KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1 HME HA JIEKAPCTBEHHS IPOIYKT N3NLAHWTENHA ATEHIJNA NO NEKAPCTBATA
Kpamxa xapaxmepucmuKka Ha npogyxma - NpuAowerus 1
Mokcudokcaunn Kabu 400 mg/250 ml nHdy3HOHEH pa3TBOP| Kpp Pez. Ne .. 2049009 1+

Moxifloxacin Kabi 400 mg/250 mli solution for infusion

Paspetuotiue Ne

4. 9nar
BG/MA/MP - 7O ‘-’a;: 7 /07 ..... Zq ..... .

2. KAUECTBEH H KOJIHYECTBEH CbCTAB

Bcaka Oyrunka win cak ot 250 ml ceaspxka 400 mg MokcudnokcauuH (moxifloxacin) [kato
xuapoxsiopua (hydrochioride)].

Bceku ml cbaspxa 1,6 mg MmokcH(OKcalH (KaTo XHAPOXNOPHUA).
[TomMolUHO BEECTBO C H3BECTHO ACHCTRHE:
250 ml undy3noHeH pazteop cvaAbpXka 54,4 mmol HaTpHid.

332 MbJHUA CIIHCHLK HA TTOMOLLHHUTE BELIEeCTRA BUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

HNHdy3HOHEH pa3TBOP
bucTtup, XXbAT pa3sTBoOp.
pH Ha pazTBOpa € mexnay 5,0 u 6,0.
Ocmonanurer Ha pasteopa: 260 - 330 mOsm
4, KJIMHAMHHA JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA
MoxcudnokcauuH KaGu e nokasaH 33 neueHue Ha:
e [TneeMoHnus, npuaobura B o6LecTeoTo (CAP)

¢ YCnoOKHEHH HHPEKLUUH Ha KOXATA U KOXKHUTE CTPYKTYPH (¢SSS])

MokcudJiokcaumH TpabBa 1a ce U3I103Ba CaAMO KOraTo Ce CUHMTA 3a HEMoaxoasaia ynorpedara Ha
ApPYTrH aHTHOAKTEPHAHH CPEACTBA, KOMTO O0WYAHO Cce NPEeNnopbYBAaT 32 JICYCHHE HA TE3U WHDEKLIUH.

TpabBa na ce iMa mpeaBH CPULHATHOTO PEKOBOACTBO 3a IMOAXOAALLO H3TIOJI3BAHE HA
aHTHOaKTEepUaNHH CPEACTBA.

4.2 /03HpPOBKA H HAYUH HA NPHJIOKEHHE
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B KIMHWYHH U3MHTBAHHSA, NOBEYCTO NALHEHTH NPEMHHABAT KbM NEpPOpaliHa Tepanys B PAMKHUTE Ha
4num (CAP) vnn 6 auu (¢SSSI). Tpenopburrentara 061la NPpOABIKUTENHOCT HA HHTPABEHO3HOTO H
nepopanHoTO NeveHue € 7 - 14 aHw 3a CAP 1 7 - 21 nHu 3a cSSSL

bvbpeuno/uepnoopobro yepescoane

He e He0OX0AHMO KOPHTHPaHE Ha NO3WPOBKATA NPU NAUMEHTH C JIEKO JIO TEXKKO yBpeacHa Hnbpeuna
dYHKUHS MM NPY NAalMEHTH Ha XpOHUUYHA JUATK3a, T.€. XeMOIHAIH3a W HelpeKbCHaTa aMOynatopHa
NepUTOHEAIHA AYaTK3a (BXK. Touka 5.2 3a noBeye noAPOOHOCTH).

Hsama noctars4HO JaHHHU NP NALMEHTH ¢ YBpeAeHa YepHoapobHa dyHkuuMa (BxK. Touka 4.3).
Lpyeu cheyuannu nonyrayuu

He e HeobxoauMO KopUrupaHe Ha /103aTa NPH NMalHeHTH B CTApYeCKa Bb3PacT M MpH OOJIHU ¢ HUCKO
TEJIECHO TEIJO.

Ieduampuuna nonyrayus

MokcuiokcalMH € NPOTHUBOIMOKa3aH NpH Jela H NoApacTealiy oHowH. EukacHocTTa U

0e30MacHOCTTa Ha MOKCH(IOKCALIMH NMPHU AEHA U KOHOIUHK HE C¢a YCTAHOBEHH (BiK. TOUkH 4.3, 4.4 1 5.3).

Ha4uH Ha IpUIIOKEHHE

3a HHTpaBeHO3Ha ynotpeda; HenpekbCcHATA HHPY3IHA B OpoaAb/KeHHe HA 60 MHHYTH (BX. CBLIO H
Touka 4.4).

AKO € MEIMLIMHCKH fI0Ka3aHO, UHY3HOHHHAT Pa3TBOP MOXKE Aa CE NMpWI0xkKH upe3 T-obpa3Ha cucTema,
3a€AHO ChC CHBMECTHMH HH(PYIHOHHM pa3TBOpH (BxK. TOuKa 6.6).

4.3 IlporuBonoxKazanusl

¢ CBPBLXUYBCTBUTEJIHOCT KbM MOKCHMIOKCAIIMH, APYTH XHHOJIOHK WIH KbM HSKOE OT
NOMOILHUTE BelliecTBa, H30poeHH B Touka 6.1.

¢ bpeMeHHOCT 4 KbpMeEHe (BX. Touka 4.6).
e [MTanmerTH noxa 1 8-roauviHa BB3pacT.

¢ IlanMeHTH ¢ aHaMHe3a 3a 3abonABaHe/HAPYIIEHUE HA CYXOXKWIHATA, CBBP3aHO ¢ JIEHEHHE C
XHHOJIOHH.

KakTo npy npeAKJIHHUYBUTE U3CNICABAHHA, TaKa U MPH X0pa ca HabJIIoJaBaHU NIPOMEHH B ChpAeYHATa
eneKTpodU3HONIOrUA Clie] eKCNOo3MUMA Ha Mokcudnokcauut nol opmara Ha yabbkasaHe va QT
vHTepBana. [lopaau ToBa, OT CHOOpaXKEHHA, CBBLP3aHH C JIEKAPCTBEHATa OE30MacHOCT,
MOKCH(JIOKCALWH € NPOTHBOINOKA3aH NPH MaUHEeHTH C:

¢ BpoaeHo Wik LoKyMEHTUpaHO NpuaobuTo yasmkasane Ha QT uHTepRana

*® EJ’IEKT]JGJIHTHH HApPYLUCHHA, 0coOeHo MNpH HEKOPHI'HpPaHa XHITOKAJIHCMHA
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MokcuduiokcaumH He TpaOBa na ce U3MOA3Ba AHOBPEMEHHO ¢ APYIH JIEKAapCTBa, KOUTO YAbLAXKABAT
QT unTeppana (BXK. cbUIO TOUKa 4.5).

Ilopaay orpaHUYEHU KIMHUYHH JaHHH, MOKCH(IIOKCALIMH € NMPOTHBOMOKA3aH CHLIO M APH MAUEHTH C
yBpeacHa yepHoapodHa ¢pyukuua (Child Pugh C) u npu naunedTy ¢ yrenHUeHHe Ha TpaHCaMHUHA3HTe
> 5 NbTH HaJ ropHarta rpaHuua Ha Hopmara (I'TH).

4.4 ChnennaJHH NpeAYNPEeXKACHHA M NPeANA3HU MEPKH NPH ynoTpebda

YnorpebaTa Ha MokcubnokcaLyH Tpabea aa ce n3bArea rnpH rauHEHTH, KOUTO ca HMaNY CEPHO3HH
HEXEJIAaHH PeaKUUU B MHHAJIOTO NMPH ynoTpeda Ha NPOAYKTH, ChIbPKANY XUHOJIOHH HIH
byOpOXHHONOHHU (BXK. TOUKA 4.8). JIeueHHeTo Ha TE3U NALUMEHTH ¢ MOKCH(IOKCAUHH TpAOBa aa ce
3a[0Y4YBa CaMO MPH JIKNCA Ha aJITepHATHBHH Bb3MOIKHOCTH 3a JIEYUEHHE U CJIe BHMMATE/IHA OLlEHKa Ha
CHOTHOLIEHHETO NMoA3a/pucK (BiK. CbILO TOuYKa 4.3).

AopTHa aHEeBpH3Ma M AUCEKaLUs, U Perypruraliua/HeAOCTATBYHOCT HA ChpJAEYHATA KJiana

EnuaeMHoN0OryUHUTE NPOYUBaHHA TOKA3BaT NOBMILEH PUCK OT aHEBPHU3Ma U AUCEKaLys, 0cobeHo
npy NallMeHTH B CTapuecka BB3PacT, H OT peryprurauus Ha aopTHa U MUTpaJlHa Kinarna ciiej npueM Ha
$nyopoxuHoAOHH. ChobLUEeHH ca CiydyaHn Ha aHEBpHU3Ma U JMCEKALHA Ha aopTarta, NOHAKOra
YCII0KHEHH OT pyNTypa (BKIIOUUTENHO (PaTallHu), H HA peryprutauus/HeA0CTATBHYHOCT Ha HAKOA OT
CLPACUYHHUTE KJ1aNH MPHU NAUHEHTH, Nojydapalv GIyOpOXHHOIOHH (BXK. TouKa 4.8).

3aroBa (TyOpOXHHOJNIOHHTE TpAOBa a ce M3MOA3BaT CaMO Cied BHUMATEIHA OLIEHKA Ha
CBOTHOLIEHHETO NMON3A/PHUCK M CIIE/l pa3rieXJaHe Ha APYTH TEPANIERTHYHH Bbh3MOMXHOCTH TPH
NalMEeHTH ¢ TIOJIOXKUTENHA (PaMMITHA aHAMHE3a 32 AaHEBPH3MA WJIM BPOACHO 3abonaBaHe HA ChpAeYHATa
KJana, WAy NpH NaueHTH, AUarHOCTHLMPARHM ¢ TpeLlecTBalla aHEBpU3Ma W/ WM JUCEeKallUd Ha
aopTaTa WM 3a00saBaHe Ha CepAevHaTa Kiana, MM [Py HaJludue Ha ApYrd pUCKOBH (DAKTOPH WU
3a00naBaHNsA, Npeapa3noiaralu:

- KAKTO KbM aHEBPH3Ma, TaKa U KbM JUCEKallMA Ha aopTaTa H KM

PEerypruTaulua/HEJOCTATHYHOCT HA Chp/iedHaTa Kiaina (Hallp. HapyLUeHHS HA Chbe AMHMTETHATA

TbKaH, KaTo cuHapoM Ha Marfan wau cunapom Ha Ehlers-Danlos, Cunapom Ha Turner, Gonect

Ha Behcet, xuneproHus, peBRMaTOMIACH apTPHUT), WIH AONBIIHUTENHO

- KbM aHEeBPU3MA M JUCeKalud Ha aopTaTa (Hanp. CbA0BM 3a00/IIBAHMA KATO APTEPUHT Ha

Takayasu Wiy rMraHTOKAETEYEH aPTEPUNT, WK H3BECTHA aTepOCKIIEp03a, WIA CHHAPOM Ha

Sjogren), WJIH JOIMBJIHHUTEIHO

- KBM PErypruTalMa/HEAOCTATHLYHOCT Ha ChpHevHaTa Knana (Hamnp. nHeKLUHO3eH eHI0KapIUT).

