KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



L6 0/O
1. HUME IIA JJEKAPCTBEHUS ITPOAYKT

MonokcuH 400 mg/250 ml uHdy3uoHeH pa3TBop 537/9 / 20 -03- 2005
Moloxin 400 mg/250 ml solution for infusion

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

| ml or uHdy3HOHHHUS pa3TBOP ChAbPKA MOKCH(DIOKCALMHOB XUapoxjopua (moxifloxacin
hydrochloride), ekBuBanenreH Ha 1,6 mg Mmokcudnokcauuu (moxifloxacin).

Bcesika Oytunka ¢ 250 ml MHGY3HOHEH pa3TBOp ChAbprkKa MOKCH(IOKCALIMHOB XHPOXJIOPH]L
(moxifloxacin hydrochloride), exBuBanenten Ha 400 mg mokcudnokcauus (moxifloxacin).

[ToMOLLHH BELECTBA C U3BECTEHO JEHCTBHE:
I ml or undy3uonnus pasreop cbabpxka 0,14 mmol (3,2 mg) HaTpui.
250 ml ot uHdy3uOHHUA pa3TBOp cbabpxka 35,3 mmol (811,9 mg) Harpuii.

3a MbJIHUA CNUCHK HA NMOMOILLHUTE BELECTBA, BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

HHby3noHeH pa3TBop

CBeTJ10 *bATEHUKABO — 3€J1EH NMpo3payeH pa3TBop 0€3 HalHUHUEe HAa YAaCTHLM.
pH: 5,5 - 6,5

Ocmonapuret: 250 — 300 mosmol/kg

4. KJ/IMHHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHHA

MOIOKCHH € NMoKa3aH 3a JIeYeHHe Ha:

- npuaooduTa B o0ecTBoTO NHeBMOHUSA (CAP)

- YCIOXKHEHH HHPEKLIMHU Ha KOXaTa U KOKHUTE CTPYKTYpH (¢SSSI)

MokcudaokcaluH TpAaOBa 1a ce U3Mos3Ba caMo KOraTo ce npueMe 3a HeyjaayHa ynorpedara Ha
aHTHOAKTepHa/IHH CPEeACTBA, KOUTO OOMKHOBEHO C€ MpenopbyBaT 3a HA4YaIHO JICYEHUE Ha TaKKUBa
UHPEKLMH.

Cnensa jaa ce B3eMart npeaBua opuUHATHUTE NPENOPbKH 3a MPABUIHOTO NPHUIOKEHHE HA
aHTHOAKTEepHAIHU Cpe/ICTBA.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOXKEHHE

Jo3upoBKa
[Ipenopbuurennara noza e 400 mg MOKCH(GIOKCALMH €ANH BT JHEBHO Ype3 HHTPaBEH

HauasiHOTO MHHTPABEHO3HO JIeYeHHE MOXKe /1a Ob/ie MOCaeABaHO OT NEPOPATHO Jleue
mokcHpokcaunH 400 mg TabneTku, KOrato 3a ToBa MMa KJIMHUYHH MOKa3aHMA.



B KIMHHYHY H3NUTBAHHA, NMOBEYETO NAUUEHTH NPEMHHABAT KbM NEPOPAIHO JEUEHHE B PAMKHTE Ha 4
aHn (CAP), unm 6 auu (cSSSI). [IpenopbunrenHaTa o6wa rnpoaBIKHTENHOCT HA HHTPABEHO3HOTO H
nepopanHo neyeHHe € 7 - 14 ann 3a CAP u 7 - 21 anu 3a ¢SSSIL

Maunentu ¢ 6L6peyHo yBpeKaaHe
He e HeoOxoanuMa KopeKLIMA HA JO3UPOBKATA MPH MALUMUEHTH C JIEKO A0 TEKKO YBpeaeHa GYHKUHA HIH

IPH NALWEHTH HA XPOHHYHA JHANN3a, HAMP. XeMOAUAIH3a U NMPOALDKHTENHA amMOynaTopHa
MepUTOHEANHA AWanu3a (BxK. Touka 5.2 3a noBeue NoApOOHOCTH).

[TaumneHTH ¢ YepHOoAPOOHO YBpEKIaHE
Hama noctaTbuHO MaHKEM 3a NaUMEHTH ¢ yBpeacHa YepHoApoOHa GyHKUHA (BX. Touka 4.3).

IlaLiueHTH B cTapyecka Bb3pacT U TakKBa ¢ HUCKO TEJNCCHO TEINO
He ce Hanara KOPHIrHpaHe Ha 0034Ta pH NaluueHTH B CTap4€CKa Bb3pacT H TAKHMBa C HHCKO TCACCHO
TErNno.

[ITeouampuuna nonyaayus

MokcudiokcauuH e NpOTHBONMOKA3aH MpH Aeua M 1HowY. EfukacHocTTa M 6e3onacHoOCTTa Ha
MOKCH(QJIOKCALIMH NPH AeLia 4 IOHOWH He € YCTAHOBEHA (BXK. Touka 4.3).

Hauun Ha npuaokeHue

3a HHTPaBEHO3HO NPHICKEHHE; HeNPEKbCHATA HHDY3UA B NPOAbIKEHHE Ha 60 MUHYTH (BXK. CbLLO
TO4Ka 4.4).

[Ipy MeAHLMHCKH NOKa3aHuA, HHDY3HOHHUAT pa3TBOP MOXE Aa Ce NpHaokH upe3 T-o0pa3Ha cHcTema
€AHOBPEMEHHO CbC ChbBMECTHMH HH(Y3IHOHHH pa3TBOPH (BXK. TOUYKa 6.6).

4.3 [lIporasonoxa3anHs

CBpBbXUYBCTBMTENHOCT KbM MOKCH(IOKCALUH, APYTH XHHONOHH WIH KbM HAKOE OT MOMOLLIHHTE
BeLIECTBa, U30poeHU B TOuka 6.1.

- BpeMeHHOCT U KbpMeHe (BXK. TouKa 4.6).
- [launenT noa 18-roauuina BL3pacT.

- [launeHTHd ¢ aHamMHe3a 3a %GﬁﬂﬂBaHE/}prB}KﬂaHE Ha CYXOXXHITUATA, CBBHP3aHO C JICUCHHE C
XHHOJMOHH.

H npu asere, npeaAKNHHHYHY NPOYYBaHKUA U NPH Xopa ca Hab/ioAaBaHH NPOMEHH B CbpAeYHATa
eneKTpodHU3HONOrHMA ClE] EKCNO3NUHMA Ha MOKCH(IOKCALMH, H3pa3sBally ce B yabikasaHe Ha QT
uHtepeana. [1o npuurHM, CRBLP3aHH C eKapcTBeHaTa 6€30MacHOCT, MOKCU(IOKCALIMH €
NPOTYUBOMNOKA3aH MPH NALHUEHTH C:

- BpoaeHo unu nokymeHTHpaHo npuaobuTo cherosaHue Ha yawnkeH QT-unrepsan

- Enexrponuren ancbanaHc, ocoGeHO NpH HEKOPHIHPaHA XHINOKATHEMHA

- KnuHuuHo 3Ha4uma Opaaukapans

- KJHHH4YHO 3Ha4YUMa ChbpACHHA HCOOCTATHYHOCT € HAMAJICHA JICBOKAMCPHA q)
HU3TNACKBAHC




- AHaMHe3a 33 CUMIITOMATHYHH apHTMHH

MokcHdaokcaliMH He TpaOBa Ja ce U3MoN3Ba 3aeJHO € APYrH JEKapCTBa, KOMTO yab/bkasar QT-
UHTEpBaNAa (BXK. CbLIO TO4YKa 4.5).

[Topaan orpaHUueHH KITHHHYHH AaHHYU, MOKCH(AOKCAUHUH € NPOTHBOMNOKA3aH ChLUO NPH NALMEHTH C
yBpeaeHa uepHoapoOHa ¢pyHxuus (Child Pugh C) v npx nauneHTH ¢ NOBUILIEHH TPaHCAMHHA3H > 5-
kpatHo ULN.

4.4 ChoenranHm Npejynpexaenns A NpeAna3’HA MepKH

YnorpebaTa Ha MOKCH(IOKCALMH TpsOBa Aa ce W304area Npy NaUNEHTH, KOUTO Ca HMAJIK CEPHO3HH
HEXE/IaHH PEeaKLMK B MHHAJIOTO NMpH yNoTpeda Ha MPOAYKTH, ChAbpKALLH XHHONOHH HIH
hNyopOXHHONOHH (Bx. Touka 4.8). JleueHUeTO Ha Te3W NALMEHTH ¢ MOKCHQIIOKCaUHH TpsaOBa 1a ce
3aMo4Ba ¢caMo TPH JIUNCA HA AITEPHATHEHH Bb3MOXKHOCTH 33 JIEUEHHE W Clie]l BHHMATETHA OLIEHKA Ha

CbOTHOLIEHHETO NOA3a/pHCK (BXK. CbLIO TOUKa 4.3).

[Tonszarta ot neyeHHETO ¢ MOKCHGNOKCALIMH, 0cobeHo Npu HE 0cOoOEHO TEXKKH HHeKUuH, Tpabea Aa
Obae chobpaseHo e HHpOpMaALMATA, ChAbPKALLE Ce B TO4YKa CneuHanHy npeaynpexaeHus 1
NpeanasHi Mepku npu ynorpeda.

Yabmwkasane Ha QTc uHTepBana U NOTEHUHANHHA KIWHHYHH CHCTOAHHA, CBBP3aHH C YIb/DKaBaHe Ha
QTc unTepBana

Joka3zaHo e, ue MokcudiokcauuH yabmkapa QTc-HHTEpBala Ha e1eKTpoKapaHorpamara npu HAKOH
naudeHTH. Crenenrta Ha QT-yabakaBaHETO MOXKE 12 HAPACHE C YBEIMUYABAHETO HA NIA3MEHUTE
KOHLIEHTPALIHH, Ab/DKALLO ce Ha Obp3a HHTpaBeHO3Ha UHPY3ua. ETo 3a110 NpOoaLIKHTENHOCTTA HA
BNHBAHETO He TPAOBa Ja ObAE NO-Manka OT npenopb4aHHTe 60 MHHYTH H HHTPABEHO3HATA 1033 OT
400 mg exuH BT AHEBHO He TpsbBa aa ce npeBHlLaBa. 3a noseye HHPOPMALKMA BUAKTE NO-A0TY, a
ChbLLO ¥ TOMKH 4.3 U 4.5.

JleuenueTo ¢ MOKCH}IOKCAUMH TpaOBa Ja ObAe NPEYyCTAHOBEHO, AKO MPH3HALUTE WIH CUMIITTOMMUTE
Morar aa 0b1aT CBbp3aHM ChC CbpAEYHAa APUTMHUA, Bb3HHKHANA N0 BPEME Ha N€YEHHETO, CHC WK DOe3

EKI HaxoakH.

