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ABEJIOKC 400 mg ¢punmupanu TabneTku
AVELOX 400 mg film-coated tablets

2, KAYECTBEH H KOIMYECTBEH CBCTAB

Exnna dmnmupana Tabnetka ceabpxa 400 mg Moxcudnoxcanus (moxifloxacin) Karo XMAPOXIOPHI
(hydrochloride).

TMoMOLHO BELIECTRO ¢ M3BSCTHO JeHcTpue: Besaka GrumMupana Tabnerka cuabpxa 68 mg nakrosa
MOHOXHIpAT (= 66,56 mg nakro3a) (BuskTe Touka 4.4)

3a BAHMA CITMCHK Ha MOMOLUHKTE BEILECTBA, BHXKTE TOUKa 6.1,

3. JEKAPCTBEHA ®0OPMA

OunmupaHa Tabacrka
BEneno gepsena dunmupana Tabnetka ¢ NpoabiAroBara, H3lrbkHata gopma c dacera, ¢ pasmepu 17 x 7
mm, H o3HadeHa ¢ “M400” ot exgnara cTpana u “Bayer” ot npyrata cTpaHa.

4. KJAHHYHH JAHHH
4,1 TepaneRTHUHH HOKAIAHHA

Apenoke 400 mg unmupans TaGNeTKH ca NOKA3aHK 34 JISYEHHE Ha CleHATE DaKTepHaIHi
HHAEKIHH pU NalWeHTH Ha 18-roguiHa BB3pacT 1 No-Bb3pacTHH, MPUUHHEHH OT GaKTepHH,
YYBCTBHTEIHH KM MOKCH(IOKcaLun (2K, Toukd 4.4, 4.8 u 5.1). Mokcudnokcauns Tpsbsa na ce
H3N0JIZ3BA CaMO KOraTo C€ CYHTa 3a Henoaxoaaua yHOTpeﬁaTa HAa ElHTHﬁaKTepHaHHPI CpeACTBa, KOHTO
0BMKHOBEHO Ce IPENOPBYBAT 3a THPBHYHO JICHeHHe HA Te3H HHOEKUMH HIHM KOraTo JIEUEHHETO Ha
HHPEKLUHATA C TAX € OHN0 HeYCIEIIHO!
- OcTep DaxkTEpHANEH CHHY3HT
[pu ocTbp GakrepuaneH cHHY3UT Apenokc TpadBa a c€ U3I0JA3BA CAMO KOTaTo €& CHMTA 32
Henoaxodwa ynorpebara Ha APYTH aHTHOaKTepHaAIHK CPEACTRA, KOHTO 00Muaito ce
MPENOPBHYRAT 32 JICUEHHUE HA Te3H HH(EKIIHH.
- Octpa ex3auepOanus Ha XpoHHyHa 00CTpyKTHEHA GenoipobHa 60JIeCT, BKITIOUHTEHO
OpoRxXUT
[pu octpa exzanepbaning Ha XpOHHYHA 0OCTpYKTHEHA GenonpobHa HonecT, BIIIOYHTENHO
GpoHxuT ABenoke TpAOBa J1a ce H3MOM3Ba CAMO KOTATO C¢ CYMTA 338 HeMOAXonsuIa yroTpebara
Ha Apyru aHT}lﬁaKTepHa.TIHH cpefcrea, KOUTO o0HyaiiHo ce HPENoOpPBYBAT 34 JICUCHHE Ha TE3H
HHOCKIHH.
- Ilpumo6uTa B 00HIECTBOTO MHEBMOHHS, C H3KIIOUEHHE HA TEXKKHTE GopMH
- Jleka mo yMepeHo H3pa3eHa Ta30Ba Bb3nanurenHa GonecT (Hanp. HHOEKIHH HA KEHCKHA
FOpPEH reHUTANICH TPAKT, BKITIOYHTCIHO CAIITHHIAT H eHI[DMS’I'pHT), C M3KIMIOYEHHE HA CBRP34aH
TyGo-oBapuHaneH 1 Tazos abcuec. He ce npenoprusa Asesnoke 400 mg dpumvupanm TabneTku 1a
CC H3MON3BAT K&TO MOHOTEpAnHA 3a JCHUCHHC Ha cnala A0 yMEpeHa Ta20Ba Bh3NalIWTE/IHA GOHECT,
a [1a Ce NpHaraT B KOMOWHALMA ¢ APYTO MOIXO/AIN0 AHTHOAKTEPHANIHO CPEAICTBO (Hamp.
uedanocnopiH) Nopany yBeIHHaBaHe Ha MOKCH(IOKCAUMH PE3HCTEHTHOCTTA Ha Neisseri,

M3KTIOUH (BK. Touka 4.4 1 5.1).

Agenokc 400 mg drIMHpaHy TabiieTKH MOMKE J1a C& H3N0/13Ba 33 3aBbPIIBAHE Ha
NpH NaUHEHTH, KOHTO Ca MOKA3AIH HO,E[OGPCHHG o BpeME Ha IIbPBOHAYATIHOTO JICY
HHTPABEHO3eH ABEIOKC 3a CNCIHUTE [IOKA3AHHA:




- IIpunobura B 00UIECTBOTO [THEBMOHHS

- Yonosnend nHQeKrE Ha KOYKATA U KOKHHTE CTPYKTYPH
Asenoke 400 mg drmnMupann rabnerky He TpAOBa Ja ce M3M0N3Ba 3d HHHIMHPaHe HA TePaIiA 3a
BCEKH THII HE(EKLHSI HA KOXKATA M KOKHHATE CTPYKTYPH WK IPH Texkka fopma Ha mpHAoGHTA B
0611eCTBOTO THEBMOHHS.

Tpsabea 1a ce Ma npeasua OHUHATHOTO PLKOBOACTBO 3a NOAX0/IALIA yoTpeOa Ha
AHTUDAKTEPHATHHTE JICKAPCTBA.

4.2 Jlo3sHpoBKA H HAYHH HA NPHJICKEHHE

O3HPOBKA (BEIPACTHH
IlpenoprunTenHaTa 103a e eana dhunMupada Tabnerka 400 mg eqMH BT JHEBHO.

Bvopeuno/uepnodpobuo yepesicoane

He e neoOxonnMa KOpEKLMs Ha JO3MpPOBKaTa MPH MALHEHTH C JIeKa A0 TeXKa CTCOCH YBpCIeHa
OnOpeuHa HYHKUHS WIM IPH NALMEHTH HA XPOHHYHA AHANM33 HAMP. XEMOJHANN3A H IIPOABIKHTEIHA
aMOyIaTOPHO MPOBEXKIAHE IEPUTOHEANHA THan3a (BXK. Touka 5.2 3a roBeye JeTaiinu).

Hsima aocTarb4Ho AaHHH 3a TIAUHEHTH ¢ HapyIIeHa uepHOApoOHa dyHKuuA (BXK. Touka 4.3).

Hpyau cneyuannu nonynayuu
He e HeobxomuMa KOpeKUMs HA JO3WPOBKATA IPH NAUWEHTH B CTAPUECKA BRE3PACT ¥ C HHCKO TENECHO
TETIIO.

ITecuampuuna nonyrayus
MokcH}IOKCAIIWH € NpOTHBONOKazaH MpH Aena W toHowH (< 18 ronuwuu). EdmxacHocTra M
fesonacHocTTa Ha MOKCH(MIOKCALIMH TIPK JIELA H FOHOIIH He ¢ YCTaHOBeHa (BxK. Touka 4.3).

Haunn Ha npuiioxkeHHE
OHIMUpaHuTe TabneTkH TPAOBA Ma ¢¢ FBATAT LENH, ¢ JOCTATBYHO TEYHOCT M MOTAT Aa Ce MpHeMar
HE3ABHCHMO OT XPaHAa.

Ipoos/oxHATENHOCT HA IPUITOKEHHE
Asenokc 400 mg dummupans TadeTkd TpAOBa Ja ce npHeMar ¢hC CNEHATA NIPOIbIDKHTEHOCT:

Octop baxrepuanes cuay3ut (0ObC) 7 aaH
Octpa ex3auepbalips Ha XpOHHYHA OGCTPYKTHBHA

6enoapobHa GoecT, BKIFOUHTEHO OPOHXHT 5-10 gun
TMpuaobura B 00MECTBOTO MTHEBMOHKUS 10 aau
Jleka 10 yMepeHo H3pa3eHa Ta30Ba BhaManuTeIHa Oonect 14 nHu

Aenokc 400 mg ¢rnMupaHH TAOICTKH ¢a U3CNEABAHH B KIIMHHYHH H3NMTBAHMA C MPOABKUTETHOCT
Ha JIeYeHHeTo 10 14 aHu.

CexeeHyuanto (UHmpAaseno3no, NOCALOBAHO OM REPOPANHO) NeYCHUE

B KJIMHHYHHE OpOYUYBaHHS ChC CEKBEHUHAIHO JiedeHHe TIOBEeUeTO MallMeHTH NPEMUHABAT OT
UHTPABEHO3HO KbM [IEPOPATTHO IEUCHHE B paMKuTe Ha 4 nHu (Mpuaodura B o61ecTBOTO THEBMOHHS)
HITH 6 1HM (YCNOKHEHH HHGEKIHH Ha KOKATA K KOXKHMTE CTPYKTYpH). IIpenopeunrtenHara obina
NpPOAbLKMTETHOCT Ha HHTPARCHO3HO M IEPOPATHO JieueHHe ¢ 7-14 AHH 3a npunobura B o6u5§,c:r
MHEeBMOHUA ¥ 7-21 AHH 32 yCNOKHEHH HHMOEKLUMH Ha KOXKaTa H KOXHHTE CTPYKTYPH. -

[Ipenoprunrennara no3a (400 mg eMH BT AHEBHO) M NMPOABLIKHTEIHOCTTA Ha JICYE
¢S NpeBUIIABRAT,

4.3 Ilpormeonokasanus




- CBpBXYYBCTBHTENHOCT KbM MOKCHGIIOKCALMH, APYCH XUHONOHM WM HAKOE OT NOMOLHUTE
BelnecTsa, H30poeHH B TOUKa 6,1;

- DpeMeHHOCT H KhpMEHe (BkK. To4Ka 4.6);

- [auMeHTH nop 18-roHHIHa BB3PACT;

- MAUMEHTU C AHAMHECTHYHM JAHHH 33 BBINAMCHUE HA CYXOKANUA/HAPYIICHNE, CBBP3aHO ¢ ACUCHHE
C XHHOJIOHH.

B npeniidHHYHH U3MKTBAHKA U TPH XOpa ca HabnioJapaHu NPOMEHH B ChPCUHaTa

enekTpodUIMONOTHA Cliel NpreMaHe Ha Mokeudnokeauui, nog hopmata Ha yabixasane Ha QT

uuTepBaia. BB Bpb3ka ¢ Ge3onmacHoCTTa MOKCHGIOKCALMH € POTHBOITOKA3aH IIPH MAlMenTH C:

- BPOJEHO WM JOKYMCHTHPAHO MPHIOOOHTO ChCTOAHKe HA yabkeH QT uHrepsal,

- EICKTPOMHTHH HapyLIeHHs, 0coOeHO HEKOPHIHpaHa XHIOKATHEMH,

- KIMHWYHO 3HadvMa Opaguxapnyis;

- KIHHMUYHO 3HAYMMA ChpIeuHA HEAOCTATRYHOCT C© HaMaleHa JIiBOKaMepHa (pakius Ha
H3TJIaCKBaHe;

- aHaMHe3a 33 CHMITTOMATHYHH apHTMHH.

Mokcudnoxcanun we TpaOpa Ja € W3NON3BA 3a¢AHO © APYIM NeKapeTBa, KOMTO yawukasar QT

HHTepBaa (BX. Touka 4.5).