PuckbT OT aHeBpHU3Ma H IUCEKALMA HA a0pTaTa M TAXHA PYNTYpa ChIUO MOXE Aa Obl€e NMOBULLUEH NPH
MAalMEHTH, JIEKYBAaHH €JHOBPEMEHHO ChC CHCTEMHU KOPTHKOCTEPOKIH.

B cnyuait Ha BHe3anHa 0onka B kopeMa, rpbuAHMA Kol WM I'epba nauuenture Tpadsa aa 6bnaar
MOCHBETBAHU Aa C€ KOHCYNTHpPAT He3abaBHO C Jiekap B CMELIHO OTACNICHHE.

[TaupeHTHTE TPAOBA Aa OBAAT NOCHBETBAHU Aa NOTHPCAT HE3a0aBHO MEJULIMHCKA MOMOLL B CiTyvad Ha
OCTpa JUCMHEA, HOBA MOABA HA ChpLeOHEeHe HIH PA3BUTHE HA OTOK HA KOpeMa WM JHOJIHUTE
KpaHHLH.

[Tonzata OT NEYEHHETO ¢ MOKCH(PNIOKCALIUH, OCOOEHO NMPH HHPCKLMH C HUCKA CTENEH Ha TEXECT,
TpaOBa aa ce 6anaHcupa ¢ HHPOPMAIIHATA, ChAbPXKALLA CE B TOYKATA C NIPSAYNPEKACHUATA U
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Y abJkaBaHe Ha QTC HHTCPBA1a H KJIHHHYHH ChCTOAHKA, NOTCHUMWAIHO CBbLP3dHH C YIh/IXKABAHC Ha

QTc

NokazaHo e, ue MOKcHPpokcauuH yasmkara QTc nHTeprana Ha enekTpoxapadorpaMara fnpH HAKOH
natueHTH. Ctenenta Ha QT yabipKaBaHETO MOXE A4 HapacHE C YBENWUYABAHETO Ha TUIa3MEHHUTE
KOHLIEHTPALIMK, JbJIKALIO ce Ha Obp3a UHTpaBeHO3HA HH(Y3uA. [lopaay ToBa NPOALIKUTEHOCTTE Ha
nHdy3HaTa He TpaOBa Aa Obae no-manka ot npenopbyaHuTe 60 MMHYTH H HHTPaBEHO3HATa 1034 OT
400 mg eauH 0bT AHEBHO He TpAOBa Ja ce nNpeBUILaBa. 3a NoBeYe MOAPOOHOCTH BHXKTE NO-40IY,
BUMTE CHILO TOYKH 4.3 n 4.5.

ITpunoxeHHeTo Ha MOKCHGIOKCallMH TpaOBa Aa ce cnpe, ako NO BpeMe Ha JICYUEHHETO CE NOABAT
[MPU3HAIY WK CUMITTOMH, KOMTO MOTaT Ja C€ CBBPXAT CbhC ChPACUHA apUTMUA, CbC Hiin 6e3 EKT
HaXOAKH.

MoxkcugnokcalH TpaOBa a ¢ U3NOA3BaA NPEANA3IUBO NPH NMALMEHTH ¢ HAKAKBO ChCTOSHHE,
Npeapasnoiarauo KbM CbpedHd apUTMHH (Hafp. OCTPa MHOKAp/IHa UCXEMH ), 3a10TO TE MOXKE J1a
ca H310KeHHW Ha MOBHIUEH PUCK OT pa3BUTHE Ha KAMEPHH apHTMHH (BKJ. lorsade de pointes) U
ChpAeYEH apecT. BixTe chilo Touku 4.3 1 4.5.

MoxkcudnokcalyH Tpabea na ce H3non3sa NpeaAnas3auBo MNpu rnauydeHTH, NPUEMaLly NEKapPCTBa, KOMTO
MOXE 1a HAMaJIAT HUBATA Ha Kanuia. Bukre cblio ToukM 4.3 H 4.5.

MokcudmoxcalyH TpaOBa na ce U3MoA38a NpeaAnas3uBO NIPH MNMALMEHTH, KOUTO NPUEMAT JIEKapCTBa,
CBBpP3aHH ¢ KIHHUYHO 3Ha4YuMa Opagukapans. Buxre cbio Toyka 4.3.

Xeuvrte ¥ NaliMEHTHUTE B CTap4YecKa Bb3pacT Morart Aa ObaT no-4yBCTBHTE/IHH KbM €(EKTHTE Ha
nexkapcTsa, yabmkasalin QTc, karo Hailp. MOKCH(IOKCALIMH, M NOPaJy TOBA € He0OX0AUMO
CMELHATHO BHHMAHHE.

[TpoabOKHTENHH, HHBATHOW3IHPAIK H NOTEHUXWATHO HEOOpaTUMH CEPUO3HY HEXeNIaHU eKapCTBEHH
peakuHH

Cpobuiara ce 3a MHOTO PEAKH ClTyHMaK Ha NPOABDKHATENHH (IPOab/KaBallld MECELI WIH M'OJHHH),
HHBANTKIMW3HPALUH K MOTEHUHANHO HEOOpaTHMH CEPUO3HU HEXEIIAHU JIEKAPCTBEHH pPEaKLIUH,
3acAraly pa3TH4YHH, NOHAKOra MHOTO CHCTEMH B OPraHu3Ma ( MyCKYJTHO-CKEJIETHA, HEPBHA CHCTEMa,
NCHXHKA H CETHBHH OPraHH) MPH TIALMEHTH, MOJY4YaBalllM XHHONOHH H $ITyOPOXHHOIOHH,
HE3aBHCHMO OT TAXHATA BB3PACT U BeYe ChLIECTBYBAIHTE PUCKOBH dakTopn. MOKCHGIOKCaLUH
TpsAOBa na ce cnpe He3a0aBHO NMPH MbPBHTE MPU3HALM WIH CHMIITOMH Ha BCAKA CEPHO3HA HEXKeJlaHa
peaklHa KaTO NaUHEHTHUTE TpAORA Ja c€ NIOChBETBAT Ja CE€ CBBPKAT C TEXHHUSA JIeKap, MpeaAnUca
JIEKapCTBOTO, 34 ChBeT.

CBpPBLXYYBCTBHTEIHOCT / aNepruyHy peakLM

Crpobl1iaRa ce peakliMi Ha CBPBXYMYBCTBHTEIIHOCT ¥ AJIEPrHUHH peakUUH NpU ynotpeba Ha
¢GTyOPOXHHOJIOHH, BKIIKOYHATETHO MOKCHIIOKCALIMH. AHa(HIAKTHYHHATE pEaKLMHA MOTaT Aa
NpeAKU3BHKAT JKHBOTO3aCcTPaLUaBaLl WIOK, JOPH CNEA ITbPBOTO NpunaraHe. B cimyyau Ha KIIHHHYHH
MPOABH HA TE€XKKH PCAKIMK Ha CBPBXYYBCTBHTEIHOCT, IPUEMBT HA MOKCH(NOKcalliH TpsaOBa na ce
NpeyCTAHOBH H J1a C€ 3al0YHEe NOAXOAALLO JIeYEeHHE (Hanp. IEYEHHE Ha LIOK).
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4.8). IanMeHTHTE TPAOBa Aa ce CHLBETBAT [a CE€ CRBPXKAT ChC CBOY JIEKap, NPEAH 1A NPOADLAKAT
JIEHEHMETO, aKO PA3BHAT IPHU3HALM W CUMITTOMM HA PYIMHUHAHTHO YepHOAPOOHO 3ab0nABaHe KaTo
Harp. ObpP30 pa3BHBALLA CE ACTECHHUA, CBbP3aHA C XBJATEHHLUA, MOTbMHABAHE HA YPHHATA, TEHACHLIHUA
KbM KbPBEHE WM YepHOAPOOHa eHUedanonaTus.

B cnyusan Ha nosBa Ha YepHOApoOHa AuchyHKUHA TpADBA 1a ce U3BbpLUAT YepHOAPOOHU
bYHKLHOHAITHY TeCTORE/U3CNECIBAHUA.

TexKU KOXKHU HexeNaHy peakuuy

Texxku KOXKHH HEXKENaHH peakurM (severe cutaneous adverse reactions, SCARS), BKIIOYHTENTHO
TOKCHYHa enuaepmanta Hekponusa (toxic epidermal necrolysis, TEN: uzgecTHa ouie KaTo CUHAPOM
Ha Lyell), cunapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS), octpa renepanusupana
€K3aHTEMATO3HA MycTyno3a (acute generalised exanthematous pustulosis, AGEP) u nexapcteena
peakuus ¢ eosnHodunug U cucteMH cumnToMi (Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), koUT0 Morart Aa Ob/J1aT :KHUBOTO3aCTPAINABALLH WU C JIETAJIEH H3X0J, Ca
CcBHOOLLIABAHY NIPU NPWIOKEHHE HA MOKCH(TOKCAUUH (BXK. Touka 4.8). KbM MOMEHTa HA NpeAnHCBaHE
naluedTsT TpAGea 1a 6bae uHhOPMHPaH OTHOCHO TIPH3HAUMTE U CUMITTOMMTE Ha TEHKH KOXKHH
peaKLHH, W Ja Oblle BHUMATEHO NpocaesBaH. AKO C€ NOABAT MPU3HAUM M CUMITTOMM, ITOKa3aTe/IHH
33 Te3H peakliiy, NMPUJIOKEeHHUETO Ha MokcHdIoKcalMH TpsOBa Obe MpeycTaHOBEHO HE3a0aBHO, U 1a
ce 0OMHCIIHM aNTePHATUBHO JieueHHe. AKO NMALUEeHTHT € Pa3Buil cepHo3Ha peakuysa kato SIS, TEN,
AGEP unu DRESS npu npunoxeHue Ha MOKCH(IOKCALHH, JICYEHUETO ¢ MOKCU(DIIOKCALHH NPH TO3H
[MAalMEHT HHKOTA He TpiabBa Aa ce Bb30OHOBABA.

[TaiteHTH, NpeApa3NnoJOKEHH KbM bPUOBE

M3BecTHO e, ue XHHOJIOHHUTE OTKMIOYBAT IbpuoBe. Te TpabBa aa ce ynorpebsasar npeanazineo npu
naiyeHTH ¢ HapyleHua Ha ITHC unu npu Hanvuue Ha APYTH PUCKOBU (PaKTOPH, KOUTO MOXKE Na
Npeapas3nosoiaT KbM I'bPUYOBE MITH NOHMXKABAT 'bPHOBHA Itpar. B ciryuyai Ha repuoBe, N€4EHHETO €
MOKCcHokcaluH TpaOBa J1a ce NPEYCTAHOBY H Aa ce NpeApUueMaTt NOAXOAAIIN MEPKH.

IlepuepHa HeEBpONATHA

CnoOmiaBa ce 3a C1y4yal Ha CEH30pHa MITH CEH30MOTOPHA MONHHEBPONATHS, BOACLUHM 0 NAPeCTE3rH,
XUIMOECTe3Nd, HU3eCTE3NA WK ¢1abOoCT NPy NAaLWEHTH, MPHEMALIH XHHONMOHU U (UIyOPOXUHOJIOHU.
[TauvieHTHTE, KOUTO NMpHeMaT MOKcHGIoKcaLuH, Tpabea Aa ObAaT NOCHLBETBAHH Aa HHPOPMHPAT CBOA
neKap, npeau Aa NPoALHKAT JICYEHHETO, aKO CE NMOABAT CHMIITOMH Ha HEBPOINATHA, KaTo OonkKa,
ycelllaHe 3a NapeHe, MpaBy4YKaHe, U3TpbIIBaHe MK ¢abocCT, 3a a ce NpeaoTBPaTH pa3BHTHETO Ha
NOTeHUHANHO HeobpaTumo 3abonaBaHde (BX. Touka 4.8).

