AyrmeHTUH 250 mg/62,5 mg/5 ml npax 3a nepopanHa cycneHaus
[ara Ha nocneaHo opobpenue Ha KXIM ot perynatophus oprax: 05.11.2018 r.

KPATKA XAPAKTEPUCTHUKA HA TIPOJAYKTA



1. HNME HA JIEKAPCTBEHUSA MPOAYKT

AyrmenTtus 250 mg/62,5 mg/5 ml mpax 3a nepopaiHa CyCHeH3Us

Augmentin 250 mg/62,5 mg/5 ml powder for oral suspension

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Crniex npuroTBsiHe, BceKH ml OT mepopaiHaTa CyCleH3 s ChAbpKa aMOKCUIIMIIMH TPUXUAPAT
(amoxicillin trihydrate), exBuBanenteH Ha 50 mg aMOKCUIIWINH (amoxicillin) v kanueB KiaBylaHAT

(potassium clavulanate), ekBuBalieHTeH Ha 12,5 mg knaBynaHoBa KucenwHa (clavulanic acid).

Tlomonrau BCIICCTBA C U3BCCTHO ,Z[eﬁCTBI/Ie

Coappka 2,5 mg acnapram (E951) Ha ml.
Chabpprka MaNTONEKCTPHH (TIFOK03a).

3a IIBJIHMS CIIMCHK Ha ITOMOIIMHUTE BEIICCTBA BUKTC TOYKA 6.1.

3. JIJEKAPCTBEHA ®OPMA

[pax 3a mepopaiiHa CycIreH3Hsl.
IToutw Ost ipax.

4. KJIMHUYHU JAHHAN
4.1 TepaneBTUYHH MOKA3AHUS

AyrMEHTHH € MOKa3aH 3a JICYCHHE Ha CIIeHUTE HH(EKIMU TPU BB3PacTHH U aeua (Bxk. Touku 4.2, 4.4
uS.1):

oCThp OaKTepuaneH CHHYHUT (aJeKBATHO AUArHOCTHIIMPAH)

OCTBP OTHUT Ha CPEIHOTO YXO

OCTpH eK3anepOay Ha XpOHW4eH OPOHXUT (aleKBATHO TUArHOCTHLIMPAH )

MTHEBMOHHS, TPUIOOUTA B 0OIIECTBOTO

UCTUT

nieaoHeppuT

MH(EKINN Ha KO’KaTa ¥ MEKUTE ThbKaHU, I0-CHELUAIHO LEeNYyJIUT, yXallBaHHUs OT )KUBOTHH,
TEXBK adciec Ha 350UTe ¢ pa3pPOCTPAHABALL CE LEITyTUT

. MH(EKINN Ha KOCTUTE U CTaBHUTE, MMO-CHEIUAIHO OCTCOMHUEIHT.

Tps6Ba na ce 00bpHE BHUMaHUE Ha OQUIMATHATE YKa3aHUA 32 IpaBUiIHATA yHOTpeba Ha
AHTUOAKTEPUATHUTE CPEICTBA.

4.2 Jlo3MpoOBKa M HAYMH HA NPUJIOKEHHE

EOSI/IQOBKa

I[O3I/Ip0BKI/IT€ Ca MpeaACTaBCHU 01,06pa3H0 ChbABPIKAHUCTO HA aMOKCI/II_II/IJ'II/IH/KJ'IaBy.TIaHOBa KHUCCIIMHA, C
H3KIIFOUCHHUC Ha CIIYYauTe, KOraTo JO3UTEC Ca JAACHU 10 OTHOUICHUC HA OTAC/IHATA CbCTaBKa.

3a 1/1360pa Ha J03aTta Ha AyFMGHTI/IH 3a JJICUCHHUEC Ha OTACIIHAaTa I/IH(l)CKI_II/IH TpSI6Ba Ja ¢ uMatT npcABu:



L OYaKBAHUTEC IMMATOI'CHU U BEPOIATHATA UM YYBCTBHUTCIIHOCT KBM aHTI/I6aKTepI/IaIIHI/I cpeacTsa (B)K.

TouKa 4.4)
o TEXKECTTa ¥ MACTOTO HAa HHDEKIUATA
o BB3paCTTa, TEJICCHOTO TerIo U ObOpeuHaTa (pyHKIMS Ha MAIUeHTa, KAKTO € TOCOYEHO MO-I0ITy.

VYnorpebarta Ha anTepHaTUBHU (GOPMH HA AYTMEHTHUH (HaIlp. TAKHBAa, OCUTYPSIBAILY IT0-BUCOKH 03U
Ha aMOKCHIMIIMH W/WIIM Pa3IWYHU ChOTHOLICHUS! Ha aMOKCHIIMJIMH KbM KJIaBYJIaHOBA KHCEIIHHA)
TpaOBa Ja ce UMa MpeBUA, Ciopea HeoOXoguMocTTa (Bxk. Touk 4.4 u 5.1).

[pu BB3pacTHU 1 Aena > 40 kg tazu popma Ha AYrMEHTHH OCUTYpsiBa 001Ia THEBHA J103a OT

1 500 mg amoxcumimH/375 mg KiIaByaHOBa KUCEIHHA, KOTaTo ce Mpujlara, KakTo € MpernopbuaHo
no-noay. [pu nena < 40 kg ta3u ¢opma Ha AyTMEHTHH OCUTYpsiBa MaKCUMaJlHa THEBHA J103a OT

2 400 mg amokcumine/600 mg KIaByiaHOBa KUCEJIMHA, KOTaTo ce Mpuiara, KakTo ce mpernopbysBa
no-zoiy. Ako ce cuere, 4e € He00X0IMMa M0-BUCOKa JTHEBHA 71032 Ha aMOKCHUIIMJIMH, C€ TPENophyBa
n300p Ha apyra popMa Ha AYrMEHTHH, 32 J]a ce H30eTHe Mpujlarane Ha HeHy>KHO BUCOKH JHEBHH JI031
Ha KJIaByJIaHOBa KHcenuHa (Bx. Touku 4.4 u 5.1).

[IpoawmxuTeNHOCTTA Ha JEUCHUETO TPsiOBa /1a ce Ollpe]esd OT NOBIMSIBAHETO Ha NauueHTa. Hikou
UHQEKINHU (HAp. OCTEOMHUENUT) U3UCKBAT TO-TOJISIMa TIPOIBIDKUTEIHOCT Ha JieueHHeTo. JleueHnero
He TpsOBa J1a MpobJikaBa rmoBeue oT 14 nHu 6e3 MOBTOpEeH mperien (BXK. Touka 4.4 OTHOCHO
MPOABIKUTEIIHA TePATIHs).

Bu3pactan u nemna > 40 ke

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

Jena <40 kg

20 mg/5 mg/kg/maerHo 10 60 mg/15 mg/kg/nHeBHO, pa3aeiacHH Ha TPU OTACTHH JI03H.

Jleniata Moxe J1a ce JIeKyBaT ¢ AYTMEHTHH Ta0JIeTKU, CYCIICH3UHU WJIH MeUaTpUYHU cameTa. Jlena Ha
BB3pACT 6 TOIMHU U TIOJT 6 TONWHH, 32 IPEATIOYNTAHE TPSOBA /Ia Ce JIEKYyBaT ¢ AYTMEHTHH CYCIICH3HS

WK ICAUaTPpUYIHU callcTa.

