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1. HME HA JIEKAPCTBEHUSA MPOAYKT r— 0701’70_2% ............
Monokcun 400 mg ¢puamupanu TabaeTku Paspewerue N: 77 -06- 2026
Moloxin 400 mg film-coated tablets BG/MA/MP - -Z;Z_ZGV ______ v 07 LUL

OgoénenHue Ne ...

2, KAYECTBEH H KOJIMYMECTBEH ChCTAB

Beska huamupana tabneTka cbhabpika MOKCH(IOKCALMHOB XHAPOXI0pHA (moxifloxacin
hydrochloride), ekBuBanenten nHa 400 mg mokcudnokcauun (moxifloxacin.

3a MbJAHMUA CIIUCHK HA NOMOLLIHUTE BELIECTBA, BHXKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupana TabneTka.

dunmupanuTe TadleTKU ca TBMHO PO30BH, ABOHHOM3MBbKHAIH, NPOABJIrOBaTH TaONETKH C pa3MepH:
AbkHHA 15,9 mm — 16,6 mm u wvpuHa 5,8 mm — 7,0 mm.

4. KIMHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHHA

Monokcun 400 mg punMupanu TabNeTKH ca NMokKas3aHH 3a JieueHHe Ha cieHHuTe OaKTepHaIHi
MHGEKUHH MPU NaUKHeHTH Ha 18-ro/iMiHa Bb3PacT W No-Bb3PACTHH, PHYHHEHH OT GaKTepHH,
YYBCTBUTE/HH KbM MOKCH(pIOKcaUHH (BA. Toukn 4.4,4.8 u 5.1).

[1pu cneanuTe nokasanus MonokcuH TpsAaOBa 1a ce M3M0A3Ba caMo KoraTo ynorpedara Ha 1pyry
aHTHOAKTepHaIHK CPeCTBA, KOMTO OOMKHOBEHO C€ NMPEnopbyBaT 3a JieYeHHe Ha Te3n nHdekuuu,ce
CMSTa 33 HEMOAXOAALLA :

- OcTbp GakTepHaneH CHHY3HT
- Ocrtpa ex3auepbaums Ha XpOHWYHA 00CTPYKTHBHA GenoapobHa GosecT, BKIIOYHTENHO OPOHXHT

INpu cnenHuTe nokazanus MosokcuH TpsaOBa 1a ce M3M0JI3Ba CaMO KOraTo ynorpedara Ha Apyru
aHTHOAKTepHaIHH CPe/CTBa, KOMTO OOMKHOBEHO ce MPEenopbUBaT 32 MbPBOHAYATHOTO JICYEHHE Ha
Te3u HH(EKLIMK ce CMATAT 33 HEMOAXOIALLH HIH KOraTo JIe4eHHeTO Ha MHpeKUMATa € 1o
HEYCMELIHO:

- [Mpunobura B 0OLIECTBOTO NHEBMOHHSA, C H3KJIIOHEHHE HA TEXKKHTE (hopmMu

- Jleka no ymepeHo H3pa3eHa Ta30Ba Bb3naiuTenHa OonecT (Hanp. HHGEKUHMH Ha HKEHCKHUS FOpeH
reHUTAIEH TPAKT, BKJIIOYHTEHO CAJINMMHIMUT U €HA0METPHUT), Oe3 HaluuKe Ha cBbp3aH Ty0o-
OBapHasieH MM Ta3oB abclec.

He ce npenopbusa ynorpetara Ha Monokcun 400 mg ¢punmupanu tabneTku KaTo MOHOTEpanus 3a
JIeYeHHE Ha JieKa JI0 yMepeHa Ta30Ba Bb3nanuTesHa 6osecr, a Tpada 1a ce npunara B KOMOHHALMA ¢
APYro noaxoasilo aHTHOAKTEPHATHO CpeACTBO (Hanp. uedanocnopuH) nopaim yBsejivyapa




Monokcux 400 mg ¢unmupany TabAETKH MOKE Aa CE HM3MOI3BA H 34 3aBbpUIBAHE HA KYPC HA JIEHEHHE
MpU NAUHEHTH, KOUTO ¢a M0Ka3alk NoaodpeHHe No BpeMe Ha MbPBOHAYANHOTO JIEUEHHE C
WHTPaBEHO3EH MOKCH(IOKCALIMH 33 CNEJHHTE NOKA3AHHA:

- [TpuaoGHTa 8 OOLLECTBOTO NHEBMOHHKA
- VenokHeHH MHQEKUMHM HA KOMKATa H KOJKHHUTE CTPYKTYpPH

Monokcut 400 mg dunmupand TabneTkn He TpAGBa Na ce H3MON3Ba 32 3aMOYBAHE HA TEPANHA 32
BCEKH THN HH(EeKLMA Ha KOXKATA H KOXHHTE CTPYKTYPH HIIH MPH Texkka GopMa Ha npHaobuTa B
00LECTBOTO MHEBMOHHA.

TpaGea na ce B3eme npeapua obULMaNHOTO PHKOBOACTBO 32 NOAXOAALLATA ynoTpeba Ha
aHTHOAaKTepHaNHH CpeacTRa.

4.2 [o3upoBKa H HAYHH Ha NPHJI0KEHHE

EO?MEOBKa

[MpenopsunTennara no3a e eaHa punMupara tabnerka 400 mg eauH NbT IHEBHO.

[MauneHTH ¢ 6E6PEUHO YBpEKIAHE MEPHOAPOGHO YBPEKIAHE

He e HeoGxonnMMa KopekUMs Ha 103aTa IPH NaLHEHTH C JIEKO A0 TEXKO yBpeaeHa 6b0peuna yHKLMA
MM MPH MALHEHTH HAa XPOHMYHA XEMOAHAIH3A T.€. XEMOIHATH3A ¥ NPOSBIKHTENHA aMOyIaTopHa
nepuTOHeanHa MUanu3a (BXK. Touka 5.2 3a nopeue NOAPOOHOCTH).

Hsama aocTaTbyHO JaHHH 3a NAUWEHTH ¢ YBpeneHa YepHoapoOHa GyHKUHA (BXK. TouKa 4.3).

IMauneHTH B HanpeaHana BL3PAcT H APYrH CNEUHATTHH NONYIaluy
He e Heoboxoanma KopeKLUMS Ha 103aTa MPH NaUMEHTH B CTAPYECKA BBLIPACT H NPH NALUMEHTH C HHCKO
TeNecHO Terno.

[egnarpuyHa nomyaanus
MokcHpnoKkcalunH € MPOTHBONOKa3aH NpH Aeua H oHowu (< 18 roaunn). EduxacHoctra 1

6e30MacHOCTTa Ha MOKCHOJIOKCALHH NPH ASUA K KOHOLIK He €a YCTaHOBeHH (BX. Touka 4.3).

HauuH Ha npunoxeHue
@unmupanuTe TabneTk TpaAOBa da ce NOTNIBILAT LENH, ¢ AOCTATLYHO TEUHOCT H MOTAT Ja ¢€ ApHEMaT

HE€3aBHCHMO OT XpaHa.

[NpoaBLJKHTENHOCT HA NPWIOKEHHUETO
MonokcuH 400 mg ¢unmupann Tabnetku Tpa6Ba Aa ce NnpHUeMAaT CbC CNeaHATa NPOABIKHTEHOCT:

- Octpa eksalepbauna Ha XpoHHuHa oOcTpykTHEHA GenoapobHa Gonecr,

BKJIFOYHTEAHO OPOHXHT 5-10 auu.
- Mpupodura B 0011ECTBOTO MHEBMOHUSA 10 aHm,
- OcTbp GakTepHaNeH CHHY3HT 7 AHH
- Jlexa no ymepeHo u3paleHa Taz0Ba Bh3nanuTenHa Gonect 14 aHu.

Moxkcudnokcauun 400 mg duMupaHn TabneTky ca H3cAeABaHH B KIIHHHYHH H3MHTBAHWA C
OpOIBILKHTENIHOCT HA IeYeHHeTo A0 14 auu.

CekBeHUMANHO (MHTPABEHO3HO, MOC/IEABAHO OT NEPOPANHO) NEUEHHE

B KIHHHYHH NPOYHYBAHKA ChC CEKBEHUHANHO NIEYEHHE NIOBEUETO NALMEHTH NPEMHHAB
HWHTDPABEHO3HO KbM MEPOPATHO JIeHEHHE C MOKCH(IOKCALIMH B paMKHUTE Ha 4 AHK (NIpH
00LIECTBOTO MHEBMOHKA) HITH 6 JHH (YCITOKHEHH HHEKLIMH Ha KOXKATA U KOXKHHTE CTP!



[IpenopbunTentaTa 0O NPOALIKHTEIHOCT HA HHTPABCHO3HO H NEPOPATHO JICUEHHE € 7-14 1HK npu
npuaobuTa B 061WECTBOTO MHEBMOHHA W 7-21 AHM 33 YCI0KHEHH MHPEKLMH Ha KOXATa W KOXHHTE

CTPYKTYpH.

[MpenopbuuTtenyaTa go3a (400 mg eAnH NBT HA JEH) H NPOABLIAKHUTENHOCTTA HA NEYEHHETO 3a
NOKAa3aHHETO, KOETO Ce NeKyBa, He TpAOBa a ce HAABHILABAT.

4.3 IIpoTHBONMOKA3ANHSA

- CBPBLX4YBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO, APYTH XHHOIOHH WK KbM HSKOE OT
NOMOLLHMTE BelecTsa, H30poeHH B Touka 6.1.

- BpeMEeHHOCT H KbpMeHe {BXK. Touka 4.6)
- [Maunentn noa 18-roauiuHa pe3pacT

- [TaneHTH ¢ aHaMHE3a 32 Bb3NAIEHHE Ha cyxoxcmlm/HapymeHHe, CBBP3aHO C JICHYEHHE C
XHHOJTOHH

B npeaknMHUYHK W3NUTBEHHA H NPH Xopa ca HabaKJaBaHy IPOMEHH B ChpAEHHaTa
e1eKTPo(hH3HOJIOrHA Clied NpHeMaHe Ha MokcHokcauuH, noa ¢opmara Ha yawnkasaHe Ha QT-
uHTepeana. Ot cbobpaxkeHH 3a 6e30NaCHOCT HA IEKApCTBATA, MOKCH(IOKCALIMH € MIPOTHBONOKA3AH
TIPH NALMEHTH C:

- BpoaeHo MK DOKYMEHTHPAHO NpUAODMTO yaAbkaBaHe Ha QT-uHTepBana
- Hapyuwenus Ha enekTponuTHus Ganasc, ocobeHo NMpH HEKOPHIHPAHA XANOKANTHEMHSA
- Knunnuso sHauuma Opanukapaus

- KnHHHYHO 3HAUHMaA ChpAcHHAa HEAOCTATHUHOCT € HAMAJICHA JIEBOKaAMEpHa (bpaxumi Ha
H3TIIACKBAHE.

- AHamHe3a 33 CHMITOMATHYHH apHTMHH,

MokcugnokcannH He TpadBa na ce W3MCN3BA 3a€HO ¢ APYrH JieKapcTea, KOHTO yabikaeaT QT-
MHTepRana (BX. CBIIO TOUKA 4.5).

INopanu orpaHHYeHH KIHHUYHH JAHHH, MOKCH(AOKCALHH € NPOTHBOMNOKA3aH H NPH NaUHEHTH
yBpeaeHa uepHoapobua ¢yHkuua (Child-Pugh C) u npu nausenTH c noBHiLEHHE HA TPAHCAMHHA3HTE
> 5 MBTH ropHAaTa rpaHHLIA Ha HOPMATA.