[ICUXMYHHK PCAKILIHN

[IcuxuyHK peakliMU MOTaT Ja Pb3HMKHAT AOPH CAEA [TbPROTO NMPWIOXKEHHE HAa XUHOJIOHH,
BIJTIOYHUTETHO MOKCH(]IOKCAIIHH. B MHOrO peAKH CITy4au JENpecUs WA NCUXOTHYHH PEAKIIMH Ca
NporpecHpaiy A0 CYMUMAHY MHCAHU H NTOBEICHHE Ha CAMOHAPAHABAHE KATO HAMp. ONUTH 34
camMoyOmiicTBO (BXK. TouKa 4.8). AKO NaLIMEHTHLT pa3BHE TE3H PEAKLIMU, MOKCU(IOKCALIMH TpAOBa 1a
ce MPEYCTAHOBH M J1a Ce npeanpueMar noaxoadiy Mepky. [IpenoppuBa ce npeanasnuBoCT, aKo
MokcudiokcaluH TpaOBa fa ce U3MoN3Ba NpH NCHXOTUYHH NMARUEHTH HUITH NPH NMNALKEHTH C aHAMHE3a
3a NICUXHU4YHO 3ab0/1BaHeE.

Huapus, cBbp3aHa ¢ aHTHOHOTHKA, BKJI. KOJMT f,;/ S B g T
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NpeJBYA Ta3¥ AHArHO3a NPH MALIMECHTH, KOUTO Pa3BUAT CEPHO3HA JUAPUS 10 BPEME HA HUITH Clel
ynorpebara Ha MokcHdokcaurH. Ako ce noaosupa wiu ce noteepad JCA nnn KCA, neyenuero ¢
aHTHOAKTEpPUAIIHU CPEACTBA, BKIIFOYKUTENHO MOKCH(IOKCaLWH, TpaOBa Aa ce MPEeyCTaHOBU U
He3abaBHO TpsOBa Aa Ce npeAnpyHeMar aAeKBaTHH TepanesTH4YHU Mepku. OceeH ToBa, TpsOBa na ce
npeAnpHeMaT NOAXOALLH MEPKH 3a KOHTPOJUPaHE HA HH(PEKLIHATA, 34 Aa CE HAMAJIH pUCKa OT
TpaHcMHKcHA. JlekapcTBaTa, HHXUOHMpauy NEPUCTANTHKATA, CA IPOTHBOMOKA3aHHU [1PU MALHEHTH,
KOHWTO pa3BUAT CEPUO3HA JUapHs.

[faLueHTH ¢ MHACTEHHA IPaBHC

MokcudnokcauuH Tpa0Ba 1a ce H3N0/138a APEANa3/IMBO IPH NAUHEHTH C MHUACTEHUS IPABUC, 3a11I0TO
CHUMOTOMHTE MOXE Aa ce 0DoCTpAT.

TeHAUHHUT U pa3KbLCBAHE HA CYXOMKWIIUE

TeHAMHHUT K Pa3KbCBAHE HA CYXOKHUITHE (MO-CNIELHATIHO aXHIIECOBO CYXOMXHUIMe, HO D€3 na ce
OrpaHH4aBa CaMO A0 HEro), NMOHAKOra IBYCTPaHHO, MOXKE 1a ¢e NMONYYH Ole B paMKHUTe Ha 48 yaca or
3aMOYBAHE HA JISUSHUETO C XHHOJIOHH U (NYOPOXHHOJNIOHU KATO KMa CbOOLIEHHs 3a TAKUBA, Pa3BUIH
ce AOPH JO HAKOIKO MEcelia ciel NpeKpaTasaHe Ha NEYEHUETO. PUCKBT OT TEHAUHUT U pa3KbCBaHE Ha
CYXOKWIHE Ce MOBHUIIABa NPH N0-Bb3PaCTHH NALUEHTH, NALMEHTH ¢ 6B0pevHo yBpexaaHe, NauueHTH
¢ TPAHCIVIAHTUPAH COJIMAECH OpraH U TaKMBA, JIEKYBAHH CBITBTCTBALLO C KOpTHKOCcTepouaH. 1o Tazu
NMPUYKMHA CBHITBTCTBALATA YNIOTPeOa Ha KOPTHKOCTEpOUIM TpAOBa na ce u3dsarea.

[lpu nbpBHS NPU3HAK Ha TCHAUHUT (Harp. OOJE3HEHO NOAYBAaHE, BE3NAIEHHUE) JIEHEHHETO C
MOKCH(}okcauuH Tpsadpa na ce rpekpaTi U 4a c€ 0OMHCIH ATTEPHATUBHO JicUeHHUE. 3aCEerHaTHAT(TE)
kpaiiHUK({1W) TpaOBa aa 6bae(ar) nexyBaH(u) no noAxoasil Ha4uH (Hanp. obe3asmwksane). He Tpabsa
Ja e H3MOJI3BAT KOPTHKOCTEPOM/IHU, aKO Ce NOABAT NPHU3HALM Ha TCHANHOMATHA.

[lanpenTn ¢ 6LOpeyHo YBpekKIaHe

[Ipu nanueHTH B CTapyecKa Bb3pacT ¢ OpOpeuHu HapylueHHus MokcuduiokcaluH TpsdBa na ce
M3I10J13Ba NPEANA3/iKBO, aKO Te€ HAMAT Bb3MOXHOCT Jia MOAAbLPXKAT aieKBaTeH IIPHEM Ha TEYHOCTH,
3aIOTO ACXHAPATALMATA MOXKE Ja MOBYIIK pHUCKa OT OBb0peuHa HeJOCTAaTBLYHOCT.

3pUTENHM HAPYIIEHUS

AKO ce yBpeJIM 3pEHHETO WM C€ NOABAT HAKAKRHA €(eKTH BbPXY OUUTe, He3abaBHO TpaOBa na ce
HAalpaBH KOHCYJITALMS C OYeH cneuyanucT (Bx. ToukH 4.7 1 4.8).

JucrankemMus

Kaxro npy BCHYKH XHHOJIOHU, HMa ChOOLIIeHHA 32 HAPYLICHHS B HUBAaTa HA KpbBHATA 3axap,
BKJTIOUBALIH, KAKTO XHIOTJIMKEMHA, TaKa W XUNEepPriaukeMHs (BxK. To4UKa 4.8), 0OMKHOBEHO NpH
AHadeTHUH, HA KOWTO Ce MpUiara ChITkTCTRALLA TEPANUs € MEPOPANTHMY XUIIOITTHKEMHYHH CPEICTBa
(nanp. raubeHKMaMuI) UM ¢ UHCYHH. CrobliaBaHy ca ciIyyan Ha XHIOIIMKEMHYHA KOMa.
[TpenopbuBa ce BHUMATENHO NMPOCIEAABAHE HA INTIOKO3aTa B KPBBTA [IPU NALIMHEHTH ¢ AuabderT.

[TpodmnakTHka Ha peakiiii Ha GOTOYYBCTBUTEIHOCT

J0Ka3aHo €, Ye XHHONIOHUTE NPEAU3BUKBAT MOSBA HA PEAKLIHH Ha (GOTOUYBCTBUTENHOCT HPH. ,;-.“:"}‘;:

naudeHTH. [IpoyusanuaTa ofaye nokasear, ye npu MOKCHQIOKCALIMH KMa T0-MATbK pﬁcm\g&ec* B _'\x
uHyLupa doTodyBcTBUTENHOCT. BEnpeku ToBa naunentute Tpabea na 6paar nocxﬂeﬁaﬂu M S “ LY
u36ArBaT KakTo u3narade Ha UV abuM, Taka W MPOAB/DKHTETHO H3JIaraHe Ha C.I'I'hHl.lﬁ wam :E'ﬁnua o _‘"-i Y

CABLHYEBA CBETJIIHHA O BPEME Ha JieHCHHE ¢ MOKCH(JIOKCALWH (BXK. TO4YKa 4.8). '1, SR Y -:j':'--'-' P .
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[MauneHTHTE ¢ haMHIHA aHAMHE3a UM HAIMUEH aedyuuT Ra rnKo30-6-pocdar gexuaporeHasa ca
CKIIOHHH KbM XEMOMUTHYHHU peakLuH, KOraTo ce 1exypaT ¢ XHHoI0HU. [lopaay ToBa,
MOKCHQJIOKCaLIMH TPAOBa 1a ce M3Nn0/13Ba NPEAIa3InBOo 1TPH TE3H NMALHEHTH.

[lepuapTepualHO ThbKaHHO BB3MANEHHE
MoxcudnokcalliH VHQY3HOHEH pa3TBOP € CaMO 3a HHTPaBEHO3HO npuiaoxeHue. Tpabea na ce
U30Area HHTPAAPTCPUATIHO NPUWIOKEHHE, Thit KATO NPEAKIHHAYHUTE U3CIE1BaHHSA NTOKA3BaT

NepUapTEPUATHO THKAHHO Bb3NATIEHHE Cllel HHPY3HS 1O TO3H IIbT.

ITauuenTu cbe cnetatHu cSSSI

He e ycTtaHOBeHAa KIMHHMYHA €(PHUKACHOCT HA MOKCHQUIOKCAIIUH NPH NECYCHUETO HA TEXKH HHPEKUHUH
cnen usrapsHe, PacuuuT U MHPEKTHPAHO AMAOETHO CTHNAO C OCTEOMHEIIHT.

[TaliieHTH Ha JIME€Ta C KOHTPOJIMPAH NPUEM Ha HaTPUH

To3u nekapcTBeH NpoAYKT cbabwpka 1 206 mg HaTpui Ha 1034, KOMTO Ca eKBUBAJIEHTHH Ha 60% oT
npenopbuuTeNHUs oT C30 MakcuManeH AHEBEH NMpUeEM OT 2 g HaTpHUil 32 BL3pacTeH.

[TopnugsBraHe Ha OMOJOTHYHH TECTORE

TepanusaTa ¢ MOKCH(IIOKCAIIHH MOXKE J1a MIOBJIMAE HA TECT C KyJNTYpa Ha Mycobacterium spp. 1pe3
MOTUCKAHE Ha pacTexka Ha MUKOGaKTEpUHTE, KaTo NpeAu3BHKa QaTILIHMBO OTPHULIRTEIHH PE3YJITATH MPH
npobu, B3eTH OT MaLKUEHTH, NNOJIYy4aBallli MOKCUQIIOKCALIMH B MOMEHTA.

Maupnent ¢ MRSA undekium

MokcudnokcalldH He ce npernopnusa 3a neveHue Ha MRSA nHdekuuvu. B cnydail Ha nogo3upaHa Uiy
noTaLpAcHA nHheKuus, AxnKaia ce Ha MRSA, Ttpabsa aa ce 3anouHe nedeHue ¢ MOAXOAAIO
aHTUOAKTEpHANTHO CPeACTBO {BX. Touka 5.1).

