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1. HME HA JIEKAPCTBEHUS ITPOAYKT T KapaKMeDUCMUKa Ha Npogyxma T |

Monokcut 400 mg dunmupanu TadbiaeTkH Daana; P e e i

Moloxin 400 mg film-coated tablets s 6 6 O L6 24 -07- 2024

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB I

Besika punmupana tabneTka cbhabpika MOKCH(IOKCALMHOB XHAPOXJIOPHA (moxifloxacin
hydrochloride), ekBuBanenten Ha 400 mg mokcuduiokcaumH (moxifloxacin).

34 NbJIHUS CINUCHK HA NMOMOILIHUTE BELLECTBA, BUXKTE TOUYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

(bOuimupana Tabierka.

DunmupaHuTe TadJETKH Ca TbBMHO PO30BH, ABOHHOW3ITBKHAIM, MPOABJITrOBaTH TaOJIETKH C pa3MepH:
abmkdHa 15,9 mm — 16,6 mm v wmpuua 5,8 mm — 7,0 mm.

4. KJIUMHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

Mosiokeud 400 mg ¢uamupanu TabJIeTKH ca MOKa3aHH 3a JIeYEHHE Ha Clle/IHMTe DaKTepHallHU
HH(DEKLKMU MPH NAUMEHTH Ha | 8-roauniLIHa Bb3pacT U M0-Bb3pACTHH, MPUUYUHEHH OT DAKTEPHH,

4yBCTBUTE/IHW KbM MOKCH(IOKcALMH (BXK. Toukn 4.4,4.8 u 5.1).
[1pu cneaHuTe nokasaHus MosIOKCHH TpsiOBA Ja ce M3MOoJI3Ba CaMO KOraTto ynorpedara Ha 1pyri
aHTHOAKTEPHAIHHU CPEe/ICTBA, KOUTO OOMKHOBEHO Ce MPenopbuBaT 3a J€YEHHUE HA Te3H MH(]EKLMH,Cce

CMATAa 3a HEMOAXOAAla .

- OcTbp DaKkTEpUAIEH CUHY3UT

- OcTtpa ek3auepdalus Ha XpOHHYHA OOCTPYKTHUBHA 0eJ10/1poOHa 00J1eCT, BKIIKOUHTEIHO OPOHXHT

[Tpu caeanure nokasaHus MosokCHH TpsOBa /1a ce M3MOoJ3Ba CaMO KOrato ynorpedara Ha Apyru
aHTHOAKTEepHA/IHK CPEICTBA, KOUTO OOMKHOBEHO C€ MPENOpPbUBAT 3a MbPBOHAYAIHOTO JICYEHHUE HA
Te3U UH(DEKLIMM C€ CMATAT 32 HEMOAXOAALUM HJIM KOraTo JISYEHHETO Ha MH(peKuusaTa e Ouio

HEYCIELIHO:

- [TpraoOuTa B 0OOLIECTBOTO MHEBMOHHUS, C H3K/IHOUYEHHE HA TEXKKHUTE (POPMH

- Jleka 10 yMepeHO u3pa3eHa Ta30Ba Bb3najiure/Ha 0onect (Hanp. HHOEKUMKU Ha JKEHCKUS TOpEH
FeHUTAJIEH TPAKT, BKJIFOUUTETHO CAIMMUHIUT U €HAOMETPHT), 0€3 HaJIMuKe Ha CBbp3aH Ty0o-

OBapHaJsIeH WK Ta30B adcLec.

He ce npenopbuBa ynorpedara Ha Mosokcud 400 mg ¢puimupanu tabjieTKH KaTo MOHOTEpanus 3a
JleYeHHKe Ha JieKa 10 yMepeHa Ta30Ba Bb3najaurenHa 0oJiecT, a TpsadBa 1a ce npuiara B KOMOMHaLMA C

JPYro noaxoAsilo aHTHOAKTepHaAIHO CPeACTBO (Hanp. uedanocrnopuH) nopaa yBejauy




MonokcuH 400 mg ¢dunmupany TabNeTKH MOXKE Ja Ce U3MO3BA K 33 3aBbPLUBAHE HA KYPC Ha JICHEHHE
[P NalHEHTH, KOMTO Ca MoKa3aiu nogodpeHHe Mo BPEME Ha MbPBOHAYAIHOTO JIEUEHHE C
MHTPaBEHO3€H MOKCH(IOKCALMH 32 CACAHUTE NMOKa3aHUA:

- [IprnoGura B 061LECTBOTO NHEBMOHHS

- YcnokHeHU MHPEKUHHY Ha KOXKAaTa H KOKHHTE CTPYKTYPH

Monokcuu 400 mg dunmupany Tabnerkun He TpAOBa Aa ce U3MOM3Ba 3a 3aNOYBAHE HA TEpamnus 3a
BCEKH THIT HH(PEKLMSA HA KOXKATA U KOXXHUTE CTPYKTYPH UAH MpH Texka popma Ha npuaodura B

ODIHECTBOTO MHEBMOHHUA.

Tpabsa na ce B3emMe npeAsua 0QHUHATHOTO PLKOBOACTBO 32 noaxojdilara ynorpeda Ha
aHTUOaKTepHaIHH CPEACTBA.

4.2 To3HpOBKA H HAYHH HA NPHI0KEHHE

J103UpOBRKa
[HpenopbunTenHara Ao03a e eaHa ¢punmupana tabnerka 400 mg eauH muT AHEBHO.

[TauneHnTH ¢ OLOpeUHO YBpekaaHe MepHOAPOOHO YBpEKAAHE
He e HeoOxoaMMa KOPEKLIAA Ha J03aTa NPH NALMEHTH C JIEKO A0 TeXKKO yBpeaeHa ObOpeuHa (pyHKUKA

WJIM NP NAUKWEHTH Ha XPOHHYHA XEMOAHAK3a T.€. XEMOJHAIHW3a B NPOABKHTENIHA aMOynaTopHa
nepyuTOHealHa Auanu3a (BXK. Touka 5.2 3a noseue nogpodHOCTH).

Hsama gocTaTbyHO JaHHH 3a MaLMEHTH C YBpeAeHa YepHoIpoOHa pyHKuHA (BXK. TOuKa 4.3).

[TaumeHTH B HarnpcaHalia BRb3pacT H APYIrd CNCLHAIHH DONyJadliHH
He e HeoboxonuMa KOpPCKLUMA HA A03aTa HPH NMALUKCHTH B CTAPYCCKA Bb3P4aCT H INPH NMAIIHCHTH © HHCKO
TENECHO TCI 0.

IlegnaTprUyHa nonynauus
MokcudroKcauMH € NPOTUBONOKAa3aH NMpH Acua v 1oHoWH (< 18 rogunu). EduxacHocTTa M

0e30MacHOCTTa HA MOKCH(NIOKCALMH NPU AcUa H IOHOWH HE Ca YCTAHOBEHH (BXK. TO4uKa 4.3).

HauunH Ha NpHIOKEHHE
dunmuparuTe TabneTky TpadBa [a e NOrTbLIAT LEIH, ¢ JOCTATHYHO TEYHOCT W MOTAT Aa € MpHUEMaT

HE3aBUCHMO OT XpaHa.

[MpOABLIKKRTENHOCT HA NPHIOKEHHETO
MonokcHH 400 mg ¢punamupanu Tabaetku TpadBa aa ce MPHEMart CbC CJIEAHATA POIBDKHTENTHOCT:

- OcTpa ex3anepbauus Ha XpoHU4YHA 0OCTpPYKTHBHA benoapobua donecr,

BKJTFOMHTENHO OPOHXHT 5-10 puu.
- [Ipnobuta B 06LIECTBOTO MHEBMOHMA 10 oum.
- Octbp 6aKTEpHANICH CHHY3UT 7 AHKH
- Jleka 10 yMepeHO H3pa3eHa Ta30Ba BL3NATHTEIHA DonecT 14 num,

Mokcudutokcauus 400 mg ¢puimMupany TabNeTKH ca U3CNEABaHH B KIMHAYHHY H3MUTBAHUSA C
NMPOABJDKHTENHOCT HA leYeHHeTo A0 14 OHH.

CexkBeHUHANHO (MHTPaBEHO3HO, NOC/IEABAHO OT NEPOPANHO) NEYEHUE

B KIMHWUYHM NPOYUBAHHA CHC CEKBEHUHATHO JICUEHHE MOBEYETO MALIUEHTH NPEMH
HHTPABEHO3HO KBM MEPOPATHO JIEYEHHE C MOKCH(IIOKCALIMH B paMKHTE Ha 4 OHH
00LECTBOTO MHEBMOHHA) HAH 6 AHU (YCIIOXKHEHH HH(PEKLMH HA KOXKATA M KOXKH



[IpenopbuskTenHaTa 0odLA NPOABIKUTENIHOCT HA HHTPABEHO3HO U NEpopanHo neueHue € 7-14 gum npu
npuao6uTa B 06WECTBOTO MHEBMOHUS W 7-21 AHM 38 YCIOKHEHH HHPEKLIMM HA KOKATE ¥ KOXKHHUTE

CTPYKTYPH.

[Ipenopsurrennara n03a (400 mg enuH NbT Ha AEH) M NIPOAB/DKHTEIHOCTTA HA JICYCHHETO 32
oKa3aHHETO, KOETO CE JIEKYBa, He TpAOBa aa ce HaABHILIaBAaT.

4.3 IlpoTHBONOKA3AHHA

- CBpBXYyBCTBHMTENHOCT KbM aKTHBHOTO BEWIECTBO, APYTH XHHONOHH WIIH KbM HAKOE OT
MOMOLHHMTE BELLECTBA, H3OpoeHH B TOuKa 6.1.

- BpemenHOCT M KbpMEHE (BXK. TOUKa 4.6)
- [laupenty noa 18-roavuIHa Bb3pacT

- [MauueHTH ¢ aHaAMHe3a 3a Bb3najieHHe Ha CYXOKHUNUA/HAPYUIEHUE, CBBP3AHO C JIEUEHHUE C
XHHOJIOHH

B npeaxnuHMYHM WU3NUTBAHUA K NMPH XOpa ca Hab/o1aBaHU NMPOMEHHU B Cbp/IeYHATa
eNeKTpoHU3NONOrHa ciief] IpuemaHe Ha MOKCH(IOKCaLWH, noa ¢opmata Ha yabikasaHe Ha QT-
uHTepsana. Ot cboOpakeHHa 3a 6€30MaCHOCT HA IEKAPCTBATA, MOKCH(IIOKCALIUH € MTPOTHBONOKA3aH
MpPH MaUUEHTH C:

- BpoaeHo nau noKkyMeHTHpaHO npHaodbuTo yabkaeane Ha QT-uHTepBana
- Hapywenusa Ha enekrponutHua HanaHc, 0coOEHO MNpH HEKOPHTHpPAaHA XUITOKATUEMUSA
- KnnHu4yHO 3Haunma Opagukapaus

- KnHHUYHO 3HaYUMa CbpACuHa HCAOCTATBHYHOCT C HAaMaAJ/ICHA JICBOKAaMCPDHA q:apaxuua Ha
HU3TJIACKBA4HE.

- AHaMHe3a 3a CHMITTOMAaTHYHH aPHTMHUH.

MokcudnokcauuH He TpabOBa Ja ce U3MOA3Ba 3aeHO C APYrH NEKapcTBa, KOMTO yAbKaBat QT-
HHTepBana (BxX. cbmo Touka 4.5).

[lopanu orpaHH4Y€HY KIHHUYHH AAHHH, MOKCH(IOKCALIMH € MPOTHUBOMNOKA3aH U MPU NALMEHTH C
yBpeaeHa uepHoapobHa pyukuus (Child-Pugh C) u npu naukeHTH ¢ noBULIEHHE HA TPaHCAMHHA3HTE
> 5 nbTH rOpHAaTa rpaHHLa Ha HOpMaTa.

