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Eaxa dunmupana Tabnerxa coabpxa 400 mg mokcudnoxcaums (moxifloxacin) karo XHAPOXIOPHA
(hydrochloride).

[ToMOHIHO BeLIECTBO ¢ U3BECTHO ActicTBue: Beaka dunMupaHa TabneTka cpappka 68 mg jiakTo3a
moHoXHApart (= 66,56 mg nakro3a) (BIKTE TOUKa 4.4)

3a MTLJIHKMA CIIUCHK HA MOMOLLHWTE BELUIECTBA, BIDKTE TOouka 6.1.

3. JEKAPCTBEHA ®0OPMA

dunmupana tabnerka
Bneno uepseHa pumupaHa TabneTka ¢ MpoabAroBara, H3mpKHaNa Gopma ¢ dacera, ¢ pasmepu 17 X 7
mm, ¥ o3Ha4yeHa ¢ “M400” or egHaTa cTpaHa 1 “Bayer” oT Apyrarta cTpaHa.

4, KJIMHHYHH JAHHH
4.1 TepaneBTHYHH NOKAIAHHS

Asenokc 400 mg duaMupaHH TabJIeTKH ca MOKA3aHH 3a JIeUEHHUE Ha CICAHUTE DaKTepHATHH
HH(EKLHH NpH NALHCHTH Ha | 8-roMinHa Bp3pacT U Mo-Bb3pacTHH, MPHYHHEHH OT OakTepHs,
4YBCTBHTEIHH KbM MOKCH(IOKCAUHH (BK. Toukd 4.4, 4.8 u 5.1). MokchnokcaumH Tpabsa na ce
H3[10,13Ba CAMO KOTATO ¢e CUHTA 3a Hemoaxoaaua ynorpedara Ha aHTHOAKTEpHAITHH CPEACTBA, KOHTO
OOHMKHOBEHO Ce NPENOopPBYBAT 3a TbPBUYHO JIEYEHHE HA TE€3H HH(PEKLIMH HIH KOTaTo JICYCHHETO HA

HH]eKUHATa ¢ TAX € OWI0 HeyCnEeWHO:

- Octbp 6akTepuaneH CHHY3HT
[Ipu ocThp OaKTepHaneH CHHY3HT ABENOKC TpAOBa na ce H3no/13Ba CaMO KOTaTo Ce CYHTA 33
HenoaxoAdia ynorpedara Ha ApyrH aHTUOAKTEPHAIHHU CPEACTBA, KOHTO 0OHYaHHO ce
NpenopbYBAaT 3a JIeUeHHe Ha Te3H HHPEKLIHH.

- Octpa exzauepbauysa Ha XpoHHYHa ob6cTpyKTHBHA Oenoapobua GonecT, BKIMOUYUTENTHO
OpOHXMT
IIpH ocTpa ex3auepbanus Ha XpoHH4YHa OOCTpYKTHBHA 6eoapobHa 00necT, BKITIOYHTENHO
6poHXHUT ABeNoKC TpAGBa Ja ce M3M0I3Ba CaMO KOTATO ¢e CYHTA 38 Henoaxoadia ynorpebara
Ha Jpyr¥ aHTHOAKTEPHATHH CPEACTBA, KOMTO 0OWYalHO C€ NMPEnopHYBAT 32 JIEYCHHE Ha TE3H
HH}eKIIHH.

- ITpupobura B 06LECTBOTO MHEBMOHHSA, C H3KITIOYEHHE HA TEXKKHTE QOpPMH

- Jlexa mo yMepeHO H3pa3eHa Ta30Ba Bb3nanuTenHa Gonect (Hanp. HHPEKLMH Ha KEeHCKHA

ropeH re HUTAIEH TPAKT, BKIIOYHTENHO CANNHHIHT U €HIOMETPHT), ¢ H3KIIOYEHHE HA CBHP3aH

TyG0-oBapHaneH unu Ta3oB abeuec. He ce npenoprusa Asentokc 400 mg ¢punmupany TabneTku aa

Ce M3MOJI3BAT KATO MOHOTEPAIHA 34 JICYeHHe Ha c/iaba A0 yMEepeHa Ta30Ba BL3NANIHTENHa OoNecT,

a Na ce NpPHIarat B KOMOMHaIMA ¢ APYro NOAXO0AfLo aHTHOaKTEpHaNHO CPEACTBO (Hamp.

eanocnopHH) MOpPaaH YBEIH4YABAHE HA MOKCH(IOKCALIMH PE3HCTEHTHOCTTa Ha Neisseria

gonorrhoeae, 0CBeH aK0 MOKCH(IOKCAIMH-pE3UCTEHTHa Neisseria gonorrhoeae Mo

M3KIIOMH (BX. Touka 4.4 1 5.1).

Asenokce 400 mg duaMupaHd TabneTkd MoXe 1@ c€ M3M0J13B4 34 3aBbPILIBAHE Ha
NPH MALHEHTH, KOUTO Ca NoKa3alH NoAoOpeHHE N0 BpeME HA IThPBOHAYATHOTO 1
MHTPABEHO3C¢H ABEJIOKC 3a CJICAHHTE NOKa3aHHUA:



- TlpugoGuTa B 0011ECTBOTO MHEBMOHHA

- YcnoxHeHH HHEKLIMH Ha KOXKATA H KOXKHHTE CTPYKTYPH
Asenokc 400 mg dunmupaHn TabneTkH He TpAOBa Ja ce H3NO0/3Ba 38 HHULIHKHPAHEe HA TepanHA 3a
BCEKH THI MHGEKLHMA HAa KOXKATA M KOXXHUTE CTPYKTYPH WM MPH TexKa Gopma Ha npuaoOHTa B

o0IIECTBOTO MHEBMOHKA.

Tpabpa 1a ce MMa npeABKUA OQHLIMATTHOTO PHKOBOACTBO 34 NOAXOAALIA yNoTpeda Ha
aHTHOAKTEPHAJIHHTE JIEKAPCTBA.

4.2 lo3ApoBKA H HAYHH HA NPHJICKEHHE

Jo3UpOoBKa (BB3PacTHH)

IMpenopbunTenHaTa ao3a ¢ eana ¢uamHpana tabrerka 400 mg enuH MLT AHEBHO.

Bvbpeuno/ueprodpobno yepescoane

He e HeoOxoauma KOpeKLMA HAa ZO3UPOBKATA NPH MALMCHTH C JIEKa J0 TEXKa CTENCH YBpeAcHA
OBOpeunHa GbyHKIMA WIH PH NALKECHTH Ha XPpOHHYHA JHANH3A Hanp. XeMOJHAJIH3a H NPOAB/DKHTE/HA
aMOyTaTOpHO MpOBEXKAAHA NIEPHTOHEATHA AHAIN3a (BXK. TOUKa 5.2 3a TIOBEYE ACTainn).

Hama gocTaTb4HO JAaHHH 33 MALMEHTH ¢ HapyllieHa YepHoApoOHa GyHKUMA (BxkK. TOuKa 4.3).

Hpyeu cneyuasnu nonynayuu
He e HeoOxoauMa KOPEKIHA Ha O3MPOBKATA NPH NMAlMEHTH B CTapyecka BB3PAacT H ¢ HUCKO TEJIECHO

TCIJ0.

Ieouampuuna nonyaayun
MokcH}pIOKCALMH € TPOTHBONOKA3aH MpH Jeua H toHown (< 18 roamuu). EdukacHocTra M

Ge3onacHOCTTa Ha MOKCHQUIOKCALIMH MPH ACLA W IOHOMIH He € YCTAHOBEHA (BxK. TOUKa 4.3).

Havyun Ha_ NpHIOKEHHE
dwimspannTe TabneTky TpadBa JAa ce I'BITAT LEAH, ¢ AOCTATHLYHO TEYHOCT M MOTaT Aa C¢ MpHeMaT

HE3aBHCHMO OT XpaHa.

[TpoXBLIDKHATEIHOCT HA NPHIOXKEHUE

Asenokc 400 mg punMupaiu TabneTku TpAOBa Ja ce MPUEMAT ChC CREAHATA NMPOABIDKUTEIHOCT:
OcTbp OakTepuancH cuHY3HT (ObC) 7 AHH

OcTtpa ex3anepbaims Ha XpoOHHYHA OOCTPYKTHBHA

6enoapobHa Gonect, BIUIIOMUTENTHO OPOHXHT 5-10 gun

[Tpunobura B 00ECTBOTO MHEBMOHHA 10 quu

Jlexa no yMepeHO u3pa3eHa Ta30Ba BL3NAIHTENHA bonect 14 oum

Apenokc 400 mg punMupaHd TabneTku ca H3caeIBaHH B KIIHHHYHH H3NHTBAHRA C MPOABIDKHTETHOCT
Ha neveHHeTo a0 14 JHH.

Cexeenyuanno (UHmMpa8eH03H0, NOCAEOBARO OM NEPOPATHO) NeyeHue
B x1MHHYHH NPOYYBAHHA CHC CEKBEHLMAIHO JICUeHHE NOBEYETO NALHEHTH NPEMHUHABAT OT
HHTPABEHO3HO KBbM MEpOPATHO JieNeHHe B paMKuTe Ha 4 AHH (nMpugobuTa B O0IECTBOTO MHEBMOHHA)
HIH 6 aHM (YCA0KHEHH HHPEKIHH HA KOXATa H KOXKHUTE CTPYKTYpH). [IperiopbuMrenHaTa obia
NPOABDKHTENHOCT HA HHTPABEHO3HO H NEpopanHo JeueHHe ¢ 7-14 auu 3a npuaobura

[1penopbunTensara aosa (400 mg eAnH BT AHEBHO) H NPOABIDKHTETHOCTTA HA
ce MpeBHILABAT.

4.3 IlpornBonoxasanug



- CBpPBXYYBCTBHTEHOCT KbM MOKCH(IOKCALMH, APYIH XHWHOJIOHH MJ/IH HAKO€ OT MOMOLIHHTE

BEIIECTBA, H30POCHH B TOUKA 6, 1;

- OpeMEHHOCT ¥ KbpMeHe (BX. Touka 4.6);

- nmaudeHTH noAa 18-rogMinHa BB3pacT;

-  MaUMeHTH ¢ aHAMHECTHYHH JIaHHH 33 BBL3NMAJCHHEC HA CYXOXKHIHA/HAPYILIEHHE, CBBP3aHO C JICYCHHUE
¢ XHHOJIOHH.

B npeAxknHHHYHE H3MUTBAHUA U NPH XOpa ca HabMoAaBaHH NPOMEHH B Chp/icUHATA
eNeKkTpodH3HONOrHA ClieA MpUeMaHe Ha MOKCH(I0KcalkH, noa popmara Ha yanpkasate Ha QT
uHTepBana. Bue Bpbika ¢ 6e30macHOCTTa MOKCH(AOKCAIIMH € MPOTHBOIIOKA3AH MNPH NALMEHTH C:
- BPOEHO WIH AOKYMEHTHpaHo NpuaobHUTo ChCTOsHKE Ha yawnkeH QT unrepean;

-  eJIEKTPOJIUTHHK HAPYLIEHHUA, OCOOEHO HEKOPHIrHpaHa XHITOKAJIHEMH,

-  KJIHHHYHO 3Ha4uMa OpaauMkapaus;
- KIHHM4YHO 3HAYHMa CBHPACYHA HEAOCTAaTBYHOCT ¢ HaMaleHa JiiBOKAMepHa (pakuus Ha

U3T/IACKBaHeE;
- aHaMHe3a 3a CHUMITTOMaTHYHH apHTMHH.

MokcuduiokcallMH He TpaOBa Ja ce M3MON3Ba 3a€OHO C JAPYrH JeKkapcTsa, KOMTO yABDKaBaT QT
WHTEpBasa (BXK. Touka 4.5).

