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2. KAYECTBEH U KOJIMMECTBEH CHCTAB S e e
Enna ¢punmupana tabnerka ceaspxka 400 mg mokcuduiokcammH (moxifloxacin) (karo XHapOXIOpH).

[TomorHo(#) BeLIECTRO(A) ¢ M3BECTHO ACHCTBHE!
Bcsaka prmvupana Tabnierka ceabpka 4,6 mg HaTpui,

3a ITbJIHKMA CTIMCHK Ha MOMOIIHHUTE BELECTBA, BHOKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
OunMmupana Tabnerka

Pozosa, npogsaroBara ¢puiMupana Tadnerka ¢ BIUTKOHAT Haamuc ,,400” oT equara crpaHa.
Pasmep: npubnusurenso 17,6 mm x 7,6 mm

4. KJIMHHUYHHU JAHHM

4.1 TepaneBruYHH NOKA3AHHS

[umoumHoke 400 mg punmupann TabeTKH e MoKazaH 3a JeueHHe Ha ClIeJHUTe GaKkTepHaHH
HHQEKLH TNIPY [TALHEHTH Ha 18-roaMinHa Be3pacT v Mo-Bb3pacTHH, IPHYHHECHU OT DaKTepHH,
YYBCTBHTEIHH KbM MOKCHQIOKCaluH (BikTe ToukH 4.4, 4.8 1 5.1). Mokcudmokcanis Tpadea aa ce
UBTIO/I3BA CAMO KOTraTo ¢e CMATa 3a HEMOAXOAANIO A CE M3M0JI3BaT aHTHOAKTEpUAJIHE CPEACTBa, KOHTO
OOMKHOBEHO Ce NMPEHOPBYBAT 32 JICUEHHE HA TE3H HH(EKLIHH:

- OcTbp OakTepHaIcH CUHY3HUT (AIE€KBAaTHO TMATHOCTHIIHPAH)

- OcTpH ex3aliepbali Ha XpOHUYHA 00CTpYKTHBHA GenoapobHa fonect, BKIIOYBAINA U XpOHUYEH
OpoOHXMT

- [IpuaoGura B 001116CTBOTO NHEBMOHKS, ¢ H3KITHOUEHHE Ha TEXKHUTE (PopMH

- Jleka 1o yMepeHo u3paseHa Ta30B0 Bh3NAIMTEIHA GomecT (Hanp. HH(EKLMH Ha YKEHCKHA NopeH
MeHUTAJICH TPAKT, BKIIIOUHTEIHO CATIMHTUT U €HIOMETPHT), ¢ H3KITIOYEHHE Ha CBbp3aH Ty0o-
OBAPHAJIEH WIH Ta30B adciiec.

He ce npenopwusa ynotpebara Ha Llumouunoke 400 mg dunmupany TabIeTKH KaTo

MOHOTEpAIHA 33 JICYEHUE Ha ¢/1aba 10 yMepeHa Ta30BO Bb3MANUTEIHA OONECT, a J1a Ce IPUJIarar B

KOMOHMHALMA ¢ APYTO NOIXONALIO AHTHOAKTEPHATTHO CPEACTRO (Harp. HedanocnopyH) nopaiu

yBeIHYaBaHe Ha MOKCH(VIOKCALIHH Pe3NCTEHTHOCTTA Ha Neisseria gonorrhoeae 0CBePARe \
>

MOKCH(MIOKCAUHMH-pe3UcTeHTHa Neisseria gonorrhoeae MOxe 1a ce H3KIIO4H (BYRS QYo
5.1).




ITumountoke 400 mg druIMHpaHH TabNeTKH MOXKE A ce IPIIAra 3a 3aBbpIIBaHe Ha Kypc Ha JieueHHe
[pY MalUeHTH, KOUTO Ca MOKa3aJIH NMoJ0OpeHKUE Mo BpeMe Ha MbPBOHAYAIHO JICYEHHE ¢ HHTPABEHO3€EH
MOKCH(WIOKCALIMH 3a CJIIEIHHTE MMOKA3AHHA:

. [ IprpobHTa B OOIIECTBOTO MHEBMOHHSA

- YCI0KHEHH MHEKIIMH Ha KOXKATa U MEKHTE THKAHU

Lumouunoke 400 mg GpumMupany TabneTku He TpAGBa 1a ce TIPIIIATa 3a HAYAIO Ha TEPAITHS 3a
KaKbBTO H J1a € THII HHEKUMA HA KOXKATa H MEKWTE THKAHH MM IIpHA00HTA B 06LIECTBOTO THEBMOHHA.

TpsbBa a ce Mma npeaBu OHMIMATHOTO PHKOBOACTBO 33 OAXOAAIIA VIIOTPpe0a Ha aHTHOAKTEPHATHIHTE
JIEKAPCTBA.
4.2 lo3HpoBKka H HAYHH HA HPHJIOKECHHAE

Jo3upoBka (BE3paCTHH)
[IpenoprunTenHara no3a ¢ eaxHa puamupana tabnerxa 400 mg BeJHBK JHEBHO.

bvopeuno/uepnodpobro yepesxcoane

He e HeoOxoanMa KopekimA Ha JO3UPOBKATA [IPH TTALIMEHTH ¢ JIEKA J0 TEXKKa CTENEH YBpeaeHa OnopeuHa
(pYHKLMA WK TPH NALKMEHTH HA XPOHHYHA IMAJIH3A HATp. XEMOIHAIN3a U IPOIB/LKUTENHA aMOyIaTopHO
[IPOBEXK/IaHa NIEPHUTOHEATHA AHAH3a (BIKTE TOYKA 5.2 3a MoBeye HHOpMAaLs).

Hsama 1ocTarbuHo JaHHK 3a MAIHCHTH ¢ HApYleHa YepHoapobHa (yHKIMs (BIDKTE ToUKa 4.3)

Apyeu cneyuanru nonynayuu
He e HeoOxoauMa KOpekIMa Ha JO3MPOBKATA B CTAPUECKA B3PACT U IIPH HUCKO
TEIECHO TEITIO.

Heduampuuna nomnayus
MoOKCH(JIOKCAUHMH € NMPOTHBOIOKAa3aH npu Aena u oHowd (< 18 rogunu). EdHkacHocTTa M
0€30MacHOCTTa HA MOKCH(TOKCALMH MPH el H IOHOIIN HE € YCTaHoBeHa (BibkTe Touka 4.3).

Ha4uHH Ha OPUIOKEHHE
OunmupanuTe TabneTkH TpabBa Aa ce MBJITAT UeiH, ¢ AOCTATBYHO TEYHOCT H MOTAT 14 CE MPHEMAT

ChC WM 0€3 XpaHa.

I IpoNBILKHMTEAHOCT Ha viloTpeba
Moxkcudnokcaums Tpa6Ba 1a ce npueMa ¢be¢ CIeAHAaTa NPOIbIDKATETHOCT:

OcTpa exsauepbaipis Ha XpOHHYEH OPOHXHUT 5-10 ouH
TIpugobura B 00IIECTBOTO ITHEBMOHIS 10 1HuU
Octep Oakrepuaied CHHY3HT 7 nHA
Jleka o yMepeHo u3pazeHa TasoBo BR3NanvreNHa | 14 nHu
donect

MoxkcHpIokcauuH $rIMUpaHH TabJIeTKH ca U3CACABAHU B KJIHHHWYHH IIPOYYBaHMA C MIPOBIDKUTENTHOCT
Ha JIe4eHHeTo 10 14 qHH.

Iocreoosamenna (UHMpPaseRO3HA, NOCIEOBAHA OM REPOPATHA) MEPANUA

B K1HMHHYHHTE MPOYYBAHUSA C MOCJIEAOBATEIHA TEPANMA NTO-TOIAMAaTa 4acT OT 1a e Ca,.
MpeMHHAIH OT HHTPAaBEHO3HA HA NI€popaiHa Tepanus B paMKUTe Ha 4 JHH (32 1p ( GOH TN : .’ ;
00LIECTBOTO THEBMOHMA) M 6 THH (33 YCIOKHEHH HHQEKIHH Ha KOKATa M MEKHTH TB i‘ Ao v
[IpenoprunTeIHara 001ma NPOABIBKUTEIHOCT Ha HHTPaBEHO3HATa H NEPOpaIHaT3 ipe



3a NpUA0OHTA B OOLIECTBOTO MHEBMOHHA U 7-21 IHH 3a YCIOKHEHH MHEKIMH Ha KOXKATA M MEKHTE
TBKaHH.

[Ipenoprusanara n1o3a (400 mg BeAHbXK AHEBHO) H MPOIBIDKHTETHOCTTA Ha TEPAIHATA 33 CHOTBETHOTO
MOKA3aHHEe HE TPAOBA Ja Ce NPEBHINABAT.

4.3 Ilpornronokazanus

- CBpBXUYBCTBHTETHOCT KbM MOKCH(IOKCAIMH, APYTrH XMHOJIOHM HIIH HIKOE OT [IOMOIIHHTE
BELLIECTBA, M30POCHM B TOUKA 6.1.

- bpeMeHHOCT H KBEpMeHe (BUXKTE TOUKa 4.6).

- [TarenTr non 18-roqHIiHA BB3PacT.

- [latpeHTr ¢ aHaMHe3a 3a BR3NAIEHHE Ha CYyXOKHWIHA/HAPYyLICHHE, CBBP3aHO C JIEYCHUE
C XHHOJIOHH.

B npeaxiMHNYHE poyyBaHHA M IPH X0pa ca HabIkoaBaHl MPOMEHH B ChpAeYHAaTa

eNeKTpodpH3nOIOrHA el npueMate Ha MokcurokcanuH, noj gopMara Ha yabkabaHe Ha Q-

HHTepBajia. BbB Bpb3ka ¢ Oe3onacHOCTTa Ha Mpoaykra MoKCHQNIOKCALIMH € TIPOTHBOIIOKA3AH IIPH

NALMEHTH C:

- BPOACHO WITH JOKYMEHTHPaHO NpuAoOHTO ChCTOAHHE Ha yabkeH QT-nHTepBan

- €JICKTPOJTHTHHY HapyILLeHHs, 0COOEHO HEKOPHTHPaHa XMITOKATHEMHA

- KJIIMHHYHO 3HauYuMa OpaauKapaus

- KIMHHYHO 3HaYMMa CbpAevHa HEIOCTAaTBYHOCT ¢ HamajleHa JIeBOKaMepHa ¢paklua Ha
M3TJIACKBAHE

- aHaMHE3a 3a CUMITTOMATHYHH apUTMHH.

MoxkcHuokcaliiH He TpA0Ba a ce H3MOI3Ba 3a¢HO C OPYTH JIEKapCTBa, KOMTO yABmKasar QT-
HHTepBaja (BIbKTe Touka 4.5).

[Topanu orpaHHeHHTE KITHHHYHE JJAHHH, MOKCHQNIOKCALIHH € ChILO MPOTHBONOKA3aH ITPH MALIHEHTH C
yBpencHa yepHoapobHa dyHkims (Child Pugh C) u npu naupesTH ¢ oBMIIEHH TPaHCAMHHA3H HOBEYE OT
J ITHTH HaJl TOpHATa I'PpaHULIA HA HOPMATA.

4.4 CoenHa/IHH NpeaynpexkAeHHN H IPEANAIHH MEPKH NpH ynorpeda

Ynorpebara Ha MokcHrokcaliuH TpsOBa Aa ce u3GArea MpH MalMEHTH, KOUTO ¢a HMaJTH CEPHO3HH
HEXEJTaHH PeakiiHH B MUHAIOTO NPH yrorpeba Ha IPOTYKTH, ChABPXKAILH XHHOJIOHH HIH
QITyOpPOXHHONOHH (BX. Touka 4.8). JleuecHHeTo Ha Te3n nanmeHTH ¢ MoKCH(IOKcaumH TpsabBa fa ce
3aI104Ba CaMoO IIPH JIMIICA HA aJTepHATHBHH BBE3MOMKHOCTH 34 JICUEHHE H CJIell BHHMATeJIHa OLICHKA Ha
ChOTHOIIEHHETO TT0J13a/PUCK (BK. CBUIO TOUKa 4.3).