4.4 CnenHaHH NpeIyNpPeKICHUS H NPEeANAIHH MEPKH NIpH ynorpeda

Ynorpebara Ha MOKCH(NIOKCaUHH TPAOBa Aa ce W3bArea Nnpy NaLKMEeHTH, KOUTO Ca UMAIH CEPUO3HH
HEXKENIAHU peakUHH B MUHAJIOTO NMpU yniotpeda Ha NPOOYKTH, ChABPIKALUH XHHOIOHH WITH
dbyopoxuHOAOHH (BXK. TOUKa 4.8). JleueHHeTo Ha T34 MaLMEHTH ¢ MOKCHGIOKCaLMH TpaOBa aa ce
3a1104Ba CaMo MPH JUNCA HA ANTEPHATUBHU Bb3MOXKHOCTH 3a JieYeHHe U Cjle]l BHUMaTeHa OLeHKa Ha
CHOTHOLIEHHETO NMON3a/PHCK (BK. CBLLIO TOYKA 4.3).

[Tosnzara OT AeHEHUETO ¢ MOKCHNOKCAUUH, OCODEHO NPYU MHDEKLIMKM C HUCKA CTENeH
TpsaOBa na 6bae cbobpaszeHo ¢ HHPopMauuaTa, cbabpkalna ce B Toukara "lIlpeaynpe
npeanasHd Mepku”.

Fl "“11‘

YabnkapaHe Ha QTc-uHTEPBAA U DOTEHUWATHK KIHHUYHHU ChCTOSHUA, CBBLP3aH
QT-uHTepraja.




JlokazaHo €, 4e NpH HAKOH NauMUeHTH MOKCH(NOKCaUKH yabDKkasa QTc-uHTepBana Ha
enekTpokapanorpamara. [Ipu adanus na EKI wicneasaHusaTa, nony4yenud B xoaa Ha nporpamara Ha
KIHHUYHHUTE H3MHUTBAHUA, yabkaBaHeTo Ha QTc-HHTepBana ¢ MOKcUdIOKCauuHs € 6 msec + 26 msec,
1,4% B cpaBHEHHE C HAYATHATA CTOMHOCT. ThHA KaTO NPH KEHUTE ce HabNK01aBa CKIIOHHOCT KbM NO-
yAbKeH n3xoaeH QTc-uHTepBan B CpaBHEHHE C MBIKETE, B3MOXKHO € TE Ja Ca NO-4yBCTBUTE/THH
KbM JiekapcTia, yab/pkasawy QTc-uHTepsana. [lauueHTr B cTapyecka Bb3pacT CbHIO MOraT aa Obnaar
No-AOAAT/IHBH Ha CBbP3aHH ¢ NeKapcTBOTO edekTH BbpXy QT c-uHTepBana.

JleueHue, KOETO MOXKE 1a HAMATKM HMBATa HAa Kanus TpsaOea Aa ce U3MoA3Ba € MOBHIUEHO BHUMAHUE
npyv NayMEeHTH, MOoNy4aBald MOKCH(pIOKcaluH (BA. Touka 4.3 u 4.5).

MokcudnokcauunH TpadBa aa ce U3no3sa ¢ NOBULIEHO BHUMAHHE NPH NALUEHTH C TEKYLLH
MPOAPHTMHUYHH ChCTOAHMA (OCOOCHO NMPH XKEHHU U MMALUHEHTH B CTapyecka Bb3pacT), KATO OCTpa
MHOKapaHa UCXEMUS WIH yab/kaBaHe Ha QT-uaTepBana, Thi KaTo TOBa MOXKE 11a 10BEIE A0
MOBHIIEH PHUCK OT KAMEPHHU apuTMHHM ( BKIIOYMTENHO torsade de pointes) M cbpaedeH apecT (BiK. CbLUO
Touka 4.3). CrerneHTa Ha yabkaBaHe Ha QT-uHTEepBana MOXKE 1a HAPACTHE C MOBHMLLABAHE HA
KOHUEHTpauMHTe Ha nekapcTsoro. [lopaad ToBa npenopbryMTENHATa A03a HE TpAOBa Aa ce
HaJBHLIABA.

AKO O BpEME Ha ICUEHHE C MOKCU(PIIOKCAUHMH CE MOABAT MPU3HALMK HA ChpJICUYHA apUTMHUA,
neueHuero TpadBa na ce npexparu # aa ce HanpaeH bKI'.

CBpbXUYYBCTBHTENHOCT/aNIepPriiHy peakLini

Hma cboOLueHHs 3a CBpbXYYBCTBHTETHOCT U aJIEprUdHH PeakUHUH ciell MbPBOTO NPHIOKEHHE Ha
Gy OPOXHHOIOHH, BKITIIOUUTENTHO MOKCH(I0OKCaLlHH. AHadUIAKTHUHHTE peaKLIMM MOTraT Ja
nporpecupar Ao *MBOTO3acTpalllaBall LIOK, AOPU CNEA MBPBOTO NpwioxkeHHe. B Te3u ciyyau Ha
KITMHHYHO NMPOABEHH TEXKKH PEAaKLIMH HA CBPBXYYBCTBUTEAHOCT APHIOKEHHETO HA MOKCH(IOKCAUHH
TpaOBa Ja ce NPEeYCTAHOBH W Aa CE 3aMOYHe NOAXOAALLO JleHeHHe (HanpUMep NevYeHUe Ha LI0Ka).

Texkn yepHoapoOHH HapYUICHHS

[1pu npunokeHHe Ha MOKCH(IIOKCALUHH HMa ChOOLIIEHH 3a CllyuaHn Ha (PYJIMHHAHTEH XENATHT,
NOTEHLUHANHO BOACLL 10 4epHOAPOOHA HEAOCTATHUHOCT { BKIIOUMTENHO Cly4au ¢ ¢aTaneH u3xon) (Bix.
Touka 4.8). [TauneHTuTe TpsadOBa na ObAAT ChBETBAHU Ja Ce KOHCYJITHPAT CbC CBOA JIEKap NPeAH Aa
NPOABLKAT JIEHEHHETO, aKO CE€ MOABAT MPU3HALIM U CUMOTOMM Ha QPyAMHHAHTEH XENaTHT, KaTo OBp30
pa3BHBALLA CE aCTEHHs, CBbP3aHa C XbJATEHULA, TbMHA YPHHA, CKITOHHOCT KbM KbPBEHE UITH
yepHoapobHa eHuedanonaTus.

[lpn nosBa Ha MHAMKALIMM 32 HEPHOAPOOHA AMCPYHKLHA TPAOBa Aa ce HANPABAT YEPHOAPOOHH
(PYHKUHOHAHH TECTOBE/U3CIEIBAHMA.

Texky KOKHUA HEXeEJIaHU peaki(My
TexxkH KOXKHY HEXeNaHu peaklMH (severe cutaneous adverse reactions, SCARS), BKIIOUHTENHO
TOKCHYHa enuaepMania Hekponusa (toxic epidermal necrolysis, TEN: u3BecTHa olue xato CHHApPOM
Ha Lyell), cnnapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS), octpa reHepanu3upana
eK3aHTeMaToO3Ha nmyctyno3a (acute generalised exanthematous pustulosis, AGEP) u nekapcreena
peakuua ¢ eo3uHouaug u cucteMid cuMntoMy (Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), kouTo Morat aa 0bAaT X)KHBOTO3aCTpallaBaLLMd WK C JeTaleH H3Xoa, ca
CboOLWAaBaHU NPH NPHUIIOKEHHE HA MOKCH(NOKCAUKUH (BXK. TOYKa 4.8). KbM MOMEHTa Ha npeanucBaHe
nauneHTHT Tpadra aa 6bae HHGOPMHUPAH OTHOCHO NPU3HALMTE U CUMITTOMHTE HA TEXKKH KOXKHH
peakUHH, U 1a Obae BHUMATETHO MPocaeaaBad. AKO ce MOABAT MPH3HALIH B CUMIITOMH, MOKa3
33 TE3W PEaAKLMH, NPWIOKEHHETO HA MOKCH(pNOKCALMH TpaOBa Obae NpeyCTAHOBEHO HE
ce OOMHCITH aNTEPHATHUBHO JEYECHHUE. AKO NAaLUHEHTHT € pa3sBUl CEPHO3HA peaKLUd Kar
AGEP vnu DRESS npu npunoxeHue Ha MOKCH(JIOKCALIMH, JICUEHHETO C MOKCH(IIOK
nauMeHT HUKora He TpAOBa Ja ce Bb30DHORABA.

[TaumeHTHTE, NPEAPAION0KEHH KbM I'bPUYOBE




M3BECTHO €, 4yeé XHHOMIOHHTE NMPUYHHABAT repuoBe. TpaOra ga ce U3noa3sar C MOBHMLIEHO BHUMAHHE
npu nauveHTu ¢ HapyweHus Ha LIHC wau npy HannuMe Ha Apyru pHCKOBHU QAKTOPH, KOMTO MOrarT aa
npeapasnonarar KbM rbPHOBE WK CHHXKaBaT npara Ha Bb30yaumoct. B cayyaii Ha repyoBe,
JIEUEHHETO ¢ MOKCH(IOKcaLMH TpaOBa 1a ce MpeyCTaHOBH U Ja C€ B3EMAT NOAXOAALUH MEPKH.

[IpoobaXHTENHH, HHBATHAW3UPALLM U NOTEHLHUATHO HEOOpaTUMH CEPHO3HH HEXKENAHH JIEKADCTBEHH
peaxuH1u

CpobtiiaBa ce 3@ MHOrO PeaxHy c1yvyau Ha MPOABIKUTENHH (MPOABLIKABALUM MECELH WITH TOAWHH),
WHBAJTMIH3HUPALLY U MOTEHLHATHO HEOOPaTHMH CEPHO3HH HEXKESAHH JIEKAPCTBEHH PeaKLUH,
3acqaraiy pazIMuHH, MOHAKOTA MHOFO CHCTEMH B OpraHv3ma (MyCKyJIHO-CKENETHA, HEPBHA CHCTEMA,
MCUXHKA U CETUBHH OPraHu) Npu NauMeHTH, NOMy4aBalld XHHOMOHH U (PAYOPOXHHOIIOHH,
HE3aBHCHMO OT TAXHATa Bb3PacT M BEUYE ChLUSCTBYBALLUTE PHCKOBHU akTopH. MokcHdokcauuH
TpAOBa Aa ce cnpe He3abaBHO NPH MBbPBHUTE NPHU3HALM KWW CHMIITOMH Ha BCSIKA CEPUO3HA HEKeNlaHa
peakLMs KaTo MauueHTHTE TpAORa fa ce MOCLBETBAT A4 CE CBbPXKAT ¢ TeXHU4 JieKap, npeanucaln
NIEKapCTBOTO, 3a CbBET,

[TepudepHa HesponaTHs
ChobluaBa ce 3a ¢/lyuan Ha CEH30pHa UM CEH30MOTOPHAa NTOAHHEBPONATHSA, BOACLWIK OO NapecTe3kd,

XUMOECTE3HA, AN3ECTEIUA UM cnaboCcT NPH NALMEHTH, PUEMALLM XHHONOHU U PITYOPOXMHOJIOHH.
[lalMeHTHTE, KOUTO NpreMaT MOKCU(IOKCaUHH, TpadBa aa ObAaT NOCHBETBAHHW Aa WH(OPMHpAT CBOA
nexkap, Npeax 1a MpOXb/KAT JICUEHUETO, aKO ¢ NMOABAT CUMIITOMU Ha HEBpPOMNAaTHA, KaTo Oonka,
ycelllaHe 3a NnapeHe, MpaBYUKaHe, M3TPbIBaHe Wi ¢1abocT, 3a Aa ce NpeJoTBpaTH pa3BUTHETO Ha
NoTEHLHANHO HeoOpaTUMO 3abongaeaHe. (BXK. Touka 4.8).

