KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HMME HA JIEKAPCTBEHUS INPOAYKT A0/70 0y

MouiokcuH 400 mg puamupaHu TabneTkH 657;20 J 20 -03- 2025
Moloxin 400 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB

Bcesika punmupana tabsieTka cbabprka MOKCH(IOKCAUMHOB XuapoxJjopua (moxifloxacin
hydrochloride), eksuBanenred Ha 400 mg mokcudaokcauuH (moxifloxacin).

3a MbJIHUS CNHCBK HA MOMOLLHHUTE BELIECTBA, BUKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

®uamupana Tadnerka.

DduimupaHuTe TabJIETKH ca TBMHO PO30BH, ABOMHOM3MbKHAIM, MPOAbLIrOBaTH TabJIETKH C pa3MepH:
ab/okuHa 15,9 mm — 16,6 mm u wkpuHa 5,8 mm — 7,0 mm.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHUYHH NOKA3AHHA

MosiokcuH 400 mg puamupanu TabaeTKH ca NoKa3aHH 3a JieYeHUe Ha CieHUuTe OaKTepHaIHU
HH(PEKUHH NPH NauMeHTH Ha | 8-roauiuHa Bb3pacT U NO-Bb3pacTHH, MPHUYHHEHH OT OAKTEepHH,
YyBCTBUTE/IHH KbM MOKCH(IOKCaLIMH (BXK. ToukHu 4.4,4.8 u 5.1).

[Ipu cneanuTe nokaszaHusa MosiokcuH TpsaOBa aa ce W3nos3Ba caMo Korato ynorpedara Ha Apyru
aHTHOAKTEepHAJIHH CPe/ICTBA, KOUTO OOMKHOBEHO CE NMPEenopbYBAaT 3a JieYeHHe Ha Te3W HHPEKLIHH,Ce
CMSATa 332 HEeNOAXOoAALIA :

- OcTbp OaKkTepHaneH CUHY3UT
- Ocrpa ex3auepOalys Ha XpoHHYHA OOCTpYKTUBHA Oes1oipoOHa OoecT, BKIIIOUYMTETHO OPOHXHUT

[Ipu cneanute nokazaHua MosiokcHH TpsOBa aa ce U3Mo/3Ba CaMO KOrato ynorpedara Ha apyru
aHTHOAKTEePHAJIHU CPEACTBA, KOUTO OOUKHOBEHO Ce MpenopbyBar 3a MbPBOHAYAJIHOTO JIEYEHHE Ha
T€3U HHPEKLIUH Ce CMATAT 32 HENMOAXOASALLM MIIK KOraTo Jie4yeHHeTo Ha uHekuusTa € 610
HEYCIELLIHO:

- [IpuaobuTa B 00LLIECTBOTO MHEBMOHHSA, C H3KJIKOYEHHE HA TEXKKUTE hopMH

- Jleka 10 ymepeHo u3pa3eHa Ta30Ba Bb3najvreaHa 6onect (Hanp. HHPEKLMH Ha )KEHCKUS rOpeH
FEHUTAJICH TPAKT, BKJIKOUYUTEIHO CAIMUHIHUT W €HJAOMETPHT), O€3 HaslMuHe Ha CBbp3aH Ty0o-
OBapHaJleH WK Ta30B abcliec.

He ce npenopbusa ynorpedara Ha Mosiokcun 400 mg gpuamupanu Tab/IeTKU KaTo MOHOTEpanus 3a

NIeYEeHHUE Ha JIeKa 10 yMepeHa Ta30Ba Bb3nasidTesiHa 0osiecT, a TpsibBa aa ce npuiara B KOMOWHALIMA C
APYTro MOAXOAALO aHTHOAKTEpHAIHO CPeACTBO (Hanp. uedanocrnopyH) Nopaau yseJ
pe3ucTeHTHocTTa Ha Neisseria gonorrhoeae KbM MOKCH(JIOKCALMH, OCBEH aKO MO
MOKCH(OKcaluMH-pe3ucTeHTHa Neisseria gonorrhoeae (Bx. Touku 4.4 n 5.1).




Monokcun 400 mg dunmupanu TabneTky MOXke Aa Ce H3NOM3BA H 3a 3aBLPLIBAHE HA KYPC HA IeYEHHE
MpH MaLMUEHTH, KOUTO Ca MOKa3aiH NOoJOOpEHHE NO BpEME HA MbPBOHAYATHOTO JIEYEHHUE C
HHTPaBEHO3eH MOKCH(NOKCALIMH 3a CIEJHUTE NOKa3aHHA:

- Ipupobura B 0OLLECTBOTO NHEBMOHUS
- YcnoxkHeHH HHQEKLIMH HA KOXKATa U KOKHUTE CTPYKTYPH

Mosnokcuu 400 mg dunmupanu TabneTkH He TpabBa Ja ce M3NOJ3Ba 3a 3aMo4BaHe Ha Tepanud 3a
BCEKH THN HH(EKLMA HA KOXKATA H KOXKHATE CTPYKTYPH WU NPpH Texka ¢popMma Ha npuaodura B
0OLEecTBOTO NMHEBMOHHA.

Tpabra na ce B3eMe npeasua OPULHATHOTO PLKOBOACTBO 32 Noaxoaquiara ynorpeda Ha
aHTHOaKTepUalHK CPCACTBA.

4.2 [lo3HpOBKA H HAYMHH HA NPHJI0KEHHE

QOBHmBKa

[IpenopbsumnTenHara n03a € eaHa punmupasa tabnerka 400 mg eauH NbT JHEBHO.

[MauneuTy ¢ 6LOpeuHO YBpexaaHe/YepHoApoOHO YBRpEXKAaHE

He e HeoOXxomMMa KOPEKLIMA Ha 103aTa NMPH NALMEHTH ¢ JIEKO [0 TEXKO yBpeaeHa 0u0peuHa ¢pyHkuns
HAK MPH NALKMEHTH HA XPOHUYHA XEMOHAITH3A T.€. XeMOIMaNH3a H NPOIBIKUTENHA amOynaTopHa
NEPUTOHEATHA AHanK3a (BXK. To4YKa 5.2 3a noseye noapobHOCTH).

Hama goctaTbyHO JaHHY 33 MALMEHTH C yBpeaeHa yepHoapoOHa GyHKUMSA (BXK. TOuka 4.3).

[lauyeHTH B HanpeaHana Bb3pacT U APYTrH CNCLIHAIHH TTOMYTAaLlHH
He e Heoboxoauma KOPCKLUHA Ha 103aTa NPH NauHeHTH B CTApPUYCCKa Bb3pacT U NpH NALHCHTH C HUCKO
TENCCHO TErno.

[leanaTpyyna nonyaauus
MokcudnokcalliH € MpOTHBONOKA3aH NPHU aela 1 IoHOWH (< 18 roanHu). EduxacHocTTa M
Oe30nacHOCTTa Ha MOKCH(MIOKCAUMH NPH A€La M FOHOLIM HE Ca YCTaHOBEHH (BXK. TOUKa 4.3).

HayuH Ha npuioxeHue
Ounmupanute TabneTku TpabBa f1a ce NOrNbLIWAT LeNH, ¢ A0CTAThYHO TEYHOCT U MOTAT Ja ce npueMar
HE3aBUCHUMO OT XpaHa.

[1poABLIKKHTENHOCT Ha NPHIOKEHHETO
MonokcuH 400 mg dunmupanun Tabnerku Tpabsa na ce NPUEMAaT CbC ClIeAHAaTa NPOLBIKHTENHOCT:

- Octpa ex3auepbauus Ha xpoHuuHa o6¢cTpykTHBHA HenoapobHa 6onecr,

BKJIIOUMTETHO OPOHXHUT 5-10 aumn.
- IIpuaobura B 0OLLIECTBOTO NHEBMOHKS 10 aAHuM.
- Octp HakTepuaneH CHHY3HT 7 OHH
- Jleka 10 ymepeHo u3paseHa Ta3oBa Bb3najiuresHa bonect 14 aHn.

Mokcndaokcauns 400 mg ¢gunmupany TabneTky ca H3CAEABAHH B KJIMHHYHH W3MHTBAHHA C
NPOABLHKHTENHOCT Ha IEYEHHETO A0 14 AHM.

CexkBeHLMaNnHo (uumaaenoauo, nocineaBaHo oT HEPOP&HHO) JICHCHHUC

B K1HHHYHM NPOYYBAHHA CbHC CEKBEHLIHAHO NIeYEHHE NMOBEYETO NALHEHTH NpeMHHAL
HHTPABEHO3HO KbM MEPOPaHO JleYeHHe ¢ MOKCH(IOKCALIWH B paMKHTE Ha 4 aHH (I
o0LUECTBOTO MHEBMOHHUA) UK 6 AHM (YCJI0XKHEHN HHPEKLIMH HA KOXKATa U KOXH



[IpenopbumnTenHara 0611a NPOIBIKMTENHOCT Ha HHTPABEHO3HO H NEPOPATHO JieueHue € 7-14 aHH npH
npHAoOKTa B OOLLECTBOTO MHEBMOHHUA U 7-2] AHH 33 YCAOKHEHH HHEKLIMH HA KOXKATA U KOXKHHUTE

CTPYKTYPH.

[TpenopbuuTenHaTa ao3a (400 mg eauH MbT HA feH) H NPOABLKUTENHOCTTA HA JIEHEHHETO 33
MOKa3aHHUETO, KOETO CE NEKYBa, He TpaOBa aa ce HABHILLIABAT.

4.3 IlpornsonoxazaHuf

- CBpBXYYBCTBUTEIHOCT KbM AKTUBHOTO BELLECTBO, APYTH XHHOMIOHH HIIH KbM HAKOE OT
MOMOLLHHTE BeWeCcTRa, U30poeHH B Touka 6.1.

- BpemenHocT ¥ kbpMeHe (Bxk. Touka 4.6)
- ITaunenTyu noa 18-roamiuna Bu3pacr

- IlanneHTH ¢ aHaMHeE3a 3a BB2NAJICHHE Ha CYXO}I{HHHH/H&])}’LLI@HHE, CBBP3aHO C JICHYCHHE C
XHHOJIOHH

B npeaknMHKYHK H3NMUTBAHHKA W NPH XOpa ca HabnoaaBaHU NPOMEHH B ChpAEYHATA
eJeKTpodU3NONOrHA cnel NpHeMaHe Ha MOKCH(IOKCaurH, noa ¢opmara Ha yab/kaBaHe Ha QT-
uHtepBana. Ot cbobpakeHHa 3a 6€30MacHOCT Ha JieKapcTBaTa, MOKCH(IOKCALIMH € TPOTHROMOKA3aH

TIPH TTALMEHTH C:

- BpoaeHo min 4oKyMeHTUPaHO NpyuaoOuTo yavmkaBaHe Ha QT-uurepBana

- Hapyuwienus Ha eekTpoadTHHUA 6altaHc, 0COOEHO NPHU HEKOPUIUPaHa XUNOKATHEM KA
- KnuHnuHo 3HauMMa Opaaukapaus

- KnuHuyHO 3Ha4YMMa ChpACYHA HEAOCTATHYHOCT € HAMAJICHA JICBOKAMCpHa cbpaxuun Ha
N3TJIaCKBAHE.

- AHaMHe3a 32 CUMIITOMATHYHHA APUTMHH.

MokcndgnokcaunH He TpadBa ga ce W3MoN3Ba 3a€HO C APYTH NeKapcTBa, KOUTO yabpkasaT QT-
MUHTEpBaNna (BxK. CbLIO TOUKA 4.5).

[lopanu orpaHuveHH KIMHUYHHY JAHHU, MOKCH(}NOKCALMH € NPOTUBONOKA3aH Y NPH NALMEHTH C
yspeaena uepHoapobra pyHkuus (Child-Pugh C) 4 npH nauneHTH ¢ noBHlIeHUE HA TPAHCAMHHAZUTE
> 5 'bTH FOpHATa rpaHMLIA HA HOpMaTa.

