034Ta Ha IIHKJIOCIIOPHH Jaa Obae
HaMaJIcHa Ha [MOJIOBUHA U
BHHMATENIHO 113 ce IpocnenaBar
HHMBATA Ha LMKJIOCIIOPHH,
[ToBuIilIEHHTE CTORHOCTH HA
LHKIOCIOPHH & CBBP3aHH C
He(PPOTOKCHYHOCT. LIpH
NPEKPATABAHE TPHEMA Ha
BOPHKOHA30J], CTOHHOCTHTE Ha
HUKIOCIIOPHH TpAOBa Ja

ce NIpocneqaBaT BHUMATENHO U
103aTa 13 C€ MOBHIIM KAKTO €
HEO0X0IHMO.
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JlekapcTEeH NpoagyKT
[mexanuszom na s3aumoceiicmeuel

BiauMonefcTBHE
CpeaHu reoMeTpHHH NpPoMenH (%)

[IpenopbKH 0OTHOCHO
eHOBPEMEHHOTO NIPHJIATaHE

Ilpu 3anousaHe Ha JIEYEHHE C
BOPHKOHA30/ NMPU MALUEHTH, Ha
KOWTO BEYE CE MpHiIara
TAKpOJINMYC, C€ NMPENopLYBA
103aTa Ha TaKponuMyc aa 0bae
MOHHXEHa 10 €IHa TpeTa OT
NbLPBOHAYANHATA 1033 H
CTOMHOCTHTE Ha TAKPOIHMYC
BHHUMAaTEIHO Ja C€ NPOoCneanaBar,
[TosuIIEeHHTE CTOMHOCTH Ha
TaKPOJIHMYC C€ CBBLP3BAT C
HeQPOTOKCHYHOCT. Ilpn
NpeKpaTaBaHe NpHeMa Ha

BOPUKOHA30], CTOHHOCTHTE Ha
TAKpONUMYC TpAOBA [1a ce
NPOCNERABAT BHUMATEIHO U
03aTa Ja ce MOBHIIH, KaKTo €

HeoOXOIUMO.

OnHaTH ¢ IPOIBKUTENHO

HeACTBHE

{CYP3A4 cybcmpamu ]
OxcukonoK (10 mg eapHNIHA
no3a)

B enHO He3aBUCHMO MyONHKYBaHO
POYYBAHE,

Oxcukonod Cmax T 1,7-meTH
Oxcnkonon AUCy» T 3,6-mpTH

Tpatea na ce oOMuUCIHN
HaMaJIIBAHE HA JO34TA Ha
OKCHKOJOH W APYTH ONHATH ¢
NpOABLDKHUTEIHO JEHCTBHE,
MeTabonnisupann ot CYP3A4
(Hanp. XHApOKoAOH). Moxe na ¢
HeOOX0OHMO YECTO
NpociaeAsBaHe Ha OIHAT-
CBBP3aHHTE HEXENAHU PeaKLHH.

Metagon (32-100 mg BH)
[CYP3A4 cybcmpam]

Hecteponaun
NPOTHBOBB3NAJUTECIHH
nexapcTeeHHd npoldykry (HCIIBC)
[CYP2C9 cybempamu]
Hoynpoden (400 mg enuHHYHA
no3a)
Huknopernak (50 mg exnHHYHA
103a)

R-meTtazoH (aktuBeH) Cmax T 31%
R-metanon (aktureH) AUC, 1 47%
S-meTagoH Cmax T 65%
S-metagoH AUC: T 103%

N03aTda Ha MCTal0H,

S- H6ynpoden Cmax 1 20%
S- Hoynpoden AUCp T 100%
Huxnopenak Cmax T 114%
Huxnopenak AUCo. T 78%

[Ipenoprusa ce 4eCTO
npocieasBaHe 32 HeXelaHu
peaxkLiHH ¥ TOKCUYHOCT,
CBBLP3aHH ¢ METaoH,
BKIIIOYHTENHO YALIKaBaHE Ha
QTc¢ unreppana. Moxe nae
HeoOX0ANMMO HaMansBaHe Ha

[IperioppuBa ce uecTo
NMpocneasBaHe 3a HeXXeNaHH
pEaKLMM H TOKCHYHOCT,
ceep3anu ¢ HCIIBC. Moxe na e

HeQOXOOUMO HAMAJISIBAHE Ha
nosata ga HCIIBC.

Owmenpaszon (40 mg BJ)*
[CYP2C19 unxubumop; CYP2C19 u
CYP3A4 cybecmpam]

Omenpazon Cmax T 116%
Owmenpazon AUC, T 280%
Bopukonaszon Cmax T 15%
Bopukonazon AUC; 1 41%

Hpyrv HHXHOHUTOpH Ha NPOTOHHATA
nomna, KOWTO ¢ca

CYP2CI19 cybcTpaTti Morar ¢bito aa
OboaT HHXHOHpPaHH OT

He ce npenoprevsa KOpeKUna Ha

J03aTa Ha BOPHKOHA30J.

[Tpu 3amo4YBaHe Ha NeYeHHe ¢

BOPHKOHA30M MPH NaLUEHTH,

BeYe NMpHeMallli OMeNpa3on B
me
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JlekapcTBer NPOAYKT
[Mexanuivm na ezaumodelicmeue]

B3aumonelcTBHE
CpeaHn reoMeTpuiHH NpoMeHH (%)

IIpenopbKH OTHOCHO
eIHOBPEeMEHHOTO NPUIATAHE

BOPHKOHA30J1 M MOTaT fia JOBEAAT A0
NOBHIIEHH TJIA3MEHH

KOHLIEHTpALIKK Ha TEe3H NEKAPCTBEHH
NPOAYKTH.

oMenpalon aa oObae HaManeHa
HaMoIOBHHA.

INepopanin KOHTpaUENTHBH*
[CYP3A4 cybecmpam; CYPZCI19
uHxubumop]

Hopernctepor/ eTHHIISCTPAIHON

Etvnnnectpaanon Cmax T 36%
Eruunnectpaguon AUC, T 61%
Hopetucrepon Cmax T 15%
Hoperucrepon AUC, T 53%

[TpennopwpuBa ce npocaenaBate
33 HEXKeJIaHH JIEKapCTBEHH
peaKiInH,

CBBP3aBH C NEpOpaNHU

(1 mg/0,035 mg BJI) Bopnkoraszon Cmax T 14% KOHTPALENNTHBH, B JOITBIHEHHE
Bopuxonason AUCt 1 46% KBM TE€3H Ha BOPHUKOHA301I,
OnmMaTH ¢ KpaTKocpouHo AekcTene |B eaHo HesapucuMo mybnukysano  |Tpabea nace 0OMHCIIH
[CYP3A4 cybcmpamu] NpoYy4YBaHe, [TOHWXXABaHE HA J03aTa Ha
Andenrtannn (20 pg/kg Andentannn AUC, T 6-MbTH an(eHTaHuI, PEHTaHRWI H ApYTH

€/IMHHYHA 1033, TIpHiarada

eAHOBPEMEHHO C HANOKCOH)
Dentanunn (5 pg/kg eNHHNYHA
J034a)

B eaHo He3aBHCHMO NMYONHKYBAHO
Npoy4BaHe,
®eurannn AUCx T 1,34-nbTH

OITMATH C KPAaTKOCPOYHO
neicTeMe, NoaocOHu Mo
CTPYKTYpa Ha aneHTaHW K
metabonusupann ot CYP3 A4
(Hanp. CYQeHTaHn),
IIpenopbusa ce NpOAL/DKHTENHO
H 4eCTO NpocneaABaHe 3a
PECNUpATOPHA JENPECHs H
JpYyry ONHaT-CBbpP3aHH
HEXEeJIaHH pEaKLUH.

CraTtHHHM (Harp. TOBacTaTHH)
[CYP3A4 cybcmpamu]

Bonpeky, de He € KTHHUYHO
NPOY4EHO, BEPOATHO BOPHKOHA30]1
MIOBHILIABA IJIA3MEHHTE
KOHUEHTPAUKUH HA CTAaTHHHUTE, KOKTO
ce MeTabDonu3npar oOT

CYP3A4 1 Moxe aa noseae no
paboomHonnza.

AKO CBOBTCTBALIOTO
NIpHIOKEHUE HA BOPMKOHA3011
CBC CTATHHH, KOUTO CE
meTabonusupar ot CYP3A4,

He MOe Na ce u3berne,
TpAOea aa ce oOMUCIH
[MOHMKABAHE Ha J03aTa Ha
CTaTHHHUTE.

CyndauunypedHu OpOIYKTH
(Hamp. TonOyTamMua, ITUIH3HI,
ravbypun)

[CYP2C9 cybecmpamu]

Brnpexwy, 4ye He € NpoydeHo,
BEPOSTHO BOPUKOHA30JI TIOBHILIABA
[1a3MEHHTE KOHLIEHTpaUuXH Ha
cyNdhaHWITYypeAHNUTE TIPOAYKTH H
MPUYHHABA XUMNOTTTHKEMHA.

[IpenopbuBa c€ BHHMATENHO
npocneasBaHe Ha IMNIKOKO3aTa B
KphBTa. TpabBa aa ce odMucau
NMOHU)KABAHE HA [103aTa Ha
CyNnpaHATypeHHUTE
NIEKAPCTBEHH NMPOAYKTH.

Bunka ankanouau (Hamnp.
BHHKPUCTHH 1 BUHONACTHH)

Bnnpexu ye He € NpoydeHo, BEPOATHO
BOPUKOHA30/ NTOBHIIABA

Tpsabea aa ce odmucau
MOHWXXaBaHe Ha 403aTa Ha

[CYP3A4 cybcmpamu] NNa3sMEHUTE KOHLECHTPALHH Ha BHHKA aJIKAJIOHIHUTE.
BMHKA AJIKAJIOHIHTE K BOOM A0
HEBPOTOKCHUYHOCT.

Hpyru HIV npotea3znu He e npoyueno KIMHKHYHO. [n vitro  [MoKe [a ¢€ HUTOXKH

HREXWOUTOPH (Hanp. CAKBHHABHD,
aMmripeHaByp ¥ HenguHaBup)*

[CYP3A4 cybempamu u
unxubumopu |

MpOy4YBaHHUA MOKA3BAT, Ue
BOPUKOHA30J] MOXKeE 0a HHXHOMpa
meTabonmnama Ha HIV npoTeasnure
MHXUOUTOPH U

meTa00MH3Ma Ha BOPHKOHA30II OT
CBOS CTpaHa MOXe Aa Obae
uaxubupan ot HIV nporeassure

BHHMAaTE/THO TIPOCTEIsIBaHE Ha
BCAKAKBH NPOABH Ha
NeKapCTBEHA TOKCHYHOCT WHITH
NUTCA Ha €PUKACHOCT K Ja ¢
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JlekapcTBE¢H NPOAYKT
[mexaruzsm na e3aumodeiicmeuel

B3auMoaeHCTBHE
Cpeauu reomMeTpuuny npomenn (%)

IIpenopbLKH OTHOCHO
eJHOBPEMEHHOTO NPHJIATaHE

HHXHOHTOPH.

JpYyTH HEHYKIICO3UIHH HHXHOHTODH
Ha oOpaTHaTa TPaHCKPHIITa34
(NINRTIs) (nHamp.

AeNaBUpPANH, HEBHPANHH)™*

He e npoy4eHo KIHHWYHO. In vitro
[MpOYYBAaHHA [10KA3BAT, 4E
MeTa0OIH3MBT Ha BOPHKOHA30I MOXKE
na Obae HHXHOHpaAH OT

Moxe aa ce HaJIOXH
BHHUMATEJIHO TIPOCISAABaHE Ha
BCAKAKBH IIPOABH HA
TeKapCTBEBA TOKCHYHOCT W/HIIH

[CYP3A4 cybcmpamu, NNRTIs # BoOpHKOHa30J MOXE Ja JIMICa Ha epHKACHOCT U MOXKE
unxubumopu unu CYP450 HHXHOHpa MeTaDONH3Ma Ha na € HeoOXoaHMa KOPEKIHA Ha
unoykmopu | HEHYKJICO3UAHUTE MHXHOMTOpH Ha  |ZO3aTa.
obpaTHara TpaHCKPHIITA3a.
IaHuuTe 323 edekra Ha eaBHPEHI]
BBPXY BOPHKOHA307 Mpearnonarar,
ye MeTab0H3MBT Ha BOPHKOHA30
Moxe na Obae nuayuupan or NNRTIs
TpeTHHOHUH Brrnpeky 4ye He € MPOYUECHO, [IpenopbuBa c€ KOpHIHMpaHe
[CYP3A4 cybeTpar] BOPHKOHA30JI MOXKE Ja MOBHALIK  |Ha 103aTa TPETHHOMH I10
KOHLIEHTPalUUTE HA TPETHHOHH H [BPEMC Ha JICUEHHETO C
J1a YBEJIHYH PUCKA OT HEXKEJIAHM  |BOPHKOHA30I1 1 ClIe/
peakLHnH {MCeBAOTYMOp LepeOpH, |HETOBOTO NPEKPaTABAHE.
XUINEPKAILHEMH).
Humetnauu (400 mg 1) Bopukona3od Cmax T 18% Hsma KopekuHM Ha a03aTa

[necneyugpuyen CYP450
uHXUOUMOp, nosuliasaly

Bopukonason AUC; T 23%

cmomauiromo pHJ

IMuroxcrH (0,25 mg B HHrokcHH Caux < HsaMa kopekuuu Ha 103aTa
[cybempam na 2rukonpomeur P Jurokeua AUC; &

Unpunasup (800 mg TH) HMunnHasnp Cmax «— Hsima kopexuu# Ha Ao3aTa
[CYP3A4 unxubumop u cybcmpam] \Muanuasup AUC: &

Bopukorason Caax <
Bopukonazon AUC,; «

Makpomuasyn aHTHOHOTHIIH

EpurpoMunH (1 g A1)
[CYP3A4 unxubumop]
AautpoMuuuH (500 mg B)

Bopuxona3zon Cmax u AUC; &

Bopuxonazon Cmax u AUC, <

EdexThT Ha BOPHKOHA30J, KAKTO
BbPXY €PHTPOMHILIHH, TAKa H BbPXY
A3MTPOMHIMH HE €

YCTaHOBCH.

Hnama kopekuuu Ha nosara

MukogeHnonosa kncennHa (1 g
eNMHUYTHA J034)
[cybcmpam na UDP 2noxoporun

mpancepasal

MukodgeHonopa kucenuHa Chax —
MuxkodgenonoBa kuceauda AUC,

Hama xopekuuy Ha Ao3aTa

KopTukocTeponan
[Ipeaunszonon (60 mg eanHHuyHa
n033)

[CYP3A4 cybcmpam |

[Tpeauu3onon Cou T 11%
[Tpeanusonod AUCp« 1 34%

Hama xopekiun Ha Ao3ara
[TanHeHTHTE HAa ABIATOCPOYHO
NedeHHe ¢ BOPHKOHA3O0N H
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JlekapcTBEH MPOAYKT B3ianMoaeHcTBHE IIpenopbLKH OTHOCHO
[mexanuzvm na esaumodeicmeue] |CpeaHn reoOMETPpUIHH NPOMEHK (%) |enHOBPEMEHHOTO NMPHIATAHE

KOPTHKOCTEpOUAK) TpAOBa Aa
ObJaT BHUMATEJHO
HaGnonaBaHu 3a UCQYHKINA
Ha KopaTa Ha Han6bOpeunara
J1e3a, KakTO Mo BpeMe Ha
JNedyeHHeTo, Taka H NpH
npexparaBaHe Ha MPHEMA Ha
BOPHKOHa30J (BX. TOUKa 4.4).

