KPATKA XAPAKTEPUCTHUKA
1. UME HA JIEKAPCTBEHUA ITPOAYKT

MokcukuH 400 mg punmupanu TadbneTku
Moxiquin 400 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB

Eana ¢punmupana tadnetka cbabpxka 400 mg mokcudnokcaunt (moxifloxacin) kaTo MOKCH(IOKCALIHHOB
xuapoxuopua (moxifloxacin hydrochloride).

[ToMOLLHO BELECTBO ¢ U3BECTHO JeicTBHE: BCaka (punMmupana Tabnerka cbabpxka 0,16 mg CoHeer
#ba10 FCF (E110) (BMKTE TOUKa 4.4)

3a MbJIHUA CIUCHK HA NMOMOLLHUTE BeLlECTBA BHIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tadserka
CaeTJi0 opaHXxeBa, ¢ (popMa Ha KarncyJja, 1BOIHHOM3NbKHaA (puiimMHUpaHa TadeTka

4. KJUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA

MoKCHKBUH GHIIMHpaHH TabJETKH ca MoKa3aHH 3a JieYeHUe Ha clieiHuTe OaKTepHaaHud HHPEKUHH npH
nauHeHTH Ha | 8-roauiuHa Bb3pacT U NMO-Bb3paCTHH, MPUUUHEHH OT ODAKTEPHH, YYBCTBUTE/IHH KbM
MOKCU(IOKCaUurH (BXK. Touku 4.4, 4.8 u 5.1).
- OcTbp OakTepHasieH CHHY3UT (a1€KBaTHO IMAarHOCTHLIUPAH) - MPH OCTbP OaKTepHANIEH CHHY3UT
MokcHKBHH TpA0Ba /1a c€ U3M0JI3Ba CaMO KOraTo Ce CUMTA 3a HEMOAXOAsALlIA ynoTpedaTa Ha Ipyru
aHTHOAKTEpUANHH CPeACTBA, KOMTO 0OMYAIHO ce MpernopbyBaT 3a JIEYEHHE HA Te3H HH(PEKLHH.
- OcTpa ex3auepOaumns Ha XpoHHYHA OOCTPYKTHBHA GenoapoOHa 60secT, BKIIIOUYHTETHO OPOHXHT -
npH ocTpa ek3auepOaums Ha XpOHHYHA 0OCTpYKTHBHA O6e10ApoOHa 001ECT, BKIIOYHTETHO OPOHXHT
Mokcudnokcauun TpsOBa Aa ce U3MoJi3Ba CaMo KOraTto ceé CHHTa 3a Hernoaxoasua ynorpebdara Ha
PYrd aHTHOAKTEpHAJIHK CPEACTBA, KOMTO OOMYAIHO CE NMpenopbUBaT 3a JICYSHHE Ha Te3H
HHpEeKUHH.
- [puaoGuTa B 00LIECTBOTO MHEBMOHHUSA, C U3K/IKOUYEHHE HA TEXKKUTE hopMH
- Jlexa 10 yMepeHo u3pa3eHa Ta30Ba Bb3najuTenHa 6onect (Hanp. HHPEeKLUHH Ha )KEHCKHUS TOpeH
reHUTAJIEH TPAKT, BKJIIOYUTEIIHO CAIMUHIUT U EHAOMETPHT), C U3K/IIOUEHHE Ha CBbP3aH Ty0o-
OBapHaJieH WM Ta3oB abcuec.

He ce npenopbuBa MoKCHKBHH PUIMUPAHH TAONETKH 1A C€ U3MO/3BAT KATO MOHOTEpAnus 3a JiIeYeHHe Ha
cnada 10 ymMepeHa Ta30Ba Bb3MaJMTE/IHA O0JIECT, a Ja ce npujiarat B KOMOMHaUMs ¢ ApYro noaxoaso
aHTHOAKTEPHATHO cpeacTBO (Hanp. uedanocnopuH), Nopaan yBeinyaBaHe Ha MOKCH(IOKCaLIMH
pe3UCTEHTHOCTTA Ha Neisseria gonorrhoeae, 0CBEH aKO MOXe /12 C€ W3KJIIOUH MOKCH(/IOKCALIHH-
pe3ucteHTHa Neisseria gonorrhoeae (BxK. Touka 4.4 u 5.1).

MOKCHKBHH (pHIMUpaHH TaOJIETKH MOXKE [1a C€ W3I10J13Ba 3a 3aBbpLUBAHE HA Kypca JIEYEHHUE NPH
NaLMeHTH, KOUTO ca NMokKa3aaid nogoodpeHue no BpeMe Ha MbPBOHAYAHOTO JIEUEHHE C MHTPaBEHO3EH
MOKCH(}TOKCALMH 32 C/ICAHUTE MOKa3aHHUA:

- [lpuaoOuTta B 00LIECTBOTO MHEBMOHHS

- YcnoxHeHH MH(MEKUMH Ha KOXKaTa H KOXKHUTE CTPYKTYpH




MokCHKBHH uamupaHu TabseTKH He TpAOBa Aa ce M30J13Ba 3a HHUUHHPAHE Ha JIEYEHHE 33 BCEKH THN
MH(pEKLHMA HA KOXKATa U KOKHUTE CTPYKTYPH WIIH MPH TeKa popma Ha npuaoOMTa B 0OLLECTBOTO

MHEBMOHMS.
TpsabBa 1a ce uma npeasua 0GUUHATHOTO pPbKOBOACTBO 3a MOAXOAALIA yNOoTpeda Ha aHTHOAKTepHaTHUTE
NIeKapcTBa.

4.2

J103HpoOBKa H HAYHH HA NPHJIOKEHHE

J0o3upoBKa (Bb3pacTHH)

[TpenopbunTenHara no3a e eaHa puamupana tadnetka ot 400 mg BeAHBK AHEBHO.

bvopeuno/uepHoopoOHo yepexcoare
He e HeoOXoauMa KOpeKLMs Ha J03HPOBKATA MPH NMALMEHTH C JIeKa 110 TeXKa CTeneH yBpeieHa ObopeuHa (yHKLms
WIM NPH MALMEHTH HA XPOHMYHA [MA/IM3a Hamp. XeMOAMAIM3a M MPOABDKUTE/IHA aMOyNaTOPHO MMPOBEX/IaHA

NEPUTOHEATHA IHA/IN3A (3a NoBeYe JETailTH BXK. TOUKa 5.2).

Hsma 10CTaThbyHO JaHHH 3a NALIMEHTH C HApyLIeHa YepHoApoOHa (PyHKLMSA (BK. Touka 4.3).

JIpyeu cneyuaniu nonyiavyuu
He e HeoOxo11MmMa KOpeKLMS Ha I03MPOBKATa MPH MNALMEHTH B CTApUeCKa Bb3PacT U C HUCKO TEJIECHO TerIO.

[leouampuuna nonynayust
MokcudriokcaLMH He TpsOBa J1a ce npiara npH aeua v oHowM (< 18 roouum). besonacHoctTa u edprkacHocTTa Ha
MOKCH()TOKCALIMH TPH JIELIA M FOHOLLM HE Ca YCTaHOBEHH (BXK. Touka 4.3).

HauuH Ha MPHIOKEHHE

®uimupanuTe TaONeTKH TPAOBA a ce rwiITaT Le/IM ¢ JOCTaThbYHO TEUHOCT M MOrar /ia ce rnpuemMat He3aBUCHMO OT
XpaHEHETO.

[ [pOIb/DKUTETHOCT Ha MPHWIOKEHHE
MOKCHKBHH (pUJIMHpaHH TaONIeTKU TpsOBa /1a ce NMpUEMaT ChC CJieIHaTa MPOAKIKHTETHOCT:

OenoapoOHa O0eCT, BIKTFOUHUTETHO OPOHXHUT

0oJiecT

Octpu ex3auepdauMM Ha XPOHMYHA OOCTPYKTUBHA
5-10 aHu

[TpnaoduTa B 00LLIECTBOTO MHEBMOHHS

OcTbp OaKkTepuasieH CHHY3HT

Jleka 10 yMepeHO H3pa3eHa Ta30Ba Bb3MaIMTE/IHA
14 nHu

MOKCHKBHH (hrnMHpaHH TaOJIETKU ca M3C/IeBaHU B KJIMHUYHU H3MUTBAHHUA C MPOIbJDKUTETHOCT Ha JICYEHHETO 10
14 nHH.

[Tocneosawya mepanusi (nepopaien npuem cied UHMpPABeHO3HO NPUTONCEHUE)

B knMHMYHU MpOoyuYBaHHUs, C NOCAeABalla Teparus, NOBEYETO MalUEeHTH €a NPEMHHAIN OT HHTPABEHO3HA
KbM repopasiHa tepanus ciea 4 aHu (npu npuaodura B 0OLLECTBOTO MHEBMOHUS) HIIH ciiell 6 aHu (npH
ycnoKHeHa KoxkHa uH(pekuus). [IpenopbunTesnHaTa NPOABb/IKMTETHOCT Ha UAJIOTO HHTPABEHO3HO M
nepopasiHo jevyeHue e 7-14 1Hu 3a npuaoduTa B 00LLECTBOTO MHEBMOHHA H 7-21 IHM 32 YC/I0O)KHEHHUTE
KOKHU HH(PEKLIHH.

[TpenopbunTennara no3za (400 mg BeaHbXK AHEBHO) H NPOABL/DKHTEIHOCTTA HA JIeUeHHe He TpsAdBa /1a ce
MpeBULLIABAT.

4.3

[lporuBonoKa3zanus

CBpbXUYBCTBUTEJHOCT KbM MOKCH(JIOKCALMH, APYTH XHHOJIOHH WIH KbM HAKOE OT MOMOLLUHHUTE

BelllecTBa, H30pOoeHH B ToYKa 6.1,
BpeMeHHOCT M KbpMeHe (BXK. To4Ka 4.6);
[TauueHnTH noa 18-roauiuHa Bb3pacT;

[TauueHTH C aHAMHECTUYHHU JIaHHHM 3a 3a00MABaHe/yBpeX1aHe Ha CYyXO0XKWTnS @ﬁjﬂgﬂiﬁ"hﬁéﬂ_ﬂﬂ_ﬁg
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B npenk/JIMHAYHU U3NUTBAHUA U NPU XOpa ca HaOJIloAaBaHW NPOMEHH B ChpeyHaTa eJIeKTpOpHU3n0IIOrus
csiea npueMaHe Ha MokcudiokcaunH noa ¢popmara Ha yabspkasaHe Ha QT uHTepBasia. BbB Bpb3Ka ¢
0e30MacHOCTTa MOKCH(JIOKCALMH € MPOTHUBOIOKA3aH MPH MaLHUEHTH C:

- BPOJIEHO WJIH JIOKYMEHTHPAHO NMPUA0OMTO CbCTOAHKE HA yab/KeH QT uHTEpBan

- €IeKTPOJIMTHH HapyLEeHHs, 0COOEHO HEKOPHIHpaHa XHUITOKATHEMHS

- KJIMHUYHO 3HauyuMa Opaaukapaus

- KJIMHHYHO 3Ha4MMa CbpAeYHa HEAOCTATBYHOCT C HaMaJleHa JieBOKaMepHa (ppakuMs Ha
U3TJIACKBAHE

- aHaMHe3a 3a CHMINTOMAaTHYHH aPUTMHH.

MokcudnokcalmH He TpAOBa 1a ce U3M0J13Ba 3a€/1HO C IPYTH JIeKapcTBa, KOMTO yab/pkasaT QT
MHTEpBasa (BXK. Touka 4.5).

[Topanu orpaHuyYeHH KIIMHUYHU JAHHH, MOKCH(IOKCALUMH € ChLLO NPOTHBOIMOKA3aH MMPH MALMEHTH C
yBpeaeHa yepHoapoOHa pyHkuus (Child Pugh C) u npu naumeHTH ¢ NoBULLIEHH TPaHCAMHHA3H MOBEYE OT
5-nbTH HAJ rOpHaTa rpaHULIA HAa HOpMaTa.