44 CpoenHa,HH npelynpexieHHA H NpeiNa3Hn MepKH NpH ynorpeba

Ynorpebara Ha MokcHGUIOKcauuH TpabBa aa ce U30Area npy NaUMEHTH, KOHUTO Ca UMATH CEPHO3HH
HesKeJlaH{ peakLHH B MUHAIOTO NpH ynoTpefa Ha DpOSYKTH, ChAbPXKALIH XHHOJIOHH KWK
bnyopoXHHONOHH (BXK. Touka 4.8). JleueHneTo Ha Te3M NauWeHTH ¢ MokcHIOKcauuH Tpabea na ce
3aMoQ4Ba CaMO TPH JTMICA HA ANTEPHATHBHK BB3MOXHOCTH 32 JIeYeHHe M clle]i BHUMATENIHA OLIEHKa Ha
CHLOTHOLUEHHMETO 0134/ pUcK (BA. CHILO To4Ka 4.3).

[Nonzara ot neveHHeTo ¢ MokcHIOKCaUHH, 0cobeHo npu MHGEKHWH C HUCKA CTEMNEH Ha
Tpabea aa 6bae choGpaseHo ¢ HHpOPMAaLIMATA, CHABPXALLA ¢€ B TOUKaTa "[Ipeaynpexag
NpeAna3sHd MEPKH”.

Yavnkasate Ha QTc-dHTepBana H NOTEHUHATHH KIHHWYHH ChCTOSHHA, CBBP3aHH C

QT-unTepBana.




Joka3aHo e, ye Npy HAKOH NalUMeHTH Mokcudokcaun yabmkaea QTc-uHTeppana Ha
enextpokapauorpamara. [Ipu ananus va EKT u3caensanuaTa, nonyyeHy B xoaa Ha nporpamara Ha
KIHHUYHKTE U3MHUTBAHUA, YAbKaBaHeTo Ha QTc-uHTepBana ¢ MokcHgIokcaLHH € 6 msec + 26 msec,
1,4% 8 cpaBHEeHHE ¢ HavanHata cToHHOCT. Thit KaTo npH xeHUTe ce HabNAaBa CKIOHHOCT KbM N0-
yawkeH u3xoaeH QTc-uHTepBan B CpaBHEHHE C MBXKETE, Bb3MOKHO € T Aa Ca NO-YYBCTBHTEIHH
KbM JIEKAPCTBA, Yab/KaBaw QTc-uHTepeana. [laLeHTH B cTapuecka BB3pacT Cblito Morat aa Obaar
No-nNOJATAHBH Ha CRBLP3aHH ¢ nexkapcTBoTo edexTH BupXy QTc-nHTepBana.

JleueHHe, KOETO MOJKE 1a HAMAH HHBATa Ha Kalua TpabBa Na ce H3Mon3ea ¢ MOBHILEHO BHUMAHHE
NPH NAUKEHTH, NOMyYaBalm MokcHdnokcaluH (Bx. Touka 4.3 u 4.5).

Mokcudnokcaunn Tpabea 1a c€ H3NON3Ba ¢ MOBHILEHO BHUMAHHE NPH MaLMEHTH C TEKYLIH
NPOapUTMHYHH ChCTOAHUA (OcoDEHO NPH XKEHH H NALUMEHTH B CTapUyeCKa Bb3PAcT), KaTo ocTpa
MHOKap/IHA HCXeMus MK yabmkaBaHe Ha QT-uHTepsana, Toit kKaTo TOBa MOKeE Aa J0BEAE RO
NOBHILEH PUCK OT KAMEPHHM APHTMHHU (BKNOYHTENHO torsade de pointes) H cbpaeUeH apecT (BXK. ChLIO
touka 4.3). Crenenta Ha yawnkasate Ha QT-uHTepBana MOe 1a HAPACTHE ¢ MOBUILIABAHE Ha
KOHLEHTpPALIHHTE Ha NeKapcTBOTO. [Topaan ToBa npenopbyYMTENHaTa n03a He TpAGBa Aa ce
HaBHLIABA.

AKO M0 BpeME Ha EYEHHE ¢ MOKCH(IOKCALIHH CE NOABAT NPH3HALM Ha CbPACYHA APUTMMHA,
nevyeHueTo TpAOBA Aa ce mpekpaTH U aa ce Haripasd BKI.

CBPBXYYBCTRUTEAHOCT/AIEPrHYHH PEAKLIMH
Hma cho0ieHHs 3a CBPbXUYBCTBHTENHOCT H aNIEPrUiHH PeaKkilMy Cnejl MbPBOTO NPHIOKEHHE Ha

$AYOPOXHHONOHH, EKITIOUHTETHO MOKCH(IOKCALUHMH. AHa(HNAaKTHYHHTE PEaKLMH MOraT 1a
NpOrpecHpart A0 XUBOTO3aCTPaLIaBAaLl [IOK, A0PH CJIEA TbPBOTO NPUIOKEHME. B Te3M cayuau Ha
KIMHMYHO NPOABEHH TEKKH PEaKLIWH HA CBPbXHYBCTBHTENHOCT MPHIOKEHHETO Ha MOKCHOIOKCALIMH
TpsA0Ba Aa ce NpeycTaHOBH H J1a C€ 3aN0uHe NOAXOAALLO JIeUeHHe (HANMPUMEp JICUCHHE Ha 1LOKA).

C'h[gge‘-lHOC'bQOBH H MO3BLYHHO-CBIOBH BQCKTH

Cwo6iuaBa ce 3a ciyyaun HA CHHApoM Ha Kounis npy nauMeHTH, nexyBaHd ¢ Monokeun (B, Touka
4.8). CunapombT Ha Kounis ce onpegens KaTo BTOPHYHH CbPASYHOCHAOBH CHMITOMH Ha alepruuHa
peakLMs WM peakLMs Ha CBPbXYYBCTBUTEIHOCT, CBBP3aHH C KOHCTPHKLIMA HA KODOHAPHHTE apTepHH,
NOTEHUHANHO BOAEILA 1O MHOKApAEH HH(apKT.

Texxy yepHoapobHM HApYLIEHHA

[NpH nprnoKeHHe HA MOKCH(AOKCAUMH UMA CHOGLLEHAS 3a cy4aH Ha PyIMHHAHTEH XENaTHT,
NOTEHUMATHO BOAEL A0 YepHOAPOGHA HENOCTATHYHOCT (BKAIOUHTENHO CyHaH ¢ ¢aTaleH H3xon) (BK.
Touka 4.8). [NauneHTHTe TpaOBa 1a OBAAT CHBETBAHH Ja CE€ KOHCYJITHPAT ChC CBOA JIEKAp NpeaH na
NPOabKAT JEYEHHETO, AKO CE MOSABAT MPH3HALM ¥ CHMNTOMH Ha (YJIMHHAHTEH XENaTHT, KaTo 6bp30
pa3BHBalila Ce aCTeHHA, CBbP3aHa C XKBLITEHHLA, TbMHEA YPHHA, CKNOHHOCT KbM KbPBEHE HITH
yepHoApoOHa eHuedanonaTks.

Tpy nosiBa Ha HHAMKALMH 32 4epHOAPOOHA AHChYHKUWS TpAOBA O3 Ce HANPABAT YepHOAPOOHH
($YHKLUMOHAIHH TECTOBE/H3CNEeABAHUS.

TexkkH KOKHH HEKENAHH PEAKLIHH

TexKH KOXHM HEXKENaHU peaKLIMH (severe cutaneous adverse reactions, SCARs), BratounTenHo
TOKCHYHA enuiepManHa Hekponusa (toxic epidermal necrolysis, TEN: u3BecTHa ole KaTo CHHAPOM
Ha Lyell), cuHapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS) ocTpa reuepa.nusupal-la

peakuus ¢ eo3HHoGmInA H cucTeMHU cumnToMH (Drug Reaction with Eosmophlha
Symptoms, DRESS), kouto Morar aa 6bAaT %HBOTO3acTpalLABALLH HITH C JIETANEH 4



33 TE3H PeaKlHu, MPUNOKEHHETO HA MOKCHIOKCaUMH TpAOBa Obae npeycTaHoseHO HesabasHo,  Na
ce 0OMMCITH aNTepHaTHBHO JieueHHe. AKO MauMeHTbT e pa3sHil ceprosHa peakuua kato SJS, TEN,
AGEP nin DRESS npu npHIoKeHHE Ha MOKCH(IOKCALMH, TeYeHHETO ¢ MOKCH(UIOKCAUMH MpPH TO3U
NalMeHT HHKOra He Tps6Ba na ce BL306HOBABA.

[launeHTHTE, NPEPA3NONOKEHH KEM MbDPUYOBE

H3BeCTHO €, Ye XMHOMOHUTE NPHHHHABAT MbpuoBe. Tpabea aa ce H3NOA3BAT C NOBUILEHO BHUMaHHE
npy nauueHTH ¢ Hapywennsa Ha LIHC wnu npu Hannuue Ha apyrH pHCKOBH (pakTOpH, KOMTO Morat ga
Mpeapasnonarat KbM rbpuoBe WIIH CHWXKABAT Npara Ha Bb30yaumoct. B cnyuaii Ha repuose,
NeYeHHETO ¢ MOKCH(JIOKCAUMH TpADBA 14 Ce NPEYCTAHOBM M 1a Ce B3eMaT NOAXOAALIH MEPKH.

[poabmkHTEIHN, HHBATHAW3HDALIH H NOTEHLHAIHO HeoOpaTUMK CEPUO3HM HEXENAHH J1EKAPCTBEHH
peaxkuuy

Cobofiuara ce 3a MHOTO PeaKH ClyYaH Ha NPOABLILKHTENHH (NPOABIXKABALIA MECELIH HIH FOAMHM),
WHBAAHOW3HPALUK W TIOTEHIIMATHO HEOOpPaTHMH CEPHO3HU HEXKENAHH NIEKAPCTBEHH peakLiHy,
3aCArally pa3TMYHH, MOHAKOra MHOTO CHCTEMH B OpraHu3Ma (MyCKYJTHO-CKeNeTHa, HEpBHa CHCTEMa,
NCHXHKA H CETHBHHY OPraHH) MPH NALHEHTH, MOMYYABAIIM XHHOMIOHH H (UTyOPOXHHOJIOHH,
HE3aBMCHMO OT TAXHATa Bb3PacT H BEYE ChIUECTBYBALUMTE PUCKOBH hakTopu. MokcudaokcaumH
TpabBa na ce cnpe He3a0aBHO NPH MbPBUTE NIPU3HALIM KK CHMITOMH Ha BCAKA CEPUO3HA HEXXeNlaHa
peakLHa KaTo nalMeHTHTe TpAOBa fa ce NOCHBETBAT [ia CE CBbPXKAT C TEXHMA NeKap, npeanucan
JEKapCTBOTO, 32 ChBET.

INeputhepHa Hesponatus

CnoOuwiaBa ce 3a ciyyad Ha CEH30PHA HIH CEH30MOTOPHA MOJHHEBPONAaTHA, BOACLIM A0 NapecTe3Hs,
XHIIOECTE3HA, TH3ECTE3HA HIH CNadOCT NPH NALMEHTH, NPHEMALIIM XHHONOHH U (hITyOPOXHHONOHH.
INauneHTHTE, KOUTO NpHeMaT MOKCH(IOKCaL#H, TpAOBa Aa ObAAT NOCHLBETBAHH Aa HHYOPMHPAT CBOA
AeKap, Npean Aa NpoIbIXaT NEYCHHETO, aKO CE NOABAT CUMIITOMH Ha HEBPOMATHA, KaTo 6onka,
ycelluaHe 3a napeHe, MpaByuKaHe, H3TPLIIBaHE WM ¢1abocCT, 3a 1a ce MPEAOTBPATH Pa3BUTHETO Ha
noTeHUHanHo HeoOpaTumo 3abondeaHe. (Bx. Touka 4.8).