Pauutuguu (150 mg 1) BopukoHa3on Cmax H AUC, HsaMa KOpeKLHY Ha 103aT1a
[noeuwasa cmomauinomo pHj

4.6 DPepTHaUTET, OPpEMEHHOCT H KHLPMEHE

bpeMEHHOCT
Hsima nocTaThyHO JAHHH 33 ynoTpebaTa Ha BOPHKOHA30J MNpPH OpeMeHHH EHHU,

[Ipoy4yBaHHATa NPH KUBOTHH MOKa3BaT peNPOAYKTHBHA TOKCHIHOCT (BXK. TOUKa 3.3).
[ToTeHIIMATHHUAT PHCK IPH XOpa € HCH3BECTCH.

Bopuxonazon Pombapm He Tpabsa Aa Opae NpuIara 1o BpeMe Ha OpeMEeHHOCT, OCBEH aKo
IoJI3aTa NPy MaiKaTa oT4eT/IMBO HaJBULIABA MOTEHIIHAMHHA PHCK 32 NJIOJA.

XKenu B ieTepo/iHa BH3pacT
YKenu B neTepONHA BH3PAcT TpAGBAa BMHATH JIa H3NOM3BAT €EKTHBHA KOHTPALCTIUMA 10
BpeME Ha JICUEHHE.,

KupMeHe
EXCKpeLMATa HA BOPNKOHA30NT B KbPMATa HE € u3chensaHa. KspMeHeTo TpabBa na 6v1e
[IPEKpaTEeHO [IpH 3a0YBaHeE Ha jicueHHe ¢ BOpHKOHa30 PoMmdapM.

DepTHINTET
IIpn mpoyuBane BbPXY )XHBOTHH HE € yCTAHOBEHO YBPEXIaHe Ha depTunuUTETa NPU MBXKKH H

YEeHCKH TUThXOBe (BX. To4YKa 3.3).
4.7 EdekTn BLPXY cnocobHocTTa 32 wWodHpaHe H paboTa ¢ MALIMHH

BopukoHazon PompapM HMa yMepeHO BIUAHUE BBPXY crocofHocTTa 3a modupane U padora
¢ MamuHK. Tol MoXe Ja MPUUHHK NIPpeXOAHH U o6paTHMH NPOMEHH B 3pCHHCTO,
BKIIOUNTENHO 3aMBITIEHO BHKAARE, IPOMEHEHH/ 3ACHIICHH 3PUTEIHH BB3NPUATHA H/NIH
poTtodobus. JJokaTO HMAT TAKUBA CHMIITOMH, MMALHEHTHTE TpsaOBa Ja #30ArBaT NOTEHITHAIHO
PUCKOBH 3a/Ja4H, KaTo modupaHe WK paboTa ¢ MALIKHH,

4.8 HexeJlaHH JIeKAPCTBEHH peaKiHH

Pesrome Ha npodnia Ha He30nacHoCT
[TpodunbT Ha G€30MaCHOCT HA BOPHKOHA30J NPH BB3PACTHH C€ OCHOBABa HAa HRTErpHpaHa
6a3a nauuH 3a GesomacHocT npu noseue oT 2 000 nuua (Bkmountento 1 603 B /, 3 Bo
TEpPANEBTHYHHU U3MHTBAHWA) ¥ JOMBIHUTENHO olle 270 BB3PACTHH B npOPHITATIRNHY
M3NUTBAaHMUA. Te MpeNCTaBNABaT XETEPOTCHHA MOMyJJJalHa, BKIIQUHTCIIHO 13 7 VY.
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MAJTHTHEHH XEMATOI0rMYHH 3abonapanua, uudextupann ¢ HIV nanuents ¢ esodareanHa
KaHIKA03a B pepakTepHH MHKOTHYHH HHOEKIMH, HE-HEYTPOIICHHYHH [TALHEHTH C
KaHAUAEMHS HIIH acIiepruiao3a u 3paBH JoOpOBOMIIH.

Hait-4ecTo CHOOIIABAHUTE HEXKEIaHHU JIEKApCTBEHH peaKL Uy ca OHIIH 3PHTENHO YBPCKIAHE,
mupeKcHs, obpHB, MoBpbllaHe, TageHe, AMapus, raBobonme, mepudepeH OToK, aOHOpMHH
4epHOAPOOHH GYHKIMOHATHY TECTOBE, DECIIMPATOPEH AUCTPEC M abNOMHHAIHA Gonxka.

TexkecTTa Ha HeXeNaHUTE JIEKApCTBEHH peakunu € 6una kaTo 1aAno neka a0 ymepesa. [Ipu
aHaJI{3a Ha NaHHMTE 3a 0e30MacHOCT He ¢a YCTAHOBEHH KJIWHHYHO 3HA4YHMH Da3finqni 1o
OTHOIIIEHHE Ha BB3pacT, paca HIIH MOl.

Tabau4HO IpeCTaRSHE HA HeXENAHUTE peakiHH
B Tabauuara mo-aofy, KaTo ce MMa npeiBH, Y€ MOBeye OT APOyHBaHHATA ¢a OMnH OTKPHUTH,

Ca BIJIFOYEHM BCHUKH He)XeJIaHM JEeKapCTBEHH PeaKUMH ¢ MIPHYHHHO-CICACTBCHA BPB3Ka U
TeXHUTE KAaTETOPHH 1o uecToTa npu 1 873 BbapacTHH, oT TepaneBTHYHKTE (1 603) 1
npodunaxTHuHuTe (270) cGOpHH NpOYyYBaHHSA,, CNIOPER CHCTEMHO-OPTaHHaTa KIaCH(pHKALIUA.

KaTeropuure no 4ecroTa ¢a MpeACTaBeHH KaKTo CIeaBa: MHOro uecty (=1/10), yectn
(>1/100 mo <1/10), Hewect (=1/1 000 no <1/100), peaxu ( >1/10 000 go <1/1 000), mMHOTO
penku (<1/10 000), c Heu3BecTHA 4€CTOTA (OT HATHYHHTE JAHHH HE MOXC 13 Obae
HanpaBe€HAa OLIEHKA),

IIpu BCAKO rpyNHpaHe B 3aBHCHMMOCT OT YECTOTATA, HEXENAHHTE ACKAPCTBEHN PCaKIKH Ce
136poaBaT B HU3XOAALL pell O OTHOLIEHNE Ha TAXHATAa CEPHO3HOCT.

HexenaHu neKapCTBEHH peaKLMHu, ChoOILABAHU NPH JHUA, OJYYaBalld BOPHKOHA3OI!

CHCTeMO- MHoro Yectu HeuecTH Peaxu C
OpraHeH Kaac | YJecTH >1/100 no <1/10 | >1/1 000 no <1/100 |>1/10 000 o <1/1| Hen3BecTHA
>1/10 000 YeCTOTA
(oT
HAJTHYMHUTE
XAHHH HE
MOJKe 1A
oLae
HanpaBeHa
OIleHKA)
HHpEKLIHU H CHHY3HT ncesaoMeMOpaHoO3€H
HH}ecTalnu KOJTUT
CKBAaMO3HO-
KJIEThYCH
HeormnasmH - KApLIHHOM,
noOpoKavecTBe (BKIFOYUTETH
H, 0
3JI0Ka4YECTBEHH koxeH CKK
H | in
HEOIpeaeneHu situ Win
(BKJ1. KHCTH H | '
NOJUIHU)
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YXOTO H
nabHpuHTa

BEPTHIO, IWUYM B
YIIATE
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Cucremo- MHoro YecTn HeuecTn Peakn C
OpraHeH KJj1ac | HeCTH >1/100 no <1/10 | >1/1 000 no <1/100 |>1/10 000 no <1/1| Hen3BecTHA
>1/10 000 YecToTa
(o1
HANHYHHTE
AaHHH He
MOJKe A2
Onae
HanpaBeHa
OLIEHKA)
Hapymenns Ha arpaHyJIOLHTO3a , |KOCTHOMO3BYHA IUCEMHHHpaHa
KpBBTa U NaHUTOIICHUA, HEIOCTAaThYHOCT, BLTPECHA0BA
nuMpHaTa TpoMGOUMTONEHNA® [TMMpaeHONaTHA, |KOarynalus
CUCTEMA ICBKOIICHUA, CO3UHODHINA
aHEMHUA
Hapywenua Ha CBPBXYYBCTBHUTENHOC ]EIHB.([JHJIaKTOHﬂHEI
MMYHHATa T peakLus
CHCTEMA
HapynieHus Ha aZpeHOKOPTHKANHA  XHIIOTHPEOHAH3D
CHAOKPHHHATA HEIOCTaTBLYHOCT, M
CHCTEMA XUIIOTHPEOH U3 BM
HapyieHus Ha |nepudepeH |XUIOrNHKEMHS,
MeTadoanu3Ma |OTOK XHIIOKANHNEMHUH,
H XpPaHEHETO XHIOHATPHEMHA
[euxnduu OerpecHs,
HapyLICHHA XATIOLHHALIWH,
TPEBOXHOCT,
Oe3cbHME, BR30Ya,
CBCTOAHHE Ha
oOLpKaHoCT
HapyuieHnsa Ha [rnaBobosam [KOHBYJICHH, MO3BbYEH OTOK, yepHoapoOHa
HEpBHATA € CHHKOI, TpEMOp, |eHUedanonatus®,  eHuedaionarus,
CHUCTEMA XHNEPTOHHNA, eKCTPaNnMpaMHIAHO  CHHIDOM Ha
MapecTe3HH, HapylleHHe, iGuillain-Barre,
COMHOJIEHTHOCT,  |NepugepHa HUCTarbM
3aMagHoCT HEBPOMaATHH, ’
aTaKCHA,
XUIIOECTEe3 A,
OUCTEY3Us
HapylueHus Ha [3pUTEIHC |KPBBOU3IUB B HapyLICHHE Ha aTpodus Ha
OYHTE YBpEXJlaHe |peTHRaTa IPHTENHHUA HepB' ,  |3pHTENIHHA HEPB,
6 MafnunapeH eJeM®, |MbTHHHH Ha
OKYJOTFHpHYHA pPOTOBHLATA
KpH3a, JUIIONHA,
cknepuT, bnedapur |
Hapyuienns Ha HaMaJIEHHE Ha ClIyXa,




Cucremo- MHoro YecTn Heuectn | Penkn C
opraHeH KJjiac¢ | 4ecTH >1/100 no <1/10 | >1/1 000 no <1/100 |=1/10 000 no <1/1| HeH3BECTHA
>1/10 000 4YeCToTa
(oT
HAJHYHHTE
NaHHHU He
MO2Ke 1A
Onae
HANpaBeHa
OLICHKA)
Copaeyny HaAKaMepHa KaMepHO MBbXZEHe, |forsades de
HapylIeHUs apUTMHA, KaMEepHH pointes, NBIEH
TaXMKapaus, €KCTPacHCTOIH, ATPHUOBEHTPH-
OpamHKapAus  |KaMepHa KyJlapeH 010K,
TaXUKapam4, Oenpex OnoK,
yasmkeH QT- HOJAJIEH PUTBM
HHTEpPBan B
elIeKTPOKapAKHOrpaMa
Ta, HAaOKaMepHa
TaxHKapaus
CouaoBH XHTIOTOHHS, TpoMbodneduT,
HapYLICHHA pnaelur TUMGaHTUT
PecnmpaTopHy, |Pecrinparo |oCTBp
TPBIHH A peH pecnupaTopeH
MEJUACTHHAMH |TUCTPEC’ |AUCTPEC-CHHAPOM,
H benoapodeH OTOK
HapYILIECHHUA
CToMallHo- OAApH4, XeHNMUT, QHCIENCHA, TIEPHTOHHT,
YPEBRHHU [IOBPBILAHE |[KOHCTHUIIALHA, MaHKpeaTUT, OTOK Ha
HapyIlICHUS \ 'HHTUBHUT e3MKa, IyOJCHMUT,
abDIOMHHAI raCTPOEHTEPHT,
Ha 60JIKa, TTIOCHT
rajgcHe
Xenaro- aOHOPMHH |XKBJATCHHIA, yepHOApoOHa
OHUapHH 4YepHOAPOO [XoAecTaTH4HA HEeJ0CTaTbYHOCT,
HapyIIeHHs HH KBITEHHLA, XenaToMeranus, i
dhyHKLHOHa | xenaTuT'° XOJIELIUCTHT,
THH XOJIEJIATHA3a |
TECTOBE l
Hapymenus Ha [oOpHB eKchHOIMaTHBECH CHHApPOM Ha Stevens- |TOKCHYHA KOXEH JIYIYyC
KOXAaTa U NEpMATHT, Johnson, enuaepManHa EpPHTEMATONEC
NOAKOXKHATA aTorel s, (pOTOTOKCUYHOCT, HeKpOoNnn3a’, * edenuan®,
TBKaH MaKyJIOTIalyJIO3eH |Mypnypa, YPTHKapH4, JeKapCTBCHA ASCHTUTO*
obpuB, NpypuTyC, |aNEPriyYcH peaxIHA C
epUTEM IEPMATHT, e03HHOQHIHA H
manynoseH oOpHB, |CHCTEMHH
MaKyJ1o3eH oOpuB, |CHMIITOMH
eK3eMa (DRESS)®,
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Cucremo- Muoro YecTn HeuecTH Penku C
OPraHeH KJ1ac | 4ecTH >1/100 no <1/10 | >1/1 600 xo <1/100 [>1/10 000 no <1/1| HeU3BecTHA
>1/10 000 4ecroTa
(oT
HAJIHYHHUTE
MAHHH He
MOMKE Xa
Obae
HATIPABEHA
OLIEHKA)
aHTHOENIEM,
AKTHHHYIHA
Keparo3a*,
ncepaonopdupHA,
epUTEMA
MynTudopmMe,
NCOpHa3uc,
(puKCcHpaH
AEKapCTBEH 00pus
HapylueHus Ha Gonka B rupha apTPUT | IePHOCTUT
MYCKYJIHO- '
CKE/ICTHATAa
CHCTEMa U
CbEIUHHTEIHAT
a TbKaH 1'
HapyweHnus Ha octpa ObOpeuHa  0OnOpeuHa TyOy/Ha
OsOpelure H HeJOCTATBYHOCT, |HEKpO3a,
NMUKOYHHTE XeMaTypuA NIPOTEURYPHA,
IBTHILA He(QpUT
Oduw MHPEKCHA [rpbAHA O0NKa, OTOK |peakuus Ha MACTOTO |
HapyILUEHHA Ha THLeTo ', Ha HHODY3HATA, |
e(peKTH Ha acTeHHd, CTydeHH |rpunonogobHo
MACTOTO Ha TPBIKH 3abonsaBaHe |
MPUIIOKECHHUE
Hacnensanus NMOBHILEH MOBUIUEHA ypesd B
KpEeaTHHHH B KpbBTa, IOBULIEH
KPBLBTA X0JIECTEPOS B KPHLBTA |

*HJIP, ycTaHOBEHH B IIOCTMAPKETHHIOBH MMEPHO/L

' Bonousa eGpHiIHA HEYTPOINIEHHS M HEYTPOIIEHH,
2 BiioyBa HMyHHa TPOMOOLIMTONIEHHYHA MypIIypa.
3 BkniouBa BpaTHa PHTHAHOCT M TETAHHAL,

4 BxmrouBa XMIIOKCHYHO-MCXEMHYHA exnedanonarus U MerabonnTHa eHLedanonaTus.

> BrTIOYBa aKaTH3UA ¥ TAPKHHCOHU3BM.