MokcudnokcaunH TpaOBa Aa ce M3NON3Ba BHUMATEHO NPH MAUUEHTH, YHETO ChCTOAHHE
npeapasnosiara KbM CbpleuHa apuTMHUA (Hanp. ocTpa MUOKapAHa UCXEMHUSA), ThH KaTo Te Morart aa
MMAT NOBHLICH PHCK OT Pa3BHTHE HA KaMepHH apHTMHH (Hanp. torsade de pontes) ¥ cbpaedeH apecr.
Buxre chuio Touku 4.3 H 4.5.

Moxkcudnokcauus Tpabea aa ce U3Noa3Ba C NOBHUWEHO BHUMAHHE NPH NALKWEHTH, KOUTO MPHEMAT
nekapcTsa, ciocoOHKU Aa NOHWXKAT HUBATa Ha Kanui. Bukre cbo Touku 4.3 W 4.5.

Moxkcudnokcauun TpsbBa Aa ce H3MOA3BA C MOBULLIEHO BHHMAHHE NPH NaLHUEHTH, KOHTO NpUemar
NeKapcTsa, CBbP3aHyu C KIIMHHYHO 3HauuMa Opaavkapausa. Buxre cbino Touka 4.3.

[TauMEeHTHTE OT KEHCKH MOJI U TE3H B cTapyecKka Bbp3pacT Morar J1a 6’b,!13T HOo-YYBCTBHTCJIHH KbM
ed)elc'm're Ha NCKApPCTBCHU NMPOAYKTH, YABAKABALIH QTC AHTEPBAJIa, KaToO MOI{CH(bJ]OKCﬂuHH, 34aTORA €
HeoOXxoAUMO ApY TAX [a CC NNOAX0Ia © 0COoOEHO BHHUMaHHE.

CBpPbXY4YBCTBUTEAHOCT/2NEPrHYHH_PEAKLUHH

HUma cbodiieHus 3a CBPbXYYBCTBUTENHOCT H ajleprUyHH PeakLUHH Clel MbpBOTO Np
(hyOPOXHHONOHH, BKNIOUHTENHO MOKCHGNOKCAUUH. AHahHUNAKTHYHH PEAKLIHH MOT2
nporpecypar a0 *)UHBOTO3acTpalliasalll oK, A0PH cnel MbpBOTO NpHAOKeHHE. B Te3




KSIHHHUUYHO TIPOSIBEHH TEXKH PEaKLIMK Ha CBPbXYYBCTBUTEIHOCT NPUNOKEHUETO HA MOKCH(TIOKCALIHH
clieiBa a ce€ MPeKpPaTH H [1a Ce 3anouHe MOAXOAALIO JCHEHHE (HANP. JICYEHHE Ha LIOKA).

Texky uepHOAPOOHU HAPYLUEHHS

Mwma cpobuienus 3a ciyyad Ha QyJIMUHAHTEH XE€NaTUT, MOTEHUMAaIHO BOACLL A0 YEpHOIpOoOHa
HEJOCTATBbYHOCT (BKIIOHHTENHO dhaTanHH cny4daH) npu MOKcudaokeauut (Bxk. Touka 4.8).
[MauueHTrTE TpabBa Oa O6bAAT CHBETBAHHW Ja C€ CBBPXAT ChC CBOA fIEKap Npeaq Aa NPOABIIKAT C
JIEUEHHETO, AKO CE MOABAT NPU3HALUMK H CUMATOMHU Ha GYIMUHAHTEH XENIATHT KaTo ObP30 pazBuBallA
Ce aCTEHHS, CBbP3aHa C XCBATEHHUIA, TbMHA YPHUHA, CKIIOHHOCT KbM KbPBEHE WJIH YEpPHOAPOOHa
eHuedatonaTHA.

B cnyuaii Ha MHAKKALIMK 33 YepHOAPOOHO yBpexxaaHe TPAOBa 1a CE HANpaBAT YEPHOAPOOHH
(YHKUHOHANIHH H3CNEABaHHA.

TexKky KOXKHH HEXKEIAHH peakLUu

TeKKH KOXKHH HexKenaHHu peakium (severe cutaneous adverse reactions, SCARs), BkatouurenHo
TOKCHYHA enuaepManHa Hekponu3ia (toxic epidermal necrolysis, TEN: u3BecTHa oe kato CHHAPOM
Ha Lyell), cunapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS), octpa redepanusnpana
eK3aHTeMaTo3Ha nycTyno3a (acute generalised exanthematous pustulosis, AGEP) u nekapcteena
peakLua ¢ eo3HHOoGHNus U cucTemMHu cumnToMu {Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), konto morat aa 6baar )KHBOTO3aCTpallaBallH WH C JIETANEH H3X01, Ca
cbOOIIAaBaHM NpH NPUIOKEHUE Ha MOKCUUIOKcauMH (BXK. Touka 4.8). KoM MOMeHTa Ha npeantcBaHe
naLveHTLT TPAOBA Aa 6bAe HHPOPMUPAH OTHOCHO MPU3HALIMTE H CHMNTOMUTE HA TEXKKH KOXHH
peakumuu, H Aa 6bae BHUMATENHO NPOCAEAABAH. AKO Ce NOABAT NIPH3HALIM U CHMITTOMH, NOKa3aTelHH
3a TE3H PeaKLH, PHIOKEHHETO Ha MOKcHnokcauuH Tpabsa 6bae npeycraHoBeHo He3abaBHO, H A2
ce 0OMUCAH aNTePHATHBHO AE€4YCHHE. AKO NMAUHMEHTLT € Pa3BUII CEPHO3HA peakuua kato SJS,
TEN,AGEP nnau DRESS npu npunoxeHne Ha MOKCH(UIOKCALIMH, JICUEHHETO ¢ MOKCH(IOKCALMH NpH
TO3M NMalLMEHT HUKOTa He TpsrOBa a1a ce Bb30OHOBABRA.

[TallMeHTH ¢ NpeaArcno3uUM KbM [bPYoBE
H3BecTHO €, ye XMHOJIOHWTE NPEAW3BMKBAT Npunaasum. Y norpedara Tpadea ga 6pae ¢ NOBHLICHO

BHUMaHHe NPH NMaurdeHTH ¢ HapyleHnd Ha [IHC unu npu Hanu4uueTo Ha ApyrH pUCKOBH aKTOPH,
npeapasnonaraiiy KbM rbp4yoBe WM a HAMANAT FbpYOBHs fipar. B cnyyaii Ha rbpuoBe, NEUEHHETO ¢
MOKCHIIOKCaUHH TpaGBa Aa Ce NPEYCTAHOBH U Aa ce NpeAnpUeMaT NoAXoJALH MEPKH.

[IpoALIKUTENHH, MHBATMAM3HPALIN H NOTEHUKHATHO HeOOpaTUMH CEPHO3HU HEXeNaHH JEeKAPCTBEHH
peakuuu

CboliuaBa ce 3a MHOIO PEAKH CAy4au Ha MPOABLILDKHUTENHH (MPOABIKABALLM MECEUX HIIU FTOAMHH),
WHBAJTHAN3UPALLH ¥ NOTEHUHANTHO HEOOpPaTHMH CEPHO3HH HEXKENAHH IEKAPCTBEHH peakLIHH,
3acArally PazIHyHH, MIOHAKOra MHOMO CUCTEMH B OpPraHu3Ma (MyCKYJTHO-CKEJIETHA, HEPBHA CHCTEMA,
MCHXHKA H CETHBHH OPraHu) NMPH NMaUHEHTH, NOMy4YaBalll¥ XMHOIOHH U (QIIyOPOXHHONOHH,
HE3aBHCHMO OT TAXHATA Bb3PacT H Beue ChLIECTBYBAILUHTE PUCKOBH dakTopH. MokcHdpnokcaunH
TpA0Ba Ja ce cnpe He3abaBHO NPH NbPBUTE NPU3HALM WIH CUMITTOMH Ha BCAKA CEPMO3HA HEXKEAaHA
peaKkLs KaTo nalHeHTHTe TpabBa 1a ce NOCHBETBAT Aa CE CBBPMAT ¢ TEXHHA JIEKap, NpeAnucai
NIeKapCTBOTO, 32 CbBET.

[lepudepna HepponaTua

Cnyuaun Ha CeH30pHA MITH CEH30MOTOPHA NMOTHHEBPOTIATHA, H3Pa3fABalild Ce B napecTesu,
XHNOECTE3Nd, AU3ecTe3nus WK ciabocT, ca A40KNaABaHHW NPH NALMEHTH, NONYYaBAIH XHHOJIOHH H
bnyopoxnHonoHHu. TlauneHTH Ha edeHHe ¢ MOKCHDIOKCauuH TpadBa na HHPOPMHPAT TeXHUS nexap
NPeaM Aa NPOIbIDKAT JIEYEHHETO, aKO pa3BHAT CUMITTOMM Ha HEsponarus karo 6onka, na
M3TPBIIBAHE, BKOUAHEHOCT MJTH c1alocCT, 3a Ja ce NPEAO0TBPATH Pa3BUTHETO HA NMOTEHLL
HeoOpaTUMU CBHCTOAHHUA (BXK. TOYKa 4.8).

FlcuXHyHH peaxlivy



Bb3MokHa € rnossa Ha NCUXHYHHA PEaKUHHA Q0P Ciell MbPBOTO NPHJIOKEHHE HA XHHOJIOHH,
BKJTIOYHTETHO MOKCHUIOKCALHH. B MHOTO peakH c/iyuan ASNPEeCHs WIH NCHXOTHYHH PEaKLWH Morar
f1a Mporpecupar A0 caMOyOHHCTBEHH MHCAH HIIM CAMOHAPAHABALLO NOBEACHHE, KaTO ONMHTH 34
caMoyOHiicTBO (Bx. Touka 4.8). B cnyuaii, ye nauUMeHTLT pa3BHE TakUBA PEAKLIHH, NEYEHHETO ©
MOKcH(}IOKcaLHH TpsOBa Aa ce npeKpaTH W Ja ce B3EMAaT NoAXoAAlUlH MepkH. [IpenopbunTenHo €
MOKCH(IIOKCALIMH A2 C€ M3MOI3Ba C BHUMAHHE NPH NCHXOTHYHH NAUHEHTH WK NPH NMaUHEHTH ¢
aHaMHe3a 33 NCHXHYHH 3a00NABaHUA.