He ca HajuyHu KIMHUYHY JaHHU 32 TpUIoKeHne Ha 4:1 GopMuTe Ha AyrMEHTHH B JIO3H, TI0-BUCOKH
ot 40 mg/10 mg/kg/nHeBHO npH Jela moj 2 roAUHU.

IlanmmeHTy B cTapyecka Bb3pacT

He ce namara KOpUT'MpaHE Ha J03aTa.

B’B6DC‘{HO YBPCXKAAHC

Kopurupaneto Ha go3aTa ce OCHOBaBa Ha MAaKCUMAaJIHOTO MPENOPBhUYaHO HUBO HA aMOKCHILIUIIKH.
He ce nanara kopurupane Ha 103aTa npy nauenTy ¢ kpeatnauHoB kinupbHE (CrCl) Hag 30 ml/min.
Bwspacmuu u deya >40 kg

CrCl: 10-30 ml/min 500 mg/125 mg nBa IBTH THEBHO

CrCl < 10 ml/min 500 mg/125 mg enuH BT AHEBHO

[TanimenTH Ha 500 mg/125 mg Ha Bceku 24 gaca, mmoc 500 mg/125 mg o BpeMe Ha

XEeMOANAIIN3a JIManu3ara, KOeTo J1a ce IIOBTOPH B Kpasi Ha Juanu3ara (Thi KaTo CepyMHUTE
KOHIICHTPAIMY Ha aMOKCHIIMIIMH U KJIaByJIaHOBATa KHCEIHHA CE TOHIKABaT)

Heya < 40 kg



CrCl: 10-30 ml/min 15 mg/3,75 mg/kg nBa mbTu mHEBHO (MakcumyM 500 mg/125 mg nBa nbTH
JTHEBHO).

CrCl < 10 ml /min 15 mg/3,75 mg/kg kaTo emHOKpaTHa THEBHA /1032 (MAKCHMYM
500 mg/125 mg).

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

XeMoIuaian3a [Ipenn xemonnanuzara 15 mg/3,75 mg/kg. 3a na ce Bb3CTaHOBST
UPKYJIATOPHUTE HUBA HA JIEKapcTBOTO, 15 mg/3,75 mg/kg TpsioBa na ce
NPUIOXKAT CJIe] XeMOANAIN3aTa.

YepuoapoOHO yBpeKIaHE

TpsiOBa ma ce mo3upa BHUMATEITHO U PEIOBHO J1a Ce€ TPOCIIEIsIBa YepHOApOOHATa PYHKITHS (BXK. TOUKH
4.3 u44).

HauuH Ha npunoxeHue

AYTMEHTHH € 3a TIepOpaTHO PUIIOKEHHUE.

AyTMeHTHH TpsiOBa Jla ce IpreMa 1o BpeMe Ha XpaHeHe, 3a CBeX/IaHe 10 MUHUMYM Ha Bh3MOKHATa
CTOMAITHO-YpPEeBHA HETOHOCHMOCT.

JlewenneTo Morke Ja 3amouHe apeHTepanrHo B choTBeTcTBHE ¢ KXII Ha nHTpaBeHo3nuTe (i.v.) popmu
U JIa ce TPOJBIIKH ¢ TiepopaiiHa hopma.

BbyTuikara TpsiOBa a ce pa3KiaTH, IOKaTo MPaxbT BETPE 3alI0YHE JIa CE ABHIKH CBOOOTHO.
TpsiOBa ma ce mpubaBu BoAa CIiopen yKa3aHuATa, a ce 00bpHE OYTHUIIKATa U J1a C€ Pa3KIIaTH.

Byrnikara TpssOBa na ce paskiatu Jo0pe mpeau mpreMaHe Ha BCsKa 1103a (BK. Touka 6.6).

3a yka3aHHUs OTHOCHO IMPUTOTBSIHETO Ha JICKAPCTBEHHSI MPOAYKT MPEAH MPUIIOKEHUE BIKTE TOUKA
TOouKa 6.6.

4.3 IIpoTuBomoOKa3aHuA

CBp’BX‘{yBCTBI/ITeJ'IHOCT KbM aKTUBHUTEC BCIICCTBA, KbM KOWTO U Ja € OT ICHUIIUJINHUTC UJIH KbM
HAKOC OT IIOMOITHUTEC BCIICCTBA, I/I36p06HI/I B Touka 6.1.

AHaMHe3a 3a Te)XKa He3abaBHA peaklysl Ha CBPbXUyBCTBUTEIHOCT (Hamp. aHa(QUITaKCHsl) KbM IpyT
Oera-makTaMeH MPOAYKT (Hamp. HedaaocnopuH, KapbaneHeM 1k MOHOOAKTaMm).

AHaMHe3a 3a XKBJITEHUId/YEPHOAPOOHO YBPEKIAAHE, IBJDKAIN CE Ha aMOKCHUIWIINH/KIIaByJIaHOBA
KHCeNnruHa (BXK. ToUKa 4.8).



4.4 ChenuajHu npexynpe:xIeHUs U NpeaNa3Hu MepKHU NpH ynorpeda

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

CepI/IO3HI/I U IOHAKOI'a q)aTaJ'IHI/I pCaKkiunu Ha CBPbXYYBCTBUTCIHOCT (BKJ'IIO‘{I/ITGJ'IHO aHa(I)HJ'IaKTOI/I,Z[HPI
" TCXXKH KOXHH HECKCIIaHU peaKI_II/II/I) ca C’LO6H_IaBaHI/I IIpU MauCHTH, JICKYBAHU C ICHUIIUJINH. Ilo-
BCPOATHO € TC3U PCAKLINU A CC MOABAT IIPU JIMLA C aHAMHE3a 3a CBPBbXUYBCTBUTCIIHOCT KbM
TNEHUIIWIVH WJIX NIPU aTOIINYHH JIHULA. HpI/I IosABa Ha aJICPpruvHa peaknus, JCUCHUCTO C
aMOKCI/ILII/IJ'IPIH/KJ'IaBy.]'IaHOBa KHUCCIINHA Tpf[6Ba Ja CC NMPCYCTAHOBU U 1a CC HA3HAYX MMOAXOAAIIa
AJITCPHATUBHA TCpaAIlHUL.

B cnyqaﬁ € CC€ JOKaXeE, 4c I/IH(l)eKLII/ISITa CC ABbJIKM Ha aMOKCUIIMIINH-9YBCTBUTCIIHA
MUKPOOPIraHHU3MHU, TpH6Ba Ja ce 06C’B,Z[I/I MPpEMUHABAHC OT aMOKCI/II_II/IJ'II/IH/KJ'IaBy.TIaHOBa KHUCCIIMHA Ha
AMOKCHUIIWJIINH B CbOTBETCTBHUE C O(I)I/II_II/IaHHI/ITe YKa3aHus.

VYnorpebara Ha Ta3u popMa Ha AYTMEHTHH HE € TIOAXOSIIA, KOTaTo € HAINIE BUCOK PHUCK
NpEeAnoiaracMUTE MAaTOT'eHH J1a ca C HaMaJleHa YyBCTBUTEIHOCT WIN C PE3UCTEHTHOCT KbM
OeTa-TaKTaMHH MIPOAYKTH, KOSTO HE € MeIuipaHa oT OeTa-nakTaMasy, 4yBCTBUTEIIHN HAa HHXUOHUpaHe
OT KJIaBYyJIaHOBA KHcennHa. Ta3u opma He TpsiOBa J1a ce M3MOJI3BA 32 JICUEHHE Ha
NeHULWINH-PE3UCTEHTHH S. pneumoniae.