TleHXHYHH peaKUHH

TNcHXWYHH peakUHH MOTAT A2 BE3HHKHAT JOPH Cliell TbPBOTO MPIUIOKEHHE HA XMHONOHH,
BIUTIOUMTENHO MOKCHGUIOKCALMH. B MHOro peak# cnyyan fenpecuaTa Wid NCHXOTHYHUTE PEakLIHH
NporpecHpar 10 CYHLUHIHA MHCITH H CaMOHapaHABALUO MOBEIEHHE, KaTO OTHTH 3a caMOYOHItCTBO (Bi.
Touka 4.8). B cnyuaii, ue nauMeHTHT pa3BHe TAKHBA PeaKUKH, TEYEHHETO ¢ MOKCH(IOKCAUHH TpabRa
[a e NMpeYCTAaHOBH H [Ja €€ B3EMAT NOAXOJALIH MEDKH. ['lpenopbqsa C€ MOBHUIEHO BHHMAHHE, KOraTo
MokcudokcauuH Tpabea Aa ce MpUnara Npu NCHXOTHYHH MAUMEHTH HAM NPH NAUHEHTH C aHaMHe3a
3a NcHXH4HO 3abonsBaxe.

Quagm, CBbp3aHa C 8HTI46P10TI'IQPI= BKIIOYHTEIHO KOTHT

Hma cbobuienns 3a cebp3ata ¢ aHTHOHMOTHUM avapua (antibiotic-associated diarrhoea, AAD) n
cBbp3aH ¢ aHTHOHOTHUM KomuT (antibiotic-associated colitis, AAC), BKIIOYHTENHO
ncesaoMeMOpaHO3eH KOAHT H Auapus, cebp3ana ¢ Clostridium difficile, npn ynortpe6a Ha
LWHPOKOCNEKTHPHU aHTHOMOTHLIM, BKIIHOUHTETHO MOKCH(DNOKCALIMH, KATO TEXECTTa MOXKE [a Bapupa
OT neka auapus 1o daraned konut. [opagyu Toea e BaXKHO Ta3M AMarHo3a Aa ce MMa NpeaBua npu
nauueHTH, KOUTO MO BPeMe Ha WK ciell ynoTpeGa Ha MOKCH(IOKCALMH pa3BHBAT TEXKKa JHAPHA. AKO
ce mogo3upa uiH ce noTeepau AAD win AAC poBe;KIaHOTO B MOMEHTA JIEYEHHE ©
aHTHOAKTEPHANIHH CPE/ICTRA, BIJIFOYHTENTHO MOKCH(IOKCaLMH, TpsOBa Na ce npekpaTH U HezabaBHO Aa
¢e nMpeanpyHeMaT aAeKBaTHH TepanesTHYHH Mepku. Ocsed ToBa, Heobxo0auMoO € aa ce npeanpueMar
NOIXOAAUIH MEPKH 33 KOHTPOJ Ha MHQEKLIMMTE 33 HAMAITABAHE Ha PHCKA OT TPAHCMHCHA. Jle

ITaLHeHTH ¢ MHACTEHHUSA TPABHC
MokcugnokcauuH TpAbBa fa ¢¢ W3NOM3BA ¢ NOBHLIEHO BHUMAHKWE MPH NAUWEHTH ¢ MHa
FpaBHC, TbH KaTO MOXKE g4 3aCHJIH CUMIITOMHTE HM.




TeHAMHHT, pa3KkbeBaHE HA CYXOXNKHIHE

TeHAWHHUT U pa3KbCBaHE HA CYXOXKUITHE (MO-CNIEUHANTHO aXHIECOBO CYXOxHIIKE, HO Oe3 na ce
OrpaHv4aBa CaMo A0 Hero), NOHAKOra AByCTPaHHO, MOXKE J1a C€ MOMyYH Olle B paMkuTe Ha 48 yaca oT
3AN0UBAHE HA ICUYEHHETO ¢ XHHOMOHH H (PTyOPOXHHONOHM KaTo MMa CboOLIEHHS 33 TaKHBa, PA3BHIIH
Ce IOPH 0 HAKONKO MeceLa Cliel NPEKpaTABaHE Ha NIEHEHHETO. PHCKBT OT TEHAMHUT W pa3KbCBaHEe Ha
CYXOXKMIHE Ce MOBHILABA NPH M0-Bb3PAaCTHH NAaLMEHTH, NAUHEHTH ¢ OBOpeUHO yBpexkaaHe, NaUHEHTH
C TPAHCIUTAHTHPAH CONMMAEH OpraH H TAKHBA, IEKYBaHH ChITBTCTBALLO C KOpTHKOcTepouaM. [lo Tasu
NpHYKHHA CBIBTCTBAILATA yNoTpeba Ha KOPTHKOCTEpOHaM Tpabea aa ce nibarea.

Tlpu nbpBHA NpH3HaK Ha TEHOHHWUT (Hanp. 60NE3HEHO NOAYBaHE, BL3NAIEHHE) NEHEHHETO ¢
MOKCH(IOKCAUMH TpAOBa Aa ce MPeKpaTH K Ja ce 0OMHCIH aNTePHATHBHO JICUEHHE. 3acerHaTHAT(Te)
kpaiituk(un) TpadBa na Obae(ar) nexysaH(u) no noaxoaAw HayuH (Hanp. oGe3newxsane). He Tpabea
1@ Ce H3N0A3BAT KOPTHKOCTEPOMAH, AKO CE NOABAT NPH3HALHM HA TEHAHHONATHA.

AHeBpH3MA M AMCEeKaUMa Ha a0PTaTa H PerypruTauMa/HEA0CTATEYHOCT HA ChPACUHHTE KAMH

EnxaeMHONOrHYHHTE MPOYYBaHHS NOKA3BaT MOBHIIEH PHCK OT aHEBPH3Ma H AMCeKallid Ha aopraTa,

0co0eHO NpH NauMEHTH B CTAPYECKA Bb3PAcT, KAKTO H OT PErypryuTalys Ha aOpTHaTa U MHTPATHATA

Knana cien ynotpeGa Ha GpayopOXHHONOHH.

Cbo6LeHu ca cTyuad Ha aHEBPH3MA U INCEKALMA HA A0pTaTa, NOHAKOra YCNOXHEHH Nopanu

paskbCBaHe (BKJIIOUMTEITHO C JIETANEH H3XOA) H PErypPruTauHA/HEAOCTATBYHOCT HA HAKOH OT

ChLpASYHHTE KJIANH NPH NMaLHEeHTH, NpHeMaliy GayopoXHHOAOHH (BkK. Touka 4.8).

CnenosatenHo ¢guiyopoxHHONOHUTE TpA0Ba a ce M3NON3BAT CAMO Clle]l BHHMATENHA OLleHKA Ha

CHOTHOLUEHHETO MON3a/PHUCK M CNEJ pa3rIekKAaHe Ha APYTH TEPaNesTHYHH BB3MOXKHOCTH MNPH

NauMeHTH ¢ MONOXKHUTENHA haMIIIHA aHAMHE3a 33 aHEBPH3Ma WK BpoaeHO 3abonaBaHe Ha

ChpAEYHHUTE KNamH, WK MPH NAUMEHTH, AMArHOCTHLIMPAHH ¢ MpeALIeCTBalla AaHEBPH3MA H/HIH

JHCeKaLMA Ha aopTaTa UM 3a0onaBaHe HA ChPOEYHHTE KIANH, WIH IPH HATHYHE Ha APYTH PUCKOBH

tdaxTopy wid 3abonfBaHNA, NpeApasNoiaramy

- KaKTO 3a aHEBpH3Ma, TaKa H 3a JMCEKALUs HA A0PTaTa M 33 PerypruTalHia/HeJoCTaTLYHOCT HA
CbpAEUHHTE KNamy (Hamp. HApYLIEHHA HA CheAMHHTENHATA ThKaH, Hanp. cHHApoM Ha Marfan
unH cuHapoM Ha Ehlers-Danlos, cunnpom Ha Tumner, 6onect na Behcet, xuneptonus,
pPEeBMaTOHIEH apPTPHT) HIIH AONTBITHHTENHO

- TIpH AHEBPH3Ma M AHCEKALMA HA a0pTaTa (Hanp. CbAOBH HApYILEHUA, HAMp. apTEPUUT Ha
Takayasu, rHraHTOKJIETHYEH apTepHHT, HIK W3BECTHA aTepoCKIepo3a UM CHHAPOM Ha
Sjdgren), W1H AOMBLIHHTENHO

- MpH PErypruTaLuMa/HEA0CTATLYHOCT HAa ChPACHHHTE KIANHK (Hanp. HHOEKUHO3EH eHAOKAPAMT).

PHCKBT OT aHeBpH3Ma H JHCEKALIMA HA a0PTATa M TAXHOTO Pa3KbCBAHE MOMKE CHILO Aa C& MOBHIIN NPH

NauMUeHTH, NeKyBaHH eJHOBPEMEHHO CbC CHCTEMHH KOPTHKOCTEPOHIMN.

[Npe BHezanHa Gonka B KopeMa, rpbAHHA KoW WK rbpba nauuenture Tpadea Aa ObAAT NOCHLBETBAHM

Ja ce KOHCYNTHpaT He3a0aBHO ¢ JieKap B CMELIHO OTACNEHHUE,

[NauuenTHTe TpAOBaA Aa HbAAT NMOCHBETBAHU I MOTHPCAT He3abaBHO MEHLMHCKA MIOMOL B CITy4ai Ha

OCTpa AMCNHeA, NOABa Ha ChpLEeOHEHE (NaNAUTAUMH) HIH Pa3BHTHE HA OTOK HA KOPEMa HITH A0JTHHTE

KpaiHHLK.

[launenT ¢ 61L6peUHO YBpEKIaHE

[launeHTH B cTapyecka Bb3pacT ¢ 6s0peyHn HapyweHus TpsOea na H3NOM3BAT MOKCHGIOKCALIMH €
MOBUILEHO BHHMAHHE, aKO HE ¢a B ChCTOAHUE 1 MOAAbPKAT aIEKBATEH NIPUEM Ha TEUHOCTH, 3aII0TO
JACXYAPATALMATE MOXKE 112 MOBHLUM PHCKA OT ObOpevHa HEOCTATBYHOCT.

Hapyuienua Ha 3peHHeTo
INpu yBpexkaaHe Ha 3PEHHETO UITH NOABA HA KAKBUTO U a € epeKTH BbpXy O4HTe, HesabaBHO TpAGBa
[a ce HAMpaBy KOHCYITauua ¢ opranmonor (Bx. Touku 4.7 u 4.8).

HJducrnukemus
KaxTo npH BCHUKH XHHOMOHK, HAPYLLCHHA B KPBLBHATA 3aXap, BIUIIOYHTENTHO W 1B
¥ XHNEPrAHKEMH, ca GHUIIK aoknaaeaHH (Bx. Touka 4.8), Hal-uecTo NpU nauneH
NONy4aBaliM ChMBLTCTRALLO NEYCHHE C MEPOPATHO XHMOTTHKEMUYHO CPEACTBO (H
HNH ¢ WHCYNHH. JIokTanBany ca cilyuad Ha XHNoravkemMuyHa koma. [pu nauve



NpenopbLYRa BHUMATENHO MPOC/IEASBAHE HA KPbBHATAa 3axap (Bx. Touka 4.8).

[peseHuns Ha peakuyi HA POTOYYBCTBHTENHOCT

JlokazaHo e, Ye XHHOMIOHHTE NpeIH3BHKBAT MOABA HA (POTOHYBCTBHTENHH PEAKLMH NMPH MALHEHTH.
[Mpoy4saHuaTa obaye ca 40Ka3aiH, 4¢ MOKCHGIOKCALIMH HMa MO-MATbK PHCK OT HHAYUHPAHE Ha
$OTOUYBCTBUTENHOCT. BbNpekH ToRa NnauueHTHTE TpAGEa Aa HbAAT CLBETBAHM a M30ATBAT H3naraHe
Ha ¥YB 1bYH WK NPOIBIKHTENHO H3NAraHe U/UNK CHITHA CITbHYEBA CBETMHA M0 BPEME Ha JIEUEHHE C
mokcudrokcauwH (Bx. Touka 4.8).