5 Bx. maparpad ,,3puTeNHH YBpe)KIaHHA™ B TOYKa 4.8.

7 [Ipoab/XKHTENIEH HEBPUT Ha ONTHYHHKS HEPB ce ChoOLIaBa B IOCTMAaPKETHHIOBUA NIEPHO.
Bx. Touka 4.4.

8 Bk, Touka 4.4,

? Bk/o4Ba AUCTIHEA U IMCIIHesS NpH PHU3NUECKO YCHITHE.
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B K1K0YBa 1EKaPCTBEHO-HHAYLIMPAHO YEPHOAPOOHO YBPEXKIaHEe, TOKCUYEH XENaTHT,
XeNaToLENyNapHO YBPEXKIAHE U XEMATOTOKCHYHOCT.
'l ByriouBa MepHOpOHTATIEH OTOK, OTOK Ha YCTHHTE M OTOK Ha yCTaTa.

QOmnucanye Ha W30paHH HEXENaHH peakIHH

3pumennu yepesiCoOaHusn

B yCIOBHATA HA KJIMHUYHHU W3MUTBAHHUA 3pUTENHHTE YBPeXAaHHA (BKIIOYBA 3aMBIJICHO
3peHHe, PoTodobus, XIIOPONCHs, XPOMATONCHA, UBETHA CJIENOTA, INAHOTICHS, 3PUTENTHO
HapylleHue, BIXKIaHE Ha OPEOoJIH OKOJO CBETIMHHH N3TOYHHLH, HOIHA CIIETIOTA,
OCIIIIIONCHS, (GOTONICHS, CUHHTHIHpALI CKOTOM, HAMAJICHA 3pUTENTHA OCTPOTA, APKO
BHXIAHE, NeEKT B 3pUTEIHOTO [10/1e, MBTHUHH B CTBIJIOBUIHOTO TAIO M KCAHTOIICHA) NIPH
BOPHKOHA30/1 €4 MHOI'O MeCTH. Te31 3pUTENHH YBPEXAAHHA C2 OHITH NPEXOAHH M HAMTBJIHO
06paTHMH, KaTO MHO3UHCTBOTO OT TAX Ca PEeMHHABATIH CIIOHTAHHO B paMKHTE Ha 60 MHHYTH
1 He ca 61K HabNIOAaBaHHN KIMEMYHO 3HAYHMH JILATOTpakHHU 3pHTEAHH edexTH. UMa JaHRN
3a oTcnabBaHe Ha Te3H ePexTH NpH MHOTOKPATHO NPHA0XKEHUE Ha BOPHKOHA301. 3pHTEIHHTE
yBpEKAAHWA M0 NPHHUMI ca GHIIM NIEKH, PSAKO €a BOAHJH JIO NPEKPATABAHE HA JICYCHUETO U
He ca OMIM CBBP3aHH C TBATOTPAHHH NOCIeACTBHA. 3PUTEITHUTE YBPEXKIAHHA BEPOATHO €a
CBBP3aHH ¢ 10-BHCOKH TUIa3MEHH KOHICHTPALMH H/WIH 03U,

MeXaHH3MBT Ha AeHCTBHE € HEU3BECTEH, BBIIPEKH Y€ MACTOTO Ha NEHCTBHETO € HaK-
BEPOATHO B peTHHaTa. B npoyuBaHe npH 3ApaBy 100POBOALM, H3CNIENBALLO BAXAHHETO HA
BOPHUKOHA30/1 BbPXY QYHKUHMATA Ha pETHHATA, BOPHKOHA30/ € MPEIU3BHKA HAMAIICHHE Ha
aMIUIMTYOaTa Ha BeAHNTE Ha peTuHorpamara (ERG). ERG u3sMmepBa enekTpHyHHA NOTEHUHAN
B perudara. ERG npoMeHuTe He ca MPOrpeckpali B paMKHTE Ha 29- AHEBHO JIEYEHUE U Ca
OUNKM HATBIHO ODPATUMH CNEd CIMpaHe Ha BOPHKOHA301.

HMMa O0CTMapKETHHIOBH CLOOIIEH s 32 POXBDKHTEIHH 3PHTEHH HOXENaHH ChOMTHA (BXK.
Touka 4.4).

Hepmamonozuunu peaxyuu

JepMaTOAOTHYHHTE PEAKUHH ca OMJIM MHOTO 4eCTH NPH NAUMCHTH, JIEKYBAHH C BOPHKOHA3O0N
B KJIHHUYHH [IPOYYBAHHUA, HO TE3H MALHEHTH Ca HMAIK CEPUO3HH NOAIEXKAILH 3a00/IBaHUA H
ca NONYYaBaad MHOXECTBO ChLTCTBAILM NEKAPCTBEHU NPORYKTH. MHO3HHCTBOTO OT
o6puBHTE ca GUITH IEKM 0 YMEpeHH no TexecT. [lanenTnTe ¢a pa3sBUBAIM TEXKH KOXKHH
HexxenaHu peakuu# (SCAR), BKIHOUHTENHO CHHAPOM Ha Stevens- Johnson (SJS) (negecto),
TOKCHYHa enuaepManHa Hekponusa (TEN) (psaako), ekapcTBeHa peakuus ¢ €O3UHOPHIHA H
cucteMuu cumnTomMu (DRESS) (psaaxo) n eputeMa MyaTHdopMe (pAaKo) MO BpeMe Ha
nedyeHHe ¢ BOPMKOHA30I (BXK. TO4YKa 4.4).

AKO nmauHueHT pas3sue obpus, Toil Tpabea na 6bae yecTo npocneassal 1 BoprkoHason
PombapM aa 6bae crpsH, ako ne3uute nporpecHpat. Cpolliiasa ce 3a peakiuy Ha
(bOTOUYBCTBUTEIHOCT, KaTo edenuan, NEHTHTO ¥ aKTHHHUYHA KEPaTo3a, 0coOEeHO MpH
IBJITOTPAiRO JIEYeHHUE (BXK. TouKa 4.4).

Cpo611aBa ce 3a CKBAMO3HOKIEeThYEH KoKeH kapuuHoM (Bronountendo koxeH CKK in situ
unu GoJecT Ha Bowen) npu nauueHTH, NEKYBaHH ¢ BOPHKOHA30JT 32 ALJITH NEPHOLAH OT
BpEME; MEXAHM3MDBT HE € YCTaHOBEH (BX. TO4Ka 4.4).

YeproOpobru yHKyuoHarnu nokazamenu
(O0bmara 4yecTOoTa Ha MOBHIIEHHATA Ha TpaHcaMuHasuTe >3 X I'TH (koeTo He € 3aABIKUTENHO
Ia [IpeCTaB/IBa HEXENAaHO CEOMTHE) B KIMHHYHATa porpaMa Ha BOPHKOHA301 €
(319/1 768) nipu BB3pacTHU K 25,8% (73/283) npy neAMaTPpU4HH YHaCTHHLY, K
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noNy4aBaai BOPUKOHA30N B CBOPHMTE NPOy4BaHNA 33 TEPANEBTHHHA H NPOPHNAKTHYHA
yrnorpeba. OTKIOHEHHATA B TECTOBETE Ha YEPHOAPOOHHTE PYHKIHOHAITHHN NOKa3aTeNH MOTaT
la ce ABJDKAT Ha NTO-BHCOKH INIa3MEeHH KOHIEHTpauHH W/1iH no3a. 1loBeueTo oT
OTIJIOHEHHATA B YepPHOAPOGHUTE HYHKIHOHAIHY MOKAa3aTeNH Ca npeTspnenu 0OpaTHo
pa3BHTHE [0 BpeMe Ha JICYSHHETO, KakTo O¢3 afanTHpaHe Ha N03aTa, Taka i ciel
afanTupaHe Ha 403aTa, BKIIIOHHTENIHO CNIKPaHe Ha JIEYEHHETO.

BopHKOHA30 Ce CBBP3Ba CHC CNyYan Ha CEPHO3Ha YepHOAPOOHA TOKCHYHOCT NPH MALHEHTH
C APYrH CEPHO3HHM CBHITBTCTBALIM CHCTOSHHA. TOBa BK/IIOYBA CIy4ar Ha XBITEHHLA, XCTIATHT
N yepHOApoOHa HEAOCTATHYHOCT, BOAELLA 10 CMBPT (BX, TOUKa 4.4).

Peaxyuu cavp3anu ¢ ungpyuama

[To BpeMe Ha HHGY3HA HA HHTpaBeHO3HaTa (OpMa Ha BOPHKOHA3011 NIpH 3/1paBy A0OPOBOIIH
€ MO CIYYaH Ha PeaKiHH OT AHA(QHMAAKTOMACH THII, BKIIOYHTEIHO 3a4¢PBABAHE,
MHPEKCHA, H3MOTABAHE, TAXUKAP/IHs, CTAraHE B IPBAHHA KOW, AMCIIHES, MPHIIOLIABAHE,
rafeHe, chpOex u oOpuB. CHMRITOMHTE €a ce MOABABA/IM BEHAra CJICH 3aN0YBaHe Ha
HHDY3UATA (BXK. TOUKa 4.4).

[Tpochunaxmuxa

B OTKpHTO, CPaBHUTEIHO, MHOT'OUEHTPOBO NMPOyYBaHe, CPaBHABALIO BOPHKOHA30 C
HTPAKOHA30J KaTo MbPBUYHA MPoQUNAKTUKA NPH Bb3PACTHH M IOHOLUM, PELIHITHEHTH HA
anorenna TXCK 6e3 npenuiectrania gokaszada uin sepostHa 'Y, 3a TpadHOTO ciMpaHe Ha
BOPHKOHA30/ MopaaK Hexenau csbuTHA ce crobiasa npu 39,3% OT y4acTHHLMTE, B
cpaBHeHHe ¢ 39,6% OT y4acTHHLIMTE B paMOTO Ha HTPAaKOHa30/1. BE3HHKHANHUTE NpH
JICYCHUETO 4EPHOAPOOHH HEXeIaHy cbOUTHA ca 0BENN A0 TPAHHO CHPAHE HA H3NIHTBAHOTO
nekapcTBo npu 50 yyacTHHUH (21,4%), neKyBaHH C BOPHKOHA30]1 H NPH 18 yHacTHHLH
(7,1%), nexyBar# C HTPAKOHA30II.

[Tecuampuwna nonyrayus

Be3onacHocTTa HAa BOPHKOHA30J1 € H3CNEABaHa NMpH 2388 NMeAHaTPpHYHH NALMEHTH Ha Bb3pacT
oT 2 no <12 roaunu (169) v ot 12 o <18 rogusu (119), kouTo ca noaIy4YaBai BOPMKOHA30]
3a npodunakTuka (183) 1 3a repanesTuyHa ynotpeba (105) B KITHHHYHHTE H3MHTBAHHA.
Be301MacHOCTTa Ha BOPHKOHA30J € H3C/IeIBaHa CHILO MPH AOMBAHUTENEH Gpoit oT 158
MeAMaTPUYHM NALMEHTH HA BB3pacT oT 2 10 <12 roannHu B nporpaMy 3a MHNOCHpAHA
yrnotpeda. Karo usino npodunsT Ha 6€30MaCHOCT Ha BOPHKOHA30 ITPH NMEeAHATPUYHATA
nonyJauus e 61 CXoAeH ¢ TO3K NpH Bu3pacTHU. Habnronasana e obaye TeHACHUHA KbM M10-
BHCOKA YECTOTa Ha NOBHIIABaHE Ha YepHOAPOOHHUTE eH3UMH, ChOOILaBaHH KAaTO HEXKENaHH
CbOUTHA B KIMHHYHHTE M3NIMTBAHUA, IPH NEAHATPHUYHH NAUHECHTH B CPAaBHEHHE C
Bb3pacTHUTE (14,2% NMOBUILIECHY TPAaHCAMHHA3H IIpH NEANATPHYHHU ClTy4aHd B CPABHCHUC C
5,3% npu Bb3pacTHH). [locrMapKkeTHHroBUTE JaHHM NPEANOArar, Y€ MOXE A3 HMa NoBede
MPOSBH HA KOXKHU peakLuH (0coOEHO epHTEM) NMPH MeAUaTpUiHaTa Nonynauvs 8 CpaBHEHHE
¢ Bb3pacTHUTe. [Ipy 22 nanueHTa Ha BB3pacT NoA 2 roAMHH, KOUTO Ca NoNy4aBalu
BOPHKOHA301 B TIPOrPaMH 3a MAIOCBPRHA ynoTpeba, ca ChoOIIaBaHy CICAHNTE HEXETAHH
NeKapCTBEHH PeaKlMy (33 KOMTO Bph3Ka C BOPHKOHA30J/1 HE MOjKe a Oblie H3KITIOYeHa):
peakuua Ha orouyBcTBrTENHOCT (1), apurmus (1), nanxpeartur (1), noBHIIEH OunnpyOHH B
kpbBTa (1), NoBUIIEHH YepHOAPOOHH eH3UMH (1), o6pus (1) u nanunapex eaemM (1). Mma
IOCTMAPKETHHIOBHY CHOOILEHHA 3a NAaHKPEAaTHUT NpH NEAWaTPUYHH NALNEHTH.

Coo0llaBade Ha NQAQ3NPAHHN HEXENAHH peaKLIMH
CpobulaBaHeTo Ka NOJO3UPAHH HEKENaHHW PEaKIMH Clcl pa3pelliaBaHe 3a Yy
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JIEKapCTBEHMA MPOAYKT € BaXHO. T0Ba NO3BONABA 2 ITPOABIIKH HaOMrOACHHETO Ha
CHOTHOIIIEHUETO MO3a/PUCK 33 JIEKAPCTBEHHA NpoAyKT. OT MEAHLIMHCKUTE CIICLIHATIHCTH Ce
H3HCKBa JAa chrOOILaBaT BCAKA OAO3HpaHa HEXellaHa peaKIUa ypes.