Ipu nanueHTyH ¢ yBpeaeHa 6b0peyna (GYHKIUS WM IPU TAKUBA, TPUEMAIIU BUCOKH JI03U, MOXKE J1a Ce
MOSIBAIT T'BPYOBE (BXK. TOUKA 4.8).

JleueHHeTO C aMOKCHIIMIIMH/KIIaByJIaHOBA KHCEITMHA TPIOBa Ja ce u30srea mpu CbMHEHHE 32
MH(EKIIMO3Ha MOHOHYKJIC03a, ThI KaTo IPH TOBA 3a00JIsIBaHE CJIe]] IPUIIOKEHUE Ha aMOKCHITHIIMH €
HaOII0aBaHa nosiBaTa Ha MOpOMITH(OpMeH 0OpHB.

EHHOBpCMeHHa yHOTpe6a Ha aJIOIYPUHOJ IO BPEMEC Ha JICUCHHUEC C aMOKCUIIWIINH MOXKE J1a YBCINYN
BCPOATHOCTTA 3a AJICPTUYHU PCAKIHUU OT CTPaHa Ha KOXKAaTa.

HpOI[’bJ'I)KI/ITeJ'IHaTa yHOTpC6a IMMOHAKOI'a MOXKE 1a JOBCAC N0 CBPBXPACTCIK HA HCHYBCTBUTCIIHU
MUKPOOPTraHHU3MHU.

[osiBaTa Ha CUIIHO 3aYepBEH FeHEPATM3UPAH EPUTEM, CBIIPOBOAECH OT ITyCTYJIa, B HAYAJIOTO HA
JICYCHHUETO, MOJKE J1a € CUMIITOM Ha OCTpa TeHepalu3upaHa ek3anTeMHa mycrynosa (AGEP) (Bx.
Touka 4.8). Ta3u peakuus Hanara CMpaHe Ha JICYEHUETO ¢ AYTMEHTHH H € IPOTUBOIIOKA3aHUE 3a
NociIeBal] IpUeM Ha aMOKCHIIMIIMH.

AMOKCHIIVITIH/KJIaByJaHOBA KHCEJIMHA TPsIOBa Ja ce IpHiIara BHUMATEIHO PH NallMeHTH C JaHHH 32
4epHOIPOOHO yBpexnaHe (Bxk. Touku 4.2, 4.3 u 4.8).

Cn0uTHS OT CTpaHa Ha YepHUs ApoO ca ChOOIABaHU MPEANMHO MTPU MBKE U TIPH ALMEHTH B
cTapyecka Bb3pacT, M MOXKE J1a ca CBbP3aHU C MPOABIDKUTEIHO JIeueHHne. Te3u chonuTHs ca
ChOOIaBaHU MHOTO PSIKO MpH Aena. [Ipy BCHYKH NOMyIalyy, NPU3HALUTE U CHMIITOMUTE
OOMKHOBEHO ce HaOJI0aBaT 10 BpeMe Ha WITH MAJIKO CIIe]l JICYCHUE, HO B HSKOH CIIydal MOXKE Ja He
Ce U3SBSIT JI0 HAKOJIKO CEJIMHIIM CJIe/ NPEYCTaHOBSIBaHE HA JICYCHUETO. Te3u ChbOUTHSI OOMKHOBEHO Ca
obparnmu. YepHOIPOOHNUTE CHOUTHS MOXKE J1a Ca TEKKHU U B U3KITIOYUTEITHO PEIKH CIIydan ca
JIOKJIaIBaHA CMBPTHHU ciaydau. Te3n chOUTHS MOYTH BHHATH ca HAOI0AaBaHU TIPH MALMEHTH ChC
CEpPHO3HO MOJISKAII0 3200 IsIBaHe WM IPUEMAIIY €THOBPEMEHHO JIEKapCTBa, 32 KOUTO € U3BECTHO,
Yye UMaT TOTEHIINAN 32 YepHOAPOOHH edexTh (Bk. Touka 4.8).

KOJ'II/IT, CBBP34aH C IIPUIIOKCHUCTO HA aHTI/I6I/IOTI/II_[I/I, € C’BO6H_IaBaH IIpU IMMOYTU BCUYKH
aHTI/I6aKTepI/IaJ'IHI/I MNPOAYKTH, BKIIFOYUTCIIHO ITPU aMOKCHUITUIIMH U MOKE 1a Bapupa IO TCIKECT OT JICK



JI0 KHUBOTO3acTparasani (Bx. Touka 4.8). I1o Ta3u npuduHa, Ipy NaMEeHTH ¢ JUapus 110 BpeMe Ha
WIIN CNe]] JIeYeHHE C aHTHONOTHIIM, € BaXKHO Ja C€ MMa MPEABU Ta3u AUarHo3a. AKO ce TOsSBU KOJIHUT,
CBBP3aH C MPUIIOKECHUETO Ha aHTUOMOTHUIIH, JICYCHUETO C aMOKCHUIIMIIMH/KJIaBYJIaHOBA KUCEIIMHA
He3a0aBHO TPsIOBa /1a ce IPeyCTaHOBY, Ja CE HaIlpaBU KOHCYJITAIUs C JIeKap U Jia CE 3all0uHe
MOJIXOSAINO JieueHue. B To3u ciydail ca mMpOTHUBOIIOKAa3aHU aHTUTIEPHUCTAIITHYHH JIEKAPCTBEHH
MPOAYKTH.

ITo Bpeme Ha MPOABIHKUTENHO JICYEHUE € MPETIOPHUUTETHO IIEPHOTUYHO J1a CE OIIEHABAT OPTaHHUTE U
cUcTeMHH (YHKIWH, BKIIOUNTETHO OBOpeyHarTa, 4epHOAPOOHATA H XeMOIIOETUIHATA (DYHKIIHUSI.

Cpo01maBanu ca peiku CIIydan Ha yabDKaBaHe Ha MPOTPOMOMHOBOTO BpeMe TPH MAIMECHTH, JICKyBaHU
C aMOKCHIIWJIMH/KJIaByJIaHOBA KucenrHa. [Ipu eTHOBpEeMEHHO MPIIIOKEHUE C aHTUKOATYJIaHTH Ce
HaJiara MmoJxo/IIo0 npocieasBane. Moxe a € He06X0AMMO KOpUTHpaHe Ha J103aTa Ha TIepOpPaTHUTE
AHTUKOATYJIAHTH 3a TOIbpPXKaHE Ha JKEJAaHOTO HUBO HA aHTUKOAryJarus (BxX. Touku 4.5 u 4.8).

IIpu marmenTH ¢ 6pO0pevHO YBpeXKaaHe q03aTa TPAOBa 1a ce KOPUTHpa B 3aBUCHMOCT OT CTETIeHTa Ha
yBpeKAaHeTo (BX. Touka 4.2).

[Ipu nanyeHTH ¢ HAMaJIeHO OT/EINITHE HA YPUHA MHOTO PSJIKO € HaOIfo1aBaHa KPUCTAIYPHs, TIaBHO
NPy TapeHTepaiHo jedeHue. [lo BpeMe Ha mpuilaraHeTo Ha BUCOKH JJO3H aMOKCHUIIMIIHH CE
npenopbhyBa MoJIbpXKaHe Ha JOCTaThUCH MPUEM Ha TEYHOCTHU M OTACIISIHE Ha ypUHA, C Lel
HaMmaJsiBaHE Ha Bb3MOXKHOCTTA 32 aMOKCHIIMIIMHOBA KprcTanypusi. [Ipu maiueHTy ¢ KaTeTbp B
MTUKOYHUS MeXyp TpAOBa /1a ce MPOBEXKAa PEIOBEH BU3YyaleH KOHTPOI (BXK. Touka 4.9).

