AyrmeHTUH 125 mg/31,25 mg/5 ml npax 3a nepopanHa cycneH3us
[ara Ha nocneaHo opobpenue Ha KXIM ot perynatophus oprax: 05.11.2018 r.

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHMUS NIPOAYKT

AyrmenTus 125 mg/31,25 mg/5 ml mpax 3a mepopaiaHa CyCITeH3Hs

Augmentin 125 mg/31,25 mg/5 ml powder for oral suspension

2. KAUYECTBEH U KOJIMYECTBEH CHCTAB

Cren npuroTBsiHe, BCEKH Ml OT nepopaiHara CyCleH3us ChAbpiKa aMOKCUIIMIIUH TPUXHIPAT
(amoxicillin trihydrate), ekBuBajieHTeH Ha 25 mg aMOKCHITIIIMH (amoxicillin) i kanueB KiaByIaHaT

(potassium clavulanate), ekBuBanieHTeH Ha 6,25 mg knaBynaHoBa kucennHa (clavulanic acid).

TIoMOIIHY BelIeCTBa ¢ U3BECTHO NCHCTBUE

Ceappxa 2,5 mg acnapram (E951) Ha ml.
Chbabpixka MaITOJIEKCTPHH (TJIIOKO3).

3a IBIHKS CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TO4YKA 6.1.

3. JIEKAPCTBEHA ®OPMA

[pax 3a mepopaiHa cycreH3usl.
[Touru 051 mpax.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHHM NOKAZAHUS

AyTMEHTHH € IOoKa3aH 3a JICUCHUE Ha CICAHUTE NH(PEKITUU TIpH Bb3pacTHU U aena (Bx. Touku 4.2, 4.4
us.1):

OCTBHp OaKTEpUAICH CHHYUT (aJCKBATHO JUATHOCTHUIIMPAH )

OCTBP OTHT Ha CPEIHOTO YXO

OCTpH eKk3arepOaIy Ha XpOHHYEH OpOHXHT (aJCKBATHO TUATHOCTHIIMPAH )

MHEBMOHHS, MPUIOOUTA B 0OIIECTBOTO

IUCTHUT

MUENOHEPPUT

WH(EKIINN Ha KOKaTa U MEKUTE ThKaHH, MO-CIICIUATHO NENYJIUT, YXalBaHUS OT )KUBOTHH,
TEXBK abCIec Ha 350UTE ¢ pa3MpPOCTPAHABAII CE LENyTUT

o WHQPEKIUU Ha KOCTUTE U CTABUTE, MO-CIICIIUATHO OCTCOMHEITUT.

TpsiOBa ma ce 00bpHE BHUMaHKE Ha OGHUITHATHUTE YKa3aHHS 3a IIpaBHIIHATA yIIoTpeba Ha
AHTUOAKTEPUATHUTE CPE/ICTRA.

4.2 2103np0131<a U HAYMH HA MPUJIOKECHUE

EOSI/IQOBKa

Jlo3upoBKHuTE ca peICcTaBeHN ChOOpa3HO ChABPIKAHUETO HAa aMOKCHUITMIINH/KIIaByJIaHOBA KHUCEIINHA, C
M3KITIOYEHHE Ha CITyJanTe, KOTaTo JO3WTE ca Ja/IeHH 110 OTHOIIEHNE Ha OTAeTHATa ChCTaBKa.

3a m300pa Ha mo3aTa Ha AYTMEHTHH 3a JICUCHHE Ha OTIeTHAaTa HHAEKITHS TpsOBa J1a ce UMAT MPEIBHI:



o OYaKBaHWTE MATOT€HU U BEPOSITHATA UM UYBCTBHUTEIHOCT KbM aHTUOAKTEPUAIHHU CPEIICTBA
(BX. TOuKa 4.4)

o TEXECTTa U MACTOTO Ha MH(EKIUITa

o BB3PACTTa, TEIECHOTO TerI0 U ObOpeuHaTa pyHKIMS Ha MAUEeHTa, KAKTO € TIOCOYEHO T0-0Ty.

Ynorpebarta Ha anTepHATUBHU (OPMHU Ha AYTMEHTHH (HAIp. TAKKWBa, OCUTYPSIBAILU TI0-BUCOKH JIO3H
Ha aMOKCHUIHIIMH H/WIK Pa3JIUYHN ChOTHOIICHUS Ha aMOKCHUIIMIIMH KbM KJIaBYJIaHOBA KHCEIMHA)
TpsiOBa Ja ce MMa MpeaBuI, Copea HeoOXoAuMOCTTa (BX. Touku 4.4 u 5.1).

[pu BB3pacTau u gena > 40 kg tazu popma Ha AYrMEHTHH OCUTYpsiBa 0012 THEBHA J103a OT

1 500 mg amokcummInH/375 mg KIaByIaHOBA KHCEINHA, KOTAaTo Ce MpHIara, KakTo € IpernopbyaHo
no-pomny. Ilpu nena < 40 kg Ta3u popma Ha AyrMEHTHH OCUT'YpsiBa MaKCHMaJlHa THEBHA /1032 OT

2 400 mg amoxcnumnnH/600 mg KIaByJIaHOBa KUCETUHA, KOTaTo ce Mpujiara, KakTo ce MpernopbyuBa
Mo-701y. AKO ce cueTe, 4e € Heo0X0AnMa M0-BUCOKa THEBHA /1032 Ha aMOKCHIIMJIMH, Ce MPEenophyBa
u300p Ha apyra GpopMa Ha AYIrMEHTHH, 3a Jja ce U30erHe Npujlarane Ha HeHy>KHO BUCOKU JHEBHH JJ03U
Ha KJIaBYJIaHOBa KucenuHa (Bxk. Touku 4.4 u 5.1).

IIpoasmKUTETHOCTTA HA JICUSHUETO TPSOBA /1a Ce OMpeieNid OT MOBIUSABAHETO HA ManueHTa. Hsakou
HHOEKITNH (HaIp. OCTEOMHEIINT) U3UCKBAT IO-TOIsIMa TIPOABIIKUTEITHOCT Ha JICYCHUETO. JIeueHneTo
He TpsI0Ba Jja MPpoIbIKaBa 1moBede oT 14 mHu 6e3 MOBTOPEH mperies (BXK. Touka 4.4 OTHOCHO
MPOABIKUATEITHA TePaTIHsl).

Bu3pactau u nena > 40 ke

Enna no3a or 500 mg/125 mg, npuemana Tpu MTH JHEBHO.

Jena <40 kg

20 mg/5 mg/kg/maeBHo mo 60 mg/15 mg/kg/nHeBHO, pa3aeneHn Ha TPX OTICTHH JTO3H.

Jlemiata Moxe J1a ce JeKyBaT ¢ AYTMEHTHH Ta0JIeTKU, CYCIICH3UH W MeJUaTpUYHU cameTa. Jlena Ha
BB3pACT 6 TOIMHU U TIOJT 6 TOAWHH, 32 IPEATIOYNTAHE TPSOBA a Ce JICKYyBaT ¢ AYTMEHTHH CYCIICH3HS

WK ICAUaTPUYHU callcTa.

He ca HanuyHM KIMHUYHY JaHHU 32 TpUWiIokeHue Ha 4:1 ¢opmute Ha AyrMEHTHH B JJO3H, TIO-BUCOKH
ot 40 mg/10 mg/kg/nHeBHO npH Jena moj 2 roAUHU.

IlanmenTu B CTap4€CKa Bb3pacT

He ce nanara kopurupane Ha 103aTa.

Br0Opeuno yBpexnane

KopurupaneTo Ha 103aTa ce OCHOBaBa Ha MAaKCHMAJIHOTO TPETIOPHYaHO HUBO HA aMOKCHIIHIIHH.
He ce Hanara xopurrpase Ha 1o3aTa Ipu nanueHTu ¢ kpeatnHuHOB KinupbHC (CrCl) Hax 30 ml/min.



Bwspacmuu u deya >40 kg

CrCl: 10-30 ml/min

500 mg/125 mg nBa MbTH JTHEBHO

CrCl < 10 ml/min

500 mg/125 mg equH BT THEBHO

ITanuenTy HA
XeMOoHuanm3a

500 mg/125 mg Ha Bceku 24 vaca, uitoc 500 mg/125 mg mo Bpeme Ha
JIMaM3aTa, KOeTo J1a ce IIOBTOPH B Kpasi Ha Auajin3ara (Thil KaTo CepyMHHTE
KOHIICHTpPAIIWHK Ha aMOKCHIIMJIMH U KJIaByJJaHOBATa KHCEIMHA CE TIOHMKaBaT)

leya < 40 kg

CrCl: 10-30 ml/min

15 mg/3,75 mg/kg nBa bt qHEBHO (MakcumyM 500 mg/125 mg nBa mbTH
JTHCBHO).