4.4 ChoeuHajHn npejynpexicHHAA H NpelNa3ay MEPKH IPH yrnoTpeda

Ynorpebara Ha MokcHpNOKcalHH TpAOBa Aa ce H30ArBa NMpH MaLUeHTH, KOUTO €A HMATH CEPHO3HH
HEXENAHW PEAKLIHH B MUHANIOTO NPH ynoTpeda Ha NPOAYKTH, ChABPKALUKA XMHOIOHM HITH
¢nyOpOXHHOIOHH (Bxk. Touka 4.8). JleueHneTo Ha Te3u nauneHTH ¢ MokcHdokcaunH TpaOea na ce
3a[104Ba CAMO MPH JIHNCA Ha aJITePHATUBHYU BH3MOXKHOCTH 32 IeUeHUe M Clell BHUMATENHA OLIEHKA Ha
CbOTHOLLEHHETO NON3a/prcK (BXK. CbLLIO To4Ka 4.3).

[TonsaTta OT JieueHNETO ¢ MOKCH(PNOKCaLMH, 0CODEHO NpY HHPEKUHHK ¢ HUCKA CTENEH Ha TE
TpaGsa na 6nae cvobpazeHo ¢ uHdopMaumaTa, cbabpxkalia ce B Toukara "llpeaynpe
fipeaAna3Hyi MEpKH'.

Yawmkasane Ha QTc-HHTEpBaia H NOTEHUHAIHN KTMHHYHHU ChCTOAHHA, CBhP3aHH
QT-uHTepnana.




JokazaHo e, 4e Npy HAKOW NaLMeHTH MOKCcUdokcaurH yasnkasa QTc-nureppana Ha
enekTpokapanorpamara. [Ipu ananus Ha EKI™ nscneapannara, nosayueHd B xona Ha nporpaMara Ha
KIMHHYHHTE W3NMUTBaHKA, YablkaBaHeTo Ha QTc-nHTepsana ¢ mokcudnokcauuH € 6 msec + 26 msec,
1,4% B cpaBHeHHE ¢ Ha4yanHaTa CTOHHOCT. Tbil KaTO NpH XKEHUTE ce HabnloaaBa CKIOHHOCT KbM No-
yAbDKeH u3xoneH QTc-uHTEepBan B CPABHEHHE C MBIKETE, Bb3IMOXHO € T€ Ja €a NO-YYBCTBUTE/IHH
KbM NeKapcTea, yaskaBawy QTc-nHTepeana. [laueHTH B cTapuecka Bb3pacT ChLLO MOrat Aa 6baar
no-noAaTJHEH HA CBbP3aHH C NeKapcTBOTO edekTu Bbpxy QTc-uHTepeana.

JleueHne, KOETO MOXE Ja HAMANY HUBATA HA KanHd TpaGBa Na ce M3MON3Ba ¢ MOBHLLICHO BHHMAaHHE
MPH NALMEHTH, NOAY4YaBaLK MOKCHNOKCcaLuH (BXK. Touka 4.3 u 4.5).

MokcuduiokcailiH TpabBa 4a ce M3ro3B8a ¢ NOBULLICHO BHUMAHHE NPH NaUHEHTH C TEKYLUH
NPOApUTMHUUHH CHCTOSHHUA (OCODEHO NMPH KEHH K MAUKEHTH B CTapyecka Bb3pacT), KaTO OCTpa
MHOKAPAHA HCXEMHUA MK yabDKaBaHe Ha QT-uxrepsana, Thit KaTo ToBa MOXe Na A0BeAE N0
NOBULUEH PUCK OT KAMEPHH apHTMHUH (BKTIOUMTENHO torsade de pointes) U cupaeyeH apecT (BX. CbLIO
Toyka 4.3). CreneHTa Ha yabmkapaHe Ha QT-unTepsana MOXKe Aa HapacTHe ¢ NOBHLIABAHE Ha
KOHLIEHTpauuuTe Ha nekapceTBoTo. [Topaau ToBa npenopbyuMTeNHaTa A03a He TpAOBa Ja ce
HAQBULIIABA.

AKO M0 BpeME Ha JIeY€HHE C MOKCH(IOKCALIUH ce NOABAT NPHU3HALM Ha CbpPACHHA aPHTMHA,
nevyeHHeTo TpsabBa aa ce npekpaTH U aa ce Hanpaeu bKI'.

CBPLXYYBCTBUTENHOCT/a/IEPrHYHH peakliuu

HUma cbobuieHns 3a CBPBbXUYBCTBHTENHOCT W AleprudHU PEAKLMH Cllell MbPBOTO NPUIOKEHHE HA
(hp1yOPOXHHONOHHU, BKAIOMHTENIHO MOKCH(NOKCAUHH. AHadyUNaKTHYHHTE peakLiMH MoraT aa
nporpecupar Ao XKUBOTO3aCTpaLlaBalll oK, AOPU el NbPBOTO NpuaoxkeHHe. B Te3d cinyvaun Ha
KJWHHYHO NMPOABEHH TEXKKH peakUUH Ha CBPBXUYYBCTBUTETHOCT NPUI0KEHHETO HA MOKCH(IOKCALMH
TpadBa 11a ce NMpeyCTaHOBH M 11a CE€ 3aMOo4He NOAXOAALLO JedeHue (HanpUMED NeYEHHE Ha LLIOKa).

TexxHn yepHoAPOOHH HapyleHHS

[Tpy nprnoxeHHe Ha MOKCH(IOKCaUHH HMa ChOOILEHUA 32 ClTyYaH Ha QYIMHHAHTEH XENaTHT,
MNOTEHLHATHO BOAEeW A0 YEPHOAPOOHA HEAOCTATHYHOCT (BKIIIQUUTENHO Ciay4au ¢ daTtaneH uixoa) (Bx.
Touka 4.8). IlauueHTure TpaORa aa 6bAAT CHBETBAHHU A4 C€ KOHCYATHPAT CbC CBOA AeKap Npeaq Aa
NPOABLKAT IEUESHHETO, aKO CE MOABAT NPU3HALK U CHMITOMH Ha GYyAMHHAHTEH XeNaTHT, KaTo Obp30
Pa3BMBALLA CE€ aCTEHUS, CBBbP3aHa C XKBATEHHUA, ThbMHA YPHHA, CKJIIOHHOCT KbM KbPBEHE WIH
uepHoApoObHa eHuedanonarTus.

[Ipy nosBa Ha HHAMKALMK 32 YepHOAPOOHA AUCPYHKUUA TPIOBa Aa ce HaNpaBAT YEPHOAPOOHH
(YHKUHOHATHU TECTOBE/H3CIEABaAHHA.

TexKH KOKHH HEXKENAHH PeaKLHH
TexKHn KOxHH HexeNaHHu peakluu (severe cutaneous adverse reactions, SCARSs), BKIOUHMTETHO

TOKCHYHA enKaepManHa Hekponusa (toxic epidermal necrolysis, TEN: W3BecTHa ollle KATO CHHOPOM
Ha Lyell), cuiapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS), ocTpa reHepanuznpaHa
€K3aHTeMaTo3Ha nycTyno3a (acute generalised exanthematous pustulosis, AGEP) u nexapcreeHa
peakums ¢ eo3nHopwng U cucteMud cumnromu (Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), xouTo Morar aa 0bAaT >KMBOTO3acTpalliaBalllH HIH C JIETalieH U3X0/, ca
ChODLIABAHY NTPKH NPUIOKEHHE HA MOKCH(IOKCALMH (BX. TouKa 4.8). KbM MOMEHTa HAa npeanucBaHe
NauMeHTsT TpAOBa na 6bae HHPOPMHPaH OTHOCHO NPH3HALIMTE H CHMIITOMHTE Ha TEXKKH KOMKHH
peakuMH, ¥ Ja 6bae BHUMATENHO NpOCieaaBaH. AKO C€ MOABAT NPU3HALM H CHMIITOMH, NOKZ

34 T€3H peakilHH, NPHICKEHHETO Ha MOKCH(IoKcauHH TpabBa 6bae NpeycTaHOBEHO He3ok
ce OOMHCIIH ANTEPHATHBHO JICYEHHE. AKO NALMEHTHT € Pa3BHII CEPHO3HA peakums Ka
AGEP unu DRESS npu npunoxerne Ha MOKCHNOKCALIMH, TEYEHHETO C MOKCU(NOK
NaLMEHT HYKOra He TpabBa J1a ce Bb300HOBABA.

HagHeHTHTe, npeapainojioxeHH KbM I'bpHOBE




H3BecTHO e, 4e XMHOJOHHTE NPUUHHABAT IbpuoBe. TpabBa aa ¢e U3roa3BaT C NOBULLIEHO BHHMaHHE
npyu nauxeHTH ¢ HapyieHus Ha LIHC wnu npu Hanvune Ha Opyry puckoBH pakTopH, KOMTO Morar aa
NnpeApa3nonaratr KbM Mbp4oOBe WIM CHHXKABAT Mpara Ha Bb30yanmocT. B ciyuai Ha ropuoBe,
nevyeHHeTo ¢ MOKCH(IOKcaLIWH TpaOBa fa ce NPeyCTAHOBH M a Ce B3€MaT MOAXOMALUH MEPKH.

HQOQ’I:JT)KHTEJ’IHH, MHBANHAH3IHPALLH U MOTCHIIHAAHO HEUGQ&THMH CCPHO3HH HEKCTAHH JICKAPDCTBCHH

peakuMH
CvobwaBa ce 3a MHOrO pPEeAKH Cly4yaHn Ha NPOIBDKHTEIHH (NPOoabKaBaLily MeCELIH WIH FOIHHH),

MHBAIMAH3IUPALLK K NOTEHLMATHO HEOOPaTHMK CEPHO3HHU HEXENAHH NEKAPCTBEHH PEaKLIHY,
3aCATallld Pa3/IHYHHK, MOHAKOra MHOIMO CHCTEMH B OPraHu3Ma (MyCKy/NHO-CKefleTHa, HEpBHA CHCTEMA,
MCHXHKA U CETHBHH OPraHH) NPH NaLHEHTH, MOJMy4aBallld XHHONOHH H (AyOPOXHHONIOHH,
HE3aBMCHMO OT TAXHATA Bb3PACT H BeYe CHLICCTBYBALIMTE PHCKOBH PakTopy. MokcHdnokcaluH
TpabBa aa ce cripe He3abaBHO NPH MbPBHTE NPU3HAUKW WK CHMNTOMHM HA BCAKA CEPUO3HA HEXETaHa
peaKkuMs KaTo NaUuUeHTHTE TpAOBa 1a ¢ MOCHLBETBAT Aa Ce CBbPMKAT C TEXHHUA JieKap, Mpeaiiucan
NEKApPCTBOTO, 32 ChBET.

[lepudepha HepponaThs

Cso0wasa ce 3a cnyvyau Ha CEH30PHA WK CEH30MOTOPHA NMONHHEBPONATHS, BOACLUM OO0 napecTe3uns,
XHITOECTE3NA, IH3ECTE3NR Wil CNa0OCT NpH NaLMEHTH, NPUEMALLIH XHHOJOHH H QITYOPOXHHONOHH.
[TauneHTHTE, KOUTO NPHEMAT MOKCHIIOKCaLMH, TpabBa na 6bAaT NoOcbBeTBAHH Aa HHPOPMUPAT CBOA
nekap, MpeAH Aa NpoAb/HKAT IEYEHHETO, aKO CE MOABAT CUMITTOMH Ha HEBpONaTHa, kaTo Donka,
yCellIaHe 3a NapeHe, MpaByUuKaHe, H3TpbNBaHe WK cnabocT, 3a Aa C€ NpeIOTBPaTH pa3sBUTHETO Ha
NOTEHLUMANHO HeobpaTHMO 3abonsaeane. (Bxk. Touka 4.8).