ITo BpeMe Ha JeueHre ¢ aMOKCULIWIIMH TPAOBa /1a ce U3MOI3BAT €H3UMHHU TII0KO300KCHIa3HU METOIN
MIPH M3CJICIBAHE 32 HAJTMYKE Ha TIIFOK03a B yPUHATA, Thil KATO ¢ HECH3UMHU METOIU MOXKE J1a CEe
NOJTyYaT QajiuBO NOJI0KUTETHH PE3YIITATH.

HanuureTo Ha Ki1aByJnaHOBa KUCEJIHHA B AYyTMEHTHH MOKE Jla MPUYMHN Heceln(UIHO CBbpP3BaHe
Ha [gG u anbymMuHa ¢ MeMOpaHHTE Ha YepPBEHUTE KPBBHU KIETKH, BOJEIIO A0 (QaIIuBO
noJioxkuTelNieH Tect Ha Kymoc.

Nma choOieHns 3a MoJI0KUTETHN pe3yITaTh OT TecTa, Mpu u3noi3Bane Ha Platelia Aspergillus EIA
tect Ha Bio-Rad Laboratories npu nanueHTH, mpreManii aMOKCHIIMIIMH/KIaByJIaHOBA KHCEIHHA, 32
KOHTO CJIe]] TOBA € YCTaHOBEHO, ue HAMaT nHdpekus ¢ Aspergillus. Cpo0maBanu ca KpbCTOCAHU
peaknmu ¢ He-Aspergillus monmzaxapunu u nonudypanosu c Platelia Aspergillus EIA Tect Ha Bio-
Rad Laboratories. CrieoBaTeTHO MOJOKUTEIHH PE3yITaTH OT TeCTa IPH MALHEHTH, IPUEMaIln
AMOKCHIIHJIMH/KJIaBYJIaHOBA KHUCENTNHA, TPsIOBa 1a OBbIAT THIKYBAaHA BHUMATEIHO | Ja CE MOTBBPISAT
Yype3 APYTH AUarHOCTUYHU METOIH.

Ayrmentus 250 mg/62,5 mg/5 ml nmpax 3a nepopaiiHa cycreH3us cbabpixka 2,5 mg acnapram (E951)
Ha MIIMJIATBP, KOMTO € U3TOYHUK Ha (heHMnananuH. To3u JeKapcTBeH MPOAYKT TpsiOBa Jia ce mpuiiara
C BHUMaHHE TPH MAIMECHTH ¢ QEHUIKETOHYPHSI.

To3u nexapcTBeH MPOIYKT ChAbPIKa MaNTOAEKCTPHH (T0K03a). [larmenTtu ¢ paakaTta
TIIOK030-TaTaKTO3Ha MasabcopOuus He TpAOBa a MpUeMat ToBa JISKapCTBO.



4.5 B3amMmopeiicTBHe ¢ APYTH JeKapcTBeHU MPOAYKTH U APYrH ¢popMu HA B3auMo/ielicTBUe

IlepopalHu aHTUKOATYJIAHTH

[lepopanHuTe aHTUKOATYJIaHTH U EHUMIMHOBUTE aHTUOMOTHUIIM Ca U3IMOI3BAHH [IHPOKO B
npakTUKaTa 0e3 ChbOOLICHHUS 3a B3aUMOIeCTBIE. BBIpeku ToBa, B TUTEpaTypara HMa OMUCaHu
Cllydad Ha MOBHUILIEHO MEXIyHapOAHO HOpMau3upaHo crotHomenue (INR) mpu nanuenTu Ha
HOJIBPKALIO JISYEHHUE C alleHOKyMapoJl Wir BapdapuH U Ha3HAYCHO JICUYEHHE C aMOKCUIIMIHH. [Ipu
HEOOXOJMMOCT OT €THOBPEMEHHO MPHIIOKEHNE, TPSIOBa BHUMATEIHO Jia C€ MPOCIeAsBaT
IPOTPOMOMHOBOTO BpeMe WM MEKAYHAPOIHOTO HOPMAIM3UPAHO CHOTHOLICHNE IPH JOOaBSIHE HITH
cnupane Ha aMOKCcUIIMIHH. OCBEH TOBa, MOXKeE J1a € He00XO0IUMO KOPUTHpaHe Ha J03aTa Ha
NEPOpPATHUTE AaHTUKOATYJIAHTH (BXK. TOUKH 4.4 1 4.8).

MeroTtpekcat

IleHUUMIMHUTE MOXKE 1a HaMaJISIT CKCKpeIUATa Ha METOTPEKCAT, KOCTO J1a JOBCAC 10 Bb3MOXKHO
IMOBUIIIaBaHC HA TOKCUYHOCTTA.

[IpoGenenu

EnnoBpemenHa ynotpeba Ha mpoOeHenua He ce npenopbusa. [Ipobenenn HamansBa Ob0pedHaTa
TyOyJiHa ceKpelys Ha aMOKCUIIMIUH. EnHOBpeMeHHa yrnoTpeba Ha mpoOeHeI MOKe /1a I0BeIE 10
yABIDKaBaHEe HA HAJTMYMETO U MOBHILIABAHE Ha HUBAaTa HA aMOKCHLIWIIMH B KPBBTA, HO HE M HA
KJIaByJIaHOBaTa KHUCEINHA.

MukodeHosnar MobeTHI

[Ipu manuenTH, npuemainy MUKoQeHoaT ModeTu, ce cho0IIIaBa 3a HaMallsIBaHEe Ha MPE/I030BaTa
KOHIICHTpAIlUs Ha aKTUBHHS MeTabonuT Mukodenonosa kucenuHa (M®K) ¢ npubimsurenno 50%,
cJe]l 3aloYBaHe Ha JISYCHHE ¢ MepopaieH aMOKCHUIIMIIMH TUTIOC KiaByJaHOBa KucenuHa. [IpomsHaTa B
MIPEZI030BOTO HUBO MOXKE JIa HE MPECTaBs TOYHO MPOMEHUTE B 00mIara excrio3urus Ha MOK.
ITopanu ToBa, 0OOMKHOBEHO HE € HEOOXOMMa MTPOMSIHA B J103aTa Ha MUKO(EHOIAT MO(ETHII pu
JIUIICA HA KIIMHUYHU JaHHU 32 HapylleHa QyHKIUS Ha npucaakara. Bernpeku ToBa, TpsiOBa 1a ce
W3BBHPIIBA BHUMATEITHO KJIMHHYHO MPOCIIC/SBAHE 10 BpEMe Ha JICUCHUETO ¢ KOMOMHAIUATA U MAJIKO
Cie]] 3aBbPIIBAaHE HA AHTUOMOTUYHATA TSPAITHS.