[Topagy orpaHMueHHTE KIMHUYHH JAHHH, MOKCH(IIOKCALIMH € ChUIO NPOTUBOMNOKA3AH NPH NaLHEHTH C
yBpenecHa uepHoapoOHa ¢pyHxima (Child Pugh C) ¥ npu natMenT! ¢ NOBHIICHH TPaHCAMHHAIH
NOBEYE OT S-ITBTH HAJl FOPHATA rpaHHlla HA HOPMATA.

4.4 CrpenHaJHH NpeaynpexXieHHS H NpeANa3HH MEPKH NPpH ynorpeda

VYnorpebara Ha MOkcH(UIOKCAIMH TpaOBa na ce U30ATBa NMPH NALMEHTH, KOUTO CA HMA/IH CEPHO3HH
HeXXeJlaHH peaKl[MH B MUHANOTO IMpH ynorpebda Ha NPOAYKTH, ChAbPKALIH XHHOJIOHH HIIH
dryopoxunonons (Bx. Touka 4.8). JleueHHETO Ha TE3H NAUHEHTH ¢ MOKCH(IOKCalMH TpaOBa na ce
3aII04BA CAMO MPH JIUNCE HAa ATTEPHATUBHM Bh3MOXKHOCTH 3a JICYCHHE U Clie/] BHUMATENHA OLIEHKa Ha
CHOTHOILLEHHETO NMOoJ3a/PHCK (BXK. CBIIO TO4Ka 4.3).

[Monzara OT NeyeHneTo ¢ MOKCHGUIOKCALIHH, 0cO0eHO NpH He 0cobeHo Texxku HHGekmH, Tpabsa Aa
6nae BHUMATEIHO CHOOpa3eHo ¢ nHpoOpMaLHMATA, ChABPXAllla ¢¢ B Touka (CnelHaIHU

npeaynpexAcH!A H NMpeanasHi MEPKH NpH ynoTpeda.

V awpkaBaHe Ha QTc¢ WHTEpBaia ¥ NOTEHIHATHH KIHHUYHH CHCTOAHWA CBHP3aHH ¢ YIB/KABAHE HA
QTc vxTepBana

YcTaHOBEHO €, ue NpH HAKOW NanMeHTH MoKkcudnokcalul yabwmkaea QTc uHrepsaia Ha
enexTpokapauorpamara. [Ipy aranus Ha EKI uscreasanuaTa, noyueHH B X044 Ha KIHHHYHA
nporpama, yasmxasadero Ha QTc npu MokcrgnokcaumH € 6 msec = 26 msec, 1,4% B cpaBHeHHE C
HavyanHaTa CTOMHOCT. Thbi KATO CBILIECTBYBA TCHACHLIMA »EHHTE Ja HMAT [10-abTbI U3x071eH QTc¢
MHTEPBAJ B CPaBHEHHE C MBKETE, € Bb3MOXKHO T€ 1a Ca Mo-YyBCTBHTEJIHH KbM JIEKapCTBa,
yabpkaBau QTc HHTepBaia. Be3MOXKHO € NaUUEHTHTE B CTapYecKa BB3PacT ChILO Aa ¢a Nno-
4JyBCTBHTE/THH KbM CBBP3aHH € NeKapcTBoTO edekTH BhpXy QT unTepBana.

JleueHre, KOETO HAMANABA HHBATA HA KaNMii, crenBa aa ce rnpuwiara BHUMAaTeHO NMPH MalMeHTH,
NoMy4aBalld MOKCH(IOKCALMH (BXK. ChLIO Touka 4.3 H 4.5).

Moxkcudnokcalmi TpabBa aa ce H3M0A3Ba BHUMATEHO IPH NALHEHTH C NPOAPHTMHYHH CLCTOSHHA
{ocobBeHO )xeHH H MALMEHTH B CTApUYECKa BB3PACT), KaTO OCTPa HCXEMHUsA HA MMOKapaa M
yawpkaBaHe Ha QT, Tei KaTo TOBa MOXE Ja AOBEAE J0 MOBHINEH PHCK OT KAMEPHH apyrMyes
torsade de pointes) 1 cbpaeues apecT (BXK. CbLLO TO4Ka 4.3). CTeneHTa Ha yABDKAE ‘/ R
HMHTEPBAJA MOXKE & CE MOBHILIH C MOBHLIABAHE HA KOHLICHTPALIMATA HA JICKAPCTBC {f
NMpENOpBhYMTEIHATA 2038 He TpAOBa Aa Ce NPeBHILIABA.
Ipu NosABa HA CHMITTOMM 38 CHPACYHA APHTMHA 110 BPEME Ha TEPANHATa ¢ MOKCHDJOKS

neyeHueTo TpAORa fa ce nNpeycTaHOBH H jAa ce Hanpaeu EKT'.




PeakliHy¥ Ha CBPBXYYBCTBHTENHOCT/anepruyHy peakiiH
CpobillaBa ce 3a peakiii Ha CBPbXYYBCTBHTEHOCT H AJIEPrHYHH PEaKLHH C/IEA IThPBOTO NMpHIAraHe,

CBBP3aHH ¢ QUIYOPXHHONIOHH, BKTIOUYHTENIHO MOKCH(IOKCALMH. AHaQHUIAKTHYHHTE PEaklUMH MOTAaT Aa
MpeanH3BHKAT )KHBOTO3acTpaLlaBall IOK, JOPH ClIe/ MLPBOTO NpuiaraHe. B ciyuan Ha KNHHUYHH
MpOABH HA TEKKH peaKLHH Ha CBPBXUYBCTBHTEIHOCT, NPHEMBT Ha MOKCH(JIOKCAlIMH TpabBa na

ce nmpeycTaHOBH H TPAGBA Ja ce 3aMoyHe MoAXo4ALI0 IEYeHHe (Hamp. JJeYeHHe Ha WIOK).

TexkH yepHo HH HAPYLIECHUA

JloknaasaHu ca caydan Ha GyJIMHHAHTEH XENaTHT, MOTEHLHAIHO BOACIN A0 XKHBOTO3acTpalllaBalla
yepHOoAPOOHA HEJOCTAaThYHOCT (BKI. ClIy4yaH ¢ daTancH H3xoa) (BXk. Touka 4.8). [laumenture cneasa
Ia 3HafAT, ye TpAOBa Ja YBEAOMAT CBOA JIEKAP MPEIH A MPOAb/DKAT JIEYEHHETO, aKO C€ MOABAT NPOABU
H CUMITTOMH Ha (YJIMHHAHTEH XernaTHT Kato Obp30 pa3sBHBALLA CE ACTEHHS CBBP3aHa C KWITCHHLA,
TEMHa YPHHA, CKJIOHHOCT KbM KBbPBEHE WIH YepHOAPOOHa eHuedanonaTus.

[Tpu noABa Ha HHAKKALIMH 32 YePHOAPOOHO YBpexaaHe TpAOBa 1a ce HANPAaBAT YEPHOAPOOHH
(YHKIHOHAIHH H3CIIeBAHHA.

TexkH KOXKHH HEXEJIaHH PEaKLIHH
TexkkH KOXKHH HEXeNaHH peaklinH (severe cutaneous adverse reactions, SCARS), BKIIOYUTETHO

TOKCHYHA eNMHIEepMATHa HeKpoau3a (toxic epidermal necrolysis, TEN: u3BecTHa oLl KaTO CHHAPOM
na Lyell), cunapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS) octpa renepanusnpasa
eK3aHTeMaTO3Ha nmycrynosa (acute generalised exanthematous pustulosis, AGEP) u nekapcTeeHa
peakuua ¢ eo3uHoGWIHa U cucteMHH cuMnToMi (Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), kouTo Morat aa 6b/1aT )KMBOTO3aCTpAILABALIH HJIH C JIETAJIEH H3XO0J, ¢a
cBhOOILIABAHN NPH MPHIOKEHHE HA MOKCH(JIOKcalMH (BXK. Touka 4.8). KbM MOMEHTa Ha NpeaNHCBaHe
nanHeHTsT TpAOBa Aa 6bae HHPOPMHPEH OTHOCHO MPHU3HALINTE H CHMITTOMHTE Ha T€XKKH KOXKHH
peakuuH, U Aa Oble BHUMATETHO MPOCNEAABAH. AKO C€ MOABAT MPHU3HALIM H CHMITTOMH, NOKa3aTeTHH
3a T€3H peakLIMH, MPWIOKEeHHeTO Ha MOKCH(oKkcaluH TpabBa 611¢e npeycTaHOBEHO He3abaBHO, H a
ce OOMMCIIH AITEPHATHBHO JIeueHHe. AKO NMALKEHTHT € Pa3Bun cepuosHa peakuua kato SJS, TEN,
AGEP unu DRESS npu npunoxeHnde Ha MOKCH(UIOKCALIMH, JICYCHHETO ¢ MOKCH()IOKCALHH ITPH TO3H
NMaLHEHT HUKOra He TpA0Ba fa ¢e Bp30OHOBABA.

[TaumeHTH, Npeapa3noJ0KEeHH KbM I'bPYOBE

M3BecTHO €, Y& XMHOJOHHTE MMPHYHHABAT I'bpuoBe. U3nonisaHeTo TpadBa aa 6bae BHMMAaTENHO NPH
naliHeHTH ¢ HapylueHua Ha LIHC wnu npy Hann4Ke Ha APYTH PUCKOBH (paKTOpH, KOMTO MOrart Aa
NpeApa3nojaraT KbM MbpyOBe WIM CHIDKABAT Npara Ha Bb30yAMMOCT. B cTyyaH Ha rep4oBe
JICYEHHETO ¢ MOKCHUIOKCALIMH TpAOBa Aa Ce NPEeKPaTH H Aa C€ B3EMAT NOAXOAALIH MEPKH.

[MpoABDKHTENHH, HHBAIMH3UPALIN U NTOTEHLIHATHO HEOOPAaTHMH CEPHO3HH HEXEJIAHH JIEKAPCTBEHH
peakiun

Crob1aBa ce 3a MHOIO peKM CJIydan Ha MPOABJDKUTENIHH (MPOIb/DKABAILNA MECEIIH WIH I'OJJHHH),
HHBATHAW3UPALIHA U NOTEHLHATHO HEOOpaTUMH CEPHO3HH HEKENaHH JIEKAPCTBEHH PEaKLIHH, 3aCATallH
pa3/IMuHH, TOHAKOra MHOT'O CHCTEMH B OPraHU3Ma (MYCKYJTHO-CKeJIeTHa, HEpBHA CHCTEMA, IICHXHKA H
CEeTHMBHH OPraHK) NpH MAalLMEHTH, MOMy4aBallli XHHONOHH H QTYOPOXHHONIOHH, HE3ABHCHMO OT
TAXHATA BB3PACT H Beue ChILECTBYBALINTE pHCKOBH (akTopH. Mokcudnokcaumn TpadBa ja ce cnpe
He3a0aBHO NPH ITEPBHUTE MPH3HALH HWIH CHMITTOMH Ha BCAKA CEPHO3HA HEXKE/IAHA PEAKIIHA KAaTO
naHeHTUTE TPAOBA N1a ce MOCHBRETBAT Aa CE CBBPIKAT ¢ TEXHHA JeKap, NPeAIHcan JIeKapCTBOTO, 34

CBhBCT.

[lepudepHa HeBpONaTHA
Cpo01aBa ce 3a CIIy4ad Ha CEH30pHa WIH CEH3OMOTOpHA NOJIMHEBPONATHS, BOACLIY
XHMITOECTe3NA, AM3ECTE3NA WIH caboCT NpH NMALMEHTH, MPHEMAlll# XHHOIOHH H
ITaumeHTHTE, KOUTO IMpHEMAT MOKCH(IIOKCALHH, TpsAOBa Na ObAaT IOCHBETBAHH A¢
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JieKap, NpeAy Aa MPOIBJIKAT JIEYEHHETO, KO ¢€ MOABAT CHMITTOMH Ha HEBPOIIATHS, ‘- 5N
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ycellaHe 3a napeHe, MpasyukaHe, H3TpBIBaHe WIH ¢1abocT, 3a Aa ¢¢ NMPEAOTBPATH Pa3BHTHETO Ha
[TOTEHIIHAIHO HeoOpaTHMO 3abonaBaHe (BRK. TOUKa 4.8).