11pOnbIKHTENHH, HHBATHIU3HPAILNH W [IOTEHIHANHO HeoOPaTHMU CEPHO3HH HEXEJaHU JIEKApCTBEHH
pPEeaKuMu

Cro01aBa ce 3a MHOTO PEAKH CITydaH HA TIPOAB/DKHTENHH (MPOABKABALHE MECEI(H WM TOAHHH),
HMHBATHAH3HPALIH H NOTEHIHAIIHO HEOOPAaTUMH CEPHO3HHN HEXETAHH JICKAPCTBEHH PeaKlHH, 3acArallH
PasJIH4YHH, MOHAKOra MHOIO CHCTEMH B OpraHu3Ma (MyCKYJIHO-CKEJIETHA, HEPBHA CHCTEMA, ICUXHKA H
CETHBHW OPraHy) NpH MMALKUEHTH, NONyYaBally XHHOJIOHKH H QIIyOPOXHHOJIOHH, HE3aBHCHMO OT

TAXHAaTa Bb3pacT H BeYe CHLUECTBYBRAINTE PUCKORH (dakTopH. MokcH(IoOKkcauWH TpadBa 1a ce crpe
He3a0aBHO MPH ITBPBHTE TIPH3HALY HIH CHMIITOMH Ha BCAKA CEPHO3HA HEKEIIAHA PEAKLIHS KATO

MNAagqUECHTHTC TIJHGBH Jda CC [MIOCEBETRAT Aa CC CBEPXKAT ¢ TEXHHA JIeKap, Npeanucai JeKapcT

[loa3ara oT NeYEHHETO ¢ MOKCUGOKCALIUH, 0COOEHO NPU HETEXKKH HHPEKLIKH, TPA
BHHMATEJTHO ChOOpaseHa ¢ HHGOpMALIUATa, ChABPKALLA ¢ B ToUKa “CEeLiMaIHH 1T
Npeana3Hyd MEpKH NpH ynorpeda”.



Yabjpkasane Ha QTc-uHTepBana ¥ BE3MOXKHH KIHHHYHH ChCTOIHHA. CREP3aHM ¢ YAB/DKABAHETO Ha
QTc-unTepnana

YcTaHOBeHO €, He NPH HAKOH MAICHTH MokcHIokcauun yaspkasa QTc uHTepBana ua
enexkrpokapanorpamara. I1pu ananus Ha EKIT u3cnenpanuara, NogyyeHH B X0/1a HA KJIMHMYHA ITpOrpama,
yabDKaBaHeTO Ha, QTc npu MokcuduokcanyH e 6 msec + 26 msec, 1.4% B cpaBHeHHE ¢ HaYaIHaTa
CTOMHOCT. TbH Karo CHIIECTBYBA TCHASHLIAA JKEHHTE a MMAT NO-ALIbl U3XoAeH (QTc nHTepBa B
CpaBHEHHE C MBXKETE, € BE3MOXXHO T€ J1a Ca MO-UYYBCTBHTEIHH KbM JI€KAapcTBa, yab/ikapaiu QTc-
MHTEPBaTa. Bb3IMOXHO € NaliMeHTHTE B CTApPYECKa Bh3PacT CHIIO Aa ¢a NM0-9yBCTBHTEIHU KbM
CBBp3aHH ¢ JieKapcTeoTO epexTu BepXy QT-HHTEpBaNA.

JledeHHe, KOETO HaMalIABa HUBATA Ha KaJMii, CJie/iBa Aa ce Npiiara BHUMATE/IHO NPH MallHeHTH,
[MOJIy4YaBaliH MOKCH(IOKCAITHH (BWKTE Touka 4.3 H 4.5).

MoxkcugmnoxcauuH TpabBa A2 & U3N0I3Ba BHUMATEIHO MPH MAlHEHTH ¢ POAPHTMHYHH ChCTOAHHSA
(0cOOCHO KEHU M NAIIMEHTH B CTapUecka Bh3pPacT), KATO OCTPa MCXEMHs HA MHOKap/a WX
yabiDKasade Ha QT, ThH Karo TOBa MOXKe [1a JIOBE/E AC [MOBHIIEH PHCK OT KAMEPHH apHTMHUH (BK1.
torsade de pointes) 1 cbpaeHeH apecT (BixkTe ¢hino Touka 4.3). Ctenenra Ha yab/pkaBane Ha QT
MHTEpBAaJia MOXKE Ja C€ MOBHIIM ¢ NNOBHINABAHE Ha KOHLIEHTPAUHATA HA JIeKapcTBOTO. CIIe10BaTe/IHO
NPENnopLUMTENIHATA 1032 HE TPAOBaA Ja ce MpeBUIIaBa.

[Ipyn nosBa Ha CUMITTOMM 324 ChPACYHA APUTMHS 10 BpEME Ha TeparuaTa ¢ MOKCHGIIOKCAIIHH,
nedeHUETo TpAOBa /1a ce npeycTaHoBH U Aa ce Hanpasy EKT.

Peakiiny Ha CBpPBXUYYBCTBHTETHOCT/AIEPTUYHM PEAKIIHA

CrobLuaea ce 3a peakliMM Ha CBPBXYYBCTBHTEIHOCT H alIeprHYHH PEaKIMH CJie/i MEPBOTO MpHIIaraHe,
CBbP3aHH C (UIYOPOXHHOIOHH, BKIIIOYHTETHO MOKCH(NIOKCALMH, AHAPHIAKTHYHHTE PEaKIMH MOraT
A3 NMPpeJU3BHKAT JKHBOTO3aCcTpaIlaBalll LIOK, JOPH Ce] ITbPBOTO NpUnarave. B cayyau Ha KIIHHAYHH
MPOSBH HA TEKKH PEAKIMU HA CBPBXYYBCTBUTEIIHOCT, IPHEMBT HA MOKCH(IOKCALIHH TpAOBa Aa

C¢ MPEYCTAHOBH H [la C€ 3aroyHe NOAXOMIIO JedeHne (Hamp. JeUueHHe 3a LIOK).

TeXKH YepHOApOOHH YBPEKIaHHA

Jloknaasanu ca cmydad Ha QyIMMHAHTEH XCIATHT, MOTEHI[HAJIHO BOACIIH 10
YKMBOTO3acTpalliaBallia YepHOoApOoOHa HeJOCTATbUYHOCT (BKJI, CIIy4aH ¢ (paTajleH U3XoA) (BHAKTE
Touka 4.8). [TareHTUTE ClicBa Ja 3HAAT, Ye TpsOBa Ja YBEAOMST CBOSA JIEKAP MPEIH Ma
NPOABJDKAT JICYEHHETO, aKO C€ MOABAT IIPOSBH U CUMIITOMH Ha (pYJIMHHAHTEH XeMaTHT, KaTo OBp30
pa3BHBAllla CE€ ACTCHHA, CBbP3aHa ¢ KBJITCHHLIA, TEMHA YPHHA, CKIOHHOCT KbM KBPBEHE WIH
yepHOApoOHaA eHledanonaTHs.

IIpu nodBa Ha MHAMKALUH 34 YSpPHOAPOOHO YBpeXxaaHe TpaOBa Aa ¢ HapaBaT YepHOAPOOHH
(YHKUHOHAIHH U3C/I€ABAHHA.

TeXKH KOKHH HEKEJTaHH PeaKlIMH

TexkH kOXKHHM HeskeNaHH peaklHH (severe cutaneous adverse reactions, SCARS), BKJIFOUHTENHO
TOKCHHYHA emuJepMata Hekpoinsa (toxic epidermal necrolysis, TEN: u3pecTHa owe Kato CHHAPOM
Ha Lyell), cunnpom na Stevens Johnson (Stevens Johnson syndrome, SJS), ocTpa reHepanusupasa
€K3aHTC¢MAaTO3Ha IMycTyN103a (acute generalised exanthematous pustulosis, AGEP) u nekapcrBena
peaklMs ¢ eo3MHOPHINA U cucTeMHM cHMITTOMH ( Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), xouto Morar ga 6baar »kHBOTO3acTpaliaBallld HITH ¢ JIETaJIeH U3X0J, ca
chODIaBaHK MPH [IPUIOKEHHE Ha MOKCHPIokcauuH (BK. Touka 4.8). KM MOMeHTa Ha peANMCcBaHe
MalHEHTHT TPAOBa Ja ObAe HHPOPMHPAH OTHOCHO NMPH3HALATE H CHMITTOMHTE HA TEKKH KOXHH
peakluH, H 1a Ob/€ BHHMaTEIHO NpocneasBaH. AKO ce TOABAT NPH3HAIH H CHMIITOMH, MOKAa3aTelIHH
34 TC3H PEaKLHH, IPWIOKEHHETO Ha MOKCH(IOKCalIiH TpaOBa Obe npeycTaHOBEHO He3a0aBHQ, U 1z

¢e 0OMHCIIH aITEPHATUBHO JICUEHHE. AKO MALIMEHTHT € Pa3BHII CEPHO3HA peakims Kato SJS: T o

AGEP nvmv DRESS npu npunoxeHre Ha MOKCHQIOKCALIMH, JIEYEHHETO ¢ MOKCH(DIOKCHIs pH-TC
NALKMEHT HUKOTa HEe TpsORa Ja ce BE30OHOBARA.

1 lartMEHTH. PEAPA3MOIONKEHA KbM I'bPYOBE




H3BeCTHO €, Y¢ XMHONOHHTE MPUUYNHABAT I'bpuoBe. M3nonssanero TpsabBa fa Obe BHUMATETHO
Npy NanueHTH ¢ Hapymenusa Ha LIHC wim npu nannuuero Ha Apyry pMCKOBH (PAKTOPH, KOHTO
MOrar Ja OpeApasnojIarar KbM CbPUOBE WIH CHIDKABAT IIpara Ha Bb30YIHMOCT. B CiTy4dai Ha repyoBe,
JISYECHUETO ¢ MOKCH(MIOKCalMH TpabBa J1a Ob/1e MPeyCTAHOBEHO H 1 CE B3EMAT CHOTBETHATE MEPKH.

I lepudepHa HeBponaTus

Cnob1aBa ce 3a c1y4aH Ha CeH30pHA HIH CEH3OMOTOPHA HOMHMHEBPONATHS, BOJCHIH J0 ITapecTe3uy,
XHIOECTE3UH, JH3CCTE3HH HITH CNadoCT NPH NALMEHTH, NMPHEMALUH XHHOJIOHH H (QITyOPOXHHOIIOHH,
BKJTIOUHMTEIHO MOKcH(IokcauuH. [Ipenu aa npoas/pKar IeyeHHETo, TALMEHTHTE, KOHTO IIPHeMar
MOKCH(IOKCALIMH, TpA6Ba 1a Obaar nocbBeTsany ga HHPOPMUPAT CBO J1€Kap, aKO PA3BHAT CHMIITOMH
Ha HEBpOMATHA, KaTo OOJKA, IApeHe, MpaByYKaHe, H3TPBIIBaHe WIM c1a0oCT, 3a 1a e NpeOTBPaTy
AOCTHIAHETO HA NMOTEHLHANIHO HEOOPAaTHMO ChCToAHME (BXK. TOUKa 4.8).

[ ICMXHYHU peaKuuu

lIcHxu4HH peaKuurH MOraT J1a ce TIPOSBAT JOPH CJIE] ITbPBUS [IPHEM HA XMHOJIOHH, BKIFOUHTENHO
MOKCH(IOKCalIH. B MHOTO penky CiTydaH AernpecHATa HiTH ICHXOTHYHHTE PEaKIMH Ca POrpecHpali
10 MHCITH 33 CaMOYOHHCTBO H CAMOHAPAaHABALIO IMOBEACHHE, HAIIP. OIWTH 3a CaMOYOHUHCTEO (BIDKTE
Touka 4.8). B cityudaif 4ye npy nanuenTa ce NMpogBAT TAKHBA PEaKiiiM, TPAOBA Ja ce Crpe IpHeMBT Ha
MOKCH(IOKCALIMH H 12 C€ NPEANpHeMaT NOAXOAAHIA MepKH. IIpernops4Ba ce MOBHUICHO BHUMAHHE,
4KO MOKCH(PITOKCAIIHH € U3MOM3Ba MPH NICHXOTHYHY MALMEHTH WIH NTAIMEHTH C aHAMHe3a 34
NCUXUYHO 3abongsane.