[Icuxy4yHu peakliuy

[lcuxHyHK peaku Wy MOTaT Ja Bb3HUKHAT JOPH CNed MbPBOTO MPHIMKEHHE Ha XHHOJIOHH,
BKJIIOUHTENHO MOKCHOAOKCAUMH. B MHOro peaku ciyvau aenpecusaTa MIIA NCUXOTHYHHATE PEaKLMH
Mporpecupar 40 CYHLHAHH MUC/IM M CAMOHAPaHABALLO MOBeASHHE, KATO OMHUTH 3a CaMOYOHUHCTBO (BiK.
touka 4.8). B ciyuaii, ue naLHEeHTLT Pa3BHE TAKMBA PeaKLUH, JeHEeHHETO ¢ MOKCHEIOKcauuH TpaOBa
Na ce NpeycTaHOBH M Ja ce B3eMaT noaxoasuiy mepku. [Ipenopbysa ce noBuuieHo BHUMaHUE, KOraTo
MOKcHdIOKcallMH TpaOBa Ja ce npuiara rnpu NCUXOTHYHK NAaLUMEHTH WK NPH NALKWEHTY C aHaMHe3a
3a ICHXHUYHO 3abongBaHe.

napus, cBbp3aHa ¢ AHTHOMOTHLIM, BKITIOYHTENHO KOJIUT

HMMa cpoblueHus 3a cebp3aHa ¢ aHTHOHOTULM AHapua (antibiotic-associated diarrhoea, AAD) u
CBLP3aH ¢ aHTHOMOTHLUHM KonuT (antibiotic-associated colitis, AAC), BKIIKOUHTETHO
ncesnoMeMOpaHO3EH KONUT U AUWapus, cebp3ana ¢ Clostridium difficile, npu ynorpeba Ha
LIMPOKOCNIEKTbPHHY aHTHOHOTHULM, BIUTHOUXATEITHO MOKCH(IOKCALIMH, KAaTO TEXKECTTA MOXKE Ja BapHpa
OT JicKa Auapus A0 dataneH konut. [lopaan TOBa € BaXXHO Ta3W AMarHo3a Ja ce iMa Npeapua npu
NaLHEeHTH, KOWTO MO BPEME Ha HAH clel ynotpeba Ha MOKCH(IOKCALMH Pa3BMBAT TE€KKA AHApUA. AKO
ce nono3upa unu ce noTebpau AAD win AAC npoBeXXAaHOTO B MOMEHTA JIEYEHHE C
aHTHOaKTEPHANHM CPEACTBA, BKIIIOUHTENIHO MOKCHENIOKCAUNH, TpAOBa Ja ce NMpeKpaTH ud He3abaBHO Aa
ce NpeanpveMar aIeKBaTHH TepaneBTHUHH Mepku. OCBEH TOBA, HEODXOAUMO € 1a ce npeanpyeMar
NOAXOOALLHM MEPKH 3a KOHTPOJ Ha HH(EeKLIHHTE 32 HAMAJIABaHE Ha pUCKA OT TpaHcMUCHA. JlekapcTsa,
MOTHCKALLY NEPHUCTAITHKATA, CA NPOTHBONOKA3aHH PU MALIMEHTH, KOMTO Pa3sBUBAT TekKa AHAPHUA.

ITauyeHTH ¢ MHACTEHUS [PABUC
MoxkcudnokcaunH TpaOBa Aa ce M3Mo/3ea ¢ NOBHLIEHO BHUMAHHWE MPH NAUMEHTH C MHACTEHUS
rpaBMUC, Thil KATO MOXKE J1a 3aCH/IH CHMIITOMHTE HM.

TenOHHHUT, pa3KBCBAHE HA CYXOXKHNHE
TeHOWHUT K pa3KbCBaHE Ha CYXOKMITUE (O-CMELIHATHO aXWIeCOBO CYX0KUIIHUE, HO Oe3

OrpaHH4aBa caMo A0 Hero), NOHAKOra AByCTPaHHO, MOXKE [1a ce MOJyy4y OLUE B PAMKH
3aOYBaHE HA JIEYEHHEeTO C XUHOJIOHH M (IyOPOXHHOIOHH KaTo MMa CboDLIeH s 3a T,
ce JOpH A0 HAKOJKO Meécela cnel npekparsiBaHe Ha Ne4eHHeTO. PUCKBT OT TeHAWHU
CYXOKH/IHE CE NMOBUILABA NPH MO-BbL3PACTHU MALKMEHTH, NaUMUeHTH ¢ 6uOpetHo yBpe




C TPaHCMIIAHTHPaH CONUAEH OPraH M TAKMBA, JIEKYBAHHU CHbNBTCTBALLO C KOPTHKOCTEpOoUIH. [1o Tasu
MPHYMHA ChITBTCTBALLIATA yIOTpeOa Ha KOPTHUKOCTEPOUIH TpsaOBa na ce u3bArea.

[Tpu nbpBHA NPH3HAK HA TEHAUHUT (Hanp. DONE3HEHO NMOAYBAHE, BL3MAICHHE) JICHEHHETO C
MOKCH(]IOKCaLMH TpaOBa Aa ce NpeKpaTH U Ja ce OOMHCITH aN1TEPHATHBHO JIEUYCHHE. 3aCerHaTHAT(TeE)
kpaiiHuk(uy) TpaOea Ja Obae(aT) nexysaH(v) No noaxoasul Ha4uH (Hanp. obe3aBuxkeaHe). He Tpabaa
712 C€ W3MON3BAT KOPTHKOCTEPOHIH, aKO C€ NOABAT [IPH3IHALUM HA TEHAHHONATHA.

AHeBpHU3Ma W AMCEKALIMS HA A0pTAaTa W PerypruTauys/HeJ0CTATbYHOCT Ha CHPASUHNUTE KNaNu

EnvaeMHONIOrH4HHUTE NpOYyYBaHHUS NMOKA3BaT NMOBHILEH PUCK OT aHEBPH3IMA U AUCEKAUMA HA aOpTarTa,

ocobeHO MPH NALUEHTH B CTApUeCcKa Bb3PacT, KAKTO U OT PErypryuTalMa Ha a0PTHATA U MUTPANHaTa

Knamna ciea ynorpeda Ha payOpOXHHOJOHH.

CpoOLUeHH ca cly4ad Ha aHEBPH3Ma H ZUCEKALIMA Ha aopTaTa, NNOHAKOra yCl10XKHEeHU nopaiu

pa3KbCBAHE (BIJIIOMMTENHO C JIETANEH W3XO0/) U PErypruTalns/HEAOCTATBYHOCT HA HAKOH OT

ChPACYHHMTE KJIANK NPH MALMEHTH, NMpUeMaily GnyopoXHHOIOHH (BXK. TouKa 4.8).

CnenoBatesiHo $h1yOPOXHHOMOHUTE TPAOBA Aa CE€ M3I0I3BAT CaMO cJie] BHUMATENHa OLIEHKa Ha

CBHOTHOLIEHHETO MOJI3A/PUCK U Cie] pasriiexkaaHe Ha ApYTrd TEPAneBTHYHH Bb3MOXXHOCTH MpPH

MaLMEHTH ¢ MONOXKHUTEHA PaMUIHA aHAMHE3A 32 AHEBPH3MA UK BpodeHo 3abonsBaHe Ha

ChPAESUHUTE KNIAMW, UJIH MPU NAUWEHTH, AMarHOCTHUMPaHH ¢ NPEaLleCcTRallla aHEBpHU3MA U/ UITH

AUCEKAUUs Ha aopTaTa WiK 3a0019BaHe HA ChbPACYHHUTE KJIANnM, U1K NPYU HAJIMYKUE HA IPYTH PUCKOBH

(akTOpH WU 3aD0NABaHUA, NpeapasnoaralH

- KaKTO 3a aHEBPH3Ma, TaKa W 3a JHCEKALHs Ha a0pTaTa W 3a peryprurauus/HeA0CTaTbHHOCT HA
ChpAEYHHTE KNanM (Hanp. HapyleHUs Ha CheJMHUTEIHATa ThbKaH, Hanp. CRHIpoM Ha Marfan
W1y cuiapom Ha Ehlers-Danlos, cunapom Ha Turner, 6onect Ha Behcet, xunepronus,
PEBMATOUACH apTPUT) WK JONBIAHUTEIHO

- Npd aHEeBPH3Ma W JUCEKALHA Ha aopTaTa (Hanp. CbAOBH HAPYLICHMS, HAMP. aPTEPHHT Ha
Takayasu, rHraHTOK/IETbYEH APTEPHHT, HITH W3BECTHA aTEPOCKIIEPO3a WIH CHHAPOM Ha
Sjégren), KK JOTBJIIHUTEIHO

- MpUH PerypruTaLus/HEA0CTATBYHOCT HA ChPACUYHHUTE iU1anH (Hanp. HHPEKUHO3eH EHAOKAPAMT).

PHCKBT OT aHEBpH3Ma W AUCEKALMA HA A0pTaTa M TAXHOTO Pa3KbCBAHE MOME ChILO AA C€ NOBHILMW NPH

MaLMEHTH, NEKYBAHH €IHOBPEMEHHO CbC CHCTEMHM KOPTHKOCTEPOHAM.

[Tpu BHe3anHa 6onka B KOpeMa, rpbaHUA KOW WK rbpba nauueHTvre Tpadbea aAa 6baaT NOCHBETBAHH

Aa ce KOHCYJITUpAT He3a0aBHO C JIEKap B CMELIHO OTAENEHYUE.

[TaupenTuTe TpaOea 1a ObAaT NOCHBETBAHYW Aa NOTHPCAT He3a0aBHO MEAMLIMHCKA NOMOLL B CTy4ait Ha

OCTpa OHCIHEA, N04ABa Ha ChpLeOHeHe (NannuTaLlKH) WIH pa3BUTHE Ha OTOK HA KOPEMA WK AOJIHUTE

KpPaHHHLH.

IMauuenTu ¢ 66peuHO YBpEXKIaHe

[TauneHTH B cTapyecka Bb3pacT ¢ Ob0OpeyHU HapyweHus Tpadea Aa H3non3BaT MOKCHGNOKCALIMH C
MOBHIEHO BHUMAHHE, aKO HE €A B CbCTOAHHE J1a NOAJBPKAT a€KBAaTEH MPUEM Ha TEYHOCTH, 3aLIOTO
AEXUAPATALHATA MOXKE [1a MOBHILHW pUcKa OT ObOpeYHa HEAOCTATBYHOCT.

HapylueHuuns Ha 3pEHHETO
[Ipu yBpekaaHe Ha 3pEHHETO UIIK MOsABA HA KAKBHTO U Ja € eeKkTH BbpPXY OUUTE, HE3a0aBHO TpaOBa

Ja Ce HaMmpaBH KOHCyATaLus ¢ odpTanMonor (Bxk. ToUkU 4.7 u 4.8).

JHUcrnukemus
KakTo npy BCHYKH XHHOJOHH, HAPYLICHHA B KPBBHATA 3aXap, BKIIOYUTENHO K ABETE, XUNOTTUKEMUA
M XHIIEprivKeMus, ca Ounu goxknaaeaHy (Bx. ToUka 4.8), HAH-4eCTO NpH NaUMEHTH ¢ auaber,
MOJIYYaBally ChMBTCTBALLO JIeYeHHE C NEPOPATHO XUITOTIMKEMUYHO CPEACTBO (Hanp. riHOeHKIIaMHua)
WIIH ¢ HHCYNUH. JJoKnagBaHu ca cnydan Ha XHNOrMKeMyH4YHa koMa. [lpu nauuneHTu ¢ nuaber, ce
NpenopbYBa BHUMATENIHO NPOCNeAABaHE Ha KpbBHATA 3axap (BxK. Touka 4.8).

[IpeBeHLIUA HA peakiiuK Ha (DOTOUYBCTBHTEIHOCT
Joka3aHo e, 4e XHHOJNOHHUTE NPEeaM3BUKBAT NOSBA HA POTOUYBCTBUTENHH PEAKLIHH
[TpoyupaHuaTa obaue ca nokaszany, 4e MOKCH(PIOKCAUHH UMA MO-MalbK PUCK OT H
doToUuyBcTBHTENHOCT. Bbnpekn ToBa mauneHTHTe TPsadBa na ObAAT CbBETBAHU Aa




Ha VB 1p4H UK NpOABIKHMTENHO H31araHe H/uNu CHHA CTbHYEBA CBETIMHA 0 BPEME Ha JICUEHHUE C
MOKCHU(IOKcaUHH (BX. Touka 4.8).