[lcuxXnU4HHW peakuuu

[TCHXMYHU peakiuMH MOraT 1a Bb3HUKHAT JOPH CJI€A TbPBOTO MPHIOKEHHE HA XHHOJIOHH,
BKJTIOMHTENHO MOKCHNOKcaluH. B MHOro peaku cnyvau aenpecusaTa Wi NCUXOTHUHUTE peakLivy
MPOrpecHpar 10 CYULIMAHH MHCIIH H CAMOHAPaHABALLO NOBEAEHHE, KATO OIIUTH 32 CaMOyORHCTBO (BXK.
TouKa 4.8). B cnyua#i, 4e NaLMEeHTLT pa3ByEe TAKMBA PEaKLIMHM, IEYEHHETO ¢ MOKCHIOKCaLHH TpabBa
Na ce MPeycTaHOBY H 1A C€ BIEMAT noaxoaaum Mepku. [Ipenopbusa ce NOBHILEHO BHUMAHHE, KOMaTo
MOKCHOIOKCAUMH TpAbBa Aa ce npunara rnpHv NCHXOTHYHH MaLUWEHTH WK MPH MALKEHTH C aHaMHe3a
33 NCUXHYHO 3abongBaHe.

ﬂuapua, CBBEpP3dHa C aHTHGHOTHgH, BEKJIIOUHTCITHO KONHT

HUma croblieHus 3a cBbp3aHa ¢ aHTUOMOTHLM AHapua (antibiotic-associated diarrhoea, AAD) u
CBBP3aH ¢ aHTHOMOTHUM KonHT (antibiotic-associated colitis, AAC), BKIOYHUTENHO
nceBaoMeMOpaHoO3eH KONKT U AuapHi, cBbp3aHa ¢ Clostridium difficile, npu ynotpe6a Ha
LIMPOKOCTIEKTHPHY AHTHOHOTHULIM, BKITFOUUTETHO MOKCH(PIOKCALIMH, KaTO TEXECTTa MOXKe /1a BapHpa
OT JieKka auapusa Ao aranen konut. [lopanu ToBa e BaXKHO Ta3u AWHArHo3a Ja ce WMa npeaBua npu
NauUeHTH, KOMTO NO BpPEME Ha WM ciel ynoTpeda Ha MOKCH(IIOKCALIWH pa3BHBAT TEXKKA AHApUR. AKO
ce noao3upa K ce notsbpad AAD wnu AAC npoBexNaHOTO B MOMEHTA JIEYEHHE C
aHTHOAaKTepHaATHH CPEACTBA, BKIKYHMTEAHO MOKCH(AOKCaUKH, TpabBa aa ce npekpaTH U He3abaBHO Na
ce MpeanpuemMar aaeKBaTHH TepaneBTHUHH Mepku. OcBeH TOBa, HEOOXOAUMO € Ja Ce npeanpueMar
NOAXOAALIM MEPKH 33 KOHTPOJ Ha HH(EKLMHTE 338 HAMAJIABAHE Ha PHUCKaA OT TpaHCMHCKA. JlekapcTaa,
NOTHCKALLK NEPHCTANTUKATA, Ca MPOTHBONOKA3AHH NPH MALHEHTH, KOUTO Pa3sBHBAT TEXKKA AHApHA.

ITauneHTH ¢ MHACTEHHA FPaBUC
Mokcudnokcauut Tpadsa aa ce U3no3ea ¢ NOBULIEHO BHUMaHHUE NPH NAlYHEHTH C MHACTEHUA
rpaBuc, Thi Karo MOXKe [1a 3aCHIH CHMIITOMUTE HM.

TeHauHUT, pa3KbCBaHE HA CYXOXKHNHE
TeHAUHMT U pa3KbCBAHE HA CYXOXKHAUE (NO-CNELHANHO aXHIIECOBO CYXMKHANE, HO

OrpaHuyaBa caMO A0 HEro), [OHAKOra A8yCTPaHHO, MOXKE a Ce MOSY4H OLUE B pa
3arno4YBaHe Ha JIEYEHHETO C XMHOMIOHH H (PAYOPOXMHOIOHH KATO HMA ChOOLIEHUS
Ce€ JOPH 0 HAKONKO MECELA CIeA NMPEKPaTABAHE HA NICYEHHUETO. PUCKBT OT TeHaH!
CYXOXKWIHE Ce NOBHILABA NPH NO-Bb3PACTHH NaLUEHTH, NaLIMEHTH ¢ OBOpeyHO YBR




C TPAHCTIAHTHPAH COAUIEH OPraH U TAKMBA, 1€KyBaHH ChITbTCTBALLO C KOPTHKOCTEpONAH. [1o Tasu
MPUYKHA ChITbTCTBALIATA YNOTPeOa Ha KOPTHKOCTEPOHH TPAOBa Aa ce u3dArsa.

[Tpn NbpBHA NpU3HAK HA TEHAUHUT (Hanp. 60JE3HEHO NOAYBAHE, BB3MATICHHE) JICUCHHETO C
mMokcHGIoOKcaLnH TpsGBa na ce NpeKkpaTH U Aa ce 0OMHCIK anTEPHATHBHO JieueHHE. 3acerHaTUAT(Te)
kpaiHuk({uK) TpadBea na 6bae(ar) nekysan(1) no noAXOAdLL Ha4uH (Hanp. obezaBuxBane). He Tpadea
Na ¢e U3MON3BaT KOPTHKOCTEPOMAH, aKO CE€ MOABAT NPU3HALH HA TEHAHHOMATHA.

AHEBpH3Ma H AHCEKALUA HA 20pTaTa U perypruraunsa/HeJ0CTaTLbYHOCT HA CHPAECYHUTE KJamnu

Enuaemuonornudure NpoyyBaH1s MoKa3saT NOBHILEH PUCK OT aHEBPU3MA M THCEKALMA HA a0pTaTa,

0co0eHO NP NaLKMEHTH B CTAPHECKA Bb3PAcT, KAKTO # OT pErypruTala Ha aOpTHATa U MUTpaHarta

Knana cnen ynotpeta Ha GpuyOpOXHHONIOHH.

Coo0uieHy ca cny4yau Ha aHEBPU3Ma U JIMCeKallMa Ha aopTaTta, NMOHAKOra YCIOXKHEHH NMopaau

Pa3sKbCBAHE ( BKJIKOUHTEIHO C JIETANIEH H3XOR) H PerypruTauta/HeJOCTaTbYHOCT HA HAKOH OT

CbPASYHHTE KJIaNH MPH MALHEHTH, NpUeMallyd (GnyOopoOXHHOIOHH (BXK. Touka 4.8).

CneanoarenHo ¢yopoXHHONOHHTE TpsdBa Aa ce U3NOA3BAT CAMO Clell BHUMATENHA OLIEHKA Ha

CBOTHOLUEHHETO [1013a/PUCK U CNE pa3rieXaaHe Ha OPYry TepaneBTHYHH Bb3MOXHOCTH NPH

MalMEHTH ¢ MONOKHTENHA (PaMHIHA aHAMHE3a 3a aHEBPHU3MA WM BpoAEHO 3abonaBaHe Ha

CHPACYHUTE KJIanH, WY NPH MAUKEHTH, AHATHOCTHLMPAHH € NPEALWECTRAllA aHEBPH3Ma W/ UK

AMceKalUus Ha aopTaTa WiH 3a00n9BaHe Ha ChPACYHUTE KNAMH, WIH NMPH HANHYKE HAa APYrH PUCKOBH

dakTopH WK 3abonaBaHud, Npeapasnoarauy

- KaKTO 3a aHEBPH3Ma, TAKA W 33 JHCEKALMs HA aOpTaTa W 3a peryprutanusa/HeoCcTaTb4HOCT Ha
CbpAEeYHHTE Kianu (Harnp. HApYWeEeHHs Ha CheAMHMTENHATA ThKaH, Hanp. CHHApoM Ha Marfan
WK ciHapoM Ha Ehlers-Danlos, cunapom Ha Turner, 6onect na Behcet, xuneproHnus,
pPEeBMATOHEH apTPHT) MK JOMbAHHTEIHO

- Mnpy aHeBpH3Ma M JHCEKALUHA HA aopTaTa (Hanp. CbI0BH HAPYLUCHHS, HANP. apTEPHHUT Ha
Takayasu, rMraHTOKJIETBYEH APTEPUHT, HIIH H3BECTHA aTEPOCKIIEPO3a HJIH CHHAPOM Ha
Sjbgren), LKIK AONBITHHTEHO

- NPH perypruTalrda/HEAOCTATBYHOCT HAa ChPACYHMTE KIANK (Hanp. HHPEKLUHO3EH EHAOKAPAHT).

PuckbT OT aHeBpH3Ma M AHCEKAUMS Ha aOpTaTa M TAXHOTO Pa3KhLCBAHE MOXKE ChIHO Aa CE NOBHLLH MNpH

MalMEHTH, IeKyBaHH €JHOBPEMEHHO CHC CUCTEMHH KOPTHKOCTEPOHUIH.

[pu BHe3anHa Goska B KOpeMa, rpbAHUA KoLl UK repba nauneHTUuTe TpadBa Aa 6baaT NOCHBETBAHU

1a c€ KOHCYATUpaT He3abaBHO C lekap B CMELLHO OTAENSHHE.

[TauneHTuTe TpAOGBa Na 6bOAT NOCHLBETBAHM Ja NOTHLPCAT HE3abaBHO MeAULIMHCKA MOMOLL B cAly4ai Ha

OCTpa ANCHHEA, MTORBA HAa ChpUedueHe (NaNUTALMKH) UTH PA3BMTHE HA OTOK HA KOPEMA HIH AOJIHUTE

KpaHHHUH.

[launeHTtH ¢ 6BOpeUHO yBpeKAaHE

[MauneHTH B cTapuecka Bu3pact ¢ 6bOpeuHn HapylueHus TpaOBa Ja U3NON3BAT MOKCUGIOKCALIUH ¢
MOBHLLUEHO BHUMAHHE, aKO HE Ca B ChCTOSHHE Aa NOAABLPKAT AACKBATEH MMPHEM Ha TCUHOCTH, 3aLIOTO
JEXHApaTalMATa MOXKE [a NMOSULLIK pUcKa OT OrOpeyHa HeAOCTATBYHOCT.

HapyiueHus Ha 3peHueTo
[pu yBpexxaaHe Ha 3peHUETO WM NOABA HA KAKBMTO H Aa e epeKTH BbPXY OUHTe, HezabaBHO TpabBa

1a C€ HanpaBy KOHCynTauusa ¢ opranmoyior {(Bx. Toukd 4.7 1 4.8).

Hducrnukemus
KakTo npu BCHYKH XMHOJIOHM, HapyLUEHUS B KPbBHATA 3aXap, BKIIOYHTENHO H ABETE, XHUIMOITHKEMUS
U XHnepriukeMus, ca Ounu noknansaHu (Bx. Touka 4.8), Hali-4ecTO Npy NaUKEHTH ¢ auadber,
NONYy4aBallli ChITbTCTBALIO JCUEHHE ¢ MEPOPATHO XHUMOTIHKEMHUUYHO ¢peacTBo {Hanp. rnubenknammna)
WK ¢ uacynuH. Jloknaasanu ca cnyvan Ha xunoravkemudHa koma. [py naumenru ¢ auaber, cg
npenopbyYBa BHUMATENHO MPOCAEAABAHE HA KpbBHATa 3axap (Bx. Touka 4.8).

[IpeseHuHs Ha peakLiMH HAa GOTOUYBCTBHTEIHOCT

Hoka3zaHo e, ye XHHOJIOHHTE NPEeAN3BHKBAT N0ABA HA (POTOUYBCTBHTENHH PEAKLHH I
IMpoyusanusTa 06aue ca 10Ka3aH, e MOKCH(DIOKCALIMH HMA NO-MATBK PHCK OT HHA
dhoTouyBcTBHTENHOCT. BhNpeky ToBa nauuenTHTe TpsibBa fa 6bAAT ChBETBAHN Na H3B




Ha ¥YB nbyM WIH NPOABIKHTENHO H3NaraHe W/HAH CHIHA CTbHYEBA CBETIIMHA MO BPEME Ha JICYEHHE C
MOKCH(TOKCAUUH (BX. Touka 4.8).