M3neaHATENHA arcHLUA 10 JIEKapCcTBaTa

yi. ,,JJamsan I'pyes” Ne 8, 1303 Codns

Tel.: +359 2 8903417

yeOcalT: www.bda.bg

4.9 Ilpeno3upane

B kIHHHYHH POYYBaHHA € HMano 3 ciaydgad Ha ciydalkHo npefosupaHe. Bcuykure ca
HACTBITMNH NPH NEAUATPHUYHHU NALUKEHTH, KOUTO €A MONYYUIH 0 NET NbTH NO-ToNsiMa OT
npenopbYBaHaTa MHTPAaBEHO3HA 1033 BOpHKOHa30)l. Cholllaba ce 3a eAHHHYHA peaklHs Ha
dorodobus ¢ npogbAKHTENROCT 10 MUHYTH,

HsMa u3BecTeH aHTHAO0T Ha BOPHKOHA30/1.

KnupbsHCHT Ha BOPUKOHa301 npH xemoananusa e 121 ml/min. KnipbHCET Ha HHTPaBEHO3HHA
BeXUKyIyM cyldobyTunberanekc HaTpHid NpHu XeMoauanusa e 55 ml/min. B ciyya# Ha
npeJo3upaHe XeMOIHann3aTa MOXe Ja ITOMOTHE 338 OTCTpaHABAaHE HA BOPHKOHA30I H
cyndoOyTundeTageke HaTpHi OT OpraHu3Ma.

5.  ®APMAKOJIOTMYHHM CBOUCTBA
5.1 ddapmakogHHAMHYHHN CBOHCTBA

DapmakoTepaneBTH4YHA rpyna:; AHTHMHKOTHLM 32 CHCTEMHO NPUI0IKEHHE - TPHUA30/I0BH
npoussoaHu; ATC koa: JO2ACO3

MexanH3bM Ha ACHCTBUE

BopHKOHA301 € TPHA30JI0B NPOTHBOrbOMUEeH areHT. [IbPBHYHUAT MEXaHU3IBM Ha ICHCTBHE
Ha BODMKOHA301 € HHXHOHpaHe Ha reOnYHOTO LMTOXpoM P450-menuupano 14 anda-
TaHOCTEPOJ JEMETUIMPAHE, OCHOBHA CTHIIKA IIPH proCTEPOIOBHA GHOCHHTES IIPH I'bOHTE.
KyMmynupaneto Ha 14 anda-MeTHICTEPOJIK KOpEenKpa ¢ MMocjieaABallaTa 3aryba Ha eprocrepon
B reOMYHAaTa KIeThYHa MeMOpaHa u Moxe n1a GbA¢ OTTOBOPHO 3a MIPOTHBOrbOUYHATA
aKTHBHOCT Ha BOPHKOHA30J1. ¥ CTAHOBEHO €, Y€ BOPHKOHA30I € [10-CEJIEKTUBEH KBM
reOuuHATE TUTOXpOoM P-450 eH3uMy, OTKOJIKOTO KBM pa3IndHi HMTOXpoM P-450 ¢H3HMHH
CUCTEeMH IIpH 003aKRHHUHTE.

dbapmakoxuHeTHyHH/ QapMakoAMHAMHYHH B3AUMOICHCTBHSA

B 10 TepaneBTUYHH NMPOYUBAHWA CPEIHHUTE CTOHHOCTH Ha CPEHHUTE H MAKCHMAITHHTE
Ma3MeHH KOHLEHTPALKH NPH OTAE/HATE YYaCTHHIM B NIPOYYBAHHATA ca OMIM CHOTBETHO 2
425 ng/ml (cpenHo enHa 4eTbPT B AWanazon ot 1 193 no 4 380 ng/ml) u 3 742 ng/m]
(cpenHo ciHa 4ETBLPT B AHana3oH ot 2 027 ao 6 302 ng/ml). B TepaneBTHYHHTE IIpOYYBAHHA
He Ce YCTAaHOBSABA MONIOXMTENHA 3aBUCHMOCT MEXKAY CPeAHa, MAKCHMAHA WITH MHHHMANTHA
IU1a3MeHa KOHLEHTPalXs M ePUKACHOCTTa Ha BOPHKOHA30J1, a NPH U3NUTBAHUATA 38
npodHIaKkTHYHa ynorpeda TakaBa 3aBUCHMOCT He € N3CNIeABaHa.

AHanu3nte Ha papMaKOKUHETHYHUTE/PapMaKOAHHAMHYHHI JaHHH OT KTHHHUYHH )
pa3KpHBaT MOJIOKUTEIHA 3aBUCHMOCT MEXKIY [Ia3MCHHTE KOHLIEHTPALMK Ha By

28




HACTBIIM/IMTE OTKIOHEHHSA B HePHOAPOOHNTE QYHKUHOHANHH MTOKA3ATE/IN U 3PUTE/IHH
HapylIeHHud. AJanTHPaHETO Ha J03aTa HE € H3CJICABAHO MpH NIPOYYBaHHATA 33
nmpoduIakTHYHa ynorTpeoda.

KnMHHUYHa epHKAcHOCT B 6€3001aCHOCT

In vitro BOpMKOHA30J MOKAa3Ba IIHPOK CNEKTHP HA NMPOTHBOTbONYHA aKTHBHOCT C
npoTHBOrbOHYHO ReiicTBue kbM Candida spp. (BKIHOUYHTEIHO (ITYKOHA301 PE3UCTEHTHUTE
C.krusei W pe3ucTeHTHHTe WamoBe Ha C. glabrata n C. albicans) n pyHruuuaHara
AKTHBHOCT KbM BCHYKH H3CIeABaHH Aspergillus spp. B NoNbJIHEHHE BOPUKOHA30J [TOKA3Ba In
vitro GyHryiHIHa aKTUBHOCT KbM pa3BHBALLH Ce FbOMYHN NATOTEHH, BKIIOYMTCIHO TAKNBA
KaTo Scedosporium WU Fusarium, KOUTO HMAT OrpaHU4Y€HA YYBCTBUTEJIHOCT KbM
CBLLLECTBYBALIMTE NPOTHBOrEOHYHH ArEHTH.

KnunnuHa eprKacHOCT, AchHHMPAaHA KATO YACTUYEH WM [THJIEH OTTOBOP, ¢ YCTaHOBEHA NIPH
Aspergillus spp., sxmountento A. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans,
Candida spp., Bkmountento C. albicans, C. glabrata, C. krusei, C. parapsilosis 1 C.
tropicalis v orpannder Opoit C. dubliniensis, C. inconspicua n C. guilliermondil,
Scedosporium spp., BRIIOYHTENHO S. apiospermum, S. prolificans ¥ Fusarium spp.

Jpyru NEKyBaHH MUKOTHYHH HHQEKLMH (4€CTO ¢ YaCTHYCH HJIM C ITBJCH OTrOBOP) BKIIIOYBAT
N30NUpaHH cayvan Ha uHpexuus ¢ Alternaria spp., Blastomyces dermatidis,
Blastoschizomyces capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus
coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala spinifera,
Fionsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium spp.,
BKIOUMTENHO P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis n
Trichosporon spp., BKIIOUNTENHO 1. beigelil.

In vitro akTHBHOCT CpeIly KIMHHYHM M30/aTH ¢ Habnronasana 3a Acremonium spp.,
Alternaria spp., Bipolaris spp., Cladophialophora spp. u Histoplasma capsulatum, KaTo IpH
[MoBeuye 0T cAydYanTe € HabmoaapaHo HHXHOHpaHE NpU KOHIICHTPALHN Ha BOPHKOHA30. B
rpaguuute ot 0,05 1o 2 pg/ml.

JleMOHCTpMpaHa ¢ in vitro akTUBHOCT cpeilly natorenute Curvidaria spp. H Sporothrix spp.,
HO KJIHHHYHATA 3HAYMMOCT € HEM3BECTHA.

[ paHW4YHH CTOMHOCTH

[IpoGu 3a reOHYHN KyNTYpH H ApYyTH CrieUHPHYHH 1abopaTOpHH H3CIE€ABaHHA
(CepONIOrHYHH, XUCTONATONOTMYHN) TpAOBa 1a OBbJAT B3ETH NIPEIH 3aMIOYBaHE HA JIEICHHETO
C L)1 H30IMpaKe U HASHTH(QHIIMPAHE Ha IPHYHHABALIMTE MUKPOOPraHH3Mu. JieueHueTo
MOKe fa OBJe 3al04YHATO NPEAX MOJYy4YaBaHe Ha pe3YITATHTE OT KYJATYPHTE H IPYrUTe
nabopaTOPHY M3CACABAHMA, HO ClIeNl MONY4YaBaHe Ha TE€3H Pe3yNTaTH JICUCHHETO Ha
uH(ekiinaTa TpAdBa fa 6bae ajanTHpaHo MO ChOTBETHHSA HAYHH.

Hait-yecTHTe NpHYHHUATENH Ha HHpEKUMHK NpH YoBeka BKItoyBart C. albicans, C.
parapsilosis, C.tropicalis, C. glabrata n C. kruset, XxaTo 1py BCHYKH BOPHKOHA301
0OMKHOBEHO MOKa3iBa MHHHMaNIHa HHXHOHpaia koutieHTpaunsa (MHUK) no-uucka ot 1 mg/l.

In vitro akTUBHOCTTa Ha BOPHKOHA301 KbM BHI0BeTe Candida obaye we € eanaksa. [lo-

crieunanso npu C. glabrata MUK Ha BopHKOHa301 NpH GIYKOHA30N1-PEIHCTEHTRH LgeiraTy p
ca NPONOPLUUOHATHO TIO-BHCOKH OT Te3H NPH QIYKOHA30/I-YYBCTBHTEIIHH H30/1a /1 6y 0%
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npHunHa TpabBa Aa ce HanpaBM BCHYKO Bb3MOXKHO Aa C€ HACHTH(OHLINPAT BUAOBETE
Candida. Tlpy Hanu4Ke Ha TECTOBE 33 YyBCTBHTEIHOCT KbM NMPOTHBOrbOMYHH CpenCTBa,
pesynratute 3a MUK Morar ga ce HHTepIIpeTHpaT Ype3 KPHTEPUHTE 3a TPAHHYHHTE
CTOMHOCTH, YCTaHOBEHH 0T ERpONelcKus KOMHTET MO M3NHTBaHE 33 YYBCTBHTEIIHOCT KBM
anTUMUKpo6HH cpencrea (European Committee on Antimicrobial Susceptibility Testing

(EUCAST)).

['paHHYHH CTOHHOCTH HA EUCAST

Bunose Candida n Aspergillus I'pannuun croiinoctn Ha MUK (mg/l)
<S (UypcreuTenen) | >R (Pe3sncTenTeH)
Candida albicans’ 0,06 0,25
Candida dubliniensis’ 0,06 0,25
Candida glabrata HenocratbuyHo IE
nokaszarenctsa (IE))
Candida krusei IE IE
Candida parapsilosis’ 0,125 0,25
Candida tropicalis’ 0,125 0,25
Candida guilliermondii® IE IE
Hecsbp3anHuTEe ¢ BUOA IPAHUYHH CTOHHOCTH IE [E
3a Candida’
Aspergillus fumigatus® 1 1
Aspergillus nidulans’ 1 1
Aspergillus flavus B’ IE°
Aspergillus niger E> IE’
Aspergillus terreus IE° IE°
HecBbp3aHH ¢ BUAA MPaHHYHM CTOMHOCTH ° IE [E

! 1]lamoBe cbe cToiHOCTH Ha MUK Han rpaHH4YHaTa CTOMHOCT 3a YYBCTBHTENICH/MEXIHHEH
(S§/1) ca peaxkun HAK BCE OUIC AMNCBAT ChOOLIEHURA. TECTOBETE 38 MACHTUYHOCT U
4YBCTBHTEIHOCT KbM NPOTHBOIBONYHH CPEACTBA HA TAKMBA H30NaTH TpAOBa Aa ObAaT
OBTOPEHH M aKo PE3YNTATUTE CE IIOTBBLPAAT, H30JAaTUTE TPAOBA Ja ce U3NpaTAT Ha
pedepeHTHa MaboparopHs. o nonyyaBaHe Ha A0Ka3aTeICTBA OTHOCHO KJIMHHYHHA OTTOBOP
3a noTebpAeHU Hionatu ¢ MUK Han HacTodllaTa rpaHHYHa CTOHHOCT 338 pE3SHCTCHTHOCT Te
TpsGBa A4 ce AOKJIAABaT KaTo pe3HCTeHTHH. KiauHndeH oTroBop 76% ce mocTura npu
nHEKUUH, MPUIMHEHH OT BUAOBeTe, H3bpoenu no-gony, koraro MHK ca nmo-HuCKH ninn
P4BHU HA €NMHASMHOJIOMMYHUTE MPAHHYHH CTOMHOCTHU. [lopaan ToBA AMBUAT THN NOMYJIAUHH
Ha C. albicans, C. dubliniensis, C. Parapsilosis u C. tropicalis ce CUATAT 32 TYBCTBHTEIHH.
> EnuaeMHUOIOTHUHNTE IPpaHndHHM cToiHocTH (epidemiological cut-off values, ECOFF) 3a
Te3Y BHIAOBE KATO L0 ca No-BUCOKH 3a C. albicans.

* Hecsbp3aHuTe C BUAa FpaHHYHH CTOHHOCTH ca onpeAeneHy rnasyHo Ha 6azara Ha ODK/D /]
NaHHK Y ca HE3aBUCHMH OT pasnpenenenuero Ha MUK Ha koHkpeTHM BunoBe Candida. Te
ca NPEAHAa3HAYCHH 32 U3NO0A3BAHE CAMO 38 MHKPOOPraHM3MH, KOMTO HAMAT KOHKPETHH
rpaHUYHH CTOHHOCTH.

*OBnacTTa Ha TexHHYeCKa HecurypHocT (area of technical uncertainty, ATU) e 2.
NoknansakTe KaTo R ¢bC ceAHUa KoMeHTap: ,,B HAKOW KIMHHYHH CHTYaUHH (Popy
HEeMHBa3HMBHY WH(EKIUH) BOPHKOHA30J1 MOXKE [a Ce H3MOJI3Ba, IPH YCIIOBHE Y€ €
rapaHTHpaHa JOCTaTbuHa €KCMO3NLINA
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> ECOFF 3a Te3u BHA0BE KaTO LAN0 ca €QHO ABYKPATHO pa3peix/IaHe M0-BHCOKH, OTKOJIKOTO

3a A. fumigatus.
® Hecebp3aku ¢ BUAA rPaHUYHH CTOMHOCTH HE €& yCTAHOBEHH

KnuHuueH ONnUT
YCnemHHUAT pe3ynraTr B Ta3u 4acT ce aepUHUpa KaTo ITbJIEH MIH YaCTHYEH TePAaNeBTHYCH
QTrOBOP.