[MaumeHTH ¢ rIIOK030-6-¢ocdar gexuaporeHaieH fePHUHT
[TauMeHTHTE C (haMHIIHA aHAMHE3a WK € HAJTUYEH TI0KO30-6-pocdaT aexuaporeHaseH AeQULHT ca

npeapasnojJoKCHH KbM XEMOJIMTHYHHA PCaKLHH MPH NCHCHHC C XHHOJ/TIOHH. CnenosaresnHo,
MOKCH¢HOKCHHHH TPHGBEI Ada CE€ H3M0/13Ba C NMNOBHUHLECHO BHAMAHHC MIPH TC3HW NAUUCHTH.

[TaLueHTH ¢ TA30Ba BL3NAJHTENHA DORECT
Ilpy nauueHTH ¢ yCIOXHEHA Ta30Ba Bb3nanuTenHa bonecT (Hanp. cBbp3aHa ¢ Ty00-oBapHalieH WiH

Ta3zos abclec), 3a KOUTO € He0OX0AMMO HHTPABEHO3HO JIeUeHHe, JedeHHeTo ¢ Monokcnn 400 mg
(pHUIMHpaHH TaONETKH HE CE NpenopbYBa.

Ta3oBa sb3nanuTeNHa 6onecT Moxe Aa Obae NpUUHHEHA OT QPYOPOXHHOJIOH-PE3HCTEHTHA Neisseria
gonorrhoeae. 3aToBa B T€3W CNy4an MOKCHGIOKCALIMH TPADBA Aa ce npuUyiara eMIMpUIHO
EAHOBPEMEHHO ¢ APYT NOAXoasll aHTHOHOTHK (Hanp. uedalocnOpuH), OCBEH aKO MOXKE a Ce
H3KJIIOYH MOKcHoKcauHH-pe3HcTeHTHa Neisseria gonorrhoeae. Ako A0 3 AHM ClieA 3aMO4BAHE Ha
NEeYEHHUETO HE Ce MOCTUIHE KIMHUYHO NoaoObpeHue, Tepanuara TpadBa na ce npepasrieaa.

[TauMeHTH ¢hC CNELHANHH YCIOXKHEHH HHMEKUMH Ha KOXKAaTa H KOXKHUTE CTPYKTYPH (cSSS1)

KnunuyHara eprMKacCHOCT HA MHTPABEHO3EH MOKCH(IOKCALIMH NPH JICYEHHE HA TEXKKH HHPEKLHH
BCACACTBHE HA U3rapaHua, GacLUMUTH U HHPEKUHK Ha 1Ha0ETHO CTHHAIO C OCTCOMHE/IHT HE €
YCTAHOBEHA.

BsauMoaelicTBie ¢ OMONOrHYHH TECTOBE

JleueHreTo ¢ MOKCH(IOKCAIIMH MOXKE Aa MOBJIMAE HA KYJTYPEJTHOTO H3C/ICABAHE 34 HATHYHE HA
Mycobacterium spp. upe3 noTHcKaHe Ha DakTepHaTHHA pacTeXX U Aa AoBeae A0 GaalHUBO
OTPHLIATE/IHY pe3YyJITaTH B NpoOH, B3ETH OT NMAUMEHTH, NOIYYaBaLlH MOKCH(IOKCAUMH.

[launeHTH ¢ HHPEKUHMHY ¢ METHUMANH-pe3HCcTeHTHU Staphylococcus aureus (MRSA)
MokcudnokcalumH He ce€ npenopbuBa 3a jieueHue Ha MRSA uHdekuuun. B ciyyaid Ha npeanonaraema
WK ycTaHOBeHa nHPekuusa, npuurHeHa oT MRSA, Tpabga aa ce 3anouHe nevyeHHe ¢ NOIAXOAALIO
aHTHOAKTEpHAJTHO CPEACTBO (BXK. TO4KA 3.1).

[leaWaTpuyHa nomyjaauug
[Topaau HeXXeNaHHUTE peakLUy BbPXY XpyLlana Npv Mialu )KHBOTHH (BXK. Touka 5.3) ynotpebara Ha
MOKCH(]IOKCALIMH NPH Aela U FOHOLUW HA Bb3pacT < 18 roauHu € rnpoTHBONOKa3aHa (BxX. Touka 4.3).

[ToMoOtllIHH BelecTBa
Toea nekapcTBo cbabpKa no-manko ot 1| mmol Hatpuit (23 mg) Ha TabneTka, T.€. MOXE [a Ce Kaxe,

HE MPAKTHUYCCKH HC CbAbpPXKa HﬂT‘pHﬁ.

4.5 BiaamopelicTBHE ¢ APYIH JICKAPCTBEHH NPOAYKTH B Apyrd GopMH HA B3aUMOACHCTBHE

Bi3aumoneicTBHE € IEKAPCTBEHH NPOAYKTH
He mMoxe 1a ce H3KJIIO4YH aIuTHBEH e(deKT BbpXY YaAbkaBaHeTo Ha QT-uHTeppana Ha

MOKcHu(OKCalH ¥ APYTH JIEKAPCTBEHU MPOOYKTH, KOHTO MoraT Aa yawpkat QTc-unrepsana. Tosa
MOJKE [1a AOBEAE A0 MOBHLISH PHCK OT KAMEPHH apUTMAM, BKAKUHTENHO torsade de pointes.

[Nopanu ToBa, €AHOBPEMEHHOTO NPHIOKEHHE HA MOKCH(IOKCALMH C HAKOH OT CIEAHHTE JEKaPCTBEHH
MPOOYKTH € MPOTUBOMNOKA3aHO (BX. CbLIO TOUKA 4.3)

- AHTHApHTMHUYHU cpeacTea oT knac I (Hanp. aMHonapoH, cotanon, sopeTunua PAIIEE R
- AHTHIICHXOTHLM (Harnp. PEHOTHA3ZKHH, MTHMO3HA, CEPTHHION, XaNoNepuao, CyfITRIPFA~ Yy -
- TpHUHKAIHYHK aHTHAECMPECAHTH. <2y Ry



- Hakou aHTHMHKpOOHM cpencTBa (CaKkBUHABUP, CNap(loKcaunH, EPUTPOMHULHMH 1V,
MeHTaMUAWH, NPOTUBOMAJIAPHHHHK MpenapaTu, 0COOEHO XaltoQaHTPUH).

- Hsxon aHTUXHCTAMUHH (TepdeHaTNH, ACTEMHU30J1, MH30J1aCTHH).

- Hpyru (uuzanpuia, BAHKaMuH [V, benpuaun, aupemanun).

Mokcudnokcaunn Tpsbsa ga c€ U3N0A3Ba C NOBULLEHO BHHMAaHHE NPH MNAUWEHTH, MPHEMAailH
NleKapcTBa, KOUTO MOTaT Aa NOHWXKABAT HUBATA HA KaaHK (Hanp. OpUMKOBH H THA3HAHH JHYPETHLH,
NAKCATHBH H KIIH3MH [BHUCOKH 103H ]|, KOPTHKOCTEPOHIH, aM(POTEpHLUHWH B) nauv nexapcTsa, CBLP3aHH C
KJIHHWYHO 3Hauuma bpaankapaus.

Mexny npunoxeHHeTO Ha MPOAYKTH, ChbAbPKALIN ABY- HAH TPUBANIEHTHH KATHOHH (Hanp.
aHTHALMAH, ChABbPXKALLA MArHe3ni WK alyMUHHHA, IWAAHO3MH TAONETKH, CyKpandaT 1 NpoayKTH,
ChABPKALLHN XKENA30 WIH LIHHK) K TOBA Ha MOKCH(IOKCAUMH TpAbBa 1a KMa HHTEpPBa OT OKOJIO 6
yaca.

EnHOBpeMEHHOTO MPUIIOXKEHHE Ha AKTHBEH BBIVIEH ¢ Nepopaliba ao3a oT 400 mg MoKCUPIIOKCaUMH
BOIM A0 U3pa3eHo NpeaoTBpaTABaHe Ha abcopOuuATa Ha JIEKAPCTBOTO H peXyLUpaHa CUCTEMHA
HAJIMYHOCT Ha nekapcTBoTo ¢ noeye oT 80%. CrnegoBarenHo, eaHoBpeMeHHaTa ynoTpeda Ha Te3u aBe
JIEKApCTBA HE CE NpenopbYBa (OCBEH B ClyvyauTe HAa NPEA03UPaAHE, BK. ChLUO ToUKa 4.9).

Cniea NOBTOPHO JO3HpaHe NpH 3ApaBy A00pOBONLM, MOKCH(AOKCALMH NoBYiIaBa Cmax Ha AUrOKCHH
¢ npubnusurento 30%, 6e3 na nosansea AUC unu Haii-uuckute HuBa (trough levels). He ca
HeOOXOOUMH MpEaNnazHy MEPKH 3a HIMNOJI3BAHE C JUTNOKCHH.

B npoyuranusa, npoBeacHH npy AuabeTuild 100pOBOILH, €AHOBPEMEHHOTO MPHJIOKEHHKE Ha
nepopaneH MOKCH(NOKCAUMH Y rIndeHKaMua BOAH J0 NMOHHXKaBaHe ¢ Npudnusurento 21% B
[THKOBUTE IUIa3MEHH KOHLIEHTpaUKH Ha rnubeHknamua. KoMOWHauuaTa ot rmubeHiaMua 1
MOKCH(IOKCALIMH TEOPETHUHO MOXe [a JOBEAE A0 JIEKa H NPEXOaHA XHIEPTIHKEMHA,
HabniopaBanuTte papMakOKMHETHYHHY IPOMEHH Ha rMUOEHKNaMKA obadue He BOAAT A0 NPOMEHH Ha
dapMakoaHHAMHUYHHKTE NMapaMeTpy (KpbBHA 3axap, HHCYJIMH). 3aToBa He € HabnoaaBaHO KIHHUYHO
3HAYHM B3aHMOAEHCTBHE MEXIY MOKCH(PNOKCALMH U INMHOEHKIaMu .

[Ipomenu B INR

CboOLieHu ca ronaM Opoi cnyuay, nokassaly NOBKHLUIABAHE HA NepopaHaTa AHTHKOAryaHTHA
AKTHBHOCT NPH MAUKEHTH, NpHEeMALLY aHTUOAKTEPHANTHH CPEACTBA, MO-CHeUHATHO (IIyOPOXHHOMOHM,
MaKpPOJIMAH, TETPAUHKIHHH, KOTPUMOKCA30J1 U HAKOH uedanocnopuHi. PUCKOBH ¢GaKTOpH ce ABABAT
HHPEKLIMO3HK U Bb3NATUTENHH 3a00/I9BaHHA, BB3pacTTa ¥ 00LUOTO ChCTORHWE Ha nauueHTa. [1pH Tesu
0OCTOATE/ICTBA € TPYAHO A Ce MpeLeHH Aand UHQEKUMATA HIIH JICHEHUETO NIPHIHUHABAT HapYllleHHE B
INR (MexnyHapoaeH HopManu3upaH koepuuueHT). [lpeanazHa Mapka € No-4eCcTOTO MOHUTOPHpPAHE
Ha INR. Ako € HeoOXxonuMo, NepopaiiHaTa 203MPOBKA HA AHTHKOArynaHTa TpadBa a ¢ce KOpUrupa
CBOTBETHO.

KAMHHYHNTE NPOYy4BaHHA HE ca YCTAHOBHIIM B3aUMOJEHCTBHA clle]l €IHOBPEMEHHO MPHUIIOXKEHHE Ha
MOKCH(NOKCAUMH ¢: paHUTUAWH, npobeHeUna, NepopaiHi KOHTpaLENTHBHY, KATLHEeBU 10DaBKM,
MOPQHH, NPUIIOKEH NAPEHTEPATHO, TCOPUIHH, LHITOCTIOPUH HIH MTPAKOHA3OMN.