Hopamd OrpaHH4eHnuTe KIIHHHYHH JaHHH, MOKCHCl]J]DKCﬂL[HH € CBIIO MPOTHBOMOKA3aH TPH TNAalHCHTH ©
yBpenena ueptonpobuna gyrxinag (Child Pugh C) u npu nauuenTH ¢ NOBUILCHH TPAHCAMHHAZHN
1oBede OT 5-MbTH Ha/l FOPHATA IpaHHULIA HA HOPMATA.,

4.4 CnendaJHy npeaynpex/IeHHs U NpeANR3HA MepKH IPH ynoTpeta

Vnorpebara na mokcudmokcauus TpaOBa fia ce W36Area NpH MaLMeHTH, KOUTO ¢a HMANIH CePHO3HH
HEJKeNaHW PeaKlMU B MEHAJIOTO NIPH YNoTpeba Ha NPOLYKTH, ChABDMKAIIH XHHOJIOHH HIIH
dnyopoxunononu (Bx. Touka 4.8). JleueHuero Ha Te3d nalHEHTH ¢ MoKcHdIokcauny Tpadea 1a ce
34M0YBa CAMO [IPH JIMTICA HA ATePHATHBHH BE3MOKHOCTH 32 JIEUSHHE H CJe] BHHMATEIIHA OIIeHKA Ha
CLOTHOLIEHHETO MOI3a/PHCK {BK. ChIIO TOUKa 4.3).

IMon3ara oT NTeUeHHeTo ¢ MOKCHIOKCALMH, 0cOBEHO NpH He 0cobeHo TekKH undexiHH, Tpabsa 1a
6B BUMMATETHO ¢HOOpazeHo ¢ nHGOpMaIigTa, Chabpxkalla ce B Todka Cnennantu
[IpeAypexICHHS 1 NpeNa3Hi MEPKU MpH ynoTpeda.

Yrobiskapane Ha QTc HATEpBaNa U IOTEHUHATHH KIWHIMHHA ChCTOSHHA CELP3aHH ¢ YAB/LKABAHE Ha
OTc uurepsana

VeTanoBeHo €, Ue Mpy HAKOH MALHeHTH MOKCH(AOKcalH yabmkapa QTc uHrepBana Ha
enextpokapanorpamMara. I1pu ananus Ha EKT H3cnensanHsra, NOIy4eHH B XG4 Ha KIHHHYTHA
nporpama, yab/bkasadeTo Ha QTe npu Mokcudnokcaryh e 6 msec + 26 msec, 1,4% B cpapueHue ¢
HauaHaTa CTOMHOCT, Thil KATO CHIIECTBYBA TEHASHLMA KEHUTE []a HMAT Mo-Tber H3xonen QTc
HHTEPBAJl B CPABHEHME ¢ MBXKETE, € Bb3MOXKHO T€ [a ¢a MO-UyBCTBHTEIHH KbM JIEKApCTBa,
yabxaeany QTc unteppana. BR3MOXHO € NAUMEHTHTE B CTAPUECKA Bh3PACT ChUIO 2 ¢4 10~
YYBCTBUTENTHH KbM CBEP3aHH C JIeKapeTBOTO edextu BEpxy QT HHTEpBana.

Jleuenue, KOETO HamMaJisiBa HUBATA HA KalHi, cneasa a ce Npuiara BHEMATENHO TIPH MALHEHTH,
nonxyuaeainy Mokcugnokcauua (Bx. cbuio Tovka 4.3 u 4.5).

MokcudnokcaumH TpadBsa Aa ce W3M0N3BA BHHMATE/IHO [IPH NAIHEHTH C NPOapUTMHYHH ChCTOSHHA
(0CODEHO JKEeHH M TTALIHEHTH B CTAPHECKA BH3PACT), KATO OCTPA HCXEMHA Ha MMOKApP/Ia HIIH
yabmkaeane Ha QT, Tl KaTo TOBA MOKE Ja MOBEME 10 NOBHIIEH PHCK OT KAMEPHM APHT!
torsade de pointes) u cepAetucH apecT (Bxk. cbUIO Touka 4.3). CTeneHTa Ha YABMKABAHE 4
HMHTEpBANA MOXES Aa ce MOBHILM ¢ [TOBHINARAHE HAa KOHICHTpaLMATA HA JIEKapCTROTO.
NpenoprYHTEiHaTa 1038 He Tpa0ea fa ce IpepHllaBa,

I[Ipu nossa Ha CUMIITOMH 3a CHPASYHA APHTMUS 10 BPEME Ha TEPAMMATA ¢ MOKCHIL
JievueHHeTo TPaOBa Aa ce NpeycTaHoBH | fa ce Hanpaeu EKT.




Peakipiy Ha CBPBXYYBCTEHTEIHOCT/ANEPIrHYHH PEAKIHH

Crofiasa ce 33 peaki[Mi Ha CRBPBXYYBCTBUTENHOCT H AJIEPrHYHH PEaKLHH CIIe MBPBOTO [PHIIAraHe,
CBBP3aHH ¢ QIYOPXHHONONH, BKIIKOUMTENHO MOKCHAIOKCATIHH, AHaQUIAKTHYHNTE PCAKLIHA MOTAT Ja
TIpeJH3BHKAT KHBOTO3ACTpALLABAL [HOK, IOPH CJICA IIPBOTO [IpHiarane. B cnydan Ha KIMHHYHH
TNpOABHK HA TEKKH PEAKLMHA HA CBPBXYYBCTBHTENHOCT, MPHEMBT HA MOKCHGIOKcalWH TpAOBa 1a

¢e MPEYCTAHOBH U TpAOBa Aa ce 3anovyHe NOAXOAAL0 JeyeHHe (Hanp. IeUeHHe Ha [IOK).

Texxu uepHOAPOOHH HAPYIUECHHS

Jloknasipany ca ciydad Ha QyIMHHAHTEH XEMATHT, NOTEHLKAIHO BOAEIL JI0 XHBOTO3acTpalIaBalia
yepHOApOGHA HENOCTATRUHOCT (BKJI, CIydaH ¢ daranen uzxon) (Bx. Touka 4.8). [lapenTture crensa
J1a 3HaAT, ue TPAGBA Ja YBEAOMST CBOS JIeKap NPEIH 1a MPOAL/UKAT TEUEHHETO, aKo e IIOSBAT POSBH
¥ CHMITTOMH Ha (YIMHMHAHTEH XEMaTHT KaTo Ohp30 pasBUBaLIa CE aCTEHHS CBBP3aHA ¢ KBJITCHHIIA,
ThMHA YPHHE, CKIIOHHOCT KM KBpBEHE WK YepHoApoOHa eHnedanonarHs.

Ilpy nosBa Ha WHINKALMK 33 YEPHOAPOGHO YBpeXkIane TpsOBa Ja Ce HANPaBAT 4epHONPODHH
({YHKUMOHAIHA H3CIEIBAHHA.

TemKN KOKHH HENRCITAHH PEAKLINE
TekKxn KoXHH HEXKENAHT peakiuH (severe cutancous adverse reactions, SCARS), BINIIOUHTETHO

TOKCHYHA eMUMAEPMaliHa HeKponu3a (toxic epidermal necrolysis, TEN: u3BecTHa olne KaT0 CHHIOPOM
na Lyell), cunapom Ha Stevens Johnson (Stevens Johnson syndrome, SIS) i ocTpa renepanizupana
eK3aHTEMATO3HA IycTyI03a (acute generalised exanthematous pustulosis, AGEP), kouto Morar ga
ObAAT JKHBOTO3ACTPALLARAIM WU C NETAIEH W3XOJ, Ca ChoOLARAHH IPH NPUIIOKEHUES HA
mokcHdokcaruH (B, Touka 4.8). KM MOMenTa Ha 1ipe(IMCcBaHe NalHeHTHT Tpi6Bea aa Obae
HHGOPMHUpPaH OTHOCHO [IPH3HALIMTE M CHMITTOMHTE Ha TeXKKH KOXHH PEAKIHH, H 1a OB/le BHUMATENHO
[pociaenaBaH. AKO Ce IIOABAT IPHHAL U CHMITTOMY, NMOKA3aTe/THH 38 TE3H PEaKIlHH, NPHITOKEHHETO
Ha MokcudokcaLut TpaGBa Opie npeycTaHOBEHO HesabaBHO, M 1a c& OOMHCIH aTTEPHATHBHO
neueHde. AKo MALMEHTHT € pa3Bun cepuosna peaknusd karo SIS, TEN nin AGEP npu npuioxenue
Ha MOKCH()IOKCALIHH, JIEYEHHETO C MOKCH(NIOKCALMH [IDH TO3W NalMEHT HUKOTA He TpAOBa lia ce
BB30OHOBABA.

MMaimenTy, NpeIpasnoNokKeHH KbM I'bpHOBE

H3BecTHO e, 9e XMHOJIOHHTE MPHYHHABAT Mbpyose. M3non3saHeto Tpabea ga Obje BHMMATENTHO MPH
nauneHTH ¢ Hapywenes Ha LIHC win npH HaliH4ie Ha Apyrd pUCKORH akTopH, KOMTO MOTAT 1a
npeapasnonarar KbM IbpHOBE HIIH CHIDKARAT Mpara Ha pe30yIuMocT. B ciy4au Ha rbpuoBe
TEUEHHETO ¢ MOKCHIIIOKCALMH TPAGBA 1a ce TPEKPaTH W A3 Ce B3EMAT MOAXOAIH MEPKH.

HpO,[['bH}KHTCJ]HH, WHBAITHIHU3IHPALTIH H MOTCHIHANTHO HeOGpaTPIMH CePHOZHH HEXECTTaHH JICKapCTBEHH
pPEAKLIMH

C'bﬂﬁlllaBa CC 38 MHOI'O pEAKH CITydaH Ha POALLKHTETHH (]'IpOj'I'I:JI}KaBHIIIH MECCSIIH HIITH FO,[[HHH),
HHBAIHAH3HPpALlH H MOTEHUHAITHO Heoﬁp&THMH CePHO3HH HEKETaHH JIEKAPCTBEHH pPEeaklMH, 3aCATrallH
pasTHYHH, MOHAKOTa MHOTO CHCTEMHM B OPIaHH3Ma (MYCKYJTHO-CKE/IETHA, HEPBHA CHCTEMA, ICHXHKA 1
CETHBHM OPraHH) TpH MAIMCHTH, NOMYYaBallH XHHOTIOHH U (PyOPOXHHOJIOHH, HE3ABMCHMO OT
TAXHATA BB3PacT H BEUE CHIICCTBYBALLKTE PHCKOBH (akTopi. Mokcudaokcanun tpabpa Ja ce crpe
He3a0aBHO NpH TBPBHTE NPH3HALIA WM CHMITTOMY Ha BCAKA CEPHO3HA HEXKEJIAHA PeaKilus KATO
narueHTHTe TpAOBA [a ce MOCHBETRAT A CE CBBLPIKAT ¢ TEXHHUA JIeKap, NPEANHCaAN TeKapcTBOTO, 34
CBBET.

HepydepHa HeBPONATHI P

Crofwaga ce 3a Cllydad Ha CeH30pHA WIH CCH30MOTOPHA ITOTHHEBPONATHA, BOJEIIHN JI0
XMITOECTE3HS, AH3ECTE3N WIH c1abocT MPH NAaLMeHTy, IIPUeMalli XHHONOHH H Qiyopg
MMaueHTHTe, KOUTO NpHEMAT MOKCH(pIoKcalmy, Tpabea 1a Gb/laT NOCHBETBAHM N
JieKap, npeaud Ja MpoILIkaT eUeHHETO, aKO Ce MOABAT CHMIITTOMH HA HEBPOIIATHA, |
ycelllaHe 34 napeHe, MpaRyYkaHe, H3TpBIIBaHe MITH ciabocT, 3a JIa ¢& IIPEJOTBPaTH P
TIOTEHLMAIIHO HeOOpaTHMO 3abonaBane (Bk. Touka 4.8).