Aspergillus nudexuny - epUKACHOCT NpY NAUWCHTH C aCNEPrua03a U ¢ JIOIa NporHe3a
BopHKOHa30/1 HMa in vitro GyHIMUM/IHA aKTHBHOCT cpellly Aspergillus spp. EdukacHocTTa H
NPEXHUBACMOCTTA IPH ITbPBUYHOTO JICYEHHE HA OCTPa HHBa3HBHA aCMEpruio3a ¢
BOPHKOHA30JI CTIPAMO KOHBEHLIHOHAIHO JIeYeHH e ¢ aM(poTepuliMH B e ycraHoBeHa B
PaHIOMH3HPaHO, MHOTOLEHTPOBO OTKPHTO NpOYyuBaHe NpH 277 IMyHOKOMIIPOMETHPAHH
MAUMEHTH, JIEKYBAHHU B nNpoabxeHue Ha 12 ceamuuy. BopHKoHa3on € npuaarat
HHTPaBEHO3HO B HaTOBapBailla Ko3a ot 6 mg/kg Ha 12 4aca npe3 MBPBUTE 24 4aca,
[MOCNEABAHO OT NOAABbPXKaLLA A03a oT 4 mg/kg Ha 12 4aca Hal-manko 3a 7 anu. Cnen Tosa
MO>KE 112 c€ IIpeMHHE Ha JieyeHHe ¢ IepopanHa ¢opma B go3a oT 200 mg Ha BcekH 12 yaca.
MennaHHaTa BPOALDKUTENHOCT Ha JICUEHUETO C HHTPABEHO3¢EH BOpUKORa3os ¢ Ouna 10 aHu
(nuama3oH ot 2-85 auu). Cnen nevMeHue ¢ MHTPaBEHO3EH BOPUKOHA30J, MEAHAHHATA
NPOLLDKHTEIHOCT Ha JIGUEHHETO ¢ NepopaneH BOPUKOHAa30] € Ouna 76 quu (aManasoH oT 2-
232 nHu).

3a0BONUTENEH 1IJIOCTEH OTIOBOP (ITBIHO MJIH YaCTHYHO 0OpaTHO pa3BUTHE HA BCHUKH
CLOTBETCTBALIH Ha 3a00MaBaHETO CHMOTOMH M 6ene3r U IbPBOHAYaTHO YCTAHOBCHH
peHTreHoBH/OpOHXOCKONCKK NMpoMeHH) e Habmoaasan 1npu 53% OT JICKYBaHHUTE C
BOPHKOHA30J1 MALIMEHTH B cpaBHeHMeE ¢ 31% OT NMallMEHTHTE, NEKYBAHH C pedepeHTa.
[TpexupsieMocTTa KbM 84-1st ieH € Ouna cTaTHCTHYECKH 3HAYMMO M0-BUCOKA MPH
BOPHKOHA30J1, OTKOJKOTO APH CPABHUTEIHOTO JIEYEHHE, a [I0 OTHOLMICHUC Ha BPEMETO A0
HACTBIIBAHE Ha CMbPT H BPEMETO A0 NPEKBCBAHE HA JICUEHHETO MOPaLHN NPOABM Ha
TOKCHYHOCT, NPOYYBAHETO MOKa3Ba KIMHHUYHA M CTATUCTHYECKH 3HAYHMa M0JI3a OT
BOPHKOHA30JL.

ToBa npoy4BaHe IOTBLPXKIABA NAHHUTE OT M0-PAHHO MPOCNEKTHBHO NPOYYBAHE, NPH KOETO
e Habn1oaBaH NONOXKHUTENEH PE3YNTAT MPH THULA ¢ PUCKOBY (PAKTOPH 3a 1011a NPOTHO34,
BKJIIOUMTEIHO TE3H € PEaKLMA Ha OTXBBPJIAHE HA TPAHCIIAHTaHTa, ¥ B YaCTHOCT TPH
MO3BYHH HHpeKUuHHN (00MKHOBEHO cBBp3aHH ¢ nouTH 100% cMbpTHOCT).

[TpoyuBaHHsATa Ca BKJIIOUBAIM ACTIEPTuI03a Ha MO3bKaA, CHHYCHTE, Oennute apobobe H
IHCEMHHHPAHA acllepruiio3a NpH NalKeHTH ¢ TPaHCIIAHTAlHA H2 KOCTEH MO3BK H COJIMIHU
OpraHi, 3JI0KaUYECTBEHH XeMaToIoruuns 3abonasanus, pak n CITHH.

Kananaemusa npy ganmeHTH 6e3 HeyTponeHus.
E¢ukacHOCTTa Ha BOPHKCOHA30/ B CPaBHEHHWE ¢ TEPANEBTHYHA CXE€Ma, BKJIKOYBAIIA
amboTepulliH B, mocneaBaH oT ¢nyKkoHa30l MPH THPBHYHO JIeYCHHE HA KAHOHAEMHA €
JIEMOHCTpHpaHa B OTBOPEHO CPaBHHUTENIHO MpOYyUYBaHe. B NpoyYBaHETO ca BKIKOYCHN TPUCTA
U cegeMacceT nauueHTa 6e3 HeyTponeHua (Ha Bb3pacT Hal 12 roAMHH) ¢ NOKYMEHTHpaHa
KaHauaemud, 248 ot xkouTO ca OUNH NIEKYBAaHH C BOpHKOHa3o). [leBeT mauueHTa B
NIeKyBaHa C BOPHKOHA30/1 M 5 B rpynara, JleKyBaHa ¢ aMpOTEpHLHMH B, mocicaBas
bIYKOHA30M, ca UMATH MUKOJIOTMYHO NoKa3zaHa MHPEKLUHUA Ha XBJIOOKUTE Th)
¢ 6b0peyuna HEZOCTAaTbYHOCT ¢a OMIIM U3KITIOYEHH OT TOBa npoy4eaHe. Cpep
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NPOABLIKHTENHOCT HA IeueHKueTo € Guna 15 AHM U B JBETE TepaneBTHYHHU pameHa. B
MEPBHYHMA AHAIM3 YCTIELIHUAT TEPAeBTHYEH OTroBOp (OLIEHKaTa € HanpaseHa 0T KoMHuCHs
1a aHanu3 Ha aaHHuTe (Data Review Committee [DRC]) Ha cadno cnpAaMO H3MHTBAHHS
NeKapcTBEH MPOIYKT) ce AehHHHpa KaTo 0OpaTHO pasBHTHe/MmonobpeHNe Ha BCUYKH
KIMHUYHY Oene3d H CHMITOMH Ha HHbeKuns ¢ epagukallid Ha Candida OT KPBBTA H
HHGEKTHPaHUTE IbIGOKH ThKaHU 12 ceAMUIIM ciel Kpast Ha JieueHueTo. I]anueHTrTe, KOUTO
He ca OKIH olleHeHH 12 ceIMMIM Cclieli Kpas Ha JISYEHHETO, Ca OHIIH NIPHIHCIEHH KBM
KATEropyATa HEYCIEILHO IeueHHe. B T03H aHanu3 yCNeLIeH TepanesTHYEeH OTroBOp €
otyeTeH NpH 41% OT MaUEHTHTE H B ABETE TEPANEBTHYHH PAMEHA.

[Ipy BTOpHYHMA aHAIH3, IPH KOHTO ca W3NoN3BaHK olleHkuTe Ha DRC B kpa#HHUA CPOK,
[O3BOJIABAIL OLEHKA HA PE3YATATHTE (B Kpas HA IEYEHHETO MK 2, 6 unu 12 ceaAMHuLA cnex
Kpas Ha Je4eHHeTO) BOPHKOHA30/1 1 TepaneBTHYHUA pekHUM, BKIIOYBaW aMpoTepHunH B,
nocnenBad oT PAyKOHA30/, Ca MOKA3AIH TepaneBTHYEH YCexX npH cboTBeTHO 65% 1 71% ot
NTallUCHTHUTE.

QOLeHKaTa Ha H3CIeOoBaTeNs 3a YCNelleH pe3yaTaT BbB BCEKH OT T€3H CPOKOBC € NOKa3aHa B
cnenpaniara rabania:

Bopuxonason Amgpomepuwun B —
Cpox (N=248) daykornazon
(N=122)
B kpas Ha N€UYEHHETO 178 (72 %) 88 (712 %)
2 CeOAMHIH CIe Kpad Ha
NIe4eHHETO 125 (50 %) 62 (51 %)
6 cemMHULH CJIeq Kpas Ha
JIEYEHHUETO 104 (42 %) 35 (45 %)
12 ceaMHULIH cnel XKpad Ha
JIEYEHHETO 104 (42 %) 51 (42 %)

Cepnozuy pedpaktepuu Candida HHOEKLUHY

IIpoyuBaHeTo BKIIOYBA 55 MaLIHEHTH CBC CEPHO3HHM pedpakTepHH cucTeMHu Candida
MHGEKIHY (BIIIOYMHUTENHO KAHAUAEMHS, JHCEMUHMPAHa H JIPYIrd HHBa3MBHU KaHANWA03H),
MpH KOUTO NPEIXOAHO ZHTHMUKOTHYHO JiedeHHe, TO-CNeLHaIHO ¢ GayKoHa3o, € Ouio
Hee(DEKTHBHO. YCneLleH TepaneBTHYeH OTroBop € HabnloaasaH npu 24 nauueHty (mpu 15 -
MEJIEH, @ TPH 9 - dacTHueH). [Tpn hAyKOHa30N- PE3UCTEHTHH 1IaMOBE, HENMPUHAJICKAIIH
kbM C. albicans, ycnellleH pe3ynTat e otdyereH npH 3/3 cnydas ¢ C. krusei (rbjiex OTTOBOP) H
npy 6/8 cnyuas ¢ C. glabrata (5 ¢ mbjied oTroBop, | ¢ 9acTUYEH OTIOBOP) MHPEKUHH.
JlaHHHTE 33 KJIHHUYHA e(HKACHOCT Ca NOAKPENECHH OT OrPaHHYCHH JaHHH 32
YYBCTBUTETHOCT.

Scedosporium M Fusarium nHQEKLHH

Y ¢TaHOBEHO €, Ue BOPMKOHA301 € e)¢KTHUBEH CpeLly CIEAHNTE PeAKH MPUYNHHTENN Ha
MHKO3a!

Scedosporium spp.: YcneueH 0Trosop KbM JIgYeHHE ¢ BOPUKOHA30: € Habmonasau rpy 16
(6 ¢ mpneH, 10 ¢ yacTHYEH 0TroBop) 0T 28 NalMEHTH ChC S. apiospermium U NpH 2 (1 ABaTa ¢

yacTU4YeH OTTOBOp) 0T 7 nauneHTH cbC S. prolificans nHgexuus. OCBeH ToBa, ycneue

MHKpOODPTraHW3bM BKJIKOYHTENHO Scedosporium spp.
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Fusarium spp.: Cenem (3 ¢ bieH, 4 ¢ 4aCTH4YEH OTTOBOP) OT 17 MAlMEHTH Ca JICKYBaHH
yCNELHo ¢ BOpHKoHaso. OT Te3u 7 NauMeHTH TPUMA €3 UMAIH OYHA UHBEXLHA, CAHH -
HHOEKLUA Ha CHHYCHTE, @ TPHUMa Ca HMAaNH JIMCeMHUHHpaHa HHdekus. OCBEH TOBa YETHPHMA
MalMeHTH ¢ py3apno3a ca UMaIn HHPEKUMA, TPpHYHHCHA OT HAKOJKO MHKpOOPIraHH3Ma, TIpH
2 OT TAX € OTHETECH YCIELIEH pe3ynTar.

MHO3HHCTBOTO OT MALMEHTHTE, NE€KYBaHH ¢ BOPHKOHA30J 38 FOPENOCOYEHNUTE PEeNKH
HHGEKLKH, ca OWIH ¢ HENMOHOCHMOCT HJIH pedPaKTEPHOCT KbM MPEANIESCTBALIOTO
aHTHMHKOTHYHO JICYEHHE.

TsperyHa NpodUNaKTHKA HA HHBa3UBHH IbOMYHN HHGEKUHM - €pHKAacCHOCT Npy
peuunuentd Ha TXCK Ge3 npeamecrnaria Aoka3ana WK sepoarHa UT'H.

BopHKoHA30N1 € CPaBHEH ¢ MTPAKOHA30J KaToO [IbpBH4YHA NPOYHUIAKTHKA B YC/IOBUATA HA
OTKPHTO, CPABHHTETHO, MHOTOLICHTPOBO NPOYYBaHE NMPH BPb3PACTHH U IOHOILH, KOHTO €2
peuunuedTH Ha anoredHa TXCK Ge3 npeamecTsawma Aoka3aHa unH seposTHa UM, Yenexsr
OT NnevdeHHeTo ce AehUHHpa KaTo cnoCOoOHOCT 32 MPOAB/IKABAHE HAa MPOQHUIAKTHKATA C
u3nuTBaHoTO Jekaperso 3a 100 nuw cnen TXCK (6e3 ciupane Ha e4eHHETO 3a >14 AHK) U
NPEXHUBAEMOCT O3 HalH4Me Ha noka3aHa uny BeposTHa VITH 3a mepuoa ot 180 auu cnen
TXCK. Moauduuupasara npeasuaeHa 3a neyeHue rpyna (MITT) sxirousa 465 peliunieHTH
na anorenda TXCK, kato 45% ot naunentute umaT AML(ocTpa muenorenna nesxkemus). Ot
BCHYKMTE NALMeHTH, 58% ca MoAJOKEHHU HAa CXEMH 3a MUENoabIaTHBHA MOArOTOBKA.
[TpogunakTrka ¢ UINATBAHOTO NexapcTBo 3arioysa BeaHara cnen TXCK: 224 nonyyasar
BOPHKOHa301 1 241 noaydasaT uTpakoHa3ol. MeanaHHaTa NpOABMIKHTECTHOCT Ha
npodHIAKTHKATA C U3MATBAHOTO JIEKAPCTBO € 96 AHM MpH BOPUKOHA30/ U 68 NIHH [1pH
MTpaKOHa30N B MoauduupanarTa npeaAsBUaeHa 3a JeueHde rpyna (MITT).

YecToTaTa HA YCMEX H APYTH BTOPHYHHM KpaHHH TOUKH €a NPEJCTABEHH B ClefHaTa Tabauna.