[n vitro npoy4BaHHA C HYOBELWKH UHTOXpOM P450 en3uMmu noakpensaT Te3u KOHCTaTtaunu. Karo ce
B3€MAT NPEABHUI TE€3d pE3YyJITATH € MANIKO BePOATHO METabOONIMTHO B3aMMOACHCTBHE Upe3 LIUTOXPOM
P450 enzumure.

B3aumopeiicTBue ¢ XxpaHa
He € ycTaHOBEHO KITMHUYHO 3HAYHMMO B3aMMOAEHCTBHE HA MOKCH(]IOKCALIMH C XPaHH

H MJICYHH [POAYKTH.

4.6 DeprHAATET, OPEMEHHOCT H KbpMeHe




bpeMeHHOCT
BesonacHocTTa Ha MOKcHdIOKcaUHMH NPpY OpEeMEHHH XKEHHU HE € oueHaBaHa. [1poyusaHusaTa npu

JKHBOTHHM MOKA3BaT PEMPOIYKTHBHA TOKCHUHOCT (BK. TOUKa 5.3). [ToTEHUIHATHUAT PUCK NMPU XOpa HE €
H3BECTECH.

[Topanu excnepUMEHTANHUS PHUCK OT YBPEKAAHE OT (PJIYOPOXHHOIOHU Ha XPYULAIa HA HOCELIIUTE
CTaBH NMPH HE3PEAH KHBOTHHA H 0OpaTHUMM CTABHY TPaBMH, ONMHCAHU MpPH A€UA, NONY4YaBallH HAKOH
¢y OpOXHHOIOHH, MOKCUGITOKCAUMH He TpsAOBa na ce U3non3sa npyu OpeMeHHN xeHu (BXK. Touka 4.3).

Knpmene
Hsama HanHuHHA A2HHH NPH XKEHHU C JIAKTaLMA UM KbpMauku. [IpeaxTMHHUYHUTE AaHHY NOKA3BAT, 4e

MAJIKH KOJHH4ECTBA MOKCH(AOKCAUHMH CE CEKpeTHPAT B MAAKOTO. [1pu nuncaTa Ha faHHA npH Xopa H
nopaay EKCNEPUMEHTATHHA PUCK OT YBPEAAAHE OT (PIyOPOXHHOMOHH Ha XpYyLUsiia HAa HOCELINTE
CTaBH TPH HE3PENH XKUBOTHH, KbPMEHETO € MPOTHROMNOKA3aHO N0 BPEME Ha JICHEHHE C
MOKCH(IOKCAUHH (BX. TO4YKa 4.3).

DepPTUINTET
[TpoyuBaHHs NpH KUBOTHH HE MOKA3BAT YBPEKAAHE HA PEPTWIHTETA (BXK. TOUKA 5.3).

4.7 Edexrn Bbpxy cnocobnoctTa 32 iodHpaHe H padora ¢ MAIIHHHA

He ca npoeexxganu npoyyBaHus 3a epekTUTEe Ha MOKCH(IOKCALIUH BbpXY CIIOCOOHOCTTA 32
mwodupaHe U padora ¢ MalIMHK. DITyOPOXHHONOHHTE, BIIIOYHTEIHO MOKCH(IOKCAUHH, 0Daye Morat
1ia 10BeNAT A0 YBpexIaHe Ha crnocoOHOCTTa Ha nauMeHTa 32 wodupaHe uny padboTa ¢ MalltMHM,
nopaau peakuuu ot crpana Ha LIHC (Hanp. ceeToBbpTENK, OCTpA, NpexoHa 3aryba Ha 3peHHe; BiK.
touka 4.8) UM OCTpa U KpaTkoTpaiida 3aryba Ha ¢b3HaHHe (CUHKON, BXK. Touka 4.8). [launeHTnte
TpAOBa na 6bAAT CHRETBAHM [a NMPOBEPAT KaK pearupaTr Ha MOKCH(IOKCALMH Npeau wodupaHe uny
paboTa ¢ MaLLIHHM.

4.8 HexeJlaHH JIEKAPCTBEHH peakInH

[To-pnony ca n30pOeHH HEXKENAHNUTE peakKUUK Ha Da3zaTa Ha BCHUYKH KIMHHYHU M3MHTBAHHUA H NOJYUYEHH
OT NOCT-MAapPKETHHIOBH A0KIaAH ¢ MokcHaokcaunH 400 mg (nepopanHo npUnokKeHUe U
CEKBEHLIMAMHA TepanHi), rpYHpPaHH NO YECTOTH.

OcBeH razeHe v AMapus BCHYKH HEXeJlaHW peakuuH ca HabmoagaeaHy ¢ yecTotH noa 3%.

[Ipu BCAKO rpynupaHe, B 3aBUCHMOCT OT YECTOTATA, HEXKETAHUTE JIEKAPCTBEHH PEaKLHK ca
NPEACTABEHH B HU3XOIALL pel MO OTHOLIEHHE Ha TEXECTTa. HecTOTHTE ca ONpeaesieHH KaTo:
- MHoro yectu (= 1/10)

- Hectu (1/100 oo < 1/10)

- Heuectu (> 1/1 000 no < 1/100)

- Penxu (> 1/10 000 oo < 1/1 000)

- MHoro peaku (< 1/10 000)

- C Heu3BeCTHA 4eCTOTA (HE MOXE Aa CE MPEeABUIHN OT HANMHYHHUTE JAHHHU)

YecTH Heuwectu Penku MHoro peaxu C HEeH3BECTHA
YeCcTOTa

HUndexkunn 1 CynepuHpek-
uHpecTauuu LIHH,
AbJKALLK ce
HA
PE3UCTEHTHH
DakTepuUM UIU
rbOMYKH,
HanpuMep
Opajika K




BdriHamHa

KaHa1a03a
HapyweHus Ha AHeMHus, [10BULLIEHO HHBO HA
KDBLBTA H NIEBKOMNEHHA( H), npoTpOMOHH/
nuMHaTa HEYTPONEHUA, noHuxkeH INR,
CUCTEMA TpoMboLUTONEH NS, arpaHyJoLHTO3],
TPOMOOUHTEM KA, MAHUHTONCHHUA
co3MHOHUHNA B
KPbBTA, YABIKEHO
NpoTpOMOHHOBO
BpeMe/TOBHLLIEH
INR
HapyweHus Ha AneprnuyHa peakums | AHaduiakcus,
MMYHHATa (Bk. TOUKA 4.4) BKJIHOUUTENHO
crucTEMA MHOTO PAOKO
KUBOTO3acTpalla-
Balll LHOK {BX.
TOouka 4.4),
aIePru4€eH
OTOK/aHI'HOENEM
(BKNHOYHUTENHO
OTOK HA JIAPUHKCA,
MOTEHLUMATHO
’KHUBOTO33aCTpalLta-
Balll, BX. TOUYKA
4.4)
Hapywexns Ha CunapoM Ha
€HIOKpHHHaTA HeanexBaTHa
CHCTEMA CEKPELIHS Ha
AHTHAKUYPETHYHHA
XxopMoOH (SIADH)
HapyweHus Ha XunepnunuaeMus XuneproykeMus, XUMOrnuKEMu,
meTabosn3Ma H XHIEPYPHKEMHS XunornnkeMu4Ha
XPaHEHETO KOMa (BX. Touka 4.4)
[NeuxudHU Peakuvu Ha EMounoHanHa JlerepcoHanu3alms,
HapyllUeHUs™ TPEBOXKHOCT, nabuIHOCT, NCUXOTHYHU
[CHXOMOTOPHA Oernpecus (B MHOTO | peakuuu
XHUNEPaKTHBHOCT/ peaxu (noreHUHaIHO
aXHUTaLUA cayuau 3aBbPUIBALILU CbC
NOTEHIIHANHO CaMOHapaHABalIO
3aBBbPIUBALLA CHC NMOBEAECHHUE, KaTo
caMoHapaHsABallo CYUUHIHH
NOBEACHHE, KaTO HaMEpEeHHA/MHCITH
CYHMLIMIHH WM OTIMTH 3a
HAMEPEHUA/MUCIH | caMOyOHIICTBO, BIK.
WIH OMNMUTH 3a Touka 4.4)
caMOyOUNACTBO, BXK
Touka 4.4),
XATHOLHHALIMH,
JETHPUYM
Hapyuenua Ha ["naBobonue, [lap- v nu3ecTe3us, | Xunoecrelns, XUnepecre3ns
HepRHATA 3amMaiBaHe Hapy LUEHHA Ha HapyUIeHH{A Ha
cHcTeMa® BKYCa 00oHAHHETO
(BKITIOYHTETHO (BXJIIOYHTENHO
Arey3nA B MHOCO aHOCMHA),
PEAKH CAYYAH), aOHOPMHH CbHHUINA,
0OBPKBAHE H HapyLueHa
IE30PHEHTALINA, KOOpaAKHALHA
HApYILIEHHA HA CbHA | (BKIIHOYHMTENHO
(npeasmHO HApYLUeHUA Ha
0e3CLHME), TPEMOP, | MOXOJKATA,




CBETOBBPTCXK,
CBhbHIHBOCLT

ocodeHo AbJKALLM
Ce Ha 3aMa¥fiBaHe
HIH
CBETOBBLPTEK.),
bPUYOBE
(BKJIKDYHTEIHO
grand mal
KOHBYJICHH, BXK.
TOuKa 4.4),

HApPY LIEHO
BHHMaHHe,
HApYLICHHA HA
pedTa, AMHE3HA,
nepugepHa
HEBPOMNATHA U
NOJHHEBPOTNATHSA

HapyweHus Ha
ounte*

3pHTETHHTE

HapY LLIEHHKH,
BKJTIOUHUTENTHO
OUTUIONHSA H
3aMbI/ICHO 3PEHUE
(ocobeHo npu
peaKkUuH OT cTpada
Ha LUIHC, BX. To4Ka

4.4)

doTododus

[IpexoaHa 3aryfa Ha
3peHue (0codeHo npu
PeaKuxH OT CTpaHa
Ha LIHC, Bx. TOukH
4.4 u4.7)

YBEUT U ABYCTpaHHA
ocTpa
TPAHCUIHOMHUHAUUSA
Ha HpHCa (BXK. TOUKA
4.4)

HapylieHns Ha

LLiym B yuiure,

aMHWJld3d

HO3E€H KOMHT, B
MHOTO pPeIKH
CIIydaW CBbP3aH C
KHUBOTO3ACTPALLA-
Ballld YCNOXHEHHUS,
BXK. Touka 4.4)

YXOTO H HAPYILIEHUA HA
nabupuHTa* chyxa,
BKIIOYHTENHO
rIyxoTa
(obukHOBEHO
obparnma)
CopaeuHn Y abnkaBaHe Y abnxkasaHe Ha KamepHu aput™MuH, | HeonpeaeneHu
HapyweHus** Ha QT- QT-unTepsana (BXK. | CHHKON (T.€. OCTpa | apUTMHUH, torsade de
HHTEpBana Touka 4.4), H KpaTKoTpaiHa pointes (BX. TOYKa
PH NALUEHTH | NANTTUTALMH, 3aryba Ha 4.4), cbpAcUEH apecT
C XMIOKaIMe- | TaxuxapauA, Cb3HAHHE) (Bx. TOuka 4.4)
MHA (BXK. npeacbpaHO
TOYKH 4.3 H MBK/IEHE,
4.4) CTeHOKApIHA
CbnoBH Bazoaunarauus XHIepTOHKA, Backyaur
Hapyweuus™* XHIOTOHHUA
Pecnupatophs, JAHcnHen
FPBAHH H (BKOUHTENHO
MEIHaCTUHAIHH acTMaTHUYHH
Hapy WEeHHA | CbCTOAHUA)
CromaluHo- [anene, HamanasaHe Ha Hucdarns,
UpEBHH [NOBPLILAHE, arneTHUTa W NMpUeMa CTOMATHUT, CRBP3aH
HAapY LLIEeHUSA CTOMAIIHO- HA XpaHa, 3arnek, ¢ aHTHOMOTHLH,
YpEeBHH H AHCTIENCHA, KOJIHT
KOpEMHH dbnaryneHuus, { BKITFOYUTENHO
OOoJKH, Anapua | racTpUT, NOBHMLIEHA | ncesaomemoOpa-