4.4 CneunajHH npeaynpeskaeHHsi H NpeanasHd MepPKH NMpu ynorpeoda

Ynorpebara Ha MOKCH(IOKcaUUH TpsaOBa aa ce u304rea npv NauMEeHTH, KOUTO €a UMAJIH CEPHO3HH
He)KeJJaHH peaKkUHH B MUHAJIOTO MpH ynoTpeda Ha NPOAYKTH, ChAbpKaLlUK XHHOJIOHH WK
byopoxuHoJoHH (BXK. Touka 4.8). JleueHHeTo Ha Te3H MaLMEHTH C MOKCH(IOKCALMH TpsAOBaA [1a ce
3ar104Ba CaMo TPH JIMNCA HA AITEPHATUBHU Bb3MOXKHOCTH 3a JICYEHHUE H CJIe] BHUMATE/IHA OLEHKA Ha
ChOTHOLLUEHUETO NoJi3a/pUcK (BXK. CbLLO TOYKa 4.3).

[Ton3ara oT ne4eHHeTo ¢ MOKCU(IOKcaunH, 0coOeHO NpHu He 0co0eHo TeXKH HHGEeKUHH, TpaOBa na oble
BHUMATENHO CbhoOpa3eHa ¢ mHpopMauuaTa, cbabpxkauia ce B Touka «CneudanHy npeayrnpexieHus M
npeanasHyu MepKHU npu ynorpeda.

[IpoaAb/KUTEIHHU, HHBATMAM3UPALUMW U MOTEHUMAITHO HEOOPAaTHMHU CEPHO3HH HEXKENAHH JIEKAPCTBEHH
peaKLHH

CpoOLuaBa ce 3a MHOIO PeAKH CJIy4yad Ha NMpOAbJDKUTENHH (MpoaAb/KaBallli MECEUU WITH TOJIMHH),
HHBAJIMIM3HPALLM U MMOTEHLMATIHO HEOOPATUMH CEPUO3HH HEXKEJTAHHU JIEKAPCTBEHH pEaKLIMH, 3acsAralluu
pa3/IMdHM, MOHAKOra MHOrO CHCTEMH B OpraHu3ma (MyCKYJIHO-CKeJIeTHa, HEpBHA CUCTEMA, NCUXHKA H
CETUBHM OPraHM) MpU MAUMEHTH, MOJYYaBaLLUH XHHOJIOHHU H (JIyOPOXHHOJIOHH, HE3ABHCHMO OT TAXHATa
Bb3pacT U BeYe ChLIECTBYBALMTE PUCKOBHU (PaKkTOpH. MOKCH(IOKCALHH TpsOBa na ce cnpe He3abaBHO
NpH MbPBUTE NMPH3HALM MM CAMIITOMH Ha BCAKA CEPUO3HA HEXE/TaHa PpeaKUHUs KaTo NauuMeHTHTEe Tpa0Ba

Ja Cce MOCHBETBAT Ja C€ CBbPKAT C TEXHHUA JIEKAp, Npeanucan NeKapCcTBoTO, 3a CbBET.

AopTHa aHeBpH3Ma H JIMceKaL M

EnuaeMHONIOrHyHUTE NMPOYyYBaHUA MOKA3BaT MOBUILIEH PUCK OT aHEBpH3Ma M AHCEKalHUs Ha aopTarta
0COOEHO NpH MalUMEHTH B CTapyYeCcKa Bb3pacT, KAKTO H OT peryprutauus Ha aopTtHaTa H MUTpaJiHaTa
knana cinea npuem Ha GpuyopoxuHonoHd. CboOLUIeHH ca cilyyad Ha aHeBpU3Ma M IMCEeKalMs Ha aoprara,
MOHAKOra YC/IOKHEHH NOopaaH pa3KkbCBaHe (BKIIOYHUTEIHO C JIeTalleH U3X0/1) U
peryprutauus/Hea0CTaTbYHOCT HA HAKOHU OT CbPACYHHUTE KJIaMW NpH MaLUEHTH, NpHeMaLlH
(bJIYyOPOXHHOIOHHM (BXK. TOuka 4.8).

3aToBa (G1yOpOXHHOJIOHHUTE TPsAOBA Ja ce M3MOJI3BAT CaMO CJIel BHUMATE/IHA OLEHKA HA CbOTHOLUEHHUETO

10J13a/pPUCK W Clied pa3rijieXaaHe Ha ApYryd TepaneBTUYHH Bb3MOXKHOCTH IMPH MAUUEHTH C MOJIOXKHUTETHA

¢aMHIIHA aHAMHE3a 32 aHEBPU3Ma WM BPO/IeHO 3a00/19BaHE HA CbPACYHHUTE KIalH, WK MPH MaUHEHTH,

IMArHOCTULIMPAHH € NpeAllecTBalla aHeBp13mMa U/ UK AMCEKaLMA Ha aopTaTa, WK 3adonsBaHe Ha

CbPASYHHUTE KJIaMK, WK MNP HAJIMYKE HA APYTH PUCKOBH (PAKTOPH WIH 3a00/1BaAHUA, I ‘QW
- KaKTO 3a aHEeBpM3Ma, TaKa W 3a/IicCeKalus Ha aopTaTa M 3a peryprurauus/He J;‘

\ _— 2o i/
ChpAEYHHTE K/Iamu(HAMp. HapyWEHHs Ha CheIMHUTE/IHATA ThKaH, Hanp. cHyApOM #a Marfan H&lf \
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- [pHW aHEeBpPH3Ma M AUCEKALUMA HA aopTaTa (Hamnp. CbJ0BH HApYLIEHHUS, HAMNp. apTEPHHT Ha
Takayasu, rHraHToOK/JIeTbY4€H apTEPUMUT, UJIH U3BECTHA aTEPOCK/Iepo3a WM CHHAPOM Ha Sjdgren),

WJIH JOMB/IHHUTETHO
- [pH peryprutauus/HegocTaTb4HOCT Ha ChpAEUHHUTE Ki1anu (Hanp. HHPEKUHO3EH €HA0KAPIHT).

PUCKBT OT dHEBpPHU3MA H AUCCKALMA Ha aopTaTa U TAXHOTO PAa3KbCBAHC MOKE CHLIO [a CC MOBULIH TIpH
NMalHEeHTH, JieKyBaHH €1HOBPEMEHHO CbC CHCTEMHH KOPTHKOCTCPOH.IH.

[TaunenTHTe TpsAOBA Na OBbAAT NOCHBETBAHM [1a MOTHPCAT HE3a0ABHO MEIMLIMHCKA MOMOLLL B C/Ty4aH Ha
OCTpa IMCIHes, NogBa Ha cbpueOueHe (MaanuTaur1) Wik pasBUTHE HA OTOK Ha KOpeMa WK 10JIHUTE

KpalHHLIH.

B cnyuaii Ha BHe3anHa 00JIka B KOpeMa, rpbAHHUA KOLLI WM rbp0a naunMeHTHTe TpAOdBa a1a Obaar
MOCHhBETBAHM /1a C€ KOHCYJATUpAT He3aDaBHO C JIeKap B CIIELHO OTAE/IEHHE.

YV abimkaBaHe Ha QT ¢ HHTEpBaia U NOTEHLUMATHU KIMHUYHH CCTOAHMSA, CBbP3aHM € yab/kasaHe Ha QTc
MHTEpBaJIa

YcTaHOBEHO €, Ye NMpH HAKOW NMauMeHTH MOoKcH(paokcauuH yabnkasa QTc HHTepBana Ha
enekrpokapauorpamara. [1pu ananus va EKI" u3cnensanusira, nosyyeH B Xoaa Ha KJIMHUYHA nporpama,
yabkaBaHeTo Ha QTc uHTepBana npu Mokcudgokcaumt e 6 msec + 26 msec, 1,4% B cpaBHeHHE €
HayaJiHaTa cTOHHOCT. Tl KaTo ChLIECTBYBA TEHAEHUMA )KEHUTE Aa UMAT No-aAbJbl u3xoaeH QTc
MHTEpPBAJl B CPAaBHEHHUE C MBIKETE, € Bb3MOXHO TE /1a €a MO-4yBCTBUTE/IHH KbM JIEKAPCTBA, Y/1b/I)KaBaLUH
QTc unTepBana. Bb3M0XKHO € MAUMEHTHUTE B CTAPUYECKA Bb3PacT ChILO A Ca Mo-4YYBCTBUTE/IHH KbM
CBbpP3aHH ¢ JekapcTBOTO epekTH Bbpxy Q1 uHTEepBana.

MeaMkaMeHTO3HO JIeYeHHe, KOeTO HamaJiiBa HUBATa Ha KaJIMH, c/ie/lBa 1a Cce npujiara BHUMaTeJIHO TpH
MalMeHTH, MpHeMalld MOKCU(DIOKCAaUMH (BXK. CbLIO TouKa 4.3 1 4.5).

MokcuduiokcauuH TpsaOBa aa ce U3nos3Ba BHUMATEHO MPH NMALMEHTH C MPOAPUTMHYHU CBCTOAHHUS
(0CcODEHO KEHH W MallMeHTH B CTapuecKa Bb3pacT), KaTO OCTpa HCXEMHA HA MHOKAp/aa WK ybJXKaBaHe
Ha QT uHTepBaia, Thil KATO TOBA MOJXKE /1a 10BeIE /10 MOBUIUEH PUCK OT KAMEPHH apUTMHHU (BKJI. torsade
de pointes) u cbpaeueH apecT (BXK. cbllo Touka 4.3). Ctenenta Ha yab/pkaBane Ha QT uHTepBana Moxe
[1a ce MOBHULLIH C NOBUIIIABAHE HA KOHLIEHTpauMusaTa Ha JiekapcTBoTo. Clie1oBaTe/IHO NMpenopbYHTE/IHATa
n103a He TpAOBa aa ce npeBHiLaBa.

[Tpu nosiBa Ha CUMIITOMH 3a Cbp/I€YHA APUTMHA MO BPEME Ha TepanMuATa C MOKCH(JIOKCALIMH, JICYEHHETO
TpAOBa Aa ce npeycraHoBH M 1a ce Hanpasu EKI.

CBpbX4YYBCTBUTEIHOCT / allepruyHu peaKLuH

MUma cboOLIEHHS 32 CBPBXYYBCTBUTETHOCT U aJIGprHYHU PEeaKkLUHUH clie]l MbPBOTO MPHIOKEHHE HA

(b 1TyOpOXHHOIOHH, BKJIKOYHTEIHO MOKCH(pIOKCAUHH. AHA(QWIAKTHYHHUTE PeaKL WU MOraT J1a rnporpecHpar
10 ’KMBOTO3acTpalliaBalll LIOK, 10PH cliell MbPBOTO MpUIIOKEHHE. B ciiyyan Ha KTMHHYHHM NPOSABH Ha
TEXKH peaKLIMM Ha CBPbXUYBCTBHTENHOCT, MPHI0KEHHETO HA MOKCH(IIOKCALIUH CJI€1BA [1a Ce NMPeKpaTH

1 J1a ce 3arno4yHe NnoaxoasLlo jJevyeHHe (HanpuMep e4eHHe Ha LIOoKa).

Texku yepHOAPOOHH HApYLLIEHUS
[Tpu neueHue ¢ MOKCU(IOKCALMH ca 10K/IaABaHU C/Ty4aHd Ha QYJIMHUHAHTEH XENaTHT, MOTEHLUHATHO

BOJIELL J10 KMBOTO3acTpallasalla, Y4epHoaApoOHa HeOCTaThYHOCT (BK/1. ciy4au ¢ (pataneH u3xon) (Bx.
touka 4.8). [lauuenTuTe cneasa na 3HaaT, ye TpAOBA Ja yBEAOMSAT CBOSA JIeKap Mpeau aa npoab/kar
NIEYEHHETO, aKO CE MOABAT NPOABH U CUMITOMH Ha (DY IMHHAHTEH XEMNaTUT KaTo Obp30 pa3BUBalla ce
aCTEHHS CBbP3aHa C XbJTEHHLA, ThMHA YPHHA, CKIIOHHOCT KbM KbpPBEHE WJIM YEpHOAPOOHA
eHuedanonatus.

[Tpu nosiBa Ha MHAMKALMH 32 YEPHOAPOOHO yBpesKaaHe TpsOBa J1a ce HanpaBaT YepPHOAPOOHH
(YHKUHOHAIIHH U3CJIeIBAHHA.