CrCl < 10 ml /min

15 mg/3,75 mg/kg kaTo eIHOKpaTHA JHEBHA J103a (MAKCUMYyM
500 mg/125 mg).

[TammenTu Ha
XeMoguanan3a

15 mg/3,75 mg/kg Ha ieH BeTHBK AHEBHO.

[penu xemonuanuszara 15 mg/3,75 mg/kg. 3a na ce Bb3CTaHOBAT
UPKYJIATOPHUTE HUBA Ha JIEKapcTBOTO, 15 mg/3,75 mg/kg TpsiOBa na ce
HPUIIOXKAT CIIEJ XeMOANAIIM3AaTa.

YepHoAPOOHO YBPEXKIaHE

TpsiOBa ma ce mo3upa BHUMATEITHO U PEIOBHO J1a C€ TPOCIIeIsIBa YepHOApOOHATa PYHKITHS (BXK. TOUKH

43 u4.4).

Haunn Ha npuinoxeHue

AYTMEHTHH € 3a [IEPOPAITHO IPUIIOKEHHE.

AyrMeHTHH Tpsi0Ba Jia ce TIpreMa 1o BpeMe Ha XpaHeHe, 3a CBeX/IaHe 10 MUHUMYM Ha Bb3MOKHATa
CTOMAILIHO-YPEBHA HENTOHOCUMOCT.

JleyenneTo MOXKe /1a 3am04He napeHTepanHo B choTBeTcTBUE ¢ KXII Ha mHTpaBeHo3HuTe (1.v.) popMu
U Jla ce POJBIDKU C IiepopaiiHa hopma.

Bytunnkara TpsiOBa 1a ce pas3kiaTH, J0KAaTo MpaxbT BETPE 3aM0YHE Ja Ce ABMKU CBOOOIHO.
Tps0Ba na ce mpubaBu BoJa crope]] yKazaHUsTa, 1a ce 00bpHE OyTHUiIKaTa 1 Jia ce pa3KiIaTH.
BbyTtunkara Tpsi6Ba 51a ce paskiaTtu oOpe Mmpeau MpreMaHe Ha Bedka o3a (BXk. Touka 6.6).

3a YKa3aHusd OTHOCHO NPUTOTBAHCTO HaA JICKAPCTBCHUA MPOAYKT IIPEAU MMPUIIOKCHUC BUIKTC TOYKA 6.6.

4.3 IIpoTuBomokazaHus

CBpPBXUYBCTBUTEITHOCT KbM aKTUBHHUTE BEIIECTBA, KbM KOWTO U Ja € OT IeHULWIMHNTE WITH KbM
HSKOE OT IIOMOIITHUTE BEIIECTBA, M30POCHHU B TOUKa 6.1.

AHaMHe3a 3a Te)KKa He3a0aBHA peaKIlisd Ha CBPBXIYBCTBUTEITHOCT (HAIp. aHa(QUIAKCHs) KbM IPyT
OeTa-makTaMeH MPOIyKT (Hamp. 1edaiocoprH, kKapOaneHeM I MOHOOAKTaM).

AHaMHe3a 32 )XBITECHUIA/IepHOAPOOHO YBPEKIaHE, IBIDKAIIN e Ha aMOKCHIIMINH/KIIaByIaHOBA

KHcenrHa (BX. Touka 4.8).




4.4 CrhenuajHu npexynpexIeHUs W MpeANa3Hu MepKHU NpH ynorpeda

[Ipenu 3amouyBaHe Ha JeYCHUE ¢ aMOKCHLIMIMH/KIaByIaHOBA KUCEIMHA, TAIIMEHTHT TPsiOBa 1a ce
pas3nuTa BHUMATEIHO 10 OTHOLICHUE HA IPEAUIIHU PEaKIIMU Ha CBPBXIYBCTBUTEIHOCT KbM
NEHULWINHH, 11e()aTOCTIOpUHH WIN APYTH OeTa-TaKTaMHH NPOAYKTH (BX. Touku 4.3 u 4.8).

Cepro3HU 1 TIOHSIKOTA (haTaTHU peaKIMK Ha CBPHXUYBCTBUTEITHOCT (BKIIOUUTEITHO aHA(PUITAKTOUTHA
U TEXKKH KOXKHU HEKEJaHU PeaKIlni) ca ChOOIaBaH! TPY MAI[MECHTH, JICKYBaHU C MEHUIWINH. [To-
BEPOSTHO € Te3H PEAKIUK JIa CE TOSIBST MPH JIUIIA C aHAMHE3a 33 CBPbXYYBCTBUTEITHOCT KbM
TMCHUIWIINH WX MIPU aTOIINYHU JIMIA. HpI/I ImosBa Ha aJICpruyHa peakius, JCUCHUETO C
AMOKCHIIMJIMH/KJIaBYJJaHOBA KHUCEIIMHA TPSOBa J1a ce PEYCTAaHOBH U Jia Ce Ha3HAYM MOJIXO IS
AITEepPHATHBHA TEPATTHS.

B ciydaif ge ce mokaxe, ue MHPEKIHITa ¢ IhJDKU Ha AMOKCHIMIINH-TYBCTBUTEITHU
MHKPOOPTaHU3MU, TPIOBa 11a ce 0OCHAN IMTPEeMUHABAHE OT aMOKCHITAINH/KJIaByJIaHOBA KHCETNHA Ha
AMOKCHIIMJIMH B ChOTBETCTBHE C OPHUIIMATHUTE YKa3aHHUSL.

VYnorpebara Ha Ta3u popma Ha AYTMEHTHH HE € TIOAXOISIIA, KOTaTO € HAIUIE BUCOK PHCK
NpEeATNoaracMHUTE MATOTSHH JIa ca C HaMaJieHa YyBCTBUTEITHOCT WIIM C PE3UCTEHTHOCT KbM
OeTa-TaKTaMHH MTPOAYKTH, KOSITO HE € MeIMUpaHa oT OeTa-JaKTaMasy, YyBCTBUTEIIHU HA HHXHONpaHe
OT KJIaByJIaHOBA KHcennHa. Ta3u opma He TpsiOBa J1a ce M3MOJI3BA 32 JIeYeHHE Ha
NEHUIUIINH-PE3UCTEHTHH S. prneumoniae.

[pu naumenTy ¢ yBpeneHa 0b0pevyHa (GYHKIUS WM IPU TaKKWBa, IPHEMAIU BUCOKH JI031, MOXKE JIa ce
MOSIBSIT I'bpUOBE (BXK. TOuKa 4.8).

JleueHHETO ¢ aMOKCHIIMJIMH/KIIaByJIaHOBA KHCEITMHA TPIOBa a ce u30srea mpu ChbMHEHHUE 32
UH(DEKIMO3Ha MOHOHYKJIC03a, Thil KATO MPH TOBA 3a00JIsIBaHE CJIe]] MPUIIOKCHUE HA aMOKCHIIHIIHH €
HaOJII0/IaBaHa mosiBaTa Ha MOpOUIH(OpMEH 0OpHUB.

EnnoBpeMenHa ymorpeba Ha ajoIryprHOI 10 BpeMe Ha JiedeHHe ¢ aMOKCHIIMIIMH MOXKEe Ja YBEINIH
BEPOSTHOCTTA 32 aJIepTHYHU PEaKkIliy OT CTpaHa Ha KOXKaTa.

[IpogpmxuTrennara ynorpeda MoHAKOTa MOXKEe Ja TOBEJE /IO CBPHhXPACTEX Ha HEUyBCTBUTEITHH
MUKPOOPTaHU3MH.

[TosiBaTa Ha CHITHO 3a4epBEH T€HEPATN3UpPaH EpUTEM, CHIIPOBOJIEH OT ITyCTYJIa, B HAYaJIOTO Ha
JICYCHUETO, MOXKE JIa € CUMIITOM Ha OCTpa TeHepaliu3upaHa ek3anTeMna myctyios3a (AGEP) (Bxk.
touka 4.8). Ta3u peaknus Hajara CriupaHe Ha JCUCHUETO ¢ AYTMEHTHH H € TPOTUBOITOKA3aHKE 32
MOCTIeIBaIl] MPHUeM Ha aMOKCHIIMIIHH.

AMOKCHITMITUH/KIIaBYJIAHOBA KHUCEITMHA TPSOBA Ja ce Mpuilara BHUMATEIIHO TIPH TTAIUSHTY C JTaHHU 32
4epHOAPOOHO yBpexkaane (Bx. Touku 4.2, 4.3 u 4.8).