IlaliueHTH ¢ FJ'IIOI(O30-6-CbOCd23T ACXHADOr€HaicH QBQHQHT

[TaureHTHTE C haMMHIIHA AHAMHE3A WK C HATMYEH rIOK030-6-docdar gexuaporeHaseH 1ePULMT ca
MpeaApas3noiokKeHd KbM XEMONMTHYHH peakLIMH TPy IeUeHHe ¢ XHHOMOHH. CneaoBaTenHo,
MokcudaoKcalMH TpadBa aa € H3NMoN3Ba C NMOBUIIEHO BHUMaHHUE NPH TE3H NALUHEHTH.

[MTaumeHTH ¢ Ta30Ba Bbh3NAIWTEIHA DonecT
Ilpu nauneHTH ¢ yCnokHeHa Ta3oBa Bb3nanuTeHa 6onecT (Hanp. cabp3aHa ¢ TyD0-OBapHaneH UK
Ta30B abcuec), 3a KOMTO € He0DXOAHMO MHTPABEHO3HO JieueHHKe, nedeHHeTo ¢ Monokcun 400 mg

$unmupanu TabneTKy He ce NpenopbyBa.

Tazosa pw3nanuTenHa 6onect Moxke na 6bae NpUUHHEHA OT QJIYOPOXHHONOH-pE3UCTEHTHA Neisseria
gonorrhoeae. 3aToBa B Te3H cnyyan MOKCH(IOKCaUHMH TpaOBa 1a ce npuiara EMNUpUYHO
€AHOBPEMEHHO ¢ APYT NOAXOAALL AHTHOHOTHK (Hanp. uedanocnoOpHH), OCBEH aKO MOXE Aa Ce
H3KJTIOUH MOKCHGIOKCaUUH-pe3ucTeHTHA Neilsseria gonorrhoeae. Ako 30 3 AHM cnel 3anovBaHe Ha
NEYEHHETO HE ce MOCTUIHE KIMHHYHO nogobpeHue, TepanuaTa Tpabea Aa ce npepasriena.

[MaLneHTH cbe cneUHaTHH YCAOMKHEHH HHOEKUHH Ha KOXKATAa M KOXKHHUTE CTPYKTYPH {cSSSi1)
KiiuunuHaTa epHKACHOCT Ha HHTPABEHO3eH MOKCH(IOKCALMH NPH JIEHEHUE HA TEXKKH HHPEKLIUH
BCNEACTBUE HA U3rapAHUs, GaCUWHTH H UH(pEKUMH Ha ANaOETHO CTBHNANO C OCTEOMHENHT HE €
yCTAHOBEHA.

BiaumoaeiicTBue ¢ OHONOrHYHH TECTOBE

JleyeHHETO ¢ MOKCU(IOKCALMH MOXKE 21a NMOBJIMAE HA KYNTYPETHOTO H3C/E€ABaHE 32 HATUUHE Ha
Mycobacterium spp. upe3 MoTuckane Ha SakTepHalHUA pacTeX U Ja J0Beac 10 panlumuBo
OTPULATENIHH Pe3yNTaTH B NpobH, B3ETH OT NALMEHTH, MOJTYUaBaLLH MOKCH(IOKCALIUH.

[TauveHTH ¢ HHPEKLHH C METULIMIUH-Pe3HCTEHTHI Staphylococcus aureus (MRSA)
Mokcudnokcauud He ce npenopbysa 3a neueHue Ha MRSA nHekuuu. B cnyuaii Ha npeanonaraema
UNH yCTaHOBeHa HHeKUMA, npHurnHeHa oT MRSA, Tpabea ga ce 3ano4uHe feyeHHe ¢ NoaXoaaLo
aHTUOaKTepHAITHO CpelCTBO (BXK. TOUKaA 5.1).

IleanaTpHuHa nonyaaius
ITopaan HexenaHUTE peakUHH BhpPXY Xpylusana Npy MNaau >KMBOTHH (BXK. Touka 3.3) ynorpebara Ha

MOKcU(UIOKCaLIMH NPH AeLa H IOHOLUH Ha Bb3pacT < 18 roanMHu € npoTHaonokaszaHa (Bxk. Touka 4.3).

IlomouHu BeLlecTBa
Tora nexkapcTBo ChaAbPxka No-Manko o | mmol Harpuit (23 mg) na Tabnetka, T.€. MOXe na ce Kaxe,

Y€ NPAKTHYECKH HE CLABbPHKA HATPHH.

4.5 Biaamope#icTBHe ¢ APYrH JIeKAPCTBEHH NPOAYKTH H APYrd ¢OopMHE HA B3aHMOJelicTBHE

B3auMoaeHcTBHE ¢ NEKAPCTBERH NPOAYKTH
He Moxe na ce H3i1iouM aaHTHBEH edekT BbpXy yabmkasaHeTo Ha QT-uHTepBana Ha

MOKCH(IOKCALIHH H JPYTH JIEKAPCTBEHH NPOAYKTH, KOMTO MoraT Aa yabmkar QTc-unrepeana. Tosa
MOYKE N3 A0BeJe N0 NOBHILIECH PUCK OT KAMEPHH apUTMHUH, BKNIOUHTENHO torsade de pointes.

[lopaaw ToBa, EAHOBPEMEHHOTO NPHIOKEHHWE HA MOKCH(IIOKCALMH C HAKO# OT CeJHUTE NIEKAPCTBEHH
IPOAYKTH € MPOTHBOMOKA3aHO (BXK. CbLLO ToUKa 4.3)

- AHTHApUTMHYHH NEeKapcTBa oT wiac [A (Hanp. XMHHAWH, XUAPOXHWHH/HH, W30
- AHTHapHTMHUHH cpeacTea oT Kaac 11l (Hanp. aMuoaapoH, cotanon, nogeTUIHH;
- AHTHNCHXOTHUH {(Hanp. ¢eHOTHA3HHH, TUMO3HI, CEPTHHAOIN, XaNoNepHao, ,(
- TPHUMKITHYHH aHTHOENPECAHTH.



- Hsakou aHTHMHKpPOOHH cpeacTBa (CAaKBHHABHP, CNApPIOKCalUH, EPHTPOMHLMH 1V,
neHTaMMAWH, NPOTUBOMANAPHITHK NpenapaTtH, ocobeHo XanogaHTpHH).

- Hakou aHTUXHCTaMHHM (TepdeHaaHH, aCTEMH30, MU30JACTHH).

- Hpyru (um3anpua, BuHkaMud IV, 6enpuaunn, nudemanun).

Mokcudnokcauun TpsOBa Ja ce M3N013BAa € MNOBHLUCHO BHHMAHHE 0OPH MALHEHTH, NPHEMALIH
NIeKapcTBa, KOMTO MOraT A4 NOHWXKABAT HUBATA Ha KanWil (Hanp. OpUMKOBH M THA3HAHH AHYPETHLIM,
NAKCATHBH W KJIM3MH [BUCOKH A03H], KOPTUKOCTEPOUIH, amMpoTepULIMH B) unu nekapcTsa, CBLP3aHH ¢
KITAHHYHO 3HAUYMMa OpaauKapaua.

Mexay NpUNOKEHUETO Ha NPOAYKTH, CbAbPXKALUH JBY- UIH TPUBAJIEHTHH KATHOHH (Hanp.
AHTHALMIH, CHABPKALLH MArHE3Wit MM anyMHHHH, UIAHO3HH TabneTKH, cykpandar v MPOAYKTH,
ChABPAAUIH XKENA30 WK LHHK) 4 TOBA HA MOKCHNOKCAUUH TpADBA Aa UMA UHTEPBAN OT OKONO 6
yaca.

EaHOBpeMEHHOTO NPHIOKECHHE HA aKTUBEH BBIJICH ¢ nepopanya ao3a ot 400 mg MokcHdaokcauuy
BOAM [0 M3pa3eHo MpegoTBpaTaBaHe Ha abcopOuusaTa Ha NeKapCTBOTO U pedyLIHpaHa CHCTEMHA
HaNWYHOCT Ha nekapcTeoTo ¢ noseue oT 80%. Craegoeatendo, €AHOBpEMEHHATa ynoTpeba Ha Te3H ape
JICKapCTBa HE c€ NpenopbUBa (OCBEH B CTYYAHTE HA NPEAO3UpaHe, BX. ChUIO TOYKA 4.9).

Cnen NOBTOPHO A03HWpPaHE NpH 34paBu A0OPOBOILM, MOKCH(IOKCALIMH noBuwaBa Cmax Ha JUIOKCHH
¢ npubnusutento 30%, 6e3 na nosnusasa AUC unu Hail-uuckuTe Husa (trough levels). He ca
HeOOXOANMY NpEANa3HH MEPKH 3a W3MOI3BAHE C AMTOKCHH.

B npoyuBaHHua, npoBeaeHH npH aMadetuun 1oOpoBOJILH, €AHOBPEMEHHOTO NIPHIOKEHHE HA
nepopaneH MOKCH(PAOKCAUMH W rMMOSHKIaMKA BOOM 10 NMOHWXKaBaHe ¢ npHOnuanTenHo 21% s
NMUKOBHUTE TJIa3MEHH KOHLEHTpaunu Ha raubenknamua. KomGrunauuara ot rnubeHknaMua v
MOKCHU(IOKCALIWH TEOPETUYHO MOXE Aa AOBEAE A0 IEKA U NPEeXOaHa XHNEPriuKeMHuA.
HabGmoaaBanure papMakOKHHETUYHH NPOMEHH Ha ranbeHKnaMua 00aue He BOOAT A0 NPOMEHH Ha
dbapMakoAMHAMHYHMTE NapaMeTpu (KpbBHA 3aXap, HHCYJIHH). 3aTOBa He € HabnoaaBaHO KIMHHUYHO
3HAYMM B3aHMOAEHCTBHE MEXIy MOKCH(IOKCALMH K IHOeHKIaMHU.

IIpomenu B INR

CoobLueHu ca ronsam Opoi cayuaun, nokassalllM MOBHILABAHE Ha NEPOpaNHaTaA AaHTHKOArynaHTHa
AKTUBHOCT MPH NaLKEHTH, NpHEMALIY aHTHOAKTEPHANHK CPEACTBA, NO-CNELHANHO (QJTYOPOXHHONOHH,
MAaKpOJIMAH, TETPALUMKJIMHH, KOTPUMOKCA30,1 U HAKOH UedanocrnopHHu. Puckoeu akropu ce sBaBar
HHPEKLHO3HH H BB3NAJTHTENHH 3a00ns1BaHNA, Bb3pacTTa U o0LOTO cheToAHME Ha naunedTa. [1pu re3u
obcToATeNCTBa € TPYAHO Aa CE MPELeHH ATy HHPEKLIMATA HWIH NEHEHHETO NPHYHHABAT HAPYUIEHHE B
INR (MexayHapoaeH HopmanusupaH koeduurenT). [IpeanazHa Msapka € no-4eCcToTo MOHUTOpUpaHe
Ha INR. Ako e HeoOXx0aKWMO, NepopanHaTa 103UPOBKA HA AaHTHKOAarysnaHTa Tpabea na ce kopurupa
CBOTBETHO.

KnuHu4HHUTE NpoyYBaHHA HE €a YCTAHOBH/IH B3aMMOJEHCTBHSA Clle]] €IHOBPEMEHHO MPHNOKEHHE Ha
MOKCH(NOKCALIHH C: paHUTHAHKH, NpodeHeUH ], NEPOPATHH KOHTPaLENTUBH, KANLMEBH J00aBKH,
MOP®dHH, NPUNOIKEH NAPEHTEPANHO, TEO(MHWIHH, UHKNOCIIOPHH WNH HTPAKOHA3O0.