TeXKH KOKHH HEKEJIAHU peaKLHH
Texku KOXKHH HeXellaHu peakuuH (severe cutaneous adverse reactions, SCARs), B
TOKCHYHA enuaepMaiHa HekpoJsiuia (toxic epidermal necrolysis, TEN: u3BectHa o
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eK3aHTeMaTo3Ha nycTyJo3a (acute generalised exanthematous pustulosis, AGEP) u nekapcrBeHa peakuus
¢ eo3uHo¢uaus u cuctremud cumnromu (DRESS), kouto Morar na 0baat )KMBOTO3acTpallaBallld HITH C
neTaneH M3X0/, ca ChboOLIABAHM NMPH NPHIOKEHHE Ha MOKCH(pIoKcauuH (BK. Touka 4.8). KbM MOMeEHTA
Ha NpeanucBaHe nauMeHTbT TpsadBa 1a Obae HHPOpMUPaAH OTHOCHO NMPH3HALMTE U CUMIITOMUTE HAa TEXKKH
KO)KHM peakuMH, 1 1a ObJ1e BHUMATETHO npocieasBaH. AKO c€ MoABAT NPHU3HALKW H CHMIITOMH,
MOKAa3aTe/IHM 3a TE3H peakLHH, NPUI0KEHHETO Ha MOKCH(IIOKCAaUHUH TpsOBa Ob/le NMpeyCTaHOBEHO
He3abaBHO, M 1a ce OOMUC/IM aNITepHATHBHO fle4eHHe. AKO MaUHEHTHT € pa3BUJl CEPHO3HA peaKUMA KaTo
SJS, TEN, AGEP unu DRESS npu npuioxkeHue Ha MOKCH(PIOKCALUHH, JICYEHHETO ¢ MOKCH(IOKCALIUH
[Py TO3W NMaUMEHT HUKOra He TpAOBa 1a ce Bb300HOBABA.

[TaunMeHTH, Npeapa3noa0kKEeHH KbM 'bpPYOBE
U3BecTHO e, 4e XMHOJIOHUTE NMPUYMHABAT rbpuoBe. M3nonssaHero TpsadBa na Obae BHUMATE/IHO MPH

nauveHTH ¢ Hapywenus Ha LIHC unu npu Hanuuue Ha Apyru pUCKoBH (pakTOpH, KOUTO MOrar Jia
npezpasnojarat KbM I'bp40OBE MJIM CHM)KABAT Mpara Ha Bb30yaMMOCT. B cityyan Ha rbpuoBe JICUEHHETO C
MOKCHU(IOKcaUMH TpsAOBa /1a ce NPeKpaTH U Aa ce B3eMaT MoAXOIALLN MEPKH.

[lepudepHa HeBponaTUs

CpoOl1aBa ce 3a c/iydyal Ha CEH30pHA HWJIM CEH30MOTOPHA MMOJMHEBPONATHA, BOJAELUH 10 NAPECTE3UM,
XHMMOECTE3UA, AU3ECTE3Us MK c1ad0CT NPU MaLUEHTH, MPUEMALLH XHHOIOHH H (PITyOPOXHHOJIOHH.
[TauMeHTHTE, KOMTO MpHEMAT MOKCH(IIOKCALIMH, TpAOBa aa ObAAT MOChBETBAHM 1a HH(POPMHUPAT CBOS
neKap, npeu aa Npoab/DKaT IeYeHHETO, aKO Ce MOABAT CHMIITOMM Ha HEBPOMATHA, KaTo 0OJIKa, ycellaHe
3a napeHe, MpaBy4KaHe, M3TpbMBaHe WK c/1adocCT, 3a 1a ce NPeA0TBPaTH Pa3BUTHETO HA MOTEHLHUAIHO
HeoOpaTUMO 3a0onsBaHe. (BXK. Touka 4.8).

[IcCUXWMYHHU peaKlHUH

Bb3MOkKHA € mosiBa HA NMCUXHYHH peakLMH J0PH CJIEd MbPBOTO MPUIIOKEHHE HA XMHOJIOHH, BKJIKOYHTETHO
MOKCH(I0KcauuH. B MHOro peaku ciyyaun aenpecus Wid MCUXOTHYHHU peakLMu MoraT Ja nporpecupar
10 CYMUMIHM MHCJIM HJIM CAMOHAPAHABALLO MOBEEHUE, KaTo OMUTH 3a camMoyOuiCTBO (BXK. Touka 4.8). B
ciyvail Ye NauMeHTbT pa3BHe TAKUBA PEaKLMH JICYEHHETO C MOKCH(IOKCALUHH TpsOBa 1a ce NpeKpaTH 1
[a ce B3eMaT cboTBeTHUTE MepKH. [IpenopbumnTenHo € MOKCU(IOKCaLMH aa ce M3M0J13Ba C BHUMAHHE
NpH NMCUXOTHYHH MAUMEHTH MIIH NPHU MAUMEHTH C aHAMHE3a 3a NCUXHYHH 3200J15BaAHHUA.

Huapus, cBbp3aHa ¢ aHTUOUOTHK, BKJI. KOJIUT

Mma cboOLiueHus 3a cBbp3aHa ¢ aHTHOMoTHKA auapus (AAD) u cebp3aH ¢ aHTHOHOTHKA KOIUT (AAC),
BKJIIOYHTEJTHO 1ceBaoMeMOpaHo3eH KonuT U cebp3ana ¢ Clostridium difficile nnapus, npH U3N0J3BaAHETO
Ha LWHPOKOCMEKTbPHH aHTHOMOTHLM, BKJIFOYUTEIHO MOKCH(JIOKCALIMH, KOUTO MOTaT J1a Bapupar no
TEXKECT OT JieKa auapus 10 (ataneH KoauT. ETo 3a110 e BaXKHO Aa ce HMa NMpeBH Ta3H AHAarHo3a rnpu
NaLMeHTH, KOUTO UMAT TEKKA JHAPHA N0 BpeMe WIIH CJlell U3TOJI3BaHETO HA MOKCH(IIOKCalUMH. AKO ce
MOA03Mpa UK MOTBbPAH CBbP3aHa C aHTUOMOTHKA IHAPHA MK CBBP3aH ¢ aHTUOMOTHKA KOJIMT TpsOBa /1a
ce MpeKkpaTH NMPOBEKAAHOTO B MOMEHTA JICYEHHE C AHTHOAKTEPHAJTHH CPEACTBA, BKIIOUYHTEIHO
MOKCHIIOKCALIMH, U He3a0aBHO /1a ce npeanpHeMar aeKBaTHH TepaneBTHYHU MEePKH. JlombHUTENHO
TpsOBa 1a ObaaT NpeAnpUeTH NOAXOAALUM MEPKH 3@ KOHTPOJI HA HH(EKUHATA, 33 1a C€ HAMAJIH PHCKa OT
npeaasaHeTo U. JlekapcTBa, KOMTO MOTHCKAT MEPUCTANITUKATA, Ca MPOTHBOMOKA3aHHU NMPH MALUEHTH,
KOMTO UMAT TeXKa JHapus.

[laLMEHTH C MHACTEHUA rPABUC
MokcudiokcauuH TpAOBa 1a ce U3noJ3Ba ¢ MOBHILIEHO BHUMAHHE MPH MALKUEHTH C MHACTEHHSA rPaBMC,
MOHEXKE MOXKE 1A 3aCHJIH CUMITTOMUTE HUM.

TeHAWHUT U pa3KbCBaHE HA CYXOKHUIHUE
TeHAUHHUT M pa3KbCBaHE HA CYXOXKHUJIUE (MO-CreLHaHO aXHIecOBO CYX0XKUIHe, HO Oe3 1a ce orpaHnyvasa
caMo 10 Hero), MOHAKOra AByCTPaHHO, MOJKE /1a Ce MOJIy4H Olle B paMKHTE Ha 48 yaca OT 3ano4ysaHe Ha
JIEYEHHETO C XHHOJIOHH H ()JTyOPOXHMHOJIOHH KaTO MMa ChOOLUEHHSA 3a TAKHBA, Pa3BUJIN C€ I0OPH 110
HAKOJIKO MECELIA CJIe/l PEKPATABAHE Ha JIeYEHHETO. PUCKBT OT TEHAMHHUT U pa3KbCBaHE HaTYXOXKHILE Ce
MOBHMLIABA MPH NO-Bb3PACTHHU MALMEHTH, MALMEHTH ¢ OBOPEUHO YBpPEKIAHE, MALMEH € ‘rwdﬂ X, ‘j’-':xx

TPaHCNJIAHTUPAH COJIMAEH OpraH U TaKHBa, JIEKYBAHH ChIIBTCTBALLO C KOPTHKOCTEP )J.Hf))i}ﬁ 'I;ElfiH H\'E:‘ Y
MPUYMHA CHITbTCTBALIATA YNOTpeda Ha KOPTUKOCTEPOHIH TpsAOBa 1a ce u3dArsa. & VA R iy \ 2 \\
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[Tpu nbpBUA NMPU3HAK HA TEHAUHHUT (Hanp. O0JIE3HEHO NOAYBaHe, Bb3NaJICHHE) JICUEHHETO C
MOKcH(I0KcalKH TpsAOBa 1a ce NpeKpaTH U 1a ce 0OMMCIH aJITEPHATUBHO JiedeHHe. 3acerHaTuar(re)
kpaliHuk(uu) TpsOBa 1a Obae(ar) nekyBaH(M) Mo NOAXOAALL HAYHH (Hanp. o0e3aBrKBaHe). He TpsOBa na
ce M3M0JI3BAT KOPTHKOCTEPOU/IH, AKO C€ MOABAT MPH3HALIM HA TEHIHHOMNATHA.

[lauMeHTH ¢ OBOpEYHO HapyLUIEHHE

[TaumMeHTH B cTapuecka Bb3pacT ¢ O0bOpeuHH HapyLeHUs TpadBa Aa U3MoJi3BaT MOKCH(IIOKCALHH
BHHMATEJTHO, aKO HE MOrar Ja NoAAbp)KaT aJeKBaTEH NMPHEM Ha TEYHOCTH, 3aLLOTO AeXHApaTauHaTa
MOJKE /1a MOBHMLLUM pUCKA OT ObOpeUYHa HENOCTATHYHOCT.

3pUTE/IHK HAPYLUIEHUSA
[Ipu nosiBa Ha yBpeX/1aHe Ha 3peHUeTO WIIM KaKBUTO M /1a € epeKTH BbpXYy O4MTE, He3a0aBHO TpAOBa 1a
Ce MOTbPCH KOHCYITauus ¢ odpranmostor (BxK. Touka 4.7 u 4.8).

Jlucriukemus

KakTo npu BcUukKH (pJ1yOPOXHHOJIOHM, TaKa U MPU MOKCH(PIJIOKCALIMH, ca OWTH 1OK/1aJiBAHW HAPYLICHHWS B
KpbBHATa 3axap, BKJIOUYHTEIHO XMIMOMTHKEMHA U XunepriaukeMus. [1pu nauMeHTH, NeKyBaHH C
MOKCH(IOKCALIMH, Hali-uyecTo ce Ha0/1aBa IMCIIMKEMHUS MPH Bb3PAaCTHH MAaLHEHTH C HA0eT,
MoJTy4aBallld ChITbTCTBALLO JIEYEHHE C MEePOPAIHH XHUIOTIMKEMHYHH JIEKAPCTBEHH MPOAYKTH (Hanpumep
cyadouunnypes) uau ¢ MHCyauH. CboOuiaBaHu ca ciiy4an Ha XHMOrJMKeMHYHa Koma. [1pu nauneHTH ¢
nuaber, ce npenopbyuBa BHUMATEJTHO MpOC/e/iiBaHe HA KPbBHATA MIOKO3a (BHX TouKa 4.8).

[IpeBeHLMa HA DOTOUYYBCTBUTEIHH PEAKLIHH

Jloka3aHo €, Y€ XMHOJIOHUTE MpeAM3BUKBAT NOABA Ha (POTOUYYBCTBUTEJIHM PEAKLIUM NPH MALHUEHTH.
[TpoyuBaHus obaue ca A0Ka3aiu, 4e MOKCU(IOKCALIMH Ce XapaKTepH3upa ¢ NO-MalbK PUCK OT
WHAYUMPAHETO HAa (OTOUYBCTBUTEHH peakiuuH. Bbnpeku ToBa nauMeHTHTe TpsiOBa 1a OBbAT ChBETBAHH
1a u30arear, Kakto Y B-1buM, Taka U NpoOABL/KHUTENHO H3JlaraHe W/ WM CHJIHA CITbHYEBA CBETJIHHA M0
BpeMeE Ha JieueHHe ¢ MOKCH(pIoKcaluMH (BX. pasaen 4.8).