ITcHXHYHA peakiun

B13M0oKHA € MoABa HA NICUXMYHE PEaKLMY JIOPH CTIe]] TEPBOTO MPUIIOKEHHE Ha XHHOJIOHH,
BKJTFOUHTEITHO MOKCH(pIOKCALMH. B MHOTO pejiky ciiyuan fenpecus WK NCHXOTHYHY PEaKLHH Morat
Ja TIPOTPECHPAT 10 CaMOyOUHCTBEHH MUCITH HITH CAMOHAPAHABALLO NOBE/ICHHE, KATO OMUTH 32
camoyGuiicTBO (Bxk. TOuka 4.8). B cywaii ve manuMeHTHT pazBHe TAKHBA PEAKLIHH JICUEHHETO C
MokcH(IOKCaliH Tpi0Ba fa Ce IPeKpaTH | Ja Ce B3eMaT MOAXOAANIM MEPKA. IIpenoprunTeHO e
MOKCHGOIOKCAIIHH JIa C€ W3ON3Ba C BHUMaHHE NPH MCHXOTHYHY MalHeHTH HITH TIPH NALlHeHTH C
aHaMHe3a 3a NICHXMYHM 3a00IIBaHHA.

Juapus cBpp3aHa ¢ aHTHOUOTHK, BKJ1. KOIUT

Uma cro6IeHHs 3a CBbp3ana ¢ aHTHOHOTHKa quapHs (AAD) 1 cebp3aH ¢ aHTHOMOTHKA KonHT (AAC),
BIUTIOUMTEITHO ICeBIOMEMOPAHO3EH KOUT U cBbp3aHa ¢ Clostridium difficile nuapus, npu
H3AOI3B4HETO Ha WMPOKO-CMEKTHPHH AHTHOHOTHIM, BKITIOYHTEITHO MOKCH(IIOKCALMH, KOHTO MOTAT
Od BApHpAar 110 TEXKECT OT JIEKa IHApHIg o (paTaﬂeH KOIMHT. ETO 3al0 € BAXKHO 14 CC WMa NpeaABH Ta3H
JIHATHO34 TIPH MAMEHTH, KOHTO MMAT TeXKa AMapHs IO BpeMe WK cTiefl M3MON3BaHeTO Ha
MOKcHGMOKCAUHH. AKO ce TIONO3HPa HITH IOTBLPAY CBbP3aHa ¢ AHTHOHOTHKA HAPHS HIIH CEHP3aH C
AHTHOHOTHKA KOIHT TpHGBa Ja ¢e MPEKPATH MPOBCKIAHOTO B MOMEHTA JICYCHHE C aHTHﬁaKI‘epHaJ]HH
CPECTRE, BIUTIOUHTETHO MOKCHGIIOKCALMH, M He3abaBHO fia ce MPEeANpPHEMAT aJIcKBaTHH
TepaneBTHUHN MePKH. JIONBIHHTEIHO TPAOBa Ja OBIAT IpeLnpHeTH NOAXOIAIIK MEPKH 32 KOHTPON
Ha WH(EKLHMATA, 33 Ja Ce HAMAJIM PHCKA OT npejasanero if. JlekapeTpa, KOMTO MOTHCKAT
NEPHUCTANITHRATA, Ca MPOTHBOIIOKA3AHH ITPH NAIHEHTH, KOHTO HMAT TEHKA AHAPHA.

IlariMeHTH ¢ MUACTEHHS I'PABKC
MOKCH(PHOKG&UHH TpSIGBa Ja C€ M3MNon3ea ¢ MNOBHIICHO BHHMAaHHE NMPH NALHEHTH ¢ MHACTCHHA
FpaeBMC, IOHEKE MOXKE a 3aCHNIH CHMIITOMUWTE HM.

TeHAMHHAT U pa3KECRAHE HA CYXOXKHIIHE

TeHaMHHT K pa3KbCBaHE HA CYXOXKHITHE (O-CIICLMAIHO aXHICCORO CYXOKHIME, Ho Oe3 na ce
OI'paHHYABA CAMO 10 HEro), MOHAKOra ABYCTPAHHO, MOXe Jia ce TIONYHH Ole B paMKHTe Ha 48 gaca ot
34r04YBaHE HA JICHYEHHETO ¢ XHMHOJIOHH K q)ﬂyOpOXHHOJIOHH KaTo HMa C'LOGHIBHHH 34 TAaKHBA, PA3BHJIH
€€ JOPH J0 HAKOJIKO Mecela cIe/ NPeKpaTapaHe Ha JISUeHHeTo. PHCKBT OT TEHIMHHT H PA3KbCBaHE Ha
CYXOMKHAHE CC MOBMIIABA [IPH 110-BB3PACTHH MAIHEHTH, TIAIMEHTH ¢ OpOPEUHO YEpeKIaHe, MalHeHTH
€ TpaHCTITAHTHPAaH COMHACH OpraH B TaKKBa, JICKYBaHH ChIIbTCTBALLO C KOPTHKOCTCPOHAH. [lo Tasu
NpHYMHA CHIBTCTBAINATA yrioTpeba Ha KOpTHKocTeporau Tpadsa aa ce walarea.

T1px nbpBHs NPH3HAK HA TEHAHHHUT (Hanp. GOIe3HeHO NO4YBaHE, BB3TATCHHE) TEUYSHHETO C
MokcH(IOKcalyH TpAOBA [ia ¢¢ TIPCKPATH M 14 ¢e OOMMUC/IH aNTEPHATHRHO NeveHHe. 3acerHaTuaT(Te)
kpaiiHuk(iM) TpaGBa na OBae(aT) NeKyBaH(W) 10 MoAX0/AMI HaynH (Hanp. obesasibkeane). He Tpadpa
Jia C€ M3MOI3BAT KOPTHKOCTEPOH/IH, 2KO CE TIOSBAT MPH3HALK HA TCHAWHOMNATHS,

AHEB[!HSM& H BTHCEKAlWA HAa a0PTaTa H POl !QI‘HT&QHH/HGEOCT&TBLIHOCT Ha CBEPACYHHTE KA
EHHI[GMHOJ'[OFH'-[HHTG OPOYYRAHHA MMOKA3BAT NOBHMLICH PHUCK OT aHEBPH3MA H JHCEKAIIHA Ha aopTarta,

0coDeHO [PH NalMEHTH B CTAapuecka BH3PacT, KAKTO M OT perypruTallus Ha aOpTHATA M MHTPAIHATA
K1ana ciaed nprem na guyopoxuHonosH. ChoOIIeHH ca cyday Ha aHeBpM3MAa M AHCEKaLUs Ha
A0PTATA, MIOHAKOTA YCIIOKHEHH [IOPAH Pa3Khesase (BKIIOYHTENHO ¢ JIETANEH H3X01) H
perypruTaums/Hea0CTaTbYHOCT HA HAKOH OT ChP/ISUHHTE KITAITH NpH NalHEHTH, [IPHEMALnK
dbayopoxuHonoHy (Bx. Touka 4.8).

3aroBa uyOpOXHHOIOHHTE TPAOBA Jla ce M3MOT3BAT CaMO CJIe/l BHUMATEITHA OLEHKA Ha
CHOTHOIIEHHETO TION3a/PHCK W CITEN PasrIeJaHe Ha APYT TePANCBTUUHU BE3MOMKHOCTH
MAaLKEHTH C NOJIOKKUTEHA (paMHIIHA aHAMHE3a 33 AHEBPH3MA WITH BPOacHO 3a00NsBaHe H

daxTopu wH 3ab0aBaHus, IPEAPA3NONATaIH
- KAaKTO 3a aHeBPH3Ma, TaKa H 32 JMCEKALIMS Ha a0PTATa M 3a PerypruTanus/Hep ogr

.,.



unu curgpom Ha Ehlers-Danlos, chaapom na Turner, Gonect na Behcet, xunepronnus,
PEBMATOM/IEH APTPHT WIIH AOMBITHHATENHO

- [pY aHEBpH3Ma H AMCEKALHMA Ha a0pTaTa (Hamp. ChAOBH HapYLIEHHA, HAIp. apTePHHT HA
Takayasu, TMraHTOKNIETBHYEH APTEPHHT, MM M3BECTHA ATCPOCKIICPO3a MIIH CHHAPOM Ha
Sjogren}, MM JAONBIHUTETHO

- IIPH PerypruTauua/HEAOCTATHYHOCT HA ChpJIeUHUTE KIAMH (Hanp, HHOEKIHO3eH
CHAOKAPANT).

PuckeT OoT aHEBPH3IMA K JHCEKAlUd Ha aopTaTa M TAXHOTO pa3KbCBaHE MOXKE CBIHO Aa ¢ NOBHIIH NIPH
MNALUHeHTH, JICKYBAHH €AHOBPEMEHHO CbC CHCTCMHH KOPTHKOCTEPOH/IH.

B cny4aii Ha Baesanna Golka B KOpeMa, MphAHHAA KOLI K rbpba nauneHTure Tpadsa na 6viaar
MOCHLBCTBAHK A3 C& KOHCYITHPAT He3abaBHo © Nekap B CIielHO OTACACHHAE.

[MauueHTHTE TPAOBA 1a OBAAT NOCHBETBAHM Jd IOTHPCAT He3a0aBHO MEAHIKHCKA IIOMOLI B CTYYaH Ha
OCTpa AMCIHEA, TI0SBA Ha ChpUeOHeHe (MaTMTATALIHHA) HNK Pa3BUTHE Ha OTOK HA KOPEMA WIIH JIO/THHTE
KpaHHHLIH.

IanuenTy ¢ 6pOpeuHo HapyIlieHHE
[MauueHTH B CTapuccka BE2pacT ¢ OLOpeunn Hapymens TpaOpa Aa MINONIBAT MOKCH(IOKCALKH

BHHMATEJTHO, KO HE MOTAT Ja NOAABRPIKAT aASKBATCH [IPHEM Ha TCUHOCTH, 3all0TO AexuaparanHiara
MOXKE J1a [IOBHINH PHCKA OT 6'56peqHa HeoOoCTATBYHOCT.

3pMTENHH HAPYINCHMA
[IpH nosBa Ha yBpeXIaHe Ha 3PEHUETC WK KAKBUTO M a e edleKTH BEpXY O4HTe, He3a0asHo TpaGsa
AA ce NOTHPCH KOHCynTaums ¢ odranmonor (2. Touka 4.7 w 4.8).

HucrnuxeMus

KakTo npH BcHUKH (pyopoXHHOI0HH, HMa ChoOLICHHS 32 HAPYIUEHHS B HHBATa HA KPBBHATA 3aXap,
BKJTIOUBALLM KAKTO XHIIOIIMKEMHS, TAKa W XUIepriinkeMus (B, Touka 4.8). [Ipu naiyeHTH Ha
JleueHHe ¢ MOKCH(JIOKCAIIHH, THCTITHKEMHS BE3HHKBA NPEAHMHO TIPH BH3PacTHH JUabeTHIH, Ha
KOWTO CE MPUNara CEITRTCTEALIA TEPanid ¢ NEPOPaTHM XUNOTAUKEMUYHH CPencTaa (Hanpumep
cyncoHmIypes) LAH ¢ HHCYJIHH. Cbo0laBaly ca clydal Ha XHIIOTJTHKeMHYHa KoMa. | ipenopruBa ce
BHEMATETHO TIPOCTICAABAHE HA TIIIOKO3aTa B KPBLBTA [IPH MALHEHTH ¢ AHaberT.