[IcHXHYHH peakuHn
B13M0KHa € MoABa HA NMCUXHUYHH PEAKLIMH JOPH CJie ITbPBOTC NPHIOKEHHE HA XHHOJIOHH,

BKJTIOYHUTENHO MOKCHNOKCAIHH. B MHOTO peakH cTy4aH JEMPECHA WIH NICHXOTHYMHH peaKLHH MOraT
Aa Nporpecypar Ao caMoyOHHCTBEHH MHCJIM HIIH CAMOHAPaHABAIII0 NOBEACHHE, KATO ONMHTH 32
camoyOuiicTBo (BXkK. TouKa 4.8). B ciiyvaii ue nalMeHTHT pasBUe TAKHBA PeaKlUH JICHEHHETO ©
MOKCHIOKCALIHH TPAOBa 1a ce MPEeKpaTH H Jia ce B3EMAT MOIXOAALLM MEPKH. [IpenopbUYHTENIHO ¢
MOKCH(JIOKCALIHH [a C€ M3NMOI3Ba C BHUMAHHKE MpPH ICHXOTHYHH NALUHCHTH HIIH NMPH NAaLMEeHTH C
aHaAMHe3a 3a NCHXH4HH 3a00n1BaHus.

Iuapus cBbp3aHa ¢ aHTHOHOTHK, BKJI. KOJMUT

Hma cpobieHHs 3a CBBp3aHa ¢ aHTHOHOTHKA nuapus (AAD) u cBbp3aH ¢ aHTHOMOTHKaA KOJHT (AAC),
BKJIIOYHTEIHO NIceBAOMeMOpaHo3€eH KOHT H ¢Bbp3aHa ¢ Clostridium difficile nuapus, npu
H3MOA3BAHETO HA IHPOKO-CIICKTHPHH aHTHOHOTHLIM, BIJTIOMHTETHO MOKCH(IOKCALIHH, KOMTO MOTaT
N1a BApHUPAT IO TEXKECT 0T Jieka AuapHs A0 ¢araneH koauT. ETo 3a110 € BaXXHO 1a ¢ HMa NpeIBH] Ta3H
JAMArHO32 NPH MaLHEHTH, KOUTO MMAT TEXKKA AUAapHA N0 BpEME KAH Cle] M3MOA3BAHETO Ha
MOKCH(JIOKCalIMH. AKO c€ TIOA03HPa WK NOTEBPAH CBbpP3aHa ¢ AHTHOHOTHKA JHAPHA MIIH CBBP3aH ¢
AHTHOMOTHKA KOJUT TPAOBA [1a CE NMPEKPaT MPOBEKIAHOTO B MOMEHTA JieYeHHe C aHTUOaKTEpHAIHH
CpeACTBa, BKMOYHTETHO MOKCH(GIOKCALIHH, H HE3a0aBHO Aa ce MpeaAnpHeMaT aJlcKBaTHH
TepaneBTHYHH MepkH. JlombnHuTenHo Tpabea Aa 6bAaT MpeaNpHETH NOAXOAAIH MEPKH 38 KOHTPO
Ha uHdeKIMATA, 3a Ja ¢ HaMa/IM pUCKa OT npeaasaHeTo #. JlekapcTsa, KOMTO MOTHCKAT
NEePUCTANITHKATA, Ca MPOTHBONOKA3AHH IMPH NALWEHTH, KOUTO HMAT TEXKKA AHAPHA.

[lanyeHTH ¢ MUACTEHHUS I'PABUC
Mokcudrnokcaius TpabBa aa ce W3non3pa ¢ NOBULICHO BHUMAHHKE TMPH NMallHEHTH ¢ MHACTECHHS

FpaBHC, MNOHCIKE MOXKE Ja 3aCH/IH CHMITTOMHTC HM.

TeHAMHHT ¥ pa3KbCBaHE Ha CYXOXIIHE

TEeHAWHHT H Pa3KbCBAHE HA CYXOKHIIHE (NO-CIIELHAITHO aXKUIECOBO CYXOXWIHE, HO Oe3 na ce
OrpaHMYaBa camo 0 Hero), MoHsKora ABYCTPaHHO, MOXKe Jla ce MOJTy4H OLie B pAMKHTE Ha 48 yaca OT
3AN0YBAHE Ha JIEYEHHETO ¢ XHHOMIOHH B (NTYOPOXMHOMOHH KAaTO HMa ChOOLIEHHUS 38 TAKUBA, PA3BHIH
ce JOPH 0 HAKOJIKO MECELA Cie NPEKPaTABaHE Ha JICYCHHETO. PHCKBT OT TEHAHHHT H pa3KbCBaHe Ha
CYXOXWIHE ce MOBUIIAaBa IPH NO-Bh3PACTHH NMALHEHTH, NMALHEeHTH ¢ OBbOpeyHo yBpexkaaHe, MalHeHTH
¢ TPAHCIUIAHTHP&H COMUJEH OpraH M TAKHMBA, JIEKYBaHH CBHITBTCTBALIO ¢ KOpTHKOCTeponau. Ilo Tasu
NPMYHMHA CHITETCTBALIATA YNOTpeOa Ha KOPTHKOCTEPOUIM TpsAOBa Aa ce H30Area.

[Tpy mLpBHs NMPHU3HAK HA TEHAUHHT (Hanp. 601€3HEHO NOAYBAHE, BL3NAICHHE) JICUEHHETO C
MokcudiokcalMH TpsOBa Aa ce MpeKpaTH H Ja ce 0OMHUCIIH aTTepHATHBHO JICYEHUE, 3aCCrHaTHAT(TE)
kpaiHuk(uM) Tpabsa na 6vae(ar) nekysaH(H) NO NOAXO/ANL HAYMH (Hanp. obe3asrxBane). He Tpabsa
Jla ce M3NOJM3BAT KOPTHKOCTEPOHIH, aKO CE NOABAT NPH3HALIH Ha TEHRHHOIMATHA.

AHeBpU3MAa H JUCEKALMS HA A0PTAaTa U PErYPrHTALNA/HENOCTATHLYHOCT HA ChPAEYHHTE KAy
EnuaeMHOOrHuHHTE MPOYYBAHMA NOKA3BAT NMOBULLIEH PUCK OT aHEBPH3Ma H AWUCCKaIlWA Ha aopTaTa,
ocobeHO MpU NaUMEHTH B CTap4ecka Bb3PacT, KAKTO H OT PerypruTaudd Ha aOpTHaTa H MHTPAJIHATA
KJana ciej npHeM Ha GuryopoXuHonoHH. ChoOLUEHH ca CITyyad Ha aHEBPH3MA H IMCEKALlHA Ha
A0pTAaTa, IOHAKOra YCJIOXKHEHH MOpady pa3sKbCBaHE (BKNIOYHTENHO C JIETAJICH H3X0I) U
perypruTaums/He0CTaTbYHOCT Ha HAKOH OT ChbpACYHMTE KJIAMH MpH NMalHeHTH, NMPHEMallH
¢TyOpOXHHONIOHH (BXK. TOYKa 4.8).

3aTopa GyOpOXHHOJIIOHHTE TpAOBa Aa ce H3NON3BAT CaMO ClIe BHHMATETHA OLICHAA e -06%
CBHOTHOLIEHHETO NOMN3A/PUCK H CJIe] pa3riexKaaHe Ha ApYrH TepaneBTHYHH Bb3M{. m 5 .I s \

9,
NALMEHTH C MONOKUTEIHA haMIIHA aHAMHE3A 38 AHEBPH3Ma WIH BPOAEHO 3a6¢ (i d i "\ 2\
CBPACUYHHTE KJIANH, WIH NpH NalMeHTH, JHarHOCTHLIMPAaHH ¢ NpeuecTBalla ¢ u:::.:: AWt "
AMCEKaIMa Ha aopTaTa WiK 3aonsaBaHe Ha ChpedHHTE KIIAMHK, WIH NPH HANHYHA\HE APV TPRBHCKOBH o
e

daxTopyn WM 3abonsBaHus, NpeApa3noaraly



- KAKTO 34 aHEBPH3Ma, TaKa H 3a AMCEKALHA Ha aOpTaTa H 3a perypruTalHa/HeA0CTaTEYHOCT Ha
CBPACYHHTE KNanu (Hamnp. HapylIeHNs Ha ChbeIMHHTE/THATA ThKaH, Hamp. CHHApoM Ha Marfan
wnu cuuapoM Ha Ehlers-Danlos, cuiapom Ha Turner, 6onect Ha Behcet, xunepronus,
PEBMATOHACH APTPHT HIIH NOMMBIIHUTEHO

- [IpH aHeBpH3Ma H JUCEKalMs Ha aopTaTa (Hanp. ChJOBH HAPYLIECHH, HaNp. apTEPHHUT HA
Takayasu, rHFAHTOKJIETBYEH ApTEPHHUT, WK H3BECTHA aTepOCKIEpO3a WIH CHHAPOM Ha
SjBgren), WK NOITBJIHHTENHO

- MpPH PErypruTalpa/HeIOCTATbYHOCT Ha CHPACYHHTE KIany (Hanp. HHpex1Ho3eH
€HIOKaApAMT).

PHCKBT OT aHEBPH3Ma M JHCEKALIMA HA a0pTaTa M TAXHOTO pa3KbeBaHE MOXE CHIIO Aa C€ MOBHULIH NpH
[IAlMEHTH, JICKYBaHH €JHOBPEMEHHO CbC CHCTEMHH KOPTHKOCTEPOHH.

B ciyuaii Ha BHe3anHa 6o/ka B KopeMa, MPbAHKA KoLl MK repba nauneHTvTe Tpadea Aa Ovaat
NOCHBETBAHH 13 C€ KOHCYJITHpPAT He3a0aBHO ¢ IeKap B CNELTHO OTACICHHE.

IMauxeHTHTE TPAGBa na 6bAaT NOCHBETBAHHU Aa MOTHPCAT HE3a0aBHO MEIHLIMHCKA MOMOLL B CJTy4aH Ha
OCTPa AUCTIHEA, [TOABA Ha ChpLeOHeHe (MaNMUTALMH) WK Pa3BHTHE Ha OTOK Ha KOpeMa WK NOJIHHTE

KpanHHLN.

IlaineHTH ¢ 6LOpeYHO HApYIIIEHHE

[MaumeHTH B cTapyecka BL3pacT ¢ ObOpeuHd HapymeHus TpaOBa Aa H3NON3BaT MOKCH(IOKCALMH
BHUMATEHO, aKO He MOTAT Jia NOoIbPKAT aACKBATCH NMPHEM HA TEYHOCTH, 3aLLOTO AEXHAPATALHATA
MOJKe J1a MOBHILIHM pHcKa oT O1b0peyuHa HeAOCTATHYHOCT.

3puTeNHH HAPYIICHUA
[Mpu nosBa Ha yBpeKIaHe Ha 3PEHMETO WIH KAaKBHTO M Ja € €QeKTH BbPXy OUHTE, HeaabaBHO TpsaOBa

Ia ce NOThPCH KOoHCyTauMA ¢ odranMonor (Bx. Touka 4.7 u 4.8).

JMcripkeMus
KakTto npy Bcuuks GayopoXvHONOHM, HMa chOOILIEHHA 3a HApYUIEHHA B HHBATa Ha KPbBHATA 3aXap,

BKJIIOYBALIK KAKTO XMIOTJIMKEMHA, TAKa U XHUneprimkemMus (k. Touka 4.8). Ilpu nauenT Ha
nedyeHue ¢ MOKCH(IOKCaIIMH, JHCTIMKEMHA Bb3HUKBA NPEAUMHO NpY Bb3pacCTHH JHAaOETHIIH, Ha
KOMTO Ce MNpWiara ChbITbTCTBALIA TEPANKA C MEPOPATTHH XHITOTJIMKEMHYHH CpeACTBa (HAmpHMep
cyadoHwTypes) win ¢ uHcynuH. ChobliaBaHu ca ciyuau Ha XHNorivkeMuyHa koma. Ilpenopbusa ce
BHUMATEIHO NMPOC/EiBaHe Ha III0K03aTa B KPbBTa NpH NalUMEeHTH ¢ a4ader.