[TaumeHTa ¢ rI0K030-6-hocdar aexuaporeHaszeH AeUumnT

[TaunenTH ¢ paMuIHA aHAMHE3A WJIH C HATMYEH TIIOK030-6-pocdat nexuaporeHaseH qeGHUMT ca
NnpeapasnosioKeHH KbM MOABA Ha XEMOJIMTHYHHU peaKkLUHWH Npu Tepanus ¢ XHHOIOHH. Clie10BaTeIHO
MokcudrokcauuH TpabBa 1a ce U3I0J13Ba BHUMATEIIHO MPH TE3H MALIUEHTH.

[TlauneHTH ¢ Ta30Ba Bb3NAJIUTENHA 00JIECT
[Ipu naumeHTH C ycll0)kHEeHa Ta30Ba Bb3NaIMTE/IHA O0sieCT (HaMp. CBbp3aHa ¢ Ty00-0OBapHalieH WiIH Ta30B

abcuec), 3a KOUTO € He0OXOIMMO HHTPABEHO3HO JieueHHe, JieieHHeTo ¢ MokcukBuH 400 mg puimupanu

TaOJIeTKH He € MPENnopPbYUTEITHO.
Tazosa Bb3nanuTtenHa 6osecT MoXe /1a € NpUYHHeHa oT (PJIyOpPOXHHOJIOH pe3HCTeHTHa Neisseria

goriorrhoeae. CnenoBaTellHO B T€3H Clly4ad MOKCH(pIOKCaLMH TpA0Ba /1a ce npujiara eMnHpHYHO
eIHOBPEMEHHO C JIPYT NMOAXO0AALL aHTHOMOTHK (Hanp. UepaloCnoOpHH), OCBEH aKO MOXKE J1a C€ U3KJIIOYH
MoKcHpioKkcauuH-pe3ucTeHTHa Neisseria gonorrhoeae. Ako 10 3 neHa ciel 3aro4YBaHe Ha JIEHEHUETO He

Ce MOCTHIHE KIIMHUYHO nogoOpeHue, TepanuaTa Tpsada 1a ce NnpeoLeHH.

nﬂgHEHTH ChC CNEUHaJIHH YCIIOXKHEHH HHEI:_'EKHHH Ha KOXKaTd H KOKHHTE CTPYKTYPDH

KnuuuuHata ehMKAaCHOCT HA HHTPABEHO3eH MOKCH(IOKCALIUH MPHU JIEYEHHE HA TEKKH HHPEKUHH
BCJIEACTBHE HA U3rapsaHus, pacuMuTH U HHPEKUMHU HA TMAa0ETHO CTHNAIO C OCTEOMHEIIUT HE ca OMIIH
YCTAHOBEHH.

B3aumoneicrTeue ¢ OMOJOTHYHH TECTOBE

Jleduennero ¢ MOKCH(IOKCALIMH MOXE [1a MOBJIMAE HA M3C/e/IBaHe C Ky/Typa, cbabpxkaiua Mycobacterium
Spp., KATO NOTUCHE OakTEpHAJIHUA PACTEeXK W A0Beae 10 ¢asluBO OTPULATE/IHH PE3YJITATH B NPOOH,
B3€TH OT MaUMEHTH, MOJIyuyaBallH B MOMEHTAa MOKCH(JIOKCALIHH.

[Taunentu ¢ MRSA (Methicill in-resistant Staphylococcus aureus) HHGEKLUHH

MokcudJiokcauuH He e nokasaH 3a jedenue Ha MRSA nH@pekunu (METHLIMIIMH pe3unC :l:\lillf'__,:- ——- J,,,‘_

crapunokokyc aypeyc). B ciyuyait Ha npeanonaraema M ycTaHoBeHa HH(EKLUHS, M
TpsAOBa /1a Ce 3arnoy4He JieYeHHUe ¢ NOAXO0AAll aHTHOAKTEPHAIEH JIEKAPCTBEH MPOAYK
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[leanaTpuuHa nonyjauus
[Topaau HexelaHUTE peakUM BbPXY XpYLUs/ia Npy Maaau )KHBOTHH (BX. TOYKa 5.3), ynotpedara Ha
MOKCHGIIOKCALIMH NPH aela U noapacTsaiuu <18 roanHu e npotuBonokasana (Bx. To4uka 4.3).

[lomouIHM BellecTBa

MokcukuH 400 mg dpunmMupanu Tabnetku cbabpka ousetutens EI 10, koiiTo Moxke 1a npean3BHKa
aJlepruyHU peakUHH.

Tosa niekapcTBO Chabpka no-manko ot | mmol Hatpuii (23 mg) Ha puimupana TadsieTka, T.€. MOXe aa
Ce Ka)Ke, 4e MPaKkTHUYECKH HE ChIbpiKa HATPHH.

4.5 B3aumoaeiicTBHE ¢ APYrH JIeKAPCTBEHH NMPOAYKTH H APYrH POPMH HAa B3aHMOAEeHCTBHE

B3aumoeicTBHE C JIEKADCTBEHH MPOAYKTH

He moxe na Obae u3kmouyeH aauTuBeH edekT BbpXy yab/kaBaHeTo HA QT uHTepBana Ha
MOKCH(IOKCAUMH U APYTH JIEKApCTBEHH MPOAYKTH, KOMTO Morat Aa yab/ikat QTc nurepsana. To3u
edeKkT MOKe /1a MOBHILIN PUCKA OT KAMEPHH apUTMHUH, BKIIOUHTENHO torsade de pointes. [lopanun ToBa e
[POTHBOIMOKA3aHO €HOBPEMEHHOTO MPHI0XKEHHE HA MOKCH(PIOKCAUHH C HAKOE OT CJICIHUTE JIEKapCTBa
(BX. CbLIO TOYKA 4.3):

- AHTHaApMTMHYHH JieKkapcTBa oT kiaac A (Hanp. XMHUIWH, XHAPOXHHHUIHH, IH30NHUpaMK )

- aHTHapUTMHUYHM JlekapcTsa ot kiac [l (Hanp. amuoaapoH, cotanos, no(eTuina, noyTHINA)

- AHTUINCUXOTHUM (Hanp. PEHOTHAZUHK, MUMO3H/, CEPTHH/0JI, XaJOMNepHI0J, CYITONpPHI)

- TPUUMUKJIMYHHU aHTHIENPECAHTH

- ompeesieHd aHTUHMUKPOOHH cpeicTBa (CakBUHABMP, cnap(ioKcaluH, epUTPOMULIMH IV,
MEHTAMHUIHH, MPOTHBOMAIAPHIHH JIEeKapCTBa CMEUMNATHO Xano(paHTPHH)

- HAKOM aHTHXHUCTAMHUHOBH MPOAYKTH (T€phEeHaaUH, ACTEMH30, MHU30JIACTHH)

- apyru (um3anpua, BuHkamuH 1V, 6enpuaunn, audemanun).

MokcudnokcauuH TpsaOBa na ce M3non3sa ¢ MOBHLIEHO BHUMAHHE MPH MAUMEHTH, MPHEMALLH JIEKapCTBa,
KOMTO MOTraT /1a MOHM)KAT HUBATa Ha Ka/IMK (Hanp. OpUMKOBH AUy pPETHLH U IHYPETHLIH OT THA3UIEH THII,
NaKCaTUBH U KJIM3MH [BUCOKH 1031 ], KOPTHKOCTEPOUIH, aMpoTeprurH B) uiu iekapcTsa, CBbp3aHH C
KJIMHUYHO 3HauuMa Opaaukapaus.

Mexay npuemMa Ha NpOAYKTH, ChAbpXKAaLLH OMBAJIEHTHH WJIH TPHUBAJICHTHH KaTHOHH (AaHTHALUMIHH
JIEKApCTBEHH MPOIYKTH, ChbABPKALIH MarHe3ui Wim alyMHUHHUH; TAONETKU AUAAHO3HH; cykpandar u
fpenapaTu, CbAbPXKALLM KENA30 U LUMHK) U MpHeMa Ha MOKCH(JIOKCALIMH TpAOBa 1a UMa UHTEpBAJl OT
0KO0J10 6 4yaca.

EIHOBpPEMEHHOTO NPHUIIOKEHHE HA AKTHBEH BbIVIEH ¢ nepopasiHa 103a oT 400 mg MokcHpIOKCaUHH BOAH
110 U3pa3eHo NOTHCKaHe Ha abcopOuuMATa Ha JIEKAPCTBOTO M peayliMpaHa CHCTEMHATa My HaJIMYHOCT C
noseye oT 80%. CnenoBaresiHO, €JHOBPEMEHHOTO H3I0JI3BaHE HA TE3H JIBE JIEKApCTBA HE CE€ NpenopbyBa
(OCBEH B C/TyvyauTe Ha Mpejo3upaHe, BK. Touka 4.9).

Cnen NMOBTOPHO J03HPaHE NMPH 3/ipaBH A100pOBOJILH, MOKCH(IOKCALMH MOBHILABA Cpax HA IMTOKCHHA C
oko0J10 30% 0e3 na nosnuasa AUC unu trough level. He ca HeoOxoaumu cneumanHu npeanasHi MEPKH
[MpW U3M0JI3BAHE C JIMTOKCHH.

B KJIMHWYHM U3NUTBAHUS, MPOBEJAEHHU NMPHU 10OpPOBOILM AHADETHLIH, EAHOBPEMEHHOTO NEPOPAITHO
NPHIOKEHHE HA MOKCH(IOKCALMH U rMUOEHKIaMUL BOAHK 10 HaMaJieHHe ¢ npuonusurento 21% Ha
MMKOBATA IJIa3MEHAa KOHUEHTpauus Ha raudenknamua. KomOnHauusaTa Ha mIMOEHK/IaMHUI H
MOKCH(IOKCALIMH MOYKE TEOPETUYHO [1a JOBE/E A0 JIeKa W npexoHa xunepravkemus. Haon I01aBaHHTE

[Tpomenu na INR




JloknanBaHu ca roisM Opoii cliyyad Ha NMOBUILABAHE HA NMEpopa/iHaTa aHTUKOAryJaHTHa aKTUBHOCT MpH
MalMeHTH, NMpUeMalli aHTHOAKTePHAJTHH JIEKAPCTBEHHU MPOAYKTH, 0CO0EHO (PJTyOPOXHHOJIOHH,
MaKpOJIMIHW, TEeTPALMKIIMHHU, KOTPUMOKCa30J1 U HAKOU uedanocnopuuu. Gakropure, CBbpP3aHu €
HHpEKUHUATA U Bb3MAJIMTETHUA NMPOLIEC, Bb3PACTTa U 0OLLIOTO ChbCTOSAHUE HA MALKUEHTA ca ONpeaesIsLLH
puckoBH ¢aktopu. [Ipn Te3u obcToATENICTBA € TPYAHO 1a C€ MPELEHH 1AW HHPEKLUHUATA WIH JICYEHHETO
npuuuHaBaT HapyweHus B INR (international normalized ratio). [Ipeana3na mspka € nmo-4ectoro
MoHuTopupaHe Ha INR. Ako e HeoOX0aAUMO, 103MpPOBKAaTa HAa aHTHKOAryJlaHTa TpsA0Ba /1a ObJ€ CbOTBETHO
KOpUTIHpaHa.

[Ipy KIUHUYHYU U3NMUTBAHHUA HE Ca YCTAHOBEHHU B3aMMOACHCTBHA ClIEl €IHOBPEMEHEH MPHEM Ha
MOKCH(]JIOKCALMH ¢: paHUTUAMH, NpoOeHeU L, NEPOPATHH KOHTPALENTHBH, KaJILMEBH 100aBKH,
MapeHTepPaJHO NPUIOKEH MOPPHUH, TEOPUTHH, UHKITOCTIOPHUH HJIK UTPAKOHA30.

In vitro n3cnenBaHus ¢ YoBellkHu eH3uMHu P-450 norBbpkaasat Te3u n1aHHH. Cniopea Te3u pe3y/iTaTu e
MaJIKO BEpPOSITHO HaJIMUHUE HAa MeTa0OIMTHO B3aumMoaeHcTBHE nocpeacTsoM P-450 ensumure.

B3auMoaeMCTBHE C XpaHa
MokcH(IOKCAUHH HAMA KIMHUYHO 3HAYMMH B3aUMOJECHCTBHUA NPU €JHOBPEMEHHHUSA MPUEM Ha XpaHa,

BKJIOYHTECJTHO MJIAKO H MJICHHH TMPOIAYKTH.