[leanaTpyuyHa nomyaauus

[Topanu HexenaHn eeKTH BbPXY XPYLIsiia Ha IOBEHWNTHH KUBOTHH (BXK. To4Ka 5.3) ynoTpebara Ha
MOKCHUQIOKCALIMH NpH Aelia ¥ I0HOWHK < 18 roauHu € npoTusonokasana (Bx. Touka 4.3).

4.5 B3aumojeiicTBHE C APYI'd JIEKAPCTREHH NPOAYKTH H APYrH GOpMH BA B3aRMoAeHCcTBHE

B3aMMOAENCTBUA C IEKAPCTBEHH NMPOAYKTH

He Moxe na ce H3KITIOUH aIUTHBEH eeKT BLPXY yABDKaBaHeTo Ha QT UHTepBana npu NpWIoXKeHUe
Ha MOKCH(UIOKCALIWH C APYTH JIEKAPCTBEHHW NMPOAYKTH, KOMTO MoraTt aa yabibkasar QTc nHTepsania.
Tora Moxe na ioBeAe A0 MOBUILEH PUCK OT KAMEPHM apUTMMH, BKIIOUMTENHO lorsade de poinles.
TTopany TOBa, €IHOBPEMEHHOTO MPUJIOKEHUE HA MOKCH(DIIOKCALIUH C HAKOH OT CIIEIHUTE JIeKapCTBEHH
NPOAYKTH € APOTHBONOKA3aHO {BX. ChLUO To4Yka 4.3):

® AHTHAPHTMHYHH CpeacTBa Knac IA (Hanp. XUHUOUH, XWIPOXHHHK/IUH, JH30MUpaAMK])
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¢ HIKOM AHTHUMUKPOOHH cpeacTBa (CaKBHHABUP, cnapdnoxcaluH, EpUTPOMHULIMH 1.V.,
NEHTAMMAHH, AHTUMANAPHITHHU CPEACTBa, 0COOEHO Xaio(aHTPHH)

® HAKOW AaHTHXHUCTAMUHU (TepPeHaTNH, aCTEMHU3ON, MUZOJIACTUH )
e npyru (Uu3anpui, BAHKAMULMH 1.V., OENpuann, AHpeMaHn).

Mokcutnokcauut Tpa6Ba 1a ce U3Moa3Ba NPeANas3IMBO NPU NALUEHTH, NPHEMALLH JIEKAPCTBO, KOETO
MO>Ke Ja HaMaJli HUBATa Ha Kaus (Hanp. SpUMKOBH AUYPETHLH W JUYPETHUHU OT TUa3UACH THH,
CIa0OUTENHH U KIIU3MHK [ BUCOKH A03H |, KOPTHKOCTEPOHUIH, amPoTepyLtH B) unu nekapcTBo, KOETo €
CBbP3aHO C KAMHHYHO 3Hayuma Opaaukapaus.

Cnea MHOTOKPATHO TIPUAOKEHHUE Ha 3ipaBu A0OpoBONLM Mokchudokcaumy NoBrINaBa Cray Ha
AUrokcHH npubnnznurento ¢ 30%, 6e3 na 3acara AUC uny muHumanuute nuBa. He ca Heobxoanumu

npe/na3Hy MepKH 1NpHy ynotpeda ¢ JUroKCHH.

B KIHHWYHHTE U3NMUTBAHHA, NPOBEAEHH ApH J0OpoBOaLUH ¢ AUabeT, eNHOBPEMEHHOTO NPHUIIOKEHUE Ha
MOKCH(}I0KCaLIMH nepopaliHo ¢ rMurbeHK1aMK BOAW OO0 HaManeHue ¢ npubauszurendo 21% Ha
MAKCUMAIHHUTE [U1a3MEeHH KOHLIEHTpaLuu Ha rnubeHiiaMya. KombuHauuaTa Ha rinmubeHknaMua v
MOKCH(IOKCALHH MOXE TEOPETHYHO A4 J0BEAE A0 NieKa U NPeXoAHa XUNepriukeMus.
Habmonasanure papMakOKMHETHYHN NPOMEHH Ha ribeHwiaMna obade He BOAAT A0 NPOMEHM Ha
(apMakoJMHAMHYHHUTE NOKa3aTeNH (KpbBHA IMIOK03a, HHCYJIMH). [Topanu ToBa, He ¢ HabmionaBaHo
KJIMHUYHO 3HaUHMMO B3a¥MMONEHCTBHE MEXKAY MOKCH(PIOKCAIIMH ¥ MTUOCHKIaMu .

Hpomenu 8 INR (MedicOyHApOOHO HOPMATUSUPAHO CbOMHOUeHUE)

Crobmaeart ce ronsM Opo# ciyyau, Noxkaspally NOBULUEHHE HA AKTUBHOCTTA HA NEPOPATHHTE
aHTUKOAryJIaHTH NPU NALKHEHTH, NOJyvaBalid aHTHOAKTEpHATHU CpeACTBa, OCOOEHO
(AyOpOXHHOIOHH, MAKPOJIHAH, TETPALMIUTUHH, KOTPUMOKCA30/i ¥ HAKOH Le(anoCropyHH.,
HNH}pEeKLHO3HHTE M BBE3NANKTEIHHTE CbCTOAHMA, Bh3pacTTa U O0LIOTO CLCTOAHUE HA NalLHEHTA
M3TJIeXAA CriagaT KbM pUCKOBHTE QakTopH. [Ipu Te3n odcToATeNCTRa € TPYAHO Aa C& MPEUeHU JaliH
MHPEKLMATA IWIH Je4YeHHUETO NpEeAn3BUKBAT HapyweHHe Ha INR (MexayHaponHo HOpManuiMpaHo
c¢hoTHoleHHue). Kato npeanasHa Mapka TpsOBa no-yecto aa ce npocneaasa INR. Ako e HeoOxoanMo,
N03aTa Ha MepOpPaIHUTE aHTUKOATYJIaHTH TPp40Ba MOAXOAALLO 1A ¢e KOPHIHpa.

KnuHHYHNWTE M3NUTBAHHA HE MOKA3BAT B3aUMOACHCTBHSA NIPH €JHOBPEMEHHO MPHUIIOXKEHHE HA
MOKCH(IIOKCALIHH C PAHUTHAMH, NpobeHelr, nepopalHi KOHTPALENTHBY, KAJILIMEBHU 100aBKH,
MOpQMH, NpHIaraH NapeHTePaIHO, TeOPWIHH, UHKIIOCIIOPHH MIIM UTPaKOHA30J1.

IIpoyuBanuaTa in vitro ¢ 4oBelIky UMTOXPOM P450 eH3uMM noAKpenAT Te3n HaXoAKH. KaTo ce uMar
NpedBu] T€3H PE3YJITaTH, MAJTKO BEPOATHO € MeTabDOJIMTHO B3aUMOAEHCTBHE MOCPEACTBOM LIUTOXPOM

P45(0 eHzumure.

BzaumMoaeHcTBHE C XpaHa

Hama KIHHHYHO 3HAYHMO B3aUMOJIEHCTBHE Ha MOKCH(IOKCALIMH € XPaHa, BKIKOUYHTENIHO C MJICYHH
MPONYKTH.

4.6 Deprunutet, OpeMEeHHOCT H KhpMeHe

bpemenHocT = T \'\L -
,IA"#. Mot O & WA
Be3omnacHOCTTa Ha MOKCHQIIOKCALIMH 110 BpeMe Ha GpEMEHHOCT NP Xopa He € mfeaaﬂaﬂaw RO
A . Y
UscneagaHuaTa nNpy XKUBOTHH NOKA3BAT PENPOTYKTHBHA TOKCHYHOCT (BXK. TOHKA 5 3y ”-_' h 21

IToTeHMaAHUAT pUCK NMPH XOpa He € u3BecteH. [lopaau ekcnepuMeHTaTHNA pnék oa*‘ynpemnaﬂeﬂ‘r y !};
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YBpeXxJaHHUs, ONTKCAHW NPH Aela, NoNy4YaBaliM HAKOH (PyOpOXHHONOHHU, MOKCH(IOKCAUKMH He TpabBa
1A ce M3MoJ3Ba Npyu OpeMeHHM XxeHH (BXxK. ToUKa 4.3).

Kbpmene

Hama HaTMUHH JaHHH NIPH KEHYW € NAKTALUHMA UK KbpMEWH XKEeHH. [IpenisIMtHHYHUTE IaHHY NOKAa3Bar,
ye MaJIKM KONHYeCTBa MOKCUGIOKCALUMH C€ CEeKpeTHPAT B MNAKOTO. [IpH nunca Ha JaHHK Npu xopa U
MOpatH eKCIEPUMEHTANIHUA PUCK OT YBpeXaaHe OT QUIyOpPOXHHOMOHHK Ha XPYLLsIa HA HOCELUTE
TErJIOTO KOCTH Ha He3pelv XKHUBOTHHU, KbPMEHETO € POTHBONOKA3aHO 10 BpeMe Ha TEparui ¢
MOKCH(JIOKCalUHH (BX. Touka 4.3).

Oeprunuret
HacneaBaHusaTa npy )KMBOTHH HE MOKa3BaT yYBpexKaaHe Ha depTunuTeTa (BxK. TOUYKA 5.3).

4.7 EdexTn BppXy cnocobHOCTTA 32 wodupane H padora ¢ MAlIHHA

He ca npoeexaanu U3cneaBaHUA Ha e(PEKTHTE Ha MOKCH(IIOKCALWH BbPXY CIIOCOOHOCTTA 32
mwodupase ¥ pabora ¢ MaiMHK. P1yOPOXHHOJIOHUTE, BKIIIOYHTENHO MOKCH(IOKCalMH, obaye Morar
na JIOBeNaT 10 YBPEe)KAAaHe Ha CIOCOOHOCTTA Ha nMalMeHTa Ja wogupa UM aa paboTH ¢ MaLLIMHU
nopanu peakiinu ot ctpaHa Ha [L{HC (nanp. 3amafiBane, ocTpa, npexoaHa 3aryba Ha 3peHHe, BXK. TOUKa
4.8) unu ocTpa M KpaTKoTpakHa 3aryba Ha Cb3HaHUeE (CHHKOMN, BXK. Touka 4.8). ITaunenture Tpabea na
ce ChBETBAT /14 C€ YBEPAT B CBOMTE peakluu KbM MOKCH(IOKCALMH, npeau Aa modypar Wiy ga
paboTAT C MALLIUHHA.

4.8 Hexenand JeKapCcTBEHH PeaKiHH

Hexcenanure peakuuu, HaOmonagaHy NMpH KIMHUYHH U3NIMTBAHHUS U NOIYYEHH OT NOCTMAapKETHHIOBH
cbob1eHus ¢ MokcHdnokcauuH 400 mg aHeBHO, NpHJIaraH KHTPABEHO3HO WM MEPOPATHO {CaMo
HHTPABEHO3HO, MOCAEAOBATENHO {I.v./nepopaiHo] u nepopassno NPUIOKEHHE), NOAPEACHH IO
YeCcToTa, ca N30pOoeHH No-10I1y:

OcBeH rajeHe M JMapys, BCHYKH HEXKeSlaHH peakiuH ca Habmoaasauu ¢ 4yectora nox 3%.
[Tpu BCcako rpynupaHe B 3aBHCHMOCT OT YECTOTATA, HEXKENAHUTE JAEKAPCTBEHH peaklHH ca

rIpeacTaBCHH B HU3XO0 ALl pe nodo OTHOWCHUE HA TAXHATa CCPUO3HOCT. YecTOTHTE Ca OIpCiACIICHH
KAaTo.