Inapus cBbp3aHa ¢ aHTHOMOTHK, BKJ. KOJHT

[Tpy ynotpe6a na LUMPOKOCNEKTbPHH AHTHOHOTHULM, BKIFOUHTETHO MOKCH(IIOKCALIHAE, HMa
cbOOLIEHHA 3a CBbpP3aHa ¢ aHTHOHOTHLM anapya (AAD) u cebp3aH ¢ aHTHOHOTHUM KonHT (AAC),
BITIOUMTENIHO NceBaoMemMOpaHo3eH KONHT U cebp3aHa ¢ Clostridium difficile anapus, karto TexecTra
MOXE€ [a BapHpa OT Jieka nuapus A0 darasieHd KOAMT. 3aTOBa € BKHO Ja C€ HMa Npejl BUJ TasH
AMArH03a Mpy NauHeHTH, KOUTO pa3BHUBAT TEXKa AHAPHS, 110 BPEME Ha HIIH CJIe], NMPEKPATABAHE
npyeMa Ha MokcHduiokcalMH. Ao ce noao3dpa unu noTsbpan AAD nin AAC, nposexaaHoTo
JIEUCHHE C AHTHOAKTEPHATTHK CPEACTBA, BKAKOUUTETHO MOKCH(PIOKCALIMH, CNE/iBa Aa ce NpeyCcTaHOBH
H He3abaBHO Aa ce B3eMaT HeoOxoaumuTe Mepkd. OCBEeH TOBa CNEABA A C€ NPEANPHEMAT NOAXOAALLH
MEPKH 34 KOHTPOA Ha HH(QEKLHATA, 33 Aa C€ HAMAMH PHCKa OT MpeAaBaHeTo H. JlekapcTBeHH
NPOAYKTH, NOTHCKALILH NEPUCTANTHKATA, €A NPOTHBONOKA3AHH MPH NMALMEHTH ¢ TEXKK2 AHAPHA.

[TauneHTH ¢ MUACTEHUA rPaBUC
MokcudaokcaumH cnefsa a ¢¢ H3N0N3Ba BHUMATENHO NPH NAUHEHTH ¢ MHACTEHHS IPABUC, Thid KaTo
CUMITTOMMTE MOrarT Aa ce BJIOLUAT.

TeHaANHUT, PA3KLCBAHE HA CYXOMKMIHE
TeHauHHT ¥ pa3KbCBaHE HA CYXOXKHIHE (TTO-CNELMAITHO aXHJIECOBO CYXOMHITHE, HO 0e3 na ce

OrpaHM4aBa ¢aMo N0 Hero), NOHAKOra ABYCTPAHHO, MOXKE Aa C€ MMOMYYH OLlIE B paMKHTE Ha 48 yaca oT
3aMOYBaHE Ha JCYECHHETO ¢ XHHOMOHH H (PTYOPOXHMHOJIOHH KATO HMA ChOOLLIEHHS 3a TAKHBA, Pa3BUJIH
ce IOPH IO HAKONKO Mecela C/iel NPEeKpaTABaHE Ha Ne4YeHHETO. PUCKBT OT TEHAHHHUT H pa3KLCBaHE HA
CYXOXKHAHUE C€ NOBHILABA NPH NO-Bb3PACTHU NALMEHTH, NALHEHTH ¢ OBOpeUHO yBpexKnaHe, MalueHTH
C TPAHCIIAaHTHPAH CONKACH OpraH K TaKHBA, ICKYBAHH CHITbTCTBALLO C KOPTHKOCTEpOUIH. [lo Tazu
MpH4YHHA CBMBTCTBALATA YNioTpe6a Ha KOPTHKOCTEpOHAHY TpaOBa na ce H3dArsa.

[1py nupBUA NpH3HAK HA TEHAUMHMUT (Hanp. O0NE3HEHO MOAYBaHE, Bb3NANCHHE) JIEYUEHHETO ¢
MokcHdokcalMH TpabBa 1a ce NpeKpaTH K aa ce 0OMHUCIH anTEePHATHBHO JieueHHue. 3acerHaTHAT(Te)
kpaiinuk(1n) Tpadea na Obae(aT) NekyBaH{1) No NOAXOAALL HauUH (Hanp. obeaasHkBane). He Tpadea
[a C€ H3MOA3BAT KOPTHUKOCTEPOHAH, AKO C€ NOABAT NPU3HALM HA TEHIWHOMATHA.

AHeBpUIMA W AWCEKALIMA HA A0PTATA M PErypruTalMa/HeIOCTATLYHOCT Ha ChbPACUHHTE KJIaru

EnnaeMHONOrHYHHTE NPOYYBAHUA NOKA3BAT NOBUIUEH PUCK OT AHEBPH3MAa W AUCEKALIHA HA aOpTaTa,

0cOBEHO MPH NALHEHTH B CTAPYECKA Bh3PACT, KAKTO ¥ OT PErypruTailia Ha aOpTHaTa H MUTpaIHaTa

knana caea ynorpeba Ha pnyoOpOXHHONOHM,

CpobuieHH ca ciydad Ha aHEBpH3Ma U JHCEKaUXA Ha aopTara, NOHAKOra yCa0KHeHH nopaan

Pa3KbCBAHE { BKIIOMUTENHO C JIETAIECH H3X0[) U PerypruTauma/He0CTaTbYHOCT Ha HAKOH OT

ChPASYHHTE KJIaNH NpH MAaLHEHTH, pyeMally ¢yopoXHHOIOHHK (BXK. Touka 4.8).

CnepoBaTenHo GpayopoxuHONOHUTE TPpaOBa Aa ce M3NOA3BAT CaMo CJIE] BHHUMATEIHA OLEHKA Ha

ChOTHOLUEHHUETO MM0/13a/PHCK Y CNEA pa3rnexaaHe Ha ApYTd TEPANEBTHYHH Bb3MOXHOCTH NPH

NaUMEHTH ¢ NOJIOKHUTENHA haMHIHA aHAMHE3a 33 aHEBPU3Ma HITH BpoaeHo 3abonsBaHe Ha

CbPACYHHUTE KJIarni, WK NpH NaUKEHTH, AHArHOCTHLIMPAHH ¢ NpeAWlecTBalla aHEBPH3Ma WHIIH

AMCEKAaLYs Ha aopTaTa uaM 3abonsasane Ha CLpAEYHHUTE KNanH, HiIH NPH HATHYHE HA PYTH PHCKOBH

dakTOpH HAHK 3abongaBaHHKA, Npeapa3nonaraum

- KaKTO 3a aHEeBpH3Ma, Taka M 3a AUCEKaLUUa Ha a0pTaTa U 3a peryprurauus/HeaocTa
CbhpACUHHTE KIanH (Hanp. HApyLIEHWs® Ha ChbeAHHHUTEHATA THKAH, Hanp. CHHAP
unu ciHapoM Ha Ehlers-Danlos, cunapom Ha Turner, Sonect Ha Behcet, xune
PEBMATOUAEH APTPHT) WIH AOMBJIHUTENHO

- Py aHEBPH3Ma K THCEKALMA HA A0pTaTa (Hanp. CbAOBH HapyUIEHHsA, Harnp. a




Takayasu, rUraHTOK/1€TbUYEH APTEPUMT, WK W3BECTHA ATEPOCKIEPO3a UIH CHHAPOM Ha
Sjégren), WK AOMBAHHTEIHO
- IPK perypruTalla/HeIOCTATbYHOCT HA ChpAEYHHUTE KIanH (Hanp. HHPEKLHO3EH eHA0KaPAHT).
PUCKBT OT aHEeBpH3Ma M JUCEKAUUA HA A0PTATA M TAXHOTO Pa3KbCBAHE MOXKE CHILIO Aa C€ MOBULIH pH
MaLKHEHTH, ICKYBaHH €1HOBPEMEHHO CBC CHCTEMHH KOPTHKOCTEPOHIH.
IIpy BHe3anHa 6osKa B KOpeMa, rpbIHMS KOW Wiy rbpba nauueHTuTe Tpabsa a ObAAT NOCHLBETBAHH
[a ¢e KOHCYTUpAT He3abaBHO € JieKap B CMNEWHO OTAENICHHE.
IMaunenTuTe TpaOBa na ObAAT MOCHBETBAHH [1a NOTbPCAT HE3A0aBHO MEAHLIMHCKA MOMOLL B CIy4ai Ha
OCTPa AMCTIHEA, NOABA Ha ChpUeOueHe (nannuTalUMH) HIH pa3BHTHE HA OTOK Ha KOPEMa MJIH ROJTHUTE
KpanHHLH.

[TaunenTyn ¢ 6LOpeuHo yBpexXaaHe

[TauneHnTH B cTapuecka Bb3pacT ¢ 6uOpeuHo yBpexxaaHne 61 CeaBano aa H3NOoM3BAT MOKCH(IOKCALMH
BHMUMATEJIHO, aKO HE MOTaT 112 NMOAAbPXXAT aA€KBATEH [TIPUEM Ha TEYHOCTH, Thil KATO ACXUApPATALIMATA
MOXKE [1a YBeJIHYH pUcKa oT 6pOpeyHa HEZOCTaTbYHOCT.

3pUTENHM HapVILEHUS
[Tpy yBpexaaHe Ha 3pEHHETO WITH MPH NOABA HA KAKBUTO U /14 € €EKTH BbPXY OUHTE, He3abaBrHO

TpaOBa Aa ce NOTBPCH KOHCYATauus ¢ odranmonor (Bxk. Touka 4.7 v 4.8).

JIucrnukemus

KaxTo npH BCHUKH XHHONOHH, HApyLUEHUS B KPbBHATA 3axap, BKIIOUHTENHO H ABETE, XMIOTTHKEMHA
M XHNEPTIIHKEMHA, ¢a 61K AoKnaaBaHH (BXK. Touka 4.8), Hail-uecTo NpU MaUHEHTH ¢ aUader,
MOJyYaBalliyd ChITbTCTRALLQ JIEHEHHE C NEPOPATTHO XHUIMIOTIMKEMHYHO CPEACTBO (Hanp. rinbeHKNaMHua)
WAH ¢ HHCYIMH. JlokaaBaHu ca cnyvyau Ha XWNoraukemuyHa koma. Ilpn naunedTs ¢ auaber, ce
npenopb4Ba BHUMATENIHO NpocieAsBaHe Ha KpbBHATa 3axap (Bx. Touka 4.8).

IIpeBeHLIMA HA peakinH Ha GOTOUYBCTBHTENHOCT

YCTAaHOBEHO €, Y€ XHHOJIOHHTE NPEOU3BUKBAT PeakLUMH Ha GOTOUYBCTBHTENHOCT NPH MaLHUEHTH.
ITpoyuBaHus obaue ca MOKA3aIH, Y€ NPH MOKCH(PAOKCALIMH HMA NO-HUCHK PUCK 3a HHAYLMPAHE Ha
¢oTouyBcTBUTENHOCT. Brnpeku ToBa, mauuenTHTe TpaOBa aa 6baaT ChbBETBAHM Ja M30ArBaT
Bb3AeiicTBHeTO Ha UV mbuy, WK NPOABIKHTENHO H3JIaraHe W/WM CHIIHA ClbHYEBA CBETJIHHA MO
BpeMeE Ha JieueHHe ¢ MOKCHGoKkcauuH (Bx. Touka 4.8).