[IpepeHiMn Ha GOTOUYBCTBUTEAMH PEAKIIMK

Toka3aHo €, Ye XHHOJOHHTE MPESAH3BHKBAT MT0ABA Ha GOTOYYBCTBHTE/IHA PEaKLIHH NPH NALHSHTH.
[Tpoyusanus oGade ca noKa3any, Ye MOKCH(UIOKCALIMH ¢€ XapaKkTepu3Hupa ¢ Mo-MalbK PHCK OT
MHIYLIMpaHeTO Ha JOTOUYBCTBHTENHH peakiiMi. BenpekH ToBa, nalMeHTHTE TpAOBa Aa ObAaT
CbBETBAHM Aa W30ArBaT KakTo YB nbuH, Taka U NpOARIDKHTENHO H3laraHe W/WIH CHIIHA CITbHYEBA
CBETJIMHA IO BpeME Ha eueHHe ¢ MOKCH(IOKcaLuH (Bx. TOUKa 4.8).

ITaupenTH ¢ rmoko30-6-dhocdar aexuaporesaseH AeGHIHT

[TaumeHTH ¢ PamMuIHa aHAMHE3a WIH ¢ HAJTHYEH IMOK030-6-docgaTt aexuaporeHaseH AeQHLMT ca
NpeApa3snoNcKEHH KbM MI0ABA HA XEMOJIMTHYHH PEAKLIMH MPH TEpanua ¢ XHHONOHH. CrieoBaTenHo,
MokcHdnokcalH TpaOBa 1a ce H3NON3Ba BHUMATENTHO TPH TE3H MALMEHTA.

[TanMeHTH ¢ Ta30Ba BB3NAJIMTENHA Donect

[Tpu naupeHTH ¢ YCIOKHEHa Ta30Ba Bb3NaNUTe/IHa OonecT (Hanp. Chbp3aHa ¢
Ta3oB abcliec), 38 KOUTO € HEOOXOAUMO HHTPABEHO3HO JICUCHHE, JICUCHHETO C ABYJ(
¢unMHpany TabNEeTKH He € NPEenopbUKTETHO.

Ta3oBa BB3nANHTENHA OONIECT MOXKE J1a € MPHYHHEHA OT UTYOPOXHHOJIOH Pe3H
gonorrhoeae. CneaoBaTeNIHO B T€3H cliyvyad MokcudnokcaunH Tpabsa aa ce np
e AHOBPEMEHHO ¢ ApYT NOoAXOAALL aHTHOHOTHK (Hanp. uedanocnopH) 0CBEH ako

DOAFRENE



M3KMIOYH MOKCHIIOKCaLMH-pe3rcTeHTHa Neisseria gonorrhoeae. Ako A0 3 neHa cliell 3anouBaHe Ha
NIEYEHHUETO HE ce MOCTHIHE KIHHWYHO noaoOpeHHe, Tepanusta Tpada na ce NpeoLeHH.

[TalyeHTH Chbe CIELHATIHH YCIOXKHEHH HHGEKIIWH Ha KOXATa H KOXXHHUTE CTPYKTYPH

KnuHuuHaTa €PHKACHOCT HA MHTPaBEeHO3eH MOKCH(IOKCALIMH NMPH JICUCHHE HA TEXKKH HHpEKIIHH
BCJICACTBHE HA M3rapaHuA, PacIiMMTH H HHGEKLINH Ha IMa0EeTHO CTHIANIO C OCTCOMHETIHT HE €

YCTaHOBEHA.

BiauMoaelicTBye ¢ OHOJOrMYHA TECTOBE

JleueHHeTO ¢ MOKCH(}IOKCALIMH MOXKE J1a MOBJIHAE Ha H3CAEABAHE C KY/TYpa, ChAbpKala
Mycobacterium spp. kaTto noTHcHe HaKTepHanHHA pacTexX u AoBeAe A0 GanuBo OTPHLIATEIHH
pe3yJTaTH B 1po0H, B3€TH OT NallMEHTH, NOTy4YaBall B MOMEHTa MOKCH(IIOKCALIMH.

Naunentu ¢ MRSA (Methicillin-resistant Staphylococcus aureus) HHQEKIHH
MoxcnraokcaliH He € noKa3aH 3a JeveHHe Ha MRSA nHpekunn (METHIMAKH PE3UCTEHTHH

cradpuaokokyc aypeyc). B cnyuaii Ha npeanonaracMa WiH yCTaHOBEHa HH(pEKLIMA, NPHUHHEHA OT
MRSA, Tpa6Ba aa ce 3anouHe JeYeHHe ¢ MOAXOAAL AHTUOHOTHK (BXK. ToYKa J.1).

[TeanarpuyHa nomyalus
[Topann He)KENAHHTE PEAKLIMH BBPXY XPyLUAia IPH MIAAH )KHBOTHH (BX. Touka 5.3) ynorpedara Ha

MOKCH(JIOKCALIMH NPH Jeua ¥ noapacTeallti < 18 roaMHu € npoTMBonokasaHa (BX. To4ka 4.3).

Hudopmanms 38 NOMOLIHHTE BELIECTBA
[aumeHTH ¢ peikH BpoieHH Npo0JieMH Ha rajlakTo3Ha HEMIOHOCHMOCT, TOTAJICH JIAKTO3€H Ae(HULIHT
WM TIOKO30-TATaKTO3Ha ManabcopOuya He TpAOBa fa MpHEMAT TOBA JIEKApCTRO.

Tosa nexapcTBO ChIBPKA No-Manko oT 1 mmol Hatpuii (23 mg) Ha punMupana Tabnerka, T.e. MOXe
14 C€ KaXe, He NPAKTHYECKH HE ChABPXKA HATPHH.

4.5 BsanamoneiicTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYrA GopME HA B3aHMOAelicTBHE

B3anMoelcTBHE ¢ JeKAPCTBEHH NMPOAYKTH
He moxe na Obae H3WNOUeH anWTHBeH edekT BbpXy yAbDkasaHeto Ha QT uHTepBana Ha

MOKCH(JIOKCALIHH H APYTH JIEKAPCTBEHH TPOJAYKTH, kouTo MoraT Ja yawpkar QTc uHrepsana. Tosu
edekT MOXKE Aa NMOBHINH PHCKa OT KAMEPHH apHTMMH, BKIIOYHTeEHO torsade de pointes. [lopaau Tora

€ MPOTHBOIIOKA3aHO E€AHOBPEMEHHOTO IMPWIaraHe Ha MOKCHQNOKCALMH € HAKOE OT CJIEOAHHTE

JIeKapcTBa (BXK. ChLIO TOUKa 4.3):

- AHTHAPUTMHYHH JIEKAPCTBA OT Knac 1A (Hanp. XHHHAMH, XRAPOXHHHAHH, AH3ONMHpaMH])

- aHTHAPUTMHUYHH NiekapcTsa ot kiac 111 (namp. amuoaapoHn, coranon, AopeTHnna, HOYTHIHA)

- AHTHNCHXOTHIH (Hanp. PeHOTHASHHHU, TUMO3NA, CEPTUHAOJ, XaIONCPUION, CYJITOITPHA)

- TPULIMKJIHYHHY aHTUAEMPECAHTH

- onpeAeneHH AHTHMHMKpOOHM cpeacTBa (CakBHHABHp, criap@UIOKcaltMH, €pHTPOMHLHH 1V,
NeHTaMHIHH, POTHBOMANAPUIAHH CIIELHANTHO XANOPaHTPHH)

- HAKOH aHTHXHCTAMMHOBH NMPOAYKTH (TepdeHAIHH, ACTEMH30J1, MH30JIACTHH)

- Apyry (um3anpua, BuHkamuH [V, 6enpuaun, ondemanwn).

MokcuduiokcatiiE TpaOBa a ce H3MONI3Ba ¢ MNOBHIIEHO BHHMAaHHE MPH [MALHEHTH, TNpHEMAalH
NIeKapcTBa, KOMTO MOTAT /18 MOHWXKAT HUBATa Ha KanHit (Hanp. OpHMKOBH JHYPETHLIH H JHYPETHLIH OT
THAa3KHAEH THII, JIAKCATHBH W KIW3MH [BMCOKM [O3H], KOPTHKOCTEPOHAH, aMQoOTg '
NEeKapcTBa, CBbP3aHH C KIIMHHYHO 3HAaYHMa OpaauKapauqs.

Mexay nmpHeMa Ha NPOAYKTH, CBABPKAIM OHBAIEHTHH WIH TPHBAJICHTHH
NPOAYKTH, ChAbPKAIlA MarHe3uit WiH amyMuHHH; TabJeTKM ARAAHO3MH; CYK]
ChABLPKALIH JXKEJNA30 ¥ LMHK) W MpHeMa Ha MokcuoxcauuH Tpabea na uma
yaca.
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EAHOBPEMEHHOTO MPWIOKEHHE HA AKTMBEH BBIVICH ¢ nepopaiHa 103a oT 400 mg MokcHprokcauuH
BOAM A0 W3pa3cHO NoTHcKaHe Ha aGcopbumara Ha JIEKAPCTBOTO B PENYLIMPaHA CHCTEMHA HATMYHOCT
Ha JekapcrBoTo ¢ noeeue or 80%. CnepoBaTenHo, €1HOBPEMEHHOTO M3NOI3BAHE Ha TE3W JBe
JIEKAPCTBA He ce NpenopbyBa (OCBEH B CITy4aHTe Ha MPefo3HpaHe, BXK. Touka 4.9).

Cnea NOBTOPHO AO3KPaHE NPH 31paBH A0OPOBOILIM, MOKCHIOKCALMH NMOBHINABA Cpax HA JHTOKCHH C
okono 30% 6e3 na nosnusBa AUC mam trough level. He ca HeoOxoaumu npeana3HH MepkH mpH
M3MNON3BAHETO HA TUIOKCHH.

B npoyuBanus, mnposeqeHd npu AuabeTHUH AOOPOBONLM, €OHOBPEMEHHOTO TPHIOKEHHE Ha
nepopalieH MOKCHQNOKCAMH H TNMHOCHKNaMHA BOIM A0 HaMajicHHe ¢ npuOnmsuTenHo 21% Ha
MAKOBATA FUIa3MEHAa KOHLEHTpauua Ha rnbeHkiamui. KomOGuHaumaTa Ha midbenxnamMun H
MOKCH(UIOKCAIlMH MOXE TEOpeTHYHO JAa AoBeJe OO Jieka H MNpexojHa Xunepriukemus. Obaue
HabmoaaBanuTe NMPOMEHH BBE (apMAKOKHMHETHKATa HA rIHOCHKIAMMA HE BOIIT A0 NPOMEHH BbB
dapMakogHHAMMUHM MapaMeTpH (HHBO Ha KpBBHATa 3axap, MHCYNHH). ClieoBaTeNHO, HE €
HabmoAaBaHO KIHHMUHO 3HAYHMO B3aHMOZEHCTBHE MEXAY NTHOCHKIIAMHA W MOKCH(QIOKCaLMH.

IIpomenu na INR

HMoknaasaHK ca rofaaM Opo#i cayvyad Ha MOBHLIABAHE HA NEpOpajiHaTa AHTHKOATryJIaHTHa aKTHBHOCT
NpH MAalMeHTH, MOJyYaBallld AHTHOAKTEPHAIHH areHTH, ocobeHO (UTyOPOXHHOIOHH, MAKPOMIH/IH,
TETPaUMKIHHH, KOTPHMOKCA30N H HAKOH uedanocnopHHH. DakTopHTe, CBBP3aHH ¢ HHPEKUMATA H
BB3TAJIMTEIHUA TNpolec, Bh3pacTra M oOIIOTO ChCTOAHHE Ha NAUMEHTa Ca ONpelensilH PHCKOBH
daxropu. Ilpu Tean 0oOCTOATENCTBa € TPYAHO Aa €€ TMPELEHH JalH HHPEKLMATa HIH JCYCHHETO
npuuMHaBaT HapyileHHa B INR (international normalized ratio). Ilpeana3Ha Msapka e M0-4€CTOTO
moHuTopHpane Ha INR. Ako e HeoGxoammo, NO3MpOBKAaTa HA AHTHKOary/laHra Tpabea na Obae
ChOTBETHO KOPHIHpaHa.