YecTH >1/100 go <1/10
HeuectH >1/1 000 xo <1/100
Penku >1/10 000 mo <1/1 000
MHoro peaxu <1/10 000
C Heu3BeCTHA 4ecTOTA (OT HAMMYHHUTE JAHHM HE MOKe 1a ObZie HANpaBeHa OLEHKA)
CrcTemo- YecTn HeuecTn Peakn Mmuoro peaku | C Hen3BecTHA
OpTaes Kac | - /109 nq >1/100000 | >1/10000z0 | < 1/10 000 ecrora (ot
< 1/10 < 1/100 < 1/1 000 HATHRHATE
NAaHHH HE MOXeE
na osae
HanpaBeHa
OLIEHKA)
.
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Cucremo- Yectn HeuecTH Peaxnu Muoro peaku | C HeH3BeCTHA
OPraHeH KAaC | 5 1/160 1o >1/100000 | >1/1000080 | <1/10 000 Hecrora (OT
<1/10 < 1/100 < 1/1 000 HATHAHNTC
JAAHHHU HE MOXKE
na 6nae
HarpaseHa
OLIEHKA)
repopasiHa v
BArMHAJIHA
KaHAWA03A
AHemus [loBHiueHo
Hapymenns HUBO HA
Ha l{([l:BBTa H JleBxorieHus (M) npoTpoMGUn /
aambHaTa
HcTeMa HeyTponeHus noH>xkeH INR
TpombouuTone ATpaKy/IoUHTO32
-HH3
Tpombouutemus [laHUMTONEHUS
EozuHodunus B
KPbLBTA
Y ABLIDKEHO
[pOTPOMOHHOBO
BpeMe /
nosdiieH INR
HapyuieHnsa AJnepruuHa AHadunakcus,
HA HMYHHATA peakLms (BXK. BKJI. MHOTO
CHCTeMA TO4KA 4.4) pPAOKO
AKHMBOTO3aCTpA
LIABALL] LOK
(BXK. Touka 4.4)
Anepruyen
OTOK /
aHTHOEIEM
(BKJI. OTOK Ha
JIapHHKCa,
NOTEHLHATHO
AKHBOTO3ACTpa
11aBatl (BXK.
TO4YKA 4.4)
Hapymenus CUHIpPOM Ha
Ha HealcKBaTHa
CHAOKPHHHATA CeKpeLMs Ha
CHCTEMA AHTHUIAHYPETHYH
M XOPMOH
(SIADH) b
Hapymenus #(HHEPJ'IHHHIIE:MHH XUIepriiuKeMus Xunﬂn};ﬁe?.mh\ 'l_,_’f %, :\_\
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Cucremo- Yectu HeuecTn Peaxmn Mnuoro peaks | C Hen3BecTHAa
Opramen KAac | > 1/100 po >1/100000 | >1/10000 20 | <1/10000 Hecrora (oT
<1/10 < 1/100 < 1/1 000 RaTATHITE
JaHHHK HE MOXe
na onpe
HarnpaBeHa
OLIEHKA)
Icuxuann Peakuuu Ha EMounoHanHa | /lenepcoHanusa
HapymeHus* TPEBOMHOCT NabuIIHOCT 1K
[IcuxomoTopHa | Henpecus (B [lcuxoTHuHH
XHNEPAKTHBHOCT | MHOTO pEKH peakLuu
/ BB30YRa cayuau (MoTEeHUHaTHO
[OTEHILHANHO KyJIMAHMpALLK
KyJIMMHHpalla | Ao
no CaMOHapaHABa
caMOHapaHsBa | LLO NOBEAEHHE,
110 NOoBEeACHMUE, { KaTo Hamp.
KaTo Hamp. CYHIIMAHU
CYHLMIHH HIxeauuu/
uacaumnu/ MHCJTH WM
MUCITA WIH OTHUTH 33
OITUTH 3a caMoyOUuHCTBO
caMoyOuiicTBO | (BXK. TOYKa 4.4)
(BXK. TOUKa 4.4)
XaToUUHaLHH
Jenvupuym
Hapymennn ['nasobonue Ilap- u XHI0eCcTe3Us Xunepecresus
HA HepPBHATA _ OH3ECTE3US
cHeTeMa ™ 3amaiiBaHe HapyueHus na

Hapymenus Ha
BKYcCa (BK.
arcysud B
MHOI'O PEAKH
CIY4aH)

ObbpkBaHe #
AE30pHEHTALHA

Hapyuiennsa Ha
CbHA
(npeauMHoO
Oe3cnHuE)

Tpemop
CBeTOBBPTEX

CBHIUBOCT

0DOHAHMETO
(BKJI. aHOCMHH )

AOHOPMHH
CHHHUILA

Hapyumena
KOOpAHHALHA
(BKJI.
HapyLICHHA Ha
[IOXOJKATa,
ocobeHo
[opagu
3aMauBaHe UITH
CBETOBBPTEXK)

[ spuoBe, BKN.
KOHBYJICHH
grand mal (Bx.
TOouKa 4.4)

HapyiieHo
BHHUMAaHHE
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Cucremo- Yectn HeuecTH Peakn Mpnuoro peaxkn | C HenaBecTHA
OpPraner KIac 1 > 1/100 no > 1/1 000 go > 1/10000 0 | <1/10 000 HectoTa (0T
< 1/10 < 1/100 < 1/1 000 HATHARATE
JaHHH HE MOXE
na owae
HanpaseHa
OLIeHKA)
HapyuieHus Ha
peyTa
AMHeE3us
[lepudepna
HEBpPOMNATHUA U
NOJHHEBpONATHS
Hapyuwerusa 3pUTENHH QoTtodobus [IpexoaHa
HA ouuTe® HAPYLUEHMS, zaryba na
BKJI. IHILIONHA 3pEHHE
M 3aMBIJIEHO (ocobeHo B
3peHHE X072 Ha
(ocobeHO B peakurH oT
X044 Ha CTpaHa Ha
peaKiluy OT LIHC, Bx.
cTpaHa Ha TOUKU 4.4 U
LHHHC, BX. 4.7)
TO4YKa 4.4)
YBEHT H
JBYCTpaHHa
ocTpa
TPaHCUJTIOMHHA
LKA Ha UpHca
(BxkK. TOUYKA 4.4)
Hapymenns HIym B yinure
HA YXOTO H
naéapanTa* HapyuieHue Ha
crnyxa BKJI.
rIyXxoTa
(0OMKHOBEHO
obpaTHMa)
Cobpaeunn YabmkaBaHe Ha | YAbjkaBaHe Ha | KamepHn Heonpenenenu
Hapymwenua** | QT unreppana | QT uHTepBana | TaxuapuTMHUH apUTMHHU
Npy naudeHTH ¢ | (BXK. Touka 4.4)
N TTOKATHEMHS Cunxon (T.e. Torsade de
(B2K. TOUKM 4.3 Crpuecbuene ocTpam pointes (Bx.
i 4.4) Taxmkapns KpaTkoTpailHa | To4ka 4.4)
3aryba Ha "
Mpencepmio | Coinanne) | Copreten
MBAICHC TOUKA 44),#} 'r'-‘l_‘rj}‘;‘:h??‘w
P2 LEh R Ve SO
CreHokapaus 2 PR N f«f:{;_ “\
R #':—P ;-:LM_?{,.',; %
CrnaoBH Bazoaunaraumns | XuneproHus Baﬁkyﬂm o g . ‘a\ % j
HApYIeHRA ** X AOTOHUS L e T ! ": "rf* I
R/
a\* x ,,'u-;}:“*___ e
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Cucremo- YecTn HeuecTn Peaknu Mmuoro peakn | C Hen3BecTHA
OpraHeH KAac | 5 1/100 no >1/1000n0 | >1/10000m0 | < 1/10 000 “tecTora (0T
< 1/10 < 1/100 < 1/1 000 HATHHRATE
JAHHK HE MOXKe
aa 6bae
HanpaBeHa
OLIEHKA)
Pecnuparopuu JucnHes
y TPBAHH H { BKINKOUMTETHO
MeIHuACTHHAJIH aCTMaTHYHH
H HAPYUMICHHUA CHCTOAHHA)
CroMauiHo- ["aneHe Hamanen Hucdarus
YypeBHH areTUT ¥ IPHEM
HADYIICHHS [loBphmane Ha xpana 3anex | CTOMATHT
Cromatiiyo- Jlucnencus Konur, cBbp3aH
UpEBHH U ¢ aHTHOUOTHKA
kopeMHH 0ok | Mereopussm (BKJI.
ncepaoMeMOpa-
Huapys ['acTput HO3€H KOJHT, B
[losuieHa MHOTO pEAKH
amunasa CITyHau,
CBBp3aH C
’KHBOTO3acTpa
[aBallii
YCITOXHEHHA
(Bxk. TOuKa 4.4)
Xenmatoonna- | [IoBHLICHH Yepnogpobno | JKbpareHuua DyIMHUHAHTEH
ApHH TpaHCAMHUHA3U | YBpeXKAaHe XETIaTHT,
HapYIIeHHS (BKII. Xenarut NOTEHUMAIHO
yBeuuetye Ha | (TIPEAMMHO BOAEILL JI0
JLX) XONECTaTH4EH) XKHBOTO3ACTpAll
aBaila
[ToBrmen yepHOAPOOHA
Ornpybun HEAOCTATHYHOCT
[TopnuieHa (BKJL. paTaHK
rama-riayTaMmui C1yHaH, B,
TpaHcdepaza Touka 4.4)
[losulieHue Ha
alKaJHaTa
docdaraza B
KpBBTa
Hapymenus Copbex byno3uu koxHu | OcTpa
HA KOXKATA H peakLiMM Kato reHepaIu3MpaHa
NOAKOXKHATA Obpus CHHPOM Ha eK3aHTEMAaTO3Ha
TbKaH VpTuKapHs CTHUBBHC- ITyCTyJ03a
JOKOHCEH MM, @GEP)
CyxoTa Ha TOKCHYHA. ., 7 ‘-"'.'{P ﬁ
KOXKaTa enun’epﬁéamﬁ:‘ egca TBCHa
Hﬁkpﬂﬂﬁsgw v péan’:u
(HOTEHUMANHO -*_ 323'('“9 M W
)Khnmmacg:a | SHCTEM
T b M Iy q;
W\, 2 //
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Cucremo- YectH HeuvecTu Peaxn Mnuoro peakun | C Hen3BecTHA
OPTaHeH KAAC | > 1/100 o >1/1000m0 |>1/1000000 | < 1/10 000 secrora (ot
<1/10 < 1/100 < 1/1 000 HATTTHWTE
JAHHWN HE MOXE
aa 6bae
HarpaBeHa
OlIeHKa)
[IABALIH, BX. CUMITTOMMU
TOUKa 4.4) (DRESS) (Bx.
Touka 4.4),
dukcupaHa
JeKapcTBeHa
Epynuus,
Peakiiyu Ha
(hOTOYYBCTBHTE
JIHOCT (BXK.
TO4YKa 4.4)
Hapymenun Aprpanrus Tenauuur (Bx. | Pyntypa Ha Pabnomuonnia
HA MYCKYJIHO- Touka 4.4) CYXO0XKHIHE
CKeNeTHATA Muanrns (BXkK. TOUKA 4.4)
CHCTEM2 H Myckynun
CheAHMHHUTEIHA KpamIn ApTpHT
-T2 ThbKaH* MycKynHo MyckynHa
NOTpENBaHE PUTHIOHOCT
MycKynHa ObocTpsaHe Ha
cnabocr CHUMITTOMUTE Ha
MHUACTEHHUA
rpaBuC {BX.
TOouka 4.4)
HapymeHus Hexugpatauus | bubpeuno
H2 OnOpenuTe yBpexaaHe
H OHKOUHHTE (BKA.
NbTHINA yBeJIMUEHHE Ha
BUN #u
KpEaTHHHH)
b1bpeuHa
HEAOCTATHYHOCT
(B3k. To4uKa 4.4)
Obmn Peakuuu Ha HepasnonoxeH | Otok
HAPYIMEHIA A | ysctoTo ue (IpeauMHO
edeKTH Ha UHXKEKTHpPaHe H | aCTCHUA HITH
MSCTOTO HA
NPpHJIOKeHHE™ MHQY3us ymopa)
bonkorH
CHCTOAHMS
BKJ1. bonka B P
o . s
Ta3a U LRI g P 7, {g
KpaHHHULHTE) / ‘ ;:*__? AN R "‘1_1 % ‘*1_
SR SR BN
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CHcremMo- YecTH He4ecTn Peaknu Mmnoro peaku | C HeH3BeCTHA
OpraHeH K1ac | > /500 go >1/1000 a0 |>1/10000 10 | < 1/10 000 ecrora (Ot
< 1/10 < 1/100 < 1/1 000 HATTHAHHTE
JAHHHU HE MOXe
na ovae
HanpapeHa
OLEHKA)
(TpombGo-)
d1edut Ha
MSICTOTO Ha
HHOY3IUA