[TaumeHTy ¢ rIoK030-6-ochar AexuaporeHaseH AePHUHT

[TauneHTH ¢ paMuIHA AaHAMHE3A HWIH CbLUECTRYRALL MNIIOK030-6-docdar AexnaporeHaleH
AeUUHT ca NpeapasnoioKeHU KbM NOABa Ha XEMOJIUTHYHH PEAKLIHH MPH NCUYEHHE C XHHOJIOHH.
CneaoBaTre/iHO NPH T€3H NALMEHTH MOKCHIoKcaLMH TpAadBa Aa CE U3MO3BA BHUMATENHO.

Bb3naneHue Ha nepyaprepyanara Thkai
MokcudnokcaunH HHPY3IHOHEH Pa3TBOp € CaMO 3a HHTPaBEHO3HO NpunoxkeHue. UHTpaaprepuanHo

NPHIOKECHHE CNCIBa Aa CC HBGHFBa, TbH KaTo NPpEAKNTHHHYHHTE NPOYYBAHHA NOKa3BaAT Pa3BUTHC Ha
Bb3NaJICHUC HA NEpUaApTepyanydara TbKaH C€] TAKOBA MPHIAOKCHHC.

[TallHEHTH CbC CNELHATHH YCAOKHEHH HHOEKLIMH Ha KOXATa 1 KOXKHUTE CTPYKTYPH

KnunuyHaTa edprKacHOCT Ha MOKCH(QJIOKCALIHH MPH IEUEHHE HA TEKKH HHPEKLIHH BCIICACTBHE HA
uirapsaHus, pacuMnTH 1 HHPEKUKH Ha IHABETHO CTHNANO C OCTEOMHENHT HE € YCTaHOBEHA.

BiaumoneiicTere ¢ OHONOrMUHH TECTOBE
JleueHneTo ¢ MOKCH(IOKCALMH MOXKE A3 NOBAUAE HA U3C/IEABAHE C KyATYpa, ChAbpKalua

Mycobacterium spp. karo notTucHe HakTepHanHHs pacTex H JoBene A0 (ailnBoO OTpHLAT
pe3yaTaru B NpoOH, B3€TH OT NALMEHTH, NOJYUABALUH B MOMEHTA MOKCH(IOKCALIMH.

[Tauuentd ¢ MRSA (Methicillin-resistant Staphvlococcus aureus) HHbexuUH




MokcugnokcaumH He ce npernopbyea 3a jeueHre Ha MRSA undekuunn. B crnyuait Ha npeanonaraema
MY ycTaHOBeHa UHgekuus, npruunHeHa oT MRSA, Tpabsa fa ce 3anouHe JieYeHHE € NOAXOAALL
AHTHOMOTHK (BXK. TOouka 5.1).

fleanaTpuuHa nonynauus
[Topaay HexenaHuTe peakLuMy BbPXY XpYyLUsia NpH MNaaH XHBOTHH (BX. Touka 5.3) ynoTpebaTa Ha
MOKCH}IOKCAUMH NMpPH Aela H IOHOWY < 18 roauiiiHa Bb3pacT € NPOTHBONOKAa3aHO (BXK. TOUKA 4.3)

MoOJIOKCHH ChAbPXKa HATPHHA
ToBa nexapcTeo cuAbpKa 812 mg natpuii B 250 ml ot pa3TBOpa, KOMTO ca exkBHBaIEHTHH Ha 40,6% oT

npenopbuuTeNHUA 0T C30 makcHmaneH AHEBEH NMPHEM OT 2 g HaTPHH 3a Bb3PACTEH.

4.5 B3iauMoaeHcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H JPYrH Ppopms Ha BIaHMOAEeHCTBHE

BaanmopehicTBue ¢ eKapcTBEHH NPOJYKTH

He Moxe na 6bae H3KMOUEH aIUTHBEH eeKT BbpXY yaAbKaBaHeTo Ha QT uHTepBana Ha
MOKCHGIOKCALIMH W APYTH NeKapcTBEHH NMPOAYKTH, KOMTO Morat aAa yanmkat QTc uxtepsana. To3u
echekT MOXKe /12 MOBHILLIM PUCKA OT KaMEPHH apUTMUH, BKIIOUHTENHO torsade de pointes. [lopaau Tosa
€ NPOTHBONOKA3aHO €JHOBPEMEHHOTO NpHlaraHe Ha MOKCHGIOKCALIMH C HAKOH OT CJIEAHHTE
JeKapcTBEHU NPOAYKTH (BXK. Cbillo Touka 4.3):

aHTHAPUTMHMUYHH JIEKapcTBa Knac [A (Hamp. XMHWAWH, XHAPOXHHHAHH, AH30NHPAMHA)

- aHTHAPUTMHYHH Jekapcrsa kiac III (Hanp. amvoaapon, cotanon, aodeTnnng, HOyTHINA)
- AHTHINICUXOTHUH (Hanp. PeHOTUAZUHH, NUMO3UA, CEPTHHAO, XaNoNePHIOIN, CYATONPHA)
- TPULIMKITHYHH aHTHAENIPECAHTH

- HAKOU AHTHMUKPOOHM CpeacTBa (CAKBUHABHUP, crnap@oKcaUuH, epUTPOMULIMH [V,
NeHTaMMAMH, NPOTHBOMANIAPUIAHM CNELUanHO XxanodaHTpUH)

- HAKOW aHTHXHCTAMHUHOBH NPOAYKTH (TepdeHaanH, aCTEMH30J1, MU30/1aCTHH)
- Apyry (uM3anpua, BUHKaMuH 1V , 6enpuaun, audemMannn).

MokcudaokcauHH TpaOBa 1a ¢€ U3NOoI3BA ¢ MOBHIUEHO BHUMAHHE NPU NAUMUEHTH, KOUTO NpHEMaT
1leKapcTBa, KOMTO MOTaT [a NMOHWXKAT HUBATA Ha KANHHA (Hanp. OpUMKOBH AHYPETHLUH H THA3HAEH THI,
JIAKCaTHBU W KITU3MHU [BUCOKH R03H ], KOPTHKOCTEPOUAH, ampoTepunH B) nau nekapcrsa, CBbp3aHu €
KJIMHHYHO 3HauKMMa Bpaankapnus.

Cnea MHOroKpaTHO AO3MpaHe MPH 3ApaBH 100pOBONILM, MOKCH(IOKCaUMH MoBKiaBa Cmax Ha
AUToxcHH npubauznTenHo ¢ 30% 6e3 pa 3acsira AUC unu naki-HuckuTe HuBa. He ca neobxoaumu
npeana3Hy MEPKH NpH €AHOBPEMEHHA ynoTpeba ¢ AHIrOKCHH.

B npoyuBanus npu 106poBoauu ¢ auaber, €1HOBPEMEHHOTO NPHUIOKEHHE HA NepopaieH
MOKCHIOKcaUHH U rubeHkiamMua Boau 0o npubnusutento 21% HaMajneHHWe Ha NMUKOBaTa M1a3MeHa
KOHLIEHTpaLMA Ha riuOeHKnaMua. EAHOBpEMEHHOTO NpunoKeHHe Ha IMUOEHKIAMUA U
MOKCH(}DAOKCALIMH 61 MOTJIO TEOPETHYHO 43 JOBEAC A0 JICKA H NPEXOAHA XHIEPTIMKEMHA.
Habmonasaunure npoMeHn BbB (hapMakKOKHHETHKATa Ha rnubenknamun, obaye, He BOJAT 10 NPOMEHH
B HErOBHTE (hapMaKOAMHAMHYHH NMapamMeTpH (HMBO Ha KPLBHATA 3aXap, HHCYNHUH). Cneno e

[Ipomenn B INR
Hma cvobiueHus 3a ronsm 6poit cnyuam Ha noBHllaBaHE Ha NEPOpATHATE AHTHKOA




AKTUBHOCT MPH NaLMEHTH, NpHeMalill aHTHOAKTEpHAITHH CPEACTBA, OCOOEHO (P1yOPOXHHOIIOHH,
MaKpOJIUIH, TETPALUKIMHH, KOTPHMOKCA301 H Hakon Luedanocnopunn. Mndekunosnute u
BB3MNANHTENHHTE 3a0004BaHKA, Bb3pacTTa U 00LOTO CHLCTOAHHE HAa NAUHEHTA H3IJIEXKAa Ca PHCKOBH
daxropu. [Tpu Te3u oOcToATENCTBA € TPYAHO AA CE ONPENEIH AAMH HHPEKLUUITA WK TEpANHATa €
npuurHa 3a HapyueHo INR (MexxayHapoaHo HopmanusnpaHo cboTHouEHKE). [TpeanasHa Mapka € no-
yecToTO MoHHTOpUpaHe HAa INR. Ako ¢ HeobxoanMO, AO3HPOBKATA HA NEPOPATHHA AHTHKOAryIaHT
TpabBa Na ce KOpUrnpa ChbOTBETHO.

KnuHuuHd npoyyBaHKA NMOKa3BaT, Ye He ChILECTBYBAT B3aMHMOAEHCTBHA C/leA €AHOBPEMEHHOTO
NPHIOKEHHE Ha MOKCH(IOKCALMH C: PAHUTHAWH, NPOOEHEUM, NEPOPATHH KOHTPALEMTHBH,
Kanuuesd 106aBKH, NAPEHTEPANHO NPUIOKEH MOP(DHH, TEOPHIUH. UMKIOCTIOPHH WX HTPAKOHAa30:.

In vitro npoyuBaHua ¢ 4oBeIIKH UMTOXPOM P450 eH3uMy NOTBBpXKAABAT Te3H HaxoakH. Karo ce umar
npes BUJ TE€3M PE3yNTaTH MaIKO BEPOATHO € 1a ChLUECTBYBA METAOOJHTHO B3aUMOJEHCTBHE UpeE3
uutoxpoM P450 ensummre.

BzanmoacncTeue ¢ XpaHa
Hsma KIHHHYHO 3HAYHMO B32UMOAEHCTBHE NPH €AHOBPEMEHHO NMPUACKEHHE HA MOKCH(IOKCALIUH €

XpaHa, BKJIOYHTENHO MJIEYHH NMPOAYKTH.

4.6 DeprranTeT, 6pEeMEHHOCT H KbpMene

bpeMeHHOCT
be3zonacHocTTa HA MOKCH(MAOKCAUKH N0 BpeME Ha BpeMeHHOCT MPH XOpa He € NpoyHBaHa.

[TpoyuBaHUATa NPH )KHBOTHH NMOKA3BaT HATHYKE HA PENPOAYKTHBHA TOKCUHHOCT (BXK. TOUKa 5.3).
[loTeHUHANHUAT PUCK NMPH XOpa HE € U3BeCTeH. [lopany eKCnepUMEHTATHHA PUCK OT YBPEXKAAHE C
({bNYOPOXHHOIOHH Ha HOCELIMTE XPYLUAIA NPH MAAAH XKHBOTHH H 0OpaTUMH CTaBHU YBPEXKAaHHS,
OMUCAHHU MNPH Jeua, POBENAANH NEUeHHE C HAKOH (UTYOPOXHHOIOHH, MOKCH(JIOKCALIMH He TpaOBa na
ce M3non3pa npu 6peMeHHH XKeHH (BxK. ToUka 4.3).