4.6 @epTHANTET, DPEMEHHOCT H KbpMeEHe

bpemMeHHoCT

be3onacHocTTa Ha MOKCH(IOKCALIMH NO BpeMe Ha OpEeMEHHOCT MpU Xopa He e oueHsBaHa. [ IpoyuBaHusTa
NPy *KMBOTHU MOKA3BAT PENpPOaYyKTUBHA TOKCUYHOCT (BXK. Touka 5.3). [loTEeHUUHANHUAT PUCK NPU XOpa He
e uzBecteH. [lopaau ekcnepUMeHTAIHUA PUCK OT yBpexaaHe OT (IyOpOXHHOJIOHH Ha XpYyLUsia Ha
HOCELLMUTE CTaBH NMPH He3pesu )KHBOTHH U OOpaTUMH CTaBHH TPABMH, OMMCAHH MPH eua, NpHeMallH
HAKOM (PJTYOPOXHHOJIOHH, MOKCH(JIOKCAUMH He TpAOBa Aa ce U3Mo/3Ba NpH OpEMEHHH JKEHH (BXK. TOUKa

4.3).

KbpMmeHe

Hsama Hanu4yHM 1aHHHU 32 )KEHHU C JIAKTaUUA H KbpMayKu. [IpeaKJIHHHYHHTE JaHHH MMOKA3BaT, Y€ MAJIKH
KOJIMYECTBAa MOKCU(IOKCALIHH ce eKCKpeTHpaT B KbpMaTta. [lopaau nuncara Ha AaHHM MPU Xopa M
nopanau eKCriepuMeHTaJIHUA PUCK OT yBpeXaaHe oT (JIyOpPOXHHOJIOHU Ha XpYLUs/la Ha HOCELLIUTE CTaBH
[PU HE3PEJIH KUBOTHH, KbPMEHETO € MPOTHBOINOKA3aHO MO BPEME Ha JIeYeHHE C MOKCH(IIOKCALIUH (BX.
Touka 4.3).

DepTHIUTET
[IpoyuBaHuATa Npu )KMBOTHHU HE MOKA3BaT yBpexKaaHe Ha (pepTHIIMTETA (BXK TOUYKA 5.3).

4.7 Ed¢exTn BbpXy cnocodHocTTa 32 WopupaHe H padoTa ¢ MALIHHH

He ca npoBeaeHu npoyuBaHUs BbPXY e()eKTUTE HA MOKCH(IOKCALMH BbPXY CIOCOOHOCTTA 3a WodupaHe
n pabora ¢ MawuHU. Odave GJIyOPOXHHOIIOHHUTE, BKJIFOYUTETHO MOKCH(JIOKCALMH, MOTaT [1a 10BEAaT J10
yBpEX/J1aHe Ha CNOCOOHOCTTA HA MAUMEHTHUTE Aa Wo(gHpaT MK Aa padoTAT C MALUKMHHK, MOPAAH peaKUHH
ot ctpaHa Ha LIHC (nanp. 3amaiiBaHe; ocTpa, npexoaHa 3aryba Ha 3peHue, BkK. Touka 4.8) wiu octpa u
KpaTKoTpaiiHa 3ary0a Ha cb3HaHME (CMHKOI, BXK. Touka 4.8). [TauuenTuTe OM cneasasno na oOvaar
ChbBETBAHH /1a MPOBEPAT KaK pearupaTt Ha MOKcUdiokcauuH npeau na wodupat wian padoTAaT ¢ MALLUHM.

4.8 HexXeaHH J1IeKAPCTBEHH PEaAKUHH
Hexxenanu peakuuu, HabmoagaBaHU NPU KIMHWYHU U3MTUTBAHUA M MOJYUYEHHU OT MOCTMAPKETHHIOBH

CbOOLIEHUSA OT BCUUKH KJIMHUYHHU U3NUTBaHUA ¢ MOKCH(IokcauuH 400 mg (npunaraH nepopajiHo U Karo
nocjieaBallla Tepanus), rpyrndpaHH rno 4ecrora:




an BCAKO IrpyrnupaHe B 3dBUCHMOCT OT HECTOTATA, HECKECJIAHUTC JICKAPCTBCHH PCAKLIHH CC H'.?nﬁpﬂﬂ B4T B
HU3XO0JALUL pEd MO OTHOWECHHE HAd TAXHATA CCPDHO3HOCT. YecroTuTte ca onpenacjicHU KaTo.

- yectu (> 1/100 no < 1/10)

- Heuectu (> 1/1 000 oo < 1/100)
- peaku (> 1/10 000 oo < 1/1 000)

- mHoro peaku (< 1/10 000)

Cucremo- YecTn HeuecTHn Peaxku MHuoro C
OpPraHHH KJacose PEeAKH HeH3BeCTHA
4eCTOTO
Undexuun u CynepuHdeKkumu,
HH$ecTauUm NMPUUYUHEHU OT
PE3UCTEHTHH
DakTepuu UM
rbOMYKH, HAIP.
OpaJjiHa M
BarMHaJiHa
KaHAua03a
Hapymienuns Ha AHemMus [loBuLIEHO
KpbLBTAa H JleBkoneHusi (M) HUBO Ha
JumpHaTa HeyTtponeHus MpPOTPOMOUH
cHCTEMA TpombouuTOneHus a/ MOHWXKEH
TpomobouuTeMus INR
KpbBHa
e03ruHO IS ArpaHyJiouu
Y IBbIKEHO TO3a
MpOTPOMOMHOBO [laHuMTOMEH
BpeMe / MOBUILLEH s
INR
Hapyumienus Ha AnepruytHa AHadwuna
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Anepruue
H OTOK /
aHruoene
M (BKJI.
OTOK Ha
JTapUHKCA,
MOTEHLMA
JIHO
’KMBOTO3a
CTpaluaBa
i,
BX. TOUKA
4.4)
HapywmeHus Ha CHHAPOM . 51:\
CHAOKPHHHATA HealneKs g __;m{,t% '
CHCTEMA cexpe e s, ﬁ-;..-\:f_’-h\:\
¢ o A A
(B ] Tesont o] 3 )
0 1\ =\ A , o IS, /



YHHUA XOPMOH

(SIADH)
Hapywenus Ha XunepnunuaemMus | Xunepriv | XHrnorjiukem
MeTald0JH3MA H KeM U sl
XPAHEHETO Xunepyp
HKEMH3 XHUIIOrJIHKe-
MHYHA KOMa:
[IcHXHYHH TpeBoxHH EmMounon | JlenepcoHan
HApPYWIEeHHA™ peaKkuuH asiHa H3aLus
[lcuxomoTopHa nabunnoc | [lcuxoTHyHH
XUMEePAKTUBHOCT/ | T peakuHH
Bb30ya Jlenpecus | (moTeHUHaIH
(B MHOTO 0
peaKu KYJIMUHHUpaLL
cJIyyau UB
MOTEHUHA | caMOHapaHsB
JIHO allo
KYJIMUHH | NMOBEJEHHE,
pawia B KaTo
caMoOHapa | CYMUMIHH
HABALLIO HaMepeHus/M
MOBEACHU | UCIIH HITH
e, Karo OINMHUTH 3a
CYHUMAHH | CAMOYOUHCTB
HaAMEpPEeHH | O BXK. TOUYKa
1/MUCIIH 4.4)
HJTH
OIWUTH 32
caMoyOMH
CTBO BX.
TOYKA
4.4)
XaJIlOUHH
aUMH
Jlenupny
M
Hapywenus Ha [‘naBobosnue [lap- n au3ecte3us | Xunoecre | Xunepecresu
HepBHATA 3amMaiiBaHe HapyuieH BKycC 3US g
cucrema* (BKJI. B MHOT'O HapyuweH
pEeAKH CJTyUau 0
areys3us) 00OHAHUE
OO0bpKBaHe M (BKJI.
ne30pHeHTaLM aHOCMMUA)
HapylweHus Ha AOHOpPMH
CbHA (MpeaUMHO H CbHHLLA
0e3CcbHHEe) HapyweH
Tpemop a
CBETOBBPTEK KOOp/JHHaA
CBbHIMBOCT uus (BKII.
Hapy LLIeHa
MNOXO0/1Ka,
0COOEHO
nopaau
3aManBaH
€ WIH
CBETOBBP
TEXK)
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['bpuoBe,
BKJI.

grand mal
KOHBY.JICH
H (BXK.
TOYKa
4.4)
HapyweH
0
BHUMaHHE
Hapyuien
roBop
AMHE3HUA
[lepudep
Ha
HeBpornar
UA U
[MOJIMHEBP
onartus
Hapywenuns Ha Busyanuu ®otodod | Kparkorpaii
ouHTe™ CMYLLUEHHUSA BKIJI. Us Ha 3ary0a Ha
AMUTUTOTNHA M 3pEHHE
3aMBIJIEHO 3PEHHE (ocobeHo
(ocobeHo npwu NpH peaKuuu
peakuHHu OT CTpaHa OT CTpaHa HA
Ha LIHC, Bx. LIHC, Bx.
Touka 4 .4) Touka 4.4 u
4.7)
YBEUT H
NBYCTpaHHa
ocTpa
TPAHCHJIIOMH
HaLMWs Ha
HpHca (BX.
Touka 4.4)
Hapywenus Ha [Lym B
yXOTO H YLIHTE
Ja0OHpHHTA™ Hapywen
He Ha
ciyxa
BKJI.
ryxoTa
(0OOMKHOB
€HO
oOpaTuMa
)
Cobpaeynn YabmkaBaHe HA | YAb/DKaBaHe Ha KamepHu
HapyWleHHa ™™ QT uHTepBana QT (Bxk. Touka 4.4) | taxuaput | Heonpenene
Npu naumeHTu ¢ | [lannurauuu MHH HU apUTMHUH
XUIMOKAJTUeMHUA Taxukapaus CuHKom torsade de
(BX. Touka 4.3 u | [lpeacwvpano LT.€; pointes (BX.
4.4) MBXKIEHE OCTpO Touka 4.4)
CreHokapaus HacTbNuJ | CbpaeueH
au apecT (Bx. L ﬁh;j%‘;}
KpaTKOTp | TOUKa 4, a@} Py ‘::,%\
dhHa / siatrdn. N\ T
i na U N
Ch3HAHHE Bl Fasre ?




)

CbaoBH Bazoaunarauus XUMEPTO | BACKYJIUT
HApyWIeHHA™™* HUSA
XHUIMOTOH
U
PecnupaTopHuu, 3anyx
rPLAHH H (BKJIFOUUTETHO
MeIHACTHHAJIHH ACTMATHYHHU
HApPYUIEHHH CbCTOAHMA)
Cromaummno- [ ‘aneHe Hamanen anerut u | Aucdarus
YpeBHH [loBpbLuane [MpUEeM Ha XpaHa CtoMaTut
HApYWEHHA CToMaLuHo- AHOpeKCHS CBbp3aH
YypeBHA H 3anek C
KopeMHa 00JIKa Hucnerncus AHTHOUOT
Jlnapus DnaryneHuus HLLH
[‘acTpur KOJIUT
[loBuieHa (BKI.
amusiasa nceBaoOMe
MOpaHo3e
H KOJIUT,
B MHOT'O
peaKu
CJIy4yau
CBbp3aH C
JKUBOTO-
3acTpalua
BaLlH
YCJI0KHEH
U, BK.
TOYKa
4.4)
Xenartoonaunapuu | [loBuLueHu YepHoapoOHO Kbarenn | OyamMuHaHTe
HapyweHHs TpaHCaMHUHa3H yBpexKaaHe (BKII. la H XenaTuT
nosuwied LDH) XenaTtur NOTEHUHAJH
[ToBHLIEH (npeauMH | o0 Boaell A0
OuupyOHH 0 KUBOTO3ACTP
[loBuwieHa rama- XoJjiecrar | aluasa- Lia
rIyTaMmMi- HYEH) YepHOApPOOH
TpaHc(epasa a
[loBuilueHue B HEJOCTaTb4H
KpbBTa Ha OCT (BKJI.
ajKaJiHaTa C/Iy4aH ¢
¢docdarasa ¢araneH
U3XoM, BK.
To4yka 4.4)
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Hapywenus na Copbex byno3uu OcTtpa
KOXKATa H OOpuB KOYKHH reHepaiu3up
NOJAKOKHATA YpTHKapus peaKkUuH aHa
TbKaH Cyxa Koxa KaTo eK3aHTEMAaTo
CHHIApPOM Ha | 3HA
Stevens- MNycTyJi03a
Johnson wnn | (AGEP),
TOKCHUYHA JlekapcTBeHa
ernuaepMasH | peakuus C
a HEKpoJiM3a | e03HHOHIIH
(MOTEHUHAIH | A H
0 CUCTEMHH
KMBOTO3aCTpP | CHMITTOMM
allaBa- L1a, (Drug
BXK. TOYKA Reaction
4.4) with
Eosinophilia
and Systemic
Symptoms -
DRESS) (Bx.
Touka 4.4),
®OukcupaHa
NIeKapCTBEHA
epy nums,
Peakuuu Ha
GoTOUYyBCTBH
TEJTHOCT (BX.
Touka 4.4).
Hapymwenun Ha Aptpanrus Tenauuut | PaskbcBane PabnomMuonu
MYCKYJIHO- Muasnrus (BXK. Ha 3a
CKe/leTHaATA TOYKa CYXOXKHIIHE
CHCTEMA H 4.4) (BX. TOUKA
CheJMHHTE/IHATA Myckyan | 4.4)
TbhKaH™ W KpaMIiH | ApPTpPHT
MyckyaH | MyckynHa
U Cra3MH | PUrHAHOCT
Myckynn | ObocTpsiHe
a c1adoCT | CUMITOMATH
KaTta Ha
MHACTEHHUS
rpaBMC ( BX.
TouKa 4.4)
Hapyuwenns Ha Hexuaparaums bvOpeuHo
ObOpeunTe H yBpeXaaH
NHKOYHHTE e (BKJIL.
NbTHILA MOBMLLEH
U ypes
KpeaTHHH
H B
KpbBTa)
bbOpeyHa
HeZocTaT e
BYHOCT
(BK.
TOYKa
4.4)
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Oommn Oouo OTOK