XenatoOuin- [loBuInaBaHe YepHoapobHo AHbnreHuua, PDynIMHHAHTEH
apHH Ha yBpexaaHe XEMaATUT XenaTuT
HapyLUeHHA TpaHCAMMHA- | (BKIHOYHTEIHO (npeaAuMHO MOTEHUHATHO BOACIL
3UTE MOBHLLABAHE HA XONeCTATUYEH) 110 KUBOTO3aCTpaLLa-
LDH), noBuiueHH BaLL[A YepHOApOOHA
HUBa Ha OWNUpPYOHH, HeIOCTATBYHOCT
MOBHLLIEHA rama- (BIJIEOUUTEITHO
riyTaMui- ¢aranHu ciiyuau, BiK.
TpaHchepasa, TouKa 4.4)
NMOBMILABAHE HA
alKaaHaTa
¢octarasa B KpbBTa
Hapywenna Ha Cupbex, obpus, Byf03HH KOXHH Octpa
KO)KaTa H ypTHKapHa, CyXa peaKkuHH, KaTo reHepa-
[MOAKOXHATA KOXa CHHAPOM Ha Stevens- | JTU3HpaHa
ThLKaH Johnson vnu eK3aHtre-
TOKCH4YHA MATO3HA
enuaepManHa MmycTyno3a
HEKpOu3a (AGEP),
(MOTeHLKMANHO JIeKapCTBEHA
KMBOTO3acTpaLla- peakLus ¢
Ballla, BX. TOUKa 4.4) | eO3UHOPWINS
H CHCTEMHH
CHUMITTOMH
(DRESS)
{BXK. TOMKA
4.4),
¢ukcHpaHa
nekapeTBeHa
epynums,
pEaKLIMH Ha
¢oTouyB-
CTBHTEJTHOCT
(BXK. TOUKA
4.4)
Hapyienus Ha Aptpanrus, Tenaunur (K. Pa3kbcBaHe Ha Pabno-
MYCKYJIHO- MHAJITHA TOYKa 4.4), CYXOKUIHNE (BXK. MHOJTH3A
CKeJjeTHara MYCKYJIHH KpammnH, | To4yka 4.4), apTpHuT,
cHcTeMa, MYCKYJIHU CMa3MH, | MYCKYJIHa
CbEIMHH- MYCKYJIHA ctaboCT | pUIHAHOCT,
TENHATA ThKaH H 000CTpAHE Ha
KOCTHTE® CAMNTOMUTE HA
MHACTEHHA [PABUC
{(Bx. TouKa 4.4)
Hapywenus Ha Hexuapauns bvb6peuno
On0peuutre M YBpEXKIaHe
NMHKOUHHUTE (BKJTIOYHUTENHO
MbTULLA NOBULIABAHE HA
BUN u
KpeaTUHHH),
OuOpeyHa
HENOCTATBUHOCT
(Bx. TOuka 4.4)
O6un Hepa3nonoxeHue OTok
HapylueHHa M (MpPeOHMHO 3aCTEHUR
e(deKTH Ha WK yMOpa),
MACTOTO HA BonezxeHH
npuroxeHne* CbCTOAHHUA
(BKJITIOYUTENHO

bonka B repa,
rpbhAHKA KOLI, Ta3a




H KpalHULIHTE),
H3MOTABAHE

* Cbo01maBa c€ 3a MHOIO pelIKH CNyyal Ha NPOABL/DKHTENHH (10 MECELIH WIH FOJHHH),
WHBATHAM3MPALLH H MOTEHUHATHO HeoOpaTHMH CEPUO3HH JIEKaPCTBEHH PEAKLIMH, 3acArallid HAKOJIKO,
MOHAKOra MHOI'O CHCTEMO-OPraHHHW KNacOBE H CETHBA (BIUTIOUHUTETHO PEAKLIHH KATO TEHAHHHT,
pa3’KbCBAHE HA CYXOXKUAME, apTpanrus, 6oska B KpalHULIMTE, HAPYIIEHHE HA TTOXOJKATa, HEBPONATHH,
CBbLP3aHM C NapecTe3xy, AeNpPecH, yMOpa, HapyLICHHE Ha MAaMeTTa, HapyIlieHHs Ha CbHR U
YBPEKIAHE Ha CNyXa, 3peHHeTo, BKyca H ODOHAHHETO) BbB BPb3Ka ¢ ynoTpedaTa Ha XHHOJIOHH H
GAYOPOXHHONOHH, B HAKOH CJTyuaH, HE3aBHCHUMO OT Bede ChLUECTBYBAILHTE PHCKOBH QakTOpH (BXK.
Touka 4.4).

** [1pu nawyeHTUTEe, NprieMally h1yOpOXHHONOHH, ca ChODIIEHH CTy4aH Ha aHEBPH3MA W AHCEKALn
Ha aopTaTa, MOHAKOra YCIOXKHEHH NopaaH pa3kbCBaHe {BKIIOHHTEAHO C JIETAIEH H3XO0) U
perypruTauHs/Hel0CTaTbYHOCT Ha HAKOW OT CHPACYHHTE KJIanH (Bx. Touka 4.4).

MHoro paako ce cboOL1aBa 3a CAEAHHTE HEXETAHH PEAKLIMU CJIe JieYeHHe C ApYTrH
(NyOPOXHHOJIOHH, KOUTO € Bb3MOXKHO /13 CE MOABAT H fIPH JICUEHHE C MOKCH(PIOKCALIMH: MOBHLLUEHO
BhTpPeYEpPEerHO Hanirane (BKIIOUUTENHO NCEBAOTYMOp LEPEOPH), XHUNEpHATPHEMMUS,
XHUNEPKAJILIMEMHA, XEMOJIMTHYHA AHEMHUS.

CpobliaBaHe HA MOAO3UPAHH HEXETAHH PEaKIMU
Cpobi@asaHeTo Ha MOJO3MPAHY HeXKEeIaHH PEaKLMK Cliel paspellaBaHe 3a yrnorpeda Ha 1eKapCTBEHHS

NPOAYKT € BakHO. ToBa nMo3BoNsBa Aa NPOABIKH HA0MOAEHHETO HA ChOTHOLLIEHHETO NO0J13a/PHCK 34
nexapcTeenus npoaykT. OT MEAULMHCKHUTE CNEUHATUCTH C€ H3UCKBA [a Cho01IAaBaT BeaKa
MOAO3HpaHa HeXXENaHa peakUuus upes

H3nuaHuTeHa areHUMs Mo JIEKapCcTBaTa

yi. ,,JlamsaH I'pyes” Ne 8

1303 Codus

Ten.; +359 2 890 3417

yeOcaiiT: www.bda.bg

4.9 Ilpenosdpane

Hsama KOHKpeTHH npeana3Hyd MEPKH, KOUTO Aa ce NPENOPBYUYAT CE CllyyaiHO npeaosupane.B ciyyai
Ha Npeao3npaHe, TpAOBa Aa ce NpUIoKH CHMITTOMATHYHO neueHMe. Tpabaa na ce npeanpueme EKT
MOHHUTOPHpPAHE, MOpaay Bb3MOKHOCTTA OT yAb/kaBaHe Ha QT-uHTepsana.

EnHoBpeMEHHO NPHWIOKEHHE HA aKTHBEH BbIIeH ¢ o3a oT 400 mg nepopanen MOKCH(QIOKCALIHH Lie
HAMAJIH CHCTEMHATA HATMYHOCT Ha NeKapcTBoTO ¢ noseye ot 80% . M3non3saHeTo Ha BBLIJIEH, paHO Mo

BpeMe Ha abcopOunaTa, MOXe a 6bAe NONE3HO 3a NPEeAOTBPATABAHE HA NPEKOMEPHO NMOBHILABAHE HA
CHCTEMHATA EKCIMO3UIHA Ha MOKCH(UIOKCALIMH B C/TyYad HA NIEPOPATHO Npeao3upaHe.

5. ®APMAKOJOIHYHY CBOUCTBA
5.1 QPapmMakoaHHAMHYHH CBOHCTBA

bapMakoTepaneBTHYHA Fpyna: aHTUOaKTEPHANHH CPEACTBA 3a CUCTEMHA YNOTpeba, XHHOJIOHOBH
aHTUOaKTepUanHu cpeacTBa, payopoxuHoinony, ATC koa: JOIMA14

MexaHu3bM Ha JEHCTBHE
MokcuhIOKCALMH MPHUTEXKaBa in VItro aKTHBHOCT CpeLly ronsM Opoi rpaM-noioXHTENHH H rpaM-

OTPHUATC/THH MATOICHHA.

BakTepuunaHOTO AeCTBHE HA MOKCH(AOKCAUMH € PE3YNITAT OT HHXHOMPAHETO Ha ABAT
tonon3oMepazd (JIHK rupasa u Tonousomepasza 1V), neobxoanmu 3a pennvkaumara,

n penapauusTa Ha 6akrepuannara JIHK. M3rnexaa, ye C8-MeTokCcH rpynara JoripuHa
NOBHLLIEHATA AKTUBHOCT K NO-HUCKHA NOADOpP Ha PE3UCTEHTHH MYTAHTH Ha rpaM-noJio



bakTepuH, B cpaeHenne ¢ C8-H rpynara. Hanuunero Ha ronsm OuumisioaMrHeH 3amectuten Ha C-7
NO3MUHATA NIpeana3ea oT eheKTHBHO HAB/IU3aHE, CBBP3aHO C NOrA WiH pmrA reHure, HabmoaaeaH
MNPH HAKOH rpaM-NMoNOKHUTENHH DaKTepHH.

dapMakoAHHAMHYHH MPOYYBAHHUA MOKA3BAT, Y€ MOKCHQIOKCAUMH MPUTEKABa OAKTEPULMIAEH €(EKT,
3aBHCHM OT KOHLEHTpPALMATA. YTAHOBEHO €, ue MHHHUMaNHUTE OakrepuumnaHy koHueHTpauun (MBC)
ca B 00XBaTa HA MHHUMAJTHUTE HHXUOUTOPHHU KoHueHTpaunn (MIC).

Bausxue sbpxy upesHaTa ¢uiopa NnpH xopa

Cnen nepopa/iHO NpuioKeHHe Ha MOKCH(JTOKCAaLMH ca HabnoAaBaHH CAeAHUTE NPOMEHH B UpPEBHATA
¢dnopa npu nobposonun: HamaneHu ca Escherichia coli, Bacillus spp., Enterococcus spp. u Klebsiella
Spp., KaKTO 1 anaepodute Bacteroides vulgatus, Bifidobacterium spp., Eubacterium spp. 1
Peptostreptococcus spp. 3a Bacteroides fragilis e orueTteHo nosuiense. Tesn NpoMeHH ce
HOpMAanU3UpaT B PAMKHTE Ha JBE CEIMHLM.

MexaHH3BM Ha PE3UCTEHTHOCT

MexaHu3MHTE Ha PE3MCTEHTHOCT, KOMTO HHAKTUBUPAT NEHHUMIUHH, LEPaTOCTIOPHHM,
AMHHOTJIMKO3UAK, MAKPOIHAM H TETPALMKIIHUM HE B3aUMOIAECHCTBAT ¢ aHTHOaKTepHaHaTa aKTHBHOCT
Ha MoxkcHdaokcauuH. JIpyrn MexaHW3MH Ha pe3HCTEHTHOCT, KATO 3alHUTHH Oapuepy (obwu npu
Pseudomonas aeruginosa) 1 MEXaHU3MH Ha HAB/IU3AHE MOTAT Ja MOBIHAAT YYBCTBUTEHOCTTA KBM
MOKCH(IOKCAUMHH.

In vitro pe3MCTEHTHOCT KbM MOKCH(]IOKCALIMH CE Pa3BUBA MNOCTENEHHO YpE3 TOYKOBH MYTAaLHH B ABETE
tin Il Tononzomepazu, JTHK rupaza u tonousomepasza IV. MoxkcupnokcauuH e cydctpar, KO#HTO
TPYOHO MPEMUHABA YPE3 MEXAHU3MHUTE Ha aKTUBHO HABAM3aHE NPH MPam-NnoNoKHTENHHTE OPraHUu3MH.