CBELp3aHa ¢ aHTHOMOTHKA JIMAPHS, BRI, KOJIMT

Hma cwo0OLIeHHs 3a cBbp3aHa ¢ anTuOuoTrKa quapus (AAD) U ¢cBbP3aH ¢ aHTHOMOTHKA KOTHT
(AAC), BTIOUUTEIIHO MCEBIOMEMOpAHO3€eH KONMUT, ¥ cBbpiana ¢ Clostridium difficile nnapus, npu
W3MON3BAHETO Ha MIHPOKO-CIIEKTBPHA AHTHOHOTHIIH, BKIIOYHTETHO MOKCH(IOKCALIHH, KOHUTO
MOTaT Ja BapHpaT Mo TEKECT OT JIeKa AuapHd Ao (ataneH koiadT. [lopaau Tosa € BaKHO Aa ce HMa
NpeABHA Ta3! AHArHO3a MNPH NAUHUCHTH, KONTO UMAaT TEXKKa JHAPHA 110 BpeMe HIH CIel
H3M0/13BAHETO HA MOKCHQNIOKCAUWH. AKO C€ MOA03Kupa WK OTBbPAH CBBp3aHa ¢ aHTHOMOTHKA
Inapus WK CBbpP3aH ¢ aHTMOHOTHKA KOJUT, TpsAOBA Ja Ce NpPeKpaTH MpoBeXIaHOTO B MOMEHTA
NIEYCHHE ¢ AaHTHOAKTEPHATHY CPEACTBA, BKIIOYHTENHO MOKCHGIOKCAIMH, H HE3a0aBHO J1a ce
NPEeANPUEMAT aJIEKBATHH TEPANECBTAMHA MepKH. JlompiHuTeHo TpAOBa Ja Obaar mpennpHeTH
MOAXOAALIH MEPKH 3a KOHTPOA Ha HHGEKLMATA, 3a [1a C€ HaMaJIX PHCKBT OT NpelaBaHeTo K.
JlekapcTBa, KOMTO IMMOTHCKAT NEPUCTATHKATA, ¢4 NPOTHBONOKAZAHM [IPH MALIMEHTH, KOMTO MMAT
TEXKa JHapHA

[lanmeHTH ¢ MMACTEHUA IPABHC
MokcH$mokcallH TpsOBa fa ce M3MON3Ba ¢ NMOBUIIEHO BHUMAHHE TIPH NALMEHTH ¢ MMACTEHHS
[PaBuC, Thil KATO MOKE J1a 3aCHIIM CUMITTOMHTE WM.

TeHIWHUT U pa3KbeBaHE HA CYXOXKHIHE

TennuuuT U paskbeBaHe HAa CYXOKHIINE (MO-CIIELMAIHO aXHIIECOBO CYXOKIIME, HO 0e3 aa ce
OrpaHM4ara camo A0 Hero), MOHSKOra IBYCTpaHHO, MOXKE J1a Ce MOJTYUHM OLIe B paMKuTe Ha 48 qaca ot
3a0YBaHe Ha JICUCHHETO ¢ XHHOJIOHUA H (DIIYOPOXUHOJIOHH KAaTO HMA ChOOIICHHA 3a TAKHWBA, PA3BHIIH
CE¢ IOPH JI0 HAKONKO MECEIa Clie/ IIPEKPAaTABAHE HA IeYeHHeTO. PUCKBT OT TEBAMHHUT H Pa3KECBAaHE Ha
CYXOKHIIHE C€ MOBHIIABA IIPH [10-8B3PACTHH [TALHEHTH, NAITUSHTH ¢ 0b0peuHo yBpeXaaHe, NalMeHTH
C TPAHCIUTAHTHPAH CONHICH OpraH H TaKHBa, IEKYBaHH ChITLTCTRAILO ¢ XOpTHKOcTepouan. [1o Tasu
IPUYHHA CENBTCTBAINATA YIIOTpeda Ha KOPTUKOCTEPOUIU TPAOBRA 1a ce U30Area.

[Ipy mbpBHA NpU3HAK HA TCHAMHUT (Hanp. Sone3HeHO NOAYBaHE, Bh3MNAICHHE) JICUEHHETO C

MOKCH(]10KCaUKH TpOBa Ja ce NpeKpaTH H Jja ce 0OMMCIIH aITEPHATHBHO JleYyeHMe. 3acerHar
KpaHHHK(UH) TpsOBa na Obae(ar) NekyBaH(M) 1o MoaAXomAl] Ha4MH (Hamnp. o0e31BIKBAHE).
114 € M3MNOI3BAT KOPTHKOCTEPOUIH, aKO CE IOABAT MPH3HALIM Ha TEHAWHOIIATHA.

llaumenTt ¢ 666peunHo yBpexane




llaniMeHTH B cTapuecKa Bb3pacT ¢ Gb0pedHH HapyiieHus TpaOBa Ja U3MOI3BaT MOKCH(NIOKCAIIMH
BHHMATEITHO, aKO HE MOTaT Ja NOAIBPXAT aJIleKBaTeH IPHEM Ha TEYHOCTH, 3all0TO AEXHAPATALUITA
MOJKE Jd [MOBHIIK PHCKa oT 6BOpeyHa HeJOCTATHYHOCT.

AHEBpH3MA M NUCEKALINA HA A0PTATa M PErYPruTalnd/HE/I0CTATEYHOCT HA ChPACYHMTE KAy
EnuageMH0on0ornyHH Mpoy4YBaByd [T0Ka3BaT MOBHINEH PHCK OT aHEBPU3Ma H AUCEKALMA Ha aoprara,
0COOEHO IPY TALUEHTH B CTAPYECKA Bb3PACT, KAKTO M OT PerypruTalys Ha A0PTHATA X MUTPAIHATA
Kara cief pueM Ha piayopoxuHoioHH. ChoOIIeHH ca Cliydyad Ha aHeBpH3MA H IMCEKALMS Ha
aopTara, IIOHIKOTa YCNOXHEHH MOpagy pa3KkeBaHe { BKIIOMHTEHO C NETANCH U3X0O) U
PErypruTauua/HeAOCTATHYHOCT Ha HAKOU OT ChPASYHHTE KJIATIH IPH MTAIMEHTH, IPHEMAILH
QryopoxHHONOHH (BXK. TouKa 4.8).

3aroBa, (uIyopOoXMHOJIOHHUTE TPAOBA a C¢ H3MOI3BAT CaMo CJIENT BHUMAaTeIHA OIICHKA Ha
CHOTHOLICHHUETO IMOJI38-PUCK H Clie] OOMUCIsHE Ha IPYTH TEPANICBTHYHH BB3MOXKHOCTH TIPH
MALHEHTHTE C MOMOKHTE/THA (PaMHITHA AHAMHE3a 34 aHEBPH3MA HJIH BpOACHO 3abonaBaHe Ha
ChPACYHHTE KIIAllH, KAKTO M [PH MAlHEHTH ¢ JHArHOCTULMpPaHa NPEeALIeCTBallla AHERPH3Ma WHIH
JHCEKAUMA HA aopTara WiH 3a00/1BaHe HA ChbpASYHHATE KIallH, a ChINO H NMPH HAJIMYUETO Ha ApYTrd
PUCKOBH QakTOpH WM CLCTOAHHS, NIPEAPAIOIAralny

- KaKTO 3a aHEBPU3MA, TaKa U 32 JHCEKAIMA Ha a0PTaTa ¥ 3a perypruralus/He10CTaTbYHOCT Ha
ChpJAcYHUTE KAl (HaNp. HapylIEeHH Ha CheJHHUTENHATA ThKaH, Hanp. CUHAPOM Ha
Mapdan wim cuggpoM Ha Ehlers-Danlos, cunapom Ha Turner, 6Gonect Ha bexder,
XHOEPTOHHA, PEBMATOHAEH aPTPUT) HAH ACITHTHUTEIHO
- IIpM aHeBPHU3Ma U JHUCEKALUs Ha aopTaTa (Hamp. CbJIOBH HAPYIICHUA, HAIIP. aDTEPHHT Ha
Takayasu, ruraHToOKIETBUEH aPTEPUMT, WIHA H3BECTHA aTEPOCKIICPO3a WIH CHHAPOM Ha
Sjégren), WIN OMBIHHTCIHO
- IPH PETYPrUTALHA/HEAOCTATHYHOCT Ha ChPACYHHTE KNanH (Hanp. HHOEKIHO3EH

CHIOKap/IUT).

PHCKBT OT dHCBPH3Ma B JHCCKALIMA Ha a0pTaTa H TAXHOTO pasKbCBAHC MOXKC CBILC d CC [TOBHUIIH ITPH
HANHCHTH, JICKYBaAHH CAHOBPCMEHHO ChC CHCTCMHH KOPTHKOCTEPOHH. .

B cirydal Ha BHE3alHa KOpeMHa, IpbAHAa 001Kka wiH Oonku B rbpda, nallMeHTHTE TpAOBa fa Opaar
MOCHBETBAHM He3aDABHO 1a C¢ KOHCYJITHUPAT € JeKap B CICHIEH LIEHTHP.

[TarrenTire TpAOBA Ma 6BAAT NOCHLBETBAHH A MOTHPCAT He3a0AaBHO METHIIMHCKA [IOMOILL B CITy4dal Ha
OCTpa JAHCITHEA, TTOABA HA ChpLieOMeHE (MAaNNMUTALIMK) UITH Pa3BHTHE HA OTOK HA KOPEMa WIH NOJTHHTE
KpalnHHLH.

SpHTENHHU HAPYLICHHS
[Ipu nmosiea Ha yBpeXkKaHe HA 3PEHHETO HIIM KAKBHTO U Aa € €(PeKTH BbpXy 04uTe, He3abaBHO
TpsA0Ba /1a Ce NOTHPCH KOHCYITanus ¢ odranMosor (Bwkre ToukH 4.7 | 4.8).

JIMCrITHKeMHs

KakTo npH BCHYKHA XHHOIIOHH, Ca AOKIaJABaHH HApPYUIEHHs B HUBaTa Ha KPbBHATA 3aXap, BKIIOYBALIH
KaKTO XHMITOIIIMKEMHSA, Taka M XHIIEpriMkeMus (BIOKTE Touka 4.8), 06uuaiiHO npu nanyeHTH ¢ nuader,
[MOTy4YaBaliy CeIIBTCTRALLC JEUYSHHE C NIEPOPATIHO XUIIOTIMKEMHYHO CPeCTBO (HalpUMep
rMKOSHKIIAMHU/T) MITH € BHCYIHH. JloknangaHu ca ciyvad Ha XHUnorinKkeMudHa koma. [Tpn naupeHTy ¢
auaber ce nmpenopbuBa BHUMATEIHO MOHMTOPHPAHE Ha CTOMHOCTHTE Ha II0KO3a B KPBBTA.

I IpepeHIIMs Ha peaKlii HA GOTOYYBCTBHTEAHOCT
JloKa3aHO e, 4ye XMHOJIOHHTE NPEAU3BHKBAT PeaKIMH Ha (YOTOYYBCTBHTETHOCT HPH MALIHE] lggﬂll”ﬂ ',
[Ipoyusanua obaue ca noka3amny, 4e MOKCHQIOKCAIIMH Ce XapaKTepu3Hpa C M0-MaTbK PAGOE
HMHIYLIMPAHETO HA (POTOUYBCTBUTEIIHH peakiuy. Buipeku Tosa, MalMeHTHTE TPsiOBa j ~
CEBCTBAHH fa UzbArsar YB AbUU WIH NPOOBIDKHTEIHO H3NaraHe W/HIH CWIHA CITbH
CBET/IHHA TI0 BpEME HA JICYEHHE ¢ MOKCHIIOKcallHH (BrkTe TouKa 4.8).