Cp0uTHSA OT cTpaHa Ha YepHHS Ipod ca CHOOIIaBaHM NMPEANMHO ITPH MBKE U TIPH MTallHCHTH B
cTapuecka Bb3pacT, U MOXKE Jia ca CBbP3aHH C MPOIBKUTEITHO JieueHue. Te3u chOuTHs ca
ChOOINABaHU MHOTO PSIKO MpH jena. [Ipu Bcuuky nomynanuu, MpUu3HaAIUTE ¥ CAMITOMUTE
OOMKHOBEHO ce HaOII0IaBaT Mo BpeMe Ha HIIM MAJIKO cJIe]| JIeYeHHe, HO B HIKOM CITydan MOXKe Ja He
Ce UBSBAT JIO HAKOIIKO CEJIMHUIIM CJIC/ IPEyCTaHOBSABAHE Ha JICUeHUETO. Te3u chOnTHsI 0OMKHOBEHO ca
obpatumu. UepHOAPOOHHUTE CHOUTHS MOXKE Jla Ca TeKKH U B U3KITFOUUTEITHO PEAKH CITyYaH ca
JIOKJIaJIBAHU CMBPTHU cliydau. Te3u CbOUTHSI TOYTH BUHATH ca HAOII0AaBaHU MIPU MAIIUEHTH ChC
CEpHO3HO IMOJIeXkKAaI0 3a00JIIBaHE WK MPHEMAIH ¢THOBPEMEHHO JICKApCTBa, 32 KOUTO € U3BECTHO,
4ye UMaT MOTEHITHANI 3a YepHoIpoOHN edekTH (BXK. Touka 4.8).



KomuT, cBBp3aH ¢ MPUIOKEHUETO HA aHTHOUOTHUIIH, € CHOOIIABaH MIPH MOYTH BCUUKH
aHTUOAKTEPHATHU TIPOIYKTH, BKIIOYUTEIHO IPU aMOKCUIIMINH H MOXE J1a Bapupa M0 TEKECT OT JIEK
JI0 KHUBOTO3acTpaasaii (Bx. Touka 4.8). I1o Ta3u npruynHa, Ipy NaUEHTH ¢ JUapHUs 110 BpeMe Ha
WM clie] ISUCHHUE ¢ aHTUOMOTHUIIN, € BAYKHO J]a C€ UMa MPEABHU/I Ta3H TUATHO3a. AKO C€ TIOSIBU KOJIUT,
CBBP3aH C TMPUIIOKCHUETO HA AHTUOMOTHIIM, JICUCHUETO ¢ aMOKCHIIMJIMH/KJIaBYJIaHOBA KHCEIMHA
He3a0aBHO TpsIOBa Ja ce MPEyCTAHOBH, Ja CE€ HAIIPaBH KOHCYJITAIUS C JIEKap U Ja Ce 3amovHe
MOAXOIAINO JIedeHue. B To3u ciaydail ca mpOTUBONOKAa3aHU aHTUIICPUCTAITHYHU JICKAPCTBECHU
MPOTYKTH.

ITo BpeMe Ha MPOABIHKUTENHO JICYEHUE € MPETOPHUUTETHO TIEPHOTUYHO /1A CE OIIEHABAT OPTaHHUTE U
cUCTeMHH (YHKIWH, BKIIOUNTETHO OBOpeyHaTa, 4epHOAPOOHATA M XeMOIIOETUIHATA (DYHKIIHUSI.

Cpo01maBanu ca peiku ClIydan Ha yabDKaBaHe HAa MPOTPOMOMHOBOTO BpeMe IPH MAIMECHTH, JICKyBaHU
C aMOKCHIIWJIMH/KJIaByJIaHOBA KucenrHa. [Ipy eTHOBpEeMEHHO MPHIIIOKEHUE C aHTUKOATYJIaHTH Ce
HaJlara rmoJAxo/IIo0 npocieasBane. Moxe a € He00X0AMMO KOpUTHpaHe Ha J103aTa Ha TIepOpaTHUTE
AHTUKOATYJIAHTH 32 TOIbpPXKaHEe Ha JKEJaHOTO HUBO HA aHTUKOAryJamus (BxX. Touku 4.5 u 4.8).

[Ipu manmenTn ¢ 6pOpEUHO YBpeXKaaHe J03aTa TPAOBa 1a ce KOPUTHpa B 3aBUCUMOCT OT CTETIeHTa Ha
yBpeKAaHeTo (BX. Touka 4.2).

[Ipu nauyeHTH ¢ HAaMaJIeHO OT/IENITHE HA YPUHA MHOTO PSJIKO € HaOIfo1aBaHa KPUCTAIYpHs, TIaBHO
NP TapeHTepaiHo jedeHue. [lo BpeMe Ha mpuilaraHeTo Ha BUCOKH JIO3H aMOKCHUIIMIIHH CE
npenopbYBa MoJIbPXKaHe Ha JOCTAThYCH MPUEM Ha TEYHOCTHU M OTACISIHE Ha ypUHA, C Lel
HaMaJsiBaHE Ha BH3MOXKHOCTTA 32 aMOKCHIIMJIMHOBA KprcTanypusi. [Ipu maiueHTy ¢ KaTeTbp B
NUKOYHUSI MEXYP TpsiOBa Jla ce MPOBEXK/Ia PeIOBEH BU3YyaleH KOHTPOI (BX. ToUka 4.9).

ITo BpeMe Ha JedeHe ¢ aMOKCHIIMIIMH TPAOBa /1a Ce M3MOI3BAT €H3UMHH TIIOKO300KCHIa3HU METOIN
MIpH M3CcJeIBaHe 3a HaJM4YMe Ha TIII0KO3a B ypUHATA, Thii KaTO C HECH3MMHH METOIN MOXKE Ja ce
MoJTydaT (aJIInBO TOJIOXKHUTETHH PE3YITATH.

HannvneTo Ha KJ1aByJIaHOBA KUCETIHHA B AYyTMEHTUH MOJKE Jla MPHYMHN Hecleln(hUIHO CBhpP3BaHEe
Ha [gG u anbymuHa ¢ MeMOpaHUTE Ha YEPBEHUTE KPBHBHU KIIETKH, BOJIEIIO 10 (DaIIiBO
moJIokuTeNeH TecT Ha KymoOc.

Nma choOieHns 3a MOJI0KUTEHN pe3yITaTh OT TecTa, Mpu u3noi3Bane Ha Platelia Aspergillus EIA
TecT Ha Bio-Rad Laboratories mpu manueHTH, IpueManiyd aMOKCHITHINH/KIaByJIaHOBA KACETNHA, 3a
KOHWTO CJIe]] TOBA € YCTaHOBEHO, e HaAMaT uHpekuus ¢ Aspergillus. Cro0ImaBanu ca KpbCTOCAHU
peakuuu ¢ He-Aspergillus monuzaxapunu n nonugypanosu c Platelia Aspergillus EIA tect Ha Bio-
Rad Laboratories. CniemoBaTeHO TIOJOKUTEITHA PE3YJITATH OT TeCTa MPY MAlUeHTH, TPUEMAIIH
aAMOKCHITMIIMH/KIIaByJIaHOBA KHCEIMHA, TPSAOBA 1a ObAaT THIKYBAaHH BHUMATEIIHO M /1A C€ TIOTBBPAAT
4pe3 IPYTH AUATHOCTUYHU METOJIH.

Ayrmentus 125 mg/31,25 mg/5 ml npax 3a nepopanHa cycrieH3us cpabspxa 2,5 mg acnapram (E951)
Ha MIJIMJIMTHP, KOWTO € M3TOYHHK Ha (eHmIanannH. To3u JekapcTBeH MpoayKT TpsiOBa a ce mpuiiara
C BHUMaHHME NPH MAIHUEHTH C PCHUIKETOHYPHSL.

To3u nexapcTBeH NPOIYKT ChAbPIKa MaNTOAEKCTPHH (T0Kko3a). [lanmenTu ¢ paakaTta
TITFOK030-TajlJakTO3Ha MajgabcopOuus He TpsiOBa /1a mpreMar TOBa JICKapCTBO.



4.5 BsamMmopeiicTBHe ¢ APYTH JeKapCTBeHU NMPOAYKTH U APYrH ¢GopMHU HA B3aMMOJeHCTBHE

IlepopajiHu aHTUKOATyJIaHTH

[lepopanHuTe aHTUKOATYJIAHTH U TIEHULMIMHOBUTE aHTUOMOTHUIIM Ca U3IMON3BAHH [IMPOKO B
npakTUKaTa 6e3 ChoOLICHHUS 32 B3aUMOJICHCTBUE. BhIIpeku ToBa, B TUTEpaTypara Ma OMUCaHu
CIIy4yau Ha IMOBHIIEHO MEXTyHApOIHO HOpManu3upaHo croTHomeHue (INR) mpu mammenTn Ha
MOJITBPIKAIIO JICUSHHE C alleHOKyMapoll I Bap(apiH 1 Ha3HAYEHO JieueHHe ¢ aMoKcHIivH. [1pu
HEOOXOJMMOCT OT €THOBPEMEHHO MPHIIOKEHUE, TPIOBa BHUMATEIHO Jia C€ MPOCIIesBaT
MPOTPOMOUHOBOTO BpeMe MM MEKAYHApPOAHOTO HOPMAIM3UPAHO ChOTHOIICHNE TPU 100aBsIHE WIIH
cnipaHe Ha amokcunuianH. OCBEH TOBa, MOXKE Jla € He00X0ANMO KOPUTHpaHe Ha /To3aTa Ha
MIEPOpaTHUTE aHTUKOATYJIaHTH (BXK. TOUKH 4.4 1 4.8).