In vitro npoyyBanua ¢ YoBew KK HUTOXpOoM P450 eH3umu noakpenaT Te3d KoHCTaTauuH. Karo ce
B3E€MAT NpPEeABHA TE3U PE3YNITATH € MAJIKO BEPOATHO MeTabOMUTHO B3aUMOAEHCTBHE YPE3 LIMTOXPOM
P450 eHzumuTe.

B3auMoneincTeue ¢ xpaHa
He e ycTaHOBEHO KITMHWYHO 3HAYMMO B3aUMOAESHCTBHE HA MOKCHGIIOKCALHH C XPaHH,

U MJICYHHK NPOAYKTH.

4.6 @epTuanTeT, OPEMEHHOCT H KbpMeRe




bpemeHHoOCT

be3zonacHocTTa Ha MokcHdiIOKCalUMH NPH OPEMEHHH XKEHH HE € oueHsraHa. [IpoyuBaHnaTa npu
YKHUBOTHM MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). [IoOTEHUHAAHHAT PUCK NPU XOpa He €
M3BECTEH.

[Topanu eKCNEPUMEHTANTHHSE PUCK OT YBPeAAaHe OT (PyOPOXHHOIIOHH HA XPYLUANA HA HOCELLMTE
CTABH NMPH HE3PENH KUBOTHU U 00paTUMH CTAaBHH TPaBMH, ONMMCAHHU NMPH Jeua, Nojy4yasalii HAKOHU
(bNyOpPOXHHOIOHH, MOKCH(UIOKCALHH He TpAOBa aa ce H3non3ra npu OpEMEHHH sKeHH (BxK. Touka 4.3).

Knpmene

Hsama HaTHYHH JaHHW NPH KEHH C NaKTauMs WK kbpMadki. [lpeaknMHHYHKTE JaHHM NOKA3BAaT, Ye
MaJIKH KOJTHY4ECTBA MOKCH(MIOKCALIMH CE CeEKpeTUpaT B MIAKOTO. [1pH nnuncara Ha AaHHU NpH Xopa H
Nopaay €KCNEPUMEHTATHHA PHCK OT YBpeXaHe OT UIYOPOXHHOMOHH Ha XPYLUANA HA HOCELUUTE
CTaBH NPH He3peu XXHBOTHH, KbPMEHETO € NPOTHRONOKA3aHO N0 BPEME Ha JICYEHHE C
MOKCH(NOKcaLMH (B, Touka 4.3).

depTUnuret
[IpoyuBanua npy )KMBOTHH HE MOKa3BaT YBpEKJaHE Ha PpepTuanTeTa (BXK. TOUKa 5.3).

4.7 EdexTH BbpXy cnocobHocTTA 32 modupane n pabora ¢ Mamuuu

He ca npoBexaaHu npoy4uBaHus 3a epeKkTuTe Ha MOKCUgIoKCaLHH BbPXY ¢NOCOOHOCTTA 3a
wodHpaHe U pabota ¢ MalLMHU. (DAYOPOXHHONOHHTE, BINTIOMUTETHO MOKCHGNOKCALHH, 006aye MoraT
Aa JOBEJAT 40 YBpEXIaHe Ha cnocoOHOCTTA Ha NauKeHTa 3a wodupaHe Win pabota ¢ MalMHM,
nopaad peakumu ot crpada na LIHC (nanp. ceeToBnprek, 0¢Tpa, npexoaHa 3aryba Ha 3peHHe; BXK.
TouKka 4.8) nu ocTpa ¥ KpaTkoTpaiiHa 3aryba Ha cb3HaHWe (CHHKON, BX. Touka 4.8). IlaudeHTure
TpAaOBa Aa 6bAaT cHbBETBAHM A NPOBEPAT Kak pearHpar Ha MOKCH(IOKCALKH npeau wodHpaHe Uin
paboTa ¢ MalUHHH.

4.8 Hexenans JIeKapCcTBEHH PeakKnRH

[lo-gony ca U3BpoeHHU HEXENaHKTE peaklUMu Ha Ha3zaTa Ha BCHUKH KJIHHMYHH M3NUTBAHHA U NONYYEeHH
OT NOCT-MAPKETHHIOBH A0KAagH ¢ MOKCcH(iokcauuH 400 mg (nepopaiHo NpHIOKEHHUE U
CEKBEHLIHAIHA TEpaNKuA), MPYNHUPAHHU MO YECTOTH.

OcBeH rajeHe U JUapus BCUYKH HEXeaHU peakLimu ca HabmoaaBanu ¢ yectotu noj 3%.

[Ipu BCAKO rpynupaHe, B 3aBUCUMOCT OT YECTOTATA, HEXKEJAHWTE JIEKAPCTBEHH PEAaKLWH ca
NPEeACTABEHH B HU3XOAALL peJl N0 OTHOIUEHHE Ha TexecTTa. UeCcTOoTHTE ca onpeeneHH KaTo:
- Muoro uectu (2 1/10)

- Yectu (17100 no < 1/10)

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

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

- Muoro peaku (< 1/10 000)

- C Hen3BecTHA YecTOTAa (HE MOXKE 1a CE€ NMPEABHAH OT HANTHYHHTE NAHHH)

YecTH HeuectH Peaku MHoro peaku C Heu3BecTHa
YyecToTa

HUudexunn H CynepnHpek-
uHdecTauun UMH,
IBb/KALLH ce
Ha
PEe3UCTEHTHH
DakTepHH HIH
rOMUKH,
Hanpumep
OpaJiHa




BaruHalHa

KaHAM03a
Hapyiweuus Ha AHemus, [MoBHLIEHO HHBO HA
KPbBTa H NEBKOMEHUA(H), MpOTPOMOHH/
nuM¢Hara HEeyTPONEHUA, noHuxkeH (NR,
cHCTEMA TpOMBOUMTONEHUA, arpaHyJOUHTO3a,
TpoMOOUHTEMHSA, MaHUHTONEHUS
eo3uHOPHIUA B
KpbBTa, Y ABIKEHO
npoTpoMOHHOBO
BpeMe/MOBKLLICH
INR
Hapyweuus Ha AnepruuHa peakuus | AHadunakcus,
HMYHHaTa (BX. Touka 4.4) BKJIIOUHTE/THO
CHCTEMA MHOIQ PAAKO
XHBOTO3aCTpalla-
Balll LWOK (BX.
TOouKa 4.4),
ajiepru4yeH
OTOK/aHTHOEIEM
{ BKJIIOYHTEJTHO
OTOK Ha NapuHKca,
NOTEHUHATHO
*®HUBOTO3ACTpAllIA-
Balll, BX. TOYKA
4.4)
Hapy1iieHnsa Ha CHHApOM Ha
€HAOKpHHHATA HealeKBaTHa
CHCTEMA CEKpeuHn Ha
AHTHIKYPETHYHHUSA
xopmoH (SIADH)
Hapyiueuus Ha XunepaunuaeMus XHNEpriivkeMus, XHUNOFNUKEMHA,
MeTadoI3Ma U XHNEepYPHUKEMHSA XHUNnornHKkeMuuHa
XpaHEHETO KOMa {(BXK. TOuka 4.4)
Hewxuunn Peakuuu Ha EmMounoHanxa HenepcoHanusauus,
HapyweHus™ TPEBOXKHOCT, nabunHoCT, NCUXOTHYHU
IICHXOMOTOPHA Aenpecus (B MHOTO | peakuuu
XHNEPAKTHBHOCT/ pPeaKH {MOTEHUHAJTHO
axHuTaumsa ClTy4aH 3aBbpuUiIBallH CBC
NOTEHLHATHO CaMOHapaHABALLO
3aBLPLUBALLA CbC NOBEACHHE, KATO
CaMOHapaHABallo CYHUMIHH
MOBeAeHHe, KaTo HaAMEPEHHA/MHUCITH
CYHUHIHH WIH OTIHTH 3a
HaMEPEeHUA/MHCIH | camMOyOHICTBO, BXK.
WIH OTMTH 34 TOuKa 4.4)
camoyOuitcTBo, BX
TOouka 4.4),
XaIOUMHALIMHY,
REJTUPHYM
HapywieHunsa Ha [ nasobonue, [Map- u auzecreana, | XHMIOECTE3HU, Xurnepecreauns
HepBHATa 3aMaiBaHe HapyLLEHHS HA HAPYLWEHNA Ha
cucrema* BKyca o0oHAHKETO
{BKJTHOUMTENHO (BKJIIOMHTENHO
areyma B MHOIO aHOCMHSA),
peaKH Cyuan), abHOpPMHH CBHHINA,
ofbpxBaHe U HapylleHa
AE30PHEHTALIUA, KOOpAKHALKA
HAPY1IEHHA Ha CbHA | (BKIIOYHTENHO
(npeaumHoO HapylleHHs Ha
Oe3cbHue), TpemMop, | nmoxoakara,




CBETOBBPTCK,
CbHIHBOCT

0CO0OEHO ABIKALLH
Ceé Ha 3aMaiiBaHe
WIH
CBETOBBPTEK.),
rbpuOBe
(BKIHOYHTEITHO
grand mal
KOHBYJICHH, BX.
Touka 4.4),
HapYLIEHO
BHHUMAaHHe,
HapPYLWEHHA Ha
peuTa, aMHes3us,
neprugepHa
HEBPONATHA U
NOJIMHEBPONATHA

Hapyuenuns Ha
ouute*

3pHTENHHUTE
HapyIlUEHHH,
BKJIFOYHTEJTHO
AUTLIONHUA #
3aMBIIIEHO 3pEeHHE
(ocobeHo npu
peakuM1H OT CTpaHa

Ha LIHC, BX. TOuka
4.4)

Dotodhobus

IIpexoana 3aryba Ha
3penue (ocobeHo npu
pPeaKLHrH OT CTpaHa
Ha UHC, BXk. ToukH
4.4n4.7)

YBEHT H ABYCTpaHHa
ocTpa
TPAHCHAKOMUHALMA
Ha HpHCa (BX, TOUKaA
4.4)

HapyweHud Ha

LyMm B ywure,

YXOTO U HapylUEeHHUA Ha
nabupuHTa* cayxa,
BKJIIOYHUTENHO
rIyxoTa
(0OMKHOBEHO
obparuma)
Copaeunu Yawnkasane | YaowmnkaBaHe Ha Kamepuu aputmuu, | Heonpeaenenn
HapylUeHHA** Ha QT- QT-uuTepBana (Bx. | cHHkOM (T.e. ocTpa | apuT™MHuH, torsade de
WHTEepBata TO4Ka 4.4), ¥ KpaTKOTpaiiHa pointes (BxkK. TOUKA
Npd NALUMEHTH | MANTNUTALIMH, sary6a Ha 4.4), chpaeyeH apecT
C XWIOKaJHe- | TaxHKapaus, Cb3HaAHUE) (BXx. TOuKa 4.4)
MUA (BXK. npeacbpaHo
TOYKH 4.3 M MBXKICHE,
44) CTEHOKApAHS
Cba0BH Ba3soannaraumus XHNEPTOHHA, Backynut
HapyuieHna** XHMNOTOHNA
PecnupaTtopHs, AucnHesd
TPLAHY U (BKnrouUHTENHO
MeIHACTHHATHH aCTMATHYHH
Hapy WEeHHA ChCTOAHHA)
CroMaiHo- ["aneHe, Hamanssaue Ha Hucdarus,
YPEBHH MOBPBLLUAHE, aneTHUTa K MpHeMa CTOMATHUT, CBbP3aH
HapY LUIEHUR CTOMALLHO- Ha XpaHa, 3anek, C aHTUOHOTHLIK,
4YpEeBHH H OMCTIENCHA, KOJIUT
KOpPEMHH ¢paaTyneHuun, (BKMOYHTENHO
OONKH, AMAPHA | FrACTPUT, NOBHILEHA | ncesaoMembpa-

aMHJ1a3za

HO3CH KOJINT, B
MHOTO pelxn
CIIy4aH CBbP3aH C
AKHBOTO3aCTpalla-
BALH YCAOKHEHHA,
BXK. Touka 4.4)