[lanMeHTH ¢ MIKIOK030-6-docdar rexuaporeHaseH aeGHLUT

[TauuenTH ¢ (hamMHIHA aHAMHE3a HIH C HAIHYEH TIKIOK030-6-(ocdar aexuaporeHaseH 1euiMT ca
IPEAPA3IIONIONKEHH KbM [105BA HA XEMOTHUTHYHH PEaKIMK TIPH TEPAITHA C XHHOIOHH.
CnezoparesiHo, MOKCHQNIOKCALMH TpAOBA Aa ¢€ U3II0I3Ba BHHMATEIHO IIPH TE3H NAI[MEHTH.

IlanuenTH € Ta30BO Bbh3NAIHTENHA O0lecT

[1pH narMeHTH ¢ YCIOXKHEHA Ta30BO BB3ANANHTENHA SonecT (Hanp. CBbp3aHa ¢ Ty0o-oBapHalleH WIH
Ta30B abcClIec), 33 KOUTO € HeOOXOAMMO HHTPABEHO3HO JICYeHHE, ieueHHeTo ¢ [{MMOITHHOKC He €
NPENOPHLYMTENHO.

Ta3oeo pp3nANIMTENIHA OONECT MOKE Aa € NPHYMHEHA OT (ITYOPOXHHOJIOH pe3ucTeHTHA Neisseria
gonorrhoeae. CII€AOBATEIIHO B TE3H CIy¥al MOKCH(JIOKCALIMH TPAOBa a ce rpuiara eJHOBPEMEHHO ¢
APYr NOAXOASAM] AHTHOMOTUK (Hamp.Le(aIOCIOPHH), OCBEH akO MOXKe J1a ¢ H3KITIOUH
MOKCH(IOKCALIHH-PE3UCTCHTHA Neisseria gonorrhoeae. Axo 1o 3 JHH cJiel 3alI04BaHe

Ha JICYCHHUETO HE CE& MOCTHTHE KIMHUYHO NoA00peHne, TepanmiaTa TpAdBa aa Obae MpeoLieHEHA.

[lanHeHTH Che CIeLMATHA HHOEKIHK Ha KOKATa ¥ MeKHTe ThKaHB (cSSSI)

KnuHn4yHaTa €pHKaCHOCT Ha MHTPABEHO3HUA MOKCHGIIOKCAIJHH MPH JIEYEHHE Ha TEXKKH HHPEKLIMH
BCJICACTBUE HAa H3rapaHud, GacuuuTH U HHPEKIHHY Ha JHAOETHO CTHIANIO C OCTEOMMEIIMT HE €
yCTAHOREHA.

BiauMoneHcTBHE ¢ OHOTOrHYHN H3CIERBAHHS

BB3MOXHO € B3aHMOJEHCTBHE MEXKTY JICYEHHETO ¢ MOKCH(NIOKCALIMH M MHUKPOOHOIOTMYHO H3CMEIBAHE
3a Mycobacterium spp. upe3 NoTHcKaHe Ha faKTepHATHNA PacTeX, KOETO MOXE Ja AOBeIE A0 (alluHBo
OTPHLIATeTHHA PE3yITaTH NIPK NPOOH HA MMAIMEHTH, TEKYBAHH ¢ MOKCU(IOKCALIMH.

[lanuentn ¢ MRSA uBEQEKUHH

MokcH(}pAOKCaLMH He € NoKa3aH 3a nedeHue Ha MRS A undexuun. B cmyvaii Ha npeanonaracMa WiH
yCTaHOBEHA HH(EKI{HA, npruurHeHa oT MRSA, TpabBa na ce 3anouHe JiedeHHe ¢ NOIXOMALI
aHTHOHOTHK (BoK. TouKa 5.1).

1 leapaTpryHa momynargis

Ilopaan HeXenaHWTE peakuWH BbpXY XPYIUAia MPH MIagM KHBOTHH (BIXKTE TOouka 5.3),
yioTpedara Ha MOKCH(JIOKCAIIMH MpH ACLA U IHOWH Nox 18 roAuHM € NpOTHBOMOKA3ZaHA
(BIDKTE TOuKa 4.3).

To3u exkapCTBEH MPOAYKT ChABPKA 0-Maiko oT 1 mmol Harpuii (23 mg) Ha 1030Ba €RUHMILA, T.€
MpaKTHYECKH HE CHABPKA HATPHHA.

4.5 B3aAmojaeiicTBHE ¢ APYTH JIeKAPCTBEHHA NPOAYKTH H APYTH JOPMH HA B3aAMoAcHCTBHE

BaaumonelcTBHE ¢ TeKapCTBEHH IPOIYKTH

He Moxe na 6bae u3kimoueH aauTueed edekT BepXy yabpkapanero Ha QT urrepsana ua

MOKCH(IOKCALIMH U APYTH JIEKAPCTBSHU NMPOTYKTH, KOMTO MOrar Ja yrepkar QTc uaTepBana. To3u edekr

MOJKE JIa IOBEAE IO NMOBHIUEH PHCK OT KAMEPHH apUTMHH H HO-CNIELMAITHO forsade de pointes. [lopaau

TOBA € NPOTHBOTIOKA3aHA €HOBPEMEHHAT2 YIIOTpeda Ha MOKCH(NIOKCALMH H CJICAHHTE JCKAPCTBCHH

MPOAYKTH (BIDKTE ChLUO TOUKa 4.3):

- AHTHAPHUTMHYHHY JieKapcTsa oTKIac 1A (Hanp. XHHHIHH, XUAPOXHHHAHWH, XH3OMHPaAMHUA);

- AHTHAPUTMHYHH JiekapcTsa ot kiac 111 (sanp. amuonapon, cotanon, 1odeTunua, ueyTWIun),

- HEBPOJICHTHIM ( HANpP. (EHOTHAZHHH, ITHMO3UA, CEPTHHION, XATONEPHION, CY/ITOMPH);

- TPHUHKIHYHA AaHTHAETIPECAHTH;

- OIpEeAEIEHH AHTHMHUKPOOHH IIPOAYKTH (CaKBUHABRHMD, cHapdUIOKCAIIMH, SPHTPOM
NMeHTAMHAHH, TIPOTUBOMAIAPHIAHH JIEKAPCTBA, H [TO-CIICLIHAIHO Xano(paHTpHH);

- HAKOH 8HTHXHCTAMHHOBH [POAYKTH (TepdeHaIMH, aCTEMH301, MU30TaCTHH )

- npyrd (1m3anpuz, BuHkamus [V, Genpuamn, nudgemanmn).




MoxkcHquiokcaiiit Tpsa6sa 1a Gb/ie H3NON3BAH C MOBULUEHO BHHMAHHE [IPH IALMEHTH, KOMTO MPHEMAT
JIEKapCTRa, CIIOCOOHH N1a IOHWDKAT HHUBATa Ha Kanud (Hanp. OpMMKOBH M TUA3MIHH JUYPETHLIM,
JIAKCATHBH M KJTU3MH (BUCOKH [03H), KOPTHKOCTEpOHAH, aMmpoTepuiiMH B) MM KOUTO ca CBBp3aHu C
KIMHAYHO 3HaYMMa OpajMKapId.

Mexy npuemMa Ha IPOYKTH, ChIbpiKali OUBAIGHTHH KTH TPHBAJICHTHH KATHOHH (AHTHALIHIHHM
MPOAYKTH, ChABPKALLM MAarHe3Hi WK alTyMHHM#; TaOJIETKH AMNAHO3HH, CYKpadaT ¥ nnpenaparu,
ChABPXKAIIH JKEIA30 H LIMHK) ¥ NMPHEeMa Ha MOKCAGJIOKCALIMH TPSOBa Aa HMa HHTEPBA OT OKOJIC 6
qaca.

EnHOBpeMEHHOTO NpHIOKEHHE Ha BBIVIEH C NepopaiHa 1033 o1 400 mg MOKCHGTOKCALIMH € T0BEJIO
10 U3pa3eHo MOTHCKAHe Ha abcopOIUATa Ha JIEKAPCTBOTO M PEAYLUMpAHa CHCTEMHA HAJTMYHOCT Ha
NEKApCTBOTO ¢ nosede oT 80%. CrnenoparenHo, eNHOBpeMeHHAaTa yrnoTpeda Ha Te3H JIRE JISKAPCTBA HeE
C€ MPENOPBYBa (OCBEH B CIIy4anuTe HA MpeJo3HpaHe, BIKTE ToUKa 4.9).

Criel NOBTOPHO NpUiaraHe pH 34paBy JoGPOBOIIA MOKCHEIOKCAIMH MOBHINABA Crax HA JUTOKCHH C
oxosio 30% 6¢3 na noenuasa AUC unu trough levels. He ca Heobxoaumu NPeaNasHi MEPKH [IPU
H3IIO/I3BAHETO HA JUTOKCHH.

B npoyusanui, npoeeaeHH npu A#adeTHLM J0GPOBOIIIH, SAHOBPEMECHHOTO IIPHWIOKEHHE Ha
MOKCH(IOKCAIMH H MHOeHKIaMU BOAU 10 HAaMajieHHe ¢ mpubamsuTento 21% Ha nukosata
ILIa3MEeHa KOHLIEHTpalys Ha MMrOeHIuTaMu1, KoMOMHanMaTa Ha rmMOeHKIaMuU/L, B MOKCHMIOKCALIUH
MOXKE€ TCOPETHYHO Ja NOBe/e 0 JIEKa H NIpexoaHa XunepriukeMusa. Obave HabnonaBaHUTE NPOMEHH
BbB (apMaKOKHHETHKATA Ha [MUOSHKIAMHL HE BOIAT A0 MPOMEHH BbE (PapMaKoIHHAMHYHH
napaMeTpH (HMBO HAa KPBBHATA 3aXap, HHCYJIMH). ClenoBarenno, He € HaOMmonaBaHO KITHHHYHO
3HAYMMO B3aMMOCHCTBHE MEXIY INTHOSHKIAMMA U MOKCH(IOKCALIHH,

Ipomenu na INR

Crobmasan ca roam Gpoid cTydaH Ha NMOBHILIABAHE HA NepOpaiHAaTa aHTHKOATYJIAHTHA AKTHBHOCT IPH
NALMEHTH, TIOTY4YaBall¥ aHTHOAKTEPHATHU IIPOYKTH, CHELMAIHOC (IyOpOXWHOIOHH, MAKPOJIH/IM,
TETPAIMKITHHH, KOTPUMOKCA30/1 B HAKOH LUedanocrropuiy. Msmesxkna, ye (paKkTopHTe, CEBP3aHH C
HH(EKLKATA H BE3NAIIMTENHHS TIPOLIEC, BE3PacTTa U 061L0TO CHCTOAHME Ha MAllMEHTa Ca PHCKOBH
daxropu. [Ipn Te3n 06cTOATENCTRBA € TPYAHO Ja C€ NMpeLeHH AaTd HHPEKIUATA WM TEpaNHATAa Ca
NPUYIMHWIH Hapy1ueHus B INR (MekayHaponHo HopMmanuzapaHo croTHomeHue). [Ipeanassa Mapka e mo-
4ecToTOo MOHMTOpHpaHe Ha INR. Ako € HeoOxonuMo, 103MpOBKaTa Ha aHTHKoarynaHTa Tpatpa na 6bae
CBOTBETHO KOPUTHPAHA.

B KMMHHYHKM Ipoy4uBaHMs He Ca YCTAHOBEHH B3aHMOJICHCTBHA Clie] €AHOBPEMEHEH IIPHEM Ha

MOKCH(IOKCALIMH C: paHUTHIHH, POOEHELMA, MEPOPATHH KOHTPALIETTTHBH, KAJILIMEBH J0DaBKH,
MMAPEHTEPAITHO NPHIOAKEH MOPPUH, TEOGHTUH, IHMKJIOCIIOPHH HITH HTPAKOHA30].