HApPYLWIEHHS H HEepa3MoJI0XKeHHE
ePeKTH HA (MpeauMHO
MSACTOTO HA aCTEHUSA WK
npHaoKeHHe™ ymMopa)
bonesnenu

CbCTOAHHUA (BKJIL.
0oska B rvp0a,
rbpAMUTE, Ta3a H
KpaHHHLIMTE)
HM3noraBaHe

*CboOluasa ce 3a MHOIO peaKH ClIydyad Ha MPOAb/KHUTE/HHU (A0 MECeUH MK MOJAWHH), MHBAJIMAW3MPALIH
1 MOTEHLHAJTHO HEOOpaTUMH CEPHO3HH JIEKAPCTBEHH PEAKLHH, 3aCATalllH HAKOJIKO, MOHAKOra MHOTO
CHCTEMO-OPraHHH KJ1acOBE M CETHBA (BKJIIOYHMTEIHO PEAKLIMH KaTO TEHJAHHHUT, pa3KbCBaHe Ha CYX0KHIIHE,
apTpanrus, 6ojika B KpaHHULMTE, HApPYLLIEHHE HA MOX0JKaTa, HEBPOMNATHUH, CBbP3aHH C NAPECTE3MUH,
JIENpecus, yMopa, HapyLIeHHE Ha MaMeTTa, HapyLUIeHHs: Ha CbHA M YBpPEXKIaHe Ha cJlyXa, 3peHHeTO, BKyca
W 00OOHAHHMETO) BbB Bpb3Ka ¢ ynorpedara Ha XMHOJIOHH U (JTyOPOXHHOJIOHH, B HAKOH Cily4aH,
HE3aBUCHUMO OT BeYe CbLUEeCTBYBALIIMTE PUCKOBH (PaKTOpH (BXK. TouKa 4.4).

** [Npu naumenTute, npueMay ¢G1yopoXHHOIIOHH, ca ChOOLLIEHH C/TyYyad Ha aHeBpPU3Ma M JUCeKalus Ha
aopTaTa, MOHAKOra yC/I0’)KHEHH MOpaau pa3KbCBaHe (BKIIOYUTENHO C JIETAIEH U3X0MI) U
peryprutaumus/He10CTaTbYHOCT HA HAKOH OT ChpACYHHUTE KJ1amnu (BXK. Touka 4.4).

Hanuue ca MHOro peiku ciiydad Ha CJIEAHUTE HEXEJJaHU PeaKLUH Cliell IeYeHHE C IpyrH
(JIyOPOXMHOJIOHH, KOUTO OMXa MOTJIH €BEHTYAJTHO [1a CE MOABAT 10 BPEME Ha JIEYEHHETO C
MOKCH(}JIOKCALIMH: MOBHILIEHO BbTPEUepenHo HalsraHe (BKIIOYHTETHO MCEBAOTYMOpP LepedpH),
XHNEepHATPHUEMHUSA, XUMEPKAILUMEMHUSA, XEMOJIMTHYHA AHEMHS.

CboOulaBaHe Ha MOJO3UPAHH HEXKEIAHU peakLIUH
Cbho0L1aBaHETO HA MOJ03MPaHH HeXellaHHW peaKLUMH CIel pa3pellaBaHe 3a ynorpeda Ha JiekapCcTBEHHS

NpOJyKT € BaykHo. ToBa no3sonsBea aa NpoabJKH HaOIKOAEHHETO HA CbOTHOLLIEHHETO M0J13a/PHUCK 3a
lieKapcTBEHHUA NPoayKT. OT MEIMUHHCKMTE CMEeLMATIMCTH Ce U3UCKBA /1a CboOLLABAT BCAKA MOJ03HpaHa
He)KeJjlaHa peakLMs Ype3 HallMOHa/IHA CHCTEMA 3a CboOLLABaHE:

M3nbHUATEIHA areHUUs 1o JIeKapcTBaTa
ya. ,,Jdamsau ['pyes™ Ne8
1303 Codus

Ten.: 035928903417
YeobcaiiT: www.bda.bg

4.9 Ilpeno3upane

Hsama cneunduuHu npeana3Hyi MepKH, KOMTO [1a Ce Mpenopbuar cie ciayyaiHo npenosupane. B ciayyan
Ha rpeao3HpaHe, CJIe/1Ba /1a Ce OChLIECTBH CUMITOMATHYHO NeyeHue. Tpsaosa na ce nadbmonasa EKI,
Mopajn Bb3MOXKHOCTTA OT yab/bkaBaHe Ha QT uHtepBana. EZHOBpEMEHHO NMPHIOKEHHE HA AKTHBEH
BbrjieH ¢ n1o3a 400 mg nepopajieH MOKCU(IOKCALHMH e peayLuHpa CHCTEMHATA HATMYHOCT Ha
nekapcTBoTo ¢ noseye ot 80%. M3non3BaHeTo Ha aKTHBEH BBIJIEH PAHO MO BpeMe Ha abcopOuusTa MoxKe
/1a € MOJIE3HO 3a Mpe/na3BaHe OT MPeKOMEPHO MOBHULLABAHE CUCTEMHATa €KCIO3HLIHA Ha
MOKCH(IOKCALHH B CJTy4Yad Ha NMEpPOpaHO NMpeao3upaHe.

5. ®MAPMAKOJIOT'MYHU CBOUCTBA

5.1 ®apmakoAHHAMH4YHH CBOHCTBA

dapmakoTepaneBTUYHA Ipyna: XHHOJOHOBH aHTHOAKTEPHATHU Cpe/ICcTBa, (UTyOpOXH
JO1 MA 14
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MexaHu3bM Ha 1eHCTBHE

MokcH(pI0KCaUHH NPUTEXaBa aKTUBHOCT in vilro cpeuty rojsm opoit [ pam-nonoxurennu v ['pam-
OTPHULATEJIHHU NMATOrEHH.

bakTepuLMAHOTO AeHCTBUE HA MOKCH(JIOKCALIMH € pe3yJiTaT OT HHXWOUpaHe Ha JBETe TOMOU30MeEpa3H
(JIHK rupa3za u Tonouszomepasa [V), HeoOxoaumu 3a OakTepuaiHaTa peruiuKauus, TPAHCKPHITLHUS U
penapauus. U3rnexna, ue C8-MeToKCH rpynara A0NpHHACs 3a MOBHLIEHATa AKTUBHOCT W MO-HUCBK
noa00p Ha pe3UCTEHTHH MYTAHTH Ha [ paM-nosioxkutenHure Oakrepuu B cpasHeHue ¢ C8-H rpynara.
Hanuuuero Ha ronsam OMuMKI0aMuHeH 3aMecTuTen Ha C-7 no3uuusa npeanassa oT e(PEKTUBEH ediykKc,
CBbp3aHo ¢ nor A unu pmrA reHy, HadJIIOAaBaHO NpU onpeaerneHu [ pam-nonoXKHTEIHH DAKTEPHH.
dapMakoAHHAMHUYHHU MPOY4YBAHUA MOKA3BaT, Y€ MOKCH(IOKCALIMH MPUTEKaBa 3aBUCHM OT
KOHUEHTpauusaTa 6aktepuunaeH epekt. MuHumanuure oakrepuunaHy koHueHtpauuu (MBC) ca
noaoOHH HAa MMHUMAITHUTE HHXUOUTOPHHU KOoHUeHTpauuu (MIC).

BausHue BbpXy upeBHaTa (Jiopa npu xopa

Cnea npujioXKeHHe Ha MOKCH(IOKCAUMH NpU 100pOBOJILM ca HA0IIO/1aBaAHH CJIEIHUTE IPOMEHH B
ypeBHata nopa: Escherichia coli, Bacillus spp., Enterococcus spp., u Klebsiella spp. ca penyuupanmu,
KakTo W aHaepoOuTte Bacteroides vulgatus, Bifidobacterium spp., Eubctcterium spp. u Peptostreptococcus
spp.. Bacteroides jragilis e noBuwinn 0pos cu. Te3u npoMeHH ce Bb3CTAaHOBABAT B HOPMAJIHUTE
CTOHHOCTH 110 1B€ CEAMMLIH.

MexaHHU3bM HAa PE3UCTEHTHOCT

MexaHU3MHUTE HA Pe3UCTEHTHOCT, KOMTO HHAKTHBUPAT NEeHHUUKWIHHH, LUeQaToCnOpHHHA, aMHUHOTTHKO3HIH,
MaKpOJIMIH U TETPALMKIIMHU HE MOBJIMABAT aHTHOAKTEpHAIHATa aKTUBHOCT HA MOKCHGOKcauuH. pyru
MEXAHHU3MH Ha PE3UCTEHTHOCT, KaTo 3alMTHU Oapuepu (00w npu Pseudomonas aeruginosa) n
MEXAHM3MHUTE HA M3/IM3aHE MOraT Jia MOBJHAAT YYBCTBUTEJIHOCTTA KbM MOKCH(JIOKCALIUH.

[n vitro pe3UCTEHTHOCT KbM MOKCH()JIAaKCALMH Ce pa3BHBa MOCTENEHHO Ype3 TOYKOBH MyTalLHH B IBETE
tun [l Tonousomepasu, JIHK rupasa u Tonousomepasa IV. MokcuduokcauuH e cyocrTpar, KOHTO TpYIHO
MPeMUHABA Ype3 MEXAHU3MHUTE 3a aKTHBHO M3JIW3aHe MpH [ paM-MonoKHUTETHUTE MHKPOOPraHU3MH.

KpbcTocaHa pe3cTeHTHOCT € HabroaaBaHa ¢ Apyry guiyopoxuHosiond. Odave, Tbi KaTo
MOKCH(IIOKCAaUWH HHXUOUpa aBeTe TonouzoMepasu Il u IV ¢ nogodHa akTUBHOCT npwu [ pam-
NOJIOXKHTEHUTE OAKTEpHH, T€3H DAKTEPUH MOraT J1a ca pe3UCTEHTHH KbM APYTrH XHHOJIOHH, HO
YYBCTBHTENHN KbM MOKCH(JIOKCALIMH.