4.6 @epruauTeT, )PEMEHHOCT U KbpPMEHe

Bpemennoct

[IpoyuBaHus PH KUBOTHH HE MOKA3BAT NMPEKH WM HETPEKH BPEIHHU BH3JICHCTBHS BHPXY
OpeMEeHHOCTTa, eMOPHOHAITHOTO/(PETATHOTO Pa3BUTHE, PAXKIAHETO WIIH ITOCTHATATHOTO Pa3BUTHE
(Bx. Touka 5.3). OrpaHuueH? JaHHM 3a YIIOTpeOdaTa Ha aMOKCHIIFIINH /KJIaBYJIaHOBA KHCEINHA TI0
BpeMe Ha OpeMEHHOCT MPH XOpa He TIOKa3BaT MOBUIIICH PUCK OT BpoJeHHu Mandopmanuu. [Tpu
NpOyYBaHE MPH KEHU C MPEATSPMUHAITHA TPEXKICBPEMEHHA PYNITYpa Ha (eTarHata MeMOpaHa ce
cBhOoO0IIaBa, Y€ MPO(PHIaAKTHIHOTO JICUCHUE ¢ aMOKCHITHIINH/KJIaByJIAHOBA KACETMHA MOXe 1a ObIe
CBBP3aHO C MOBHIICH PUCK OT HEKPOTH3HUPAIIl CHTEPOKOJIMT MPU HOBOpoaeHU. [IpuinoskeHrnero Ha
aMOKCHIIMJINH /KJIaByJIaHOBA KHCETMHA 110 BpeMe Ha OpeMeHHOCTTa TpsiOBa 11a ce M305TBa, OCBEH aKko
JIeKapsT HE MPELeHH, Y€ € HE0OXOIUMO.

Kbpmene

JIBeTe akTHBHU BEIIECTBA C€ EKCKPETHPAT B KbpMaTa (He ca yCTaHOBEHHU e(eKTUTE Ha KIIaByJIaHOBaTa
KHCEeINHA BBPXY KbpMadeTo). B ciencTeue Ha TOBa, ca BB3MOXKHH JUApHUs M ThONYHA HHPEKITNSI Ha
JUTaBUITUTE MIPH KbPMAUETO, KOETO MOXKeE J]a HaJIOXKH MPEyCTaHOBABaHE HA KbPMEHETO.
BB3MOXHOCTTA 32 TTOBHIIIaBaHE HAa TyBCTBUTEITHOCTTA TPSOBa Jja ce B3eMe T10J] BHUMaHHE.



AMOKCHITMITNH/KIIaBYJIAaHOBA KHCEIIMHA TPsIOBA Ja ce U3IOJI3BA 110 BpeMe Ha KbPMEHE CaMo Clie]l
IpeleHKa OT JIEKYBAIHsI JIeKap Ha ChOTHOUICHUETO TT0JI3a/PUCK.

4.7 EdexTn BbpXy cnoco0HOCTTa 32 mIO(pupaHe U padoTa ¢ MAIIMHU

He ca npoBexnanu npoyuyBaHus 3a epeKTuTe BbpXy COCOOHOCTTA 3a moQupaHe u paboTa ¢ MaluHHU.
Brrpeku ToBa MOXe J1a Ce TIOSBSIT HEXEIaHH Peakiuu (Harp. aJepridHu peakiluy, 3aMaliBaHe,
I'bPYOBE), KOUTO MOTAT JIa TIOBJMSIAT CIIOCOOHOCTTA 32 IodupaHe ¥ padboTa ¢ MallluHU

(Bx. Touka 4.8).

4.8. Hexenann JexkapcTBeHH peaKIMA
Haii-gecto cpro0maBanuTe HEXEIAHN JICKAPCTBEHN PEAKIINH Ca AUApHsL, TaIeHE M MOBPBILAHE.

Hesxenanure JiekapCTBEHH PEAKIUH, TIOTYYCHH OT KJIMHUYHU MPOYYBAHHS U OT MOCTMAPKETHHIOBOTO
HaOJIfoIeHne ¢ AyTMEHTHH, ca H30pOeHH O-J0Ty M ca Kareropu3upanu cbriacHo MedDRA, mo
CHCTEMO-OpTaHeH KJIAC.

W3znon3BaHa e cneHaTa TEPMUHOJIOTHS 32 KIACH(PHUIIUPaHEe HA YeCTOTATa HA HEXKETaHUTe
JIEKapCTBEHU PEaKIIHH.

Mpeuoro dyectr (>1/10)

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

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

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

Mpmuoro penku (<1/10 000)

C Hen3BeCTHA YeCTOTa (0T HATMIHHUTE JaHHU HE MOXE Ja Ob/ie HallpaBeHa OICHKA)

Nuadeknmn 1 nadecTanmu

Kanannos3a Ha Ko)kaTa u IMraBULIATE Yectu

CBpBXpacTek Ha HEUYBCTBUTCITHH C HeW3BeCTHA YeCcToTa
MHUKPOOPTaHH3MHU

Hapyienns Ha KpbBTa ¥ ATUMQHATA CHCTEMa

O6patuma JIeBKOIICHUS (BKIIOUNUTEITHO Penxu

HEYTPOIIEHUS)

TpoMOonmTOTIEHNS Penxu

OO6paTnma arpaHyJI0nuTO3a C HeW3BeCTHA YeCToTa
XeMOJIMTHYHA aHEMUS C Hem3BecTHA YecToTa
Y apmkaBaHe Ha BpEMETO Ha KbPBEHE U Ha C Hem3BecTHA YecToTa

IPOTPOMOMHOBOTO BpeMe'

Hapyuienus Ha UMyHHaTa cuctema'’

AHTHOHEBPOTHYEH OTOK C Hem3BecTHA YecToTa
Anadumakcust C HeW3BeCTHA YeCTOTa
Cunapowm, monobeH Ha cepyMHa 0oJiecT C HeW3BeCTHA YeCTOTa
XHWTEepPCeH3UTUBEH BaCKYJIUT C Hem3BecTHA YecToTa
Hapyienns Ha HepBHaTa cHCTeMa

3amasHOCT Heuectn

['maBoGonme Hewectn

O0paTnMa XUTIEPaKTUBHOCT C HeW3BeCTHA YeCTOTa
I"'spuoBe’ C HeM3BECTHA YECTOTA
AcenTrueH MEHUHTHT C Hem3BecTHA YecToTa
CroManrHo-4YpeBHU HApYIIEHUs

Huapus Yectu

lagene’ YecTn

TToBpbiliane Yectu

HapyeHo xpasocMuiiane Heuectu




Komut, cBBbp3aH ¢ MPUIIOKEHUETO Ha C Heu3BeCTHA Y€CTOTa
aHTHOHOTHITH

Uepen ,,kocMat” e3uk (black hairy tongue) C Hen3BeCTHA Y€CTOTA
[IpomsiHa B 1BeTa Ha 360uTe'! C HeM3BECTHA YECTOTA
XenmaroOuIMapHu HApYIIICHIS

[Mosumasane Ha AST w/unmu ALT’ Heuectu

Xenatut® C HeM3BECTHA YeCTOTa
XoecTaTHuHa KbITeHNNA’ C Hen3BECTHA Y€CTOTA
HapymieHns Ha KO’KaTa ¥ MOJKOXKHATA THKAH |

Koxen o0pus Heuectn

Copbex Heuectn

Yprukapus Heuectun

Eputema myntudopme Penxu

Cunnpom Ha CtuBbHC-/[’KOHCHH C Heu3BECTHA YECTOTa
TokcuyHa enuepMaHa HEKpPOIr3a C Hen3BeCTHA Y€CTOTA
Byno3eH exchoinaTUBEH IEpMATUT C Hen3BeCTHA Y€CTOTA
OcTpa reHepaar3upaHa eK3aHTEMHA C Heu3BeCTHA Y€CTOTa
nycrynosa (AGEP)’

MenaukameHnTo3Ha peakius ¢ eo3uHopuinst 1 | C HeM3BeCTHA YeCTOTa
cuctemuu cumntomu (DRESS)

Hapyiiienns Ha ObOpEIMTe U MMKOYHUTE TBTUIIA

WHTepcruimaneH Hehput C Hen3BECTHA Y€CTOTA
Kpucranypus® C HeM3BECTHA YECTOTA

' Bxk. Touka 4.4

2 Bx. Touka 4.4

3 TNosiBaTa Ha rajieHe € M0-4eCTo MPH NepopaleH MPUEM Ha BUCOKH J03H. AKO ce TOSBST
peakiuu OT CTpaHa Ha CTOMAIIHO-YPEBHUS TPAKT, T MOTaT Jla Ceé HaMaJIAT C IPUEM Ha
AMOKCHIIMJIMH/KJIaBYJJaHOBA KHUCEITMHA TI0 BpeMe Ha XpaHeHe.