*CpobuiaBa ce 3a MHOrO pPeIKY C/Iy4ad Ha NMPOOBDKATENIHY (J0 MeCeUH MIIH I'OAUHU),
WHBATMAM3ZUPALLX W NOTEHLUHUANHO HeoOpaTHMH CEpHO3HM JIEKAPCTBEHH PEaKLIUK, 3acArallii HAKOJKO,
MOHAKOra MHOTO CUCTEMO-OPTraHHH KJ1aCOBE M CEeTHBA (BK/IIOUHUTENIHO PEaKLUHUH KaTO TCHIUHMT,
Pa3sKbCBAaHE Ha CYXOXHWIIHE, apTpanrus, 00JKa B KpalHMLIMTE, HAPYLUIEHHE Ha NOXOKATa, HEBPOMATHH,
CBBP3aHH C NMAPECTE3HH U HEBPAIrUs, YMOpa, NCHXHATPUYHH CUMIITOMH (BKJIIOUUTENHO HAPYLUCHHA
Ha ChHS, TPEBOXKHOCT, MPUCTBITH Ha NAHKKA, JETPECHA H CYHIIUIHHU HACH), HAPYLUCHHE Ha MMaMeTTa U
KOHLIEHTPAUMATA M YBpPEKIaHe Ha cllyXa, 3peHueTo, BKyca ¥ 0OOHIHHETO) BEB Bpb3Ka ¢ yrorpedara
Ha XMHOAOHH H (QJIYOPOXHHONIOHH, B HAKOW CITyUaH, HE3aBUCHMO OT BeY€ ChILECTBYBALLIMTE PHCKOBU
¢daxkTopu (BXK. TOuKa 4.4).

** Cho0IeHH A CIYHAH HA AHEBPH3IMA M AHCEKAIMA HA A0pTATA, NOHAKOrA YCJI0KHEHH OT
PYnTypa (BKJIIOUYMTEAHO PATAIHH), H HA PErYPrHTANHA/HEAOCTATLYHOCT HA HAKOSA OT
ChpACYHHETE KJANH BPH NANMEHTH, B0y4aBailH GayopoxXnaHoIoHH (Bx. TouKa 4.4).

ChaelHuTe HEXENaHU P€AKLIHH €A C [NI0-BHCOKA HECTOTA B IMNOATrpyIaTa Ha NalnucCHTHUTE, JICKYBaHH
HHTPABCHO3HO CbC HJ/IH Oe3 nmocsiegBalla NCpopanHa TCparnHi.

Yectu: [ToBuLIeHa raMa-rnyTaMun TpaHcdepasa

Heuectu: KamepHH TaxMapyTMHH, XHIIOTOHHA, OTOK, KOJIUT, CBBbP3aH ¢ aHTHOHOTHKA (BKJI.
nceBaoMeMOpaHO3€H KOMUT, B MHOTO PEAKH C/Tyvau CBbP3aH C
XKHMBOTO3ACTPALIABALLM YCIOKHEHHA, BXK. TOUYKA 4.4), r'bpUOBE, BKJI. KOHBYJICHH
grand mal (Bx. Touka 4.4), xanouuHauuK, 6b0peuHo yBpexxaaHe (BKJI. NOBHILEHHE
Ha BUN # kpeaTuHHH), Ob0peyHa HEA0CTAaTBYHOCT (BXK. TOYKa 4.4)

MHoro pagko ce ch00LIaBa 3a CIICOHUTE HEXEJTAaHU peakLMH CIe]] JIEYeHHE C JIPYrH
G IyOpOXHHONIOHH, KOUTO € Bb3MOXHO 14 CE MOABAT U IPH JIeUeHHE C MOKCH(IIOKCALIMH: NOBHILIEHO

BbTPEUEpPErNHO HalAraHe (BIJIKUNTEHO NICEBAOTYMOP LepeOpH), XHIIEpHATPUEMHA,
XUNEPKATIMEMUA, XeMOIHMTHYHA aHEMHS.

CnobularaHe Ha NOAO3UPAHH HEXETaHH PeakLiMu

CrobmaBaHeTo Ha NOOO3HPAHH HeKeslaHH peakiiiu clie[l pa3pelllaBaHe 3a ynorpeba Ha JIeKapCTBEHH
ApOAYKT € BaXXKHO. TOBa NO3BOJISABA Aa NPOABJDKH HaOMOACHHETO HA ChOTHOLUEHHETO MON3a/PHCK 34
NEeKApCTBEHHS MPOAYKT. OT MEAULIMHCKHMTE CIIELIHAIMCTH CE U3MCKBA Aa CboD1IaBaT BCAKa
MOJAO3HPAHA HEXKENAHA PEAKLMS Ype3 HALMOHAIHATA CUCTEMA 3a ¢ho01IaBaHe:

ManvaHuTeNnHa areHuusa no JCKapCTBATA

% TR
yn. ,,Jdaman I'pyes™ Ne 8, | /// L i ;;m
1303 CD¢HH {71 1'.,"!1 ‘: .---*""“""“'-.,_“:L . .

Ten.: +359 2 8903417
yebcaht: www.bda.bg [
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He ce npenopbusaT HAKAKBY CMIELMPUYHN NMPOTHBOACHCTBALLIM MEPKK Cliel Cy4aHHO npelo3rpaHe.
B cnyuait Ha npeno3vpade TpaOBa Ja c€ MPUA0KH CUMIITOMATUYHO JieueHue. Tpadsa na ce
npeanpyveme npocnenssane Ha EKI” mopanu Bb3moxkdocTTa oT yabbkasaHe Ha QT uHTepsana.
EAHOBPEMEHHOTO NPUIIOKEHHE HA AKTUBEH BbIVIEH € A03a OT 400 mg MoKCHIICKCAUMH NMEPOPASTHO
WK MHTPABEHO3HO 11I€ HAMA/TM CUCTEMHATA HANHUYHOCT Ha nekapcTBoTo ¢ Haa 80% unu 20%
CBOTBETHO. YoTpedara Ha akTHBEH BLIIEH PaHo No BpeMe Ha abcopbumsaTa Moxe na Obae noneszHa
33 NPefOTBPAaTABAHE HA MPEKOMEPHOTO YBEIHYaBAaHE Ha CUCTEMHATA EKCNO3ULINA Ha
MOKCH(AOKCAUMH TPH 11EpOpanHo npeao3upaHe.

5. ®OAPMAKOJOI'MYHHU CBOUCTBA

S.1 @apMakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: XvMHOJIOHOBH aHTUDAKTEPHAJTHM cpeacTra, QJIYOPOXHUHOJIOHH,
ATC kon: JOIMAI14

MexaHuzbM Ha AeHCTBHE

Mokcugnokcaui HHxHOUpa dakrepranuute TonousoMepasu tan 1l (JIHK rupasza u Tonouwzomepasa
V), KoHTO Ca HeOOXOANMH 33 PEIUIMKALMATA, TPAHCKPHIILMATA M Bb3CTAHOBABAHETO HA
bakrepnanHara JHK.

dapMakOKMHETHYHA/¢apMAKOAHHAMUYHA BPb3Ka

DnyopoxXHHONOHHTE NPUTEXABAT DAKTEPHIIMAHO AEHCTBHE, 3aBUCMMO OT KOHLIEHTDPALIMATA.
MdapmaxogHHAMHYHUTE U3CNEABaHUA HA GITYOPOXHUHONOHHU MPU MOAENH HA HHGEKLUA C )KUBOTHH U
MpH KIWHUYHHA M3NIUTBAHHUA NPH XOpa NOKa3BaT, 4e €(PHUKacCHOCTTa Ce ONpeaens OCHOBHO OT

cboTHOWeHueTo AUC/MIC.

MexaHH3BM H4 PC3UCTCHTHOCT

PesucteHTHOCTTA KBM QIYOPOXHHOJOHHTE MOXKE Jia Bb3HHKHe nocpeactsoM Mytauni B JIHK
rupazata u Tornonsomepasa [V. Jpyrure MEXaHH3IMH MOXE a BKIIFOYBAT CBPBXEKCIIPECHA Ha
eTYKCHH MOMIU, HEMPOHHLIAEMOCT U MPOTeHH-MeAuMpaHa 3amuTa Ha JIHK rupasara. Tpabsa na ce
OUYaKBa KPBCTOCAHA PE3UCTEHTHOCT MEKAY MOKCU(IOKCAUMH U APYTUTE (PIIyOPOXHUHONIOHH.

AKTHBHOCTTa Ha MOKCH(QUIOKCAIIMH HE C€ NOBJIMABA OT MEXAHU3MHUTE HA PE3UCTEHTHOCT, KOUTO ¢a
cnetinduuHM 32 aHTUOAKTEpUANTHHTE CPEACTBA OT APYTHTE KNACOBE.

['paHHYHHU CTOHHOCTH

EUCAST kinanunn MIC 1 nnuckoBo-angpy3HOHHH rpaHULHM 3a MOKcHgnokcaumy (01.01.2012 r.):

Muxpoopranuism YyBCTBHTE/IEH PeancrenreH
Staphylococcus spp. < 0,5 mg/l > 1 mg/l
> 24 mm <21 mm
S. pneumoniae <0,5 mg/l > 0,5 mg/l e FE:;E\
d "?E * ;’*“""""- s | \
Poray e )
> 22 mm <22 mm fo e A N1 :\,
{-1 t” .. ‘1: Sh E- l'l
Streptococcus I'pynu A, B, C, G <0,5 mg/l > 1 mg/l iv = .: L ..‘-,?_-.z; 2
SRS - LY
> 18 mm <15mm @ : Ny A
il '\1 SR ‘ R ;"i‘f
NN e
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H. influenzae <0,5 mg/l > 0,5 mg/l
> 25 mm <25 mm
M. catarrhalis <0,5 mg/i > 0,5 mg/I
> 23 mm <23 mm
Enterobacteriaceae <0,5 mg/i > 1 mg/l
> 20 mm <17 mm
['paHKWYHH CTONHOCTH, <0,5 mg/l > 1 mg/l
HECBBP3aHH ¢ BUaoBere®

* ['paBMYHHUTE CTONHOCTH, HECBDP3aHH C BHIOBETE, Ce ONMPEAEAT [JIaBHO Bb3 OCHOBA Ha
papMakoKHHETHUHHTE/hapMakOAMHAMHYHHTE AAHHH M HE 3aBUCAT OT pasnpeaencHuero Ha MIC 8
cneurpuyHusg BUA. Te ce H3NON3BaT caMO NPH BHIOBE, 38 KOHTO HE € OlpeAe/cHa BHA0BO-
cneuudMyHa rpaHHYHA CTORHOCT W He TpA0Ba [Ja ce W3MOA3BaT [Py BUAOBE, MPH KOKTO OLIE HE ca
OnpeAeNneHH KPUTEPHUTE 32 HHTEPIPETHPAHE.