TNaunenTs ¢ raoko3o-6-docdar nexnaporenasen aeduuuT

MauuenTtuTe ¢ PamMuIHa aHAMHE3a HIIH C HAIMYEH MTI0K030-6-hocdar aexuaporeHased fedhULMT ca
NpeapasnoioXKeHH KbM XEMOJIMTHUYHH peakUyH NpH feveHne ¢ XHHoNoHH, CrnenoeaTenHo,
MOKCH(IOKCALMH TpAOBa Aa Ce U3M03Ba C TIOBHILEHO BHHMAHHE NPH TE3M MALMEHTH.

[MauredTH ¢ Ta30Ba Bb3NAAHTENHA GonecT

IMpy nauKeHTH ¢ YCIOXMHEHA Ta30Ba Bb3nanuTenya Gonect (Hanp. cBbp3aHa ¢ Ty0o-opapyUaieH uiM
Ta30B abcuec), 3a KOMTO € HeoOX0AMMO MHTPABEHO3HO JleueHHe, neveHreTo ¢ Monokcun 400 mg
¢dunmMupaHu TabneTkH He ce NpenopL4ea.

Tazosa Bb3nanuTenHa Gonect Moxe aa Obae MpHYKHHEHA oT QUTYOPOXMHONOH-pe3HcTeHTHA Neisseria
gonorrhoeae. 3aToBa B TE3H c1y4aH MOKCHGNOKCALHH TPAGBA Ja ce NpHiara eMIMHpH4IHO
€AHOBPEMEHHO € APYT MOAXOAAL aHTHOHOTHK (Hanp. BedalOCIOPHH), OCBEH aKO MOXE 1a e
H3KITHOUH MOKCHNOKCaLMH-pe3ncTeHTHA Neisseria gonorrhoeae. Ako a0 3 AHH cief 3anouBaHe Ha
NleYEHHETO HE Ce NMOCTHIHE KIHHUYHO nonobpeHue, TepanuaTa TpabBa na ce nmpepasrieaa.

TManHenTH Chbe CNEUHATIHH YCIOXHEHH HHGEKLIHH HA KOXKATA H KOKHHTE CTPYKTYpH (cSSSi)
KnuHu4HaTa ePHKaCHOCT HA HHTPaBEHO3eH MOKCH(AOKCALHH NPH NEYEHHE HA TEXKH HHPEKUHH
BCNEACTBHE HA W3rapsiHHA, GacUHUTH U MH(EKLMH HA ANabeTHO CTBNANO C OCTEOMUENHUT HE €
yCTaHOBEHA.

BaanmopeiicTrHe ¢ 6MONOrH4HA TECTOBE

Jleuennero ¢ MokcrIOKCALIMH MOXKE J1a NOBJIMAE HA KyITYpPeNHOTO H3C/EABAHE 3a HATUUKHE Ha
Mycobacterium spp. 4upe3 noTHCkaHe Ha BakTepHanHHA pacTexX H Ja JOBEAE 10 (anuueo
OTPHLIATEHH Pe3yITATH B MPOOH, B3€TH OT NALIMEHTH, NOAYYABALIH MOKCH(IOKCALIHUH.

IMauneHTH ¢ HHpEKLMH ¢ METHLIWTHH-pe3UcTeHTHH Staphylococcus aureus (MRSA)
MokcudnokcalluH He ce npenopbyba 3a neyeHHe Ha MRSA uHdpexuuu. B cryvaii Ha npeanonaraema
HITH YCTaHOBEHA HHeKLIMA, mpuyHHeHa oT MRSA, Tpabsa na ce 3anouHe neveHne ¢ NOAXOAALIO
aHTHOAKTepHATHO CpeacTBo (Bxk. Touka 5.1).

IleanaTpryuHa NoMmynaLns
IMopanu HekenaHnTe peakLi BbPXY XpyLiaia NMpy MIaaH KHBOTHH (BXK. Touka 5.3) ynoTpefGara Ha
MOKCH(IOKCAUMH NpH JE1A W FOHOLIW HA BB3pacT < 18 roauHM € npoTuroneokaszana (B#. Touka 4.3).

[Tomotntn BewnecTsa
Toga nekapcTBo Chabpxka no-Manko ot | mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXe Ja ce Kaxe,
4e [IPAKTHYECKH He ChAbPKa HATPHIL.

4.5 BiaamopjeficTBHEe c APYIH JIEKAPCTBEHH NPOJYKTH H APYrH (opMH Ha B3anmoJeiicTBHE

BaaumoagiicTBHE ¢ NEKapCTBEHH NPOAYKTH
He moxe na ce w3moun aguTuBeH edekT BbpXy yAbnkasanero Ha QT-uHTepsana
MOKCH(IOKCAUHH W IPYTH NEKAPCTBEHH NPOAYKTH, KOUTO MOTAT Aa yabkar QT
MOIKE 12 JOBEAE A0 MOBHUIEH PHUCK OT KAMEPHH apUTMHH, BIITIOUHTENHO torsade d
l'Iopa,zm TOBa, €AHOBPEMEHHOTO TNPUICKCHHE HA MOKCH(‘I)J’IOKcal.lHH € HAKOH OT CJ1
NPOOYKTH € NPOTHBONOKA3aHO {BXK. CBILO TouKa 4.3)




- AHTHAPHUTMHYHH NeKapcTBa OT knac |A (Hanp. XHHHAHH, XHAPOXWHHAHH, AU30NHPaMHI).

- AHTHapuTMH4HK cpeacTsa ot kiac Il (Hanp. amuonapon, coranon, aoderunua, HOYTHAHA).

- AHTHNCUXOTHUM (Hanp. (GEHOTHA3HHH, MTUMO3N, CEPTHHAON, XATONEPHAQI, CYITONPHL).

- TPHUMKAHYHH aHTHACMPECAHTH.

- Hsaxon aHTUMUKpOOHH cpeacTsa (cakBHHABHP, cnaphiaoKcaluHH, EPUTPOMHLUNMH [V,
NEHTAMHUIHH, MPOTHBOMANAPHIAHH npenapary, ocobeHo xanodaHTpuH).

- HskoH aHTHXHCTAaMHHA (TepdeHaanH, ACTEMH30J, MU30ACTHH ).

- Apyru (unzanpua, BiHkamuH 1V, Genpuann, audemarun).

Mokcudnokcaurn TpabBa Ja ce HM3MOA3Ba € MOBHUWIEHO BHHMaHHWE NPH MNalUHEHTH, NpHEMALH
JleKapcTea, KOMTO MOTAT 72 MOHWKABAT HHBATA HA KATHH (Hanp. OPUMKOBH M THA3HAHU AMYPETHLH,
JIaKCaTHBH Y KITH3MH [BHCOKH 103H], KOPTHKOCTEpOHAH, ampoTepHunH B) wiau nexapersa, cBbp3aHi ¢
KJIHHWYHO 3HauMMa Opaaukapana.

Mexay NprIoKeHHETO HA NPOAYKTH, ChABPKALIH ABY- KN TPHBANEHTHH KATHOHH (Hanp.
AHTHAUMH, CHOBPHKALUM MATHE3HI WKW ATyMHHHWI, DHAaHO3MH TabAETKH, cykpandar 1 NpOIyKTH,
CbOBPKALUM XKENAZ0 HAH LIMHK) W TOBA Ha MOKCH(JIOKCAUHMH TpsaGBa 1a MMa HHTEPBAJ OT OKOJO 6
yaca.

EaHoBpeMEeHHOTO NPUNOKEHHE HA AKTUBEH BLIJIEH C nepopatHa ao3a ot 400 mg MokcudiokcaunH
BOJH /10 MU3pa3eHO NpeaoTBpaTABaHe Ha aGcopOUnATa Ha NEKAPCTBOTO U PelyLidpaHa CHCTEMHA
HATMMHOCT Ha NeKapcTBOTO ¢ nosexe oT 80%. CnenosarenHo, enHoBpeMeHHaTa ynotpeba Ha Te3H ABe
NeKapcTBa He ce ripenopbysa (OCBEH B CIy4auTe HA NPeao3upane, BiK. ChLIO TO4YKa 4.9).

Cnen noBTOpPHO KO3HpaHe NpH 34paBH AoOpoBoILM, MOKcHIoKcaluH nosuinasa Cmax Ha AUrOKCHH
¢ npubnusntento 30%, Gez na nornuasa AUC unu Hai-HHCKHTE HHEBa (trough levels). He ca
HeoOXOAWMH Npelra3Hi MEPKH 3a H3TNOI3BaHe C AUTOKCHH.

B npoyuBaHus, npoeeneHH Npu AuabeTHuM JoOPOBOALIN, EQHOBPEMEHHOTO MPHIOKEHHE Ha
nepopaned MOKCHGIOKCAUMH W IHOEHKNAMMA BOAM A0 NOHHKAaBaHe ¢ npubnusurento 21% B
MHAKOBHTE MTA3MEHH KOHLIEHTPaLMK Ha ranbeHknamua. KoMOHHauusTa oT rubenknaMua u
MOKCH(IIOKCALMH TEOPETHHYHO MOXKE /13 A0BE/e 10 NeKa H [IPEXOAHA XHIEPTIIHKEMHS.
Hab6monaeaHHTe (apMakOKMHETHYHH NIPOMEHH Ha rUGeHKNaMHua ofade He BOJAT 10 NPOMEHH Ha
bapMakoaHHAMHYHHTE mapaMeTpH (KpLBHA 3axap, HHCYAUH). 3aToBa He € HabMoNaBaHO KINIHHUYHO
3HaUMM B3aHMOJCHCTBHE MeKAY MOKCHDIOKCAUHH U rubeHKknaMK,

Ilpomenn B INR
Cpo0Owenu ca ronam Bpoi ciyyaM, NOKA3BALIH NOBHILABAHE HA NEPOPATHATA AHTHKOAryIaHTHA

AKTHBHOCT NMPH NALKMEHTH, NpHeMallli aHTHOAKTepHANTHY CPEACTRA, NO-CIECLHANHO (ITyOPOXHHOIOHH,
MAaKpONHIH, TETPALHIKIMHH, KOTPHMOKCA30]1 ¥ HAKOH UetanocnopuHH. Puckoeu dakTopu ce agasaT
HHOEKUMO3HH K BB3NATHTENHH 3a00na8aHHs, BB3pacTTa W 00LIOTO CbCTOAHME Ha nauMeHTa. [1pu Te3n
obcToATeNCTRA € TPYAHO 12 Ce NPeLeHH NAMH HHPESKLIHATZ KK eHEeHHeTO NPUYHHABAT HAPYIIEHHE B
INR (MexxayHapoaeH HopMaTH3Hpad koedHuHeHT). [IpeanasHa Mapka e no-4ecToTo MOHUTOpHpaHe
Ha INR. Ako e HeoOXx0JHMO, NepopanHaTa AO3HPOBKA HA aHTHKOAryiaHTa Tpa0Ba Aa ce KOpUrHpa
ChOTBETHO.

KnuunuauTte Npoy4BaHHA HC €3 YCTAHOBHAK B3aWMOOCHCTBHA cleld CAHOBPCMEHHO MPHIICIKEHHE Ha

MOKCH(NIOKCALIMH ¢ PAHHTHAMH, NpobeHeun, nepopalHi KOHTPAUENTHBH, KalLHeRH 100aBKH,
MOpGOHH, IPHIIOKEH NAPEHTEPANHO, TEOPHIHH, LUHKIOCNOPHH HIH HTPAKOHA3OI.