[Ip¥ KAMHHYHH H3MHTBAHMA HE CA& YCTAHOBEHH B3aMMOJEHCTBHA ClIeA €IHOBPEMEHECH MpPHEM Ha
MOKCHQIOKCALUMH C: PAHHTHAMH, NpoGeHelMa, NEepopanHH KOHTPALCITHBH, KAMIMEBH J00aBKH,
MapeHTePATHO NPUIOKEH MOPGHH, TEOPWIHH, HKIOCTIOPHH WIH HTPAKOHA30/1.

In vitro wacnensaHna ¢ 4OBeIKH eH3UMH P-450 noTebpkaaBaT Te3u JaHHH. Criopen T€3H pe3ysTaTH €
MAJIKO BEpOATHO HAJIHUKE HA MeTAOOIHTHO B3auMoAeHcTBHE nocpeacTsoM P-450 ensnmeuTe.

BiaumoaeicTBHE ¢ XpaHa
He ¢ ycTaHOBeHa KNHHHYHO 3HAYHMO B3aHMOJEHCTBHE NMPH eNHOBPEMEHHHA NIPHEM Ha

MOKCH(JIOKCaLlHH U XpaHa.
4.6 PeprrIRTET, OPEMEHBOCT H KbpPMeEHe

bpeMeHHOCT
Be3onacHocTTa HAa MOKCH(IOKCALIMH MO BpeMe Ha OpeMEHHOCT IIPH XOpa He € OLICHABaHA.
[IpoyuBan#saTa NPH KUBOTHHU NOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3). [loTeHUHAMHHAT
PHCK NpH Xopa He € H3BecTeH. Ilopanu ekcnepuMeHTATHHA PUCK OT YBpeXAaHe OT QUIyOpPOXHHOJIOHH
Ha XpYILOsJia Ha HOCELWTE CTABH MPH HE3PENH )KMBOTHH H OOPATHMH CTABHH TPaBMH, ONIHCAHH MPH
neLa, NpHeMaiH HAKOH (PJIyOpPOXHHOJIOHH, MOKCH(IOKCALIHH He TpsOBa Ja ce M3MOoJ3Ba NpH
OpeMeHHHM xeHH (BXK. To4Ka 4.3).

KbpMeHe
HsiMa HATHYHH JaHHH 33 )KEHH C NaKTalMA 4 KbpMauki. [lpeaxnunuunnre nad

KONHYECTBa MOKCHGNOKCAIMH Ce CeKpeTHpaTt B MiIAKOTO. ITopaau nuncara Ha
MopajaH eKCTIEPHMEHTAIHHSA PUCK OT YBpeXAaHe OT (IyOpOXHHOJIOHH Ha Xp
CTaBH NPU HE3PENH KUBOTHH, KbPMEHETO € MPOTHBOMNOKA3AHO MO BpeMe Ha Jie
MokcHGokcaumH (BXK. Touka 4.3).



DepTHIHTET
[IpoyuBaHHs NpH KUBOTHHU He MOKa3BaT yBpeK1aHe Ha pepTHIMTETA (BXK. TOUKA 5.3).

4.7 EdexTn BbpXy cnocobHocTTa 32 odHpaHe H padoTa ¢ MAIIHHH

He ca nposeaeHH mnpoy4BaHus BbpPXY edekTHTe Ha MOKCH(PJIOKCAUMH BBPXY CMOCOOHOCTTA 3a
iodupaHe U paboTa ¢ MalLIMHH,

O6aue GiryOpOXHHOJIOHHTE, BKJIIOYHTETHO MOKCH(JIOKCALIMH, MOTaT J1a I0BEAAT 10 YBpPEXK/IaHe
criocoOHOCTTA Ha NMaLMEeHTHTE a WodupaT Wik aa padboTAT ¢ MalLIMHH NOPAJH PEaKLHH OT CTpaHa Ha
[IHC (nanp. 3amaiiBaHe; ocTpa, npexojHa 3aryda Ha 3peHHe, BXK. ToUKa 4.8) WIH 0CTpa H
KpaTKOTpaiHa 3ary0a Ha cb3HaHHe (CHHKOM, BK. Touka 4.8). [launenture Ou cnensano aa Obaar
CbBETBAHHM J1a MPOBEPAT KaK pearupat Ha MOKCU(JIOKCALIMH MpeaH aa wodupaT WiK padoTAT ¢
MallIMHH.

4.8 Hexenanu JeKapcTBeHH peaKUHH

Hexxenanu peakuuu, Habno1aBaHU NPU KJIMHUYHHU U3MUTBAHHUA H M0JIy4Y€HH OT MMOCTMAapPKETHHIOBH
cboOLIeHHs ¢ MokcudokcauuH 400 mg (npunarad nNepopagsHO M KaTo nocjaeasaila Tepanus),
rpyrnupaHy Nno 4ecToTra:

OcBeH raJIeHeToO W IHapHUATa, BCHUYKH HeXeJJaHW peakUMH ca Habnro1aBaHu ¢ yectoTta noj 3%.

[Tpu BcsiKO rpynupaHe B 3aBUCHMOCT OT Y€CTOTATa, HEXKEJIAHUTE JIEKAPCTBEHH PEaKLMH ce H30posBar
B HU3XO/11l peJ MO OTHOLLIEHHE Ha TAXHATa CEPUO3HOCT. HecToTUTE ca OnpeaeIeHH Karo:

- yecTH (= 1/100 no < 1/10),

. HeyecTH (= 1/1 000 no < 1/100),

- peaku (= 1/10 000 no < 1/1 000),

- mMHoro peaku (< 1/10 000),

- C HEU3BECTHA 4ecToTa (OT HAJIMYHHUTE JJAHHH HE MOxXKe /1a Ob/Jle HarpaBeHa OLEHKA).

C
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HMYHHATA (BX. Touka 4.4) MHOI'0 pAJAKO
cHCTeMA YKMBOTO3acTpallaBsalll
lOK (BX. Touka 4.4)
AJnepruyeH oTokK /
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caMOYOHIiCTBO BiK.
Touka 4.4)
XaToUHHaALUK
JleJHpHYM
Hapyumenus Ha [ naBoOoOIHE [lap- u au3ecte3us | XHUnoecresus Xurnepecre3us
HepPBHATA 3amaiiBaHe HapyuueH BKyc HapylieHo o0OHsHHE
cHcTemMa™ (BKJI. B MHOT'O (BKJI. aHOCMHS )
PEAKH CIIyuyau AOHOPMHH CbHHILA
areysus) HapyuieHa
OObpkBaHe U KOOpAUHALIUSA (BKII.
JIe30pHeHTaLUA HapyllieHa roxojakKa,
Hapyuienus Ha 0c00€eHOo nopaau
CbHA (MPEAHUMHO 3aMaiBaHe WJIH
0e3CbHHE) CBETOBBPTEK)
Tpemop ["'bpuoBe, BK. grand
CBETOBbPTEK mal KOHBYJICHH (BXK.
CbHIMBOCT Touka 4.4)
HapylieHo BHUMaHHe
HapyuieH roeop
AMHe3us
[lepndepna
HEBpPOMNaTHA H
NOJIMHEBPONATHS




C

Cucrema Opran YecTH HeuecTn Peaku MHoOro peakH |HeH3BeCTHA
Kaac (MedDRA) 4eCcToTa
|
Hapyumenus Ha Busyanuu dotodobdus KpaTtkoTpaiina
oumnTe™ CMYLLEHHS BKIL. 3ary0a Ha 3peHHe
JUIJIONUS U (0C0O€eHO npH

3aMbIJIEHO 3pEeHHe
(ocobeHo npH

peaKkLMHi OT CTpaHa
Ha [IHC, BX. TOuka

peaklHH OT CTpaHa 4.4u4.7)
Ha LIHC, Bx. TOuka YBEHT H
4.4) ABYCTpaHHa ocTpa
TPaHCHJIKOMHHALUA
Ha UpHca (BK.
_ TOYka 4.4)
Hapyumienus Ha [Llym B yuuTe
YXOTO H HapyuieHue Ha ciyxa
Ja0HpHHTA™ BKJ1. IJ1yX0Ta
(0OOMKHOBEHO
| oOpaTHMa)
CopaeyHu YnabnxkaBane Ha | YabikaBadHe Ha QT| KamepHu taxuaputMuu| Heonpenenenu
HAPYLUEHHA™* QT npu (Bk. TOuKa 4.4) CuHkon (T.€. OCTPO apUTMHH
NalMHEHTH C [lannurauum HacTbIHJIA H Torsade de Pointes
XHnokaimemus | Taxukapams KpaTkoTpaiiHa 3aryba | (Bxk. Touka 4.4)
(Bxk. Touka 4.3 u| IlpeacbpaHo Ha Cb3HAHUE) CobpaeueH apect
4.4) MbKJ/1EHE (BXk. Touka 4.4)
CreHoKapaus
CbaoBmu Bazoaunaraums XHUMepTOHHUSA Backyaut
HapYILUIEeHHA ™™ | XHIIOTOHMS
PecniupaTopHH, 3aayx
r'PbAHH H (BKJIOYUTEITHO
MeIHACTHHAJIHH acTMaTHYHH
HapyLueHHs CbCTOSHHUSA ) F
CromaiuHo- ["aneHe Hamanenun anetut H| Jucdarus
YpeBHH [loBpblane MPUEM Ha XpaHa CTomarur
HapYlIEeHHSA CTomaiHo- 3anex CBbp3aH ¢
ypeBHa H JHucnencus AHTHOMOTHULIN KOJIUT
kopemHa Oosika | IloayBaHe Ha (BKIJIL.
Jlnapus KopeMma [ceBoMeMOpaHO3€eH
["acTput KOJIUT, B MHOI'O PEJKH
[loBHlneHa aMuJ1a3a| cJiy4ad CBbp3aH C
KHMBOTO3acTpallaBallH
YCJIOXKHEHHS, BXK.
| Touka 4.4)
XenartoOuaunapuu | [loBuieHH YepHoapoOHO KbiareHuua OyIMHHAHTEH
HApYLIEeHHS TpaHCAMHHA3H | yBpex/JaHe (BKIL. XenaruT (MpeAUMHO XEenaTHT
noBulueHa LDH) X0JIeCTaTHUYEH ) NMOTEHLUAJIHO
[loBHLLEH BOJELIL 10
OnnupyOmH )KUBOTO3acTpallaBa
[loBuiueHa rama -111a YepHOApoOHa
rJ1y TaMMIl HEJOCTATbYHOCT
TpaHcepasa