* BKIIIOYNTETHO TICeBI0MeOpPaHO3eH KOUT M XeMOPATH4eH KOJHT (BkK. Touka 4.4)

> Vmepeno nosumasane Ha AST w/unu ALT e ycTaHOBEHO TpM HAllMEHTH, JTIeKyBaHHU C
OeTa-TakTaMHU aHTHOMOTHIIN, HO 3HAYEHHETO Ha Te3U MMPOMEHHU HE € U3SCHEHO.

% TakuBa peakIuy ca yCTAHOBEHH M ClieJ] IPHIOKEHHE Ha JPYTH TIEHULMIMHHE U
tedanocnopunu (Bx. Touka 4.4).

7 AKO ce MOSIBY peaKIys Ha ajlepriueH JIepMaTHUT, Je4eHHeTo TPAOBa 1a ce IpeyCTaHOBH
(Bk. TouKa 4.4).

¥ Bk. Touka 4.9

? Bx. Touka 4.4

"Bsx. Toukn 4.3 u 4.4

"' MHoro psko e cho6maBaHo 3a TOBBPXHOCTHA MPOMSHA B L[BETA HA 3LOMTE TIPH Jela.
JloGpara xurueHa Ha yCcTHaTa KyXrvHa MOXe Ja MPeI0TBPaTH MPOMsIHATa B IIBeTa Ha 3H0UTe,
THH KaTO Ta3W NPOMsIHA 00MYAHO MOXKeE J]a C€ OTCTPaHU Upe3 MHUEHE Ha 3p0uTe.

C'bO6].IIaBaHC Ha 1OJ03MPaHH HEXKCIaHW pCaKIIMH

C’LO6H_[.’:1B3HCTO Ha MOAO03UpaHn HEKCIIaHU PCAKIUH CJIC pa3pCllaBaHe 3a yHOTp€6a Ha JICKapCTBCHUA
IMPOAYKT € BaKHO. ToBa nmo3BossBa 1a MMPpOABIKN Ha6J'IIOI[6HI/I€TO Ha CbOTHOIICHUECTO HOJ'I3a/pI/ICK 3a
JICKaApCTBCHUS MMPOAYKT. Ot MCIHUIMHCKUTC CIICHHUAJINCTH CC U3UCKBA Ja C’bO6H.[aBaT BCsKa
IMoJJ03npaHa HEXKEJIaHa peaKIuAa Ype3 HalluOHAJIHa CUCTEMA 3a C’bO6H.IaBaHCZ

W3mbIHUTEHA areHIns 10 JIeKapcTBaTa
yi. ,,Jlamsan I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yebcaiT: www.bda.bg



4.9 Ilpeno3upane

CuMnTomMu u IOpHU3HalM Ha MIPpEeaOo3upaHe

Moske a ce HaOJIIoIaBaT CTOMAITHO-YPEBHU CUMIITOMH U HapyIIaBaHE HA BOIHO-CICKTPOIUTHHS
Oananc. HabmojaBana € aMOKCHITMIIMHOBA KPUCTAITypUs, B HIKOU CIIy4ad BOJEIIA 10 ObOpeyHa
HEJOCTaTHYHOCT (BK. Touka 4.4).

Moxe na ce HabIIOAaBaT I'BPUOBE NP MALUEHTH ¢ HapylieHa ObOpeyHa GyHKIUS W [IPH TE3H,
MIpUEMAII BUCOKH JIO3H.

MMma C’LO6I_LICHI/I$I, Y€ aMOKCULIWIIMH C€ YTasABa B KaTCThpa HAa MUKOYHUA MCXYP, OCHOBHO CJIC
HWHTPABCHO3HO MpUJIaraie Ha BUCOKH OO3U. TpH6Ba Ja CC MPOBCKJa pSA0BCH BU3YAJICH KOHTPOJI

(Bx. TOuKka 4.4).

JIeueHne Ha HHTOKCUKAITUS

CuMOTOMHUTE OT CTpaHa Ha CTOMAIITHO-YPCBHUA TPAKT MOraT [a C€ JICKyBaT CUMIITOMAaTU4YHO, KaTO CC
O6”pre BHUMAHHUEC HAa BOAHO-CIICKTPOJIMTHUA Oamnamuc.

AMOKCHITIIINH/KIaBYJJaHOBA KUCEIIMHA MOXE JIa C€ OTCTPAHU OT KPhBOOOPAILIEHUETO Upe3
XEMOIUAau3a.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @®apmakoaMHAMUYHH CBOMCTBA

dapmakoTepaneBTHyHa rpyna: KoMOuHaIMs OT MEHUIMIINHH, BKIIFOUYUTEIHO OeTa-TakTaMa3Hu
uuxudutopu; ATC kox: JOICRO2.

MexaHus3bM Ha JEUCTBUE

AMOKCHIIITUH € TT0JTyCHHTETUYCH MeHUIWINH (OeTa-IakTaMeH aHTHOMOTHK), KOWTO WHXUOUpA euH
WM TIOBeYe €H3UMH (4eCTO HapU4yaH! MeHUIMINH-CBbp3BaIiy npoternay, PBPs) B 14 Ha
OnocuHTe3a Ha OaKTepHATHU MENTHAOTINKAH, KOWTO € ChIIECTBEH CTPYKTYPEH KOMITOHEHT Ha
OaxTepuanHaTa KJIeThbuHa CTeHa. FIHXuOupaHeTo Ha CUHTE3a Ha IENTUIOIIMKaHa BOAU 10 OTcIa0BaHe
Ha KJICThYHATa CTEHA, KOETO OOUKHOBEHO Ce€ M0CIe/[Ba OT KJIEThYHO PasTpaxIaHe U CMBPT.

AMOKCHITIIIUH € YyBCTBUTENIEH KbM pasrpaxiaHe oT OeTa-TakTaMasuTe, IpoAyIHpaHu OT
PE3UCTEHTHUTE OaKTEPHH, TOPAJIN KOETO, CIIEKTHPHT MY Ha JCHCTBHE HE BKIFOUYBA MUKPOOPTaHU3MH,
KOUTO MPOU3BEKIAT TE3U €H3UMU.

KiaBynanoBaTa KucesnnHa € Oeta-JakTaM, CTPyKTYPHO CBbP3aH ¢ CHUIMIHHUTE. Ts1 HHAKTUBHPA
HIKOHM OeTa-JaKTaMasHu C€H3MMHU, KaTO 110 TaKbB HAYWH NPCAOTBpaTsIBa HHAKTUBUPAHCTO HA
amokcunminH. KiaBysiaHoBaTa KHCEIMHA CaMOCTOSITEIIHO HE POSBSIBA KIIMHUYHO T10JIC3EH
aHTHOaKTepuaneH eexr.