KbpmeHe

Hsama HaJH4HH AaHHW NPH KEHH C NAKTALUKA HIK KbpMaukH. [IpedkNMHUYHKTE JaHHH NOKA3BAT, Y€
MaJIKK KOJH4YeCTBa MOKCH(DNOKCALMH Ce eKCKpeTHpaT B MIakoTo. [lopaan nuncara Ha AaHHM npH
XOpa W nopaaH EKCNepHMEHTANTHUS PHCK OT YBpeskaaHe ¢ GIYOPOXHHONOHK Ha HOCELLMTE XPYLUATH
NpyY MJaAHW XKHBOTHH, KbPMEHETO € NMPOTHBOMNOKA3aHO NPH JIEUEHHE C

MOKCHGIOKCaUHH (BXK. Touka 4.3).

Depruaurer
[TpoyuBaHUs NpH >KUBOTHH HE MOKA3BAT YBPEXIaHe Ha QepTHIHTETA (BXK. TOUKa 5.3)

4.7 Ed¢exrn Bupxy cnocobnocrra 3a modHpane d pabora ¢ MAIIAHH

He ca npoBexaaHu NPOyHBAHHA BbPXY e(eKTHTEe Ha MOKCH(IOKCALMH BbPXY

cnocoOHOCTTA 33 WodupaHe H paboTa ¢ MallHHH. B clloTO Bpeme

Ty OPOXHHOIOHHTE, BKIIOYHTENHO MOKCH(IOKCALIHH, MOTAT 1a AOBEJAT AO YBPEXK/IAHE Ha
CNocoOHOCTTA Ha MAUMEHTUTE 1a WWOPHPAT UK Ja pabOTAT C MALIHHK, NOPaJAH PEaKLIMK OT CTPaHa Ha
LIHC (uanp. 3amaiisane, ocrpa, npexoaHa 3aryba Ha 3peHue, Bx. Touka 4.8) niu ocrpa
KpaTkoTpaiiHa 3ary0a Ha Cb3HaHHWe (cuHKon, BA. To4ka 4.8). [launenTure Tpabea na 6baaT CLBETBAHH
Na NPOBEPAT KaK PearnpaTr Ha MOKCU(IIOKCALMH, Npeayn Aa odUpaT WiK paboTAT ¢ MalIMHU.

4.8 Hexenann JeKapcTBeHH PeakIHH

[lo-nony ca npeacTaBeHH HeXeNaHUuTe peakuuu, HabnoaapaHy NPH KAHHHYHH H3N
NONY4YEHH OT NOCT-MAPKETUHIOBYU Aoknaamn ¢ MokcHbnokcanud 400 mg aHeBHo, np
WHTPABEHO3HO HITH NMEPOPAITHO (CaMO WHTPABEHO3HO, CEKBEHLIHAIHA Tepanus




[MHTpaBeHO3HO/IEPOPANTHO] H NEPOPATTHO NPUIOKEHHE), FPYTNIHPAHH NO YECTOTA:

OcBeH raneHe u AHapuA, BCHYKH HCXKEC/AHH PEAKUIHH Ca HabmonaBaHM ¢ yectora noa 3%.

[Tpu BCAKO rpynHpaHe B 3aBUCHMOCT OT YECTOTATA, HEXKETAHHTE IEKAPCTBEHH PEaKkLWH ce uidbpoasar
B HU3XOAALL PpEA NO OTHOLIEHHE HA TAXHATA CEPHO3HOCT. UECTOTHTE ca ONPEAENEHH KaTO!

Muoro uecth (= 1/10)
Yects (2 1/100 no < 1/10)
Heuectu (= 1/1 000 go < 1/100)
Peaxu (= 1/10 000 oo < 1/1 000)

Muoro peaku (< 1/10 000)
C Heu3BecTHa 4eCTOTA {HEe MOXeE /1a Ce MPeABHAH OT HATUYHHUTE 1aHHH)

YecrTH HevectH Penxn MHuoro peaku C HeH3BecTHA
YeCTOoTA
HUudexuun v | Cynep-
uHpecTalMH | HHPEKLHH C
Pe3UCTEHTHH
OakTepuut WiH
rbOHUKH,
Hamp.
repopanHa u
BArHHa/HA
KaHAHA03a
HapyiieHusn AHeMus [MoBHwEeHO
Ha Jlesko- HUBO Ha
KpLBTa H neHus (1) NpOTPOMOHH/
JuMm{HaTa Heytponenus noHuxeHo INR
cUCTEMa Tpombouu- ArpaHynouu-
TONICHUS TO3a
TpoMGoLUMT- [TaHunTONEHHS
eMus
Eo3uHo-
¢unns B
KPbBTA,
Y abmkeHo
npo-
TPOMOUHOBO
Bpeme/
NOBHILEHO
INR
Hapyuwenne AnepruuHa AHajunakcus
Ha peakums (BX. | BKJ.
HMYHHaTa To4YKa 4.4) MHOTr0 PAAKO
CHCTEMA *KHBOTO-
3acTpaluasatlll
LHIOK (BXK. TOUKA
4.4)
AnepruyeH
OTOK/
aHruoenem (BKJ.
OTOK
Ha JJApHHKCA,
NOTEHUHANHO
KHBOTO-
3acTpaiiasall,
BX. Touka 4.4)
Hapyiute- CuHApOM Ha




HUA HA €HAO- HEaJCKBaTHA
KpPHHHATA ceKkpeumn Ha
cuUcTema aHTH-
AWy peTUYHUA
XOPMOH
(SIADH)
HapyweHus Xunep- XunepriavkemMus | XHNOrNHKEMHA
Ha MeTabo- JIUNHAEMHA Xunepypukemua | Xuro-
TN3Ma H [TMKEMHYHA
XPAHEHETO. KoMa (B3. TOUKA
4.4)
[MCUXHUHH Peakuuy Ha EmounonanHa HenepcoHa-
HapylIeHHns™* TPEBOXKHOCT NnabUAHOCT NH3aLMA
[Teuxo- Henpecus (B [IcMXOTHYHMH
MOTOpHA MHOTO peakuHy
XHUnep- pPEAKH Cayy4an {MOTEHUHATHO
AKTHBHOCT/ NOTEHLHANTHO KYJMUHMpALLH B
BbL30Y1a KyJIMHHMpAIla B | cCamMOHapa-
caMmoHapa- HABALLIO
HSIBALLO noBeACHHE,
NMOBENEHHE, KATO | KaTo
CYMLHOHH CYWIHAHH
HaMepeHHA/ HaAMEPEHHA
MHCAH /MHUCIH
MK OTIMTH 34 HJTH OfUTH 34
camoybuiicTeo caMoybHicTBO
BK. BX.
Touxa 4.4) Touka 4.4)
XamouuHaunm
Henvpuym
HapyweHnus ["'naBobonue [lap- u Xunoecre3ns Xunepectesus
Ha 3amaliBaHe AH3ECTEINA Hapywenns Ha
HepBHaTa HapyueHusa 00OHAHUETO (BKIL.
cuctema* Ha AHOCMHA)
Bkyca (Bki1. B | AOGHOpMHH
MHOTO PEAKH | CbHHILA
CIyuyau HapyuieHa
areyams) KOOpIHHALHA
O6ppka- (BKN., HapylIeHa
HOCT H MoXoaKa,
HOe30pHEH- ocobeHo nopanu
TalHuA 3aMaiBaHe WIH
HapyuieHuns CBETOBBPTEK)
HA ['bpuoBe, BKI.
ChHS grand mal
(npeauMHO npUnanbud (BxK.
b6e3chHue) TOuKa 4.4)
Tpemop Hapyweuo
CBeTO-BLPTEK | BHUMAHHKE
CbHAUMBOCT HapyiueHue Ha
rosopa
AMHelnd
[epugepna
HEBPONATHA H
NOJHHEBPONATHA
HapywmeHnunn Busyanuu ®otodhobna ITpexonna
Ha ouuTe™® CMYLUEHHA, 3ary0a Ha
BKJI. 3peHHe
RUTLIONKA K {ocobeHo npH
3aMbIICHO peakuuH oT
3peHHE crpaHa Ha LJHC,




(ocofeHo npH

BX. Touka 4.4 u

peakuuy ot 4.7)
cTpaHa Ha YBeur v
LHC, ex. OBYCTpaHHa
Touka 4.4) OCTpa TpaHc-
WJIKOMHHALKA HA
Hpuca (BX.
Touka 4.4)
HapyuweHus [llym B yuiute
Ha YXOTO M HapyiieHne Ha
nabupunra* CityXa, BKI.
rayxoTa
(06HKHOBEHO
obpatnma)
Copneunn Yavmxasawe | Yawaxkasawe | KamepHu Heonpeaeneuu
Hapywenus** | Ha QT npwu Ha QT (Bx. TaXHAPHTMHH apUTMHUH
[TALHEHTH C Touka 4.4) Cunxon (T.e. Torsade de
xanokanueMu | INannuraunu 0CTpa M pointes (8.
1 (BX. TOYKa Taxukapaus KpaTKOTpalina Touka 4.4)
4.3 ud44) [TpeacupaHo sary6a CbpaeueH apecr
MBbXKIEHE Ha Ch3HAHUE) (BA. Touka 4.4)
CreHOoKapaunn
CbaoBH Baso- XUMepToHHs Backynaur
HapyweHus™** aunarauus XHMNOTOHHA
Pecnuparop- 3anyx
HH, FPBAHH H (BKIIIOUH-
MeaHa- TENHO
CTHHAJHH ACTMATHYHH
HapyWeHNA CHCTOAHUSA)
lactpo- ["anene HamaneH Mucdarus
UHTECTHHAN- | [TospbllaKe aneTHT CToMaTHT
HH CromalHo- MPHEM Ha Cabp3ah ¢
HApYLIEHHR ypesHa XpaHa aHTHOUOTHLM
H KOPEMHA zlauncenkencuﬂ KONUT {BKA,
605Ka tD.rlaw- [CeBnoO-
Huapus P MeMOpaHo3eH
[acTpuT KOJIMT, B MHOTO
Mosuiena PEAKH ClTy'aH
aMunasa CBbP3aH €
*KHBOTO-
3aCTpalllaBaluH
YCNOKHEHHA, BK.
TouyKa 4.4)
Xenaro- [ToBhuzeHH YepHo- XKuarensua DOyAMHHAHTEH
GunuapHH TpaHc- apobHo Xenarut XEMaTHT,
Hapy LLEHNS aMMHA3H yBpexaaHe (NpexUMHO NOTEHUXATHO
{BK. XONECTATHYEH) soneLl 00
MOBHILUEHA ¥HUBOTO-
LDH) 3acTpallasalla
[loBuineH 4epHO-
Ounupy6uH npo6Ha
[loBHieHA HenoCTa-
rama- THYHOCT (BK.
TyTamui dbaTanuu
TpaHcQepasa CITyuaH, BiK.
[loBuinaBaHe TO4Ka 4.4)
Ha ajKanHa
¢ocaraza B