[ToBulLLIEHHE B
KpbBTa Ha ajKaJiHa

¢docdarasa




C

CbCTOSSHUSA (BKJI.
Oonka B rbp0a,
bPAHUTE, Ta3a H
KpanHHLHUTE)
HU3noTgaBaHe

Cucrema Opras Yecn HeuecTHn Peaxu MHoro peaks |HEH3BEeCTHA
Kaac (MedDRA) YecToTa
F 3 4= 3 4 1
Hapymienus Ha CopOex byJ103HH KOXHH OcTpa
KOoXaTa H OOpuB peakLHHu Karo reHepajin3u-
MOAKOXHATA YpTUKapus CHHIPOM Ha paHa
ThbKaH Cyxa koxa Stevens-Johnson | ek3aHTema-
WJIK TOKCHYHA TO3Ha
enuaepMaiHa [ycTyJjo3a
HEKpOJIK3a (AGEP)
(MOTEHLHATHO JlekapcTBeH
KHBOTO3aCTpalliaBa | a peakL1s ¢
-111a, BXK. Touka 4.4) eggﬂﬂgd)uﬂ
HA H
CUCTEMHH
CUMITITOMH
(DRESS)
(B2K. TOUYKA
4.4)
dukcHpaHa
JIEKapCTBEH
a epynuu,
Peakuuu Ha
(hOTOUYBCT
BUTEJIHOCT
(BXK. TOUKa
[4.4)
HapywieHns Ha ApTtpairus TeHauHuT (BXK. Touka | Pa3kbcBaHe Ha Pabaomuo-
MYCKYJIHO- Muanrus 4.4) CYXOXKHJIHE (BX. 13a
CKeJIeTHATA MYCKYJIHH KpaMnu Touka 4.4)
cHCTEMa H MyCKYyJIHH cniasMH ApTpHT
CheIHHHTE/IHATA MyckyJiHa cnabdoct MyckynHa
TbKaH™ PUTHIHOCT
ObocTpsiHe
CUMNTOMAaTHKara
Ha MHUACTEHMA
rpaBUC (BX. TOYKa
[ 144)
HapyumieHus Ha Jlexuaparauus bbOpeuHo yBpexaaHe
ObOpeuHTe H (BKJI. noBulueHH BUN
NMHKOYHHTE U KpeaTHHHH)
NbTHILA bbOpeuHa
HEJOCTAaTbYHOCT (BK.
| TOYKa 4.4) | 1
O0mu O01o OTOK
HAPYILIEHHSA H HEPA3MO0JI0KEHHE
edeKTH Ha (MpeaAUMHO acTeHHUs
MSCTOTO HA HJIH YyMOpa)
NPHJIOKEHHE bone3HeHu




*Cpofbapa ce 3a MHOTO peiKd CIydYaH HAa MPOAB/LKUTENHH ([0 MECelH WIH TOJHHH),
HHBATUAN3HPALIH M TIOTEHLMATTHO BeOOpaTHMH CEPHO3HH JIEKapCTBEHH PeaklMH, 3aCATalll HAKOMKO,
NMOHAKOra MHOrO CHCTEMO-OpPraHHH KJIACOBE€ H CETHBA (BKIIOYMTEAHO peakiMH KaTo TEeHAMHHT,
pa3’KbCBaHE Ha CyXOXWIHE, apTpairud, 60onka 8 kpalHHIMTE, HAPYLICHHE HA NMOXOJKATa, HEBPONATHH,
CBBP3aHH C TMApecTe3HH, IETpecHs, yMmopa, HapylLIeHHE Ha MaMeTTa, HapylLICHHA Ha CbHA H
yBpe:KJaHE HA CIyXa, 3PEHHETO, BKyca M OOOHAHHMETO) BHB BpB3Ka ¢ ynorpedara Ha XHHOJOHH M
GIYOPOXHMHONIOHH, B HAKOH CITy4aH, HE3aBHCHMO OT Be4€ CHILECTBYBAILMTE PHCKOBH (QaKTOpH (BiX.

TOUuKa 4.4).

**[Ipy NaLKEHTUTE, NMpHeMaIRH GIyOPOXHHONOHH, ca CHOOIICHH CTydan Ha aHEBPH3Ma B AHCEKALINA
Ha aopTaTa, MOHAKOra YCJAOKHEHH MOpag¥ pa3KbCBaHe (BITIOYMTENHO C JIETANEH H3XOH) H
perypruTalya/HeIOCTaTHLYHOCT Ha HAKOU OT ChbpACYHMTE Kany (BxX. Touka 4.4).

MHoro paako ce cbo0111aBa 3a CIEIHATE HEXKETIAaHH PEAKLIHH ClIEA JICUCHHE C APYTH
¢b1yOpPOXHHOIOHH, KOMTO € Bb3MOXKHO JIa CE MOABAT H MPH NeUEHHE ¢ MOKCH(IOKCALIMH: MOBHLIEHO
BLTPEYEPENHO HAAraHe (BIUTIOUUTENHO NICEBACTYMOD LiepeOpH), XMIIEPHATPHEMHMA,
XHITEPKaJlMEMHS, XEMO/TUTUYHA aHEeMHA.

CroblaBaHe Ha MOJO3HPAHH HEXKENIAHH peaxiiiy
Cro01maBaHeTo Ha NOJO3MPAHH HEXENIAaHH PeaKLMK CJie]l pa3peluaBaHe 3a ynorpeba Ha NeKapcTBEHHA

NPOOYKT € BakHO. TOBA 1103BO/ABA a NMPOABIDKH HabMIOACHHETO Ha CHOTHOLIEHHETO NON3A/PUCK 3a
NIEKapCTBEHUA NMPOAYKT. OT MEAULIMHCKHTE CIIELIHATHCTH CE€ H3UCKBA /a ¢L0o0LIaBaT BCAKA
NOAO3MpaHa HEeXeJlaHa peaklna upes M3nmbiHHTeHaTa areHUHs 1o JICKapeTaaTa

ya. ,,JlamsH ['pyes” Ne 8

1303 Codusn

Ten.: +35 928903417

yeOcadiT: www.bda.bg

4.9 Ilpenozapane

Hama cneum¢uyHM NpEeana3Hd MEPKH, KOHTO Ja ce NMPENnopbhyaT Clea ClIyqaiHo npenosupaxe. B
CITy4all Ha Npeao3HpaRne, cleABa Aa ce OChUICCTBH CHMITTOMATHYHO JieueHHue. Tpabpa na ce
Habmonasa EKI, nopaau BE3MOXKHOCTTA OT YAbDKaBaHe Ha QT nurepsana. EAHOBpEeMEHHO

NPWIOKEHHE Ha AKTHBEH BBIVIEH ¢ J03a 400 mg nepopaien MOKCH(IOKCALIMH LiIe peayLuHpa
CHCTEMHATA HAJIMYHOCT Ha J1eKapcTBOTO ¢ ropeye ot 80%. U3nonspaHeTo Ha aKTHBEH BBIJICH PAHO MO

BpeMe Ha abGcopbumaTa MOXKe 2ia € MOoJIe3HO 3a NPEAna3BaHe oT NPEXOMEPHO NMOBHILIABaHE CHCTEMHATa
EKCIIO3ULIMA Ha MOKCU(OKCALIMH B CTyuaH Ha NepopanHo NMpeao3HpaHe.

5, GAPMAKOJOIrHYHHU CBOUCTBA

5.1 PapMakoIRHAMHYHH CBONHCTBA

(bapMaxoTEpaneBTHYHA rpyna: XMHHOJIOHOBH aHTHOAKTEPHAIHH cpeAcTBa, OTyOpOXHHONOHH, ATC
kox: JO1 MA 14.

MexaHH3BM Ha NeHCTBHUE
MokcHduioKkcalMH NpyTeKaBa aKTHBHOCT in vitro cpellly ronsM opot I'pam-nonoxuTenHu 1 I pam-

OTPHLATE/IHH NATONCHH.

BakTepHLHAHOTO AeiicTBME HA MOKCH(UIOKCALWH € pe3yJITaT OT HHXUOHMpaHe Ha
tonouszomepasi (JIHK rupasza u ronousomepaza [V), Heo6xonumu 3a Hakrepuan
TPaHCKPHITLMs W penapatiusa. Marnexna, ye C8-MeToKCH rpynara aonpHHacd 3
AKTHBHOCT H MO-HMCBHK NOAGOP Ha pe3UCTEHTHH MYTaHTH Ha | paM-nono)xuren
cpasneHue ¢ C8-H rpynarta. HanmumreTo Ha rosisiM OHLMKIIOAMHHEH 3aMe



npeanassa oT ehekTHBeH edUIYKC, CBBP3aHO ¢ norA WIH pmrA reHy, HabmoaaBaHo MpH ONPeIC/ICHH
['paM-NoOKHMTENHH DaKTEPHH.

dapMakoAMHAMHYHH MPOYYBAHMA MTOKA3BAT, Y€ MOKCHGIOKCALMH NpHTEXKasa OakTepHLMACH eDeKT,
3aBUCHM OT KOHLEHTpaLMATa. MuHHManHuTe SakTepmiMaHy KoHueHTpauuu (MBC) ca nonobHu Ha
MHHHMAJTHHTE HHXHOUTOPHH KoHLeHTpauuH (MIC).

BinsHHe BLpXY YUpeBHATa duiopa npH Xopa

Cnen npuiokeHne Ha MOKCHGNOKCaLIHH NpH A0OPOBOJILIM ca HabMOoOAaBaHH CJICAHHTE NPOMEHH B
ypesnata ¢nopa: Escherichia coli, Bacillus spp., Enterococcus spp., U Klebsiella spp. ca pexyuupaHu,
KaKTO M aHaepoOHTe Bacteroides vulgatus, Bifidobacterium spp., Eubacterium spp. u
Peptostreptococcus spp. Bacteroides fragilis e nosuiunn 6pod ¢H. Te3n NpoMeHH C€ Bb3CTAHOBABAT B

HOPMAJTHUTE CTOHHOCTH A0 ABE CEMHLIM.

MeXxaHM3BM HA PE3HCTEHTHOCT
MexaHn3MuTe Ha PE3HCTEHTHOCT, KOUTO HHAKTHBHPAT NEHHLWIHHH, nedanocnopHHH,

AMHHOIIMKO3HAH, MAKPOJIHAH H TETPALHUK/INHH HE B3aUMOAEHCTBAT C aHTHOAKTEepHANTHATa AKTUBHOCT
Ha MOoKcHnokcalHH. Jlpyry MexaHH3MH Ha Pe3HCTEHTHOCT, KaTo 3alHTHH DapHepn (00Loy npH
Pseudomonas aeruginosa) U MEXaHU3MHTE HA HATH3AHE MOraT Aa MOBIUAAT YYBCBHTEIIHOCTTA KBM
MOKCH(IOKCALIMH.

In vitro pe3sHCTEHTHOCT KbM MOKCH(UIAKCALIHH C€ pa3BHBa NMOCTENEHHO Ype3 TOYKOBH MYTalLlHH B
asete Tun Il rTonousomepasu, JTHK rupasa u Tonouszomepasa IV. Mokcuduokcatun e cyberpar,
KOKTO TPY.IHO MPEMHHABA Upe3 MEXAHH3MHTE 38 AKTHBHO Hanyu3aHe NpH [ paM-NnonoKHUTEIHHTE
MHKPOOPTraHU3MH.

KprcTocaHa Ppe3sHCTEHTHOCT € Ha0mojaBaHa ¢ JApyrd (QuyopoxuHonoHu. OOadve, Tbii Kato
mMokcHnokcaunH uHxuOHpa nsere Tonousomepasd Il u IV ¢ moaobHa axktHBHOCT mpH ['pam-
noJIoKHTeIHHTe Oakrepny, Te3d OakTepuM MOraT Za ca Pe3UCTEHTHH KbM JAPYIH XMHOJOHH, HO

YYBCTBHTEJHH KbM MOKCH(JIOKCALIUH,

| paHMYHH CTOMHOCTH
EUCAST kIHHMYHHM FpaHW4HH CToiHOCTH Ha MIC wm guck-gudysus tect 38 MOKCHQIOKCALMH

(01.01.2012):

MRekpoopransinm YyscrBaTeNeH | PesncrenTen
Staphylococcus spp. < 0,5 mg/l > 1,0 mg/]
> 24 mm <21 mm
S. pneumoniae <0,5 mg/l > 0,5 mg/]
> 22 mm <22 mm
Streptococcus I'pyri A, B, C, G <0,5 mg/l > 1,0 mg/l
| =18 mm <15 mm
H. influenzae < 0,5 mg/l > 0,5 mg/l
| Z25mm <25 mm
M. catarralis < 0,5 mg/l > 0,5 mg/l
| 223 mm | <23 mm
Enterobacteriaceae < 0,5 mg/l > 1,0 mg/]
> 20 mm | <17 mm
'pannuHn crofiHOCTH, HecBBp3aHH ¢ | < 0,5 mg/l > 1,0 mg/
onpeneneH Bun (Non-species related
breakpoints)*

* I'paHHuHH CTOHHOCTH, He-cBbp3aHu ¢ omnpeaeneH BHA (Non-species rel /;{;K
breakpoints), ca onpeaencHW nNpeAMMHO Bb3 OCHOBA Ha (papMaKOKMHETHAME A
Te/(hapMakOAHHAMHMYHH JIAHHH M Ca HE3aBHCHMHM OT MHHMMAJIHHTE MHXHO I 3y Mo
KOHLEHTpAaUHUH NPH OTACTHUTE MHKpPoOpraHu3mH. Te ce H3nona3sBar camo \‘F |
BHJIOBE, 33 KOHTO HAMA BHAOBO CriclMHUHA rPAHHYHA CTOWHOCT M HE C€ M3NOMRET N




MpY BUAOBE, KBACTO KPHTEPHHTE 3a HHTEPNpPETHpPaHe TpencToH aa Owbaar
_OTPE/IEJIHH.