Bm,31<a d:)aDMaKOKI/IHeTI/IKa-d)aDMaKOI[I/IHaMI/IKa

Bpemeto Han MuHnManHaTta nHXuOupaiia konnertpanus (1>MUK) ce cunta 3a OCHOBHUSAT
onpenesi HakTop 3a ehUKACHOCTTA HA AMOKCHIIIIMH.

Mexanu3mMu Ha pPE3UCTEHTHOCT

HBaTa OCHOBHHM M€XaHHn3Ma Ha PE3UCTCHTHOCT KbM aMOKCI/IHI/IHHH/KHaBy.HaHOBa KHUCCJIMHA ca:
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. WNHuakTuBUpaHe OT Te3W OakTepruaaHu OeTa-ITakTamMasd, KOUTO He ca MHXUOUPaHH OT
KJIaByJIaHOBATa KHCeIHa, BKIIToUNTeNHO kKiac B, C u D.
o Nsmenenue Ha PBPs, koeTo HamansBa adpuHUTETa HA aHTHOAKTEPHATHISI IPOYKT KBM TapreTa.

Jlurica Ha mepMeabUIUTET Ha OaKTEPUUTE WIM MEXaHU3MHU Ha euIyKC IMOMIIaTa MOTaT Aa IPUYUHSIT
WIN J1a TOTIpHHEcaT 3a OaKTepuasHaTa pe3UCTEeHTHOCT, 0CO0EHO pu I'paM-oTpunarenHuTe GakTepuu.

I'paununu cromnoctu (Breakpoints)

I'pannununte croitnocTrt Ha MUK (MIC breakpoints) 3a aMOKCHITMIIMH/KIaBYyJIaHOBA KACEIMHA Ca Ha
EBponeiickuist KOMUTET 10 U3NMUTBAaHE HAa aHTUMHKpoOHaTta gyyBcTBUTeNHOCT (The European
Committee on Antimicrobial Susceptibility Testing (EUCAST)).

MUKpOOpraHu3bM I'paHUYHU CTOWHOCTH Ha YyBCTBUTETHOCT (pLg/ml)
(Susceptibility Breakpoints (pg/ml))
UyBCTBUTEIHA HNHTtepmenuepHu Pesucrtentau
Haemophilus influenzae’ <1 - >1
Moraxella catarrhalis’ <1 - > 1
Staphylococcus aureus’ <2 - >2
Koarynasa-neratuau <0,25 > 0,25
cradunoKoku”
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 aHAEPOOH' <4 8 > 8
I'paM-TIoI0KUTEITHA <4 8 > 8
aHaepoOu'
Kputnunu rpanuiy, <2 4-8 >8
HECBBP3aHH BUJIOBO'

'CrobmennTe cTOMHOCTH ca 32 KOHIIEHTPAIMUTE HA AMOKCHIIHITHH. 32 LeTUTe Ha M3CIeABAHETO HA
YyBCTBHTETHOCTTA, KOHIIEHTPAIMATA Ha KJIaByJIaHOBATa KHCeNnHa e (pukcupana Ha 2 mg/l.

2 ChoOIIEHNTE CTOMHOCTH Ca 3a KOHIIEHTPAIIHTE HA OKCAIHIIHH.

3 CTOMHOCTHTE HAa TPAaHMYHHUTE CTOMHOCTH B TAONMMIATA CE OCHOBABAT HA TPAHMYHUTE CTOMHOCTH 32
AMTIHIIHAIIIH.

* I'paHMYHN CTOMHOCTH 3a pe3nCTEeHTHOCT R>8 mg/l 03HaYaBaT, ue BCHUKM H30J1aTH C MEXaHU3MH 32
PE3UCTEHTHOCT Ca TOKJIAZIBAaHHU KaTO PE3UCTEHTHH.

> 'paHMYHUTE CTOMHOCTH B TabMIHMIIATa ce 6a3UPaT HA TPAHMYHUTE CTOMHOCTH 332 GEH3MINEHUITUINH.

PasnpocTpaHeHneTo Ha PE3UCTEHTHOCTTA MOXKE Jla Bapupa reorpad)CKy U BbB BPEMETO 3a OIPE/ICIICHU
BUJIOBE U € JKEJIATEJIHO Jla MMa JIOKaJIHa HH(GOPMAITUS 3a PE3UCTCHTHOCTTA, OCOOSHO MIPHU JICUCHHE Ha
Texku uHbekuu. [Ipu HeoOX0AUMOCT TPsIOBa J1a Ce MOTHPCH ChBETA HA EKCIIEPT, KOraTo JIOKATHOTO
pa3mpoCTpaHeHUEe HA PE3UCTECHTHOCT € TAKOBA, Ue T0J13aTa OT JICKAPCTBEHUS MPOIYKT IPH ITOHE HIKOU
BHJIOBE MH(EKIINH € IO/ BBIIPOC.

Mukpoopraan3mMu, KOUTO 00MYaiiHO ca YYBCTBUTEIHU

Aepobuu ['paM-ION0KUTETHH MUKPOOPTaHU3MHU

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METHIMITHH-IyBCTBUTEINEH )£
Koaryna3za-neratuBHU cTaQMIOKOKH (METHLMINH-1YBCTBUTEIIHN)
Streptococcus agalactiae

Streptococcus pneumoniae'
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Streptococcus pyogenes n Ipyru 0eTa-XeMOJIUTHYHH CTPETITOKOKU
I'pynara Ha Streptococcus viridans

Aepo0nu ['paM-0TpULIATEIHN MHKPOOPraHU3MH
Capnocytophaga spp.

Eikenella corrodens

Haemophilus influenzae’

Moraxella catarrhalis

Pasteurella multocida

AnaepoOHM MUKPOOPraHU3MU
Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.

Bugose, mpu KOuTo HDI/IIIO6I/ITaTa PE3UCTCHTHOCT MOKE J1a € HDO6HCM

Aepobuu I'paM-II0JI0KUTETHH MUKPOOPTaHU3MHU
Enterococcus faecium $

Aepo0nu ['paM-0TpULIATEIHN MHKPOOPraHU3MH
Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris

MI/IKDOODI‘aHI/ISMI/I C BpoacHa PE3UCTCHTHOCT

AepoOuu 'paM-0TpHUIIATETHY MUKPOOPTaHU3MH
Acinetobacter sp.

Citrobacter freundii

Enterobacter sp.

Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia

Jpyru MUKpPOOPraHU3MHU
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetti
Mycoplasma pneumoniae

$ EcrecTBeHa nHTEpMeIriepHa TyBCTBUTEITHOCT MIPH JIUTICA HA TPUJOOUT MEXaHU3HM Ha
PE3UCTEHTHOCT.

£ Benuky METHIMIIMH-PE3UCTEHTHH CTAMIIOKOKH Ca PE3UCTEHTHH KbM
aMOKCHIIMJIMH/KJIaByTaHOBA KHCETNHA

! Streptococcus pneumoniae, pe3UCTEHTHH KM TICHULIMIIMH He TPsAOBA J1a Ce JIeKyBaT C Ta3u
(hopma Ha aMOKCHITHITNH/KJIaBYJIaHOBA KHCENNHA (BK. TOUKH 4.2 1 TouKa 4.4).