MeroTtpekcat

HGHI/IHI/IJ'II/IHI/ITG MOIXKE 1a HaMaJIAT CKCKPCHUATA Ha METOTPCKCAT, KOCTO Aa JOBEAC A0 Bb3MOKHO
IMOBUIIIaBaHC HA TOKCUYHOCTTA.

IIpoGenernmn

EnnoBpemenHa ynotpeba Ha mpoOeHenua He ce npenopbuBa. [Ipobenenn HamansBa Ob0pedHaTa
TyOyJHa ceKpelys Ha aMOKCHUIIMITNH. ETHOBpeMeHHa yroTpeba Ha MpoOeHEHT MOXKE J1a IOBEJIE JI0
yABIDKAaBaHE HA HAJIMYHMETO U MOBHUIIABAHE Ha HUBATa HA AMOKCHLIWIMH B KPBBTA, HO HE U Ha
KJIaByJIaHOBATa KUCEIUHA.

MukodeHosnar MobeTHI

[Ipu manuenTH, npuemainy MUKoQeHonat Moderu, ce cho0IIaBa 3a HaMallsIBaHEe Ha MPE/I030BaTa
KOHIICHTpAIlMs Ha aKTUBHUS MeTabouT Mukodenonosa kucenuna (M®K) ¢ npubiusurenno 50%,
CJIeJ1 3aM0YBaHe Ha JICUCHHUE C TIepOPaJICH aMOKCHIIMIIMH TUTIOC KIIaByJIaHOBa KucenuHa. [IpoMsiHara B
NPEI030BOTO HUBO MOXKE J]a HE MPECTABS TOUHO MPOMEHUTE B 001maTa ekcnosuius Ha MOK.
IMopanu ToBa, 0OOMKHOBEHO HE € HEOOXOJMMa MTPOMSHA B J103aTa Ha MUKO(EHOIAT MODETHIT Ipu
JIUIICA HA KIIMHUYHU JaHHU 32 HapylleHa QyHKIMs Ha npucaakara. Bernpeku ToBa, TpsiOBa 1a ce
U3BBPIIIBA BHUMATEIHO KIMHUYHO MPOCTE/IIBaHe 10 BpeMe Ha JISYEHHETO ¢ KOMOMHAIIMATA M MaJTKO
CJIe/l 3aBBbPIIBAHE HA AHTUOMOTUYHATA Teparusl.

4.6 DepTUANTET, GPEMEHHOCT U KbPMEHe

Bbpemennoct

[IpoyuBaHus pH KUBOTHH HE MOKA3BAT NPEKU WM HETPEKH BPEIIHHU BH3JICHCTBHS BHPXY
OpeMeHHOCTTa, eMOPHOHAITHOTO/(PETATHOTO Pa3BUTHE, PAXKIAHETO WIIH ITOCTHATATHOTO Pa3BUTHE
(Bx. Touka 5.3). OrpanuueHy JaHHM 3a YIIOTpeOdaTa Ha aMOKCHITFIINH /KJIaBYJIaHOBA KHCEINHA TI0
BpeMe Ha OpeMEHHOCT MPU XOpa He TIOKa3BaT MOBUIIICH PUCK OT BpoJeHHu Mandopmanuu. [Tpu
NpOyYBaHe MPH KEHU C MPEATSPMUHAITHA TPEXKICBPEMEHHA PYNITYpa Ha (eTaiHaTa MeMOpaHa ce
choO0IIaBa, Y€ MPOPHIaAKTHIHOTO JICUCHUE ¢ aMOKCHITHIINH/KJIaByJIAaHOBA KACETMHA MOXe 1a ObIe
CBBP3aHO C MOBHIICH PUCK OT HEKPOTH3HUPAIIl CHTEPOKOJIMT MPU HOBOpoaeHU. [TpninokeHrero Ha
aMOKCHIIMJINH /KJIaByJIaHOBA KHCEMHA 110 BpeMe Ha OpeMeHHOCTTa TpsiOBa 11a ce M305TBa, OCBEH aKko
JIeKapsT HE MPELeHH, Y€ € HE0OXOTUMO.

Kspmene

I[BCTG AKTHBHU BCHICCTBA C€ CKCKPETHUPAT B KbpMaTa (He Ca YCTAaHOBCHU e(l)eKTI/ITe Ha KJIaByJIaHOBATa
KHCCJIMHA BBPXY K’BpMaLIeTO). B CJICACTBUC HA TOBA, Ca Bb3MOXHU JUApUA U rL0u4Ha I/IH(I)CKI_[I/UI Ha
JIMTaBUIIUTE IIPU KbPMAYC€TO, KOCTO MOXKE da HAJIOXHU NIPCYCTAHOBABAHC HA KbPMCHETO.



BB3MOXHOCTTA 32 TOBUIIIABAHE HA YYBCTBUTEIHOCTTA TPSAOBA J]a c€ B3eME 110]] BHUMAaHUE.
AMOKCHIIMITUH/KIIaBYJIAaHOBA KHUCEIIMHA TPsIOBa Ja ce U3IOJI3Ba 110 BpeMe Ha KbPMEHE CaMo Clie]l
MIpeLeHKa OT JIEKYBAIIHs JIeKap Ha ChOTHOIIEHHUETO TI03a/PHCK.

4.7 EdexTn BbpXy cnoco0HOCTTA 32 O(pHUpaHe U padoTa ¢ MAIINHH

He ca mpoBexxnanu mpoyduBaHus 3a €PEKTUTE BBPXY CIIOCOOHOCTTA 3a MmodupaHe ¥ padoTa ¢ MaIlIHHH.
BbIpeku ToBa MOKE J1a ¢ MOSBAT HEXKENAHN PEaKIUH (HAIp. alepriyHy Peakiliy, 3aMaiBaHe,
r'bPYOBE), KOUTO MOTAT JIa TIOBJIMSIAT CIIOCOOHOCTTA 32 IogupaHe 1 paboTa ¢ MallluHU

(Bk. TOuKa 4.8).

4.8. Hexenann JexkapcTBeHH peaKIMA
Haii-gecto cho0IaBanuTe HEXEJIAHU JICKAPCTBEHU PEAaKLUH ca AUapUsi, TaJIeHe ¥ MOBPBILAHE.

Hesxemanure JICKapCTBCHU PCAKIIMH, ITOJYUCHHN OT KIIMHUYHHA ITPOYYBAHUA U OT IOCTMAPKETUHIOBOTO
HaOJIFoIeHne ¢ AYyTMEHTHH, ca H30pOeHH TO-J0Ty M ca Kareropu3upanu cbriacao MedDRA, o
CHCTEMO-OPTaHeH KJIAC.

W3non3eana e ciieiHaTa TEPMUHOJIOTHS 3a KIIaCU(pHUIMpaHEe Ha YeCTOTAaTa Ha HEXKETaHUTE
JIEKapCTBEHU PEaKIIHH.

MpHuoro dyectr (>1/10)

Yecru (=1/100 mo <1/10)

Heuectu (>1/1 000 mo <1/100)

Peaxu (>1/10 000 mo <1/1 000)

Mmoro penxu (<1/10 000)

C Heu3sBecTHa yecToTa (0T HAIMYHHUTE JJAHHU HE MOXKE J1a ObJIc HallpaBeHa OIICHKA)

Nuadeknmn 1 nHdecTanmu

Kanmumosa Ha KOXarta U IMTaBHIIATE Yectn

CBpBXpacTex Ha HEUYBCTBUTCITHU C Heu3BeCTHA 4eCcTOTa
MHUKPOOPTaHU3MHU

Hapyrienns Ha KpbBTa ¥ TUMQHATA CHCTEMa

OO0paTnma JeBKOTEeHUs (BKIFOUUTEITHO Penxu

HEYTPOIIEHUS)

TpomOonmTonIeHNs Penxn

OO0paTtnma arpanysoINuTO3a C HeW3BeCTHA YeCToTa
XeMOIMTHYHA aHEMUS C Hem3BecTHA 4ecToTa
Y abmkaBaHe Ha BpEMETO Ha KEPBEHE U Ha C Heu3BecTHA 4ecToTa

IPOTPOMOMHOBOTO BpeMe'

Hapyuienus Ha ©MyHHaTa cuctema'’

AHTHOHEBPOTHYEH OTOK C Hem3BecTHa 4ecToTa
AHadwnakcus C Heu3BeCTHA YeCTOTa
Cunapowm, nmonobeH Ha cepyMHa 00JiecT C Hen3BecTHA 4ecToTa
XHWMEepCeH3UTUBEH BaCKYJIUT C Hem3BecTHA YecToTa
Hapymienns Ha HepBHaTa cUCTeMa

3amasiHOCT Heuectu

I'maBoGosnme Heuectn

O06paTnMa XUTIEPAaKTUBHOCT C HeW3BeCTHA YeCToTa
I'spuose’ C Heu3BeCTHA YeCToTa
AcenTrueH MCHUHTHT C Hen3BeCTHA YeCTOTa
CroMaliHo-YpeBHU HAPYIICHUS

Huapus Yectu

lanene’ Yectn




IloBpbiane

Yectn

HapyueHo xpaHocMuiane

Heuectu

Kosut, cBBbp3aH ¢ MPHUIIOKEHUETO Ha
aHTHOHOTHI

C HeU3BECTHA YECTOTA

YepeHn ,,kocmar” e3uk (black hairy tongue)

C HeHn3BeCTHA YECTOTA

[IpomsiHa B 1BeTa Ha 360uTe'!