HapyuieHus Cupbex byno3nu koxHu | OcTpa reHepa-
Ha KOXaTa Ob6pus PCaKLMH KAaTo nU3HpaHa
NOAKOXKHATA Yprukapus CHHAPOM Ha €K3aHTEMaTO3Ha
ThKaH Cyxa koxa Stevens- nyctyno3a (AGEP),
Johnson nnu JlexapcTBeHa
TOKCHYHA peakums ¢
enuaepManHa €O03HHOHUANA H
HEKpO.IU3a CHCTEMHHU CHMITTOMH
(noTeHuHaNHO (DRESS) (BX. TOuka
XKHBOTO- 4.4), pukcHpaHa
3aCTpallaBalla, | NekapcTBeHa
BX. TOuKa 4.4) EPYNLHA, PEAKLUHH HA
(hOTOMYBCTBUTENIHOCT
(BK. TO4Ka 4.4)
HapyweHus ApTpanrus TeHanHuT {Bx. Pa3kncBaHe Ha Pabaomuonuza
Ha MYCKYJTHO- Muanrus Touka 4.4) CYXOXKWIHE (BX.
CKEJleTHaTa MyckynHu To4Yka 4.4)
CUCTEMA H Kpammnu ApTpHT
CbEAHHH- Myckynuu MyckynHa
TEtHaTa criazMu PHTHAHOCT
TbKah* MycKyHa ObocTpane Ha
cnabocT CHMIITOMA-
THKATa Ha
MHACTEHUA
rpaBuc (Bx.
To4Ka 4.4)
HapyeHus Hexunpa- brx6peuHo
Ha OBOpeunTe Talus yBpesxaHe (BKI.
H MAKOYHNTE nosuiern BUN
MLTHLIA H KPpEaTHHHH)
b1OpeuHa
HEOCTATHYHOCT
(Bx. Touka 4.4)
O6wu PeakuuH Ha Obuio OTtok
HApYLIEHHA H | MACTOTO Ha Hepa3sno-
e(exTy Ha HHXEKTH- JIOXEHHUe
MACTOTO Ha paHe H (npeanmHo
npuAoKeHHE* | MHGY3HpaHe aACTEHMA WM
ymopa)
bonezHeHn
ChCTOSHUA
(BKn. Honka B
rvpba,
TbpAMTE, Ta3a
H
KpaHHHULHUTE)
HanoTaBaue
(Tpomb0-)
pnebur Ha
MACTOTO Ha
HHdy3MpaHe

* CvobluaBa ce 3a MHOTO pelKH Cly4ad Ha NMPOABILKHUTENIHH (A0 MECELIH MK TOAHHH),

HMHBaNHAK3HpallKY B NOTEHUUATHO HEODPATUMH CEPHO3HHU NEKAPCTBEHH pEaKLHH, 3acCAraliv HAKOJIKO,
MOHAKOTa MHOIO CHCTEMO-OPraHHH KAacOBE H CeTUBA (BKJIKOYHTEIHO pEaKLHH KaTo TCHQMF
pa3KbCBaHe HA CyXOXKHIIHKE, apTpanrus, fonka B KpaiHULKMTE, HapyLLIEHHE Ha NOXO0AK] % -.
CBbP3aH4 C NAPECTe3HH Y HEBPAJITHA, YMOpa, NCHXHATPHUYHH CHMNTOMH (BKIIIOUYHTE #
Ha CbHA, TPEBOXKHOCT, NMPUCTBHNH HA NaHHUKA, JEMPECHA H MHCIIH 3a camMoyOuilcTBoO) 1@ HIBEEAR T X
MamMeTTa M KOHUEHTPALMATA H YBPEKAAHE HA CNTYXA, 3PEHHETO, BKYCA H OGOHAHHETI)) BYB "&- T

ot



ynoTtpebaTa Ha XHHONOHH H (1YOPOXUHONOHH, B HAKOH C1y4aH, HE3aBHCHMO OT Beye
CBLUECTBYBALUIMTE PUCKOBH daxTopu (Bx. TOUKa 4.4).

** [Ipu naumeHTHTE, NpYEMaLIH GIIYOPOXHHOIOHH, Ca ChOOLIEHH ClyYaH Ha aHEBpHU3IMA H IHCEKaLINA
HAa aopTaTa, MOHAKOra YCNIOKHEHH NOPaAH Pa3KbCBAHE (BIIIOUWTENHO C JIETANEH H3X0A) U
perypruTauus/HeA0CTATHYHOCT HA HAKOW OT ChPIACYHHUTE KJ1anu (Bxk. Touka 4.4).

Crneauure HexeslaHW peakUMM ¢a ¢ NO-BUCOKA YeCTOTa B MOArpynaTa NaUMEHTH, NEKYBAHH

HHTPAaBEHO3HO, ChC WAK Oe3 nocaeaBala nepopanya Tepanua:

Yectu: [ToBHiLeHH CTOMHOCTH Ha ramMa-riyTamua TpaHcgepasa.

HeuecTtu: KamepHu TaxHapHTMHH, XUTIOTOHHA, OTOK, CBbP3aH ¢ aHTHOMOTHLIH KOJTHT (BKJ1.
ncesaomMeMOpaHoO3€eH KONMMUT, B MHOIO PEAKH Cly4aH CBbP3aH C JKMBOTO3ACTpaLlIAaBaLLH
YCJIOXKHEHHA, BX. TO4Ka 4.4), repuoBe, Bk, grand mal npunaaeuu (BX. Touka 4.4),
XaltoLHHAUWH, 6b0peuHo yBpekKaaHe (BKAKOUHTEHO MOBUILEHA Ypes Y KPeaTHHHH),
ObOpeuHa HeaocTaTbYHOCT (BXK. TO4Ka 4.4).

MHoro paako ce ¢»00L1aBa 32 CNEIHHTE HEXENAHH PeakLMH CeNl JIeUeHHe e APYTH
¢bIyOPOXHHOJIOHH, KOMTO € Bb3MOXKHO /1 CE NOABAT YU NPH JISHEHHE C MOKCHQIOKCALIMH: MTOBULLIEHO
BbTPEYEPENHO HalsraHe (BKJIIOYHTENHO NCeBAOTYMOP LiepeOpH), XMNEpHATPHEMHUS,
XHMEepKaATUHEMHUA, XEMOIUTHUHA AHEMMS.

CoofL1aBaHe Ha NOAO3IUPAHH HEKENAHH PEaKLHH
CvobLiaBaHeTo Ha NMOAO3HPAHH HEXENaHH peakUuWH clie paspeLlasaHe 3a ynotpeba Ha nekapcTeeHHus

MPOAYKT € BaxHo. ToBa No3BonABa Ja NpoAb/HKH HaONOACHHETO HA ChOTHOLIECHHETO NO3a/PHCK 3a
neKapcTBeHUA NpoAyKT. OT MEAHLHHCKHUTE CIELIMATUCTH C€ H3MCKBA Ja Cbo01laBaT BCAKa
noao3vpaHa HeenaHa peakLMs upes

HanmbaHUTENHA areHuMs o NeKapcTeara

yi. ,,JdamsaH ['pyeB” No 8

1303 Codus

Ten.: +359 2 890 3417

yeOcaiiT: www.bda.bg

4.9 Ilpenozmpane

Hama cneunipruHy KOHTPAMEPKH, KOMTO Aa C€ NMpenopbyaT el cayvaidHo npejosupane. B ciyyai
Ha npeno3upaHe, cieaBa Aa ¢¢ NpeANnpPHEME CUMATOMATHUHO neyeHHe. Tpsabsa na ce MoHHTOpHpa
EKT, nopanx Bb3MOXHOCT OT yab/kaBaHe Ha QT uHTeppana. EJHOBpEMEHHO NPUNOKEHHE HA
aKTHBeH BbrieH ¢ 103a 400 mg nepopanieH WM HHTPABEHO3EH MOKCH(IOKCALMH Le peayLHpa
CHCTEMHATA HATMYHOCT Ha JiekapcTBoTO ¢ noBede ot 80% wnu cvorseTHo 20%. H3nonssanero Ha
AKTHBEH BBIIEH B Ha4a/loTO Ha abcopdumuaTa MOXKE Na € N0Je3HO 32 NPEACTBPATABAHE HA NMPEKOMEPHO
MOBHLIABAHE Ha CUCTEMHATA EKCMNO3HLMUA HAa MOKCH(IOKCALIMH B CIIyYaH Ha NEpPopanHo NpeaosupaHe.

5. ®OAPMAKOJIOIHYHU CBOHCTBA

5.1 QapmakoIHHAMHYHH CBOHCTBA

PdapmakoTeparnieBTHUYHA rpyna: XHHOMOHOBH aHTUOAKTEpHaANHM cpeacTBa, GayopoxuHonouu, ATC
xon: JOIMAI14

MexaHu3bM Ha JelicTBHE
Moxkcudnokcaunn HexndbHrpa dakrepuaninte Tononwsomepasu Tun 11 (JIHK rupasa u Tono
1V), HeoOXxoaMMH 33 pENIHKALMATA, TPRHCKPHNUMATA H BL3CTAHOBABaHE Ha DakTepu

®dapmakoknHeTHuHa/hapMaKoaHaAMHYHA BPb3Ka

(DH)’OPOXHHOJ'IOHHTB ACMOHCTPHPAT 6&KTEPHLI,H.HHOCT, 3aBHUCCLIA OT KOHUCHTPAlUH




dapMakoAMHAMHYHY M3CREABAHHA HAa (IYOPOXHHONOHH B 3KHBOTHHCKH MOJE/IH Ha HH(EKLIMA U B
U3TIUTBAHWA MPH XOpa MOKAa3BaT, Y€ OCHOBHATA IeTEPMHHAHTA 33 €PHKACHOCT € ChOTHOLLIEHHETO
AUC24/MIC.

MexaHH3bM Ha PE3HCTEHTHOCT
Pe3ucTeHTHOCT KbM (PJIyOPOXHHOJIOHW MOXeE Aa ce pa3Bue upe3 MyTauny Ha JIHK rupasa u

TononsoMmepasza V. JIpyru MexaHu3MH Ha PE3MCTEHTHOCT MOTAT [1a BKIIOUBAT CBPBLXEKCIPECHA Ha
e(yKC TIOMHUTE, HENPOHHLIAEMOCT H NpoTeHH-Meauupana nporekuus Ha JIHK rupasara. Tpabsa na
C€ O4aKBA KPbCTOCAHA PE3UCTEHTHOCT HA MOKCHU(DNOKCALIMH € APYTH PITYOPOXHHOIOHH.

AKTHBHOCTTA HA MOKCH(DIOKCALLHH He Ce MOBIHABA OT MEXAHHU3MHTE HA PE3UCTEHTHOCT, KOHTO Ca
cnieuMdHUHHM 32 aHTHOAKTEpUANHUTE CPEACTBA OT APYrd KJIAaCOBE.