Mu HUOJOTHYHA YYBCTBUTEIHOCT

PasnpocTpaHeHHeTO Ha NpuAOOUTATa PE3UCTEHTHOCT MOXKE 1a BAPHPA B PA3lIMYHHTE reorpadeku
30HH H C BPEMETO 33 H3bpaHu BHAOBE, KENATETHO € HAIMYHE Ha JIOKaTHA HHOOpMaLLA 3a
PE3MCTEHTHOCTTA, OCOOEHO KOTaTO ce NEeKyBaT TexkH HHpekuuu. [1pn Heobxoaumocr, Tpadsa aa
OB/ie MOTHPCEH EKCNEPTEH CHBET, KOTaTO MECTHATA PE3HCTEHTHOCT NMOCTaBA MO BLIIPOC
M3MOM3BAHETO HA NMPOAYKTA MOHE MPH HAKOH BHAOBE HHEKIHH.

O6HKHOBEHO YYBCTBHTCTHH BH0BE

Aepobhy | paM-NONOKHTEITHY MH raHU3MH

Gardnerella vaginalis

Staphylococcus aureus* (MeTUIWINH-YYBCTBUTENICH)

Streptococcus agalactiae (rpyna B)

Streptococcus milleri zpyna* (S. anginosus, S. constellatus u S. intermedius)
Streptococcus pneumoniae®

Streptococcus pyogenes® (rpyna A)
Streptococcus viridans rpyna (S. viridans, S. mutans, S. mitis, S. sanguinis, §. salivarius, .

thermophilus)
AepobHu ['paM-OTPHUATEIHH MUKPOOPTAHHIMH
Acinetobacter baumanii

Haemophilus influenzae®
Haemophilus parainfluenzae®
Legionella pneumophila
Moraxella(Branhamella) catarrhalis*

AHaepoOHH MHKPOOPraHU3MH
Fusobacterium spp.

Prevotella spp.
~JAPYTH* MHKPOOPraHH3MH
Chlamydophila (Chlamydia) pneumoniae*
Chlamydia trachomatis*

Coxiella burnettii

Mycoplasma genitalium
Mycoplasma hominis

Mycoplasma pneumoniae*
Braose, IpE KOHTO NPHACGRTATA PEIACTEHTHOCT MOXe AR € Npobaem
AepobHH [paM-nONOKHTETHH MUKPOOPraHH3IMH
Enterococcus faecalis*
Enterococcus faecium*
Staphylococcus aureus (METHLIWIHH-PE3HCTECHTEH)"
Aepobuu I'paM-OTPHLATEIHH MHKPOOPTaHHIMH
Enterobacter cloacae*
Escherichia coli*’
Klebsiela oxytoca
Klebsiella pneumoniae *
Neisseria gonorrhoeae™"
Proteus mirabilis*
AHaepoOHU MHKPOOpPraHU3IMH
Bacteroides fragilis*
Peptostreptococcus spp.*
HacneacTseno pe3HcTeHTHH MEKPOOPraHE3IMHA

AepobHu I'paM-OTpHLATENHH MHKPOOPTaHHIMH
Pseudomonas aeruginosa




* AKTHBHOCTTa € 38J0BOJIMTEJIHO AEMOHCTpHpaHa NMpPH YYBCTBHTEIHH INAMOBE B KJIHHHYHH

NpOYYBaHHA HA OACOPEHH KIHHHYHH NOKA3AHMA.

* ESBL-nponzsexaaly mamMoee ca 0OMKHOBEHO PE3HCTEHTHH KbM QUTYOPOXHHOJIOHH
" YecToTa Ha pe3UCTEHTHOCT >50% B enHa WK noBeue CTpaHH

52 PapMakoOKAHETHYNH CBOHCTBA

Abcopbirns

Ciien nepopajiHO NpWIOKEHHE MOKCHGITOKCAUHMH ce abcopbupa 61p30 W NOYTH HAITKIIHO.
AbcomoTHaTa OHOHANMYHOCT npeacTaBnaBsa npubnusurento 91%.

dapMakOKHHETHKMTE Ca JIHHCHHH B AHana3oHa 50 — 800 mg enqHokpaTHa Aos3a v a0 600 mg equH meT
aHeBHO 3a noseue oT 10 qun. Cnen 400 mg nepopaiiHa A03a MAKCUMAJTHHTE KOHLICHTpaLtMH oT 3,1
mg/l ce nocTurar B pamkure Ha 0,5 — 4 h cnea npunoxeHune. [INKOBHTE H MOCTOAHHHTE PABHOBECHH
a3MeHH KoHueHTpauuu (400 mg eanH mbT JHEBHO) ca cpoTBeTHO 3,2 M 0,6 mg/l. B paBHOBECHO
CBCTOSIHHE EKCTIO3UIIHATA B pAMKHMTE Ha HHTEpBajia Ha fo3upaHe € npuoansurenHo 30% no-sucoka B

CpaBHEHHC CJICA ITbpPBATA A034.

PaznpeneneHue

MoxcudnokcalMH ce pasnpeaena 6bp30 KbM €KCTPaBACKYJIapHOTO NMPOCTPAHCTBO; ClIe A03a OT

400 mg e ycraHoseHa AUC 35 mg.h/l. ObemsT Ha pasnpeneneHue (Vss) B CTALHOHAPHO CBCTOAHHE €
npubnuzurenyo 2 I/’kg. EkcnepuMeHTHTE ex vivo H in Vitro MOKa3BaT CBBP3BaHE C MPOTCHH
npubnuznrento 40-42%, He3aBUCHMO OT KOHLICHTpALMATA Ha JIeKapCTBOTO. MOKCHQIOKCAIKH Cce
CBBbP3Ba [VIABHO CbC CEPYMHHTE aNndOyMHHH.

CeqHHTE NHKOBH KOHUEHTPaLHH (reOMETpH4YHa CTOMHOCT) Ca YCTAHOBEHH CJIEI NMPHIIOKEHHE Ha
eIHOKpaTHa nepopanHa go3a 400 mg MOKCHQIIOKCALIMH:

Tokan | KonnenTpanus

MascTo: IL1a3ma oTROMEnRE
[Inasma 3,1 mg/l -
CmoHka 3,6 mg/i 0,75-1.3
MexypHa TeuHOCT 1,6' mg/l 1,7!
bpoHxHaHa Myko3a 5,4 mg/kg | 1,7—-2,1
AnpeoJlapHH Makpodaru 56,7 mg/kg 1 18,6 -70,0
TeuHocT, MoKpHBalLa enurena | 20,7 mg/l |9 -7
MakcHunapeH CHHYC 7,5 mg/kg 2,0
ETMoHaanieH CHHYC 8,2 mg/kg {2,]
[lonunu B HOCA | 9,1 mg/kg 2,6
UnrepcTrHimania TEUHOCT 1,0° mg/) 0,8 —1,4%3
XKeHcka nonoBa cucteMa* 10.2° mg/kg 1.72

* HHTPABEHO3HO NPWIOKEHHE Ha eAHOKpaTHa a03a oT 400 mg

1 - 10 h cnen mpunoxeHue

2 - HeCBBP3aHa KOHLUECHTpauus
3-0r3hpgo36hcnea no3a

4 — B Kpas Ha HH(Y3UATa

Buorpancdopmaua MokcudnokcausnH € noanoxen Ha Suorpanchopmaims dasa Il u ce €KCKpETHpa

upe3 OnOpelH H HITHYK/ H3NPAXKHEHHA KaTO HENMPOMEHEHO JIEKAPCTBO, KAKTO M noj, GopM
KOMMOHEHT, ChAbPKALI capa (M1) u kato rmokypouua (M2). M1 u M2 ca eauHCcTBEH
MeTabOJMIMTH OT 3HAYEHUE TNIPH XOPAaTa, KaTO M ABaTa Ca MHKPOOHONIOrHYHO HEAKTHBH




Mpyu kiuHuYHH npoyuBanus ¢asza I M in vitro npoyuBaHHA He ca HabnoaapaHK META0ONHTHH

(hapMakOKHHETHUYHH B3aMMOAEHCTBHA C JPYTH JieKapcTBa, NOAIOKEHH Ha GuoTpaHchopmaums da3a I,
n3noa3samy LHToXpoM P-450 ensumu. Hama gaHHH 32 OKCHAATHBEH META0OIM3EM.

EaMMHHHpaHE
MokcH$pIroKcaliMH c€ €IMMHHHAPA OT IUTa3MAaTa ¢ KPaeH CJIHMHHALIMOHEH TOTY)KHBOT NPpHOIUBUTENHO

12 yaca. CpeAHMAT aNAPEHTEH TOTANEH TeNeCeH KIMPBLHC C/lea eAHOKpaTHa ao3a ot 400 mg Bapupa ot
179 no 246 ml/min. brOpeunuaT KIHPBHC, Bb3NH3aI Ha 24 — 53 ml/min npeanosnara 4YacTHYHA

TyOynHa peabcopbLus Ha nekapcTBOTO OT OBOpelHTe.

Cnen no3a ot 400 mg, Bb3CTAHOBABAHE B ypHHaTa (nmpHOausuTeano 9% HenpoMeHeHO NeKapCTBo,
npubnusurento 2,5% 3a M1 u npubmusurenno 14% 3a M2) n u3npakuenunsta (npubamaurento 25%
HENPOMEHEHO JIEKapCTBO, MpubnuzuTenHo 36% 3a M1 H He ce ycraHoBaBa M2), obuio

npubusurenHo 96%.

EaHOBpeMEHHOTO NPWIOXKEHHe HA MOKCH(IOKCALIMH C PAHHTHIIHH WIH MpoOEHELUA He TTPOMEHS
OB0peuHns KNIMPBHC Ha H3XOHOTO JIEKAPCTBO.

ITayuenmu 6 cmapuecka 8b3pacm U RAYUEHMU C HUCKO MERECHO ME20
[To-BHCOKH IUIa3MEHH KOHLEHTpaLUMH ca HabmioaasaHu MpH 3/ipaBH A0OPOBOJIM C HHCKO TENECHO
Terno (KaTo XKeHH) 1 NMpH AoOPOBONLH B CTApUYECKa BE3PACT.

bvbpeuno yepeorcoare
(DapMaKOKHMHETHYHHTE CBONUCTBA HA MOKCH(IOKCALIHH HE €A 3HAYHTEIHO Pa3THYHH MPH NMalHeHTH C

616peuHo yBpexaane (BKIOYHTEIHO KPEaTHHHHOB KIMPBHC >20ml/min/1,73m?). Tsii kato
6p6peunaTa QyHKIMS ce HaMaNABa, KOHLEHTpaLMATa Ha MeTabonHT M2 (rmoxypoHKA) ce NoBHIlaBa
¢ daxTop 2,5 (npy KpeaTHHHHOB KIMpBHC <30ml/min/1,73m?)