C Hen3BeCTHA YECTOTA

XenaToOWIMapHU HAPYIICHUS

MMosumasaue Ha AST w/unu ALT?

Heuectn

Xenarut®

C HeHn3BeCTHA YECTOTA

XosectaTyHa KbITeHHAIA’

C Hen3BeCTHA YECTOTA

Hapymenwns Ha Ko)kaTa U MOJIKOXKHATA ThKaH !

Koxen o0puB Heuectn
Cupbex Heuectu
Yprukapus Heuectn
Epurema mynatudopme Penxu

Cungpom Ha CtuBbHC-/[PKOHCHH

C Hen3BeCcTHA YeCTOoTa

ToxkcuuHa CIIMACPMAJIHA HCKPOJIM3a

C HeHn3BeCTHA YECTOTA

BbynoseH excgosuaTBEeH AepMATHUT

C Hen3BeCTHA YECTOTA

Ocrtpa resepanu3npana eK3aHTEMHA
nycrynosa (AGEP)’

C Heu3BECTHA YECTOTA

MenukaMeHTO3Ha peakysi ¢ €O3UHOPUIUS U
cucremuu cumnromu (DRESS)

C HeHn3BeCTHA YECTOTA

Hapymenns Ha Ob0penUTe ¥ MMKOYHUTE ITHTUILA

WHaTepcTurmaieH Hehput

C Heu3BECTHA YECTOTA

Kpucranypus®

C Hen3BeCcTHA YeCcToTa

' Bsk. Touka 4.4
2 B. Touka 4.4

3 TNosiBaTa Ha rajieHe € M0-4eCTo MPH NepopaleH MPUEM Ha BUCOKH J03H. AKO ce TOSBST
pPeaKkuuy OT CTpaHa Ha CTOMAIIHO-YPEBHHUS TPAKT, T€ MOTaT Aa Ce HaMaJIAT C IPUEM Ha
AMOKCHUIIMJIMH/KJIaBYJIaHOBA KUCEJIMHA TI0 BpeMe Ha XpaHEHe.

* BKmounTeHO MceBa0MeOpaHO3eH KOTUT M XeMOpParkueH KOIUT (BK. Touka 4.4)

> Vmepeno nosumapane Ha AST w/unu ALT e ycTaHOBEHO NpM HAllMEHTH, JeKyBaHHU C
Oera-IaKTaMHU aHTHOMOTHLIM, HO 3HAYEHUETO Ha Te3U IPOMEHH HE € U3SICHEHO.

6 TakuBa peakiuy ca yCTAaHOBEHH U CJIeJl PHJIOKEHHE Ha IPYTH MEeHUIIIMHY U
nedanocnopuny (Bxk. Touka 4.4).

7 AKO ce MOSIBY peaKIlys Ha ajepriueH JepMaTUT, JIeYeHHEeTo TPAOBa 1a ce IpeyCTaHOBHU
(Bx. Touka 4.4).

¥ Bsk. Touka 4.9

? Bk. Touka 4.4

"Bx. Toukn 4.3 u 4.4

"' Muoro psiako e cho6IaBaHo 3a TOBLPXHOCTHA MPOMSHA B LIBETA HA 3H0HTE TIPH Jlela.
JobOpara xurueHa Ha yCTHaTa KyXnHa MO>Ke J1a TpeJOTBPaTH MIPOMsIHATA B [IBETA Ha 3bOUTE,
THH KaTO Ta3W NPOMsIHA 00MYaiHO MOYXKeE J]a C€ OTCTPaHH Ype3 MHUEHe Ha 3p0uTe.




Crpo0I11aBaHe Ha IIOJO3UPAHN HEKEIAHU PEAKIIHNA

Cw0o0I11aBaHeTO Ha TIOJJ03UPAHH HEeXKEJIaHU PEaKIUH CJIe] pa3pellaBaHe 3a YIoTpeda Ha JIEKapCTBEHUS
MPOAYKT € BakHO. ToBa M03B0JIABA 1a MPOABKU HAOIOACHUETO Ha ChOTHOIICHUETO 0JI3a/PHUCK 3a
JICKapCTBEHUS MPOIYKT. OT MEIUIIUHCKUTE CIICIIMATUCTH CE M3UCKBA J1a ChOOIIaBaT BCIKa
MOJI03UpaHa He)KENIaHa peakilns Ype3 HallMOHAIHA CHCTeMa 3a ChoOIIIaBaHe:

V3nbinHUTENHA areHnus 1o JIeKapcTBaTa
yi. ,,Jlamsu 'pyeB” Ne 8

1303 Codus

ten.: +359 2 890 34 17

yeOcaiiT: www.bda.bg

4.9 TIlpeno3upane

CumMnTomMu u OpHU3Haly Ha Mpea0o3upaHe

Mosxe ma ce HaOI01aBaT CTOMAITHO-YPEBHU CUMIITTOMH M HapyIIaBaHE Ha BOIHO-EIEKTPOIUTHHS
Oamanc. HabmoaBana € aMOKCHITMIIMHOBA KPUCTAITypHs, B HIKOU CIIy4ad BoJelIa 10 Ob0pedHa
HEJOCTaTHYHOCT (BK. Touka 4.4).

Moske na ce HabII0IaBaT I'bPUYOBE MPH MAMCHTH ¢ HapyIieHa Ob0pedHa GyHKINS WiIH TIPU TE3H,
npUeMaIy BUCOKH J03H.

Nma crobiienus, 4e aMOKCUIIMITUH Ce yTasBa B KaTeThpa Ha MUKOYHUS MEXYP, OCHOBHO CJIE]
WHTPABEHO3HO IprjlaraHe Ha BUCOKH J03H. Tps0Ba ia ce mpoBekaa peloBeH BU3yaleH KOHTPOI

(BX. Touka 4.4).

JleueHre Ha UHTOKCHUKAIIUS

CuMnToMHuTE OT CTpaHa Ha CTOMAIIHO-YPCBHUA TPAKT MOraT Aa CC JICKyBaT CUMIITOMAaTU4YHO, KAaTO CC
O6”pre BHHUMAHHUC HA BOAHO-CJICKTPOJIMTHHUA Oananc.

AMOKCI/II_II/IJ'II/IH/KJ'IaBy.TIaHOBa KHCCJIMHA MOJXKC 1a CC OTCTPAHU OT Kp’BBOO6paH.ICHI/ICTO upe3
XeMoauaian3sa.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @apmakoaMHAMUYHH CBOMCTBA

®dapmakoTepaneBTuuHa rpyna: KoMOMHAIMS OT NEHUIWUIMHH, BKIIOUYUTEIHO OeTa-TaKTaMa3HU
unxudbutopu; ATC kox: JO1CRO2.

MexaHu3bM Ha JEWCTBUE

AMOKCHIIITUH € TT0JTyCHHTETUYCH MeHUIWINH (OeTa-IakTaMeH aHTHOMOTHK), KOWTO WHXUOUpA euH
WIN TIOBEeYE €H3UMHU (4eCTO HapU4yaH! ICHULWINH-CBbP3BaIly npotennu, PBPs) B mbTs Ha
OunocuHTe3a Ha OaKTepHaIHMS NENTHAOTINKAH, KOMTO € ChUIECTBEH CTPYKTYPEH KOMIIOHEHT Ha
OakTepuanHaTa KJIeThbuHa cTeHa. IHXnOnpaHeTo Ha CHHTE3a Ha MENTUAOTIMKaHa BOAU 10 OTCIa0BaHe
Ha KJICThYHATa CTEHA, KOETO OOUKHOBEHO C€ M0CIe/[Ba OT KJIEThYHO PasTpaxIaHe U CMBPT.