[‘paHWYHK CTOMHOCTH
EUCAST xnuununn MIC 1 auck-audy3usa rpaHiyHu CTORHOCTH 32 MOKcHdnokcauun. (01.01.2015):

MHKpOOpPranu3bLMm YyBCTBHTEHH Pe3ncTenTten
Staphylococcus spp. <0,5 mg/l > | mg/l

> 24 mm <2| mm
S. pneumoniae <0,5 mg/l > 0,5 mg/l

> 22 mm <22 mm
Streptococcus I'pynu A, B, C, G <0,5 mg/l > 1 mg/l

> 18 mm < 15 mm
H. influenzae <0,5 mg/l > 0,5 mg/l

> 25 mm <25 mm
M. catarrhalis <0.5 mg/l > 0.5 mg/l

> 23 mm <23 mm
Enterobacteriaceae <0,5 mg/l > 1 mg/i

> 20 mm < 17 mm
BunoBo HeCcBLp3aHH rPaHUUHH <0,5mg/l > | mg/l
croliHocTu*
* BunoBO HeCBbP3aHHUTE MPAHHUYHH CTOHHOCTH Ca onpeaeeHH OCHOBHO Ha Ha3aTa Ha
dapmakoknHeTHYHH/hapMakoIHHAMHYHH JaHHHU H He 3aBHCAT OT MIC pasnpeaeneHHeTO Ha
onpeaeneHy suaose. Te ce U3NON3BaT camMo NpU BUAOBE, KOUTO HAMAT BHIOBO CHELH(PHYHA
rpaHHLIa M HE CE W3MOM3BaT NPH BUAOBE, KbAECTO KPUTEPHHTE 3a HHTEpPNpeTHpaHe NpeacToH Aa
ObAaT OrnpeneseH .

Mukpobnonoryuna 4yBCTBUTETHOCT
[Tpeobnanapaliara npuaoOHTa pe3MCTEHTHOCT MOJKE Ja BapHpa reorpadckH U ¢ BpEMETO 32

ornpeaeScHH BUAOBE U € HeoOX0AHMA NTOKAJIHE HHPOPMALMA 3a PE3UCTEHTHOCTTA, 0COOEeHO NpH
nedeHune Ha TeXXKH HHBexUMH. [Ipu HeoOX0AUMOCT cneaBa a ce NOTLPCH CHBET OT CNELMATUCT,
xoraTo npeo6iaaasaliaTa 10KajlHa PE3IUCTEHTHOCT 110CTaBs NOA BbIPOC H3MNOJA3BAHETO HA NPOAYKTa
NOHE NPH HAKOH BUAOBE HHPEKLUMH.

O0x49aliHO 9YBCTBHTE/IHH BHA0BE

Aepobnu ["pam-nogQKUTENHH MUKPOOPraHW3IMH

Staphylococcus aureus™”

Streptococcus agalactiae (I'pyna B)

Streptococcus milleri group* (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, §.
thermophilus)

Aepobuu ['paM-oTpHLATENHH MUKPOOPTaHH3MH
Acinetobacter baumanii

Haemophilus influenzae*

Legionella pneumophila

Moraxella (Branhamella) catarrhalis*

AHaepobHH MHKPOOPraHH3MH
Prevotella spp.

JIpyru” Muk raHu3Mu
Chlamydophila (Chlamydia) pneumoniae*
Coxiella burnetii

Mycoplasma pneumoniae®

BuxoBe, Ipa KOHTO NPHIOOHTATA PEe3HCTEHTHOCT MOXKe 1A MPEACTABINBA Npodiaem

AepoGHu ["pam-oTpuLIaTENHH MUKPOOPTaHU3MH
Enterococcus faecalis*
Enterococcus faecium*

Aepobuu ['pam-oTpHUaTENHd MUKPOOPraHU3MH
Enterobacter cloacae*

Escherichia coli**

Klebsiella oxytoca

Klebsiella pneumoniae*”

Proteus mirabilis*

AHaepoOHH MUKPOOPraHH3IMH
Bacteroides fragilis*

Oprannima ¢ gacjieaena pe3ACTEeHTHOCT

AepoOHu ['paM-oTpHLIATENHH MUKPOOPraHM3MH
Pseudomonas aeruginosa

* AKTHBHOCTTA € 100pe NEMOHCTPHpPaHa NpH KIHHUYHH NMPOYYUBaHHA,

"MeTHUMITHH PE3UCTEHTEH S. qureus UMa rojiaMa BEpOATHOCT 3a PE3HCTEHTHOCT KbM
payopoxuHonoHH. CbobLiasa ce 3a cTeneH Ha PE3HCTEHTHOCT KbM MOKCH(RoKcauuH > 50% npu
pe3UCTEHTEH KbM METHLHIUH S. aureus.

*ESBL- npoayuMpaini 11aMOBE Ca YECTO PE3UCTEHTHH KbM (DITYOPOXHHOOHH.

5.2 ®apmakoKHHETHYHH CBO#HCTBA

Abcopbuns u SuoHaANHUHOCT

Cnea eaHokparHa 400 mg nHTpaBeHO3HA 1-HOYacoBa MH(PY3U, MTHKOBH MIa3MEHH KOHLEHTPALIXH
npubnu3ntenyo 4,1 mg/l ca 6unu vabnronasauu B kpas Ha MHGY3UATA, CLOTBETCTBALUM HA CPEIHO
noBHilLaBaHe NPUOAH3IHTENHO 26% B CpaBHEHHE C MOBYILABAHETO Cl1€] NEPOPATHO NPHIOKEHHE

(3,1 mg/l). AUC croitHoctTa npubnnsutento 39 mg h/l cnea HHTpaseHO3HO NPHUAOKEHHE € MANTKO NO-
BMCOKa OT HabslonaeaHara ciel nepopaiHo npunoxenue (35 mg h/l), B chorsBercTBHE ¢ abconioTHata
SuoHannyHoOCT OT NMpubnuznrento 91%.

[py nauyeHTHTE HE Ce Hanara KOpPUrupaHe Ha N03aTa NOPaaH Bb3PACT K NOA MPH HHTPABEHO3EH
MOKCH(IOKCALIHH.

Pasnpenenexue




Mokcudinoxcauut ce pasnpeaens Obp30 B €KCTPaBaCKyJJIapHOTO NpocTpaHCTBO. O0eMbT
Ha paznpeaenerue (Vss) B cTauMOHapHO cheTosHue € npubnnsurenno 2 Vkg. [lpu in
VIlro U ex vivo OTNWTH € JI0Ka3aHO, Y€ CBbP3BAHETO C NPOTEHHH € npubnuzurento 40-
42%, He3aBUCHMO OT KOHLUEHTPALIHATA HA JiekapcTBOTO. MOKCH(IOKCalWH ce CBbp3Ba
FMABHO ChC CEPYMHHUTE aOYMHHH.

MakcHManHH KOHUEeHTpaunH, csoTeeTHO 5,4 mg/kg W 20,7 mg/l (cpeaHo reoMeTpHuHM), C€ OCTHraT
B OpOHXHAJIHaTa MYKO3a H B ENIHTE/IHATA NOKPABHA TEYHOCT 2,2 4aca CJIE] NEPOPATHO NPHIIOKEHHE.
CHoTBEeTHATA MUMKOBA KOHLIEHTPALMSA B ajIBEO/IAPHHTE Makpodary Bbanu3a Ha 56,7 mg/kg.
Konuentpaumu 1,75 mg/l ca HabnrogaBaHy B TEUHOCT OT KOMKHH Be3WKynH 10 yaca cnen
MHTPABEHO3HO NpuinoxeHne. B HHTEpCTHLIMATHATA TEYHOCT Ca YCTAHOBEHH HECBBP3aHH Npodunu
KOHLEHTpaLMs BpeMe, NOAOOHH Ha Te3H B rU1a3MaTa, C MUKOBH KOHUCHTPAUMH Ha CBODOAEH
mokcudnokcaums 1,0 mg/1 (cpeaHo reomeTpHuHu), AOCTUIHATH npubnusuTenHo 1,8 vaca cnen
WHTPABEHO3HO MPUIIOKEHHE

buoTpaHchopmalna

MokcHudnokcauuH e noaloxkeH Ha buoTpancdopmauus ¢asa Il u ce ekckpetupa upes 6sbpenuTe
(okono 40%) u xxnbukaTta/pexanuute (0kono 60%) KaTo HENPOMEHEHO NEKAPCTBO, KAaKTO H NoA
dopmara Ha cepHo creauHeHue (M1) u rmokyponug (M2). M1 u M2 ca eauHcTBeHUTE METAOONHTH
OT 3HauYeHHe MPH XOopaTa, KaTo M BaTa ca MHKpOOMOIOrHYHO HEAKTHBHH

[Mpn xnuHHuHK NpoyyBaHus ¢asza [ ¥ in vitro npoy4BaHua He ca HabMOAABAHH METADOUTHH
chapMakOKXHHETHYHH B3aUMOJEeHCTBHA C APYTH JIEKapCTBa, NOLIOXKEHH Ha OHoTpaHchopMmaums dasa 1.
¢ y4yacTHero Ha UMToXpoMm P450 ensumu. Hama 1aHHM 32 OKCHIATHBEH META0ONH3IEM.

EnumMHHHpaHe

MokcndniokcaunH ce eNMMHHHPA OT J1a3MaTa CbC CPEASH TEPMHHANIEH MONYXXUBOT NPHOIUIUTENHO
12 yaca. CpeaHvaT anapeHTeH TOTaJIEH TeNeCeH KIUWpBbHC cnea go3a 400 mg sapupa ot 179 no

246 m!/min. Cnea 400 mg uHTpaBeHO3Ha HHDY3KA BB3CTAHOBABAHETO HA HEMIPOMEHEHO JIEKApPCTBO OT
ypHHaTa € npubnusurento 22% u ot ¢pekanuute npubnusnrento 26%. BracTtaHoBsBaHeTO Ha K03aTa
(HENPOMEHEHO NeKapcTBO H MeTaboNHTH) 00O AocTHra 98% cnen HHTPaBEHO3IHO MPHIIOKEHHE Na
nekapcTBoTO. bBOpeuHnaT KnHpeHe e okono 24 — 53 ml/min, koeTo npeanonara yacTH4YHa TyOynHa
peabeopbumsa Ha nekapcTBOTO OT ObOpeLMTe. EAHOBPEMEHHOTO NPHNOKEKHE HA MOKCH(PIOKCALIHH C
pPaHHTHANWH WIH NpobeHeun He npoMeHs O1LOpeuHHs KIHPBHC Ha OCHOBHOTO CHEAHHEHHE,

bbrOpeUyHO yBpekKaaHe

DapMaKOKMHETHMHUTE CBOMCTBA HA MOKCU(IOKCAUMH HE Ca 3HAYMMO PaVIHYHH NPH NALHEHTH C
6B6peuHO yBpeXaaHE (BIJIIOUHTENHO KPEaTHHHHOB KIMpbHC > 20 mi/min/1,73 m?). C noHwxkasaHeTo
Ha 6b0peuHaTa PyHKUMA, KOHUEHTpauMHTe Ha MeTabonauTta M2 (ratokyponua) ce noBULIABAT ©
dakTop 2,5 (Mpu KPeaTHHHHOB KIHpBHC < 30 ml/min/1,73 m?).