P450 eH3zumuTe.

BaaumoaeicTBHe ¢ XxpaHa




He e ycTaHOBEHO KAHHHYHO 3HAYMMO B3aUMOAEHCTBHE HA MOKCHDIOKCALIMH ¢ XpaHH, BKIIOYHTENHO
H MIE4HH NMPOAYKTH.

4.6 @epTHanTeT, GpeMeHHOCT H KbPMEHe

BpemenHocT
BezonacnocTTa Ha MOKCHGTOKCAUMH NPH OpeMEHHH AEHK He € oueHABaHa. [lpoyuBaHuaTa npu

KWBOTHHM NMOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (B3. ToUKa 5.3). [TOTEHUHANHHUAT PHCK MPH XOpa HE ¢
H3BECTEH.

[Mopann ekcnepuMeHTANHUA PUCK OT YBpexaaHe OT GNYOPOXHHONOHH HA XPYLLANA Ha HOCELLHTE
CTaBH TIPH HE3PEIH XKUBOTHH H O0PATHMH CTABHW TPABMH, ONHCAHM MPH AELA, NONMYYABAINM HIKOH
dyOpPOXHHONOHH, MOKCH(JIOKCALIMH He TPAOBA Aa ce H3Mnon3Ba npy OpeMeHHH keHH (BK. Touka 4.3).

Kbpmene
Hama HanM4HA JaHHH NP KEHH C NAKTAUHA WAH KbpPMadKy. TIpeaktMHMMHNTe aaHHH NOKA3BaT, Ye

MaNKH KOIHYecTBa MOKCHU(IOKCALIMH ce ceKpeTUpaT B MAakoTo. flpu nuncarta Ha DaHHH Npy Xopa H
NOpaaM eKCIIEPHMEHTANHHA PHCK OT YBpEXKaaHe OT (JIYOPOXHHOMOHH Ha XpYyLU/la Ha HOCELLMTE
CTABH [1PH HE3PENH KUBOTHH, KbPMEHETO € NPOTHBONOKAZAHO MO BPEME HA JISHEHHE C
MokcudokcauuH (Bxk. Touka 4.3).

DepTyauTeT
IMpoy4eaHHa NpH KUBOTHH He NIOKA3BAT YBpeK1aHe Ha deprunuTera (Bi. TOUKa 5.3).

4.7 Edexrn snpxy cnocobHocTTa 32 modupane n pabora ¢ Mmamnan

He ca npopexxnann npoyusaHHs 3a e(heKTHTE Ha MOKCH(IOKCAUHH BbPXY cnocoGHOCTTa 3a
mwodupare U padboTa ¢ MalLMAK. ONYOPOXHHOIOHHTE, BIITFOYMTENHO MOKCHIokcauuH, obaye morat
Na JOBENAT A0 YBPEXJaHe Ha CnocoOHOCTTa Ha NauxeHTa 3a wodupaHe Wik paboTa ¢ MaLLHHHK,
nopazan peakuHH ot ctpana Ha LIHC (samnp. caeToBbpTeIK, OCTpa, NpexonHa 3aryba Ha 3peHue; Bik.
Touka 4.8) WM OCTpa M KpaTKOTpaiiHa 3aryba Ha cb3HaHKe (CHHKON, BK. Touka 4.8). [NauueHture
TpaOBa Na 62T ChBETBAHH 12 [TPOBEPAT KAK pearHpar Ha mokcHduiokcauus npeax wobHpaHe HiH
paboTa ¢ MallIHHH.

4.8 HextenanH NeKAPCTBEHH PeAKIHE

I[To-nony ca H3GpoeHH HexenaHWTe peakuMH Ha 6a3aTa Ha BCHYKH KJMHHYHH H3ITUTBAHHA H MOMYYEHH
OT [OCT-MaPKETHHIOBH N0K1a4M ¢ MOKcHbnokcaunt 400 mg (nepopalHo MpHIIoKeHHE H
CEKBEHLMAIHA TEPanHsa ), TPyNUPaHH Ao YECTOTH.

OcBeH raaese ¥ QHapHA BCUHMKH HeXXeNnaHH Peakuyy ca HabnionasaHH ¢ YecToTd noa 3%.

[Tpu BcAKO rpynHpaHe, B 3aBUCHMOCT OT YECTOTATa, HEXKENAHHTE JIeKapCTBEHN peakuHH ca
NPpEICTaBEHH B HU3XOAALL Pell MO OTHOLUEHHE Ha TexecTTa. YecToTHTe ca onpeaeneHH KaTo:
- Muoro vectd (= 1/10)

- Yecru (1/100 no < 1/10)

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

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

- MHoro peaxu (< 1/10 000)

- C HeH3BecTHa YecToTa (He MOXe Aa ce NpeJBUAH OT HATHYHHTE JaHHH)
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Ha

PEIUCTEHTHH
dakTepun uiu
MLOHUYKH,
Hanpumep
opajHa
BarvMHaiHa
Karauaoia
Hapywienus Ha AHemns, TloBHLIEHO HHBO HA
KpbBT2 H neskoneHuA(u), npoTpomGuH/
numdbHara HEYTPOINEHHSA, nounxked INR,
cHcTeMA TPoMBOLMTONEHHUA, arpaHyJoLMTO3a,
TpomMbOUHTEMHS, NAaHUNTONEHHA
eo3uHoduUIng B
KPBBTa, YAL/DKEHO
NPOTPOMOHHOBO
BpeMe/TIOBHLIEH
INR
Hapyuwenus ra AnepruuHa peakuusa | AHadunakcus,
HMyHHaTa (Bx. TOuxa 4.4) BKJIKOYUTENHO
CHCTEMA MHOTO pAAKO
AMBOTO3ACTpALIA-
BaLl WOK (BXK.
Touka 4.4),
anepriaden
OTOK/aHrHoeAeM
{BKAKOYMTEIHO
OTOK Ha JITapHHKCA,
NOTEHLHANHO
¥*HUBOTO3ACTpALIA-
Balll, BXK. TOYKa
4.4)
Hapywetus Ha CuHapoM Ha
€HIOKpHHHATa HeaJeKBaTHa
CHCTEMA cexpeuna Ha
AHTHAHYPETHUHHA
xopmoH (SIADH)
HapyiueHus Ha XunepaunuaeMus Xuneprinkemus, Xunornukemus,
meTabonuama H XHNEPYpPHKEMHS Xunorankemuuna
XPaHEHETO koMa (Bk. Touka 4.4)
[Meuxuuny Peakuuu Ha EMounonanHa HenepcoHanu3auus,
HapyweHua* TPEBOXKHOCT, nafunHocr, ACUXOTHYHH
NCHXOMOTOpPHA penpecus (8 MHOTO | peakumu
XHNepaKkTHBHOCT/ peaku {noTeHumanHo
AKUTALHA ciyyad 3aBbPLUBALIH CBC
NOTEHLHANHO caMoHapaHABaWIO
3aBbLPLIBALLA CBC NoBeNEHHE, KATO
caMoHapaHABaLIO CYHLHIHH
MOBEACHUE, KATO HaMepeHHUSR/ MHCIH
CYHUMIHH WK OMUTH 32
HAMepeHHA/MMCIK | caMoyOUICTBO, BXK.
MW OMUTH 32 Touka 4.4)
caMoyOuilcTBO, BX
Touka 4.4),
XATOUHHALHH,
AEHpHY M
Hapyuiexusa Ha I'nasobonue, [Nap- u auzecTe3nda, | XHnoecrezws, Xunepec
HepBHaTa 3amaliBaHe HapyLWeHHA Ha HApYILEHUA Ha
cucreMa* BKYyCa oboHaHueTO
{BKJIFOUMTENHO {BKJIKOUHTENTHO

arcyiua B MHOIOQ

aHOCMHA),




PEAKH Cllyuau),

aBHOpPMHHU CbHULIA,

o0bpKBaHE U HapyieHa
N€30PHEHTALIHA, KOOPIHHALIHA
HapYLUEHHA Ha CbHA | (BKIIOYHTENHO
(npeanmuo HapyllUeHHs Ha
GezcbHue), TpeMop, | noxoJkara,
CBETOBLPTEK, 0Cc00EHO TB/IKALIH
CBHHJIUBOCT ce Ha 3amaiiBaHe
HITH
CBETOBBPTEK.),
rbpuoBse
(BKMIOUHTENHO
grand mal
KOHBYJICHH, BK.
TovKa 4.4),
HapyLLUEeHO
BHUMAHHE,
HapyileHHA Ha
peuTa, aMHe3nd,
nepugepHa
HEBPOTATHA H
NOJIHHEBPONIATHA
Hapywienua Ha 3putenHuTe Dotodobun [Ipexonua 3ary6a Ha
ouure* HapylIeHH4, 3petHe {ocobeHo nNpu
BKJTIOYHTENHO peaKkLMH OT cTpaHa
AUTUTOMHA U Ha LITHC, Bxk. To4KH

3aMBIIIEHO 3peHre
(ocobeno npu
peakUHH OT CTpaHa
Ha HHC, Bx. Touka
4.4)

44u4.7)

Veeur 1 ABycTpaHHa
ocTpa
TP2HCHIIIKOMHUHAUHA
Ha MpHca (BX. Touka
4.4)

Hapywenun Ha

lym B ywiutre,

YXOTO H HapyILeHHA Ha
nabupunaTa* cnyxa,
BKJTKOYHTEITHO
rayxoTa
(oOHKHOBEHO
obpaTHma)
Coupaeunn Y owmkaegaHe Y abmkaBaHe Ha Kamepnu aputmun, | Heonpenenenn CuHapom Ha
HapyweHua** Ha QT- QT-untepeana (Bx. | cuHkon (T.e. ocrpa | apurmuH, Torsade de | Kounis
HHTEpBana Touka 4.4), H KpaTkOTpaina pointes (Bx. Touka
NPH D4UHMEHTH | MATNMTALKUHK, 3aryba Ha 4.4), cepaeyeH apecT
€ XWokanue- | Taxukapaus, ¢hL3HaHUe) (Bx. TOuKa 4.4)
Mun (BX. npencLpaHo
TOUKH 4.3 B MbXAEHE,
4.4) CTEHOKapAHA
Cuaosy Bazoaunaranus XHnepToHus, Backynut
HapyleHua** XUNOTOHHA
Pecnuparophs, JucnHes
TPBAHH H {BKIIOYHTENHO
MeIMACTHHATHH aCTMATHYHH
HapyUIeHHA ChCTOAHHR)
CroMalurHo- [aneue, HamansaBaHe Ha Jducdarus,
4YpEBHH MOBpBILAHE, aneTuTa v NpueMa CTOMATHT, CBBp3aH
HapyLlIeHHA CTOMAaLLHO- Ha XpaHa, 3aMex, ¢ aHTHOHOTHLM,
4YpeBHH H OHCTIENCHA, KOMUT
KOpeMHH daTyneHuns, (BKMIOUHTENHO
GoJikn, AHApHA | FacTpWT, NOBMIUEHA | NceBIomeMbpa-

amMunaza

HO3€EH KOJIHT, B
MHOTO pelKH




CJly4au CBbp2aH C
WHBOTO3ACTpaLLa-
BALLLH YCITOMKHEHHS,
BXK. Touka 4.4)

Xenarobunu-
apHH{
HapyWeHHs

[TosuiapaHe
Ha
TpaHCAMHHA-
3uTe

YepHoapobho
yBpexaaHe
{BKRIOYUTENTHO
NOBHILABAHE HA
LDH), nosHwenn
HHBa HA OunUpyOHH,
NOBHLLUEHA raMa-

KbnreHuua,
XenaTuT
(NpeauMHo
XoNecTaTHueH)