AMOKCI/ILII/IJ'II/IH € 9YBCTBUTCIICH KbM PA3rpaxAaHe OT 6€Ta-J'IaKTaM8.3PIT€, npoayuupaHu OT
PE3UCTCHTHUTC 6aKTCpI/II/I, rnopaau Ko€To, CIICKTbPHT MY Ha I[eﬁCTBHe HC BKJIFOUBA MUKPOOPIraHNU3MHU,

KOUTO IMPOU3BEKIAT TE3U CH3UMMU.
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KnaBymnaHnoBara kucenvHa e 6eTa-inakram, CTPYKTYPHO CBbp3aH ¢ ICHUIWITMHNATE. Ts1 ”HAKTHBHPA
HSKOM OeTa-TaKTaMa3HH €H3MMH, KaTo M0 TaKbB HAYHMH IPEJOTBPATABAa HHAKTUBHPAHETO HA
amokcuIIiH. KiiaBynaHoBaTa KUCeIMHA CAMOCTOSITEITHO HE TIPOSIBSIBA KIMHUYHO ITOJIE3eH
aHTHOaKTepuaneH eexr.

Bpb3ka ¢papmakoknHeTHKa-hapMaKOIHHAMUKA

BpemeTo Hax MuHuManHata naxubuparia koumenrparus (T>MUK) ce cunta 3a OCHOBHUSAT
onpenesi hakTop 3a ehUKACHOCTTA HA AMOKCHIIIIMH.

MexaHn3Mu Ha PESUCTCHTHOCT

HBaTa OCHOBHHM M€XaHHn3Ma Ha PE3UCTCHTHOCT KbM aMOKCI/IHI/IJII/IH/KIIaBy.HaHOBa KHUCCJIIMHA ca:

o WnakTuBupane oT Te3u OakTepraiHu OeTa-TaKTaMmasd, KOUTO He ca MHXHOUPAaHH OT
KJIaByJIaHOBATa KUCENINHA, BKIounTenHo kinac B, C u D.
. Uzmenenue Ha PBPs, koeTo HamansBa ahuHUTETa HA aHTHOAKTEPUATTHHS TPOIYKT KbM Taprera.

Jlumca Ha HCpM€a6I/IHI/ITeT Ha 6aKTCpI/II/ITe NI MEXaHU3MH Ha eq)nch rnomiiata Morat Aaa nnpuinuHAT
WJIK Ja JOIPpUHECAT 3a 6aKTepI/IaJ'IHaTa PE3UCTCHTHOCT, 0Cco0€eHO npu FpaM-OTpI/II_[aTeJ'IHI/ITC 6aKTepI/II/I.

I'pannunu croitnoctu (Breakpoints)

I'pannunnte crorinoct Ha MUK (MIC breakpoints) 3a aMOKCHIMIMH/KIaByJIaHOBA KHCEIMHA ca Ha
EBponeiickus KOMUTET 10 U3MUTBaHE Ha aHTUMHUKpoOHaTa uyBcTBUTENHOCT (The European
Committee on Antimicrobial Susceptibility Testing (EUCAST)).

MUKpOOpraHu3bM ['paHrYHM CTOWHOCTH Ha YyBCTBHUTEIHOCT (L1g/ml)
(Susceptibility Breakpoints (p1g/ml))
UyBCTBUTEIHU HNatepmeanepaun Pesucrentaun
Haemophilus influenzae’ <1 - > 1
Moraxella catarrhalis’ <1 - > 1
Staphylococcus aureus’ <2 - >2
Koarynasa-neratusuu <0,25 >0,25
CTa(UIOKOKH”
Enterococcus* <4 8 > 8
Streptococcus A, B, C, G° <0,25 - > 0,25
Streptococcus pneumoniae’ <0,5 1-2 > 2
Enterobacteriaceae'* - - >8
I'paM-OTpHIIATETHN aHACPOOH' <4 8 > 8
I'pam-nonoxuTennu <4 8 >8
aHaepo6u’
Kputnunu rpanuny, <2 4-8 > 8
HECBBP3aHH BHJIOBO'

'Cpo6IennTe CTORHOCTH ca 32 KOHIIEHTPAIMUTE HAa AMOKCUIIMIIMH. 32 LIEIMTe Ha 3CIeIBAHETO Ha
YyBCTBHUTEJIHOCTTA, KOHIEHTPALUATA Ha KJIaByJIaHOBaTa KHCeJMHa € puKkcrupaHa Ha 2 mg/l.

? ChoOIIEHNTE CTOMHOCTH A 32 KOHIIEHTPAIMUTE HA OKCAIUIIHH.

3 CToHHOCTHTE Ha FPAHMYHHUTE CTOMHOCTH B TabGJMIATa CE OCHOBABAT HAa FPAHMYHHUTE CTOMHOCTH 32
AMITULIAINH.

4 'paHMYHY CTOHHOCTH 3a Pe3UCTeHTHOCT R>8 mg/l 03HauaBaT, ye BCHUKM M30J1aTH C MEXAHU3MH 32
PE3UCTEHTHOCT ca JOKJIAABAHH KaTO PE3UCTEHTHU.

> ['paHMYHMTE CTOWHOCTH B TabyuuaTa ce 6a3upar Ha PAHUYHUTE CTONHOCTH Ha GEH3U/IMEHUILIMIINH,
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PasnpocTpaHeHneTo Ha PE3UCTEHTHOCTTA MOXKE Jla Bapupa reorpad)CKy U BbB BPEMETO 3a OIPE/ICIICHU
BUJIOBE U € JKEJIATCIIHO Jla MMa JIOKaIHa HH(GOPMAIIUS 3a PE3UCTCHTHOCTTA, 0COOCHO IIPH JICUCHHE Ha
Texxku uHpeknuu. [Tpu HeoOxoaUMOCT TPsIOBa J1a ce IOTHPCH ChBETA HA EKCIIEPT, KOraTo JTOKAIHOTO
pa3npocTpaHEeHUE Ha PE3UCTEHTHOCT € TAaKOBa, e I0JI3aTa OT JICKAPCTBCHHUS MTPOYKT MPH [TOHE HAKOU
BUJIOBE HH(EKIIUU € O] BBIIPOC.

MuxkpoopraamusMu, KOUTO OOMYaHO ca YYBCTBUTEIHU

Aepobuu ['pamM-noJA0KUTEITHN MUKPOOPTaHU3MH

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METHINITHH-9yBCTBUTEINEH )£
Koaryna3za-HeratuBHU cTaMIOKOKH (METHLIMIMH-UYBCTBUTEIIHN)
Streptococcus agalactiae

Streptococcus pneumoniae'

Streptococcus pyogenes 1 Ipyru 6€Ta-XeMOJIUTHYHN CTPENITOKOKU
I'pynata Ha Streptococcus viridans

AepobOnu ['paM-oTpHULIATEIHN MHKPOOPraHU3MH
Capnocytophaga spp.

Eikenella corrodens

Haemophilus influenzae®

Moraxella catarrhalis

Pasteurella multocida

AnaepoOHM MUKPOOPraHU3MU
Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.

Bugose, mpu KOUTO IPUAOOUTATA PE3UCTEHTHOCT MOKE JIa € MPOOIIeEM

Aepo0Onu I'paM-II0JI0KUTEITHN MUKPOOPTaHU3MHU
Enterococcus faecium $

AepoOuu ['paM-0TpULIATETHH MUKPOOPTaHU3MHU
Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris

MUKpOOpPraHu3MH ¢ BPOJCHA PE3UCTECHTHOCT

Aepobuu ['paM-0TpHIIATETHH MIUKPOOPTaHU3MH
Acinetobacter sp.

Citrobacter freundii

Enterobacter sp.

Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia

Jlpyru MUKpOOPraHu3Mu
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Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetti
Mycoplasma pneumoniae

$ EcrectBena HHTCPMEAUCPHA YYBCTBUTCIIHOCT IIPH JIMIICA HA HpI/IIIO6I/IT MEXaHU3bBM Ha
PE3UCTEHTHOCT.

£ BCcHYKHM METHITUITUH-PE3UCTCHTHH CTAQUIOKOKH Ca PE3UCTCHTHU KbM
AMOKCHIIMJIVH/KJIaBYJIaHOBA KUCEIIHHA.

! Streptococcus pneumoniae, pe3UCTEHTHH KBbM TIEHHIWINH He TPAOBA [1a ce JIeKyBar C Ta3n
(hopma Ha aMOKCHITHITH/KJIaBYJIaHOBA KHceIHA (BX. TOUKH 4.2 u 4.4).

211lamMoBe ¢ HaMaJIeHa YyBCTBUTEIHOCT ca JOK/IAABAHH B HIKOM CTpaHH B EBpomeiickus cbio3
¢ uecToTa no-Bucoka ot 10%.