Mukpo6GHOIOrHYHA YYBCTBUTEIHOCT

[Ipeobnanasainara npuaoOHTa pe3UCTEHTHOCT MOXKE 1a BApHpa reorpad)cki U ¢ BpeMeTo 3a
OTIpe/ieNICcHH BHJIOBE M € XKENATeIHO HAJIUYHETO Ha MECTHA HHDOPMALIUSA 33 PE3HCTEHTHOCTTA,
0coOEHO NpH NeUeHHe Ha TeXKH HHPeKkIHH. AKO € HeoDXoaHMo, TpADBa Aa ¢€ MOTLPCH CHBET OT
CTHIELKAIIMCT, KOraTo npeoliiajapatilaTta MECTHA PE3UCTEHTHOCT € TaKapa, ye ynorpedara Ha
CPeACTBOTO MOHE NPU HAKOW BHAOBE HH(PEKLIMH € MO BBITPOC.

O6nuaiine YyBCTBHTEJIHH BHAOBE

AepobHu I paM-nonoKUTENHY MUKPOOPraHU3MH

Staphylococcus aureus*”

Streptococcus agalactiae (I'pyna B)

Streptococcus milleri rpyna* (S. anginosus, S. constellatus u S. intermedius)
Streptococcus pneumoniae®

Streptococcus pyogenes* (I'pyna A)

Streptococcus viridans rpyna (S. viridans, S. mutans, S. mitis, S. sanguinis, S. salivarius, S.
thermophilus)

Aepobuy [paM-OTPHLIATENHH MHKPOOPraHH3MHu

Acinetobacter baumanii
Haemophilus influenzae*
Legionella pneumophila

Moraxella (Branhamella) catarrhalis*

AHaepoOHH MHUKPOOPraHUu3IMH

Prevotella spp.

“Ipyru” MHKPOOPraHU3MH
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Chlamydophila (Chlamydia) pneumoniae*
Coxiellia burnetii

Mycoplasma pneumoniae*

BunoBe, npH KOUTO NpHAOOHTATA PE3IHCTEHTHOCT MOXKe Aa 0bAe npobaem

AepoOuu [ paM-MoN0KUTENHH MUKPOOPraHU3MH

Enterococcus faecalis*

Enterococcus faecium?*

Aepobuu ['pam-oTpUlIaTENHH MUKPOOPraHH3MH

Enterobacter cloacae*
Escherichia coli*"
Klebsiella oxytoca
Klebsiella pneumoniae*”

Proteus mirabilis*

AHaepoOHH MHUKPOOPraHHW3IMH

Bacteroides fragilis*

MHEKpOOPraHnu3MH ¢ BLTPEUIHO NPHCHUIA PE3HCTEHTHOCT

Aepobnu ['paM-oTpHLIATENHH MUKPOOPTraHH3IMH

Pseudomonas aeruginosa

* AKTUBHOCTTA € 33A0BOJIMTEHO J0KAa3aHa B KIIHHUYHHK U3MHTBaHU.

"Tlpn METHLMNIMH-PE3UCTEHTHH S. aureus UMa BUCOKA BEPOATHOCT OT PE3UCTEHTHOCT KBM
dbnyopoxuHonoHu. [lpu MokcHdnokcaliiH ce ChobIaBa YECTOTa HA PE3UCTEHTHOCT OT > 50% 3a
METHLMIIMH-PE3UCTEHTHH S. aureus.

*ESBL-npoayuypamuTe niaMoee 0GHKHOBEHO ChILO ¢a PE3HCTEHTHU KbM (QUIyOPOXHHOJIOHH.

3.2 DapMaKOKHHETHYHH CBOHCTBA

Abcopbuua u OHOHATMYHOCT

Cnen eqfMHHYHA HHTPaBeHO3HA 1-yacoBa HH)pY3UA Ha 400 mg ca HabnoJaBaHU MaKCUMATTHM
MJIa3MEHU KOHLUEHTPAUMH OT npubnuzurentdo 4,1 mg/l B kpad Ha UHPY3UATA, CHOTBETCTRBALLM HA
CpPedHO yBenuyeHue oT NpubnusurenHo 26% B cpaBHEHHE C KOHLICHTPALUMHUTE, HabII0AaBaHH Cle
nepopaiHo npunoxenue (3,1 mg/l). Croiinocrra Ha AUC ot npubausurento 39 mg-h/l cnen
KHTPaBESHO3HO MPHUIOKEHHUE € CaMO MAJIKO MO-BHCOKA OT HabnoaBaHaTa criell NepopaiHo
nprunoxeHue (35 mg-h/l) B crorBeTcTBHE ¢ abconoTHA OHOHANMHYHOCT OT npubauzurenHo 91%.

e {", -
NauuCHTUTE, CBEBP3aHO C BE3pacTTa HIIH IOJA, R, ~_Tor
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PasnipeneneHue

MokcHd0KcalrH ce paznpenens 0bp30 B eKCTPAaBacKyJJapHOTO NPOCTPaHCTBO. OOEMbBT Ha
pasfnpeleieHHe B paBHOBECHO cheTosiHue (Vss) e npubnnsutento 2 kg, Onurure in vitro u ex vivo
NOKA3BaT CBBbP3BAHE ¢ NPOTEUHUTE OT MpUOAN3IUTENHO 40 - 42%, HE3aBUCHMO OT KOHLIEHTpaLMATA Ha
nekapcetTBoTo. MokchdnokcalyH ce CBBLpP3Ba INAaBHO ChC CEPyMHU ATOYMHH.

MakcuManHy koHueHTpaluu ot 5,4 mg/kg v 20,7 mg/l (cpeano reomeTpU4HO) ce NOCTHraT B
OpoHXMaNHaTA TUraBHLIA M TEHHOCTTA Ha €NWTenHaTa OOBHBKA CBOTBETHO 2,2 4aca ciie]] IEpOpaHo
npunoxenne. CbOTBETHATA MAKCHMAJIHA KOHLIEHTPALMSA B aJIBEOapHUTE Makpogarn AoCTHra 1o
56,7 mg/kg. B TeuHOCTTa B KOXKHUTE MEXYpH ca Habnogapanu koHUeHTpauuu ot 1,75 mg/l 10 yaca
cfie]l HHTPABEHO3HO NPHUNOoKEHHe. B nHTepcTHLIMANHATA TEYHOCT Ca HAMEPEHH MPOQWIH Ha
KOHLEHTPALKA-BpeMe Ha HECBBbP3aHOTO BELLECTBO, NOAOOHHM Ha Te3H B IU1a3MaTa, KATO MAKCHMAIHH
KOHUEHTpAaLUHH Ha HECBBp3aHOoTO BeuiecTBo OT 1,0 mg/l (cpeaHo reoMerpuyHO) ce pocrurar
npubnusmTento 1,8 yaca cnea HHTPaBEHO3ZHO NPHIGIKEHHE.

buotpancopmalis

MokcH(noKcaluHH € NOANOXKEH Ha OuoTpaHchopMmauud ¢asa Il ¥ ce ekckpervpa upez 6u6pennTe
(npubnuanrenHo 40%) u xnpukara/pekanvure (npudbnuznTenHo 60%) KaTo HEMPOMEHEHO JIEKapCTRO,
KaKTO W noj gopMara Ha cepHO cbeauHeHue (M1) u rimoxyponun (M2). M1 u M2 ca eauHcTBeHUTE
META00MHTH OT 3Ha4YECHHUE NPU XOpaTa, KaTo M ABaTa ca MUKpOOUONOrHYHO HEAKTHBHH.

[Tpu knuHUyHa npoy4Banus dasa I u in vifro npoyusaHus He ca HabnmogaBaHu MEeTabOMTHH
hapMaKOKMHETHYHU B3aUMOAECHCTRUA C APYTH JIEKapCTBa, MOTOKEHH Ha OUoTpaHchopMaLua dasa |

¢ yyacTHeTo Ha uuToxpoM P450 enzumu. HaMa naHHH 32 OKCHOATHBEH META0OIUIBM.

EnyumMuHHpaHe

MokcunoKkcauuH ce eMMMHHUPA OT [UIa3MaTa CbhC CPEAEH TEPMUHAIEH TTONYXKUBOT NMPHOTUIUTENTHO
12 yaca. CpeqHHAT anapeHTeH TeJieceH KIHpbHE cneq no3a ot 400 mg papupa ot 179 o 246 ml/min.
Cnen 400 mg MHTpPaBeHO3HAa HHAY3UA BH3CTAHOBARAHETO HA HEMPOMEHEHO JIEKAPCTBO OT YPUHATA €
npubausurento 22% u ot pekanuure npubnusutento 26%. BricraHoBaBaHeTO Ha Ao3aTa
(HenpoMeHEeHO neKapcTBO U MeTabonuTr) goctura npubnuszurenno 98% cnen MHTpaBeHO3HO
NPIIOKEHHE Ha NeKkapcTBoTO. bpOpeunusaT kmpbHE e okono 24 - 53 ml/min, koeTo mpeamnosara
yacTHYHA TyOyaHa peabcopbiua Ha nekapcTBOTO B OBOpeurTe. EAHOBPEMEHHOTO MPHIIOKEHUE Ha
MOKCH(]JIOKCALIMH ¢ PAHUTUAWH UK npobeHelu] He NpoMeHd OLOpEeYHHs KIHPBHC Ha U3XOAHOTO

JIEKAPCTBO.
bBvbpeuno yspescoane

dapMaKOKMHETHYHHTE CBOHCTBA HA MOKCH(IOKCAUMH HE C€ pPa3fiU4aBaT 3HAYMMO NPH MALKHEHTH C
6B6peqHO yBpexaaHe (BKIIIOYHTEIHO KPEATHHHHOB KIMPBHC > 20 ml/min/1,73 m?). Twit kaTo
O0BpOpeuHaTa PyHKLHA HaManaBa, KOHLUeHTpauuuTe Ha M2 Merabonura (IMOKYypOHHI) C€ YBE/IHYaBaT
¢ daxTop 2,5 (pu KpeaTHHHHOB KWIKMpBHC < 30 ml/min/1,73 m?).