QyIMUHaHTEH
XenaTuT
NOTEHUMANHO BOAEL
A0 KHBOTO3ACTpala-
BALIA 4epHOAPOGHA
HEOJOCTATBYHOCT
(BKJTIOYHTENHO

TyTaMuI- (haTalHH cClydan, BxK.
TpaHcdepasa, Touka 4.4)
NOBHUIABAHE HA
ankanHara
thochaTtasa B KpbATA
Hapywiesua Ha Cupbex, o6pus, Byno3Hu KoxHH Octpa
Ko¥arta H YPTHKApHS, Cyxa PEaKUNH, KaTo reHepa-
NOAKOXHATa KOXa CHHIpOM Ha Stevens- | nu3xpana
TbKaH Johnson mwin eK3aHTe-
TOKCHYH& MAaTO3Ha
enuaepManHa mycTyno3a
HEeKpOJTH3a {AGEP),
(MoTEHLHANHO JeKapcTBeHa
¥HUROTO3aCTpaIUa- peakuus ¢
BAUIA, BXK. TOuka 4.4) | eo3uHOPUIHA
H CHCTEMHH
CHMITOMH
(DRESS)
(8. TOUKA
4.4),
¢uxcupana
JiekapcTBeHa
epynuus,
peakUMu Ha
¢doTouys-
CTBHTEIHOCT
(Bx. TOUKA
4.4)
Hapywenus Ha ApTpanrus, TenanHuT (BXK. PazkbcBane Ha Pabno-
MYCKYJHO- MHanrus Touka 4.4), CYXOXUTHE (BK. MHOIN3A
ckenerHara MYCKYNHU KpamnH, | Touxka 4.4), aptpur,
cCHCTEMa, MYCKY/THH CMasMH, | MYCKYJHa
ChEAHMHH- MYCKyNiHa ¢cnaGoCT | pHrHIOHOCT,
TENHATA THKaH H obocTpaHe Ha
KOCTHTE® CHMIITOMHTE Ha
MHACTEHHA IPaBiHC
{Bx. TOuka 4.4)
HapyuieHus Ha Jexunpauss BubpeyHo
61L6peunTe n yBpexaaHe
NHKOUHHTE (BIIIOYHTENHO
TBTHILA NOBHIUABAHE HA
BUN u
KPeaTHHHH),
6ubpeyHa
HEAOCTaTLYHOCT
(BK. TOuKa 4.4)
Ofm HepasznonoxeHue Orok
HAPYLUEHHA 1 (NpeIMMHO acTEHHA
edekTH HA WIH YyMOpa),
MACTOTC Ha fonesHeHu




npunoxeHHe * ChCTOAHHA
(BKJTIOUHTEJTHO
Honka B rbpoa,
TPBAHHA KOL, Ta3a
H KpaiiHKuuTE),
U3NOTABAHE

* Crobasa ce 3a MHOrO peaKH CAy4aH Ha NPOIb/KHTENHH (0 MECELM WIH FOSHHH),
HHBATHAH3HPALUHY H NOTEHUHATHO HEOOPATHMH CEPHO3BHH IEKAPCTBEHH peakLIM, 3acAraLiy HAKONKO,
MOHAKOra MHOIO CHCTEMO-OPraHHH KJIACOBE H CETHBA (BKJIIOUHTENHO PEAKLIHH KaTO TEHHHHT,
pasKbcBaHe Ha CyXO:KHITHE, apTpairua, 6osika B KpaiHHLMTE, HapyLIEHHE Ha MOXOAKATA, HEBPOMATHH,
CBBP3aHH ¢ NAPECTE3UN K HEBPAITHA, YMOPA, NICHXHATPHYHH CHMNTOMH (BKJIIOYHTENHO HApyLUEHHA
Ha CBHS, TPEBOKHOCT, NMPHCTLIMNH Ha NaHMKA, JEMPECHA H MHCIIH 3a camOyDHIiCTRBO), HapylUEHHE Ha
1aMEeTTa U KOHLIEHTPALMATA H YBPEXK/aHe HA CllyXa, 3pEHHETO, BKyca H ODOHAHHETO) BbB BDPB3Ka C
ynotpebara Ha XHHONOHH U GAYOPOXHHONOHH, B HAKOH CIy4aH, HE3ABHCHMO OT BeYe
CBUECTBYBALIMTE PHCKOBK (akTopH (BK. Touka 4.4).

** Tlpu nauneHTHTE, MPUEMALUH (IYOPOXHHOMIOHH, €a CHODUICHH CIIyYaH Ha AHEBPH3MA H lMCeKaLHs
Ha a0pTaTa, MOHAKOTA YCIOKHEHH NMOPAdH PA3KbeBaHe (BKIKOUMTENHO ¢ IETATCH H3XO0A) H
perypruTalms/He0CTATBYHOCT HA HAKOW OT ChPASYHHTE Kanu (Bx. Touka 4.4).

MHoro paako ce cbo0LIaBa 3a CleIHHTE HEKENAHH PEaKLHH Cel IeYeHHe ¢ APYTrH
(pNyOPOXMHONOHH, KOMTO € BE3MOXHO 13 C€ MOABAT H NPH NIEYEHHE ¢ MOKCHPNOKCALIMH: MOBHLIEHO
BLTPEYEPETNIHO HaAraHe (BKJIIOUHTENHO NCEBAOTYMOP LiepeOpH), XHIlepHaTpHEMHA,
XHNEPKAILIMEMHA, XEMOJIUTHYHA aHEMUSA.

CrobuiaeaHe Ha NOAO3IHUPAHH HEXKENAHH DECAKLIHH

CrobasaneTo Ha NOAO3HPAHKM HEXEIAHH DEAKLMH Cliel pa3pellaBaHe 3a ynotpeba Ha IeKapCTBEHHA
NPOOYKT € BaxkHO. ToBa no3sonABa Aa NpoAbLIKH HAbNIOAEHHETO Ha ChOTHOLUEHHETO MON3a/PUCK 3a
JIeKapcTBEHHA NpoayKT. OT MEAHLHHCKHUTE CRELIHATMCTH Ce H3MCKBa Na cholluasar BCAKa
Noa03WpaHa HEeXeNaHa peakLus ypes

H3nmbaHuTeIHA areHuMs no NekapeTeaTa

yn. Jlamsaun ['pyes” Ne 8

1303 Codua

Ten.: +359 2 890 3417

yebcaiit: www.bda.bg

4.9 IIpeno3spane

HsAMa KOHKpeTHH NpeanasHi MepKH, KOMTO Aa ce MPenopbuar cien cay4aiiHo npeposupade.B ciyyaii
Ha npelo3upaHe, TpaGBa 1a ce NPHIOKH CHMATOMATHYHO Nevenue. Tpabea na ce npeanpueme EKT
MOHHTOpHpaHe, NopajH Bb3MOXKHOCTTa OT yabikaBaHe Ha QT-uHTepBana.

EaHoBpeMEHHO NPUAOKEHHE HAa aKTHBEH BbIVIEH ¢ A03a oT 400 mg nepopaneH MokCH(IOKCALIMH Lue
HaMaJll CHCTEMHATA HAJTMYHOCT Ha NlekapcTBoTo ¢ noseue oT 80%.H3non3eaHeTo Ha BBINIEH, PaHO Mo
BpeMe Ha abcopBumaTa, moxe 1a Obae nonesHo 3a NpeaOTBPATABAHE HA NPEKOMEPHO MOBHLIABAHE HA
CHCTEMHATA €KCNO3HLMA HA MOKCH(IOKCALMH B CIy4ad Ha NIEPOPANIHO Npeao3HpaHe.

5. @®APMAKOJIOTHYHU CBOMCTBA
5.1 dapmakoaHHAMMYHH CBOHCTBA

dapMakoTepaneBTHYHA rpyna: aHTHOAKTEpHANHH CPEACTRA 3a CHCTEMHa ynoTpeba, XHHOMO
aHTUbaKTepuanHu cpeacTea, gnyopoxuHononu, ATC kon: JOIMA14

MexaHu3LM Ha AelicTBHE
MokcupnokcallMH APHTEXABA in Vitr0 aKTHRHOCT cpeuly ronsM Gpoit rpam-nosio
OTPHULATENHKN MATOTEHH.




BakrepuumaHoTO JeiicTBHe HA MOKCH(TOKCALIMH € Pe3yATaT OT HHXHOUpaHETO Ha ABaTta THN |]
ronounsomepasd (JIHK rupasa u Tonowsomepasa [V), HeoOX0QHMH 3a PENIHKALHMATA, TPAHCKPHIILIMATA
H penapauuaTa Ha Gakteprannarta JIHK. HUarnexna, ue C8-meTokcH rpynara gonpuHacs 3a
NOBULLIEHATA AKTHBHOCT U NO-HUCKHSA noa00p Ha PE3HCTEHTHH MYTAHTH HA MPaM-foN0KHTEHHTE
GakTepuu, B cpasHenue ¢ C8-H rpynata. Hannuuero Ha ronam 6uumniiioamuHed 3amectuten Ha C-7
No3vUMATa NPeana3Ba OT eeKTHBHO HABIH3AHE, CBBLP3AHO € NOrA WK pmrA reHuTe, HabmoaasaH
MpPYU HAKOH IPaM-NOJIOKUTENHH DaKTEpHH.

@apMakoAHHAMHMYHH MPOYYBAHHS NOKA3BAT, 4e MOKCH(NOKCAUHH NpuTexasa OakTepHLMAEH edEKT,
3aBMCHM OT KOHLEHTpPAUUATA. YTAHOBEHO €, Y¢ MHHHMaNHHTE 0aKTepHUMAHH KoHUueHTpauun (MBC)
ca B 00XBaTa Ha MUHHMAITHHTE HHXHOWTOPHH KoHueHTpaunu (MIC).

BausHue Bbpxy upeBHaTa ¢iopa npy xopa

Cnepn nepopanto NpunokeHHe Ha MOKCHGOKCALHH ca HabNioAaBaHy CIEAHUTE MPOMEHH B YpeBHaTa
dnopa npu aoGposonun: Hamanenu ca Escherichia coli, Bacillus spp., Enterococcus spp. u Klebsiella
Spp., KaKTo W aHaepobuTe Bacteroides vulgatus, Bifidobacterium spp., Eubacterium spp. a
Peprostreptococcus spp. 3a Bacteroides fragilis e oTueTeHo NoBHiIEHHE. Te3H NPOMEHH ce
HOPMAJIU3HPaT B PAMKHTE HA /IB€ CeIMHLIH.

MexaHu3bM Ha pe3HCTEHTHOCT

MexaHW3MHTE HA PE3UCTEHTHOCT, KOUTO HHAKTHBHPAT NEHHLMIHHH, Le(anoCnopHHH,
aMHHOIJIMKO3MH, MaKpOMAH H TETPALMIUIHHH HE B3aUMOAEHCTBAT ¢ aHTHOaKTepHanHaTa akTHBHOCT
Ha MokcHdokcaunH. Jpyrd MexaHH3MH Ha PE3HCTEHTHOCT, KaTo 3aulMTHH GapuepH (06 npu
Pseudomonas aeruginosa) 1 MEXaHH3MH Ha HaB/IM3aHE MOTraT Aa NOBJIHAAT YyBCTBHTEIHOCTTA KbM
MOKCH(NOKCALMH.

In vitro pe3ucTeHTHOCT KbM MOKCHQIOKCAUMH CE€ Pa3BHBA TIOCTENMEHHO YPE3 TOYKOBH MYTAllHH B JIBETE
tun Il Tomomzomepasu, JHK rupaza u tonousomepasa 1V. Mokcudnokcauus e cyberpar, Koiito
TPYAHO NPEMHHABA YPE3 MEXAHW3MHUTE HA AKTHBHO HAB/AM3aHE MPH rPaM-TIOJIOXKHTETHHTE OPraHW3MH.