YepHoapoOHo yBpexaaHe

B13 ocHOBa Ha hapMaKOKHHETHYHHTE NPOYYBAHUR, MPOBEAEHH OO Cera NPH NaLHEHTH C
uyepHoapobHa HenocTtaTbuHOCT (Child Pugh A, B), He € BB3MOXKHO Aa ¢e OnpeaenH Jand umMa
pa3/IHYHg B CPaBHEHHE CbC 3ApaBH A0OPOBONUM. Y BpeaeHaTa yepHoApoOHa dyHKuMs ce CBLP3Ba C
MO-BMCOKA €KCMo3HiLKA Ha M1 B nna3mara, nokaTo eKCno3HUHATA Ha OCHOBHOTO ChEAHHEHHE €
CpPaBHHMA C €KCTNO3HLIMATA MPH 3ApaBy n0OpoBoaLUH. HAMa JOCTaThYHO ONMKUT NPH KIIMHHYHA
ynotpeba Ha MOKCH(IOKCALIHH NPY NMALIKEHTH ¢ YBpeaeHa yepHoaApoOHa GyHKUHA.

5.3 IlpeaxnnanvHn JaHuH 32 fe3onacHoCT




B kOHBEHUHOHAIHH NPOYYBAHHA ¢ MHOFOKPATHO A034PaH, MOKCH(NOKCALIMH NoKa3Ba XeMaTo0rHYHa
TOKCHYHOCT M XENAaTOTOKCHYHOCT NIPH IPu3auy M He-rpu3adn. TokcHuHu epexkty Bopxy LHC ca
HabaionasaHu npy MaiuMyHH. Tesn edexTn ce nposBABAT CJie] NPUAAraHe Ha BHCOKH 103H
MOKCH(IOKCALIMH MK ClIEd NPOABIAKHTENHO JICHEHHE.

[lpu Kydeta BUCOKHTE nepopanHu Ao3d (> 60 mg/kg), Boaewm no niasmMeHn KOHUEHTpaUuHH >

20 mg/l, BoasT 10 NPOMEHH B €1EKTPOPETHHOTPaMaTa M B H30JIMPAHH CAy4aH a0 aTpodus Ha
peTHHaTa.

Cnen MHTPaBEHO3HO NPWIOKEHHE HAXOAKHTE, MOKA3ATENIHU 32 CHCTEMHA TOKCHYHOCT ca OHiH no-
CHNTHO W3Pa3eHH, KOraTo MOKCH(IOKCaLMH C Npunarad kato bonyc nrkexuus (45 mg/kg), Ho He ca
nabntoaasanu Korato Mmokcudnokcaurt (40 mg/kg) e npunaran nog popmara Ha OaBHa HHOY3uA B
Npoab/iKeHHe Ha 50 MHHYTH.

Cnepn vHTpaapTepHalHa HHXEKUMA ca HaboaaBaHU BL3NAIUTENHH IPOMEHH, 00XBaLaLIH
nepHapTepHATHUTE MEKH TbKaHH, KOETO [10Ka3Ba, Y€ HHTPAAPTEPHANHOTO NPUNOKEHHE HA
MOKCH(pokcauuH Tpabea na ce u3barsa.

MOKCH(AOKCALMH € TEHOTOKCHYEH B H3CNEABAHHMA IN VItro ¢ H3NOJ3BAaHETO Ha OaKTepHH UNH KIETKH OT
oo3atinvum. [pn n3cneasannd in vivo He ca yCTaHOBEHM AaHHM 32 MeHOTOKCHYHOCT, HE3aBHCHMO OT
dakTa, ye ca U3MONIBAHH MHOTO BUCOKH 103H MOkcH(nokcauuH. MokcH@aokcallMH He e
KapLHMHOMEHEH B NPOY4BaHHA NPH IIHXOBE.

In vitro MOKCH(IOKCALKMH (10Ka3Ba CbPACHHH eNEeKTPOPH3HOIOrHYHH CBOHCTBA, KOMTO MOraT Aa
Obaar npyuMHa 3a yabhxaeane Ha QT uHTepBana, Makap v MpH BUCOKH KOHLICHTPALMH.

Cnen uHTpaBeHO3HO NMpUIOXKEHHe Ha MOKcH(IokcaukH Ha KyyeTta (30 mg/kg undy3supan 3a 15, 30
HaH 60 MHHYTH) cTeleHTa Ha yabbkasane Ha QT unTeppana e Ouna B sCHa 3aBUCHMOCT OT CKOPOCTTA
Ha HHY3HA, T.€. KOJNKOTO NO-KpaTkara € HH(Y3HATa, TOJKOBA NO-H3PA3eHO e yabmkaBaHeTo Ha QT
uHTepBana. He e ycraHoeeHo yabwnxkapaHe Ha QT unTepsana, korato 103a 30 mg/kg € nHpy3HpaHsa 3a
60 MHUHYTH.

PenpoayxkTuBHHTE NpOyYBaHUsA, MPOBEACHH C ILTbXOBE, 3aHLM H MAHMYHH [0Ka38aT NPEMHWHABAHE Ha
MOKCH(IOKCALMH Mpe3 raueHTaTa. [IpoyuBaHuaTa Npy MIbXoBe (MEpOPaANHO U UHTPABEHO3HO) H
MaiiMyHH (MepopanHo) He AaBaT JaHHH 3a TEPATOreHHOCT HJIK YBpPEXAaHe Ha (pepTHINTETA ClieA
NpUIcKeEHHE Ha MOKCH(okcaluH. Jleko noBuilieHa YecTOTa Ha MAI(POPMaLIH Ha NPELLICHH H pebpa
ca Ha0/100aBaHK Npy peTycHTe Ha 3aiiiy, HO camo npH ao3a (20 mg/kg 1.v.), koeTo ce cBbp3Ba C
TEXKa TOKCHYHOCT 3a Maiikata. HMa noeuiueHa yectora Ha abOpTH NpU MaiMyHH H 3aiLiM NpH
TEpaneBTHYHH MIa3MEHU KOHLIEHTPALMH 3a Xopa.

H3BecTHO €, UC XHHONOHHUTE, BKTHOYHTCITHO MOKCH(’)HOKC&L[HH, NMPUYHHABAT JIE3UH BBPXY XPYLIdJia Ha
rOJICMHTE CTABHU MNMPH HEJOCTHIHATH NMONOBRA 3pENOCT KHBOTHH.

6. GAPMAUEBTHYHH JAHHHN

6.1 ChnHchbk HA TOMOMHARTE BEINECTBA
Hatpues xnopua

Hatpues nakrart, pa3Tsop

Bona 3a vHXXeKLIHH

6.2 HecCchBMECTHMOCTH

Cnennure HHPY3HOHHH PA3TBOPH €A HECHBMECTHMH C MOKCH(NIOKCAUHH HH)Y3H

Hatpues xiopua 100 mg/ml (10%) n 200 mg/mli (20%) pazrsopu




Hatpuer 6ukapbonar 42 mg/ml (4,2%) n 84 mg/ml (8,4%) pasrBopu

To3u nekapcTBeH NPOAYKT He TpAORA [ia ce CMecBa € APYTH JIEKAPCTBEHH MPOAYKTH, C H3KIIOYEHHE HA
MOCOYEHHUTE B TOUYKA 6.6.

6.3 Cpok Ha roanocrT

5 roanHK

TpsabBa na ce H3n0N3Ba BegHara cjiel NbLPBO OTBapSHE.

6.4 ChnenuaaHH yCJIOBHA 32 ChbXPaHCHHE

To3u nexkapcTBeH NMPOIYKT HE M3UCKBA CNELUMATHH YCIOBHA 33 CEXPAHEHHE.

6.5 Bua H chALpKAHAE HA ONMAKOBKATA

250 m! croeiuiena OyTunka (be3userna, Tun Il), 3aneyarana ¢ xnopobyTun/OyTHn rymena samnyianka
{eTnsieH TeTpadyOPETHIEHOBO TIOKPHTHE) M ATYMHHHEBA KaMnaykKa ¢ r/1acTMacoB0 OTKBLCBALIO ¢
Karnaue.

Bcaka 6yrunka cbabpxka 250 ml undy3nonen pastsop. Hannuuu ca onaxosku ot 1, 5 unu 10
OYTHAKH.

He BcHuky BHOOBE OMakoBKH MoraT Aa 6baat mycHATH Ha rasapa.

6.6 CnennaJnH npeaAnas’HH MePKH NPH A3XBLPJSHE H paboTa

To3u mpoaykT € caMo 3a eOHOKpaTHa ynorpeda. HensnonasaunaT pazrsop TpabBa aa ce H3XBBLPIU H
113 C€ YHHIIOXKH B CHOTBETCTBUE C MECTHHTE H3UCKBAHHA.

Cneanurte WH}pY3HH, C€ CHUTAT 32 CbBMECTHMU ¢ MokcHdokcauuH 400 mg/ 250 ml undy3snonen
pa3TBOP M MOTaT Ja c€ NMpUaratr ¢IHOBPEMEHHO:!

Boaa 3a uibkekunH, HatpHes xiopua 9 mg/ml (0,9%), narpuee xnopua 1 mol/1 (1 molar), rmroxoza
50 mg/mi, 100 mg/ml, 400 mg/ml (5%/10%/40%), kcunuron 200 mg/ml (20%), paszreop Ha Ringer,

HaTpueB JaKTat pasteop (pa3Tsop Ha Hartmann, Ringer Jlakrat pasreop).

MokcupnokcauuH HHPYIMOHEH pa3TBOp He TpAOBa Aa ce BIMBA €HOBPEMEHHO € JPYTH JIeKapCTBEHH
NPOAYKTH.

L[a HE CC U3NON3Ba, akO UMa BHAHMH 4YaCTHUH HJIH aKO pa3TBOPBLT € MBTCH.

7. [IPHTEXATEJ HA PAPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoseHusn

8. HOMEP HA PASPEIIIEHHETO 3A YIIOTPEBA

Per. No: 20160104

9. JATA HA ITBPBO PA3ZPEINABAHENIOXHOBABAHE HA PA3PE
YIIOTPEBA




JlaTa na nbpBo paspetuapade: 30.03.2016
Jlata Ha nocneaHo noaHossBane: 31.10.2019

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
06 ®espyapu 2025

[Moapo6Ha nHdopmaims 3a TO3M JeKapcTBEH NPOAYKT € NpeocTaBeHa Ha yebcaiTa Ha
UsnbanuTenHara areHuMs no nekapcraara http://www.bda.bg.