5.2 @apmakoKHHETUYHM CBOMCTBA

AGcopbuus

AMOKCHITVIINH ¥ KJIaBYJIAaHOBATa KUCEINHA CE AUCOIMUPAT HAITBIIHO BHB BOJICH PAa3TBOP C
¢usnonornyno pH. J[Bere akTiBHY BemecTBa ce abcopoupar 0bp30 U 0Ope Ciie]] IepOPaTHO
npunoxkenue. Ciex nepoparHo NpUWIoKeHHEe OMOHANMYHOCTTA HA aMOKCHLIWUIMH U Ha KJIaByJIaHOBaTa
kucenuHa e npuoausutentHo 70%. [nasmMenuTe npoduiau Ha ABETe aKTUBHU BEILIECTBA Ca CXOIHU U
BPEMETO 3a JOCTUTaHE Ha BbpPXOBa ITa3MeHa KOHIEHTPAUS (Tmax) ¥ IPU BETE € MPHOIU3UTEITHO
e/IMH Yac.

[To-mony ca npeacTaBeHu (hapMaKOKUHETHUHUTE PE3yJITaTH OT €HO MPOYYBaHE, IPH KOCTO
aMOKCHIIMINH/KIIaByJIaHOBa KucennHa (TabdiaeTku ot 500 mg/125 mg Tpu MbTH JHEBHO) € IPHIIOKEH
Ha TIQHO TIPY TPYITH 3IPaBU TOOPOBOJIIIH.

Cpennu (£ SD) hapMakOKHHETHYHH MTApaMEeTPH
[Tpunoxeno (u) Jo3za Crnax Tinax * AUC0-24n T1/2
aKTHBHO (1) (mg) (ng/ml) (h) (ng.h/ml) (h)
BEIIECTBO (a)
AMOKCHUILIMIIUH

AMX/CA 500 7,19 1,5 53,5 1,15
500 mg/125 mg +2,26 (1,0-2,5) + 8,87 +0,20

KnaBynaHoBa kucennHa
AMX/CA 125 2,40 1,5 15,72 0,98
500 mg/125 mg 0,83 (1,0-2,0) +3,86 +0,12
AMX — amoxcurmins, CA — K1aByJ1aHOBa KHCEITHHA
* MeauaHna (00xBar)

CCPYMHI/ITG KOHOCHTpAallW Ha aMOKCHULIWJIMH U KJIABYJIAHOBATA KUCCJIMHA, JOCTUTHATHU C
aMOKCI/II_[I/IJ'II/IH/KJ'IaBYJ'IaHOBa KHCCJIMHA, Ca CXOJHU C TC3U CJIC NE€POPAIHO ITPUIIOKCHUC HaA
CKBUBAJICHTHU 103U OT CAMOCTOATCIIHO MMPUIIOKEHU aMOKCHUIIUIINH WJIN KJIaBYyJIaHOBA KHMCCJIMHA.

Pasnpenenenue

Oxko0 25% oT 00110TO KOTMYECTBO Ha KIIaByJIaHOBaTa KUCEIMHA B miazMara u 18% ot o6moTo
KOJIMYECTBO HAa AMOKCHIIMIIMH B TIa3MaTa ca CBbP3aHH C IPOTEHHU.

[puBnanusaT obem Ha pasnpenenenue e okono 0,3-0,4 1/kg 3a amokcuunue u okoino 0,2 kg 3a
KJIaByJIaHOBAaTa KHUCEINHA.
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CHGZ[ HWHTPABCHO3HO MPUIJIOKECHUEC, aMOKCUIIWJINH U KJIaBYJIaHOBA KHUCEJIMHA C€ YCTAHOBABAT B
JKITbUHHUA MEXYpP, KOpEMHATa ThbKaH, KOXXaTa, MaCTHAaTa TbKaH, MyYCKYJIHUTC TbKaHH, CHHOBUAJIHATa 1
IEpUTOHCAIHATA ThKaHU, XXJIbYKaTa 1 THOWTA. AMOKCI/IHI/IJ'II/IH HE CE€ pasnpeacida 10CTaTb4YHO B
uepe6pocnI/IHanHaTa TCYHOCT.

Ot npoy4BaHMS MTPH KUBOTHHU HIMA JOKa3aTeICTBA 32 3HAYNMO 3abpKaHe B ThKaHUTE Ha
JIEKapCTBEHO-IIPOU3BOIHH BEIIECTBA 3a HUKOA OT IBETE ChCTAaBKU. AMOKCHIIWINH, IOAOOHO Ha
MIOBEYETO NEHULWIMHH, MOXKE 1a CE yCTAaHOBH B KbpMaTa. Cieiu OT KJIaByJIaHOBA KHUCEIHHA ChILO
Morar J1a ce OTKPHST B KbpMara (BXk. Touka 4.6).

JlokazaHo e, 4Ye aMOKCHUIIMJIMH M KJIaBYJIaHOBATa KMCEINHA MPEeMUHABAT Mpe3 IJIaleHTapHaTa bapuepa
(BX. Touka 4.6).

BuorpanchopMmarug

AMOKCHIIIITIH c€ eKCKpPEeTHpa YaCTHYHO B ypUHATA KaTO HEaKTHBHATA IEHUITIIIOCBA KHCEIIIHA B
KOJIM4ecTBa, ekBUBajeHTHH Ha 10 10 25% oT HavanHaTa go3a. KnaBynanoBara kucenuHa ce
MeTa0oJIM3Kpa eKCTEH3UBHO MPHU YOBEKA M C€ OTACIS B YPUHATA M U3MPAKHECHUATA, U KATO
BBIVICPOJICH JUOKCHUI B H3AWIIIBAHUS BB3AYX.

Enuvunupane

OCHOBHMST ITBT Ha CJIMMUHUPAHC HA aMOKCHUIIUIINH € IIPE3 6’B6peI_II/ITe, JAO0KAaTO KJIaByJIaHOBATa
KHCCJIMHA CC CIIMMUHHUPA KAKTO 1O 6’b6p€‘lHI/I, TakKa 1 110 I/I3BT>H6’B6p€LIHI/I MCXaHU3MHU.

AMOKCHITMITNH/KJIaBYJIaHOBA KUCEIIMHA HMa CPEJICH eTMMHHAIMOHEH TIOJTYKHUBOT OT TIPUOIM3UTEITHO
€/IMH Yac U cpeieH o0n1 KiupbHC npubausuTenHo 25 1/h mpu 3apasu muna. [pubnmsurenHo 60 xo
70% oT amoxkcumIIH U npuoan3uTenHo 40 1o 65% oT KIaByJaHOBAaTa KMCEIHHA CE EKCKPETHpaT
HEMPOMEHEHHU B YPUHATA Tpe3 IIbPBUTE IIIECT Yaca cje]l IPHUIOKEeHNEe Ha eJUHIYHA /1032 AYyTMEHTHH
250 mg/125 mg umu 500 mg/125 mg Tabnerku. B HAKOIKO pOyYBaHUS € yCTAHOBEHO, Ue YPHUHHATA
ekckpeuus € 50-85% 3a amokcuuMH U Mexay 27-60% 3a KinaByJlaHOBaTa KUCEIHMHA 3a epuoa oT 24
yaca. 3a KJlaByJIaHOBaTa KUCEINHA, HAal-TOJIIMO KOJIMYECTBO OT JIEKAPCTBOTO C€ EKCKPETHpPA Tpe3
IIBPBUTE JIBa Yaca CIIe]] IPHIIOKEHHE.

EnHoBpeMeHHOTO npuiloskeHHe Ha MpoOeHenn 3a0aBs eKCKpeLusITa Ha aMOKCULIMIINH, HO He 3a0aBs
O0BOpedHaTa eKCKpelysl Ha KJIaByJJaHOBaTa KUCeInHa (BX. Touka 4.5).

Bnapact

EnuMUHAIMOHHUSAT MOTY)KMBOT HA aMOKCHUIIMIIMH € TI0JJ0OCH MPH Jiela Ha Bh3pacT OKOJIOo 3 Mecela J10
2 TOJIMHY | TIPH MO-TOJIEMH JIella U Bh3pacTHU. [Ipu MHOTO MankuTe Jiena (BKIFOYUTEITHO
MIPEXKACBPEMEHHO pOJicHH O0e0eTa) mpe3 mbpBaTa CeIMHIIA OT KUBOTA MHTEPBAIHT HA IIPUJIaraHe HEe
Tpsi0Ba J]a HAAXBHPJIIS MPUIIATaHe J[Ba TFTH THEBHO MOPAJH HE3PSUIOCT HA OBbOPEYHUS BT HA
enuMuHupane. Tl KaTO MPY NAIIMEHTUTE B CTapUYecKa Bb3PacT ChIIECTBYBA MO-TOJISIMA BEPOSITHOCT
Jla UMaT HamajieHa ObOpeuHa QyHKIMs, € HeOOXOJMMO BHUMaHKE IIpU U300pa Ha 7033 U MOXKE J1a €
MOJIC3HO JIa c€ TpociiesaBa ObOpedHaTa QPyHKIUA.