KpweTocana pesncteHTHOCT € HabnoaaBaHa ¢ ApyrH duyopoxutononu. Toi kato obaue
MokcHIIOKCaLMH HHXHOHpa TononzomepasH Il H IV ¢ nofobHa akTHBHOCT NPH HAKOH rpaM-
NONOKHUTENHH GaKTepHH, Te3n 6aKTepHH MOraT Aa Ca PE3UCTEHTHH KbM APYTH XMHOIOHH, HO
YyBCTBHTE/IHH KbM MOKCH(IOKCALHH.

I'paHmyHM cTORHOCTH

EUCAST xnuHH4HH rpaHH4YHH ¢ToiHOCTH Ha MIC M rpaHH4HH CTOHHOCTH C AHCK-AHGDY3HOHEH TeCT
3a MokcHdpnokcaumns (01.01.2014)

Muxpooprasussm YyBCTBHTETHOCT Pe3ncreaTHoOCT
Staphylococcus spp. <0,5 mg/l > 1 mg/l

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

> 22 mm . <22mm o
Streptococcus Groups A, B, C, G <0,5 mg/l > 1 mg/l

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

> 25 mm




M. catarrhalis <0.5 mg/l > 0,5 mg/l
>23 mm <23 mm

Enterobacteriaceae <0,5mg/l > 1 mg/l
> 20 mm <17 mm

['paHHuHK CTONHOCTH, HeCBbp3aHH ¢ BHAa * | 0,5 mg/l > 1 mg/l

* '['paH®4HY CTOHHOCTH, HECBBLP3AHH C BHIA €A ONPEAENEHH NPEAHMHO Bb3 OCHORA HA
dapMakoKHHeTHYHH/PapMakoAHHAMUYHH JaHHH H ca He3asucuMH oT MIC pasnpeaeneHnunaTa Ha
onpeaeneHy unoee. Te ca npegHa3Ha4YeHH 3a M3MNON3BAHE CAMO NPH BUIOBE, 32 KOUTO HAMa
BHAOBO-CMeurHYHA TPAHUYHA CTORHOCT W HE CE H3MOA3BAT NPH BHIOBE, KbIETO KPHTEPHHMTE 33
MHTEpNpeTaLys NpeacTor Ja 6bAaT onpeaesieHy.

MukpoGyonoruuHa 4yBCTBHTENHOCT

PasznpocTpaHeHHeTo Ha puacOHTaTa Pe3UCTEHTHOCT MOXKE 1a Bapupa reorpadcKH H BB BPEMETO 3a
onpeaeneHH BUIOBE 3aTOBA CE U3KUCKBA JIOKaJIHA HH(OPMALIMA 33 PE3HCTEHTHOCTTA, OCOOEHO NpH
JedeHHe Ha TeXKH nHpexkunH. [1pu HeoOxoanmocT TpabBa Aa ce NOTbPCH EKCNEPTEH CBHBET, KOTaToO
MECTHATA YECTOTA HAa PE3HCTEHTHOCT € TAKABA, Y€ TNIOCTABA NOJ BLAPOC N0N3aTa OT J1€KApCTBOTO NOHE
NpH HAKOW BHAOBE HHPEKLHH

O6dKHOBEHO MYBCTBHTEHH BHAOBE

Aepobuu [‘paM-nonokHUTeTHH MBEKPOOPraHH3MH

Gardnerella vaginalis

Staphylococcus aureus* (MeTHUWIHH YyBCTBHTEIHH)

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)

Aepobuu I'pam-oTpULIATENIHH MHKPOOPIraHU3MH
Acinetobacter baumanii

Haemophilus influenzae*

Haemophilus parainfluenzae*

Legionella pneumophila

Moraxella (Branhamella) catarrhalis*

AHaepoBHH MHKPOOPraHH3IMH
Fusobacterivum spp.

Prevotella spp.

“Apyrn” MUKpOOPTraHHIMH
Chlamydophila (Chiamydia) pneumoniae*
Chlamydia trachomatis*

Coxiella burnetii

Mycoplasma genitalium

Mycoplasma hominis

Mycoplasma pneumoniae*

Braose, NpE KOHTO OPAICOHTATA PE3UCTEHTHOCT MoXKe 1a 6Gbae mpobaem

AepobHu ['paM-NON0KHTEIHH MHKPOOPraHH3MH
Enterococcus faecalis*

Enterococcus faecium*

Staphylococcus aureus (methicillin-resistant)”
AepobHu I'paM-0TpHUATENHH MUKPOODPTAHHIMHU
Enterobacter cloacae*




Escherichia coli**

Klebsiella pneumoniae**

Klebsiella oxvtoca

Neisseria gonorrhoeae™

Proteus mirabilis*

AHaepobHW MHKDPOOPraHWIMU

Bacteroides fragilis*

Peptostreptococcus spp.*

Hac/ieacTBeno pe3HCTEHTHH MHKPOOPTraHAIMHE

AepobHu 'paM-oTpHUATENHH MUKPOOPraHH3MH

Pseudomonas aeruginosa

*AKTHBHOCTTA € [0Ka3aHa B HOCTATBYHA CTENEH TIPH YYBCTBMTENHH ILAMOBE B KJIHHHYHH
NPpOy4BaHWA Ha 0ROOpeHH KIHHHYHH NOKa3aHHA.

*ESBL-npoayuupailu waMose 0OUKHOBEHO Ca PE3HCTEHTHH KbM (IIyOPOXHHOIOHH.
"YecToTa Ha pe3ucTeHTHOCT > 50% B eaHa HIH NOBEYE CTpaHH

5.2 @dapmMaKOKHHETHYHH CBOicTRA

Abcopbuus u BuoHanuuHoCT
Crnen nepopanHo npuioxeHHe MokcHdnokcauut ce abcopbupa 6bp30 M NOYTH HAMTBIIHO.
AbconoTHaTa OGHOHATHHHOCT npeacTaeniapa npubausuTento 91%.

<bapMakoKkHHeTHKHTE ca JHHeHHH B AHana3zoHa ot 50-800 mg enHokpaTHa go3a M 1o 600 mg BeAHDBK
JHEBHO B npoAbixeHue Ha 10 aHH. [TuxkoBu koHueHTpauuH ot 3,1 mg/1 ce mocTurar B paMKHTE Ha
0,5-4 waca cnen npuwioxkerune Ha 400 mg nepopanHa no3a. [IMKOBHTE U MHHUMAJIHHTE PABHOBECHU
nnasmenH KoHuentpauuu {400 mg BeaHbK JHEBHO) ca choTBeTHO 3,2 1 0,6 mg/1. B pasHoBecHO
CBHCTOSHHE EKCMOZHUHATA B PAMKHTE HA HHTepBana Ha Jo3upane € npubnusurento 30% no-eucoka B
cpasHeHMe cnen NLpBAaTa A03a.

Pasnpenenenue

MokcHdnokcauuH ce pasnpenens 6bp30 KbM €KCTPaBacKyNapHOTO MPOCTPAHCTBO; Cie 1033 OT

400 mg e ycranosena AUC ot 35 m gh/l. O6emsT Ha pasnpenenerue (Vss) B pABHOBECHO CHCTOAHHE
¢ npubnuzutenHo 21/kg.

In vitro 1 ex vivo eKciepMMEHTH NOKa3BaT CBbP3BaHe ¢ NPOTeHH Npubau3uTento 40-42%,
HE3aBHUCHMO OT KOHLIEHTpALKATA Ha ekapcTBoTo. MOKCH(IOKCaLIHH ce CBBP3Ba [MaBHO CbC
cepyMHHA anbyMHH.

CneaHuTe NHKOBH KOHLEHTPaUHH (FreOMETPHYHA CTOWHOCT) €2 YCTAHOBEHH CJIe[] NEPOPATHO
NpUNOXKEHKE HA enHoXpaTHa a03a oT 400 mg MokcH(IOKCALMH,

Tokan KoHueHTpaunsn CrvoTHomenne Mscro:
ILiazma

[Tnasma 3,1 mg/l -

CitoHka 3,6 mg/1 0,75-1,3

MexypHa Te4HOCT 1,6' mg/l 1,7

BpoHxuanHa Myko3a 5,4 mg/kg 1,7-2,1

AnseonapHH MaKpogaru 56,7 mg/kg 18,6 — 70,0

Teunoct, nokpupawa enurena | 20,7 mg/l 5-7

MakcuiapeH cuHyc 7,5 mg/kg 2,0

ETmouaeH cunyc | 8.2 mg/kg 2,1




Hazanum noaunu 9.1 mg/kg 2,6

HUHTeCTHHANHA TEHHOCT 1,0° mg/l 0.8 -1,4%*

Kencka nonosa cHcrema* 110,2* mg/kg 1,72

* HHTPABEHO3HO MPHICKEHUE Ha €HOKpaTHA no3a 400 mg
' 10 uaca cnen npunokeHue

? HecBBLP3aHA KOHLIEHTPALMHS

4 ot 3 yaca 10 36 uaca cnen no3ara

4 B kpas Ha WH(py3HaTA

buorpancdopmauus

MokcundnokcaumH e noanoxed Ha Guotpanchopmauna dasa 11 1 ce ekckpeTtrpa upes 6ubpeunTe U
#buKaTa / heKanHHTE KaTO HENPOMEHEHO JIEKAPCTRO, KAKTO W Noj (OpMaTa Ha KOMIIOHEHT,
chabpkau capa (M1) u kato rnokyponua (M2). M| u M2 ca enuHcTBeHHTEe MeTabONHTH OT 3HAYEHHE
MpH XOpara, KaTo H ABaTa ca& MHKPOOHOIOTHYHO HEAKTHBHH.

[Mpu knuHMyHK npoyusanusa Paza | 1 in vitro npoyyBaHWA He ca HabMroAaBaHH METAOOIMTHH
($apMaKOKHHETHUYHH B3aMMOIEHCTBUA C APYTH IEKapCTBa, NOANOXKEHH Ha OHoTpaHcdopmauus Pasa I,
BIJTIOUBaWMK LHTOXpoM P450 ensumu. Hama naHHuM 32 okcHaaTHBEH MeTabONHIbM.

Ennmunupane
Mokcndnokcauut ce enMMUHHPa OT NJ1a3MaTa ¢ KPaeH CTHMHHALIHOHEH NOIYKHBOT OT

npubnusutenHo 12 yaca. CpegHaTa cTOHHOCT HA OOLUMAT TeNECEH KIMPBHC CNeR NPUNOKEHHE HA
aosa ot 400 mg papupa ot 179 g0 246 ml/min. BLOpeUHHAT KNIHPBHC, Bb3NH3ALY Ha OKONO
24-53 ml/min, npeanonara wacTu4Ha TyOynHa peabcopbumsa Ha nekapeTBoto ot 6ubpeunre.

Cnea npunoxenue Ha no3a ot 400 mg, Bb3cTaHOBABaHE OT ypHHaTa (npubnusutenno 19% 3a
HEMPOMEHEHO JIEKAPCTBO, NPUOITH3HTENHO 2,5% 3a M1 v npubnuzutenHo 14% 3a M2) u
u3npaskHeHusTa (npabnusurento 25% 3a HenpoMeHeHo NeKapcTBo, npubansuTenHo 36% 3a M1 n ve
ce ycraHoBaBa M2), 000 okomno 96%.

EAHOBpEMEHHOTO NPHIOKEHKE HA MOKCH(PIOKCALMH C PAHWTHIWH WIH NpoOeHeL HE NPOMEHS
660peyHHA KIHPBLHC Ha U3XOIHOTO NEKAPCTBO.