KpbcTocaHa pe3aucTEHTHOCT € HaOmonasaHa ¢ Apyru $payopoxuHonodu. Tvi kato obave
MOKCH}pIokcaUMH uHXxHOUpa Tonouzomepasu 1l u IV ¢ nonobHa akTHBHOCT NPH HAKOH rpaM-
MOJIOXKHTENHHY OaKTEpHH, Te3u DAKTEPHHA MOraT Aa ¢a pe3CTEHTHH KbM APYTH XMHOMOHH, HO
YYBCTBUTEIHH KbM MOKCH(]IOKCALIKH,

[ paHH4YHU CTOHHOCTH

EUCAST xkavHHYHH rpaHH4HK cTOoHOCTH Ha MIC 1 rpaHuuHM CTOHHOCTH ¢ AMCK-AU(PY3HOHEH TECT
3a MmokcudaokcauuH (01.01.2014)

MukpooprasnussMm YyscTBHTEIHOCT Pe3ncTeHnTHOCT
Staphylococcus spp. < 0,5 mg/l > 1 mg/l

> 24 mm | <21 mm
S. pneumontae <0,5 mg/l > 0,5 mg/l

> 22 mm <22 mm
Streptococcus Groups 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/l




> 20 mm < 17 mm

['paHHYHM CTOHHOCTH, HecBbp3aHH ¢ BHaa * | < 0,5 mg/i > 1 mg/l

* T paHHYHH CTOMHOCTH, HECBBP3aHHU C BHAA Ca ONPEAENCHH NPEAHMHO Bb3 OCHOBA Ha
dapMakOKHHETHYHH/hapMaKOAWHAMUYHH NaHHU H ca He3aBUCHMH oT MIC pasnpeaeneHnsTa Ha
onpefesieHn BUOoBE. Te ca npeiHa3Ha4deHH 3a H3MOI3BAHE CaMO NPH BHIOBE, 32 KOUTO HAMA
BUIOBO-CNeLM(pHYHA rPAHHYHA CTOMHOCT U HE C€ U3MOJ3BaT MPH BHAOBE, KbJIETO KPUTEPHHTE 3a
HHTEepnpeTauus NpeacTou Aa ObaaT onpeacaeHH.

MukpobroaoriuiHa 4yBCTBUTENHOCT

PasnpocTpaHeHHETO Ha NpHAOOUTATA PE3HCTEHTHOCT MOXKE 112 BapHpa reorpadcku U BbB BPEMETO 3a
OnpeAeNeHH BUAOBE 33TOBA C€ W3UCKBA JIOKANHAa RHPOPMALIKI 32 PE3UCTEHTHOCTTA, OCOOEHO NpH
NeyeHHe Ha TeXKH HHpekuuu. [Tpun HeoOxoaumocT TpabBa aa ce NOTBPCH EKCMEPTEH CHBET, KOraTo
MECTHATA YECTOTA Ha PE3HUCTEHTHOCT € TaKapa, Ye MOCTaBA NOoJ BbIPOC MoA3aTa OT JEKaAPCTBOTO MOHE

[PH HAKOH BHIOBE HHPEKLIMH

OOHKHOBEHO 1YBCTBHTE/IHH BH0BE

AepobHu ["paM-noNoMKHUTEHY MUKPOOPraHHW3MH

Gardnerella vaginalis

Staphylococcus aureus® (meTHUWNHWH YyBCTBHUTEITHH)

Streptococcus agalactiae (I'pyna B)

Streptococcus milleri group* (S. anginosus, S. constellatus and §S. intermedius)
Streptococcus pneumoniae*

Streptococcus pyogenes™* (I’ pyna A)

Streptococcus viridans group (S. viridans, S. mutans, S. mitis, S. sanguinis, 8. salivarius, S.
thermophilus)

AepobHu ['paM-0TpULATENHY MHUKPOOPraHHU3MHU
Acinetobacter baumanii

Haemophilus influenzae*

Haemophilus parainfluenzae*

Legionella pneumophila
Moraxella (Branhamella) catarrhalis®

AHaepoOHH MHKPOOPraHU3MH

Fusobacterium spp.
Prevotella spp.

“Ipyru” MHKPOOpPraHHW3MH
Chlamydophila (Chlamydia) pneumoniae*

Chlamydia trachomatis*
Coxiella burnetii
Mycoplasma genitalium
Mycoplasma hominis
Mycoplasma pneumoniae*

Banose, npH KOHTO NPHACOHTATA PE3HCTEHTHOCT MOXe Aa Obae mpobaem

AepobHu 'paM-ntON0KUTENTHH MHKPOOPraHU3MH
Enterococcus faecalis*

Enterococcus faecium*

Staphylococcus aureus (methicillin-resistant)*

Aepobuu I'paM-OTPULIATEIHY MHKDPOOPraHU3MH
Enterobacter cloacae*

Escherichia coli**
Klebsiella pneumoniae*”
Klebsiella oxytoca
Neisseria gonorrhoeae™”
Proteus mirabilis*




AHaepoOHHU MUKPOOPraHU3MH
Bacteroides fragilis*
Peptostreptococcus spp.*

HacieAcTBeHO PE3HCTEHTHH MHKPOOPraHn3MH

AepobHu ['pam-oTpHUATENHH MUKPOOPraHH3IMH
Pseudomonas aeruginosa

*AKTHBHOCTTa € [A0Ka3aHa B A0CTaTb4HA CTeNeH NPH YYBCTBHUTEIHH LUIAMOBE B KIHHHUYHY
NpOoy4YBaHHA Ha 0A00peHH KIMHUYHH NOKa3aHHA.

*ESBL-npoayuvpaus waMose 0OMKHOBEHO Ca PE3MCTEHTHH KbM (PJTyOPOXHHOJOHH.

"YecTtora Ha pe3ucTeHTHOCT > 50% B enHa Wi noseyve CTpaHH

5.2 <PapmakoKHHEeTRYHH CBOHCTBA

Abcopbuusa 1 SuoHanHYHOCT
Cnen nepopanHo npiiokeHne MOKCHIOKcaLHH ce abcopOHupa 6bp30 ¥ NOYTH HAMTBIHO.
AbcomoTHaTa GUOHATHYHOCT npeAcTaB/iea npudausurenyo 91%.

dapMaKOKHHETHKHTE ca JIMHEHHN B AMana3ona ot 50-800 mg eanokparHa no3a u 10 600 mg BeaHLXK
NHEBHO B Npoabiokenye Ha 10 auu. [TukoBu koHueHTpaLuu ot 3,1 mg/1 ce nocTUratr B paMKHMTE Ha
0,5-4 yaca cien npwioxerne Ha 400 mg nepopanuHa ao3a. [Tukosure  MHHUMAJTHUTE PABHOBECHH
I1asMeHH KoHieHTpauuu (400 mg BeaHbXK AHEBHO) ca cboTBeTHO 3,2 M 0,6 mg/1. B paBHOBecHO
ChCTOAHHE EKCINO3HUMATA B PAMKHTE HA HHTEpBaJia Ha gJo3upaHe € mpubnusurenHo 30% nmo-sucoka B
CpaBHCHHE CJie] [ThpBAaTa A034.

PasnpeneneHue
Mokcudnokcalldt ce pasnpeaensa 6bp30 KbM €KCTPABaCKYNapHOTO NPOCTPAHCTBO; C1€A 1032 OT

400 mg e ycranoseHa AUC ot 35 m gh/1. O6embT Ha pa3znpeaeneHue (Vss) B paBHOBECHO CbCTOAHHE
e npubnusurendo 21/kg.

In vitro n ex vivo ekcrnepiMeHTH NMOKAa3BaT CBbLP3BaHe ¢ NPoTerH npubnusurento 40-42%,
HE3aBUCHMO OT KOHLUEHTPaAUMATA Ha JieKapcTBOTO. MOKCH(MOKCAUMH C€ CBbP3Ba MN1aBHO ChC
CepyMHHUA ATOYMHH.

CneaHuTe NMKOBH KOHLEHTPpaUUH {reoMeTpHYHAa CTOHHOCT) ¢a YCTAHOBEHH CJied IEPOPATHO
NpUIoKEHHe Ha eAHOKpaTHA no3a OT 400 mg MokcuPNOKCcaLUH.

Texan CrorHOmIenne Macro:

Koﬂneurpﬁuna

ILliazMa
P . ,33 “_-,g/l' | o |
o e 3,6 m_g/l | I 0575 _1,3 e
MexypHa TeuHocT 1,6' mg/l L
Bpouxuankamykosa 5.4 mg/kg Co7-21
Anseonapun makpodarn 56,7 mg/kg C186-700
Teunoct, nokpuama enurena 20,7 mg/l 5.7 -
Maﬂcmapeﬁcmy{; 7,5mg/kg 2,0 T
ETMOMEH CHH},C N 32mg/kg . 2!1 o
Hasanun nonunn 9,1 mg/kg 26
' MHTECTHHATHA TEHHOCT I,OZ mg/I | 0,8 -1,4>
YKeHcka nonosa CHCTEMA® ]0.,2“ mg/kg 1,72¢

* MHTPaBEeHO3HO NMPUIJIOKEHHE Ha edHoKpaTHa ao3a 400 mg




' 10 4aca cneq NMpUIOKEHHE

2 HeCBBP3aHa KOHLIEHTpALIUS

3 ot 3 waca no 36 yaca cnen aosaTa
* B kpas Ha uH(y3HATa

buotpancdopmanus

MokcudokcaluH e noanoxeH Ha 6norparcopmauns ¢asa ll u ce ekckperupa upes Ovbpenmre 1
KabukaTa / PeKAJTHHTE KATO HEMPOMEHEHO JIEKapCTBO, KAKTO H Mo (opMaTa Ha KOMIIOHEHT,
cbabpxatl capa (M1) v kato rmokyposua (M2). M| n M2 ca enyHcTBeHHTE MeTaDONUTH OT 3HAYEHHE
pH XoparTa, KaTo U ABaTa ca MUKpPOOHOIOrHYHO HEAKTHBHH.

[Npy knuHWuHY npoyuBanua Paza | v in vitro npoy4BaHus He ca HabnogaBaHu MeTabONMUTHH
(hapMaKOKHHETHYHH B3aUMOEHCTBUS C APYrH JEKAPCTBa, MOAIOKEHH Ha OuoTpaHcpopmauua Dasa I,
BKIIOYBaIK UUTOXpoM P450 edsumu. Hama naHHM 32 OkcuaaTHBEH METADOIHIBM.

EnnMuHupaHe

MokcundmokcauuH ce eTMMHUHHPA OT J1a3MaTa ¢ KpaeH €ENUMMHHAUHMOHEH MONYAKHBOT OT
npubGnu3pTenHo 12 yaca. CpeaHara CTOMHOCT HA OOLUMAT TeNeCeH KIMPBHC Cle MPHI0KEHHE Ha
ao3a ot 400 mg Bapupa ot 179 no 246 ml/min. bhOpeUHHAT KIIHPBHC, BH3H3ALL H&2 OKOJIO

24-53 ml/min, npeanonara yactuuna TyOynHa peabcopbuua Ha nekapcTBoTo OT OBOpeuuTe.

Cnen npunoxenue Ha 103a ot 400 mg, Bb3CTaHOBABAHE OT YpUHaTa (npUoOnusuTenHo 19% 3a
HENIPOMEHEHO JIeKapcTBo, Npubnnu3uTenHo 2,5% 3a M1 v npubnuzurento 14% 3a M2) u
H3npaxxHeHudaTa (npubnusurento 25% 3a HENPOMEHEHO NEKapCTBO, NpHONU3KUTENnHO 36% 3a M1 1 He
ce ycraHossaBa M2), o06uo okono 96%.

EaHnoBpeMEeHHOTO NpHIOKEHHE HA MOKCH(JIOKCALIMH € PAHUTHAMH UK NPOOEHEUM HE POMEHS
OBOpeuHHs KIMPBHC Ha H3X0AHOTO JIEKAPCTBO.