Kpaiinu Touxku Ha (Bopukona3lon(HTpakonason Painuka B P-
NpPOyYBaAHETO N=224 N=241 CLOTHOIUEeHHATA U 95% [cToHHOCT
KOBEPHTEIEH HHTEpBaJl
€D

Venex koM Hen 180*  |109 (48.7%) |80 (33.2%) | 16,4% (7,7%: 25.1%)** |0,0002%*
_‘_:’cnex KBM gEH 100 _@__(_54,(?_1%_)_ | 96 (39,8%) | 15,4% (ﬁ_.ﬁ%; 2_4,2%)**_ 0,0006**

3arnpueny Hait-Manko |120 (53,6%) (94 (39,0%) 14,6% (5,6%, 23,5%) | 0,0015
100 ony npodUNaKkTHKa
C H3IMMUTBAHOTO

JIEKapCTBO

[TpexuBenn kpM Hen

180 184 (82,1%) (197 (81,7%) 0,4% (-6,6%, 7,4%) 0,9107
Paszsuny nokazand umu (3 (1,3%) 5(2,1%) -0,7% (-3,1%, 1,6%) 0,5390
BEPOATHH

MY zo Jlen 180

— -

Paseumn gokasank mmn |2 (0.9%)  4(17%) | -0,8% (-2.8%, 1,3%) | 0.4589
BEPOATHH

HUI'H no Hen 100

Pazeunm nokaszanu vy (0 3(1,2%) -1,2% (-2,6%, 0,2%,

sepoatdx UM no
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BpEMC HA NNPHEM Ha
H3IITHTBAHOTO

* ITspBuuHa KpailHa TOYKA HA NPOYUYBAHETO

** Pa3fIMKH, NPEACTABEHH KATO ChOTHOIIEHHE, 95% Cl M p-CTONHOCTH, NOJYICHH CIIe[
KOPEKUMA 34 PAaHIOMHUIHUPAHE

YecrotaTta Ha nossa Ha MY no aexn 180 u nbpBHYHaTa KpalHa TOYUKA HAa IPOYYBAHETO,
koaTo € Ycnex KuM aeH |80, croTBeTHO npu nauneHTHTe ¢ AML 1 Ha cxemH 3a
MyenoabnaTHBHA NMOATOTOBKA, Ca MPEACTaBeHH B CleiHaTa Tabnuna:

AML (ocTpa MHeJIOreHHa JIeBKeMUA

KpaliHH TOYKH Ha Bopukonazon Hrpakona3on| Pa3ziHKkyu B CLOTHOUIEHHSATA H
NPOYHBAHETO (N=98) (N=109) 95% noBepuTesIeH HHTEPBAJI
(CI)
[Tosasa Ha UT U - nen 180 1 (1,0%) 2 (1,8%) -0,8% (-4,0%; 2,4%) **
Ycnex kbMm AeH 180* 55 (56,1%) |45 (41,3%) 14,7% (1,7%; 27,7%)***

* [IrpBHuHa KpaHHa TOYKA Ha [TPOYYBAHETO
** C p3nona3BaHe Ha 5% OOMycTHMa pa3jifKa € J0Ka3aHa He Mo-Majlka e(pHKacHOCT
***¥PagTHKH B CHOTHOLIEHHATA, 95% Cl, nonyden cnel KOpexLUuUa 3a paHIOMH3IHpaHe

CxeMH 32 MHe1020JTATHBHA MMOATOTOBKA

Kpatinu Touku Ha  (Bopukonazon HrpakoHa3on| Pa3jIHKn B CHOTHOLIEHHATA U
NPOYYBAHETO (N=125) (N=143) 95% nopepuUTesleH HHTEPBAJ
(€I
[Tossa ua UT' U - pen 180 (2 (1,6%) 3(2,1%) 0,5% (-3,7%; 2,7%) **
Ycnex kuM aeH 180* 70 (56,0%) (53 (37,1%) 20,1% (8,5%; 31,79%)***

* [IspsHyHa KpaHHa TOYKA Ha [IPOYUYBAHETO
¥* C u3nona3Bake Ha 5% NOMycTHMa pa3iHKa € J0Ka3aHa He M0-MallKa ePpHKacHOCT
*** PaznHKH B CBOTHOLIEHUATA, 95% Cl, nonydeH cnen KopeklUns 3a paHIOMH3HUpaHe.

BropuuHa npogunakTuka Ha UTH - epHKaCHOCT NPH pen

BepoATHa npeawecreaina MI'H

unueHTH Ha T XCK ¢ JokazaHa uiaH

BopHkoHa30/1 € NPOyYeH KaTo BTOPHYHA NPO(HNaKTHKa B pAMKHTE Ha OTKPHTO, HeE-
CPaBHUTEIHO, MHOTOLIEHTPOBO NPOYYBAaHE NIPH BB3PACTHH peuunneHTH Ha atoreHHa TXCK ¢
JA0Ka3aHa WK BepoaTHa npeawectsaila UI'H. I1nppuuRaTa KpaHHa TO4Ka € 4ECTOTATa Ha
nossa Ha foKasaHa u sepoatHa UT'U npes nepeara roanHa cnea TXCK. Moandguunparara
npensuacHa 3a nedenue rpyna (MITT) srmousa 40 maumentu ¢ npemecrsama MI'H, ot
kouTo 31 ¢ acnepruno3a, 5 ¢ kaHauaosa u 4 ¢ apyrd MI'M. Meanannarta npoAB/DKHUTEIHOCT
Ha podHIAKTHKA ¢ H3MIUTBAHOTO JIEKapCcTBO € 95,5 RuHM B MoAHdHLUHpaHATa NPEABH/CHA 3

nedenune rpyna (MITT).

Hokazanu unu BepoATHu MI'H ca paseunu 7,5% (3/40) oT MauHeHTHTE TIpe3 bpBaTa roIuHa
cnen TXCK, oT KOWTO €HH CNyYaH Ha KaHIUJIEeMHA, €IUH - Ha CKEAOCTIopHo3a (M nBata

cay4aH ca peuuarBH Ha npeawecTBawy UI'H) 1 eauH cnyuyaf Ha 3HTOMHKO3a.
IMpexusaemoctra 0o acH 180 e 80,0% (32/40), a no | roanna ¢ 70,0% (28/40).

HpﬂﬂBH}HHTEHHDET Hd JICUEHHETO

B xiMHHMYHE H3NUTBaHKA 705 nauMeHTH ca JeKYBaHH ¢ BOPHKOHA30J1 3a MOBC
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ceaMHIH, KaTo 164 nauyeHTH ca moJy4aBald BOPUKOHA304 Han 6 Meceua.

[lenMaTpH4Ha DONYNALNA
[TeTneceT ¥ TpHMa NEAUATPUYHH NMALMEHTH Ha BB3pact oT 2 10 <18 roxHHH ca NE€KyBaHH ¢

BOPHKOHA30M1 B YCIIOBHATA Ha JIBE IPOCIIEKTHBHH, OTKPHTH, HECPaBHHTEIHH, MHOTOLICHTPOBH
KJIWHHYHHM M3NUTBaHHA. B eHOTO npoyuBaHe ca yuyacTBany 31 NauMeHTH ¢ Bh3MOXHA,
FOKa3aHa MM BEpOATHA HHBa3WBHA acneprunoia (IA), oT kouTo 14 mauueHTH ca UManH
nokaszaHa unu BepoaTHa IA u ca 6unu Brnroderu B MITT aHanu3uTe 3a eprKacHOCT. BnB
BTOPOTO NpPOyYBaHe ca OMIM BKIOYEHHU 22 NAlMEHTH C MHBAa3HBHa KaHAKI03a, BKIK4YBALIA
xananaemus (ICC) u ezodareanna kauanaosa (EC), npn KonTo ce € H3INCKBAJIO HIIN
IBPBHYHO, HIIM CIIaCHTEJIHO JieyeHue, kaTo oT TAX 17 ca 6unn BkmoueHd B MITT ananusnte
3a edukacrHoct. IIpn nauuenty c IA obuara creneH Ha rnodanen oTroeop Ha 6-arta ceaAMULA
e 6mna 64,3% (9/14), crenenTta Ha riobanen orrobop € 6una 40% (2/5) npH NalMeHTHTE Ha
BB3DacT OT 2 10 <12 roaunu u 77,8% (7/9) npu naumneHTure ot 12 no <18 roauiuHa Bp3pacr.
[Tpu nauuentH ¢ [CC crenenTa Ha rinobaneH OTroBop B Kpas Ha JiedeHHeTo ¢ Ouna 85,7%
(6/7), a 3a nauuenty ¢ EC - 70% (7/10). Oburara cremned Ha otrosop (cbopHo 3a ICC 1 EC) ¢
ouna 88,9% (8/9) nipu Te3n Ha BB3pacT 2 10 <12 roaunu u 62,5% (5/8) npH Te3n Ha BB3pacT
12 po <18 roaguHm.

KNuHHWYHU DpOYYBAHWA, H3CHEABAUIY BAUAHUETO BEpXY (Tc-nHTEpBana

Eano nnaueGo-KORTPONIMpaHo, paHAOMHU3HPAHO KPBbCTOCAHO NPOYYBAHE ¢ €ANHHYHE 1034 €
pOBEIEHO ¢ LieN OUeHKa Ha edekTa Bbpxy QT- nurepsana npu 3a4paBH Q0OPOBOILH ¢ TPH
MepopaHi AO3MPOBKH BOPHKOHA30/ M KeToKoHazon. [Inauedbo-kopurupaloTo cpeaHo
MaKCHMalIHO yaBskaBaHe Ha QTc cnpamMo usxonHata croitHocT cien 800, 1200 u# 1600 mg
BOpHKOHA307 ¢ 6uio ceoTBeTHO 5,1; 4,8 U 8,2 msec, a cneg 800 mg kerokoHason - 7,0 msec.
HuTo eans y4acTHHK B KOATO M [a € I'pymna He e Noay4un yabmxasaHe Ha QTc > 60 msec
CIpsAMO H3Xx0AHAaTa CTOMHOCT. [lpy HMTO €AHO NuLe TO3X MHTEPBAN HE € HAAXBBPJIHII
MOTEHIIHANTHUA KTHHKYHO 3Ha4HuM nipar oT 500 msec.

5.2 PDapMakoKHHeTHYHU cBOHCTRA

OcHoBHM $apMaKOKMHETHYHHU XapaKTEPHCTHKH

dapMaxoKHHETHKAT2 Ha BOPHKOHA30J € ONpeaencHa IpH 3ApaBy TULA, CIeHPUUHH
nonynaluuy 1 nayudeHTH. [1o sBpeme Ha nepopanuo npunoxenne Ha 200 mg nan 300 mg aea
MHTH JHEBHO 3a 14 JHHU MPH NaLHEHTH ¢ PUCK OT acEPTruio3a (TNaBHO NaLHEHTH ChC
3/I0Ka4eCTBEHN HOBOOOpa3yBaHHA Ha NHM{HATA WX XE€MOMNOCTHUYHA THKaH), HADNOAaBaHUTE
(papMaKOKHHETHYHH XapaKTEpPUCTHKH - OBbp3a H 3HaYUTeENHa abcopOuns, xkyMynauusa 1
HeNnHHeNMHa papMaKOKHHETHKA, ChOTBETCTBAT HA T€3H, HabmoxaBaHH MpH 3ApaBH HHIMBHUIY.

®apMakOKHHETHKAT4 H3 BOPHMKOHA30J1 HMa HEAHUHEEH XapaKTep NOpaax HacHILAHE Ha
Herosua MeTtabonusbsM. Ilpu nosuwasaHe Ha Jo3aTa ce Haboaaga Mno-rosMo ot
MPOINOPIHOHANHOTO HAPACTBaHe Ha ekcrno3unuaTa. M3yucieHo €, ue yBeaMuaBaHeTO Ha
nepopanHara ao3a ot 200 mg aea nbTH AHeBHO HA 300 mg ABa NBTH IHEBHO BOAM KO CPEOHO
2,5-KpaTHO noBULUcHUE Ha excrosuuuaTa (AUC;). [lepopannara moaabpxatia no3a ot 200
mg (vau 100 mg 3a naumenTv non 40 kg) 1oCTHra eKCNO3IKLMA HA BOPUKOHA30n Onu3Ka 1o
task Ha 3 mg/kg uuTpapeHosHo. A 300 mg (unu 150 mg 3a nauneHTH noa 40 kg) nepopaiHa
NoAABPIKALLA 4032 JOCTHIA €KCNO3HUMA Ha BOPHKOHAa305 6a1M3Ka Ao Tasy Ha 4 mg/kg
UHTPABEHO3HO. AKO C€ [IPUIOXKAT NPENOPBYBAHUTE HHTPABEHO3HH KK NEPOPATIHH




HATPYINBAaHETO CE OCHLUIECCTBABA YPE3 MHOTOKPATHO MPHIIOKEHHE IBA TBTH AHEBHO, NPH
KOETO CTALIMOHAPHHTE IJIA3MEHH KOHLICHTPALHY Ha BOPUKOHA30J1 34 MOBEYeTO JAHUA Ce
NOCTHIAT KM O-UA JIeH.

AbGcopblius

Crnen nepopalHo NPUIoKEHHE BOPUKOHAa30M ¢e abcopbupa nouTH HATBAHO, KaTo
MaxCHMaJHa Mj1asMeHa KOHUEeHTpauuH (Cmax) ce nocturat 1-2 yaca cieq npuaIoKeHHETO.
AGcomoTHaTta OMOHATHYHOCT HA BOPHUKOHA30J ClEa [EPOPAJIHO NPHIIOKEHHE C€ U3UNCTIABA
Ha 90%. IIpu MHOTrOKpaTHO NpHWIOKEHHUE Ha BOPHKOHA30J €AHOBpEMEHHO ¢ HoraTa Ha
Ma3sHUHH XpaHa Cmax 1 AUC, ce noHnxasaT cboTBeTHO ¢ 34% 1 24%. AbcopbunaTa Ha
BOPHMKOHA30J HE ce BiIHAe oT npomeHnTe B pH Ha cTOMaxa.

PaznpeaencHue
O0eMBT Ha pasrpecneHie NPy CTAUMOHAPHH KOHUECHTPAaLUH Ha BOPHKOHA30JI C€ H3YHCJIIBA

Ha 4,6 /kg, xoeTo rnpeanonara eKCTEH3WBHO pa3npeaeieHue B TbkaHuTe. CBbP3BAHETO C
[UIa3MEHUTE MPOTEHHH € 58%.

[Ipobute oT rppbHAYHO-MO3BYHA TEHHOCT HA OCeM MALMEHTH, BKIIOYEHH B MPOTPaMH 3a
MHJIOCBpPAHA yIioTpeda, ca noxKa3any yCTaHOBHMH KOHIIEHTpalLHH OT BOPHUKOHA30M IIPH
BCHUYKH TALIMEHTH.

buorpanchopmaimnsa
In vitro Ipoy4BaHus NOKa3BaT, 4¢ BOPHKOHA30J ce MeTabonusupa Ot yepHOApoOHHTE
uuToxpom P450 uzoensumn CYP2C19, CYP2C9 n CYP3A4.