IpeBenuns Ha (GOTOYYBCTBUTEIIHHM DEAKLIMM

Joka3aHo e, 4e XUHOIOHUTE NPEeIU3BUKBAT NOABA HA GOTOUYBCTBUTEIHH peakiiHi NPH NALMEHTH,
[Tpoyusanns odave ¢a AOKa3any, Ye MOKCH(AOKCALIHH Ce XapaKTePHIMPa ¢ TI0-MATEK PUCK OT
HHAYLUHPAHETO Ha (JOTOUYBCTBHTETHY peakUMH. Brrpekn ToBa, mauenTuTe TpAOBa ga Obaart
¢hBeTBaHH Ja W30ArBaT KaKTO ¥YB mbuM, Taka M NPOIBIDKATENHO H3JIaraHe /Uit CHITHa CThHYCBa
CBETJTHHA 10 BPEeMe Ha JieYeHHEe ¢ MOKCH(IOKCALIHH.

na[!HeHTI/l [+] FJ'I}OKO30—6-!|!DC¢3T AEXHAPOTrEHA3ICH ge@nguT

Maupernry ¢ GaMuUIHA AHAMHE3A WK ¢ HATHIeH roko30-§-hocdar texunporenazet aeuumr ca
Npeapa3oNoKeHH KbM MOABA HA XEMOJIWTHYHH PeaKkLuy IpH Tepanus ¢ XuHoaoHH, CnenosarelHo,
MOKCH(WIOKCAIIHH TpaOBa 1a ce H3NION3Ba BHHMATEIHO MPH TE3H NallHEeHTH,

HagI/IGHTH ¢ TAa30Ba BE3IMAJIKTEIHA HonecT
[Tpy nalMeHTH ¢ YCIOKHEHa Ta20BA RE3INANMTENHA Gonect (Hanp. CBbp2aHa ¢ Ty00o-0BapHancH uiu
Tazo0B abclee), 3a KOHTO € HEOGXOAHMO HHTPABEHO3HO JleueHue, nevenueTo ¢ Asenokc 400 mg.
(GUAMHUpaHH TaBIeTKH He € NPENOPBYMHTENHO. -
TazoBa BL3ManuTenHa GoJIeCT MOXKeE J1a € NIPUIHHEHA OT (TyOPOXHHOIOH Pe3HCTEHT
gonorrhoeae. Crie[OBATeNTHO B TE3H CNyUaH MOKCH{pIOKcaUMH TpAOBa a ce npHaa
€THOBPEMEHHO C APYT MOAXOAALL AHTHOHOTHK (Harp. Ne(hanocnopui) OCBEH 4KOo




TanpeHTH Che CneNMaaHy YCIOoKHeHH HHGEKIMHM HA KOKATA H KOIKHHTE CTPYKTYPH
Knunnyyara eMKaCHOCT HAa HHTPaBeHO3eH MOKCHGIIOKCALMH TIPH JICUCHHE HA TEXKH MHACKIHH
BCJIEZICTBHE Ha U3rapanud, GacuuuTH H MHPEKIIHN Ha THabeTHO CTRIAN0 ¢ OCTEOMHEIHT He €
YCTAHOBEHA.

BaaumopeiicTrHe ¢ OHOTOrHYHH TECTORE

JleueHHETO ¢ MOKCH(IIOKCAITHE MOXKE [a MOBITHAE HA M3CNeBAHE C KYATYpa, ChIpKaa
Mycobacterium spp. karo IOTHCHE OAaKTCPUATHHS PACTEX U AOBe/e 10 (aNLMBO OTPHHATEHH
pe3y/aTaTH B po0H, B3e€TH OT NALMEHTH, MOTYYARAIH B MOMEHTA MOKCH(ITOKCALIMH.

Mammentd ¢ MRSA (Methicillin-resistant Staphylococcus aureus) HHpeKIHH

MokcudOKCAUHH He € MoKasaH 3a nedenne Ha MRSA uudeKkIHU (METUUMIMH PEIMCTERTHE
ctadunokokyc aypeyc). B ciyuall Ha npexnonaraeMa 1M yCTaHOBEHa HH(EKUMA, NPUYUHEHE OT
MRSA, Tpa6ra aa ce 3amouHe JEUeHHE ¢ NOAXOAAN aHTHOHOTHK (BK. To4Ka 5.1).

leasaTpryuna nony1aums
Iopany HesKeNaHUTE PeaKLMH BhPXY XPyULsiia IIPH MIaaH KHBOTHH (B3K. Touka 5.3) ynotpebara Ha
MOKCHGNOKCAMH NPy feud W noapacteaiy < 18 roguuy e npoTreonokasana (BK. Touka 4.3).

Hudopmalys 3a HOMOWIHKWTE BELIECTRA
[laupeHTH ¢ peaKy BpoAeHH MPOGIeMK Ha ranakTO3HA HEMOHOCKMOCT, TOTACH JIAKTO3eH Ac(HLUHT
HIH [II0X030-TAakTo3Ha Manabcopduus He TpAOBa Aa MPHEMAT TOBA JIEKAPCTRO.

ToBa NIEKAPCTEO ChABPKA NO-MaNko oT 1 mmol Hatpuii (23 mg) Ha uiMHpana TabneTka, T.e. MOXKe
Ja ce KaXe, Ye [PAKTHYECKH HE ChALPKA HATPHI.

4.5 BzauMopeiicTBme ¢ APYTH JieKapCcTBEHH MPOAYKTH H APYTrH (JopMH HA B3aHMoJeACTBHE

B3aumMone#cTBHE ¢ NeKapcTBEHH NPONYKTH
He moxe na Gwbae wm3akiIfodeH aguTHBeH ©(peKT BbpXy yAbDKapaHero Ha QT uHTepBana Ha

MOKCH(IOKCALIHH W APYId JIEKAPCTBEHH MPOLYKTH, KOUTO Morar Ja yawbiokaT QTc wurepsana. Tosu

edeKT MOXKE 14 NOBMIIK PHCKA OT KaMepHH apHTMHM, BKITIOUMTENHO torsade de pointes. Ilopaau ToBa

€ MPOTHROTIOKA3aHO €IHOBPEMEHHOTO [pUNaraHe Ha MOKCH(IOKCAUMH C HAKOE OT ClIeJHHTE

sekapcTea (B, cbuio Touka 4.3):

- AHTHAPMTMHYHH JIEKAPCTBA OT Kiac 1A (Hanp. XMHHIMH, XHIPOXHHHAMN, AH30NHPAMKI)

- aHTHApUTMHYHH Nekapersa ot kiac [l (nanp. amuoaapoH, cotanon, nodeTuug, uoyTUIH)

- AHTHICUXOTHUM {Hanp. (eHOTHAZMHH, HUMO3H], CEPTHHION, XaNoNepHao, CYITONPHI)

- TPUIHKJIHYHH AHTHASTIPECAHTH

- ONpeaesieHH AHTHMHKpOOHH CpeacTBa (CaKBMHABHD, crapiOKCallMH, €pHTpoMHIMH IV,
[ICHTAMH/THH, MPOTHROMANAPHIAHE CIEIIHATTHO XanohaHTPHH)

- HAKOM AHTHXWCTAMHHOBH poykTy (TepdeHaaus, acTeMH30N, MH30IACTHH)

- npyrH (u3anpuy, BUHKaMKH [V, Genpuamn, nudeManu).

MoxkcudmokcanyH Tpabea & ce M3MON3Ba ¢ [OBHMLIEHO BHHMAHHE TIPH MAllHEHTH, NOpHEMalll
JIEKapcTBa, KOUTO MOTAT Za OHMDKAT HUBATA HA KajaHi (Hanp. OPEMKOBH QHYPETHIM W JHYPETHLH OT
THA3MIEH THI, JAKCATHBH M KIH3MHM [BMCOKH [03M], KOPTHKOCTepouH, amborepuinH B) wumu
NIEKAapCTBA, CBLP3AHM C KIIMHWYMHO 3HauMMa Opaiukapaua.

Mexcy mpueMa Ha OPOLYKTH, CHABDKALUM OHBANEHTHH WIH TPHBATEHTHH KATHOHH (
NPOAYKTH, ChABPKAIUM MArHE3HH WNH anyMHHME; TaDneTKH THIAHO3ZHH, cylcpa_mba
ChABDIKAIIH JKEIA30 M UMHK) M MpHEMA HA MOKcH(mokcaumH TpAbBa Ja HMa HHT
daca.




EAHOBpeMEHHOTO IPUICKEHHE HA AKTHBEH BRIVICH ¢ mepopanda no3a or 400 mg mokcudnokcanut
BOJM O M3pa3€HO NOTHCKaHe Ha aGcopOumaTa Ha IeKapeTBOTO H PeAyLMPaHa CHCTEMHA HAMHYHOCT
Ha nexapcTreoto ¢ noseve oT 80%. Crnenoparenno, caHOBPEeMEHHOTO H3IMON3BAHE HA TC3H JBE
JIEKapCTBa He Ce MpenopbuBa (OCBEH B CIYUAMTE Ha Mpefo3HpaHe, BiK. Touka 4.9).

Cnen nMoBTOPHO A03UpaHe MPH 3APaBH J06POBOILH, MOKCH(IIOKCALIHH NMOBHIIABA Cinax HA TUTOKCHH C
okono 30% 6ez ma nosmusea AUC wiu trough level. He ca neoOXoaMMHM npeanasHy MEpKH (pH
H3MNON3BAHCTO HA JHIOKCHH.

B upoyuBaHus, npoBedeHHd mnpd OHaGeTHUM JOOPOBOMLM, €IHOBPEMEHHOTO NPHIMKEHHE HA
nepopalien MOKcHNokcaumd ¥ rubeHKIaMua Boau 1O HamaneHHe ¢ mpuOmusurenHo 21% ma
NUKOBATA MJa3MeHa KOHUEHTpalmd Ha riambenxnamuy, KomOuHaumara uHa rMOeHKIAMHL 4
MOKCH(IOKCALIMH MOXE TEOpPeTHYHO [a OoBede 0 JeKa W npexojHa xunepriukemus. Obave
nabmoaaBaHUTe NIPOMEHH BBHE (DAPMAKOKHHETHKATa Ha riubeHKNAMHO HE BOIST A0 NMPOMEHH BLB
dapMakoOAHHAMHYHH TIapamMeTpd (HHBO Ha KpLEHaTa 3axap, MHCynmHH). CnenoeareiHo, He €
HAOMIOAABAHO KIIMHHYHO 3HAUHMO B3aMMOJIEHCTBHE MEXTY ITUOEHIIIAMAL H MOKCH(IOKCAIIHH.

fIpomenu na INR

Jloknaaeauu ca ronaM Opoi ciyuad Ha MOBMIL2BAHE HA MEPOPAIHATA AHTHKOAryJaHTHA aKTHBHOCT
NPy MALMCHTH, [O/1y4YaBalld AHTHOAKTEPHATHH areHTH, 0cobeHO (NYOPOXUHOIOHH, MAKpPOIHIH,
TETPALMKIIMHY, KOTPHMOKCA30]1 M HAKOHM [edanocropusd. MakTopUTe, CBEP3aEM ¢ MHAEKUMATA U
BH3NATATEIHHA TIPOLEC, Bbh3pacTra W ODIIOTO CHCTOSHHE HA MAlMEHTa Ca ONpEIENslH PHCKOBH
dakropu. Ilpu Tezn obcrosaTencTsa € TPYAHO Aa ce TpEHEHH JAIH HHPEKLMATA HIM JIEUYSHHETO
npuuvHgBaT Hapywenus B INR (international normalized ratio). [IpeanasHa Mapka € TO-4eCTOTO
mouuTopupane Ha INR. Axo e HeoOXOMHMO, NO3MpPORKATA Ha aHTHKoaryiaanra Tpabea nma Gene
ChOTBETHO KOPUIHpaHa.