Xenarobunn-
apHU
HapylweHHA

[TopHaBaHe
Ha
TpaHcamMHHa-
IUTE

HeproapobHo
yBpEXKAaHe
(BKJIFOMUTENHO
NOBHLLABAHE HA
LDH), noBuiueHu

HKvntenuua,
XEnaTuT
(npeaAnMHO
XONECTATHYEH)

DyIMHUHAHTEH
XenaTur
NMOTEHLHANHO BOALLL
[0 XMBOTO3aCTpaLLa-
BAl1a YepHOApOoOHa

H#Ba Ha ODWMpyOnH, HEIOCTATBYHOCT
MOBHIUCHA rama- {BKHHOUHTENHO
ryTamui- datanHu cnyuau, Bx.,
TpaHcdepasa, TOuKA 4.4)
nosuUIaBaHe Ha
ankanHarta
tdocdarasa B KpbBTa
HapyuweHusa Ha Copbex, 0bpus, Byno3HK KOXHH Octpa
KOXaTa M ypTUKapHa, Cyxa peakLuHu, KaTo reHepa-
NOAKOXKHATA KOXa CMHAPOM Ha Stevens- | au3upaHa
TbKaH Johnson wiu eK3aHTE-
TOKCHYHA MaTO3HA
efnydaepManHa nycryao3a
HEKPOJIH3a (AGEP),
(MOTEeHUHATTHO NleKapCTBeHa
M HBOTO3ACTpALLIA- peakuus ¢
Ballia, BX. Touka 4.4) | eozuHodunus
M CHCTEMHH
CHMIITOMH
(DRESS)
(BXx. TO4Ka
4.4),
¢duKkcHpaHa
JeKapcTBeHa
Cpyrnuus,
peakuny Ha
dorouys-
CTBUTEJTHOCT
(BK. TOUKa
4.4)
Hapyiiienuns Ha ApTpanrus, TeHouHuT (BK. Pa3krcBaHe Ha Pa6no-
MYCKYNHO- MBaITun TOuKa 4.4), CYXOXKHIIHE (BXK. MHONH3a
CKEJleTHaTa MYCKY/HH Kpamn#, | Touka 4.4), apTpuT,
CHCTEMa, MYCKYHH CNa3MH, | MYCKYJIH2
CbeAMHU- MYyCKYJHa cnaboctT | pUrHaHocT,
TENHATA TbKaH H obocTpsAHe Ha
xocTuTe™® CHMNTOMHTE Ha
MHacCTEHUS IPaBHC
(Bx. Touka 4.4)
HapyiweHns Ha Hexnapauus br6peuno
6n6peuuTe M yBpexaaHe
MUKOUHHTE (BKITIOUHTENHO
MbTHLUA NOBHLIABAHE HA
BUN u
KpEaTHHUH),
O01LOpeyHa
HEAOCTATbYHOCT
(BXk. Touka 4.4)
O6wwu HepasnonoxeHune Otok
HApYILUEHHA U (NMpeaMMHO acTeHHA
edekTH Ha WK yMOpa),
MACTOTO Ha bonesHeHH
npUIOKeHue* CbCTOSAHHUA
(BKAIOUHTENHO

bonka B rvpba,
(PbAHUA KOLL, Ta3a




H KpaHHULIUTE),
H3MOTHABAHE

* Cpobiuaea ce 3a MHOTO PeaKH Cly4au Ha NPOABLDKHTENHH (10 MECEUH WIH NOOHHH),
WHBANUAW3IUPALLN ¥ MOTEHUHANHO HEOOPATUMH CEPHO3HH NEKAPCTBEHU peaKLMH, 3acAraliH HAKOJKO,
NOHAKOra MHOI'O CHCTEMO-OPraHHH KJIacOBe H CETHBA (BKIIOUHMTENHO peakLMH KaTO TEHAWHHT,
pa3KbCBAHE Ha CYyXOKHIUE, apTpanrds, 60/ka B KpaHHULUTE, HapYLIEHHE Ha MOX0IKaTa, HEBPONATHH,
CBBP3aHM C NAPECTE3MH H HEBPANIrHUA, YMOPa, NCUXUATPHUHH CUMITTOMH (BKIIOUYUTENHO HapyLIEeHUs
Ha CbHS, TPEBOXKHOCT, NPHUCTBLIK HAa NAHWKA, ACTIPECU K MHCITH 3a CaMOYOUHCTBO), HapylleHHe Ha
NnaMeTTa 1 KOHLECHTPaLUATA W YBPEXIAHEe Ha ClTyXa, 3pEHHETO, BKyca W OOOHSHHETO) BLB BPBb3Ka C
ynoTpebara Ha XHHOJIOHH H (PAYOPOXHHONOHU, B HAKOM CITy4aH, HE3aBHCUMO OT BeYe
CbLIECTBYBALLIUTE PUCKOBH (akTopH (BXK. TouKa 4.4).

** Ilpn naureHTHTE, NpHeMaliu GIyOpOXHHONOHH, ca CHOOLIEHH Clyvad Ha aHEeBPH3Ma U AUCeKaLH1s
Ha a0opTaTa, NOHAKOra yCJ0KHEHH NOpaaH pa3KbCBaHe (BIUTIOHUTENHO C IeTaneH H3X0A) U
Peryprutauusa/HeJ0CTaTbYHOCT Ha HAKOM OT CHPJCHHUTE Kianu (BX. Touka 4.4).

MHoro paako ce cbolluaBa 3a CIEAHUTE HEXKETAHH PEAKLIMH CJICA IEYEHHE C ApYTH
GbAYyOPOXHHONOHH, KOMTO € Bb3MOXKHO Aa CE NMOABAT H NPH JIEYEHHE ¢ MOKCH(IOKCALWH: MOBUILEHO
BbLTpPEHEPENHO HanAraHe (BKJIIQUHMTENHO NCEBIOTYMOP uepedpn), XHNepHATPHEM KA,
XUnepKanueMHus, XeMOJINTHYHA aHEMMUA.

CpoOluaBaHe Ha MOJO3MPAHHU HEXKETAHH PEAKLIUY

CprobLuaBaHeTo Ha NOJO3MPAHH HEXKEIAHW PeakLMK Cie/ paspeuiasane 3a ynorpeda Ha TeKapCTBEHUA
NPOAYKT € BaxXHO. ToBa NO3BO/IARA Aa NPOALKH HaONIOAECHHETO HA CHOTHOLIEHHETO M0N3a/pUCK 32
neKapcTBeHus NpoayKT. OT MEOVWLIMHCKHTE CNELMANHCTH CE H3UCKBA Ja chobiaBar Bcaxka
NoJo3HpaHa HexKeNaHa peakuua Ypes

HanbnHuTeNHa areHLus Mo neKapceTpara

yi. ,,JdamsH ['pyes” Ne 8

1303 Cogus

Ten.: +359 2 890 3417

yebcaliT: www.bda.bg

4.9 Ilpeno3upane

HsimMa KOHKpeTHH npeana3zHyd MepKHW, KOWTO 1A ¢ NPEnopBYUaT CleA cyqanHo npeao3vpaHe.B cnyyai
Ha npeao3vpade, TpabBa Aa ce NPUNOKHK CHMNTOMATHYHO JedeHue. Tpsabea na ce npeanpueme EKI
MOHHTOpPUpPAHE, NOPAaH BBL3IMOXHOCTTA OT yabbkasaHe Ha QT-uHTepBana.

EnHoBpeMeHHO NpUIIOXKEHHE Ha aKTHBEH BbIJIEH ¢ 1032 OT 400 mg nepopaned MOKcHIOKCaLMH LIe
HAMa/l¥ CHCTEMHATA HAIMYHOCT Ha JIEKapcTROTO ¢ noeeue ot 80%.U3nonzeanero Ha BLI/IEH, paHo No
Bpeme Ha abcopbuuaTa, Moxe na 6bae NONE3HO 3a NPEAOTBPATABAHE HA MPEKOMEPHO NOBHUIABAHE Ha
CUCTEMHATA €KCNO3IULIUA HAa MOKCH(IOKCALIMH B CJTy4au Ha NMEpPOpaHO NPEAO3UpaHe,

5. OAPMAKOJIOT'HYHH CBOUCTBA

S.1 PapmMakoaAHHAMHYHE CBOHCTBA

dapmakoTepaneBTHYHA Irpyna: aHTHOAKTEpHANTHH CPEACTRA 34 CHCTEMHA ynoTpeba, XHHOI0HOBH
aHTubakTepuanHu cpeacTsa, uyopoxuHonouu, ATC koa: JOIMAI14

MexaHH3bM Ha A€HCTBUE
MokcudaoKcaluMH NpUTEXKABa In Vitro akTHBHOCT cpelly ronam Opoli rpaMm-nonoxHTeNH
OTPHLATE/IHH NAaTOreHH!.

bakTepHLIMAHOTO feHCTBHE HA MOKCH(NIOKCALMH € pe3yaTaT OT HHXHOHpaHeTo Ha
Tononsomepaszu (JIHK rupasa v tonousomepasa IV), neobxonumu 3a pennukaums
U penapauusta Ha baktepuandara JJHK. U3raexna, ve C8-meToken rpynara aonp




MOBHUIIEHATA AKTHBHOCT M MO-HUCKKUA NOAOOp HAa PE3UCTEHTHH MYTAHTH HA TPaM-NONOKUTENHHTE
Gaktepnu, B cpaBHeHue ¢ C8-H rpynara. Hanuuunero Ha ronsiM SMuukiioaMuHeH 3amecturen Ha C-7
MO3HUMATA NPEANa3Ba OT ePEKTMBHO HABIH3aHE, CBBHP3aHO € NOrA WiH pmrA reHuTe, Haboaasan
MPU HAKOU MPaM-MONOKHUTENHH OaKTEpHHU.

dapMakoaMHAMHYHH MPOYYBaHHA NOKa3BaT, Y€ MOKCH(IOKCALMH NpHUTekaBa DakTepuuuaeH edex,
3aBHCHM OT KOHUEHTPAUMATA. YTaHOBEHO €, Ye MHHHUMaNHUATE OakTepuUuMaHH KoHueHTpaunn (MBC)
ca B 00XBaTa Ha MMHUMAJIHUTE HHXHOUTOpHM KOoHUeHTpauuu (MIC).

Bausanne Bbpxy upepHaTa ¢uiopa npH xopa
Cnen nepopaiHO NPUAOKEHUE Ha MOKCU(IOKCALIMH Ca HADMOAaBaHH ClIeAHUTE NPOMEHH B YpeBHaTa

¢dbnopa npu aoSposonuu: HamaneHu ca Escherichia coli, Bacillus spp., Enterococcus spp. v Klebsiella
Spp., KakTo U aHaepobure Bacteroides vulgatus, Bifidobacterium spp., Eubacterium spp. n
Peptostreptococcus spp. 3a Bacteroides fragilis e oTuereHo nosuuenne. Te3n NnpoMeHH ce
HOPMA/IH3UPAT B pAMKHTE Ha ABE CEAMHLH.

MexaHu3bM Ha pe3UCTEHTHOCT
MexaHH3IMHUTE Ha PE3UCTEHTHOCT, KOMTO WHAKTUBUPAT NEHULIMIIMHY, LedanocnopHHH,

AMMHOTJIHKO3HAHW, MAKPOJIMIN H TETPAUHINIMUH HE B3aHMOAEHCTBAT ¢ AHTHOAKTEpUANHATA AKTHBHOCT
Ha MOKCH(I0KCALWH. [Ipyrd MEXaHH3MH Ha PE3UCTEHTHOCT, KATO 3al{WTHU Oapuepu (o6wM npu
Pseudomonas aeruginosa) ¥ MEXaHU3MH Ha HAB/IW3aHE MOTaT A MOBIHAAT HYBCTBHTEIHOCTTA KbM
MOKCHQIOKCALIMH.