Paznuumnsara BbB (bﬁpM&KOKHHBTHKﬂTH Hd BODHUKOCHA30]1 MCXKAY OTACIIHUTE HHAHWBHIAH Cd
[OJICMHA,

In vivo npoyusanusa nokasear, ye CYP2C19 yyacTBa 3HayuMoO B MeTabONH3Ma HA
BOPMKOHa3071. T03M eH3uM NposBABa reHeTHYeH ronuMopdnisM. Hanpumep, oyakBaHusATa
ca, ye 15-20% ot a3uaTckoTo HaceneHue ca nown metabonuzaropu. [lpu Oanara u yepHara
paca yectoTarta Ha JomuTe Metabonuzatopu € 3-5%. [IpoyuBasus, NpOBEEHH NPH 3paBH
HHAUBHAM OT Osnara paca u AnoHUA coyart, 4e NoiHTe MeTab0IN3aTOPH NoKa3BaT cpeaHo 4
ITBETH MO-BUCOKA ekeno3uuusa (AUC:) Ha BOpuKOHA30J1, OTKOJIKOTO CHOTBETHUTE UM
XOMO3HIOTHH €KCTEH3UBHH MeTabomn3atop. Jluua, KOMTO ca XeTepO3UroTHH €KCTEH3HBHHU
MeTaboNnH3aTOPH, NTOKAa3BaT CPpeAHO 2 MBTH O-BHCOKA EKCIO3UIHA Ha BOPHKOHA30,
OTKOJKOTO TEXHHUTE XOMO3UIOTHH €KCTEH3UBHH MeTaboNH3aTopH.

OcroBeH MeTabOIHT Ka BOPUKOHA30] € HerOBUAT N-0KCHA, KOMTO cheTaBnaBa 72% ot
HMpKYAHpalLuTe paguodenazany MeTaboauTH B asmara. To3u MeTaboauT UMa MHHUMATIHA
AHTHMMKOTHYHA aKTHBHOCT U He AOIpHHaca 3a o01uaTa epUKacHOCT HA BOPHKOHA30I1.

EnuMHHHpaHe
BopHkOHA30J ce enMMUHNpa Yype3 YepHoapoben MeTaboan3bM, KaTo 1o-Malnko oT 2% ot
MPUJIOKEHATA 103a C¢ EKCKPeTHUpa B HETIPOMCHEH BHI B YpHUHAaTa.

Crnes npunoxeHue Ha paauobensa3as BOpUKQHAa30M, npubnusutento 80% ot
PAMOAKTUBHOCTTA CE€ OTKPKBA B YPUHATA NPy MHOIMOKPATHO HHTPABEHO3HO NPHUIIOKEHHE U
83% ce OTKpUBAT B YPHHATA IIPU MHOIOKPATHO NepopasnHo npuiaoxenne. M npu nepop

€KCKpETHpa [Ipe3 NbpBHTE 96 yaca.
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TepMHHANHHUAT NONYKHUBOT HA BOPHKOHA30J 3aBUCH OT NPHUJIOKEHATA 4033 U €
npubnuzutenHo 6 yaca npu 200 mg (nepopanua) gosa. Ilopaau HenuHeHHAaTa
$ApMAKOKHHETHKA TEPMHHAITHUAT NMOMYKHBOT HAIMA 3HA4YEHHE 3a NPEeACNpEAeNsSHE Ha
KYMYJIHPaHETO WM eIMMHHHPAHETO HA BOPHUKOHA30I.

®apMakOKHHETHKA IPU cnelHPUYHH I'PYNH NailHEHTH

[lon

B egHo npoyyBaHe ¢ MHOIOKpaTHa rnepopaika 103a CTOWROCTHTE HA Crnax 1 AUC, nipH
3JIpaBH MIIaAU KeHHU ca 6uinn croTBeTHO ¢ 83% 1 113% no-BUCOKH, OTKOAKOTO INPH 30paBu
maaan mexe (18-45 roannn). B cblioTo npoyusane ve ca Ounu Habmogaranu
CHTHH(PUKAHTHHY Pa3IMKH MEeXAY CTOHHOCTHTE Ha Cmax H AUC: Ha 3paBH MBXeE B CTapyecka
BBH3PAcCT M 3JPABH XEHHU B CTAPYECKA Bb3pacT (> 63 roaunHn).

B knuHy49HaTa nporpaMa He ¢ NpaBcHO alanTHUpaHe Ha A03aTa Bb3 OCHOBA Ha 1ojIa.
[TpoduasT Ha 6€30MaCHOCT ¥ MAA3MEHUTE KOHLUEHTpALWH, HabMogaBaHK NpH MaLUEHTH OT
MBXKKH B KEHCKH 101, ¢a OUNH ¢XOaHH. CIEAOBATEIHO, HE ¢ HEOOXOAUMO aJalTHPAaHE HA
7103aTa B 3aBUCHMOCT OT TTOJIA.

Ilayuernmu @ cmapuecka gv3pacm

B enxo npoy4BaHe ¢ MHOTOKpaTHa MepopaliHa 1032, CTOMHOCTUTE Ha Cmax U AUC; nipu
3/IpaBH MBXE B CTapuecka Bu3pacT (>65 roaunn) ca OUnM ¢boTBEeTHO € 61% H 86% no-
BHCOKH, OTKOAKOTO NpH 38paBy Minaau Mexe (18-45 roaunu). JIuncear 3Ha4MMHM pa3nHKH
MEXIY CTORHOCTHTE Ha Cmax 1 AUC,: pu 34paBy xKEHH B CTAPYECKA BB3pACT (> 65 roauHn)
1 3apaBu Mnaau xkeHH (18-45 roaunn).

B TepaneBTHUHHUTE NPOYUBAHUA HE € NMPABECHO aJanTHpaHe Ha 1o3aTa BB3 OCHOBA Ha
Bb3pacTTa. HabnonaBaHa € 3aBHCHMOCT MEXAY MUIa3MEHATa KOHIICHTPALHA H Bh3pacTTa.
[MpodunsT Ha Oe30MacHOCT HA BOPUKOHA30M MIPH MIIAH TIALMEHTH U NNALIMEHTH B CTApUECKa
Bb3pacT € OUN CXOIEH U ceoBaTeNIHO afanTHpaHe Ha K03aTa IIpH NMalHEeHTH B CTapuecKa
BE3pPACT HE € HeobxoanuMo (BX. Touka 4.2).

[Teduampuurna nonynayusn

IIpenopBRUUTENHHUTE OO3HU TPH Jella B KOHOUIH ce Ha3upaTt Ha NonylanuoHeH
({apMaKOKMHETHYEH aHAIN3 Ha JaHHUTE, ¢EOpaHu oT 112 MMYHOKOMIIPOMETUPAHH JcUa Ha
BB3pacT OT 2 710 <12 roauHy 1 ot 26 *MYROKOMIIPOMETHPAaHHU NAallleHTH B IOHOLIIECKa
BB3pacT oT 12 o <17 roguun. [lpu 3 neanaTpuyHy ¢papMaKOKMHETHYHH NIPOYYBaHHA Ca
OLIEHEHHU MHOTOKpAaTHH HHTPABCHO3HH O03H 0T 3,4, 0, 7 1 8 mg/kg nBa NbTH OHEBHO U
MHOTOKPAaTHH MepOpanHy A03M (KaTo € [PHAAraH MpaxeT 3a [epopaliHa CYCHEeHsui) ot 4
mg/kg, 6 mg/kg 1 200 mg nBa npTH AHEeBHO. HaToBapBawMTe HHTPABEHO3HHA A03H OT §
mg/kg 1.v. IBa OIBTH AHCBHO Mpe3 NbPBUA IeH, NocaeaBalH oT 4 mg/Kg HHTpaBeRO3HA 033
asa meTH AHEBHO ¥ 300 mg nepopanuy tabneTkn ABa MbTH JHEBHO ¢a OHIIH OLICHEHH TIPpH
eAHO GapMaKOKHHETHYHO NPOYYBAHE NpH OHOWH, [To-romsiMa BapHabUNHOCT MEXK Y
MauMeHTUTE € HabnoaaBaHa Npy NeAHaTpUuHK NALHEHTH, B CPABHEHHUE ¢ BBIPACTHH.

CpaBHeHMe HA (PApDMaKOKMHETHUYHUTE JaHHK Ha NeaAHaTpHYHaTa K Bb3pacTHATA Nonynauus, e
NoKasano, ye npeasvxaanara ToranHa ekcrnosuuus (AUQ) npu aena, cnex npuioxssHcT
HHTpaBEHO3HA HaToBapBawa 403a o1 9 mg/kg, e cpaBHKUMA C Ta3u NMpH Bb3PacTH /
HHTpaBEHO3Ha HaToBapBalla no3a ot 6 mg/kg. [IpeaBuxknanuTe TOTAIHMU €KC 4
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Aena ¢jes NpuaoKeHHe Ha HHTPABeHO3HH NoAnbp KAy 1034 oT 4 n 8 mg/Kg aBa NbTH
IIHCBHO, C4 CPABHUMH C TE3H IPH BB3PACTHH CJieJ HHTPABEHO3HH JI03H, ChOTBETHO OT 3 ¥ 4
mg/kg nBa nbTH AHEBHO. [IpeasmkIaHaTa TOTAIHA EKCNO3MLMA IPH A€, Cnel nepopanHa
noaabpkaila xo3a ot 9 mg/kg (Makcumym 1o 350 mg) ABa MbTH JHEBHO € OHJIa CPABHHMA C
Ta3u NpH BL3PACTHH, ¢ie] nepopaliHa go3a oT 200 mg aBa NkTH qHeBHO. FIHTpaBeHO3Ha 032
oT 8 mg/kg 1e OCHI'YPH EKCIIO3ULMA Ha BOPHKOHA30J, MPHONH3HTEIHO ABa MTH MO-BHCOKA
OT Ta3H IpH IepopanHa 103a ot 9 mg/kg.

ITo-BHCOKUTE HHTPABCHO3HHU MOAIBPKAIUHM JO3H NPHU NMEAHATPHYHH MMTallHEHTH B CPAaBHCHHE C
Bb3PACTHUTE OTPA3ABAT MO-BHCOKHA ETMMHHALMOHEH KanauuTeT NpH NEAHATPHHHNTE
MalKeHTH, B Pe3YITAT Ha Mo- rolIAMOTO ChOTHOIIEHHE Ha MacaTa Ha YEPHUA APo0 KbM
TesecHa Maca. [TepopanHara OMoHanu4HOCT MOXKe, obaue, na 6bae orpaHHyeHa Npyu Aena ¢
MasnabcopOLKs ¥ ¢ MHOIC HHCKO TEIJIO 3a TAXHATA BE3PacT. B TakeB ciydal ¢€ MpenopbyBa
MHTPABEHO3HO MPHJIOKEHUE HA BOPHKOHA30JI.

Excno3vuuure Ha BOPMKOHA301 NP MHO3UHCTBOTO MAllMEHTH B IOHOLIECKA BBh3pacT ca OUIH
CPaBHHUMH C TE€3U NPU BB3PACTHH, MOJIYYaBalH ChLIMTE NO03MPOBKHA. BRENpekn ToBa, npH
HAKOU MJIAAH IOHOIIH, C TETNO MO-HUCKO OT TOBA NPH Bb3PAcTHH, ce HabmoaaBa no-Malka
eKCTIQ3HIHA. BB3MOKHO € MeTaDOTU3NpaHeTo Ha BOPHKOHA30J MPH TE3H HHIMBUJIH 11a € T10-
CXOAHO JO TOBA MpHU AcLa, OTKOJKOTO [PH BB3pacTHH. Bb3 OCHOBa Ha HONMYNAUMOHHHA
hapMaKOKHHETHYEH AHAIIN3 IOHOLINTE Ha BB3pacT OT 12 1o 14 roauuy, ¢ terto nox 50 kg
TpAOBa Za MOMy4yaBaT A03HPOBKH 3a aeua (BX. Touka 4.2).

Bvbpeuro yapeacoane

[Tpu mauueHTH ¢ yMepeHa A0 Texka 6u0peuna nucdyHKIUA (CTOHHOCTH Ha CEPYyMHHSA
KpeaTHHHH > 2,5 mg/d]) HacTeIIBa KyMyJIMpaHe Ha HHTPaBEHO3HHUA HOCHTEN
cyndobyrunberagekc HaTpuit (BX. TOUKH 4.2 1 4.4).

Yeprnoodpobro ygpedicoare

Cnen enquruuHa nepopanna no3a (200 mg) AUC e 6una ¢ 233% no-BHCOKa NPH THUA C J1EKa
10 yMepeHa depHoApoOHa uupoza (Child-Pugh A u B) B cpaBHeHHe ¢ #11a ¢ HOPMAJIHA
yepHoapoOHa PpyHkuua. CBBLP3BAHETO HA BOPHKOHA30J € NMPOTEHHHTE He € OHIIO 3acernaro
OT yBpeAcHaTa yepHOApoOHa PyHKUHSA.

B npoyuBaHe ¢ MHOTOKPATHO NEpopanHo npunoxeHue croiHocTuTe Ha AUC, ca OHiH
CXQJIHM TIPH NHLA ¢ yMepeHa yepHoapobra uvpola (Child-Pugh B), nonyuasain
noaaspkama no3a 100 mg ABa MbTH AHEBHO H JMHLA ¢ HOPMalTHa YepHOApOOHA PYHKLHA,
nonydasaiiy 200 mg asa mbTU AHeBHO. JIunceat apMaKOKHHETHYHH NaHHH [IPH NalHEHTH
¢ Texxka depHoapoOHa uupo3za (Child-Pugh C) (Bx. Toukn 4.2 1 4.4).

5.3 IlpeaxnnHH4HYU JaHHH 3a OezomacHoOCT

[IpoyuBaHHA BbPXY TOKCHYHOCTTA NPU MHOTOKPATHO MPHJIOKEHNAE HA BOPHKOHA30JI
[MOKa3BaT, ue 9epHHUAT ApoO ¢ npuuensuaT oprad. ITono6HO Ha ApYTH aHTUMHKOTHYHH
CPEACTBA XENaTOTOKCHYHOCT € HabnoaaBaHa NpH TU1a3MeHH eKCNO3HLIHH, CXOJHH C TE3H,
NMOJYYeHH B TepaNeBTHYHU 03K IIpH 4YoBeKa. Ilpu NbXoBe, MUILIKH H KYy4Y€Ta BOPHKOHA30J €
MPHYKHUA H MPHUMANHHY NpOMEeHH B HanbdbObpeunnTe xie3n. KoHBeHUHOHANHNTE
dapMakOKHMHETMYHH NIpOyYBaHMUA 32 6€30MacHOCT, FTeHOTOKCHYHOCT WK KapUHHOT€HEH
MOTEHUMAaN He MoKa3Bar ocoDeH pUCK 3a xopa.
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PenpoayxTHBHHN NPOY4YBaHKWA NOKA3BAT, Y€ BOPHKOHA30J € TEPATOreHEH MPH MIbXOBE H
eMOpPHOTOKCHYEH [1pH 3aiiid IPH CUCTEMHH €KCIO3HUMH, PABHH HA TE3H, IIOITY4ECHH ITPH
XOpa B TEPANeBTHYHHU K034. B npoyuBaHe Ha npe- U MOCTHATAIHOTO pa3BHTHE NPH IUIBXOBE
[PH EKCMIO3HLIMH, ITO-HUCKH OT TE3H, NMOJAYYEHH IPH XOPa B TEPANEBTHIHH J103H,
BOPHKOHA30JI € YBEJIMYMII IPOALIDKHTENHOCTTA Ha reCTalUATa ¥ POAOBaTa IEHHOCT H €
NpeaU3BUKAN JUCTOKHA C NOCeABalla MaHYHHA CMBPTHOCT ¥ MOHHKEHA NEpHHATANIHA
NpeXUBAEMOCT Ha HOBOpoAeHHUTe. EdexTnTe BBPXY NEpHOJa Ha paXKaaHe ca BepOATHO
MEAHHPAaHHU OT BUAOBO-CMEUUPHUUHH MEXAHHUIMH, BKIKOYHTENHO MOHNKEHHE HA
ECTPAIMOJIOBHATE HUBA M CHOTBETCTBAT Ha TE3H, Hab/IrogaBaHu NPY APYTH a30/10BH
aHTMMHKOTHYHH CpelcTRa. [IpriioxkeHneTo Ha BOPHKOHA30M He MPHYHHABA YBPEKIaHEe Ha
GepTUIHTETA IIPH MBKKU ¥ XEHCKH NIBX0BE [IPH €KCITO3ULHH, CXOAHH C TC3H, MMOTY4YEHH B
TEepaneBTHYHHU J03H NPH YOBEKA.