Ueprodpobro yepencoane

B13 ocHOBa Ha (JapMAKOKMHETHUYHHTE NMPOYYBAHHA, TPOBEACHHU 0 CEra NMpH NAlHEeHTH ¢ YepHOApOoOHa
neaocrarbyHocT (Child Pugh A, B), He e Bb3MOXHO Aa C¢ OMpeaean Janu HMa pa3iH4yKs B CpaBHEHHE
CHC 3ApaBu A0OpoBOILM. YBpeaeHaTa dyepHoApoOHa (YHKLHA € CBBP3aHa C MO-NMPOAb/DKUTENHA
eKcro3vua Ha M1 B mna3smara, J0KAaTO €KCNO3UIHATA C H3XOIHOTO JIEKAPCTBO € CpaBHHMa ¢
eKCTIO3MUMATA MPH 3ApaBy aoOposonK. HaMa focTaThYHO ONUT ¢ KJIMHHYHATa yrnoTpeba Ha
MOKcH(IOKCAIIMH NIPH NMALMEHTH ¢ YBpeaeHa YepHoApoOHa QyHKIMA.

5.3 IlpeaxnunHH9HMA AaHHH 38 6ezonacHoOCT

EdexTrTe BHPXY XeMOMOETHYHATA CHCTEMA (JIEKO NOHIKABaHE Ha OpOsA Ha EPUTPOLIMTHTE H
TpoMOOLIMTHTE) ca HabmoiaBaHH NPH ILUTBX0BE U MaiMyHH. KakTo nmpH ApyruTe XHHOIOHH,
XeNaTOTOKCHYHOCT (MOBUIIICHW YePHOAPOOHH €H3MMH H BaKyOJIHA AcreHepalma) ¢ Habmonaeana npu
[LIbXOBE, MaiiMyHH M Kyuerta. [Ipi MaiiMyHH € HabmoaaBaHa TokCHUHOCT BbpXy LIHC (repuose).
Te3n edexrn ca HabmogapaHH caMo Cea JECHEHUE ¢ BUCOKH I03H WIH Cliel NPOOB/DKHTEHO JICUCHHE
C MOKCH(MIOKCALIHH.

Mokcndaokcalld, KAKTO APYTHTE XUHOJIOHH, € NTeHOTOKCHYEH B iR Vilro TECTOBE C H3NON3BAHETO HA
OakTepHH WM KNeTkH oT 6o3aiiHuLK. [ToHexe Te3u edeKTH MoraT aa ce oDACHAT ¢ B3aUMOACHCTBHETO
C rupasara B 0aKTEpHHTE ¥ — MPH NO-BHCOKH KOHLICHTPALHH — ¢ B3aHMOACHCTBHETO ¢ TONMON30MEpa3a
II B k1eTkHuTE Ha O03aliHULIM, MOTaT ZIa CE€ ONPEACIAT NMPAroBH KOHUEHTPALMH 3a N'€HOTO
[1pu in vivo TecTOBE HAMA NA@HHH 38 TEHOTOKCHYHOCT, HE3aBHCHMO OT (paKTa, ue ca Y3Aq
BHCOKH J03H MOKcHQUIOKcalMH. [1o TO34W Ha4YUH MOraT Aa c€ YCTAHOBAT AOCTaThY “
Ge3omacHOCT Ha TepaneBTHYHATA A03a NMpH Xopa. MokcHuiokcalMH He € KaHLepd
MpOYYBaHHA MPH MTBXOBE.
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MHOI0 XHHONOHH €a GOTOYYBCTBUTEHH H MOFAT 118 MHIYLHPAT POTOTOKCHYHH, POTOMYTATEHHH K
doTokanuieporeHuy edektH. O6paTHO Ha TOBa, MOKCHGUIOKCALIMH € 10KA3AHO, Y€ HAMA
poToTOKCHUHM H POTOreHOTOKCHYHH CBONCTBa, KOraTo € H3c/aeABaH B 0OLIKHpHA NporpaMa Ha in vitro

M in vivo npoy4saHus. [Ipy ChILMTE YCIOBHA APYTH XHHONIOKRH NMPEAN3BHKBAT €(EKTH.

B1B BUCOKH KOHLEHTPALMH, MOKCH(IOKCALIMH € HHXMOUTOp Ha Obp3aTa KOMNOHEHTAa Ha 6aBHOTO
BL3CTAHOBABAHE HA KAJTMEBATA [TOMIA Ha ChPLIETO H MOXKE Aa MPUYUHU yAbDKaBaHe Ha QT-
uHTepBana. TOKCMKOIOrHYHM NMPOYYBAHUA NPH Ky4eTa ¢ nepopanHa fo3a 2 90 mg/kg, poneum ao
1a3MeHH KOHLIEHTpalMH 2 16 mg/kg npuuMnaBaT yawnkasaHe Ha QT-HHTEpBasia, HO HE APUTMHA.
Camo cnien MpuioKeHHe Ha MHOTO BHCOKH KyMYJ/IaTHBHH HHTPaBEHO3HH 03H 50 ITHTH NO-BUCOKH OT
ao3ata rmpu xopa (>300 mg/kg), Boaewu no IwnasMeHH KoHUeHTpauuk =200 mg/1 (noseue ot
40-KkpaTHO yBeJIMYEHHE HA TePaneBTHYHO HHUBO), ca HabmoJaBaHy o6paTHMH, He-(haTaTHH KaMepHH

ApPHTMHH.

XHHONOBHTE cA H3IBECTHH, Ye MPHUHRABAT YBPEKJIAHHA Ha XPYLIAIa Ha NOJIEMHTE CBbP3BALIH CTABH
MPH HEJIOHOCEHH *HBOTHH. Half-HHcKaTa nepopaiiHa 033 Ha MOKCHGIIOKCALIMH, MPHYHHABALIA
TOKCHMHOCT Ha CTABHTE NPU MJIaAY Ky4eTa € 4 ITbTH NO-BHCOKA OT MaKCHMAaJIHaTa NpenopbYHTe/IHATa
TepanesTH4Ha x03a ot 400 mg (3a 50 kg TenecHo Ternio) Bbpxy 6a3a mg/kg, ¢ nnasMeHH
KOHLEHTPALMH 2 A0 3 MLTH NO-BHCOKH OT MaKCHMA/THATa TEpaNeBTHYHA 034,

UscneapanuaTa 3a TOKCHYHOCT NPH IUIBXOBE H MaHMYHH (NIOBTOPHO A03HpaHe 1o 6 Meceua), He
NOKA3BAT AAHHH 33 TOKCHYHOCT 3a oumTe. [IpH Kyuera BucokuTe nepopaiiu ao3u (= 60 mg/kg),
BOJAEILIH A0 IJIa3MEHH KOHLIEHTpaurH = 20 mg/l, npyuHuHsABAT NPOMEHMU B €IEKTPOPETHHOIPaMaTa 1 B
M30JIMPaHH cy4yau A0 aTpodus Ha peTHHATA.

[TpoyuBaHHa BBPXY PENPOAYKLMATA, H3BbPUIECHH NPH IUILXOBE, 3aHLIH H MAKMYHH NOKa3BaT
npeMHHaBaHe Ha MOKCH(}pNOKcalLMH npe3 raucHrata. [IpoyuBannsTa npH wbXose (NepopanHo U
MHTPABEHO3HO) H MalMYHH (NepopallHO) He MPEACTaBAT AOKA3ATENICTBA 38 TEPATONCHHOCT HIIH
yBpexXZaHe Ha GepTHIHTETa CICR NPUIOKEHHE Ha MOKCHQIOKCalHH. Jleko MOoBHIIEHa YECTOTa HA
mMandopmalldi Ha npeuieHy u pebpa ca HabmoaaBaHH NpH 3apOAKLIIMTE HA 3aHLH, HO CaMO NPH A034
(20 mg/kg i.v.), KOETO € CRbP3aHO C TeXKa TOKCHYHOCT 3a MatikaTa. iMa noBHlIeHa 4€CTOTATa HA
aGopTHTe npu MaliMyHH M 3aiiLiM ¢ YOBELIKH TepaneBTHYHH IUIA3MEHH KOHLeHTpaluu. [1pn risxose €
yCTaHOBEHO MOHIDKABaHe Ha TEJECHOTO TErJI0 Ha IU10Aa, No-roiam Opoit abopTH, Jieko noBHLIeHA
NPOAL/DKHTETHOCT Ha OpeMEHHOCTTA Y MOBHILIEHA CTIOHTAHHA AKTUBHOCT MPH HAKOH OT NMOTOMCTBOTO
OT ABATa nosa, Npyu ynorpeda Ha A03HM, KOMTO ca 63 ITbTH MO-BHCOKH OT MaKCHManHara
NPenoOpPEYHTENHA 1032 B mg/Kg TeNnecHo TerJIo € Na3MeHH KOHLIEHTPAllMH B PAMKHTE Ha
TepaneBTHYHATa J03a IIPU XOpa.

6. ©GAPMAHEBTHYHH JAHHH

6.1 CnHcChK HE NOMOUIHRTE BeHeCTBA

Anpo Ha Tabnerkara

Llenynosa, MUKpPOKPHCTATHA
KpockapMenosa HaTpUH
JlakTo3a MOHOXHApAT
MarxesueB creapar

QOUIMOBO MOKPUTHE
XHnpoMeso3a

Maxporon 4000
Kenezen okcun (E172)
Turanos auokcHa (E171)




6.2 HecLBMECTHMOCTH
Henpunoxumo

6.3 Cpox na roasocr
5 rOINHH

6.4 ChnennanHs yc10BHS HR ChbXPRHEHHE

BJIHGTEQH HGHHH@HHJIEH/@[!MHHHﬁ H NONHBHHUIXJIOPHI/ MTOJTHBHHHITHACH MDEMQ!!MHHHEBH
H

Onucrep
Jla ce cbxpansBa npy Temneparypa noa 25 °C.

Jla ce chXpaHfiBa B OpMIMHalIHA OMAKOBKA, 3a 1a ¢¢ nNpeAnasH OT Biara.

baxcrepy amyMHHHA/ATYMWHHHE
Jla ce cpXpaHABa B OpMIHHaJIHA OMAKOBKA, 3a [1a C€ npeAnasH oT Biara.

6.5 BHA R CHABLPKAHHE HA ONAKOBKATA

KaproHeHa KyTHs, chabpxatia 6e3LBeTHH W 6€/1H HEMPO3payHH NOJHITPONHICH/ ATy MHHHECBH
Gnucrepy win 6€3UBETHHA MPO3pPaYHK NOTHBHHWIXJIOPHI/TIONMHBHHWIHACH XJIOPHA/aTyMHHHEBH

OHCTEpH:

OunmupaHuTe TabNeTKH ce mpeniarar B onakoBkH 1o 5, 7 v 10 rabnetku, B 60HHYHH ONAKOBKH 1O
25 (5x5), 50 (5x10), 70 (7x10) punmupany TabneTkn Wi B HOJIHHYHH rpynoBu onakoBkM ot 80 (5
onakoBkH no 16) unu 100 (10 onakoeku nol0) punmupanu TabaeTku.

KapToHeHH KyTHM, ChABpXKALLK OJIUCTEPH ATYMHHHUA/aTyMHHHIA, ca HANTHYHH B OTIAKOBKA 10 €/1Ha
¢unMupaHa Tabierka.

He acuyky BHAOBE ONAKOBKH Morar aa 6baat mycHaTd B npoaaxda.
6.6 ChnensnansH npeAna3sHH MEPKH MPH H3XBLPJISHE

HaMa cneuMaJiHd H3IHCKBAHHA.

7. TIPHTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Bayer AG
Kaiser-Wilhelm-Allee 1
51373 Leverkusen, ['epmanus

8. HOMEP HA PASPEIIEHUETO 3A YIIOTPEBA

20000430

9. JATA HA I'BPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PA3PELII NS
YIIOTPEBA

JaTa Ha mxpBO pa3peiuaBaHe: 25 wau 2000 r,
HaTta Ha nocneaHo noaHoBssaHe: 05 anmpun 2011 r.




10. JATA HA AKTYAJIN3IUPAHE HA TEKCTA

04/2024