Hu sumpo v3CnenBaHyA ¢ YoBeLKd eH3imMu P-450 noresprkaaear Te3u naHHU. Criope Te3H pe3yIITaTH €
MAaJIKO BEPOSTHO METaDOIUTHO B3aMMOAEHCTBHE MocpencTBoM P-450 eHsuMuTe.

BsanMmoneHcTBHE ¢ XpaHa

He e ycTaHOBeHO KITMHHYHO 3HAYHMO B3aUMOEHCTBHE MKy MOKCHAUIOKCAIIMH U XPaHa, B T.4.
MJICYHH TIPpOOYKTH.

4.6 DepTHiamTeT, OpEMEHAOCT H KhpPMEHe

bpeMeHHOCT
be3onacHOCTTa Ha MOKCUVIOKCALIMH IO BpeMe Ha GPeMEHHOCT MpH Xopa He € OLCHABGIAS
IIpoyuyBaHuATa MpH MXHABOTHH IIOKAa3BRaT PENPOIYKTHBHA TOKCHUUYHOCT (BMKTE//T&
[ToTeHUMAIHUAT PHCK NIPH XOpa He e u3BecTeH. [Topanu ekcrniepuMenTATHHS PUCK (T B
Xpyllsia Ha HOCEIUIUTE CTABH Ha HE3PENU }KMBOTHH H 00OpaTuMH CTABHH KOHTY3HH {Ip#




JIEKYBaHH C HAKOM (PIIyOPOXHHOIOHH, MOKCH(TOKCAUHMH He TpaOea fa ce npuiara npu OpeMeHHH
KCHH (BHK TOuka 4.3).

KspMeHe

Hsma Hani4HK 1aHHU 3a ynoTtpefa npH KbpMelny xeHH. [IpeIkMHAIHITE JaHHH COYAT, Y€ MaJIKH

KOJIMUECTBA MOKCH(IOKCALIMH C€ KCKpeTHpaT B kKbpMara. [Topagn mirncara Ha naHHM 3a ynorpeba npH
XOpa ¥ CKCIICPHMEHTAITHHASI PHCK OT YBPEXXIaHe HA XPYIIAIa HA HOCEIIHTE CTABHM HA HE3PETHM XKHBOTHH,
MPUYHEHO OT QUTYOPOXHHOIOHH, KbPMEHETO € MPOTHBOIIOKA3AHO TIO BPpeMe Ha TEPAITHATA C
MOKCH(ITOKCALIHH.

Peprunuret

[IpoyuBanusTa Npu 2KMBOTHH HE JTOKA3BaT BIMAHHE BLPXY (DepTHIMTETA (BIKTE TOYKA 5.3).

4.7

EdexTn Bbpxy cniocoOGHOCTTa 32 modupane n padora ¢ MAIIHHH

He ca mpoBexknaHu npoyusaHHs BbpXY edekTuTe Ha MOKCH(IOKCALHH BhPXY ciocobHOCTTA 32
wogupane U pabota ¢ MamuHK. O6ade GIyOPOXHHONTOHHTE, BKIIOUHTETHO MOKCH(IOKCALIH, MOTAT
Ja TOBEAAT JIO BIIONIABAHE HA CNIOCOOHOCTTA HA MALHEHTUTE Aa modHpaT HIH Aa padoTAT ¢ MallMHH
nopaau peaxuuu ot crpana Ha LIHC (wanp. 3amaiiBane, wiau ocTpa, BpeMeHHa 3aryba Ha 3peHHE,
BIDKTE TOYKA 4.8) WM OCTpa U KpaTKoTpaiina 3aryba Ha ¢h3HaHMe (CHHKOIM, BIDKTE TO4Ka 4.8).
[laumentuTe 6 caeasaio ga 6bJAT ChBETBAHHM /1a IPOBEPAT KaK pearHpaT Ha MOKCH(IOKCALHH
npeay ga mogupar uin paboTAT C MaLIHHH.

4.8

HeskenaHnn eKapcTBeHH PeaAKIHHA

[lo-nomy ca npencraBeHn HeKENAHUTE PEaXIMH OT BCHYKH KTHHHYHM M3IHTBAHHA U TIONYYEHH OT

MOCTMAPKETHHIOBH ChOOLIEHMS ¢ MOKCH{uIokcalud 400 mg (mpuiarad nepopajiHo M Karo AocyeaBaria
TepaIi), rPYIHpPaHH 110 YeCTOTa:

(OCBEH raficHETO M MapusATa, BCHMKH HEXeJIaHW peaklivy ca HabmopasaHu ¢ yecTtora nog 3%,

Ilpu BcAka rpyna mo 4ecToTa, HEXKETAHUTE JIEKAPCTBEHH peakLHH ¢a H30pOeHH B HU3XOAAII pel MO
OTHOLUCHHE Ha TAXHATA CCPUO3HOCT:

- 4YectH (= 1/100 mo < 1/10)
- HedecTH (> 1/1,000 no < 1/100)

- peaxu (= 1/10,000 no < 1/1,000)
- MHoro peaku (< 1/10,000)
- C HeM3BECTHA YecToTa (He MOXKe 1a ObJ¢ yCTaHOBEHA OT HAITWIHHTE JaHHH)

Crcremao- (Uectn Heuectn Peak Mnoro penkn  |C HeH3BeCTHA
OpPraHeH KJac 4eCcTOTA
Nndexkunn u CynepuHpeKkurn
HHpecTAllHM [C pe3HCTEHTHH
bakTepun Wu
reOM, Hanp.
nepopajaHa U
BarMHa/IHa
KaHAK103a A et 5"
Hapymennsn AHEMHs [ loBHLLICHO ,r’: S i 7O %,o
HA KPbBTa H UleBkoneHus(H) Ha IPOTPOMQ L Letrr f_:a; A \
JuMepHATA Heyrponenus TOHIDKEH l! RS ’*‘fﬁ__,. > |
CHCTEeMa TpoMOoLHTONEHHS ATpaHyJIOLs & B _-’-’j A /
[TpomboumTemMus MAHLIMTONCHUY), » .@3&: ﬂf ; /4
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E‘[JLBHB,
O03HHOPUIHA
YIBIAKEHO
IPOTPOMOHHOBO

BpeMe/ MOBHILIEH
INR

HapymeHnns AJtleprudHa AHaduiakcus
HA HMYHHATA peakLHA (B2K. TOYKA [BKJI. MHOTO PSJIKO
CHCTEMA 4.4) ’KMBOTO3aCcTpALA
Balll 110K (BXK.
mouxka 4.4)
AnepruyeH OTOK/
aHTHOEe/eM { BKJI.
OTOK Ha
JTapHHKCA,
| MOTECHLHAJIHO
: | ’KMBOTO3aCTpAaLIa
BAlll, BXK. TOUKa
4.4)
Hapymenunsn Xunepnunuaemus [ Xunepriiukemus | XHITOITIMKEMHA,
Ha XUNEPYPHKEMUA  [XUITOTTHKEMHAYHA
MeTA00IH3IMA KOMa (BHIK TOUKA
H XPAaHEHETO 4.4)
Ilcuxuunn 1l“pi.a-B::}}l{Hlf!l peakiuy [EmMoloHanHa — |JlenepcoHann3a-
HApYIIEeHHA* [ IcuxoMOTOpHAa NaOWITHOCT s [ IcuxoTHiHM
xunepakrtuBHocT/  [Jlenpecus (B pPEeaKLIMH
BB30yaa MHOTO PEIAKH {MOTEHLMATHO
CIy4yau KyJIMHHHpallla B
MOTCHITHAITHO iceOenapanaBaLo
KyIMHAHUpAIlla B [[IOBEACHME,
cebeHapaHiIBallo [Harp.
MOBEACHUE, HAIIP. [IPEACTABH,
NpEeACTABH, MHCIH MUCITH UTH
WJIH OITKTH 3a IOIIUTH 34
CaMOYOHICTBO,  [caMOyOMICTBO,
BK. Touka 4.4), K. Touka 4.4)
X ATFOLTHHALIMM,
IETHAPUYM
Hapymennn ICHHOpOM Ha
HA HEaJCKBaTHA
eHIOKPHHHAT lcexpenus Ha
a CHCTeMa AHTUANYPETHYHH
A XOPMOH
| (SIADH)
Hapymenna [[nasobomue TTap- ¥ qu3ecre3un [XumoecTezus Xunepecresns
HA HEPBHATA (3aMaifBaHe Hapyuies BKyc HapyieHo
cHCcTeMa*® (BKJI. B MHOTO IODOHAHHE
PEAKH Clyuan {(BKJI. aHOCMHA)
rey3us) AOHOPMHH
E)ﬁlapmﬁaﬂe H CEHHUILA
IC30PHCHTaLIUA HapyieHa
HapylueH cbH KOOpAHHALIHA
(ripe THMHO {BKI1.
De3CHHHE) E




Tpemop HapyuieHa
CBeTOBBpPTEXK MOXOJKA,
ICH HIHBOCT locoOeHO Nopaam
BaMaHBaHE WA
ICBETOBBITEXK)
[ BpuoBe, BKIL.
and mal
E’EPHOBe (B,
ouyka 4.4)
Hapyeno
BHHMaHHE
HapyuieH roBop
AMHE3HA
IlepudepHa
HEBPOIATHA U
MOJIMHEBPONIATHS
Hapymenusn Buzyanau [IpexonHa 3aryda
Ha OUYHTE™ CMYLUCHHSA BKJI. Ha 3peHHUE
JTATLIONHAL M ocobeHO npu
HapyHeHa peaKkLUHH OT
3PMTENIHA OCTPOTA [THC, BX. TOUKH
(ocobeno npu 4.4u4.7)
peakuuun ot ITHC,
BX. TOUKa 4.4)
Hapymenns Illym B yiure
Ha YXOTO H Hapyuren cayx,
aabapuHTa* BKJI. IJIYXOTa
{0OHKHOBEHO
obparuma)
Chpaeunn Yab/KkaBaHe Ha | YAbKaBaHE Ha KamepHu HeonpenencHu
HapymeHnsg** QT npu QT TaXHapHTMHUH apUTMHH
[IALIHEHTH C (BK. TOuKa 4.4) CuHkorn (T.e. Torsade de
XMIIOKA/IMEMHA | [ lanmuTaimy OCTpPO Pointes (Bx.
(BX. ToukH 4.3 u [Taxuxkapaus HACTBITHIIA H TOUYKa 4.4)
4.4) [Ipeacupano KparkoTpavHa  |[CbpagueH apect
MBKICHE 3aryba (B, TouKa 4.4)

AHI'MHA NEKTOPUC

Ha CB3HAHHE)

CovaoBn Bazoaunaranmsa | XHIEepPTOHHA Backynut

HApYIIeHHA** XHITOTOHMA

Pecnupatopn 3amyx

H, ( BEJTHOUMTEIHO

IpbAHH H ACTMATHYHH

MEAHACTHHA ICHCTOAHNA )

JIHH

HapYHIeRHs | |

Cromamno- ['anene Hamanen anetut n  |[{ucdarus

YpeBHH [ToBprnane [IpUEeM Ha XpaHa CtoMarut

Hapymieaus |[CToMallHO- 3arek CBbp3aH ¢
ypeBHA Jucnencus AHTHOHOTHIIH
U KOpPEMHa IlogysaHe Ha KOJIMT (BKJI.
Oonka KOpeMa [TceBnoMeMOpano
Jluapus [acTpHT -3¢H KOJIMT, B