[IpenxIMHMYHH AAHHH OTHOCHO HHTPaBEHO3HHUA HocUTEN CyndobyTunberasekc HaTpUH
(SBECD) ca noka3aiH, 4e OCHOBHHTE eeKTH ¢a BaKyOIH3allHs HA eNHUTEIa Ha MHKOYHHUTE
NMbTHLIA ¥ aKTHBHpaHe Ha MakpodaruTe B yepHuUs Apo6 u 6enute npodose B NpoyYBaHHA 3a
TOKCUUHOCT IIPH MHOTOKpaTHO npunoxkeHue. Toit kato GPMT (guinea pig maximization test)
MOKa3Ba MOJOKUTEIHH pe3yATaTH, MpealucBalliTe JIeKapcTBOTO TpAOBa Aa MMAT NMpEIABUI
MOTEHUHATHHSA PUCK 33 CBPBLXYYBCTBHTENHOCT KBM HHTPABEHO3HATA JIEKapCTBEHa QopMma.
CTaHAapTHUTE NPOYYBAHHUA 32 FCHOTOKCHYHOCT H PENPOAYKTHBHOCT C IOMOILIHOTO
sentecTso SBECD He oTkpuBaT cieuMguyeH pucK 3a 4yoseka. IlpoyuBanus 3a
xapunrHoreHHocT Ha SBECD He ca nposexnany. J{oka3zaHo €, 4¢ €IMH OT NPUMECHTE,
ycraHoseHn B SBECD, npeacrasngsa alkuinpaulo MyTareHHO BELWECTBO ¢ JaHHH 3a
KapLIHHOTEHHOCT npy rpusaqy. To3u npumMec TpadBa 1a ObJe CUNTAH 33 BEIUECTBO C
KapUMHOTEHEH NOTeHL AT NpH YoBeKka. B cBeT/IMHATA HA T€3W JaHHU TPOABIDKHTETHOCTTA
Ha JIe4eHHETO ¢ HHTpaBeHO3HaTa iekapcTBeHa popMa He TpabBa na Haaxswpas 6 Mecena

6. ©OAPMAIEBTHYHHU JAHHH

6.1 Cnyucnk Ha NTOMOLIHHUTE BEUIECTBA
CyngobyTunbetanekc HaTpHi.
6.2 HechBMecCTHMOCTH

BopurkoHa3zon He TpsaOBa f1a ce Mpunara B efHa H Chllla HFHPY3MOHHA CHCTEMa HIIH KaHoJa
eQHOBPEMEHHO ¢ IPYTH UHTpaBeHO3HH nponykTH. CakseT TpAbBa na 6b4e IpOBEPEH, 32 Aa €
CHIypHO, ye HH]Y3UATa € npukmoynia. Cnel NpyKIYBaHe Ha HHPY3KATa HA BOPHKOHA301,
CHCTEMATa MOJKE [1a C€ M3MO0JI3Ba 33 [PH/IOKECHUE Ha APYTH UHTPABEHO3HH MPOLYKTH.,

KpLBHH NPOAYKTY U KPaTKoTpaiHa HHGY3HA Ha KOHNEHTPHPAHH EIEeKTPOIHTHH Pa3TBODH
EnexTpONWTHUTE HAPYIIEHHUA KaTO XUNOKATHEMHUS, XHTIOMArHE3HEMHA H XUTTOKANIUEMUA
TpabBa Aa 6T KOPUTUPaHU TIPEdH 3aloYBaHe Ha JICYCHHUE C BOPHKOHA30M (BXK. TOYKH 4.2 U
4.4). BopukoHaszon He TpsOBa Ma c€ U3MoNI3Ba €JHOBPEMEHHO C HUKAKbB KPBBEH NPOAYKT
HJIH KpaTKoTpaiHa HH(Y3UA HAa KOHLIEHTPHPaHH eNIEKTPOJIMTHH Pa3TBOPH, JOPH aKo ABETE
UH(Y3UHU Ce npunarar B OTOENHH INHUH.

06110 MapeHTePATHO XpAHEHE
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O61wo napentepanto xpaHeHe (OITX) ne Tpabsa Aa ce npexksCBa, KOraTo ce fnpujara ¢
BOPHKOHA30J1, HO TPAOBa Na ce TpHiara npes OTAeNHa IWHAA. AKO C€ NpHIara HHPy3uaTa
Ipe3 MHOTOKpaTeH-1yMeH kaTeTsp, OI1X TpabBa fa ce nmpHnara KaTo ¢ U3IM0I3Ba pa3IHieH
KaHaJl OT TO3H, H3MOJ3BaH 3a BOpHKOHAa3on. BopukoHason He TpsOBa fa ce pasTeaps ¢ 4,2%
MH}Y3HOHEH pa3TBOp Ha HaTpueb OHKkapbonaT. CbBMECTHMOCTTA C APYTH HETOBH
KOHUEHTpALWH € HEU3BECTHA.

To3u nexapcTBeH NpoRyKT He TpAOBa Aa ce cMecsa ¢ APYTH JEKapCTBEHHW NPOAYKTH, C
H3KNIOUeHHe Ha TOCOYEeHUTE B TOYKa 6.6.

6.3 Cpox Ha roaHocTt

36 Mecela

Cnen pa3TBapade/ pa3TBapsHe U pa3pexaHe:
Ioka3aHa € XMMHYecKa M pU3nvecKa cTaOHIHOCT NIpH ynoTtpeba Ha NPHTOTBEHHA pasTBOp 3a

24 yaca npH Temnepatypa ot 2° C no 8° C. Jlokazana € XxuMH4ecKa H pH3HuecKa crabUMHoCT
MpH ynoTpeda Ha NPUrOTBECHHUA ¥ pa3pedeH pa3TBOp B IPOAB/DKCHHE Ha 48 Yaca IpH
temnepaTtypa ot 2° C 1o 8° C.

OT MUkpOOHONOrHYHA rNIeaHa TOYKA BEAHBX NPUIrOTBEH, NPOAYKTBLT TpabBa 1a Obae
H3MOa3BaH BeAHAara. AKO He € M3MN0I3Ba BEJHara, OTFOBOPHOCT 3a CpoOKa H YCIIOBHATA Ha
ChbXpaHEHME Ha NPUTOTBEHHKA pa3TBOp npeau ynorpeda HOCH NpUNATaLlMAT JIEKapCTROTO U
HOPMAIHO CpOKET He TpaAbGBa na 6bae no-ABasr 0T 24 Yaca npH TeMIEpaTypa Ha ChbXPaHEHHE
ot 2°C no 8°C, ocBeH ako NPUTOTBAHETO Ha Pa3TBOpa € OWIIO HAalpaBEHO B KOHTPOIHPAHU H
BAIKIHPAHH ACETITHYHH YCIOBH4.

6.4 ChneunajHH YCJIOBHS HA ChbXpaHeHHe

Jla ce cpxpaHaBa nox 25° C B OpHrMHaNHATa ONAKOBKA, 32 J1a C€ NMPEANasH OT CBETIHHA.

3a yCIOBHATA Ha ChXpaHeHHeE Clell pa3TBapsiHe U pajpexaaHe Ha JIEKapCTBEeHUS MPONYKT
BHXXTE TO4Ka 0.3.

6.5 BHau cLabpkKaHHe HA ONTAKOBKATA

I[Ipax, HaTbJIHEH B Npo3payeH, OGe3uBeTeH, CTbKNEH (IAaKoH OT THII |, 3aTBOpEH ¢ THMHOCHBA,
OpoMOOYTHIIOBA TYMEHA 3aMylIaiKa, alyMHHHEBA Kanauka ¢ Os)1, m1acTMacoB OTYYNBall ¢e

OHCK,

Bun Ha onakoBkata: KyTra ¢ | QaaKoH, ChABPKALI IPAX 33 KOHLEHTPAT 338 HHPYIHOHEH
pa3TBOP W €AHa JIMCTOBKA 32 MTallHEeHTa.

6.6 CneunaJHH NpPeANa3HH MEPKH NPH HIXBbPJAAHE

Heu3non3saHHAT NPOAYKT WM OTIANBUYHHTE MaTepUany OT HEro Tpadsa a ce U3XBBLPIAT B
CLOTBETCTBHE C MECTHHUTEC H3HCKBAHMUA.

[IpaxsT ce pa3Teapa wiH ¢ 19 ml Boxa 3a HHKEKLUMH MK ¢ 19 ml HHXCKIIMOHEH Pa3TBO
HarpueB xaopua 9 mg/ml (0,9%) oo nonydaBane ra obem oT 20 ml 6ucTEp KOHUE
ceaAbprkaml 10 mg/ml BOpHKOHA3011.
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[IpenopbYATENHO € Oa CE H3MON3Ba CTaHAapTHA (HE aBTOMAaTH3HpaHa) cnpHHLoBKa oT 20 ml,
3a /la C€ rapaHTHpa, ue ce Ao3upa ToueH 06eM (19,0 ml) Boaa 3a HHIKEKLIHH HIIH
HHIKEKIIHOHEH pa3TBOp Ha HarpHe Xiaopua 9 mg/ml (0,9%).

Cnen pastBapsane ¢ 19 ml Bona 3a HHKEKLMH HITH HHXXECKIMOHEH pa3TBOP Ha HATPUCB XJIOPHI
2 mg/ml (0,9%) ce nonyuaBa OuCTHp pa3TeOp.

To3u nexapcTBeH NPOAYKT € 3a €IHOKpaTHA ynoTpeba n HeH3NON3BaHHAT Pa3TBOp TPAOBA N4
ce M3XBHpiu. TpabBa oa ce W3MoN3BaT camo BUCTPH pa3TBopH Oe3 vacTHuM,

3a NNPpHJIOKCHHC, Heo0X0AHMOTO KOJHYECTBO OT KOHIEHTpAaTa ce no6aBs KM

NpenopbYaHUTE CbBMECTHMH HHPY3HOHHH Pa3TBOPH (ONHCAHH NO-A0J1Y) 10

MoJy4aBaHe HA KpaiiHu# pa3TBOP Ha BOPHKOHA30J, chabpxkaw 0,5 - 3 mg/ml.

Heo0xoaumu Koanuectsa ot 10 mg/ml Bopukonasoa PoMpapm KOHIEHTPAT
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Tenecro [KonnuecTtBa Bopukonazon Pompapm konuentpar (10 mg/ml) neobxoaumMu npu:
Terno |Moza3mg/kg (Jo3ad4 mg/kg |Mo3za 6 mg/kg |Hdoza8 mg/kg |(Hosa9 mg/kg
(kg) |(6poi (Opoii (6poi (Opoit (Opon
¢p1aKOHH) dhIaKkoHu) ({bJ1aKOHH) $AAKOHH) (hJIaKOHH)
10 - 4,0 ml (1) - 8,0 ml (1) 9,0 ml (1)
12,0 ml]
15 - 6,0 ml (1) - ) 13,5 ml (1}
0 : 8.0 ml (1) : '68)“ 18,0 ml (1)
25 : 10,0 ml (1) - 20&‘“1 22,5 ml (2)
24,0 ml
30 9,0 ml (1) 12,0 ml (1) 18,0 ml (1) (2) 27,0 ml (2)
28,0 ml
35 10,5 ml (1) 14,0 ml (1) 21,0 m! (2) (2) 31,5ml (2)
32,0 ml
40 12,0 ml (1) 16,0 ml (1) 24.0ml (2) (2) 36,0 ml (2)
36,0 ml
45 13,5 ml (1) 18,0 mi (1) 27,0 ml (2) (2) 40,5 ml (3)
40,0 ml
50 15,0 ml (1) 20,0 ml (1) 30,0 ml (2) (2) 45,0 ml (3)
44,0 ml
55 16,5 ml (1) 22,0 ml (2) 33,0 ml (2) (3) 49,5 ml (3)
60 18,0 ml (1) 24,0 ml (2) 36,0 ml (2) 48&2)"" 54,0 ml (3)
52,0 ml
65 19,5 ml (1) 26,0 ml (2) 39,0 ml (2) (3) 58,5 ml (3)
70 21,0ml (2) 28,0 ml (2) 42,0 ml (3) - -
75 22,5 ml (2) 30,0 mi (2) 45,0 ml (3) - -
80 24,0 ml (2) 32,0 ml (2) 48,0 ml (3) -
85 25,5 ml (2) 340 ml (2) 51,0 ml (3) -
90 27,0 ml (2) 36,0 ml (2) 54,0 ml (3) -




95 28,5 ml (2) 38,0 ml (2) 57,0 ml (3) - -
100 30,0 ml (2) 40,0 ml (2) 60,0 ml (3) - -

ITpuzomeenuam paimeop Modice 0a ce paspeou c:

¢ Harpues xiaopua 9 mg/ml (0,9%) MHKEKIIHOHEH pa3TBOP
¢ PuHrep NaKTaT 3a MHTPAaBEHO3Ha HHPY3USA

* 5% rnKKo3a 3a HHTPaBeHO3Ha HHY3NA

CHBMECTHMOCTTA Ha BOPHKOHA30) ¢ Pa3TBOPHUTEMH, PA3NHYHH OT ONHCAHHUTE O -rOpe HIK B
TOYKa 6.2, He e U3BECTHA,

7. TNPUTEXATEJI HA PAZPEILIEHUETO 3A YIIOTPEBA
S.C. Rompharm Company S.R.L.

Eroilor Street, no. [ A, Otopeni, Ilfov County,

075100, PymBpHuA

8. HOMEP(A)HA PAZPEHIEHHETO 3A YIIOTPEBA

Peructpauuonen Homep: 20210274

9. IATA HA IIHPBO PA3PEIIABAHE/MOAHOBABAHE HA
PASPEIIEHHUETO 3A YIIOTPEBA

JlaTa Ha IBPBO paspeillaBaHe:
09.09.2021

10. JIATA HA AKTYAJIU3UPAHE HA TEKCTA

OxromBpu 2024
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