HPH KIHHUYHHM H3NHATBaZBEHA HEe <a YCTAHOECHH BBRHMO,E[SI:’ICTBHH cnen SOHOBPEMEHCH NpHEM Ha
MOKCH(JIOKCAIWH C: PaHMTHIKH, NpobeHeuun, MEpOpaiHH KOHTPALENTHBH, KaNl[MeBH N00aBKH,
NAPEHTEPATTHO TIPHIOAKEH MOPHHH, TEODMITHH, HHUKTOCTIOPHH HAH HTPAKOHA30I,

In vitro uscneIBaHua ¢ 4OBEIKH eH3MMH P-450 noTRbpKaaBaT Te3H AaHHU. CIIOpe[ TE3U PE3YNITATH €
MAJIKO BEPOATHO HANMUME na meTalonuTHO B3anMoneiicTere iocpencTeoM P-450 ensumure.

BzauMoaedcTBHE ¢ XpaHa
He e ycTaHOBEHA KITHHHYMHO 3HAYHMO B3aHMOJESHCTRHE NTPH €THOBPEMEHHHA IIPHEM Ha
MOKCH(IOKCAIIHH W XpaHa.

4,6 ®epruianTeT, OpeMEHHOCT A KhpMeHe

bpemenHocT
Be3onacHocTTa Ha MOKCH(IOKCALMH [0 BpeMe Ha OpeMeHHOCT IIpH X0pa He € OLeHABaHA.

[IpoyuBaHUATA NPH JKHBOTHH NOKA3BAT PENPOYKTHBHA TOKCHUHOCT (BXK. Touka 5.3). [loTeHumamHuaT
PHUCK TIPH XOpa He ¢ H3BecTeH, [Topaiy eKCNEepHMEHTATHHS PHCK OT YBPEK/AHe OT (ITyOPOXHHOIOHH
Ha XpYLIaia Ha HOCEIIUTE CTABH NPH HE3PCIH KHBOTHH U OGPaTHMH CTaBHH TPaBMH, OITHCAHH IIPH
fela, MPHeMAaIIH HAKOH (IyOpOXHHOTIOHH, MOKCH(IOKCAIIMH He TpA0Ba Ja ce H3IO0/I3Ba [IPH
6pemennu xenn (BK. Tovka 4.3).

Kepmene e
HsMa HANHYHH TaHHH 38 XEeHH ¢ JTaKTalud 1 KbpMadkd. [IpeAknHHHYHHTE AaHHH MTOK
KOJTHUECTBA MOKCH{MIOKCAIIHH e CEKPETHPAT B MiskoTo. [lopanu nuncaTa Ha JaHHH
NOpPajii eKCICPUMEHTANHHUA PUCK OT YBpexKIaHe 0T (IIyOpOXHMHOJIOHH HA XPyliana
CTABM MPH HE3PeNH SKHBOTHH, KbPMEHETO € MPOTHBONOKA3AaHO T10 BPpEMe Ha JIeYeHH
Mokcudnokcauus (8x. Touka 4.3).




DepranuTeT

ITpoyuBanHs [IpH XKHBOTHH HE TIOKA3BAT YEpexKIaHe Ha depTiiInTeTa (Bik. Touka 5.3).

4.7 EdexTn BbpXy cnocofHocTTa 32 MOopHPaHe H pa0oTa ¢ MAMKHE

He ca mpomeaeHM IpoyuBaHHs BBpXY cexkTuTe Ha MOKCH(IOKCALHH BBPXY CHMOCODOHOCTTa 3a
wotupane U paboTa ¢ MalIMHH.
O6aue hryopOXUHONOHUTE, BETFOUHTEIHO MOKCHGIOKCAIWH, MOTAT Aa IOBSAAT 0 yBpekaane
CIOCOOHOCTTA HA MAlMEHTHTE Ja ogUpaT WIH 12 paboTAT ¢ MALLIHHH TIOPaJH Peaki(Hy OT CTpaHa Ha
LHC (nanp. 3amaiisane; octpa, npexogHa 3aryba Ha apeHHe, BiK. Touka 4.8) win octpa 1
KpaTkoTpalina 3aryba Ha ce3HaHHe (CHHKOT, BX. Toyka 4.8). [Tanwentute 61 cnenpano aa Gnaar
CHBETRAHH Jla [IPOBEPAT KaK PEArHpaT HA MOKCH{(UIOKCALIMH IIPEH Ja mobupat uax paboTar ¢

MalaHHH.

4.8 Hexenand JeKapcTBeHH peaKIHH

Hexxenanu peaxuys, HabIIOAABAHA NIPH KITHHWIHE H3[HTRAHAA M NIONYYEHH OT NOCTMAPKETHHIOBH
cwobinenns ¢ mokcupaokcauud 400 mg (npuiarad NepopaIHo U KaTo NOCJIERAIA TEPAMH),
TPYTIHPAHHK N0 YeCTOTA:

QcBeH rafieHeTo ¥ AMapHATa, BCHUKH HEXKEIIAHH PeakLuuy ca HabnioJaepaHu ¢ dectota noj 3%.

IIpy BCAKO TPYMHpAHE B 3aBHCHMOCT OT YECTOTATA, HEKENANNTE NEKapCTBEHK PeaklliH ce H30poaBaT
B HU2XO/IAUL PeJI 1O OTHOLIEHHE HA TAXHATA CePHO3HOCT. UeCTOTHTE Ca ONpeaeneHH KaTo:

- yeetu (> 1/100 mo < 1/10),
- Heuectn (> 1/1 000 no < 1/100),
- peaku (= 1/10 000 zo < 1/1 0600),
- MHoOro peakd (< 1/10 000),
- ¢ HEH3BECTHA YecToTa (OT HATMUHKTE JaHHH He Moxke Aa ObIe HanpaBeHa OlleHKa).

BpeMe / IOBHUIEH
INR

C
Cucrtema Opran YectH Heuectn Peaxn MHOTO peakn  |HeH3IBeCTHa
Kinac (MedDRA) 9ecTOTA
Huderuun n CyneprHteKuuy|
HAadecTann C PE3HCTEHTHH
GakTepHH HIH
rs0OM, Hamp.
nepopanHa u
BarHHaIHA
KAHIHA034
Hapymennn Ha AHeMmusd ITopuiieHo HUBO Ha
KPBEBHATa H JleBkoneHunA(u) npoTpOMOHH /
JamfHaTA HeyTtponenus ro”wkeH INR
CHCTEMA TpomBonuToneHns ArpaHynouuTo3a
TpoMmOoLnTeMus [TaHUHTONEHUS
KpeeHa
eozunoqunns
Y ABIDKEHO
npoTpoMOHHOBO




C

Cuerema Opran YeeTn HeueeTn Penxu Muoro peaks  |HeM3BeCTHA
Knac (MedDRA) YECTOTA
Hapyuienust Ha Anepriuna peakuns] Adadunakcus BKIL.
HMYHHATA (Bk. Touka 4.4) MHOIrO pPAIKO
CHCTEMA HKUBOTO3ACTPALIABALLY
ok (B, Touka 4.4)
AltepruyeH oToK /
aHTHOeIEM {BKIL OTOK
Ha JIaPHHKCA,
[OTEHUHATHO
WHMBOTO3aCTpALLABALL,
Bk, Touka 4.4)
Hapymenns Ha CuHApoM Ha
eH/OKPHHHATA HeageKBaTHA
CHCTEMA CEKpPEIHA Ha
AHTHAHYPETHHHHS
xopmoH (SIADH)
Hapymenus Ha Xunepmunugemus | XunepriukeMus XunornuxeMus
meTaboau3Ma u XunepypHKeMua XHnormuKeMHiHa
XPAHEHETO KOMa
Menxuunn TpepoxHY peakuny | EMoUMOHATHA JlenepcoHanusauns
HAPYIICHAA * IMcuxomoTopHa NabuNHOCT TICHXUYHH peaKiHH
XufepakTHBHOCT / | Henpecus (B MHOTO {TIOTERLMANHO
Bb30YyIa PEIKY ClyYau KYIMUHUPAILY B
NOTEHUHATHO CAMOHAPAHABAILO
KyJAMHHHUpAILA B TIOBe/IeHHe, KATO
CAMOHAPAHABALID CYHLHIHH
NoBCACHHE, KATO HaMepeHHA/MHCIH
CYMLIUIHE MMM OIUTH 34
HAMEPEHUA/MHUCIH UIH | caMoyOuiicTBO BiK.
OTIUTH 32 Touka 4.4)
camoybuiicTeo BK.
Touka 4.4)
XanonuHaluHu
JenHpHyM
Hapywennsa na | I'masoGonue Map- ¥ fuzecTe3us | XUNOeCTe3Hs Xunepecresus
HepBHATA 3amMaiirane Hapy1eH Bkyc HapyuweHo oboHsHEE
cHcTeMa® {BKJI. B MHOTO (BKII. aHOCMHSA)

pedKH clydan
areysus)
OOBpKBAHE H
Je30pUEHTALISA
HapyuieHus ra
CHHA (IpegMMHO
6e3cpHAE)
Tpemop
CBETORBPTEK
CLHINUBOCT

AGHOPMHM CHHHIIA
Hapywena
koopouHauua (BK.
HapyLIeHa I0X0JKa,
ocobeno nopanu
3aMaiBane HIH
CBRETOBEPTEXK)
'ppoBe, Bl grand
mal KOHBYJICHH (BA.
Toyka 4.4)

HapyuieHo BHHMaHHe

Hapy1iueH rosop
AMHE3HS
Tepudepna
HEBpOIATHA H
NOMMHEBPONATHA




C

Cuerema Opran Yectn HeuecTn Peaxcu Muoro pejkd  |HEH3BECTHA
Knac (MedDRA) YECTOTA
Hapywenns na Buzyansu doTtodobus Kparkotpalina
o4HTE* CMYUIEHHA BKIL, 3ary0a Ha 3peHHe
JUNJIONUA 4 (ocobeno npH
3AMBIJIEHO 3PEHUE peakilii oT cTpaHa
(ocobeno npu Ha ITHC, Bxk. TO4UKA
peakI¥M OT cTpaHa 44u4d.7)
Ha LIHC, Bx. Touxa YBeuT i
4.4) IBYCTpaHHa OCTpa
TPaHCHNFOMHHALIHA
Ha Hpuca (B
Touka 4.4)
HapyaoieHus Ha Ulym B ymmTe
YXO0TO H HapymeHnue Ha ciyxa
Ja6HpHHTa* BKJL. FIYX0Ta
{OBUKHOBEHO
oOpaTHMa)
Crpaeunn Yiawmkasade Ha | Yobmxasade va QT| Kavepan TaxnapurMun| HeonpengnieHu
HAPYHIEHHA** QT npu (Bx. TOouka 4.4) CHHKkon (T.e. OCTpo ApUTMHH
MALHEHTH C© HNannuranuy HACTBIOWNA H Torsade de Pointes
XumoxanieMus | Taxukapaus KpaTkoTpaiina saryba | (Bx. Touka 4.4)
(Bx. Toura 4.3 W | TlpencepnHo Ha Ch3HaHHUE) Cobpaeued apect
4.4) MBIKIACHE (px. Touka 4.4)
CreHokapaus
CovaoBH Bazoaunaraumsa XHUNepToHHA Backynut
HApYIIeHHs* * XHNOTOHHSA
PecniupaTopun, 3amyx
rpLAHH H {BKIIOUHTEITHO
MEIHACTAHATHH ACTMATHYHH
HapyLWIEHHUHA CBCTOAHMA)
Cromauino- lanene Hamanenu anerur v| Jlucharns
YpEeBHH TloBpeLUaHe [IPUEM HA XpaHa CroMaTht
HAPYIIEHUS CromalliHo- 3anex Cebp3aH ¢
4peBHA M Jucnerncus AHTHOHOTHLH KONMT
kopeMHa 6onka | [Toaysane Ha (BRI,
Hwapus KopeMa ncesfoMeMOpanoseH
lactput KONWT, B MHOTO penkH
MopuineHa aMunaza; caydaH CBbP3aH
HUBOTO3ACTPALIABALIH
YCIAMKHEHH], BX.
Touka 4.4)
Xenatobuanapux | [lopumenn YepHoapobHO Aenrenuna OyIMUHAHTEH
HAPYILIEHHS TpaHCAMHHA3H | YRPEXIAHEC (BRI XenatuT (MpeIuMHO XCIaTUT
noeuuieHa LDH) XONecTaTHyeH) MEOTEHIIHANHO
[ToeuimeHn BOZeNI 10
BunupybrH JKHBOTO2acTpaliasa
[TopwuiicHa rama -tia 9epHeApoOHa
TIYTaMUI HENOCTATEIHOCT
TpaHchepasza (K. daran