TMawyeHTy B cTapuecka BLb3PACT H MAUHEHTH C HHCKO TENECHO Terao
TMo-BMCOKH Mi1a3MeHN KOHLEHTPALUKH ca HabaoJaBaHH MpH 32paBy A0OPOBOIILH ¢ HUCKO TENECHO
TErN0 (KaTo XKEHH) H NpH ZoOPOBOMILIK B CTAPYECKA BL3PacT.

BrGpeuHo yepexaaHe

(hbapMaKOKMHETHYHHTE CBOMCTBA HA MOKCH(IOKCALIMH HE Ce Pa3sNv4aBaT ChLUIECTBEHO NPH NaLHEHTH
¢ ObOpeuHo yBpexxnaHe (BKIIOUHTENHO KPEATHHHHOB KIHPBHC > 20 ml/min/1,73 m2). Tei kaTo
OnOpeunaTa PyHKLHS HaMANABA, KOHLEHTPauUMATa Ha MeTabonuT M2 (rnioKypoHna) c¢e NOBHIIABA ©
¢axrop 2,5 (¢ kpearHHMHOB KIUpBHE < 30 ml/min/1,73 m2).

YepHoapobHo yBpexaaHe
Bb3 0cHOBa Ha (papMaKOIOrHYHKTE MPOYYBAHHS, MPOBEAEHH 10 C€ra NpH NaLHeHTH ¢ YepHoApobHa

nepoctaTeuHOCT {Child-Pugh A, B), He e Bb3MOXKHO a ce onpejeay JanH UMa pa3jiMuMs B CPaBHEHHE
Cbe 3apaBH AoOpoBoNLK. YBpeaeHaTa YepHoApoOHa QYHKLHA € CBbP3aHa C NO-IPOABKHTENHA

€KCMO3HLIMATA NpH 3ApaBy noOpoeonLy. HsiMa 10CTaTLYHO ONMMT ¢ KIHHHYHATA YNO
MOkCHGOKCALIMH NPYU MALUMEHTH ¢ YBpeeHa uepHoaApoOHa hyHKUMS.

5.3 IlpenknuneE9HH JanHH 3a GezonacnHoct




EdekTn Bbpxy XeMOnoeTHYHaTa cHcTema (JIEKO NOHHKABAHE HA OPOs HA EPHTPOLIUTHTE K
TpoMOouKTHTE) Ca HabaKaaBaHH NPH NIVLXOBE H MaMyHH. KakTo W npH ApyruTe XHHONOHH,
XeNaTOTOKCHUHOCT (MOBMILIEHH YepHOAPOOHH EHIWMH M BAKYOJIHA JereHepauua) ce Habatoaasa rpu
bxoBe, MaidiMyHH ¥ Kydeta. [Ipu MaiiMyHu ce naGaroaasa TokcHunocT Bepxy UHC (repuose). Tesu
edexTH ca Hab/IOAABAHK CaMO CEA IEYEHHE C BUCOKH J03H MOKCH(IOKCALIHH M cnen
NPOABIKHTEHO JIEHEHHE.

MokcrpnokcaumH, KaKTo APYTHTE XHHOIOHH, € TEHOTOKCHYEH B in Vitro TecTose ¢ M3nc; GakTepHH
WM KNeTKH Ha GosaliHuuM. Toil kaTo Te3n ehekTH MoraT na ce oGACHAT ¢ ¢ rupasara B GakTeprHTe
NpH NO-BUCOKH KOHLIEHTPALIMH, C B3aHMOIEHCTBHE ¢ TONOW3oMepa3sa 1l Ha kneTkH Ha Go3aHHHUM,
MO2KE ]1a CE OMpene/Id NParoBa KOHLEHTPALHA 3a FeHOTOKCHYHOCT. [pH in vivo TecTOBe HEMa AaHHH
32 FeHOTOKCHYHOCT, HE3aBHCHMO OT (haKTa, H¢ Ca H3MON3BAHH MHOTO BUCOKH N03H MOKCH()IOKCALIMH.
Mo To3n HauKH Moxe Na 6bae NpenccTaBeHa AOCTATBYHA FPAHHLIA Ha He30MacHOCT Ha
TepaneBTHYHaTA A03a NpH Xopa. Mokcnduiokcaumnt He e kaHLeporeHed npy "initiation-promotion”
npoy4BaHe

MHOro XHHOAOHH ca POTOMYBCTEHTENHH ¥ MOraT 43 NpeaH3BHKAT GOTOTOKCHYHH, (hOTOMYrareHHu
toTokapuuHoreHHH edexTy. 3a paznvka oT TOBA € I0Ka3aHO, Y& MOKCHPNOKCALMH HAMA
($HOTOTOKCHUHH ¥ GOTOreHOTOKCHYHH CBOHCTBA MPH M3NKTBAaHe B o0LIMpPHA Mporpama Ha in vitro # in
vivo npoyusaxus. [Ipu cbluMTe ycnoBHA IPYTH XHHONMOHH HHOYLHPAT edeKTH.

IpH BHCOKH KOHLEHTPALMH, MOKCHGIOKCALMH € HHXHOMTOP Ha Obp3ara KOMMNOHEHTa Ha 3abaseHoTo
Bb3CTAaHOBABaHE Ha KAJIMEBATA MMOMIIA HA ChPLETO H MOsKe Aa MPHYHHH YAb/DKkaBaHe Ha QT-
uHTepBa1a. TOKCHKONMOMHYHUTE NPOYYBaHHA TIPH KyUeTa ¢ epopanHu 1034 ot > 90 mg/kg, soaemmu
JI0 MNa3MeHH KOHLEHTpalUMH > 16 mg/1, npuuHHABAT yAb/DKaBaHe Ha QT-HHTEpBaIa, HO HE APHTMHH.
Camo cnea MpUIOKEHHE HA MHOTO BUCOKH KyMYNaTHBHH MHTPaBeHO3HH 403H, 50 NbTH NO-BUCOKH OT
noszara npu xopara (> 300 mg/kg), Bomewy 1o niasmeHn koHueHTpaumn > 200 mg/l (noseye ot 40
MBTH MO-BHCOKH OT TEPaneBTHUHO HHBO), ca HabmoaapaHu o6paTHMH, HedaTanHH KaMEpHH apHTMHH.,

XHMHONOHHTE Ca H3BECTHH, Y€ MPHYHHABAT YBPEHKIaHHA HA XPYLUANA HA FOIEMHTE AHAPTPOAHATHH
(cBBpP3BALIM) CTABH NPU HEAOHOCEHH XHBOTHH. Hali-HuckaTa nepopanHa 1o3a Ha MOKCH(IOKCALIH,
NPHYMHABALLA TOKCHYHOCT HA CTABMTE NPH MNIAH Ky4YeTa € YETHPH ITbTH NO-BHCOKA OT
MaKCHMATHATA NpenopbyHTe/Ha TepanesTiuHa ao3a ot 400 mg (npw 50 mg terno) epxy

6aza mg/kg, ¢ MNa3MeHH KOHLIEHTPALIWKM ABa A0 TPH NTBTH MO-BUCOKH OT Te3H NMPH MAaKCHMalHATa
TepaneBTH4YHA 103a.

H3anuTBaHMATA 38 TOKCHYHOCT NPH TUTBXOBE M MaiMyHH (MOBTOPHO NIPUIIOKEHHE A0 LIECT MeceLa) He
Pa3KpHBAT PHCK OT TOKCHUHOCT 3a ounTe. [1pn ky4era BucokuTe nepopandu aosu (> 60 mg/kg),
BOZELUH A0 Na3MeHH KOHUEHTpaurH > 20 mg/1, npHYHHABAT NPOMEHH B ENIEKTPOPETHHOIPaMara, a B
OTAENHH cnyyau aTpodHs Ha peTHHara.

PenpooykTHBHHTE NpOYUBAHHA, NPOBEAEHH NPH MILXOBE, 3aiilin H MaiMyHH NOKa3BaT NPpeMHHABaHe
Ha MokcudiokcalHH npe3 miaueHTara. [lpoyusannaTa npu nLXoBse (NEPOPAIHO H HHTPABEHO3HO) H
MaliMyHH (nepopanHo) He NOKa3BaT NaHHH 33 TEPATOTEHHOCT WIH YBPEXIaHe Ha (epTHUIMTETa Cliea
npwioxeHue Ha MokcudokcanyH. Habnoaasa ce neko nosuiLIaBase Ha YecToTaTa Ha MandopMaunu
HA MpeulieHy 1 pebpa NpH 3apoayiIK Ha 3aiiuM, HO camo npw ao3a (20 mg/kg i.v.), KOeTo e CBBpP3BaHO
€ TeXKa TOKCHYHOCT 3a Maiikata. iMa HapacTBaHe Ha uecToTaTa Ha abOpTHTE NPH MaHMYHH H 3aiiLiK
MpPH YOBEILKH TEPANeBTHYHH M1a3MeHH koHueHTpaunu. [1pu nisxose ce Habnionasa noxwkasaHe Ha
TETJIOTO HA IU0Aa, No-rojam 6poil abopTH, leko NoBHLIABAHE HA NPOABL/LKHTETHOCTTA Ha
6peMEHHOCTTA M MOBHIUEHA CMOHTAHHA AKTUBHOCT NPH HAKOH MBIKKH M )KEHCKH €K3eMIns
MOTOMCTBOTO IIPH 03H, KOMTO c€a 63 MbTH NO-BUCOKH OT MAKCHMAIHATA NPENOPbLUYHTEN
6aza mg/kg c InasMEHUTE KOHLIEHTPALMK B HHTEPBANIA HA TEPANEBTHYHATA 4034 MpPH

6. GAPMANEBTHYHHA TAHHH




6.1 CoHchbx Ha NOMOLIHATE BelNeCTBa

Hpapo Ha TabneTkaTa
Llenynosa, MUKpOKprcTATHA
KpockapMenosza HaTpuid
MarHesves cTeapar

(DHAMOBO MOKPHTHE
XHnpomenosa 6 mPa:s
Makporon 4000

Turadoe anokcua (E171)
KeneseH oxeua, uepsen (E172)

6.2 HecbBMeCTEMOCTH

Henpunoxumo.

6.3 Cpok Ba roanoct

3 roouHK

6.4 CpoenHaJHH YCJIOBHS 32 CbXpaHeHHe

lIa Ce CbXpaHdBa B OPUIrHHANHATA ONIAKOBKA, 3a Ja C€ Npeana3d oT BJjara.
Tozn JIEKapCTBCH MNPOAYKT HE H3HCKBA ClICUHA/TIHH TCMITEPATYPHH YCITIOBHA 34 CbXPaHCHHE.

6.5 Bagu chabpKARHE HA ONAKOBKATA

Bnucrepua onakoeka (OPA/AI/PVC-AI ¢onuo banctepn): 5, 7, 10, 14, 25, 28, 30, 50, 70, 80, 100 nan
120 ¢punmupanu TabneTku B KyTHH.

He BcHukH BUIOBE ONMaKoBKH Morar aa 6b1aT MyCHaTH Ha nasapa.
6.6 CoenuanHH YCJIOBHA 3a ChXpaHenne H paGora

Hsama cneunHanHy H3UCKRAaHHA.

7. IIPUTEXATEJ HA PAJPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, Cnosenns

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Per No: 20140208

9. JATA HA IbPBO PASPEHIABAHE/TIOJHOBABAHE HA PA3PEIIIEHUE
YIIOTPEBA

JlaTa Ha MbpROTO paspelicHHe 3a yrnorpeda: 26.06.2014
JHara Ha nocnegHoto noagHoessaHe: 09.10.2019

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




12 FOum 2026

[loapobua uudopmatns 3a TO3H JIeKapcTBEH NPOAYKT € npeaocTaBeHa Ha yebcaiiTa Ha
H3nbiHUTENIHATA areHums o Nekapersara http://www.bda.bg.