[ loBHIlIeHA aMKIa3a [MHOINO PeaKH
CJTyYaH CEBP3aH ¢
’KHBOTO3ACTPAILIAR
a-11H
VCIOXKHCHUA, BXK.
Touka 4.4)
Xenarto- [ ToBueHH YepHompoOHo JKrorreHHua
OmJmapuu TpaHCAMMHA3H  [yBpexkaaHe (BKIT. Xenarur
HAPYIIEHUA nosHineH [.DH) ((rTpe JUMHO
[ loBriieH X0J1eCTATHYEH )
OrMpyOHH
[ loprineHa rama-
Ty TaAMIT- yepHOOpPOOHA
TpaHcgepasza HEAOCTATBYHOCT
[IoBHieHue B {BKI. paraneH
KPBBTa Ha AJIKATHA M3XO, BK. TOYKA
ipocaraza 4.4)
E
Hapymenns (Crpbex bynosu kK»kHH  |OcTpa
HA KOXKATA H (O6puz peakLMH KaTo reHepand3upaHa
NOAK(KHATA YpTUKApHA CUHOPOM Ha €K3aHTEMATO3Ha
TbKAaH Cyxa xoka CTHBBHC- nycTynoza (AGEP),
| DKOHCHH WIH JIEKApCTBECHA
Lm[ccmma peaxuua ¢
eMUACpMAalTHA €03HHO(QHINA U
HEKPOIA3a CUCTEMHH
(MOTEHLMATHO  |[CHMIITOMH
¥HBOTO3a- (DRESS) (Bx.
CTpalllaBalia, BK. [Touka 4.4),
TOuKa 4.4) PuKkCHpaHH KOKHH
| epYTIIAH, PEaKIVin
Ha
($OTOYYBCTBHTE]I-
HOCT (EK. ToUuKa 4.4)
Hapymenns Aprpamrvs TeHayHHT (BX. Paskncpane Ha  [PabOpomuonusa
HA Muanrus TOYKA CYXOKHTHE (BXK.
MYCKYJAHO- 4.4) Touka 4.4)
CKeJIeTHATA MycKynHH kpaMiy {ApTPHT
CHCTEMA H MyckyHM crasMi {MyckynHa
CHE/THHHTEH MycKyiiHa PHIHTHOCT
aTa c1abocT ObocTpsane
ThKaH* CHMITTIOMATHKATA
Ha
MHACTEHHS]
IPaBHUC
Rox. TOuka 4.4)
Hapyienns Hexuaparauus bnopeuHo
Ha YBpEXKIAHE
OnLOpenuTe U (BKJ1. MOBUILIICHU
NHKOYHHTE BUN
I'bTHIIA A KpearuHUH)
bubOpeuna
HEIOCTATEYHOCT ‘;
(BK.




Touka 4.4)

O6mn Obwo lOToK
HApPYIICHHA HEPA3IIONIOKCHHE
H etheKTH HA (IIpeAUMHO aCTCHMA
MSCTOTO HA WIH YMOpa)
NPpAAOKEHHE* bonesHenu

CECTOSHHSA {BKJT,

bonka B rep0a,

IBPOMTE, TA34 U

KpaHHUIIUTE)

Hznorsaeane

*CbobIuaBa ce 3a MHOTO PEAKY CITY4YaH Ha MPOIbIKHTENHM (A0 MECEIM HIH FOOMHH), HHBAIHIH3HpallH 1
NMOTEHIHATHO HeOOPATHMH CEPHO3HH JICKAPCTBEHH PEaKLIMH, 3acATALlH HIAKONKO, TOHAKOra MHOTO, CHCTEMO-
OpraHHH KJIACOBC M CETHBA (BKIMIOUUTENHO PEAKItMH KAaTO TCHIHHUT, Pa3KbCBaHE Ha CyXOKHIIME, APTPATus,
Oonka B KpalHULIMTE, HApyIICHUE HAa MOX0/KATa, HEBPOIIATHY, CELP3aHH C [APECTE3NH, IENPECHH, YMOpA,
HapyILICHHE Ha MAMETTA, HapyWEHHA Ha ChHA H YBPEXKIAHE Ha CIyXa, 3PeHHETO, BKyca H 000HAHHETO) BbEB
BPB3KaA ¢ yroTpedaTa Ha XHHONOHM M QIYOPOXUHOJIOHH, B HAKOM CJTYYAH HE3aBHCHMO OT Be€Ye ChHISCTBYBAILIUTE
PUCKOBH (pakTOpH (BX. Touka 4.4),

** IIpn nameHTATE, IpHEMAaIH (IYOPOXHHOIOHH, ¢a CHOOLICHH CTy9ad Ha aHEBPH3Ma H JHCEKAllHA Ha
aoprara, [MOHAKOI'a YCIIOXKHEHH [I0pay pa3KbCeBaHe (BKIIOYHTENHO C JIETAJCH U3X0H) H
PErYPrUTAlHY/HEAOCTATEYHOCT HA HAKOU OT CHPACYHHTE KIanH (Bx. TO4UKa 4.4).

MHoro paaxo ce cpo0IIaBa 32 ClICAHUTE HEMXEIAHH PEAKIIHH Cel JISYECHHE C JpYIrH
GITyOpOXHHONOHH, KOUTO € BB3MOXKHO /12 C€ MOABAT H NPH JISUSHHE ¢ MOKCH(IOKCALIUH:
XHUNEPHATPUEMH S, XUMCPKATLUEMHS, XEMOJIMTHYHA aHEMHA.

CrpoOuiaBate Ha NONO3UPAHH HEXKEIAHH PEAKI[HH

Cpo0LIaBaHETO HA OO3UPAHH HEXENIAHH PeakLMH CJIe/ pa3pellaBaHe 3a yroTpeOa Ha JIeKapCTBeHHU
IPOOYKT € BaKHO. T0Ba MO3B0/IABA [a NPOALIKH HAOTIOAEHAETO HA CHOTHOIUECHHETO MOJ3a/PHUCK 32
NICKapCTBEHU IPOAYKT. OT MEAMIIMHCKHTE CHEIIMANHCTH Ce H3HCKBA Ja chobINaBaT BcAKa NOA0O3HpaHa
HEXeTaHa peaKIHA 4Ype3 HAUHOHAIHA CHCTEeMA 3a ¢hoOmapade KbM HM3nbiHUTEeIHATA ATEHUMA 11O
nexkapcTBata, Copus 1303, yn. Jlamsan I'pyer 8, ren.: +35928903555; dakc: +35928903434, e-mail:
bda@bda.bg.

4.9 TIIpegosupane

Hsama cnenmduyHM [Ipeana3Hi MepKH, KOUTO J1a ¢e Npenopbhyar Cel cityuaiHo npeaosHpane. IIpu
ClyyaH Ha npego3HpaHe TpaOBa Aa Ce MPHIOKH CUMIITOMATHYHO JieueHHe. Tpsabea aa ce npeanpueMe
HabmoneHue upe3 EKI" nopagu Be3mMokHO yabkaBane Ha QT-HHTEpBana. EaHOBpeMEHHO
IPUIOKEHHE Ha AKTHBHPAH BBIVICH ¢ 103a 400 mg nepopaneH MOKCH(MIOKCALIMH L€ peayLiupa
CHCTEMHATA OMOHANUYHOCT Ha JIEKapCTBOTO ¢ NoBeve oT 80%. Manonzeavero Ha BEIVIEH paHO 10
BpeMe Ha abcopbuHATa MOKe Aa € TONE3HO 32 NpPEeANna3BaHe OT IPEKOMEPHO MOBHIIABaHE Ha
MOKCHQIOKCALIMH B CIIyYad Ha MepopaHO NPeIo3HpaHe.

5. ®APMAKOJOIAYHHA CBOMCTBA
3.1 @dapmakoAHHAMHYHH CBOHCTBA

(DapMakoTeparesTHYHA [PYIa: XMHOIOHOBH aHTHOAKTEpUaTHH, (UTyOPOXHHOIOHH
ATC xon: JOIMAL14

MexaHu3bM Ha JeiCTBHE
MokcHGMOKCaLMH NIPHTEKABA AKTUBHOCT UH 6UMpo CpeLy ronaM Opoit ['paM-non
OTPHLIATETHH NTATOTCHH.




bakTepHIMIHOTO ACHCTBUE HA MOKCHQUIOKCAIIHH € Pe3yTaT OT MHXHOUpaHe Ha apete Tvll 1
rononzomepasH (JIHK rupaza u ronouwzomepaza [V), HeoGxoaumu 3a GakTepHATHATA PEIUTAKALIHA,
TPAHCKPHIILKA U Bb3CTaHOBABaHE. HM3mexaa, ye C8-MeTOKCH rpyrara AOMpHHACS 3@ NOBHIICHATA
AKTHBHOCT M TIO-HUCHK 00O HA PE3UCTEHTHH MYTAHTH Ha | paM-TIOI0KHTETHHTE DaKTEPHH, B
cpapHeHue ¢ C8-H rpynara. Hansuuero Ha roysam SuipikinoaMHHeH 3aMmectHren Ha C-7 MO3HIAA
npeanaspa oT €PEKTHBHO HABIIU3aHEe, CBBP3aHO C norA or pmrA IeHH, HabIonaBaHo MPH ONpeeieHH
[ paM-nonoKATENHU OAKTEpHH.

DapMaKOAHHAMWYHH TPOYYBAHKA [IOKA3RAT, Y€ MOKCH(VIOKCALIME NIPHTEXAaBa OakTeprimeH edekT,
3aBUCHM OT KOHIICHTpauHATa. Munumanuure Oakrepuiaud koHeHTpanny (MBC) ca nogoOHH Ha
MUHHMAITHUTE HHXHMOMTOPHH KoHUEeHTpaLH (MIC).

BnuaHue sppXy YpeBHara ¢uiopa npu xopa

Crien nepopanHo NPHIOKEHHE HA MOKCHGIIOKCALMH [IPH A0OPOROILIM ¢a HADMIONABAHM CICIHHTE
POMEHM B YpeBHarTa (nopa: Escherichia coli, Bacillus spp., Enterococcus spp., v Klebsiella spp. ca
Pemyuvpany, Kaxro u anaepodirre Bacteroides vulgatus, Bifidebacterium spp., Eubacterium spp., M
Peptostreptococcus spp.. Bacteroides fragilis e nosummn 6pos cu. Tean MpoMeHH ¢e BE3CTAHOBABAT B
HOPMAJIHUTE CTOHHOCTH [0 JIBE CEIMHMLIH.

MexaHH3bM Ha PE3UCTEHTHOCT

MexaHU3MHTE Ha PE3HCTEHTHOCT, KOMTO HHAKTHBHPAT [ICHALIMIMHH, Le(dalloCIIOpHHH,
AMHUHOITIMKO3HTH, MAKPOJIWIHA H TETPALMK/THHY He B3aUMOACHCTRAT ¢ aHTUDaKTepHaTHaTa AKTHBHOCT
Ha MOKCHQUIOKCALMH. JIpyry MeXaHW3MM Ha PE3UCTCHTHOCT, KATO 3aIMTHH Oaprepu (001w Mpu
Pseudomonas aeruginosa) H MEXaHH3MUTE HA MATM3aHE MOTAT A [ORITHAAT YyBCTBHTEIHOCTTAa KbM
MOKCU(NOKCaLMH.

Hn eumpo pe3UCTEHTHOCT KbM MOKCH(JIAKCAILINH C€ Pa3BMBa MIOCTEIIEHHO Ype3 TOYKOBH MYyTallMH B
asete T 1l romonsomepasy, JIHK rupa3sa u rononsomepasa IV. Mokcudnokcaiys e cyberpar,
KOMTO TPY/IHO NPEMHUHABA YPE3 MEXAHM3MUTE 3a aKTHBHO HaBJIH3aHe NpH [ paM-MOJoKHTETHATE
MHKPOOPraHW3MiA.

KpbcTocaHa pe3ucTeHTHOCT € HabmoaapaHa ¢ Apyrd XHHOIOHH. Ofade, Thif KaTo MOKCH(NTOKCALIMH
HHXuOUpa asere TononsomMepazd Il n IV ¢ nonobHa akrueHOCT npw I paM-NosToKHTENHATE DaKTEPHH,

Te3H DaKTepHH MOTaT 1a ¢a PE3UCTEHTHH KbM APYTH XHHOTIOHH, HO UyBCTBUTEIHH KBM
MOKCHQUIOKCALIHH.