Ueproopobro yepesicoane

Bb3 ocHOBa Ha dapMaKOKHHETHYHHMTE NPOYYBaHHA, IPOBEIEHH 0CETa NIPH NMaLMeHTH G-+ET OHa
HegoctaTbuHOCT (Child Pugh A, B), He e BBb3MOKHO J1a ce onpejeny 1any uma H%ﬁié@w‘p Ty |
CpaBHEHHE CBhC 3ApaBH A0OpoBOALN. YBpeaeHaTa YepHOApoOHa GyHKUMA € cshpsfgg% c"q_a;?. COR
eKcro3uuMs Ha M1 B Iu1asMaTa, JOKaTo eKCro3HLUHATA Ha M3XOLHOTO JIEKAPCTHO € CHaBHUMACT "~ \
eKCTO3HLMATA NIPU 34paBH Jobposonuun. HiaMa foctaTbuyHO OTIHT C I{JIHHHHHaTﬁ yfiotpe6a Ham |

MOKCH(]IOKCALIMH NPH MAaLKMEeHTH C YBpeaeHa YyepHoApoOHa QyHKLHA. O PO
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B KOHBEHLIHOHAJIHA NPOYYBAHHUA C MHOIMOKPaTHO NpHUAaraHe MOKCHMNOKCalUH NoKa3ea
X€MAaTOJIOrMYHA K YepHOApOOHA TOKCHMHOCT MPU I'PHU3adyU U HE-Tpy3adu. TOKCHUYHU €PEKTH BbPXY
LIHC ca HabnopasaHy npy MaMMyHH. Te3u edexkTH ce npoassBat cne/l NpunaraHe Ha BHCOKH J103H
MOKCH(GNOKCALWH UITH CNEl MPOABLIKUTENHO JIEYEHHE.

[lpu kyueTa BUCOKHTE nepopanHu 1034 (= 60 mg/kg), BoJewin 10 rmia3MeHH KOHLEHTpaLHH
> 20 mg/l, npeAM3BUKBAT NPOMEHH B ENEKTPOPETHHOIPAMATA H B H30JHUPARHM CllyHau 1o aTpodHe Ha
peTHHaTa.

CJie/l FHTpABReHO3HO NTPUWIOKEHHE, HAXOJKHUTE, MOKA3ATENHHU 38 CHCTEMHA TOKCUYHOCT ca OHNK Haii-
U3SIBEHHU, KOraTo MOKCH(}IOKCALUH € npHiarad xato 6onyc urkexuus (45 mg/kg), Ho Te He ca
Habmoaaeanu, korato Mokcudaokcanut (40 mg/kg) € npunaran kato 6aBHa MHPY3HA B
npoAbkeHUe Ha 50 MUHYTH.

Cnea uHTpaapTepHanHO HIDKEKTHpPaHE ca HabaoNaBaHH Bb3NANKHTE/HH IPOMEHH, 3acArallH
nepHapTepyHaiHaTa MeKa TbKaH, KOeTO MoKa3sa, Y€ HHTPAapTEPHAITHOTO NPHIIOKEHHE Ha
MOKCH(IOKCALMH TPAOBa aa ce u3barsa.

MokcudoKCaUHH € F’eHOTOKCHYEH B M3CIIEABAHHA in Vilro ¢ M3M0N3BAaHETO Ha DaKTEpHUH KU KIIETKH
oT 003aiHuly. [Ipy u3cnenBaHns in vivo He ca YCTAHOBEHHU JAHHHM 33 FeHOTOKCHYHOCT, HE3ABUCHMO
oT (hakTa, Y€ €a U3NOJI3BaHH MHOIO BUCOKH A034 MOKkcH(okcaurH. MokcudnokcauuH He e
KaHLiepOreHEH NMPH HAHaNHUTE NPOYYBAHUS NPU ILUTHXOBE.

In vitro MDKCH(I)HGKC&L[HH [NoKa3isa CLpACYHH EHﬁKI'PD(bHBHOHOFH'—IHH CBOMCTBA, KOUTO MOrar Jia
NpEAHU3IBHKAT YARDKABAHEC HA QT HHTCpBAJ1a, MaKap H MIIPH BHCOKH KOHNCHTPALHH.

CreJ HHTpaBeHO3HO NPWIOKEHHE Ha MOoKcHaokcauH Ha Kyuera (30 mg/kg, uadysupan 3a 15, 30
win 60 MUHYTH) cTeneHTa Ha yawnkaBaHe Ha QT onpeneneHo 3aBUCH OT CKOPOCTTA Ha HHPY3uATa,
T.€. KOJIKOTO MO-KpPaTKO € BpeMeTo Ha HHY3HUA, TOAKOBA [10-U3PA3EHO € yabDKkaBaHeTo Ha QT
uuTeprana. He e Habmonasano yarnmkasaHe Ha QT uurepBana, koraro aosza or 30 mg/kg e BnuBaHa B
npoab/bkeHye Ha 60 MUHYTH.

[IpoyyBaHUs BBPXY PENPORYKLMATA, IIPOBEACHH IIPH NMABXOBE, 3aHUH H MaHMYHH, MMOKa3BaT, e
MokcudIOKCaLH TpeMHHAaBa npe3 iaueHTtara. [IpoyusaHuaTa np wibxose (MEpoOpatHoO U
WHTPABEHO3HO) H MAUMYHH (IIepOpaIHO) HE MOKa3BaT JaHHH 34 TEPATOTEHHOCT HNTH YBPEXKIAaHE HA
depTHIHTETA Ciel MPUIOXKEHHE Ha MoKcHdokcauuH. HabmonaBana € Neko noBHILIEHA YECTOTA Ha
mandopMaldHi Ha npeueHuTe ¥ pebpara npH ¢erycH Ha 3aily, HO camo npH go3a (20 mg/kg 1.v.),
CBBP3aHa C TEXKa TOKCHYHOCT 3a Mmalikara. Otbena3sa ce MOBUILEHHUE HAa YecToTaTa Ha abopTuTe pu
MaiiMyHHM U 3aiil4 NPH TepaleBTUYHH IU1a3MEeHHM KOHUEHTPALUY 3a Xopa.

HU3BecTHO €, HC XHHOJIOHHTC, BRITKYHUTC/THO MGKGH(]JJ’IGKC&L[HH, IMIPUHYHHABAT JIC3HH BbPXY XpYLUAlla Ha
roneMUuTe JHAPTPOAHAITHH CTABH NIPYU HE3PECJIU XKHBOTHH.

6. @®APMAIEBTUYHU JAHHHU

6.1 CrnHchbk HA NOMONIHHTE BEN{eCTBA
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CrenHvire pa3TBOPU Ca HEChBMECTHMH C MOKCH(IOKCALME HHPY3HOHEH pa3TBOpP:
Pa3zteopu Ha Hatpues xnopua 10% u 20%
Pazteopy Ha Harpuer GukapboHat 4,2% 4 8,4%

To3u nekapcTBER NPOAYKT He TPAORA /1a ce CMECBa C APYFH JEKApPCTBEHH NMPOAYKTH, ¢ HIKIIOYEHHE Ha
NnocouYeHuTe B Touka 6.6.

6.3 Cpox na roaHocr

3 TOAUHHU

XHMHUecKaTa H puU3HYeckaTa CrabWIHOCT NTO BpeMe Ha ynoTpeda ca gokaszanu 3a 24 yaca npu 25°C.
Ot MuxpoOHoNoOrMYHa FieHa TOUKA NPOAYKTHT TpAOBa a ce U3NOJI3BA BEAHAra, OCBEH aKO HAUMHLT
Ha OTBapsHe/pa3TBapaHe/pa3pekaaHe U3KNIOUBA PUCK OT MUKpOOHO 3aMbpcsaBane.

AKO He ce M3MOoI3Ba BeAHara, BpeMeTo B YCJIOBHATA Ha ChXPAHEHUE Npean ynorpeda ca OTroOBOPHOCT
Ha noTtpeburens.

6.4 CnenHannH ycJI0BHA HA ChXpaHEHHE

Jla He ce CbXpaHABa B XJIAKUIHUK WIH 3aMpa3fBa.
CbxpaHsaBaiTe OyTiiKaTa BbB BLHIUHATA KAPTOHEHA KYTHS, 3a [1a C€ NPEANa3y OT CBETIHHA.

3a ycoBMATa HA ChXPAHEHWE Ha OTROPEHUA/pa3peieHHA JIEKapCTBEH MPOAYKT BIKTE TouKa 6.3,
6.5 BnanpcuabpikanHe HA ONAKOBKATA
Mokcnpaokcauud Kabu € onaxosaH B:

ByTunky ot nonuernaeH ¢ Hucka mwrbTHOCT (KabiPac) kaTo nmbpBHYHA ONakoBKa, 3aTBOPEHU ¢
Kanayka, CbAbpPKallld 'yMEH JIHCK, KOUTO NO3BOJIABA BKapBaHETO Ha HIVIATA.

HITH

[Monuonedunosu cakose (freeflex) ¢ nopt 3a npunoxkeHue (MOpT 3a HHPY3UR) ¥ JOMBIHUTENEH NOPT
(NopT 33 HHXXEKTUPAHE), CHCTOALLM Ce OT NOMUIIPONUICHOB KOPIYC H alyMHUHHEBA 0OBHBKA.

Pa3Mep Ha 0NaKOBKaTa
[Toauerunenosa Oyrunka (KabiPac): 1, 10, 20, 25 u 40

[Tonnonedunoru cakose (freeflex): 1, 10, 20, 25 1 40

He Bcuuky BHAOBE ONAKOBKM MOTAT Aa ObAaT mycHaT B mpoaaxoa.
6.6 ChnenuajHn npeanasHd MEPKH NPH H3XBbPJasHe B padoTa
To3u npoaykT € caMo 3a eaHokpaTHa ynotpeba. Hensnon3paHuAT pa3TBoOp TpaOBa Aa ce U3XBBPIIM.

YCTaHOBEHO €, Yé CJIeIHHUTEe HHPY3IHOHHU Pa3TBOPH Ca ChBMECTHUMH C MOKCH(IOKC m
400 mg/250 ml undy3noneH pasTeop: VB SRl
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Boaa 3a unxekuuy, HatpueB xaopua 0,9%, rmrokosa 5%/10%, Puurep paa'rpﬂp,e PaSTB{Jp Ha Ha He
naktat (PazrBop Ha XaprmaH, PUHrep nakrar pasteop). 3 RS ;4‘ b ]
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Moxkcudnokcauit HHGY3HOHEH Pa3TBOP He TPAGBA Ja ce BIKBA €AHOBPEMEHHO C JIPYTH JICKAPCTBEHU
NPOIYKTH.

/la He ce M3noN3Ba, akO HMa BHAMMH YaCTHLM HJIH aKO Pa3TEOPBT € MBTEH.

I1pu HuCKH TemMniepaTypH Ha ChXpaHeHue MOraT a ce o6pasyBa yTaiika, KOATO e ce pa3TBOPH Ha

craiHa remnepatypa. [lopanu ToBa ce npenopryBa HH(Y3HOHHHAT PA3TBOP Aa He Ce CbXpaHABa Mo,
8°C.

7. HNPHTEXATEJI HA PA3PEHIEHHETO 3A YIIOTPEBA

Fresenius Kabi d.o.o.
Radnicka Cesta 37a, 10 000 Zagreb
XBpBaTHA

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Peructpaumonen Ne 20190047

9. JATA HA I'BPBO PA3PEINABAHE/MIOTHOBABAHE HA PA3PEMERHNETO 3A
YIIOTPEEA

Hlata Ha TbpBO pa3peiaBane: 28 despyapu 2019 T.
Harta Ha mocnenaHo noaHoBaBaHe: 04 aBrycr 2022 r.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
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