TloBHIIEHHE B
KPBBTA HA anKanHa
tdochaTaza




C

Cucrema Opran YeeTH Heuectn Peaxu Mnuoro pekH  |HeHIBECTHA
Kaac (MedDRA) eCTOTa
Hapymenus Ha Cepbex ByJO3HH KOKHH Octpa
KOMKATA U Obpue PCAKIH KaTO TeHEPATH3H-
MOJKOKHATA YpTHkapus CHHZPOM Ha paHa
TBKAH Cyxa Koxa Stevens-Johnson eK3aHTeMa-
WA TOKCUMHA TO3Ha
enu/epManHa MycTYJI03a
HeKpomi3a (AGEP)
(moTenuManHo
AHUBOTO3aCTPAIABA
-1, Bk, Touka 4.4)
Hapyiuenna Ha Aprpanrus TenmiuueT (k. Touka | PaskbeBade Ha Pabmomuo-
MYCKYJIHO- Muanrus 4.4) CYXOXMIHE (BX. M3a
CKeJICTHATA MyckynHR KpaMITH TouKa 4.4)
CHCTEMA | MyckyHH CIa3Mu ApIpHT
CheIHHHTETHATA MyckynHa cnabocT MyckymHa
ThKaH* PHCHIHOCT
ObocTtpsHe
CHMITTOMATHKATA

Ha MHAcTCHHA
rpaBuc (BxK. TOYKa

4.4)
Hapymenus Ha Hexuaparanus Brdpeuno yepexaHe
GLOpeuHTE M {(Bxn. noBHiend BUN
NHKOYHHTE # KpeaTUHUH)
NETHHIA BrOpeuna
HEMOCTATBYHOCT (BXK.
Touka 4.4)
O6un Oo6mo Orok
HAPYLUEHHS K HepasnonokeHue
edrercTi HA (fpeTUMHO ACTEHHS
MfCTOTO Ha HIIH yMOpa)
IPAIOKEHHE bonezHeHn

CBCTOSHHA (BKIL.
Oouka B repoa,
bPAKTE, Ta3a U
KpaiHUIUTE)
H3snoTsaeane

*CpoblaBa ©¢ 33 MHOTO PpEAKHM CydaH Ha MPOALIDKMTCTHE (DO MECeUH MIH TOIHHH),
MHBAIHMIM3HPALLE B NOTCHUMATHO HeoOpaTHMH CepHO3HH JIEKAPCTBEHH PCAKLIHH, 3aCATAILH HAKOJIKO,
NMOHAKOra MHOI'C CHCTEMO-OPraHHH KJIACOBE€ H CETHBA (BKJ'II-O'-IHT&]'IHO peaKoMi Karo TCHAWHHT,
Pa3KBCBAaHE HA CYXOXKHITHE, ApTPanrus, 60JKa B KpaHHHIIMTE, HapYLIEHHe HA TIOXONKATa, HEBPONATHH,
CREP3aHM C TIAPeCcTe3HH, MeMpecHs, yMOpa, HapylleHHe Ha WNaMeTTa, HapylleHMAd Ha CBHA H
YBPEXIAHE Ha CilyXa, 3PEeHHETO, BKyca M 0DOHAHMETO) BBB Bpb3Ka ¢ ynoTpebara Ha XHHOJOHH H
(IYOPOXMHONIOHH, B HAKOW C/YUaH, HE3ABMCHMO OT Beue CHIUECTBYBALIWTE PHCKOBH (aKTOpPH (BXK.
TouKa 4.4).

**[1pn manueHTHTE, NpHeMainH $ITyOPOXMHONOHH, ca chOOIIEHH ClTyYad Ha aHEBPH3Ma H JMCEKaLNs

MHoro paako ce cpoGIuaBa 33 CIEAHHTE HEXETAHH PeakUMH ClIe] JIeYEHHE C JIPYT
(IIyOPOXHHONOHH, KOHTO € Bh3MOMKHO /1a Ce NOABAT U NPH JIe4eHHe C MOKCH(IOKC



BLTPEUepeIlHO HAAraHe (BIJIIOUHTENHO NCeBAOTYMOP LepeOpH), XUTiepHaTpHEMHS,
XUNEPKANLMEMUA, XCMONUTHYHA aHEMUsA, peaKiin Ha doTocencubnnmzanms (Bx. Touka 4.4),

CrobluapaHe Ha ONO3IHPAHH HEXETAHH PeaKITHI

CrofIaRaHETO HA NIOAO3HPAHH HEXKENaHH PeaKIMK CIEl paspeluaBaHe 3a yroTpeba Ha nekapCTBeHHMA
APOAYKT € BaxkHO. TORA MO3BONABA 2 MPOIBIIKH HAOMIOAEHHETO Ha CHOTHOMIEHHETO TION3a/pHCK 3a
AekapcTBeHus NpoaAykT, OT MEIHLIMHCKAUTE CIIGLIHATMCTH Ce U3MCKBA Jia cho0IIaBaT Beaka
[OA03HPaHa HeXeNaHna peakuns upes MamwIHHTenHaTa areHIHA Mo TeKapcTeara

yi. Jlamau I'pyep” Ne 8

1303 Codua

Ten.: +35 928903417

yvebeaiiT: www.bda.bg

4.9 Ilpemosnpane

Hama crerdHIHH Npeana3zHa MepKH, KOMTO Jia ce IPenophyaT clieq ciydaiHo npenosupane. B
clyuali Ha NIpeno3upaHe, clICIBa 44 ¢¢ OCHIICCTBY CHMIITOMATHYHO nevenne. Tpabra na ce
wabmonasa EKI, nopaau pE3MoxkHocTTa oT yakikaegane va QT unTepBana. EnnoBpemenHo
NPUIOKEHNE Ha aKTHBEH BbIVIeH ¢ A03a 400 mg nepopaner MOKCH(DIOKCALIHH 1IE peyIHpa
CHCTEMHATA HAIMHHOCT Ha JIEKapcTBOTO ¢ noBeve oT §0%. M3nonssaneTo Ha aKTHBEH BRITIEH PAHO TO
BpemMe Ha abcopbuuaTa MoXKe /12 € NMONe3HO 3a NPeANa3BaHe OT NPEKOMEPHO NOBHINABAHE CHCTEMHATA
eKCTIOZHLIMA Ha MOKCH(JIOKCALHH B CITYUaH HAa MEPOPATHO NPEJO3HpPaHE.

5. @®APMAKOJIOI'HYHM CBOUCTBA

51 @apmaxogunaMuyHH CBOiicTBa

DapmakoTepanesTHYHA TPYNa: XHHOIOHOBH aHTHOaKTepuantu cpeactea, guryopoxusononu, ATC
kom: JO1 MA 4.

Mexanu3pM Ha JEHCTBHE
MokcudaokcalliH NpUTexapa aKTHBHOCT /i Vifro cpetity ronam O6poii I'pam-rionoxkuTendu ¢ 1'pam-
OTPHLIATEIHH T1aTOTEHH.

BakrepuimanoTo aeficTEME Ha MOKCH(IIOKCALIME € Pe3ynTaT OT HHXHOHMpaHe Ha neeTe Tun 11
tronousomepazu (JJHK rupasa u tonouzomepasa V), HeoOxoaMMH 3a GaKTEpHATHATA PEITUKALMA,
TPaHCKPHILHA H penapanys. Harneskaa, ue C8-MeTokcH rpynara JonpyHacs 3a IIOBHIICHATA
AKTHBHOCT M MO-HUCHK OAGOP Ha PE3HCTEHTHH MYTAHTH Ha | paM-ToJoskuTe/HUTe OaKTepuy, B
cpasrenune ¢ C8-H rpynara. Hanuuwero Ha romsM GHUMKI0aMyuHeH 3aMectuten Ha C-7 no3snuHsa
npeanasea ot edexTHBeH eduiyke, CBBP3aHO C norA WK pmrA TeHM, HabMoJaBaHo TIPH OMpe/IeEHH
I'paM-nonoKUTeHN OaKTEPHH.

DapMakoAHHAMHYHK NPOYIBAHHA TTOKA3BAT, Y€ MOKCU(IOKCALMHE IPpUTEKasa OaKTepPHIHAEH ehekT,
3aBHCHM OT KOHUEHTpauuaTa, MUHHManuuTe 6akrepuumnany koHuerTpauuy (MBC) ca nono6HH Ha
MMHHMAJIHHTE HHXHOUTOPHH KoHueHTpanus (MIC).

BiusiHye BEPXY upeBHaTa ¢UIopa npH xopa
Crien mpunoxeHue Ha MOXCHGITOKCaLMH pH 200poBonLy ca HabMOAABAHH CIIETHHTE MPOMEHUE
upesHata duiopa: Escherichia coli, Bacillus spp., Enterococcus spp., 1 Klebsiella spp. ca
KakTo W aHaepobure Bacteroides vulgarus, Bifidobacterium spp., Eubacterium spp. H

Peptostreptococcus spp. Bacteroides fragilis e mosuirn 6pos cH. Te3n npoMenH ce B
HOPMASIHWTE CTONHOCTH 0 ABE CEAMMIIN.

MexaHu3bM Ha PE3HCTEHTHOCT




MexaHuzMHTE Ha PE3HCTEHTHOCT, KOMTO HHAKTHRHPAT NEHULMIHHH, 1edaa0CnOpHHH,
AMHHOIIUMKO3HOH, MAKPOJIHIHW W TCTPAUHKIIHHM HC B3aHMO,E[eﬁCTBaT c aHTHGa]{TEpHaJ'IHaTa AKTHBHOCT
Ha MokcuokcanuH. JIpyrd MEXaHH3MH HA PE3HCTEHTHOCT, KATO 3aImuTHH SapuepH (oOmu npu
Pseudomonas aeruginosa) 1 MeXanU3MUTE Ha H3IH3aHEe MOTAT 14 MOBIHAAT YyBCBHTEIHOCTTA KbM
MOKCH(WIOKCALIHH.

In vitro pe3sHCTEHTHOCT KBM MOKCH(IAKCALIHH CE Pa3BHBA MOCTENEHHO YPe3 TOYKOBY MYTAallHH B
asete M 1T Tononsomepasy, JIHK ripasa u Tonouzomepasa [V. Mokcugnokcanus ¢ cydcTpar,
KOHTO TPYAHO MpeMHHABA YpPE3 MEXAHH3IMHTE 34 aKTHBHO H3JIH3aHC ITPH l"paM-nonomeeanTe
MHKPOOPraHu3MH.

KpbcTocaHa pe3sHCTEHTHOCT € HaOmopgaBaHa ¢ ApyrdH ¢uayopoxuHomonn. (Ofave, TbH KaTo
MOKCHUIOKCaUMH HHxubupa asere rtonmomzomepazy I1 u IV ¢ momoBmna axtueHocT npm ['pam-
NONOXKHTENHUTE GakTepHH, Te3H OakTepHH MOraT fa ca Pe3UCTCHTHH KBM JIPYTH XHHOJCOHH, HO
4yBCTEHTENIHH KBM MOKCH(IOKCALHH.