In vitro pe3aucTeHTHOCT KbM MOKCH(IOKCAaLHH C€ pa3BHBA MOCTENEHHO YPE3 TOUKOBH MYTALIMH B JBETE
tun Il Tononsomepasu, JHK rupaza n tononzomepasa IV. Mokcudnokcaunn e cyGerpar, xoitto
TPYAHO NPEMHHABA YPE3 MEXAHW3MHUTE Ha AKTHBHO HABJIM3aHE MPH MPaM-MONOKHTENHHTE OpraHU3IMH.

KpncTocaHna pe3sHcTeHTHOCT € HabmoaasaHa ¢ Apyru payopoxXHHONOHH. Tbid kaTo obaue
MokcH}IoKcaliMH HHXHOUpa Tonou3omepasu Il u IV ¢ noaobHa akTUBHOCT NpH HAKOH rpam-
NONOXKHUTENHH OakTepHu, Tesu bakrepun MOrart aa ca pe3sMHCTeHTHH KbM APYrd XHHOMOHH, HO
YYBCTBHTEHH KbM MOKCH(PIIOKCALIMH.

Cpanuynu cTolHOCTH

EUCAST x1uHUYHHM rpaHnuHu cToliHOCTH Ha MIC ¥ rpaHHUYHM CTOWHOCTH C AHCK-AH(PY3HOHEH TECT
3a Mokcudnokcauunt (01.01.2014)

Muxpoopraguibm HysCTBHTETHOCT PeiucTeHTHOCT
Staphylococcus spp. <0,5 mg/l > 1 mg/l
> 24 mm <21 mm
S. pneumoniae <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/ > 0,5 mg/l
> 25 mm
M. catarrhalis <0,5 mg/l
> 23 mm
Enterobacteriaceae < 0,5 mg/l




> 20 mm < 17 mm

I paHHYHH CTOHHOCTH, HecBbp3aHu ¢ Buaa * | <0,5 mg/l > 1 mg/l

* 'I'paHWUYHM CTONHOCTH, HECBBP3aHHW C BHA Ca ONPEAEC/IEHH NPEAMMHO Bb3 OCHOBA Ha
papmakokuHeTUHHW/ PapMakoaAUHAMUYHHY AaHHU U ca He3aBucHMH oT MIC paznpeaenenusaTa Ha
onpeaenedy Buaose. Te ca npeaHa3HAUYEHH 32 K3NOJ3BaHEe CaMO NMPY BHAOBE, 32 KOWTO HAMA
BUAOBO-CReUM(pHYHA rPaHHUYHA CTORHOCT M He Ce U3NON3BAT NPH BHAOBE, KBASTO KPHTEPHUMUTE 3a
HHTEpNpeTaLMa NpeacTon 1a Obaar onpeaeneHH.

MukpoburonoryyHa 4HyBCTBUTEAHOCT

Pa3npocTpaHeHHeTO Ha NpUAOOUTaTA PE3UCTEHTHOCT MOXE Aa Bapupa reorpacky H BbB BPEMETO 3a
OfpeaeNeHH BHIOBE 3aTOBA C€ W3MCKBA JOKATHA HH(POPMALHSA 3a PE3UCTEHTHOCTTA, 0CO0EHO NpH
NeYEeHHE Ha Texkd HHGekuuH. [1pn HeobxoanmocT TpabBa na ce NOTLPCH eKCNEPTEH ChBET, KOraTo
MECTHATa 4eCTOTa HA PE3UCTEHTHOCT € Takapa, 4e NOCTaBA NMoJ BLIAPOC MON3aTa OT JIEKapCTBOTO MOHE
MpH HAKOH BUAOBE HHPEKLHMH

O0HKHOBEHO YYBCTBHTE/THH BHAOBE

AepobHu ['paM-NIONOKHTENHH MUK raHu3MHy
Gardnerella vaginalis

Staphylococcus aureus™ (MeTHUHWIHWH YYBCTBHTENHH)
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, S. salivarius, S.
thermophilus)

Aepobhu [ paM-0TprUATENHH MUKPOOPraHH3IMH
Acinetobacter baumanii

Haemophilus influenzae*

Haemophilus parainfluenzae*

Legionella pneumophila

Moraxella (Branhamella) catarrhalis*

AHaepoGHH MUKpPOOpPraHM3MH

Fusobacterium spp.

Prevotella spp.

“Apyrun” MUKpPOOpPraHUu3IMH

Chlamydophila (Chlamydia) pneumoniae*
Chlamydia trachomatis*

Coxiella burnetii

Mycoplasma genitalium

Mycoplasma hominis

 Mycoplasma pneumoniae*

BuaoBe, npH KOHTO NPHACOHTATAR PE3HCTEATROCT MoXe A2 Obae npob.iem
AepobHu I'pamM-nonoxHTETHH MUKPOOPraHW3IMH
Enterococcus faecalis*

Enterococcus faecium*

Staphylococcus aureus (methicillin-resistant)”
Aepobuu ["'paM-oTpHLIATENHH MHKPOOPTaHH3IMHU
Enterobacter cloacae*

Escherichia coli**

Klebsiella pneumoniae™®*

Klebsiella oxytoca

Neisseria gonorrhoeae™"




Proteus mirabilis*

AnaepobHy MUKPOOPraHH3IMH
Bacteroides fragilis*
Peptostreptococcus spp.*

HacaeacTBeno PEIHCTEHTHH MHKPDOOPIraHH3MH

AepobHu I paM-OTpHLIATENHH MUKPOOPTIaHHU3MH
Pseudomonas aeruginosa

*AKTHBHOCTTA € J0Ka3aHa B [0CTaTb4HA CTEMeH MNpH UYBCTBUTE/NHH HIaMOBE B KIWHHUHH
NPOYy4YBaHHA HA OROOPEHH KIIMHHMHH MOKA3aHHA.

*ESBL-npoayuspaluy Wwamoee 0OMKHOBEHO €A PEIUCTEHTHU KbM (TyOPOXMHOIIOHH.

"YecToTa Ha pe3UCTEHTHOCT > 50% B eHa WIH NOBEYE CTPAHH

5.2 <d@apMaKOKHHETHYHH CBOHCTBA

AGcopbuus ¥ bnoHaANUUYHOCT
Cnep nepopanHo npuioxeHne mokcudnokcauut ce abcopbupa 6bp30 H NOYTH HAMBIHO.

AbconoTHaTa GHOHANTHYHOCT npeacTasasa npubnusurento 91%.

(MapMakOKHHETHKHTE ¢a NHHEHHY 8 Anana3oHa ot 50-800 mg eanokparHa a03a 1 10 600 mg BeaHbXK
AHEBHO B Npoab/KeHUe HA 10 nuu. [TMkoBM koHUeHTpauud oT 3,1 mg/1 ce AOCTHraT B paMKHTE Ha
0,5-4 waca caen npunoxkenue Ha 400 mg nepopanHa ao3a. [IMKOBHTE ¥ MUHUMANHHUTE PABHOBECHH
niasMeHu konueHTpauuu (400 mg seaHbk AHEBHO) ca ¢HOTBETHO 3,2 U 0,6 mg/1. B paBHOBECHO
CBHCTOAHHE EKCMO3MLMATA B pPAMKHTE Ha HHTEpBana Ha a03upaHe ¢ npubnusutenHo 30% no-sucoka B
CpaBHEHHE Cliell MLpBaTa A03a.

Pasnpenenenue
MokcudnokcaliH ce pasnpeaens 6bP30 KbM eKCTPaBacKyNapHOTO NPOCTPAHCTRO; Clel 403a OT

400 mg ¢ ycranoBena AUC ot 35 m gh/]1. ObeMsT Ha pasnpeaencHue (Vss) B paBHOBECHO CbCTOAHHE
e npubaunsurento 21/kg.

In vitro v ex vivo eKCepUMEHTH NOKA3BaT CBbP3BaHe ¢ NpoTerHH npubnusurenHo 40-42%,
HE3aBHCUMO OT KOHLICHTPALHATA Ha JiekapcTBOTO. MokcH(I0KCaLHH ¢ CBBP3Ba M1IABHO ChC
CepyMHHsA ali0yMHUH.

Cnennuvre NHKOBHM KOHLUEHTpALMH (reoMeTpHHHA CTOHHOCT) ca YCTAHOBEHH cliell IEpOpaiHo
NPHJIOKEHHE Ha enHokpaTHa a03a oT 400 mg MOKCH(IOKCALIMH.

Tekam Kommemtpamus = Chorsomemme Mucto: |
| III.JIa:ma |

TMnasma  Bimgt |

E:Cmom{a - 3,6 méll a F 0,75 _ I,,3Fm ) )

:Mexypﬂaﬂ'reqﬂo; IIIIII ir 1,6' mg/l _ i 1,7! B -

Bponxuan_ua Myxoaa. ) fr5;4 mg/kg B 1,7-2,1 ) |

| Ahseonapuu Manpod)arﬁ ?ﬁﬂgfkg P 18,6 — 70,0 J

?Tetmocr, nokpusaiua eﬁHT;na 20,7 l;‘g/l r5 -7 i B - —-“J

1 MakcunaapeH cuHyc 7,5 mg/kg | 2,0

1 ET™MOHaeH cHHYC i 8,2 mg/kg

iiHa3am+m NOJIHAH ;i9,l mg/kg Ir2,,ifi

§

'UHTeCTHHANIHA TEYHOCT

1,02 g/l




X encka nonoga cucrema* 10,2* mg/kg 1,72¢
* HHTPABEHO3HO MPHIIOKEHHE HA eAHOKpaTHA o33 400 mg

' 10 uaca cnen nNpUIOKeHHE

? HeCBBP3aHA KOHLEHTpALIHA

* ot 3 yaca go 36 uaca cnea ao3ara

* B Kpas Ha MHY3uATA

BuotpaHchopmauus

MokcudnokcauuH € noanmken Ha buorpanchopmauua daza 1l v ce exckperrpa upes OuOpeuuTe
XNbukaTta / pekanHuTe KaTo HCAPOMEHEHO JIEKAPCTBO, KaKTO H 1MoA JopMaTa Ha KOMINOHEHT,
chabpxkail capa (M1) u kato rnokyponua (M2). M| n M2 ca eaMHCcTBEHUTE METaDOIMTH OT 3HAUCHUE
npy XopaTa, KaTo U ABaTa ¢a MMKPOOUONOrHUHO HEAKTHBHH.

[Tpn knuHnuHK npoyusanua Maza [ 4 in vitro npoyusaHus He ca HaOntoAaBaHU MeTabONUTHH
dapMakKOKMHETHYHH B3aHMOACHCTBHA C APYTH IEKApCTBa, NoAImkeHH Ha OuoTpaHcopmanus Pasa I,
BKNIOUBAILM LUTOXpOM P450 eH3zumu. Hama gaHHH 32 OKCHAATHBEH META00IH3BM.

Enumuuaupade

MokcH}pAOKCAUHH Ce €MTMMHHHPA OT 11a3MaTa ¢ KPacH €IMMHHALUHOHEH MOJY>KHBOT OT
npubnu3nTenHo 12 yaca. CpeaHara CTOMHOCT Ha OBLUMAT TEIECEH KIHPBHC Clel NPHIOKEHHE Ha
no03a ot 400 mg Bapupa ot 179 no 246 ml/min. brOpeunnaT KIHpbHC, BBINU3ALL HA OKONMO

24-53 ml/min, npeanonara 4actuyHa TyOynHa peabcopbLus Ha JiekapcTBOTO OT OBOpeLuTe.

Cnen npunoxenue Ha a03a oT 400 mg, sb3cTaHOBsABaHe OT ypHHaTa (npubnusdrento 19% 3a
HEeNpPOMEHEHO JIEKApCTBO, NMpHbanznTenHo 2,5% 3a M1 v npubaunsurenno 14% 3a M2) u
vinpaxxHeHusaTa (npudausuTenHo 25% 3a HenpOMEHEHO JiekapeTBo, npubansntento 36% 3a M1 u He
ce ycraHoBsaa M2), obuo oxkono 96%.