Ilon
Crren mepopaltHO MPUIIOKEHNE Ha aMOKCHITMIIMH/KJIaByJIaHOBA KUCEIMHA TIPH 31PaBH MBXKE U JKCHH

IIOJIBT HC € OKa3aJl 3HAYUMO BJIHUAHUC BBPXY (I)apMaKOKI/IHCTI/IKaTa HHUTO HAa aMOKCHUIIWJIIMH, HUTO Ha
KJIaBYyJIaHOBATa KHUCCJIMHA.
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B’B6DC‘{HO YBPCXKAAHC

OOmuAT cepyMeH KIMPBHC HA aMOKCHUIIMIIMH/KJIaBYJIaHOBA KUCEJIMHA HAMaJIIBa IPOIIOPIIMOHATIHO C
HaMaJsiBaHeToO Ha ObOpeuHata QyHKIus. [loHmkaBaHEeTO Ha JEKapCTBEHUSI KIMPBHC € M0-U3Pa3eHo 3a
AMOKCHIIMIINH, OTKOJIKOTO 32 KJIaByJIaHOBaTa KUCEIHNHA, Thi KaTO MO-TOJIsIMA YacT OT aMOKCHILIMJIMH Ce
ekckpeTupa npe3 6p0penute. [lopaan Tazu npuyrHa J03UpaHeTo MpU OBOPEUHO yBpeKaaHe TpsiOBa
Jia IPeJOTBPaTH IPEKOMEPHO HATPYMBaHE Ha aMOKCHILIMIIMH, KATO €AHOBPEMEHHO C€ MOJABPKAT
NOJXOISIIY HUBA HA KJIaByJIaHOBaTa KUCeInHa (BX. Touka 4.2).

YepHOapOOHO YBpEXKIAHE

Jlo3upaneTo npu naiyMeHTH ¢ Y4epHOAPOOHO yBpekaaHe TpsiOBa J1a ce U3BbPILIBA C BHUMAaHUE U
yepHOApoOHaTa QYHKIMS Aa ce MpocieIsiBa PelOBHO.

5.3 IlpeakJuHUYHH JAHHHU 32 0€30IACHOCT

Hexnuauunute aHHM He MOKa3BaT 0coOEH PHCK 3a XOpaTa Bb3 OCHOBA Ha IPOYYBaHUS 32
(apmakonornyHa 6€301MacHOCT, FTCHOTOKCHYHOCT U PENPOYKTUBHA TOKCHYHOCT.

[Ipoy4BaHus 32 TOKCHYHOCT TIPU MHOTOKPATHO MpHiIaraHe, MPOBEACHU NIPH Ky4eTa, C
aMOKCHIIMIVH/KJIaBYJIaHOBA KHCEINHA [TOKa3BaT CTOMAIIIHO JIPa3HEHE U MOBPHIIAHEe, KAKTO U MTPOMSHA
B I[BETA Ha €3MKa.

He ca MOPOBCKAAHU NTPOYUBAHUS 3a KAPLUUHOTCHHOCT C aMOKCI/ILII/IJ'II/IH/KJ'IaBy.TIaHOBa KUCCIIMHA UJIK C
HAKOs OT HCTOBUTC CHbCTABKHU.

6. ODAPMAIEBTUYHU JAHHUA
6.1 Chnucbk Ha NOMOIIHHUTE BeLIeCTBA

Acnapram (E951)

Kcantanosa ryma

CununmeB TUOKCHT

CunuuyeB JUOKCUT KOJIOUACH, 0€3BOICH

CyKIIMHOBA KUCEIMHA

Xunpowmenosa

Cyxa nmopTokainoBa eceHIus 1 (Chabpka MalTOAEKCTPYH)
Cyxa nopTokanoBa eceHIus 2 (ChbAbpkKa MaITOACKCTPUH)
Cyxa ManuHOBa eceHIHs (ChABPKa MAITOJEKCTPUH)

Cyxa 37aTHa eCeHIINA 3a CHPOT (ChABPKA MAITOACKCTPHH)

6.2 HecnBMecTuMOCTH
Henpunoxumo.
6.3 Cpok Ha roaHoCT

IIpax 3a mepopainHa CycreH3us: 2 ToAUHA
IIpuroTBeHa nepopaiHa cycneH3us: 7 THUA

[IpuroTBenara cycneHsus TpaOBa ga ce cbxpanssa npu 2°C - §°C (6e3 na ce 3ampassiBa) B paMKUTE Ha
7 nHU.
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6.4 CrhenuajaHu ycJ10BHMS Ha ChbXpPaHeHUe

[paxbT 32 mepopanHa cycrieH3us TpsidBa Jla ce ChXpaHsBa B OpUTHHAIHATA ONakoBka. Jla He ce
cpxpanaBa Hafg 25°C. 3a ycioBusATa Ha ChXpaHEHUE CIe/l IPUTOTBSIHE Ha MepopaiHaTa CyCleH3Hs,
BIKTE TOYKa 6.3.

6.5 Buau chabp:kaHue HA OMAKOBKATA

ByTunka oT mpo3payHo CTBHKIIO, ChIbpiKalla pax 3a npurotssHe Ha 100 ml mepopanna cycrneH3usl.
OnakoBKaTa MOXKE Jja C€ I0CTaBs C IUITACTMAacoBa MEPUTENTHA JIHKUYKA WU IJIaCTMAacoBa MEpUTETHA
Yalka, Wiu CIPUHIIOBKA 33 JO3UpaHe.

6.6 CrneuuaJjHu Npeanas’Hy MEpPKU MPHU U3XBBPJIsHE U padoTa

BYTI/IJ'IKI/ITC Morar ga 6”b,HaT 3are4yaTalH C IIPbCTCHOBUIHA OOIIMBKA Ha KalmayKaTa WIH C
OTCTpPAaHABAIIO CC 3allCYaTBAHE, ITIOKPUTO C (I)OJ'II/IO, BBHpPXY OTBOpaA Ha 6YTI/IJ'IKaTa.

[Ipenu ynoTtpeba mpoBepeTe Aanu 3aleyaTBaHEeTO Ha Karavkara Wi Ha OyTUIKaTa He € HapyIICHO.
[IpbcTeHOBHIHOTO 3amIeyaTBaHe Ha Karadkara ce YyId Py OTBapsiHE Ha Kanadkara.

AKO e HaJJM9HO 3are4aTBaHe BbPXy OTBOpa Ha OyTHiIKaTa, TO TPsOBa Ja ce€ OTCTPaHU P IPUTOTBSHE
Ha CyCIIEH3UTA.

PaszknarteTe OyTHiKaTa, TOKaTO MPaxbT BTPE 3alI0YHE Ja ce BN cBoOoaHO. [IpnbaBere
HeoOxomuMust 00eM Bojia (KaKTo € TIOCOYECHO T0-1I0JTy ). 3aTBOpeTe OyTHUiIKaTa, OObpHETE 5 U 5
paskiiarere goope.

KonnuecTBo Ha aKTUBHOTO O0emM BOJ1a, KOWTO Ja ce Kpaen 00em Ha npurorseHara
BEIIECTBO B JI030Ba npuOaBy IpU OPUTCOTBIHE HA nepopajHa cycrensus (ml)
eIMHALA cycnensusara (ml)
125 mg/31,25 mg/5 ml 92 100

Jonvinumenen mexcm 3a nazapu, KOUMo uMAam JUHUs Ha emuKema Ha OymuiKama:

I[pyr Ha4YWH Ha NPUTOTBAHEC € Aa pa3KJIaTUTE GYTI/IJ'IKaTa, JO0KaToO NpaxbT BBTPEC 3all0OUHE Aa C€ IBUKU
cB0oOoHO. Clie1 KOETO HAITBJIHETE OyTHIIKAaTa C BOJIa MAJIKO IO JIMHUSITA, 0003HaUeHA Ha CTHKETA Ha
OyTtunkara. 3aTBopeTe OyTuiIKaTa, 00BpHETE s U 5 paskiiateTe qoope. Cien ToBa JONBIHETE € BOJA
TOYHO 0 JUHUATA. 3aTBOpETe OyTUIIKaTa, OOBPHETE 1 U OTHOBO S pa3KiaTeTe moope.

PazknaTtete OyTmikaTa 100pe Ipeay mpreM Ha BCsIKa J103a.

Hewsnon3BaHusAT JIEKapCTBEH MPOIYKT WK OTIIAIbUHUTE MAaTEPUAIH OT HErO TPSAOBA JIa CE U3XBBPIAT
B ChOTBETCTBHE C MECTHUTE U3UCKBAHMS.

7. HOPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

I'makcoCmutKnaita EOO/]

Oyn. Llapurpancko moce Ne 115 T

Coous 1784

bwarapus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Ne 20000317
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9. JATA HA ITbPBO PASPEINABAHE/IIOJAHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlara Ha mepBoO pa3zpemiaBane: 23 despyapu 1993 r.
[ara Ha nocnenHo nogHosBane: 20 anpun 2015 1.

10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

17