I’ paHHYHH CTOWHOCTH
EUCAST xnuHHYHH KpuTHYHH KoHUeHTpauuu (MIC) B aucKoBO-aH$Y3HOHHM IPAHHYHH CTOHHOCTH
3a MOKcHduiokcalue (Tabmuna Bepeus 8.0, anuaua or 01.01.2018):

IIlamoBe YyBCTBHTEIHH Pe3HCTEHTHH
S. aureus < 0.25 mg/l > 0,25 mg/l
> 25 mm <25 mm




Coagulase-negative staphylococci <0.25 mg/l >0.25 mg/l
>28 mm <28 mm

S. pneumoniae < 0.5 mg/l > 0.5 mg/l
> 22 mm <22 mm

Streptococcus Groups A,.B,C.G < 0.5 mg/l > 0,5 mg/l
> 19 mm <19 mm

H influenzae <0.125 mg/l >0.125 mg/l
> 28 mm <28 mm

M. catarrhalis <0.25 mg/! >0.25 mg/l
> 26 mm <26 mm

Enterobacterales <0.25 mg/l >{0.25 mg/l
> 22 mm <22 mm

I panunru cmotinocmu, Hec8bP3aHU C <0.25 mg/l >0.25 mg/l

onpedener 8ud *

*Tesu 2panuynu cmotinocmu ce uznonazeam camo kozamo ca nanuye I panuvnu cmoiinocmu,

HECBBP3ANU C ONpeodeneH SUOWIU Opy2u NPEnRoOpBRu(mupe Uy 3abeaeixcKa) 8b6 UA060-

cneyuchuunume mabauyu

MHUKpOOHOTOrHYHE YYBCTBUTEIHOCT

[TpeobnanasaHeTo Ha MPpHAOOUTA PEIUCTEHTHOCT MOXKE /1a BAPHpA B 3aBHCHMOCT OT reorpadckara
00J1aCT M BbB BPEMETO NPH W30PaHM MaMoBe, NIOPaJH KOETO € XeNNaTe/IHO Ja Ce ThPpCH HHPOpMALHA 3a
JIOKAJTHA Pe3UCTEHTHOCT, OCOOEHO NpH JIe4eHHE Ha TeXXKH HH(eKUHH. [Ipn HeoOxonumMocT, TpabBa aa
C€ TBPCH €KCMEPTHA KOHCYNTAIIMA, KOraro MECTHUAT Mpod1 Ha pe3HCTCHTHOCT € TAKBB, Y€ M0J3ara
OT Ar¢HTa B IOHE HAKOM OT BUAOBETE UHGMDEKIMM € O] BLIpocC.

OO0mo 9yBCTBHTEJIHH BHIOBE

Aepobnu I'paM-nonokHTETHH MHKPOOPranH3IMH

Gardnerella vaginalis
Streptococcus agalactiae (rpyna B)

Streptococcus pneumoniae *
Streptococcus pyogenes * {(rpyna A)

thermophilus)

Staphylococcus aureus * (methicillin-uyscTBUTeNEN)

Streptococcus milleri group * (S. anginosus, S. constellatus w S. intermedius)

Streptococcus viridans group (S. viridans, S. mutans, S. mitis, S. sanguinis, S. salivarius, §.

AepoOHE I'paM-oTpHIATETHE MUKPOOPIraHH3IMHA

Acinetobacter baumanii

Haemophilus influenzae *
Haemophilus parainfluenzae *
Klebsiella pneumoniae **

Legionella pneumophila

Moraxella (Branhamella) catarrhalis *

AHaepoOHH MHKPOOPraHH3MH

Fusobacterium spp.
Prevotella spp.

ApPYyra MHKpPOOPranu3IMH

Chlamydophila (Chlamydia) pneumoniae *
Chlamydia trachomatis *

Coxiella burnetii

Mycoplasma genitalium

Mycoplasma hominis




Mycoplasma preumoniae *

Buiose 3a KOHTO NPHAOCHTATA PEINCTEHTHOCT MOMKE 2 € npodaem

AepobuH I'paM-nOI0KHTETHH MHKPOOPTAHH3MH

Enterococcus faecalis *
Enterococcus faecium *
Staphylococcus aureus (MUTHURINHE-PEIUCTEHTECH)

AepoOun I'paM-oTpHIATENHHE MHKPOOPTAHH3IMH

Enterobacter cloacae *
Escherichia coli *
Klebsiella pneumonia **
Klebsiella oxytoca
Neisseria gonorrhoeae *
Proteus mirabilis *

AHaepoOHH MUKPOOPraHH3IMHE

Bacteroides fragilis *
Peptostreptococcus spp.*

Hac/1eAC¢TBEHO PE3NCTEHTHA MHKPOOPraHH3MH

AepodoHH I'paM-oTpunaTeIHE MHKPOOPIraHHA3IMH

Peudomonas aeruginosa

* AKTHBHOCTTA € 3aJ0BOJIMTE/IHO JICMOHCTPHPAaHa HA YYBCTBUTEJHH [IAMOBE NPH KIHHHYHH
OpOYUYBaHHUS HA 0000peHH KIMHHYHH [IOKA3aHHUA.

* ESBL- npou3Bex/iamy aMoBe cd OGHKHOBEHO PEIUCTEHTHY KEM (IyOPOXHHONOHH.

"YecTtoTa Ha pe3ucTeHTHOCT > 50% B eaHa WIIH NOBeYe CTPAHM.

5.2 @PapMaKoKHHETHYHH CBOHCTBa

A6CcopOuUHA H GHOHATTHYHOCT

Crnen nepopanHo MPHIOKEHHE MOKCUQIOKcallMH ce abcopbrpa Obp30 H MOYUTH HAITBIIHO.
AbconroTHara OHOHATMUYHOCT NMPEACTaRNsABa NPHOIU3HTENHO 91%.

DapMakOKHWHETHKHUTE ca TMHCHHH NpHU eaqHokparHa ao3a 50 - 800 mg u go 600 mg BeTHBXK THEBHO B
npoabbkeHue Ha noeeye ot 10 aan. Cnen 400 mg nepopanna 103a MAaKCUMAJTHATE KOHUEHTpaumy 3.1
mg/l ce nocrurar 0,5 - 4 4. cnex npunoxkerue. [THKOBHATE M MOCTOAHHHATE PABHOBECHH ILT1a3MEHM
koHUEeHTpanuH (400 mg BennbX AHEBHO) ca choTBeTHO 3,2 M 0,6 mg/l. B paBHOBECHA KOHLIEHTpaUHA
€KCIIOZHMLHATA B PAMKHUTE Ha JO30BUA HHTepBal € okoyio 30% mo-BHCOKa B CpaBHEHHE C [TbpBaTa 4034,

Pasnipenesnenue

MoxcH}oKcaluH ¢e pasnpeneia 6bp30 KbM €KCTpaBacKyIapHOTO MPOCTPAHCTBO; cel A03a oT 400
mg € ycraHoreHa AUC 35 mg.h/l. Hannunusat o6em 3a pasnpeneneHHe B paABHOBECHA KOHLEHTpAaLUs
(Vss) e npubnuzurento 2 ’kg. ExcriepuMeHTHTE €KC BURO H MH BHTPO MOKA3BAT CBBP3BAHE C MPOTEHH
npudauzurenao 40-42%, He3aBHCHMO OT KOHIIEHTPALMATA HA NIeKapcTBOTO. MOKCH(IOKCAIIHH ¢
CBBP3Ba [JIABHO ChC CEPYMHHA aJIOYMHH.

CrneJHnATe IMKOBH KOHICHTpaLUMH (TeOMETPHYHA CTOHHOCT) ¢4 YCTAaHOBEHH CJIE]] [TEPOPATHO
NpIIOKEHHE Ha eJHOKpaTHa nepopaiiHa ao3a oT 400 mg MOKCHPIOKCaIHH:

TbkaH Konnenrpanns MscTo: m1aIMeHo
CROTHOINCHHE

I1lna3ma 3.1 mg/I -

CroHKa 3.6 mg/l 0.75-1.3

MexypHa TeqHOCT 1.6 ! mg/l 1.71

bpoHxHaHa MyKO3a 5.4 mg/kg 1.7-2.1




AnseonapHi Makpogaru 56.7 mg/kg 18.6 - 70.0
TeuHocT, nokpueama enurena | 20.7 mg/l 5-7
MakcHNapeH CHHYC 7.5 mg/kg 2.0
ETMounanexr cuHyc 8.2 mg/kg 2.1
IHomunu B Hoca 9.1 mg/kg 2.6
HHTepeTHLIMATHA TEYHOCT 1.0 2 mg/l 0.8-147%
Kencka nonosa cucTeMa * 10.2 * mg/kg 1.72 4

* UHTPABEHO3HO MPUIIGKeHHE Ha €IHOKpaTHA 1032 oT 400 mg
110 4 cnen npunoskenue

* HECBBP3aHa KOHLCHTPALUA

ot 3 94 10 36 4 cnen gosa

* B Xpas Ha uabY3UATA

buorpancdopMalms

MoxcugokcaurH € nonokeH Ha Suorpancgopmanua daza Il 1 ce ekckperrpa upes ObOpeny H
HITBYKA/M3NPAKHEHUS KATO HETIPOMEHEHO JIEKAPCTBO, KAKTO H NoJ opMara Ha KOMITOHEHT,
ceEABPpAKaAI cApa (M1) u karo rmoKyponua (M2). M1 1 M2 ca equMHCTBEHHTE METabOHUTH,
XapaKTEPHH 3a XOparTa, Karo | ABaTa ca MHKPOOHOIOrHYHO HEAKTHBHH.

11pu xnuHUYHYN npoyuBaHns [ dasa W UH BUTPO NpoydBaHUA He ca HAOMOIaBaHN MeTabOTUTHY
(papMaKOKMHETHYHH B3aMMOJICHCTBHA C IPYTH JTeKapCcTBRa, NOITOKEHH Ha OHoTpaHcdopMalud ¢aza I,
M3TIONI3BALH HUTOXpOoM P-450 enzumu. Hama nannu 3a okuciureneH MeTa0OITH3BM.

EnvuMuHMpane

MOKCHQIIOKCALHH Ce eTUMHHMpA OT IU1a3Mara ¢ KpaeH ¢IMMHUHALIMOHEH TTOMYKHBOT MPHOMH3UTEITHO
12 yaca. CTOHHOCTTA Ha OOIMAT TENECeH KIMPBHC cle eTHOKpaTHA 103a ot 400 mg Bapupa ot 179
Ao 246 ml/min. BeOpevHHAT KIMPBHC, BE3IH3AIL Ha 0Ko0 24 - 53 ml/min, npeanonara 4acTH4YHa
TyOynua peabcopbumns Ha nekapcTBoTO OT 6BOpELHTE.

Caen go3a ot 400 mg Bb3CTaHOBABAHE B ypHHaTa (IIpHOIH3NTENHO 19%% HENMPOMEHEHO JEKAPCTBO,
npubnuzurenHo 2,5% 3a M1 u npubnusurtenno 14% 3a M2) u usnpakuenusta (mpubnusurento 25%
HEMPOMEHEHO JIEKapCTBO, NpHOIU3UTENHO 36% 3a M1, U He ce ycTaHOBsBa 3a M2) 061mo
npubnmzutento 96%.

EaHOBpeMEHHOTO NpIoskeHHEe Ha MOKCH(NOKCAUMH ¢ paHUTHAHH WIH [IpobeHel HE MPOMEHs
0BLOpEYHHA KITUPBHC Ha NEKAPCTBOTO.

Cmapuecka 6w3pacm u Rayuenmu ¢ HUCKO MeAECHO meaio
[lo-BHCOKH MTa3MeHH KOHLECHTPALUH ¢a HaOTIONaBaHH [IPH 3paByi AOOPOBOIIIH ¢ HHCKO TEIECHO
TEIIO {KATO XEHH) U NPH A0OPOBOJILU B CTap4ecKa BE3PAcT.