EaHOBpeMEHHOTO NPHIOKEHUE HA MOKCH(IOKCALIMH C PAHHTHAHH HWIH NpobeHeun He NPOMeHs
O6BOpeuHNa KITUPBLHC Ha U3XOMHOTO AEKAPCTBO.

[TaLKMeHTH B cTapYECKa BH3PACT U NALIMEHTH C HUCKO TENECHO TErNO
[To-BHCOKHM Na3zMeHH KOHUEHTPAUKK ca HabnogaBaHu NpH 3ApaBu A0OPOROILM ¢ HUCKO TEIECHO
Terno (KaTo *KeHU) U NpH A00pOBOJILM B CTapUeCcKa Bb3pAacT.

br6peuHo yBpexaaHe

®apMaKOKHHETHUHHTE CBOHCTBA H2 MOKCH()IOKCAMH HE CE€ PA3NHUYaBAT CHLUCCTBEHO NPH NAUMEHTH
¢ 6b0peuHo yBpexaaHe (BKIIOYHTENHO KPEaTHHHHOB KHpBHC > 20 ml/min/1,73 m2), Tuii kaTo
6bOpeunaTa QyHKLMA HAMANABA, KOHLUEHTpaLHsATa Ha MeTaboHT M2 (rmoKypoHHA) ce nopHuiaBa ¢
dakrop 2,5 (¢ kpeaTHHHHOB KAHpbHC < 30 ml/min/1,73 m2).

YepHoapoOHO YBpexaaHe

Bb3 ocHoBa Ha (papMaKONOrHYHHUTE NPOYUBAHHUA, MPOBEAECHH A0 CE€ra NPH MalHEHTH ¢ YepHoapoOHa
HegocTarbuHOCT (Child-Pugh A, B), He e Bb3MOXKHO Ja ce ONMpeaciH JaTH UMa pa3finiKa B CPaBHEHHE
CBHC 3apaBu Aobpoeonun. YepeacHara yepHoapoOHa GyHKUH € CBBP3aHa ¢ Mo-NMPOALIKHTENHA
ekcno3uuMa Ha M1 B nnasMarta, QOKaTO eKCNO3HUUATA Ha U3XOJHOTO JIEKAPCTBO € CPaBHHUMa C
€KCMO3MUHATA NPH 3apaBy A0dpoBonuK. HaMa A0CTATHUHO ONUT ¢ KIIHHUYHATA ynoTpeba Ha
MOKCH(IOKCALMH NPH NAaUKUEHTH C YBpeaeHa YepHoapoOHa PyHKLHA.

5.3 IIpeaknIAAHYIHH ZAHHH 3a OezonacHoCT

EdexkTn BbpXy XeMOMOETHYHATA CHCTEMA (JIEKO NOHHIKaBaHE HA Opos Ha epUTPOLMTH
TpoMOouuTHUTE) ca HabnoaaBaHK NpH IUTLXOBE H MakiMyHH. KakTo ¥ npu apyrure /
XENaTOTOKCHYHOCT (MOBULICHH YePHOAPOOHH €H3MMHM H BAKYOIIHA AereHepaums)
NIbXOBE, MaliMyHH Y Kydera. [1pu malimyHu ce HabnOaaBa TOKCHUHOCT BbPXY




edexTH ca HaOJIFO1aBAHH CAMO CNEJl IEYEHUE C BUCOKH 03K MOKCH(NOKCALIMH WIH Cnen
NPOABIKHTENHO JIEUEHHE.

MokcH(pnoKkcaunH, KaKTo ApyrHTe XHHOJIOHH, € TEHOTOKCHYEH B IN VItro TeCTOBE ¢ M3NC; DakTepuu
HNY KIETKH Ha Gosatinnup. Tei kaTo Te3u edexru Morart aa ce 0GACHAT ¢ ¢ rupaszara B OakTepuuTe U
NPY NO-BUCOKH KOHUEHTPAUHH, C B3aUMOACHCTBHE ¢ Tonou3oMepasa [l Ha kneTkH Ha 603aiHULM,
MOJKe Aa Ce OMpe/e/iM NparoBa KOHLEHTPaLKA 33 FEHOTOKCHUYHOCT. [1pH In vivo TecToBE HAMA JaHHH
33 FreHOTOKCHYHOCT, HE3ABUCHMO OT (paKTa, ue ca U3NOA3BaHH MHOIO BHCOKH J03H MOKCH(IOKCAUHH.
[To To3u HaunH Moxe na Obe NpeaoCTaBeHa AOCTaTbYHA rPaHHLA Ha De3onacHocT Ha
TepaneBTHYHATA 103a Mpu Xopa. MokcHdnokcalMH He € KaHLIEPOTeHEH npH "inttiation-promotion”
Npoy4BaHe

MHOro XHHOAOHY ¢a GOTOUYBCTBUTENIHH M MOTaT A2 NpeJuU3BHKAT POTOTOKCHUHH, GOTOMYFAar¢HHH H
doToKapuHHOreHHH edeKTH. 3a pa3nuKa OT TOBA € A0KA3aHO, Ye MOKCH(GIIOKCALIMH HAMA
POTOTOKCHUYHH H POTOreHOTOKCUUHH CBOMCTBA NpH U3NUTBaHE B OOWIMPHA NporpaMa Ha in Vitro u in
vivo npoyusaHua. [Ipu cbluTe yCI0BUS APYrH XHHOIOHH HHAYUHPAT €PEKTH.

[Tpy BUCOKH KOHLEHTpaLHH, MOKCHDIOKCALMH € HHXUOUTOP Ha Obp3aTa KOMINOHEHTA Ha 3a0aBEHOTO
Bb3CTAaHOBSABAHE HAa KANMEBATA MOMMNA Ha CHPLETO H MOXKE 1a NPHYHHH YAbL/DKaBaHe Ha QT-
HHTEpBaJa. TOKCUKOJOrMMHHTE NPOYUYBAHHUA NPH KyUYeTa C NEpopaiHy A034 ot > 90 mg/kg, Boaewu
A0 MNa3sMeHH KOHUeHTpaurH > 16 mg/1, npyuuunsaBat yabkasaHe Ha QT-nHTepBana, HO HE apUTMHM.
Camo cnesl NPHUIOKEHHE HA MHOMO BUCOKH KyMY/IaTUBHH HHTPABEHO3HH N03H, 50 MbTH NO-BUCOKH OT
no3ara npu xoparta (> 300 mg/kg), Boaemu no nnasmenu koHueHrpaunu > 200 mg/l (noseue ot 40
NBLTH MO-BUCOKH OT TEPaNeBTHYHO HUBO), ¢a HabmoaaBaHu obpaTuMH, HedaTanHH KAMEPHH apHTMHH.

XHHOJOHHTE Ca M3BECTHH, Y€ NPHUYHHABAT YBPEKIAHHUA HA XPYLISIA HA FOJIEMHUTE JHAPTPOAHATHH
(cBbp3BalLLKM) CTABH HPH HEAOHOCEHH )KHUBOTHH. Hali-HucKaTa nepopanHa 103a Ha MOKCHQJIOKCALIMH,
MPHYHHABALLA TOKCHYHOCT HA CTABMTE NPU MJAAH Ky4eTa € YETHPH MTbTH NMO-BHCOKA OT
MaKcHUMallHaTa NpenopbyYMTenHa repanesruutda no3a or 400 mg (npu 50 mg Terio) Bupxy

6a3a mg/kg, ¢ nna3MeHu KOHUEHTPALWK ABA RO TPH MMBTH NO-BUCOKH OT TE3U NPH MaxCHMasHaTa
TepaneBTHYHA 103a.

HM3nurBaHusATa 3@ TOKCHYHOCT NIPU MJIbXOBE U MaAHMYHH (FIOBTOPHO NPHIOXKEHHE 4O WECT MECeua) He
pa3KpUBAT PUCK OT TOKCHYHOCT 3a oumte. [Ipu Kydera BHCOKHTE nepopanHy Ao3M (> 60 mg/kg),
BOAELLH A0 NasMeHH KoHUeHTpauuu > 20 mg/1, npuunHABAT NPOMEHH B €NEKTPOpPETHHOrpamMara, a B
OTAENHH cny4aHn aTpoHa Ha peTHHATA.

PenpoayxTUBHHTE NpOy4YBaHMs, TPOBECACHH MPH ILTLXOBE, 3aHLIM U MAHMYHH NOKa3BaT NPEeMHHABaHE
Ha MOKCH(pIOKCALMH npe3 nnaueHTara. [IpoyuyBanuaTa npu mrbxose (MepopaiHO K HHTPABEHO3HO) U
MaitMyHH (NepopanHo) HE NOKA3BAT JAHHHU 32 TEPATOreHHOCT WK YBpeXAaHe Ha PepTUIHTETA Clen
nprunoxeHue Ha MokcHdaokcaunH. Habnioaasa ce neko NoBHiaBaHe Ha YecToTaTa Ha Mandopmaunu
Ha NpellTIeHH W pebpa npH 3apoaMiliM HA 3aiiuH, HO caMO NpH Ao3a (20 mg/kg i.v.), KOETO € CBLP3RaHO
C TeXKa TOKCHYHOCT 3a Maiikata. MMa HapacTBaHe Ha yecTOoTaTa Ha abOpTHTE NpH MAHMYHH W 32U
NPpH YOBELIKH TepaneBTHYHH NJIa3MeHd KOHUeHTpauuu. [1py nbxoBe ce Habnoaasa NOHHKABAHE Ha
TErN0TO Ha MJ104a, No-rofsaM Opoi abopTH, NekoO NOBUILIABaHE HA NPOABKHUTENHOCTTA Ha
OpeMEHHOCTTa M MOBHULIEHA CTOHTAHHA AKTHBHOCT NPH HAKOH MBXKKH H XKEHCKH €K3EMITIAPH OT
NMOTOMCTBOTO NP A03H, KOUTO ca 63 NbTH NO-BHCOKH OT MAKCHMANTHATA NMPENOPBbYHTENHA 103a Ha
6aza mg/kg ¢ nnasMeHNTEe KOHUEHTPALIMM B HHTEPBANA HA TepaneBTUUYHATA 8033 NPH XOopa.

6. DPAPMAITEBTHYHH JAHHHA
6.1 ChnEchK HA TOMOMHHTE BemecTBA

SAapo na rabnetkara
Llenynosa, MHKpOKPHCTaIHA




Kpockapmenosa HaTpuH
Marne3ueB creapar

DUJIMOBO NOKPUTHE
Xurnpomesosza 6 mPa-s
Makporon 4000

Turanos nnokcua (E171)
Kenesen okcua, yepseH (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rognocr

5 TrOAUHH

6.4 Chneuna/iHH yCJIOBHA 32 CbXpPaHEHHE

Jla ce cbxpaHsiBa B OpHrMHajHaTa OMakoBKa, 3a Ja ce MpeanasH oT Biara.
To3un nekapcTBEeH NPOAYKT HE H3UCKBA CMNELMAIHA TEMIIEPATYPHH YCI0BHS 3a CbXPaHEHHE.

6.5 Buau cbabpkaHHe HA ONIAKOBKATA

baucrepHa onakoska (OPA/Al/PVC-AI donuo Oaucrepu): 5, 7, 10, 14, 25, 28, 30, 50, 70, 80, 100 nau
120 ¢punmupanu TabNETKH B KYTHH.

He BcuukM BUIOBE ONMAKOBKW MOrar ja ObaaT nmycHaTH Ha rasapa.
6.6 Cneunna/IHH yCJIOBHA 32 ChbXpaHeHHe H pabora

Hama cneumaJiHu U3UCKBAHUA.

Ve IMMPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
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[Moapo6ua uHdopmalus 3a TO3M NEKApCTBEH NPOAYKT € NpeaocTaBeHa Ha yebcaiTa
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