I'paHHYHH cTOHHOCTH
EUCAST kauHH4HH rpaHuuHd ctoiHoctd Ha MIC W auck-audysns TecT 3a MOKCH(IOKCALHH
(01.01.2012):

MuEKpOOPrannIeM YyeeTBHTEACH Pesncrenren
Staphylococcus spp. <0,5 mgl > 1,0 mg/l

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

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

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

> 25 mm <25 mm
M. catarralis <0,5 mg/l > 0,5 mg/l

> 23 mm <23 mm
Entercbacteriaceae < 0,5 mg/l > 1,0 mg/l

> 20 mm <17 mm
['pannynn croliHocTd, HecBbp3aHd ¢ | <0,5 mg/l > 1,0 mg/1
onpencnen Bua (Non-species related
breakpoints)*
* TpanwunHu cTOMHOCTH, He-CBBpRaHM ¢ omnpeleneH sua (Non-species related
breakpoints), ca omnpenelicHM YIPSIMMHO Bb3 OCHORA Ha (PapMaKOKMHETHYHH-
Te/hapMakOIUHAMHYHE JaHHH H ¢a He3ARMCHMH OT MHHHUMANHUTE HMHXHOWpamm
KOHUEHTPALMH TPH OTAENHHTE MHKpPOOpraHusmu. Te ¢¢ M3Mon3BaT caMo TpH
BHIOBE, 32 KOWTO HAMA BHAOBO CieUH(HIHA PAHHYHA CTOHHOCT H HE CC M3MON3BAT
NpH BHIOBE, KBIETO KPHTEPHHTE 33 HHTEpNpeTHpaHe NpencToH Oa Omaar
ONpPEAENHH.

MukpoSuoIoryyHa 4yBCTBHTEIHOCT

PaznpocTpaHeHHETO Ha TPHACOHTATA PEIHCTEHTHOCT MOXKE 4 BAPUPA B PA3IMUHHUTE reorpaicku
20HH H C BpeMeTo 3a H30paHH BHAOBE, JKENATEJIHO € HANHYHE Ha JoKaJiHa HHhOopMalus 3a
PE3UCTEHTHOCTTa, 0cOBEHO KOTATO €& ICKYBAT TexkU uHbekunin. [lpu HeobxoauMocT, TpabBa na
Obe NOTHPCEH EKCTIEPTEH CHBET, KOTaTO MECTHATA PE3UCTEHTHOCT NOCTABA 110/ BLIIPOC
U3MOJI3BAHETO HA NPOAYKTA IIOHE [IPH HAKOH BHAOBE MH(EKLHH.

O0HKHOREHO YYBCTRHTETHH BHIOBE

AepobHu I'paM-DoT0KHUTETHH MHKPOOPTAHHEMH
Gardnerella vaginalis

Staphylococcus aures™ (MeTHIIMNHH-YYECTBHTEINEH )
Streptococcus agalactiae (rpyna B)




Streptococcus milleri 2pyna* (S. anginosus, S. constellatus u S. intermedius)

Streptococcus pneumoniae™®

Streptococcus pyogenes® (rpyna A)

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

Aepobuu ['paM-OTPHIATEIHE MHKPOOPTaHH3MH
Acinetobacter baumanii

Haemophilus influenzae*

Haemophilus parainfluenzae*

Legionella preumophila
MoraxellafBranhamella) catarrhalis*

AHaEpOOHH MHKDOOPTraHW3IMH
Fusobacterium spp.
Prevotella spp.

= pYTH* MEKPOOPraHHIMHK
Chiamydophila (Chlamydia) preumoniae*

Chiamydia trachomatis*
Coxiella burnettii
Mycoplasma genitalium
Mycoplasma hominis
Mycoplasma preumoniae*

Buaose, npH KOUTO NPHAOOHTATA PE3HCTEHTHOCT Moke 12 € Bpoluem

Aepobnu T paM-noIoKHTENHH MUKPOOPTaHH3MH
Enterococcus foecalis*

Enterococcus faecium*

Staphylococcus aureus (METHIIWITHH-PE3HCTEHTEH)

Aepobuu I'paM-0TpHMLIATENHH MUKPOOPIAHHIMHA
Enterobacter cloacae®

Escherichia coli*

Klebsiela oxytoca

Klebsiella pneumoniae™®

Neisseria gonorrhoeae®

Proteus mirabilis*

AnaepoOHH MHKPOOPTAHH3MH
Bacteroides fragilis*
Peptostreptococcus spp.*

HacaeacTeeHo PE3HCTCHTHH MHKPOOpPraHuIMH

AepoGuu ['paM-0TpULATENHH MHKPOOPTAHH3MH
Pseudomonas aeruginosa

* AKTHBHOCTTA € 3aJOBONHTE/HO OEMOHCTPHpAaHA TIPH YYBCTBHMTENIHH WIAMOBE B KIHHWYHH
OpoyUBRaHHUA Ha O,HOGPBHPI KITHHHYHH [TOKAa3aHHA.

# ESBL-npoM3Bex/Ialiy maMope ¢a OGHKHOBEHO Pe3HCTEHTHH KM (TyOpOXHHONOHH

" YectoTa Ha pe3dcTeHTHOCT >50% B €[Ha WIH OBEYE CTPaHH

5.2 @apmMaKOKHHETHYHH CBoiicTBA

Abcopbuns
Cliesl epoOpaTHO NpUNoxeHHe MOKcUpaokcauuH ce abcopGupa 6Bp30 U MOUTH HATTR]THO,

AbcomoTHara SHOHATMYHOCT NpeJcTaBaaBa npubansuterno 91%.

DapMaKOKHHCTHKUTE Ca NMHCHHM B anamazoHa 50 — 800 mg emHoKpaTHa qo03a | o 6
nHeBHo 3a nosede ot 10 aun. Cnen 400 mg nepopanta 103a MaKCHMAaNHHTE KOHLE




CBCTOSHME CKCIIO3ZHUMATA B PAMKHTE Ha MHTEPBANa Ha Jo3upane e npubiansurento 30% no-sHcoKa B
CpaBHEHHE CJICH TEPBATA N1034.

Pasnpenenenre
MokcHdnokcanyH ce pasnpeaend Obpao KbM eKCTPaBackKyIapHOTO NPOCTPAHCTBO; CIIeN JO3a OT

400 mg e ycranosena AUC 35 mg.b/l. ObemsT Ha pasnpegenenue (Vss) B CTALHOHAPHO CLCTOAHHE €
npubinzurenno 2 /kg. ExcnepumenTuTe ex vivo W in vifro NOKa3Bar CBbP3BAHE C MPOTEHH
npubnusuTenno 40-42%, HE3ABACHMO OT KOHUEHTPALMATA Ha IEKapCTBOTO. MOKCH(IOKCALHH ce
CBBP3Ba MNIABHO CBC CEPYMHHTE aA10YMUHH.

CnegHKTE IHKOBH KOHLUEHTPALMH (FeOMETPHYHA CTOHHOCT) €2 YCTAHOBEHH CCI NPHIOKESHHE Ha
eHOKpaTHA nmepopanHa go3a 400 mg Mokcudokcaluu:

Trxan Konnentpanua

Masacro: [L1azMa oOTHOIIEHHE
ITnaszma 3.1 mg/l -
CoHka 3,6 mg/l 0,75-1,3
MexypHa Te4HOCT 1,6' mg/l 1,7!
BpoHxHaiHa MyKo3a 5.4 mg/kg 1.7-2.1
Anpeonapuu Makpodaru 56,7 mg/kg 18,6 — 70,0
Teunoct, nokpreama enwrena | 20,7 mg/l 5-7
MakcHnapeH CHHYS 7.5 mg/kg 2,0
EtMoupaneH cuHyc 8.2 mg/kg 2,1
IMonunu B HOca 9,1 mg/kg 2,6
HurepeTunmaliia 1€49H0CT 1,02 mg/l 0,8 —1,4%3
HKeHeka nonopa cuctema® 10.2* mg/kg 1.72¢

*HHTPABEHOZHO TPHIOXKEHHE Ha eJHOKpaTHA ao3a oT 400 mg
1 - 10 h cnen npunokKeHHe

2 - HecBBp3aHA KOHIIEHTpAIlHs

3-or3hpe36hcaen noza

4 — B Kpas Ha UHQY3IUATA

Buotpanchopmals MoxkcHNIOKCALIHH e IOANokKeH Ha GuorpancdopManna dasa Ll u ce exckpernpa
upes GEOpeH U KIThUKa/ MANMPAKHEHHS KATO HEMPOMEHEHO JIEKapCTBO, KakTo H 1oA (opmara Ha
KOMIIOHEHT, Chabpian capa (M1) u kato rmokyporua (M2). M1 1 M2 ca eqMHCTBEHHTE
MeTaGOTHTH OT 3HAUCHHE MPH XOPaTta, KATO U IBaTa ¢a MUKpPOGHOIOrdyHO HEAKTHEHH.

Ipy KNMHHYHK npoy4BaHua §aza | W ir vitro MpoyuraHua He ca HabmoJapaHK METabOIHTHH
hapmakokuHETHYHH B3aMMOACHCTBHA C APYTH IEKAPCTBa, IOANOKEHH Ha DruoTpanchopmania dasa I,
M3MOJI3BAIIH LMToXpoM P-450 ensumiu. Hama naHHM 3a OKCHIATHBEEH MeTaOOJIH3bM.

EnuMuHupane
MoxkcudrokcallHH ce eNHMHHHPA OT IL1a3MaTa ¢ KpaeH eJIMMUHALMOHEH TTOJYKHBOT NPHOJIH3UTEHO

12 uaca. CpeAHHMST anapeHTEH TOTANEH TENECeH KIMPBHC cliel eAHOKpaTHa Ao3a oT 400 mg Bapupa o1
179 no 246 ml/min. be6peUHHAT KTHPBHC, Bb3IK3aly Ha 24 — 53 ml/min npeanonara gacTHyna
TyOynHa peabcopbuus Ha nexapcTsoro ot Obbpenure.

Cnex no3a ot 400 mg, BB3CTAHORABAHE B YpHHaTa (npudnusutento 19% nempoMeHeHO eKapcTBO

HENPOMEHEHO J1eKapeTBo, npubmIsuTeHo 36% 3a M1 K He ce ycraHoBasa M2), oburo
npubnuzurenno 96%,

EJHOBPEMEHHOTO NPHIOKEHHE HA MOKCHGIIOKCAIIMH ¢ pAHUTHAMH Wik npobenenmn
6LOpeUHNY KNHPEBHC HA H3XOJHOTO JIEKApCTBO.



Hayuenmu 6 cmapyecka 6b3pacm ¥ NAYUERMU € HUCKO MEAECHO Megao
[Mo-BHUCOKH MIazMeHH KOHLIEHTPALMH ca HaOmoAaBaHu [PH 3ApaBH J0OPOBOIIIIH C HHCKO TEJIECHO
TerNo (KaTo #eHH) H Npy I00POBOJILIM B CTapyecka BL3pacT.

Bvbpeuno yapesicoane

DapMaKOKMHETHYHHTE CBOHCTBA HA MOKCH(WIOKCAWH HE Ca 3HAYMTENTHO Pas/IMyHH MPH NALHEHTH ¢
6BOpeuHo YEpexaHe (BKNOUHTETHO KPEATHHHHOB KIMPBHC >20ml/min/1,73m?). Tsit kato
OBOpevdnara GYHKUMA Ce HAMaNABa, KOHUEHTpalkaATa Ha MeTabotutT M2 (roKypoHHEIT) ce NMOBHIIABA
¢ haktop 2,5 (NpH KpeaTHHHHOB KIHpBLHC <30ml/min/1,73m?)