IlauveHTH B CTapHuecKa BL3pacT H NALHEHTH ¢ HUCKO TCNECHO TEIJ1IO
[To-BUCOKH NM1a3MEHH KOHUCHTPAUHH Ca HabNaaBaHu npy 34paBH ﬂOﬁpOBOﬂuH C HUCKO TCJICCHO
TCTrAC (K&TO H{BHH) U MpH ,LIUSPDBOJ'I LU B CTApHECKa Bb3pacT.

bnOpeuHo yBpexaaHe
DapmMakOKMHETHYHHATE CBOMCTBA HA MOKCH(IOKCALIMH HE C€ Pa3/IHYaBaT ChLUECTBEHO [PU MALIHEHTH

¢ 6b6peuHo yepexaaHe (BKIIOUYHUTENHO KpeaTHHHHOB KNHpBHC > 20 ml/min/1,73 m2). Twii kaTo
6u6peunara pyHkuMs HaMaNsABa, KOHLEHTpauuaTa Ha Metabonut M2 (rarokypoHuA) ce NoBHLLIABa C

dakTop 2,5 (¢ KpeaTHHUHOB KIUPBHC < 30 ml/min/1,73 m2).

YepHoapobHo yBpexxiaHe
B3 ocHOoBa Ha (apMaKONOrHYHHTE NMPOYYBaHUA, NPOBEACHH A0 Cera NpH NauxeHTH ¢ Y€pHoaApoOHa

HeaocTaTbUHOCT {Child-Pugh A, B), He € Bb3MOXHO Aa C€ onpeaeny Salii HMa paivuMs B CpPaBHEHHE
CbC 3apaBH A0OPOBOUM. YBpeaeHaTa HepHOoApoOHa PYHKLUHMA € CBbP3aHa C Mo-MpoAb/KUTENHA
eKkcno3uuua Ha M1 B rniasmara, 4OKaTO eKCNO3ULUATA Ha H3XOOHOTO NEKAPCTBO € CPaBHUMA C
€KCIIO3ULHATA TIPH 3Apasy AcOposoauM. HamMa 10CcTaThYHO ONUT ¢ KTHHWYHATA yrioTpeba Ha
MOKCH(]IOKCaLMH MPHY MALMEHTHU ¢ YBpeacHa YepHOAPOOHa DYHKLIHA.

5.3 IlpeaxIuHHYMHH AaHHH 3a Oe30nacHOCT

EdexTd BbpXY XeMONOETHYHATA CHCTEMA (JIEKO NMOHHXKABAHE Ha OpOA HA EPHUTPOLHTHTE H
TpoMOOLUTHTE) ca HabNIOAABAHM NPH NUILXOBE H MAUMYHH. KakTo U NpM ApYruTe XUHONO
X€NaToTOKCHUHOCT (fTOBHILISHH Ye€PHOAPOOHU EH3HUMH H BaKyOJHa AereHepaLus) ce Habn
IbXOBE, MaHMyHH M KyueTta. [Ipn mMaiiMmyHu ce Habmoaasa TokcuuHocT BbpXy LIHC (
epekTH ca HabAKOJaBAHHW CAMO CNEA JieYeHHE ¢ BUCOKH 1031 MOKCH(IOKCALIMH WIH Cle
NMPOABLHDKUTEIHO JIeUEHHE.




Mokcu(IoKCaLUH, KAKTO APYTHTE XUHONOHH, € FTEHOTOKCHYEH B In VILro TECTOBE C M3MC; DaKTEpHU
WJH KJIETKH Ha 0o3aiHuLM. Tbit kKaTo Te3un edekTu MoraTt aa ce 0O4CHAT ¢ ¢ rupasara B DakrepunTe u
NpH MO-BUCOKH KOHUEHTPALIUH, ¢ B3aUMOAeHCTBUE ¢ Tonou3omepasa Il Ha kneTku Ha 6o3aiiHuLK,
MOXKE 1a Ce ONMpeaeny NparoBa KOHUEHTPaLKUA 3a reHOTOKCUYHOCT. [IpH In vivo TecTOBE HAMa NaHHH
3a FT€HOTOKCHUYHOCT, HE3aBUCHMO OT (PaKTa, Y€ ¢a U3MOA3BAHH MHOIO BHCOKH 103U MOKCH(IOKCALIHH.
[To To31 HauuH Moxe Aa ObAe npeJocTaBeHa A0CTAThYHA IPaHHLA HA 6e30MacHOCT Ha
TepaneBTUYHATA 103a NpHU xopa. MokcudnokcaliH He € kaHUeporeHeH npH "initiation-promotion”
MpoyyBaHe

MHoro XMHOI0HH ca GOTOUYBCTBUTENHHA U MOraT a NPEAN3BUAKAT (POTOTOKCHYHU, QOTOMYTareéHHH H
¢oToxapuUMHOreHHH edeKTH. 3a pa3nuka oT TOBa € J0Ka3aHo, Y€ MOKCH(IOKCAUHMH HAMA
(OTOTOKCHHHHU H POTOreHOTOKCHYHH CBOWCTBA NMPH M3NUTBAHE B OOLLMPHA NPOrpamMa Ha in Vitro g in
vivo npoyuBaHus. [IpH cbluyTe YCAOBHSA APYTH XMHOIOHH HHAYLMpPAT eeKTH.

[IpH BUCOKH KOHLEHTPaLWH, MOKCH(PIOKCALMH € HHXHOUTOP Ha Obp3aTa KOMNOHEHTA Ha 3a0aBeHOTO
BbL3CTAHOBABAHE HA KajiieBaTa NOMNA Ha CbLPUETO U MOXKE Ja MPHYMHHU yab/DKaBaHe Ha QT-
HHTEpBana. TOKCHKOMOrMUYHHATE NPOYUBAHUA MTPH KYUETa ¢ NEpopanHu 1034 ot > 90 mg/kg, Boaeiuu
A0 MJIa3MeHY KOHLUEHTpauuu > 16 mg/1, npHunHABaT yabakaBaHe Ha QT-uHTEpBana, HO HE APUTMHUH.
Camo ciiea NpUIOKEHHUE HA MHOTO BHUCOKH KYMYJIATUBHU HHTPABEHO3HH J03H, 50 MbTH MO-BUCOKH OT
no3ata npu xopara (> 300 mg/kg), Boaeiy Ao naasMeHH kKoHueHTpauuu > 200 mg/l (moseue ot 40
NbTH NO-BHCOKH OT TEPANEBTHYHO HUBO), ca HADNIOAaBaHH OOpaTHMH, HedaTaTHK KAMEPHH apUTMUH.

XHHOJIOHHUTE Ca U3BECTHH, Y€ NMPUYMHABAT YBPEXKAAHHA HA XPYLIAA HA FOJIEMHTE AHAPTPOAHAIIHH
(CBBP3BALUM) CTABU NPH HEROHOCEHH XXUBOTHH. Hali-HUCKaTa nepopanHa 103a Ha MOKCH(IOKCaLUH,
NPHYHUHABALLIA TOKCHYHOCT Ha CTABHTE NPH MJIAJIM Ky4u€Ta € YETHPH ITLTH MO-BUCOKA OT
MAaKCHMAaJTHATA NpenopbUYUTENHA TepaneBTHYHa A03a 0T 400 mg (npu 50 mg Terno) Bupxy

6aza mg/kg, ¢ nnasMeHn KOHUEHTpaUMH Ba 0 TPH ITbTH NO-BUCOKH OT TE€3H NMPH MAKCHMAJIHATA
TepaneBTHYHA A03a.

HU3nuTBaHHUATA 32 TOKCHYHOCT NPH TIBXOBE U MAKMYHHU (MOBTOPHO MPHIIOKEHHE 0 LIECT MeCeua) He
pa3KpUBAT PUCK OT TOKCHYHOCT 3a ouuTe. [Ipn kyuera Bucokure nepopainn ao3 (> 60 mg/kg),
BOJCUIH OO NJa3MeHH KOHUEeHTpauuu > 20 mg/1, NpUUHHABAT MPOMEHH B eJIEKTPOPETUHOIPAMATA, a B
OTAEJIHH CJIy4aH aTpoHsA HA pEeTHHATA.

PenpoaykTHBHUTE NpOYyUBaHHA, POBEICHH MPH MTEXOBE, 3aHLIM U MAHMYHH NMOKAa3BaT NpeMUHaBaHEe
Ha MOKCUQIOKCALMH npe3 raueHTara. [IpoyusaHusaTa npu MIbXoBe (NEpOpasHO U HHTPABEHO3HO) U
MaiMyHH (MEepOpaIHO) HE MOKA3BaT NAHHH 34 TEPATOr€HHOCT WK YBpEXAaHe Ha PEPTHINTETA ClIEA
npunoxeHue Ha MmokcuduiokcauuH. Habnioaasa ce 1eko NOBHiIABAHE HA YeCTOTATa HA MaadopMalunH
HA NpelIeHH U pedpa Mpy 3apoJyLId Ha 3aiiuu, Ho camo npy Ao3a (20 mg/kg 1.v.), KOeTo € CRBpP3BaHO
C TeXKKa TOKCHYHOCT 3a MaiKaTa. imMa HapacTBaHe Ha yecToTaTa Ha abopTuTe NPH MAUMYHH W 3aHLU
MPH YOBELUKHK TEPAnNeBTHUHH MNa3MeHH KOHUEHTpauuH. [Ipu ibxose ce HadloaaBa NOHKKABAHE HA
TEFJI0TO Ha MJ10Aa, No-roasaM 6poit abopTH, Neko NOBHLIABAHE HA NPOOBL/DKUTENHOCTTA HA
OpeMEHHOCTTA U MOBULIEHA CIIOHTAHHA AKTHBHOCT TIPH HAKOU MBIKKH H XKEHCKH €K3eMILIAPH OT
[IOTOMCTBOTO MpH A03U, KOMTO ¢a 63 MbTH NO-BUCOKH OT MAKCHMAIHATA MPEeNoOpbUUTEIHA A03a Ha
0a3a mg/kg ¢ mna3sMeHuTe KOHLICHTPaUMH B HHTEPBAJla Ha TepaneBTHHHATA 03a PH Xopa.

6. PAPMAIIEBTHYHH JAHHHA

6.1 Couchk BHa NOMOIIHHTE BellleCTBA

Anpo Ha TabaeTkaTa
llenynosa, MUKpOKpPHCTANHA
Kpockapmenosa HaTpui
MaruesuneB creapar




DOUAMOBO NMOKPUTHE
Xunpomesnosa 6 mPa-s

Makporos 4000

TuranoB anmokcua (E171)
Keneszen okcua, yepseH (E172)
6.2 HecbBMeCTHMOCTH
Henpuioxumo.

6.3 Cpok Ha roaHocr

D TOJIMHH

6.4 ChnenHa/IHH YC/I0BHS 34 CbXpPAHEHHE

ﬂﬂ CC CbXpaHiABa B OpUIrHHa/iHATa OlMAaKOBKa, 3a Ja CC MNnpeianasud OT Bjiara.
To3u JICKAPCTBECH MPOAYKT HC H3HCKBA CIICUHAJIHHU TCMIICPATYPHH YCJIIOBHA 3d CbXPAdHCHHAC.

6.5 Buau cbabpKaAHHE HA ONIAKOBKATA

baucrepna onakoska (OPA/AI/PVC-Al ¢ponuo 6aucrepu): 5, 7, 10, 14, 25, 28, 30, 50, 70, 80, 100 uau
120 punaMupaHu TaONETKHU B KYTHH.

He BCcHuKkM BMAOBE ONAKOBKM MOrart aa Obaar nycHaTv Ha nasapa.
6.6 CpneunHa/JHH YCJI0BHS 32 CbXpPaHeHHe H padoTa

HsaMa cnenyaiHy U3UMCKBaHUA.
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[lonpobHa nndopmaLms 3a TO3M JIEKAPCTBEH NMPOAYKT € NpeAocTaBeHa Ha yebcaiiTa H
HM3nbsanuTenHara areHuMs 1o jekapcreara http://www.bda.bg.