['paHMYHHU CTOHHOCTH
EUCAST knuHU4YHM rpaHHYHH cTOHHOCTH HA MIC u auck-andys3us tect 3a MOKCU(pIIOKCaLHH
(01.01.2011):

MHKpPOOpPraHH3bM YyBcTBHTE/IEH PesncrenTten
Staphylococcus spp. <0,5 mg/l > | mg/|
> 24 mm <21 mm
S. pneumoniae <0,5 mg/l > 0,5 mg/l
> 22 mm <22 mm
Streptococcus I'pynu A, B, C, G <0,5 mg/l > 1 mg/l
> 18 mm <15 mm
H. influenzae <0,5 mg/l > 0,5 mg/l
> 25 mm <25 mm
M. catarrhalis <0,5 mg/l > (0,5 mg/I
> 23 mm <23 mm
Enterobacteriaceae <0,5 mg/l == 1'm rﬁgftx
> 20 mm /v“ﬁlj’?mm“}\
[ paHHYHH CTOMHOCTH, HECBBP3aHH C ONpeaesieH BU > s "‘::a,
(Non-species related breakpoints)* <0.5 mg/l J/ 1 ",i ‘
T2k vt o |
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* 'paHMUHM CTOHHOCTH, HECBBbp3aHH ¢ onpeneneH Bua (Non-species related breakpoints), ca onpeneneHu
MpeauMHO Bb3 OCHOBA Ha (hapMaKOKMHETHYHU/ (papMaKOAHWHAMHUUYHM JAHHHU U €A HE3aBUCUMH OT
MHUHUMATHUTE HHXUOUTOPHU KOHLIEHTPALIMHK NPU OTAEIHUTE MUKpoopraHu3Mu. Te ce u3non3sart camo npu
BUOBE, 32 KOMTO HAMA BHJI0BO crienpuyHa rpaHHYHA CTOHHOCT U HE C€ WU3MOJI3BaT MPH BHUAOBE, KbAETO
KPUTEPHUUTE 3a HHTEPNpEeTHPAHE NpeACTOM 1a ObAaT onpeaesieHH.

MHKpOOHOJIOrHYHA YYBCTBUTEIHOCT

PaznpocTpaHeHHETO Ha MPHUAOOMUTATA PE3UCTEHTHOCT MOYKe /1a Bapupa B pa3/IMdYHUTE reorpad)CKu 30HHU H
C BPEMETO 3a U30paHu BHI0BE MUKPOOPraHU3MH, KaTO € »eaTe/IHO HATMYME Ha JIOKaIHa HHpopMaLus
332 pe3MCTEHTHOCTTA, 0COOEHO KOraTo ce JIeKyBaT TeXKH HHpekuuu. [1pu HeodxoanumocT, TpadBa na Obae
MOTBPCEH €KCNEPTEH CbBET, KOraTO MECTHATA PE3UCTEHTHOCT MOCTAaBS MO BBIPOC U3I0JI3BAHETO HA
MPOAYKTa NOHE NPU HAKOW BUAOBE HH(PEKLMH.

1o NPHHUHII MYBCTBHTC/IHH MHKPOOpPIraHH3IMH

AepoOHHu ['paM-10J10)KUTETHH MUKPOOPTraHH3MH

Gardnerella vaginalis

Staphylococcus aureus®™ (METUUMIIHH-YYBCTBUTEJIEH)

Streptococcus agalactiae (I'pyna b)

Streptococcus milleri group* (S. anginosus, S. constellatus u S. intermedius)
Streptococcus pneumoniae™

Streptococcus pyogenes* (I'pyna A)

Streptococcus viridans group (S. viridans, S. mutans, S. mitis, S. sanguinis, S. salivarius, S. thermophilus)
AepoOHu | paM-0TpHUATEIHH MUKPOOPraHH3MH

Acinetobacter baumanii

Haemophilus influenzae*

Haemophilus parainfluenzae*®

Legionella pneumophila

Moraxella (Branhamella) catarrhalis™®

AHaepoOHU MUKPOOPraHU3MH
Fusobacterium spp.
Prevotella spp.

“Hpyru’” MUKpPOOpPraHM3MH
Chlamydophila (Chlamydia) pneumoniae*
Chlamydia trachomatis*

Coxiella burnetii

Mycoplasma genitalium

Mycoplasma hominis

Mycoplasma pneumoniae™

MuKpOOpPranu3MH, pH KOHTO NPHAOOHTATA PE3HCTEHTHOCT MOXe /12 e npod.aem

AepoOHu | paM-MoJ0KHTENHH MUKPOOPraHH3MH
Enterococcus faecalis™

Enterococcus faecium*

Staphylococcus aureus (METHLUHIMH-PE3UCTEHTHH)

AepoOHu ['paM-0TpHUATENHH MUKPOOPIraHU3MH
Enterobacter cloacae*

Escherichia coli*

Klebsiella pneumoniae’

Klebsiella oxytoca

Neisseria gonorrhoeae™

Proteus mirabilis*

AHaepoOHH MUKPOOpPraHU3IMH
Bacteroides fragilis*
Peptostreptococcus spp. ™

HacaeacreeHo PE3HCTEHTHH MHKPDOOPIraHH3IMH

AepoOHu ['paM-0TpHUATENTHH MUKPOOPTraHU3IMH / L/ \7 \
Pseudomonas aeruginosa - et

; y =3
* AKTHBHOCTTA € 3a/10BOJIMTE]IHO AEMOHCTPHPaHa MPH YYBCTBUTE/THH LIIAMOBE B lcﬂh-mqﬁu H?I‘[HTBEIHHH R
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OTHOCHO 0/100peHHTEe KJIMHUYHU MOKa3aHUA.
"ESBL-npoayuupaim wamose ca 0OMKHOBEHO Pe3UCTEHTHH KbM (PJTyOPOXHHOJIOHH
"Yectora Ha pe3ucTeHTHOCT >50% B €1Ha WM MoBeYe CTpPaHU

5.2 @dapMaKoOKHMHETHYHH CBOHCTBA

AbcopOums 1 OHOHATMUYHOCT

Cnen nepopanHo NpUI0KEHHE MOKCH(IOKCAUUH ce adcopOupa Obp30 M MOYTH HaAMBIHO. AOCOIIOTHATA
OMOHAJIHYHOCT MNpe/acTaB/siBa NpUoOIH3UTEIHO 91%.

(DapMakOKHHETHYHHMTE MOKa3aTenu ca JuHeiHu B aana3oHa 50 - 800 mg eanokpatHa no3a u 10 600 mg
BeIHbK AHeBHO 3a noseye ot 10 auu. Cnea 400 mg nepopaiHa 103a MAaKCMMAITHHTE KOHUEHTPALMH OT
3,1 mg/1 ce nocturar B pamkute Ha 0,5 - 4 h cnea npunoxenue. [IMKOBUTE M NIa3MEHUTE KOHUEHTPaLIUH
B steady-state HuBa (400 mg BeaHB»X AHEeBHO) ca cboTBeTHO 3,2 M 0,6 mg/1, B ycnoBusara Ha steady-state
€KCMO3MUMATA B PAMKUTE HA HHTEpBaJ1a Ha J103upaHe e npubiunsutento 30% no-BUCOKa B CpaBHEHHE
cjie1 NpUJIoKEHHUE HA MbpBaTa 403a.

Pasznpenenenue

MokcH(pIoKcaumMH ce pasnpenaens 0bp30 KbM €KCTPaBaCKYJIapHOTO NPOCTPaHCTBO; ciea ao3a ot 400 mg
e yctaHoBeHa AUC 35 mg.h/1. ObemsbT Ha pasnpenenenue (Vss) B steady-state cbcToAHUE €
npubau3uTenHo 2 1/kg. U3nutBaHusaTa ex vivo u in vitro noka3BaT CBbp3BaHe C MPOTEHUHUTE
npudan3uTenHo 40-42%, He3aBUCUMO OT KOHLIEHTpAUMATA HA JIEeKapcTBOTO. MOKCH(JIOKCALMH ce
CBBP3Ba VIABHO CbC CEPYMHHUTE aTOYMHHM.

CrieAHNTE NUKOBH KOHUEHTPALUMH (reOMeTpHYHA CTOHHOCT) €a YCTAHOBEHHM CJ1e/1 NMPHJIOKEHHE Ha
eAHOKpaTHa nepopaina n03a 400 mg MokcH(IOKCAUHH:

Tokan Konuentpauus MsicTto: ChbOTHOLIEHHE B NJ1Aa3MaTa
[1na3ma 3,1 mg/l -
CiroHka 3,6 mg/l 0,75-1,3
TeuHocT B GaucTepure no koxkara | 1,6' mg/l 1,7'
bpoHxunanHa Myko3a 5,4 mg/kg 1,7 -2,1
AJiBeOJIapHU Makpodaru 56,7 mg/kg 18,6 - 70,0
TeuHocT, nokpuBalla enuresa 20,7 mg/l 5
MakcHiapeH CHHYC 7,5 mg/kg 2,0
ETmMounaaneH cuHyc 8,2 mg/kg 2,1
[Tonmnu B HOCa 9,1 mg/kg 2,6
MHTepcTHUHAIHA TEYHOCT 1,0° mg/I 0.8 - 14*°
JKeHcka nosioBa cuctema™ 10,2 mg/kg 1, 72"
* MHTPABEHO3HO MPHUJIOKEHHE Ha eaHOKpaTHa no03a oT 400 mg
' 10 h cnen npunoxexue
* HeCBbP3aHa KOHLIEHTpALHs
* o1 3 h 1o 36 h cnen npunoxenue
* B Kpas Ha HHPY3HATA

buotpanchopmarus

MokcudnokcauuH e noasnoxeH Ha 6norpanchopmauus ¢asa Il u ce ekckperupa upes 6b0peunTe M
KJTbYKATa/U3NMPAXKHEHUATA KATO HEMPOMEHEHO JIEKApCTBO, KAKTO U Mo (popmara Ha cApochabpiKalil
metadonut (Ml) u kato rmokyponua (M2). Ml u M2 ca eanHcTBeHUTE META0OJIMTH OT 3HAYEHHE NPH
Xopara, KaTo 4 1BaTa ca MMKpPOOHOJIOrH4HO HEAKTHBHH.

[Ipu KAMHUYHK u3nuTBaHUA daza | u in vitro uanuTBaHus He ca HabaOAaBaHW METabOIMTHH
(apMaKOKMHETHYHH B3aUMOJEHUCTBHUA C APYTH JIEKapCTBa, MOMI0KEHH HA OnoTpaHcopmauus ¢asa I,
H3noa3Baly uMToxpom P-450 eHsumuara cucrema. Hama naHHM 3a OKCHAATUBEH META00IM3BM.
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EJQMMUHUpaHe
MokcH(0KCaUUH Ce eJIMMHHUPA OT Jla3mMaTa ¢ KpaiHO BpeMe Ha eTMMHHALMOHEH M0
npuOan3uTenHo 12 yaca. CpeIHUAT anapeHTeH TOTaJIeH TeJIeCeH KJIMPBHC Clie/l €IHO

; A - B
400 mg Bapupa ot 179 no 246 ml/min. BrOpeuHuaT KIMpBHC, Bb3NM3all Ha 24 - 53 pl/min;, NpeAnenar \\%1 ‘"‘b\
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Cnen no3a ot 400 mg, Bb3cTaHOBABAaHE B ypUHaTa (npudnusurenHo 9% HenpomMeHeHO aKTHBHO
BeLecTBo, npubauszutenHo 2,5% 3a Ml u npubinusurento 14% 3a M2) u u3npaxxkHeHusTa
(npubausuTenHo 25% HenpoMeHeHO JIEKapCTBEHO BELECTBO, NpubausnTenHo 36% 3a Ml u He ce
ycTtaHoBsiBa M2), o0wo npudaunsutesHo 96%.

EnHOBpeMEHHOTO MPHJI0KEHHE HA MOKCU(IIOKCAUWH C PAHUTHAHH HJIH MPOOEHELM HE NTPOMEH
ObOpEeYHUA KJIMPBHC HA U3XOAHOTO JIEKAPCTBO.

[layuenmu 6 cmapieckd 8b3pacm U NAYUEHMU ¢ HUCKO MeNecHO me2io
[To-BHUCOKM Mia3MeHH KOHLIEHTpALKMK ca HA0JII01aBaAHH MPH 3ApaBu 100pOBOJILM C HUCKO TEJIECHO TErJo
(KaTo *KeHH) U npH 100POBOJILM B CTaApY€CKa Bb3pacT.

[Tayuenmu ¢ 60peyHo yepelcoane

(dapMaKOKHHETHYHHUTE CBONCTBA HA MOKCH(JIOKCALIMH HE €A 3HAYHTE/IHO Pa3/IMYHH MPH MALHEHTH C
0BbOpeUHO yBpexaaHe (BKIOYHUTETHO C KpeaTHHHHOB KIMpBHC >20ml/min/l,73m?). Tsii kaTo ObOpeuHaTa
dyHKUMA ce HamansABa, KOHLEHTpauusaTa Ha MeTabosnutT M2 (rmoKypoHua) ce noBuLiasa ¢ paxkTtop 2,5
(np KpeaTMHUHOB KNHPbHC <30ml/min/l,73m?)