Yepnoopobuo yepexcoane

Bb3 ocHOBa Ha hapMAKOKMHETHIHHTE IIPOYYBAHKA, TIPOBEIEHH /IO Cera [IPH NMALMEeHTH ¢ YepHOIpobHa
HepoctarsuHoct (Child Pugh A, B), ne e B3MOXHO 713 ce ONpEAEny Jald HMa pasiu4Hsg B CPABHCHHE
cbe 3pakd noGpoBonuM. YEpeaeHaTa yepHonpoOHa hyHKLHMA ¢ CRBP3aHa ¢ MO-NPOABIDKUTENHA
excrosuipia Ha M1 B nnasmaTa, JOKATO eKCITO3MIHATA ¢ H3XOIHOTO JIEKAPCTRO € CPABHHMA ¢
EKCTIO3ULMATA TIPH 3/1paBH A06PoBOIA, HsiMa JOCTATEYHO OLMT C KJIHHHYHATA YTIOTpeba Ha
MOKCHGIIOKCALIMH MIPH NMALFEHTH ¢ yBpeneHa uepHoapobHa hyHKIMA.

5.3 IlpeaxmuHEYHH JaHHH 3a Oe30macHoOCT

EdexTrTe BEPXY X€MOTIOSTHYHATA CHCTEMA (JISKO NIOHHKABAHE HAa GPOsl HA SPHTPOLIMTUTE U
TPOMOOLMTHTE )} ¢a HaOMIONABAHK MPH TTHXOBE W MaiiMyHH. KakTo npu Apyrure XMHOIOHH,
X€NATOTOKCHUHOCT (MOBHILEHH YePHOIPOOHH €H3IUMH H BAKYOJIHA fereHepauyd) ¢ HabmonasaHa npu
TUTBXOBE, MaliMyHH H kyuera. [Ipu MatiMyHu e nabnmionasana TokenuHocT Bepxy LIHC (repuoge).
Tezu edexTs ca HabnrOJABAHH CAMO ClIEH JIeHEeHHE ¢ BHCOKH J03H WIIH CleJ NPOAB/DKUTENHO TeyeHHe
¢ MOKCHDIIOKCALIHH.

Mokcudnokcaliny, KakTo APYTHTE XHHOIOHH, € TeHOTOKCHYCH B in Vilro TECTOBE C H3NOJI3BAaHETO Ha
GakTepuu WIH KIeTkH ot Go3aiiHuny. TTonexe Te3u eekTH MoraT fa ce 0OACHAT ¢ B3aHMOICHCTBHETO
¢ THpa3aTta B DaKTepUHTE H — MPH M0-BHCOKH KOHIEHTPALHH — ¢ B3aWMOAEHCTBHETO ¢ TONOM30Mepasa
11 B knerkuTe Ha GO3AHHULK, MOTAT f1a Ce OTIPEIeNAT NPAroBH KOHIEHTPALUH 33 TEHOTOKCHYHOCT.
[Tpu in vivo TecTOBE HAMA AAHHH 32 TEHOTOKCHYHOCT, HE3ABUCHMO OT (haKTa, Ye Ca M3MON3BAHH MHOTO
BHCOKH A03H MOKCH¢HOKC&HHH. ITo To3H HayMH MoratT Ja C¢ YCTAHOBAT NOCTATHEYHH I'PAHHIIH Ha
fe30MacHOCT HA TEPANeRTHYHATA 1032 npy Xopa. MokcHdIoKcalHH He € KAHUEPOTeHEH B
NpOyuBaHUA NIPH NITHXOBE.

MHoOro x#HoJ0HH ca (OTOUYBCTBUTEIHH H MOTAT Ja HHAYUMPAT (GOTOTOKCHYHH, JOTOMYTAI'CHHH H
thoToxkanueporeHHd edextH. OOparHo Ha ToBa, MOKCH(IOKCAIIHH € JOKA3aHO, Ye HAMa
$OTOTOKCHUHM M (POTOr€HOTOKCHYHH CBOWCTRA, KOraTo € H3cne/(Rad B o0LIHpHA Mporpama Ha in vifro
M in vivo TIpoyuBaHUs. [1pH CBILHTE YCAOBHA IPYTH XHHOIOHH MPEIM3BHKBAT CHEKTH.

BBB BUCOKM KOHLEHTPALMH, MOKCH(IOKCAIIMH € MHXHOMTOp Ha Obp3aTa KOMNOHEHTa Ha 6aBHOTO
BB3CTAHORABAHE HA KAIMEBAaTa MOMIIA Ha CHPLIETO M MOXKE Ja NPHYKHHH yabibkasaHe Ha QT-
HHTeppaia. TOKCHKONOMMYHH NPOYYBAHHA MPH KY4eTa ¢ nepopaida no3a = 90 mg/kg, sogey no
TLTa3MeHH KOHUEHTpaMH > 16 mg/kg npuyHHABAT yabkaBane Ha (YT-uHTepBana, HO HE APHTMHSL.
CaMo cief] IPHAOKeHHE Ha MHOTO BUCOKH KYMYJIaTHBHH MHTPABEHO3HH A03H 50 IMTH [O-BHCOKH OT
ao3ara mpH xopa (>300 mg/kg), roneru a0 nyazmMeHH koHUeHTpaumy 2200 mg/l (moseue ot
40-KpaTHO YBETHYEHHE HA TEPaNeBTHUHO HUBO), ca HabNoaaBaHH oOpaTuMy, He-daTan
APHTMHH.

XHMHOIOHHUTE Ca H3BCCTHH, Y€ MPUYHHABAT YBPCKIAHWA HA XPYLIATa HA TOJIEMHTE
MpH HEROHOCCHH AKHBOTHH. Haii-nuckara nepopaiHa ao3a Ha MOKCH@}HOI{C&HHH,
TOKCHYHOCT HA CTABUTE ITPH MIAJIH Ky4YeTa e 4 OBTH NO-BUCOKA OT MAKCHMATHATA



TepaneBTHYHA 032 or 400 mg (3a 50 kg TenecHo terno) pepxy 6aza mg/kg, ¢ miasMeny
KOHLEHTPAIUH 2 /10 3 METH MO-BHCOKH OT MakCHMATHATa TepaleBTHYHA J03a.

M3cieapanuaTa 33 TOKCHUHOCT MPH ILIEXOBE W MalMyHM (TOBTOPHO J03UpPaHe JIo O Meceua), He
NOKA3BAT JAHHH 38 TOKCHYHOCT 34 oumte. [IpH KyJeTa BHCOKHTE NICPOPaNHH J03H (= 60 mg/kg),
BOJIELIH [0 [Ta3MeHH KoHIeHTpate > 20 mg/l, npuuMHAsBaT NpOMeHH B EJIEKTPOPETHHOTDAMATA H B
H30JHPAHY CIIyYaH 1o aTpodHd Ha peTHHATA.

TTpoy4BaHus BEPXY penpoayKLHATa, U3BbPIIEHH MPH IUIHX0BE, 3aHLH 0 MAHMYHH MOKa3BaT
NpeMHHABAHE HA MOKCHGIOKCALMH Npes MnaueHTara. [ [poyypaHusiTa Ipy NIEX0BE (N€pOpaiHo U
HHTPABEHO3HO) H MalMyHH ([ICpOpanHo) HE NPeACTABAT A0KA3ATE/ICTRBA 38 TEPATOrEHHOCT HITH
yspexnaHe Ha (epTunureTa clek IPHIOKEHHE HA MOKCH(IOKCAUHH. JICKO NOBHINEHA YeCTOTa Ha
MandopMalliK Ha TipeinieHH U pebpa ca HabmogaBaty PH 3apoJHLIKTE HA 3aHIH, HO CaMO MPH 1033
(20 mg/kg i.v.), K0eTO € CRBP3aHO C TEXKKA TOKCHYHOCT 3a Malikara. Flma noBMileHa YecToTara Ha
abopTuTe Mpu MaiiMyHH | 3afLiM ¢ YOBEILIKY TepaneBTHYHH IL1a3MeHH KOHUEHTpaunH. 1Ipu misxose e
YCTAHORCHO TTOHMKABaHE Ha TEJIECHOTO TErNO HA M104a, No-roasM Opoii abopTH, NeKo MOBHINEHA
NPOABLILKUTSITHOCT HA HPEMEHHOCTTA | [TOBHIIIEHA CTIOHTAHHA AKTHBHOCT TIPH HAKOH OT MOTOMCTBOTO
OT aBara I1oJ1a, InpH ynorrpeﬁa Ha J03H, KOHTO Ca 63 TBTH MO-BHCOKH OT MAKCHUMAIIHATA
IpenopEUHTEIHA 103a B mg/Kg TEECHO TErOo ¢ MIa3MeHH KOHLEHTpaLHH B PAMKHTE Ha
TepaneBTHYHATA 1034 TIPH Xopa.

6. OAPMAIIEBTUYHH JAHHH
6.1 Cnuchik HA NOMONIHHTE BEIIECTBA

Aapo ua rabnertkara
Lenyno3a, MUKpOKpHCTaNHa
Kpockapmenoza HaTpuH
JlaxToza MOHOXMApaT
MarHesues cTeapaT

DHAMOBO MOKPUTHE
Xunpomenosa

Makporon 4000
Kenezen oxkcup (E172)
Turanos anoxena (E171)

6.2 HechBMecTHMOCTH

Henpunoxumo

6.3 Cpok na roamoct

5 TOIHMHH

6.4 CreunajHH yCJI0BHH HA CbXPAHCHME

BIHCTepH MOMBOPOIAICH/allYMHHHE H NOTHEMHUIXIOPH

Gunucrepu
Ja ce cuxpansaBa npu Temnepatypa mof, 25 °C.

Ila C¢ CEXpaHABa B OpHTrUHanHa OTIaKOBKa, 3a Oa CC npeanasd OT Bjara.

BnvcTepH amyMUHMI/ anyMHEHH
Jla ce CBXpaHsBa B OPMTHHAIHA ONTAKOBKA, 3a [1a ce Npeanau oT Blara.




6.5 BuI H chALPKAHHE KA ONAKOBKATA

KapToHeHa KyTHs, Chabpikaiia Ge3npeTHu Win OenH Henpo3pauHH NOJHNPOTNAIECH/ aTyMHHHEBH
GnHcTepH MWK Ge3UBETHH TIPOIPAYHH MOTHBHHIIIXIOPH/ TIONHBHHHITHAEH XJIOPU]/any MHHHERH
Onucrepn:

@OuiMHEpaHETe TAONETKHK ce Npejyiarat B onakoBxu no 5, 7 w 10 Tabnetkn, 8 60THAYIHM ONIAKOBKH 1O
25 (5x5), 50 (5x10), 70 (7x10) puamupann TabaeTky WM B GOJIHAYHY I'PYIIOBH ONAaKOBKH OT 80 (5

onakoBk# no 16) uau 100 (10 omakoskd no10) dunmMupars TaGneTku.

KapToHeHH KYTHH, ChIBPXKai ONHCTEPH ANyMHHHIA/ATYMHHHH, Ca HANHYHH B OTTAKOBKA 1O €1Ha
¢dunmupana Tabnerka.

He BCHUKM BUIORE OMAKOBKK MOraT Aa OBAAT IycHATH B npofakba.
6.6 CnenuanHu NpeInazHH MePKM IPH H3XBBLPJISHE

Hsama cnenpanHH H3IUCKBAHKA.

7. TPHTEXATEJ HA PASPEHIEHHUETO 3A YHOTPEBA

Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen, I'epmanus

8. HOMEP HA PASPEIIEHHETO 3A YIIOTPEEBA

20000430

9.  JIATA HA IITBPBO PA3PEITABAHE/TIOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

HMara sa mepeo paspewagade: 25 onu 2000 r.

ara na nocnepno noauosseane: 05 anpwt 2011 1.

10. JTATA HA AKTYAJIMSUPAHE HA TEKCTA

10/2020