Hayuenmu ¢ 6vbpeuno yapexcoarne

PapMaKOKHHETHYHHUTE CBOMCTBa HA MOKCH(NTIOKCALIMH He Ca 3HAYHTEIHO PA3IMYHU IIPH NALHEHTH C
6B0peuHO yBpekaaHe (BKIIOYUTETHO KPEATHHUHOB KIHPBHE > 20 ml/min/1.73 m?). Tsii kato
ObOpeyHaTa GyHKIMS ce HOHMKABA, KOHIICHTPALMATA Ha MeTaGomuT M2 ([VIOKypOHHI) C€ [OBHIIABA
¢ axrop 2,5 (xpearuuunoB KIMpbHE < 30 ml/min/1.73 m?).

Hayuenmu c veproOpobno yvepescoane
Bb3 ocHOBA Ha (papMaKOKMHETUYHHATE OPOYYBAHMSA, TIPOBEACHU O CETA TIPH MALMEHTH ¢ YepHOAPOOHA
HepocTarsyHOCT (Child Pugh A, B), He e BE3MOXHO /12 ¢ce onpeaenar Aald HMa pa3Indus B
CpaBHEHHE CHC 3APaBH JOOPOBONLIM. YBpeaeHara YepHoApoOHa QyHKIIMA € CBhP3aHa C
MPOAb/DKUTENHA €KCNo3HUMA ¢ M1 B ru1a3mara, JOKaTo eKCMO3UIHUATA Ha JIEKapCTB
€KCITO3UIHATA OPH 3ApaBU JoOpoBoaLM. HaMa goctarbyno onuT ¢ KIHHHYHATE VII
MOKCH(TOKCALIMH MPH MALHEHTH ¢ YBPEICHA YepHOAPOOHa (ByHKIMA.




5.3 llpeaxknEHHYHE XaHHH 32 0€30MACHOCT

Edexrure BLpXy xeMoroernuHara cuctemMa (JIEKO MOHMKABAHE Ha Gpost Ha EPUTPOLIMTUTE U
TpoMOoLuTUTE) ca HaOMmoIaBaHH NPU ILTLX0BE U MaiMyHH. KaKTo 1pu Apyrure XMHOJIOHH,
XEMAaTOTOKCHYHOCT (IIOBHIICHH YePHOAPOOHN €H3UMH H BAKYOJIHA AereHepains) e HabaioaaBpaHa npu
IUTLXOBE, MAHMYHH M Ky4era. [Ipu malimynu ¢ Habmonasana rokcHuHocT BEpXY ITHC (repuose). Teau
e(ekTH ca HaOMonaBaHH CaMo Clle]l JicdeHHe ¢ BUCOKH JIO3H HITH CJie/] POTB/DKATEHO JIEUEHHE C
MOKCH(IOKCAIIHH.

MokcHGIOKCALIMH, KAKTO APYTHTE XHHOJIOHH, € FT€HOTOKCHYEH B HH BHTPO TECTOBE ¢ H3II0JI3BAaHETO Ha
OaKTepHH WIH KJIE€TKH OoT 603alHULM. Te3u edekTH Morar Aa ce OGACHAT ¢ B3aUMOJECHCTBHETO ¢
rupasara B OaKTEpUHTE H - IIPH NO-BUCOKH KOHUEHTPAIHH - ¢ B3aHMOAECHCTBHETO ¢ ToRoH30Mepa3a 1
B KJIETKHTE Ha O03aMHHULH, MOTAT [1a CE ONPeALIIAT IParoBH KOHIIEHTPALMH 32 TeHOTOKCHYHOCT. [1pH
HWH BHBO TECTOBE HAMA JaHHU 3a FCHOTOKCHYHOCT, HE3aBMCHMO OT (pakTa, 4e ca U3MOA3BaHH MHOTO
BHCOKM 1031 MOKcHuIokcanuH. I10 To3u HayMH MOrar Aa ¢€ YCTAHOBAT AOCTAThYHH [PAHMIM Ha
0E30MacHOCT Ha TepPaneBTHYHATA 1033 TIPH xopa. MOKCH(IOKCALMH He € KAHIIEPOTeHEH B MPOYYBAHHA
TIPH [UTHXOBE.

MHOro XMHO/I0HH ¢a GOTOMYBCTBUTEIIHH H MOTAT Ja HHAYLIMPaT GOTOTOKCHYHH, POTOMYTATSHHA H
(oroxanneporeHHH edexru. O6paTHo Ha TOBa, 10Ka3aHO €, Y€ MOKCHIOKCAIMA HAMA (POTOTOKCHUHH
U GOTOreHOTOKCHYHH CBOWCTBA, KOTATO € M3CJICABAH B OOIMPHA NIPOrpaMa Ha HH BHTPO M HH BHBO
npoy4saHHA. [Ipy ChINHTE YCIOBHA APYrH XMHOMOHH MIPEAU3BHKBAT eEKTH.

BBB BUCOKH KOHIEHTPALMH MOKCH(IOKCAIIMH € UHXHOUTOP Ha Ohp3aTa KOMIOHEHTa Ha GaBHOTO
Bb3CTAHOBABAHE HA KAJIMEBATA NMOMIIA HAa CHPLIETO M MOXKE J1a IPHYHHM yab/DKaBaHe Ha QT HHTepBana.
TokCHKOMIOruyHY NMpoy4BaHMA Ha KydeTa ¢ nepopanna Ao3a > 90 mg/kg Bogeniu 10

IUTa3MEeHH KOHLICHTpauuy > 16 mg/l npuunusear ynbwkasaue Ha QT mHTEpBana, HO HE APUTMMSL,
Camo cnen npuIoKeHHe Ha MHOTO BUCOKH KyMYJIATHBHH MHTPaBEHO3HHU 103 50 IMbTH HO-BUCOKH OT
no3ara npH xopa, (> 300 mg/kg), Bomemn 10 nnasMeHa koHueHTpanus > 200 mg/l (nag 40-kparHo
YBEIIHYCHHE Ha TCpaneBTHYHO HHUBO), ca Habnroaapanu oOpaTUMH, HedaTaaHu KAMEPHH apHTMUH.

HM3BeCTHO €, Ye XMHOIOHHUTE NPHUMHABAT YBPEAKAaHMA HA XPYIILIA Ha TOJEMHUTE CBLP3BAINH CTABH
IpH HEOHOCEHH #HBOTHH. Hali-Huckara nepopaina a03a Ha MOKCH(IOKCALIMH, TPHYHHABAINA
TOKCHYHOCT Ha CTABHTE NPH MJIaAH KYYETA, ¢ 4 MhTH NO-BHCOKA OT MAKCHMAJTHATA NPENOPLUYATESIIHATA
TepaneeTHYHa 403a oT 400 mg (3a 50 kg TenecHo Termo) Ha 6a3a mg/kg, ¢ MIa3MeHn KOHLIEHTPAIUH 2
[0 3 IbTH N0-BUCOKH OT MAKCHMAJIHATA TepaneBTHYHA 703a.

HM3cnenpanuara 3a TOKCHYHOCT NPH IUTHXOBE ¥ MaHMYHH ([TOBTOPHO JO3MPAHE 10 LIECT MECeLa), He
NOKa3Bar JaHHH 332 TOKCHYHOCT 3a oumre. [Ipu KydeTa BHCOKMTE nepopannu 1034 (> 60 mg/kg) rogar
A0 IUIA3MEHH KOHIIEHTPaLMH > 20 mg/] npu4uHSBAT IPOMEHU B €IEKTPOPETHHOIPAMaTa H, B OTACITHH
CIIy4yaH, aTpodus Ha peTHHATA.

[IpoyusaHHst BEPXY PENpOAYKUHATA, H3BBPILICHHA NIPH IUTHXOBE, 32l U MaiMyHH OKa3BaT
NpeMHHABAHE Ha MOKCH(NIOKCALIHH MNpe3 [UialeHTaTa. [IpoydYBaHHUATA IIPH ILITEXOBE (MIEPOPAIHO H
HHTPABEHO3HO) H MaHMYHH ([IEPOPAJIHO) HE MPEICTABAT A0KA3ATE/ICTBA 32 TEPATONCHHOCT HITH
YBpeXaaHe Ha (PEPTHIMTETA ClICA NPHIOKEHHE Ha MOKCH(IOKCAIMH. JIEKO IOBUILEHA YeCTOTA Ha
MaJipOpMaLIMM Ha npelnieH: U pebpa ca HabmoaBaHK TIPH 3apOAMILUTE HA 3aiiliH, HO CaMo MpPH 71033
(20 mg/kg i.v.) KOETO € CBBEP3aHO € TEKKA TOKCUYHOCT 3a Maiikara, MMa MOBUIIABAHE HA YECTOTATA HA
abdopTHTE NMPU MAiMYHH | 3ai1M ¢ YOBEINKH TePANeBTUUHH IUIa3MeHH KOHIeHTpauuH. [IpH mexose e
YCTaHOBEHO NOHKABAHE HA TEJICCHOTO TEIVIO HA IUIG/A, MO-roiasaM Opoi abopTH, N1EKO NOBHILICHA
NPOABDKHTENHOCT Ha OPEMEHHOCTTA H NOBUIICHA CIIOHTAHHA AKTHBHOCT MPH HAKOHM OT NOTOMCTBOTO
OT ABAaTa I10J1a, IPH ynoTpeba Ha 103, KOHTO ¢a 63 IMBTH MOo-BHCOKH OT MaAKCHUMATHATA NPeRSPLYRANT
no3a Ha 6aza mg/kg TenecHo TErNIo B cpaBHEHYUE C YOBEIIKATA TEPATIEBTHYHA 1034. ‘S‘ck" 01?@




6. ©®APMALEBTHYHM JAHHH

6.1 CnHcnk HA TOMOIMHATE BeOIE€CTRA

CepuesHHa Ha TableTkara
MuUKpOKpHCTaTHA LETYII034

l[apeBHYHO HHILIECTE

Harpuer HHLIECTEeH IMHKOIAT (THIT A)
CWIMUMEB HOKCH, KONOHIEH, De3BOIEH
MarHesuee creapar

[loxpuTue

XUIIPOMENO3a
MHKpOKPHCTATHA LIETy/103a
Makporou creapar Tun 1
Turanos ognokcua (E 171)
XKeneseH oxcua yepBeH (E 172)
Kapmunosa kucenuna (E 120)

6.2 HechBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha romHocT
3 rOJUHU.

HDPE Oyrunku cieg nspBoTO OTBapAHe: 1 roaHHa

6.4 ChnenumajnH¥ YCI0BHA HA ChbXPaHEeHHE

To3n nekapcTBeH MpOAYKT HE H3MCKBA CIIEHAJIHM YCJIOBHA HAa ChXPAaHEHHA.

6.5 laHHH 33 ONaKoOBKATA

DunmupanuTe TabneTkn ca onakoBaHH B PP-Al 6nuctepru onakosku, PVC/PVDC-Al 6muctepan
onakoBky wiiH HDPE 6yrunxu ¢ HDPE kanauka Ha BUHT.

Bunoere onakoBky:
e baucrepn, cuavpxkaud 4, 5, 7, 10, 14, 20, 25, 50, 70, 80 u 100 duamupann TadbieTky.
e HDPE 6yTHnk# ¢ Kamauka Ha BHHT, ChABPXKaIH 4, 5, 7, 10, 14, 25, 50, 70, 80 u 100 Gpos
¢rmmuparn TabaeTKu

He BCHUKM BBIOBE OMAKOBKH MOTAT Aa ObJar IyYCHATH B NIpoiaxoa.

6.6 ChnegHanHu NpeANa3HH MEPKH NPH H3XBLPJIAHE

HensnomspaHuaT JIeKapCTREH NMPOAYKT WM OTHAAbYHHTE MaTepHau TpabBa a ce U3
CHOTBETCTBHE C MECTHHTE M3HCKBAHHA.
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