[layuernmu ¢ 4epHoOpoOHO yepedcoare

B13 ocHoBa Ha papMaKOKMHETHYHH MPOYUYBAHMA, MPOBEAEHH 10 cera rnpH MauHeHTH ¢ YepHOApPOOHa
HenoctarbyHoCcT (Child Pugh A, B), He e Bb3MOKHO 1a ce onpeaesu 1ajld UMa pa3inuus B CpaBHEHHE
ChC 3/1paBy 10OpOBOJILM. Y BpeaeHaTa yepHoaApoOHa (QyHKLUMs € CBbp3aHa C Mo-npoab/DKUTEIHA
ekcno3uumsa Ha Ml B nyiazMara, 10KaTO €KCNO3ULMATA C U3XOAHOTO JIEKAPCTBO € CpaBHHUMa C
eKCIMO3ULMATA NMPH 3paBH 100poBoaUM. HaMa 10cTaTh4HO ONMUT ¢ KJIMHWYHATA ynoTpeda Ha
MOKCH(IOKCALUMH MPH MAUUEHTH C YBpeAeHa 4YepHOApoOHa PyHKLMS.

5.3 [lpeak/IHHHYHH JAHHH 32 0e30MaACHOCT

EdekTuTe BHpXYy XEMONMoeTHYHATA cHcTEMA (JIEKO MOHWKABaHE HA OpOs HA EPUTPOLUTHTE U
TPOMOOUMTHUTE) ca HabNOAABAHU MPH MJIBXOBE U MaMyHH. KakTo npu Apyrute XHHOJIOHH,
XeNnaTOTOKCHYHOCT (NMOBHULLEHH YePHOAPOOHH €H3MMH U BaKyOJIHA JiereHepauus) € Hadno/1aBaHa rnpH
IbX0Be, MaiiMyHHu U Ky4deta. [Ipu maiimyHnu e HabmonaBaHa TokcuuHocT BbpXy LIHC (respuose).
Te3u edekTu ca HabMmoaaBaHU caMmo cllell JIeYeHHe C BUCOKH J103H WIIH CJiell MPOAbJ/DKHTEITHO JIEYEHHE.

MokcudoKcaurH, KAKTO ApYTrUTe XHHOJIOHH, € FTeHOTOKCHYEH B /1 Vilro TECTOBE C H3I0JI3BAHETO Ha
OaKTepUU WJIM KJIETKHM OT 003ailHuuM. [loHexe Te3u epekTu Morar a1a ce OOSACHSAT C B3aUMO/IEHCTBHE C
rupasata B OAKTEpUMTE M - NPH NMO-BUCOKH KOHLEHTPALMUHU - C B3aUMOEHCTBUETO € Tonou3zomMepasara |l B
KJ€TKHTe Ha 003aiHMLIM, MOTaT J1a C€ ONpeaesifaT NParoBUTE KOHUEHTPALUMHU 32 FeHOTOKCHYHOCT. Ilpu in
Vivo TECTOBE HAMA IaHHH 3a FeHOTOKCHYHOCT, HE3aBUCHUMO OT (pakTa, 4e ca U3MoJI3BaHH MHOIO BUCOKH
no3u MokcudokcaumH. [1o To3u Ha4KMH MoOraT J1a ce YCTAaHOBAT 0CTaTbYHU rPaHULIM Ha OE30MacHOCT Ha
TepaneBTHYHATA [103a MPH NPOABLIKUTENHO JIeYeHHE ¢ MOKCH(UIOKCAUMH npu xopa. MokcH(IOKCaLHH
HE € KaHLIepOreHEeH B NMPOY4YBaHUsA NPH IIBXOBE.

MHOr0 XMHOJIOHH ca (POTOYYBCTBUTEIHH H MOTAT 1a HHAYUMPAT POTOTOKCHYHH, POTOMYTAreHHH U
¢oTokaHueporentu epektv. OOpaTHO Ha TOBA, MOKCH(]IOKCALIMH € 10Ka3aHO, Y€ HAMA (POTOTOKCHYHH H
(OTOre HOTOKCHYHHU CBOMCTBA, KOraTo € M3CJ/Ie[IBaH B OOLLIMPHA NporpaMa Ha in vitro v in vivo
npoyusaHus. [IpH chblMTE YCIOBUA IPYTrH XMHOJIOHH NPEAU3BUKBAT TAKMBA EPEKTH.

BbB BHCOKH KOHLIEHTpPALIMH, MOKCH(IOKCALIHH € HHXUOUTOP Ha Obp3aTa KOMIIOHEHTA Ha OABHOTO
Bb3CTAHOBsABAHE Ha KaJiMeBaTa MoMna Ha CbpLETO U MOXKE 1a NPUUHUHHU yabhkaBaHe Ha QT-uHTepBana.
ToxcukonorHuHu NpoyuBaHUsA NpU KyueTa ¢ nepopayina go3a > 90 mg/kg, Boaeuwm 10 nia3smMeHH
KOHUEHTpauuu >16 mg/kg, npuuuHsaBat yab/pkaBaHe Ha QT-uHrepsana, Ho He v apuT™Musa. Camo cnen
MPUJI0XKEHHe Ha MHOTO BUCOKH KYMYJIATHBHH HHTPABEHO3HHU 103H 50 MbTH MO-BUCOKH OT [03aTa NpH
xopa (>300 mg/kg), Boaewu a0 naasmeHu koHueHtpauuu > 200 mg/l (moseye ot 40-kpaTHO yaennqenue
Ha TepaneBTHYHO HUBO), ca Ha0/0AaBaHH O0OpaTUMH, HEATATHH KAMEPHH apUTMHH. -

X MHOJIOHHUTE Ca U3BECTHH, Y€ NMPUUYUHABAT YBPEKIAHUA HA XPYLUAJIA HA FOJIEMHUTE 1,C]

MJ1aJIK XKUBOTHHU. Haii-HuckaTa nepapaﬂua 1032 HAa MOKCU(JIOKCAUMUH, MPUYHHAB & chuqum‘:r*ﬁ \%1 ‘x\
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no3a ot 400 mg (3a 50 kg TenecHo Tersio) Bbpxy 0a3za mg/kg, ¢ nyia3MeHn KOHUEHTpauuu 2 10 3 NbTH MO-
BHCOKH OT MAKCHMaJTHaTa TeparneBTHYHa 103a.

M3cnenBaHusTa 32 TOKCHYHOCT IMPH MJIBX0BE U MaiMYHH (MMOBTOPHO O03UpaHe 10 6 Meceua), He
MoKa3BaT JaHHH 32 TOKCUUYHOCT 3a ouuTe. [1pH Kyuera BUCOKHTE nepopaiHu A034 (= 60 mg/kg), Boaewum
110 ria3MeHu KoHueHTpauuu >20 mg/l, npuYHHABAT NPOMEHH B €JIEKTPOPETHHOIPaMaTa U B H30JIHPaHH

ciy4au a0 atpodus Ha peTHHaTa.

[IpoyuBaHus BbpXY penpoayKUHUATa, M3BbPLUEHH TPH TUIbXOBE, 3aMLIM U MAWMYHH MOKa3BaT
npeMuHaBaHe Ha MOKcHdIoKcauuH npe3 niaueHtara. [IpoyuBaHuaTa npu mibXoBe (MEPOPAIHO H
MHTPABEHO3HO) H MAUMYHH (NepopasHO) He NpeACTaBAT A0KA3aTe/ICTBA 32 TEPATOreHHOCT HJIH
yBpex/aaHe Ha (pepTUIMTETA CJIel NMPUIIOKEHUE HA MOKCH(JIOKCAUMH. JIeKO NMoBHILIEHa YecToTa Ha
MaopMaLMK Ha NpeuieHd U pedpa ca Hab/01aBaHK NpH 3apOAMLLIMTE HA 3ai LM, HO CaMo MpH 1032
(20 mg/kg 1.v.), KOeTo e CBbP3aHO C TeKKa TOKCHYHOCT 3a Maikara. MMa noBuileHa yecTtoraTa Ha
abopTUTE NPU MAHMYHHM U 3ailIM C YOBELUKH TeparneBTUYHU NJIa3sMEeHU KOHUeHTpauuu. [Ipu nabxose e
YCTAHOBEHO MOHW)KABaHE Ha TEJIECHOTO TEIJI0 HA MJ101a, Mo-roJjiamM Opoii abopTH, JIEKO MOBULLIEHA
MPOJAb/DKUTETHOCT Ha OPEMEHHOCTTA M MOBULLEHA CIOHTAHHA AKTHBHOCT MPH HAKOHU OT MOTOMCTBOTO OT
/1BaTa roJsa, npy ynorpeda Ha 1034, KOUTO ca 63 NbTH NMO-BHCOKH OT MAKCHMAaJIHATa NMpenopbYMTe/IHA
103a B mg/Kg Te/1€CHO TEro ¢ Mia3MeHH KOHUEHTPAaUMHU B pAMKHTE Ha TEpaneBTHYHATA [103a MPH Xopa.

Cnen nepopanHo npunoxxeHne Ha Mmokcudnokcauu npu 500 mg/kg, ca Habt01aBaHu NIeKH eeKTH
BbpXY MOp(oJIorus Ha cnepMaro3ouauTe (rjaBa-onaumka OTae/ISHe) NPU MbXKH IUTbXOBE; T€3H €PEKTH
He ce HaOmoaasat npu no-HuckH 1034 ot 100 mg/kg n 20 mg/kg. Ta3u koHCTaTauusA HE € KIMHUYHO
3HAYMMa, ThiH KaTo npenopbyBaHaTa TepaneBTHYHA 103a NMPH XOpa € MHOIo Mo-HUCKa OT J03aTa, MpH
KOATO € I0Ka3aHo, Y€ MoBausABa MOp(OIOruaTa Ha CriepMaTo30HIaHTE.

6. ODAPMALEBTUYHU JAHHHU

6.1 CnHcbK HAa NIOMOIIHHTE BelllecTBA

Aapo Ha TabseTKarTa:
Llenyno3a, MUKpOKpHUCTaATHA
KpockapMmeso3a HaTpHH
[loBHaOH

MarHe3ueB creapar

(D UJIMOBO 110 KPHTHC.

Onanapaii I1 85F23452:
Makporon 3350

Xeneszen okcua, yepseH (E172)
CoHceT xbaTo FCF (E110)

[ lonu(BUHHUIIOB AJTIKOXOJT)
TwuranoB nuokcun (E171)

Tank

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocT

60 meceua

6.4 Cpneuna/iHH YCJIOBHA HA CbXpPaHeHHe

To3u JICKApPCTBEH NMPOAYKT HE H3HCKBA CNI€UHA/ITHH YCITIOBHA 3a CbXPAHCHHC.
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6.5 BuauceabpKaHHe HA ONAKOBKATA
KaproHeHa KyTus, cbabpxkawa anymuuui/ [ IBX-11BJIX 0nucrep.
dunmupanuTe TabneTKH ce npeanarar B onakosku no 5, 7, 10, 14,30 u 120 TadneTku.

bonuuuHaTa onakoBka cbabpxka 25 (5 x 5), 50 (5 x 10), 70 (7 x 10), 80 (8 x 10) vam 100 (10 x 10)
¢uaMupaHu TaONETKH.

He BCHuUKHM BHI0OBE ONAKOBKH MOrar aa ObaaTt mycHaTH B npojasxoa.
6.6 CneunajnHH npeAnasHH MEPKH NPH HIXBbLPJIAHE H padoTa

Hsama cneuvasiHH M3UCKBAHUA.

y MPUTEXATEJI HA PASPELLEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Yeuwka penyOiinka

8. HOMEP(A) HA PASPELLIEHUETO 3A YIIOTPEBA

Peructpaunonen Ne 20160364

9. JIATA HA IIbPBO PABPELLABAHE/TMMOAHOBSABAHE HA PABPELUEHHUETO 3A
YINIOTPEBA

JIlaTa Ha nbpBO pa3pewaBane: 09.11.2016 .

10, JAATA HA AKTYAJIUBUPAHE HA TEKCTA

23.04.2024 r.
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