211]amoBe ¢ HaMaJIeHa YYBCTBUTEIHOCT ca JOKJIABAHH B HIKOHM CTPAaHH B EBpOMeHckus chio3
C "ecToTa mo-Bucoka ot 10%.
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5.2 ®apmakoKHMHETHYHM CBOIiCTBA

AOGcopbuus

AMOKCHIIVITMH H KJIaByJIaHOBaTa KUCEINHA CE AUCOIMUPAT HAITBIIHO BHB BOJICH PAa3TBOP C
¢usunonornyno pH. J[Bere akTHBHU BemecTBa ce abcopoupar 0bp30 U 0Ope Ciie ] IepOopPaTHO

MIPUIIOKCHUC. CJ'IG,Z[ IEpoOpaIHO NPUITTOKCHHUC OMOHATMYHOCTTA HA AMOKCHIHWJIMH U Ha KJIaBYJIaHOBATa
KHUCCJIIMHA € HpI/I6J'II/I3I/IT6J'IHO 70%. Ilmazmenure HpO(I)I/IJ'II/I Ha IBCTC aKTUBHHU BCIICCTBA Ca CXOJHHU U
BPEMCTO 3a NOCTUTAHC Ha BbPXOBA IJIa3MCHA KOHICHTpAa s (Tmax) U IpUu ABETC € HpI/I6J'II/ISI/IT€J'IHO

CIWH 4ac.

[To-nony ca npencraBeHu GpapMaKOKMHETHUHUTE PE3YJITATH OT €IHO IPOYUBaHE, IPU KOETO

aMOKCHIIWJIVH/KJIaByIaHOBa KucennHa (Tabnerku ot 500 mg/125 mg Tpu mMbTH THEBHO) € MPUIIOKEH

Ha IJIQIHO MIPY TPYIH 31paBu 100POBOJIIIH.

Cpennu (£ SD) hapMakOKHHETHYHH ITApaMETPH
[punosxeHo (u) Hoza Crnax Tmax * AUC 0-24n) T1/2
atieHo (1) m®) | (ugml) (h) (ngh/m) | ()
BEIIECTBO (a)
AMOKCHULIMIIUH

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

KnaBynanoBa kucenmsa
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 — amokcurinH, CA — KaByJIaHOBa KHCEITHHA
* Menuana (oOxBar)

CGPYMHI/ITG KOHOCHTpAallMW HAa aMOKCHUIIWJIMH U KJIaByJIaHOBAaTa KUCCJIMHA, JOCTUTHATH C
aMOKCI/IHI/IHI/IH/KHaBy.HaHOBa KHCEJIMHA, Ca CXOAHU C TE3U CJIC NE€POPaIHO IMPUIIOKCHUC Ha
CKBUBAJICHTHU 103U OT CAMOCTOATCIIHO MMPUIIOKEHU aMOKCHUIIUIINH WJIN KJIaBYyJIaHOBA KHMCCJIMHA.

PasnpeneneHue

Oxo10 25% 0T 00I10TO KOJIMYECTBO Ha KJIaBYJaHOBAaTa KUCEINHA B Iu1a3MaTa u 18% ot 001moTo
KOJIMYECTBO Ha aMOKCHUIIMJIMH B IJIa3MaTa ca CBbP3aHHU C IPOTEHHHU.

[puBnanusaT obem Ha pasmnpenenenue e okono 0,3-0,4 1/kg 3a amokcnunue u okoino 0,2 kg 3a
KJIaByJIaHOBAaTa KHUCEINHA.

Crnen MHTPaBEHO3HO MPUIIOKEHNUE, AaMOKCUIIMIIMH U KJIaBYJIaHOBA KUCEIIMHA CE YCTAHOBSBAT B
JKITBYHHS MEXYP, KOPEeMHAaTa ThKaH, KoXKaTa, MaCTHATa ThKaH, MyCKYJIHUTE ThKaHU, CHHOBHAIIHATA U
MepUTOHEATHATa ThKAHU, XKITbYKATa U THONTA. AMOKCHUIIMIIUH HE CE€ pa3npeessi TOCTaThYHO B
1epeOpoCIMHAIHATA TEYHOCT.

OT npoy4BaHMs IIPH KUBOTHHU HSIMA JOKa3aTeICTBA 32 3HAYMMO 33AbpKaHe B ThKaHUTE Ha
JIEKapCTBEHO-TIPOU3BOIHH BEILIECTBA 38 HUKOA OT JIBETE ChCTABKU. AMOKCHUIIMINH, TOAOOHO Ha
MOBEYETO NEHULIMIIMHH, MOXE JIa CE YCTaHOBH B KbpMaTa. Cienu oT KilaByJaHOBA KUCEIINHA ChIIO0
MOrar J1a ce OTKPHST B KbpMara (BXk. Touka 4.6).

JlokazaHo e, ye aMOKCUIIMIIMH U KJIaByJIaHOBAaTa KUCEJIMHA MMPEMHUHABAT TIpe3 IIalleHTapHaTa Oapuepa
(Bx. Touka 4.6).
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BuorpanchopMmarug

AMOKCI/IHI/IHI/IH CC CKCKPCTHUpPa YaCTUYHO B YpHUHATa KaTO HCAKTHBHATA IICHUIMUJIOCBA KMCCJIMHA B
KOJIM4ecTBa, ekBuBajeHTHH Ha 10 10 25% ot HavanmHaTa go3a. KiaBynaHoBara KucennHa ce
MeTa0O0JIM3Kpa eKCTEH3UBHO MPHU YOBEKA M C€ OTACISA B YPUHATA M U3MPAKHECHUATA, U KATO
BBIVIEPOJAEH AUOKCHUJ B U3IUIIBAHUA BB3AYX.

EnumuHupane

OCHOBHUSAT BT Ha ETUMHUHHUPAHE HA aMOKCHIIMIIMH € Tpe3 ObOperuTe, J0KaTo KilaByJlaHoBaTa
KHCEJHMHA Ce eTMMHUHNpPA KakTo 10 ObOpeyHH, Taka U 10 U3BHHOBOPEUHN MEXaHU3MHU.

AMOKCI/IHI/IJII/IH/KJIaByJIaHOBa KHCECJIMHA UMa CPCACH CIMMUHAIIMOHCH ITOJYKUBOT OT HpI/I6JII/I3I/ITeJIHO
€/IMH Yac U cpelieH o0l KIupbHC npubam3utesHo 25 1/h npu 3npasu nma. [pubdausurento 60 1o
70% ot amoxcuiIuH U npudauzurenHo 40 1o 65% oT KiIaByJIaHOBATa KUCEIHHA CE€ EKCKpeTUpar
HCIMIPOMCHCHHU B YpUHATA NIPE3 IbPBUTE HICCT Yaca CJICA MPUIIOKECHUC Ha CIMHUYHA J03a AyFMeHTI/IH
250 mg/125 mg wim 500 mg/125 mg TabneTku. B HAKONKO Mpoy4YBaHMs € YCTAHOBEHO, Y€ YPHHHATA
exkckpenus € 50-85% 3a amokcuIMH U Mexay 27-60% 3a K1aBylaHOBaTa KUCEIMHA 3a IEPUO OT 24
yaca. 3a KJIaByJIaHOBATa KMCEIWHA, HAW-TOJIIMO KOJTMUECTBO OT JICKAPCTBOTO CE EKCKPETHpa Ipe3
IBPBUTE JIBA Yaca Cle MPUIoKEHHE.

EnHOBpEMEHHOTO MPUIIOKEHUE HA TPOOCHEIN 3a0aBsl eKCKPEIHMITa Ha aMOKCHUIIMIINH, HO HE 3a0aBs
O0B0peuHaTa eKCKpeIrs Ha KJIaByJlaHOBaTa KUCeInHa (BXK. TOUKa 4.5).

Bs3pact

EnvMuHAIIMOHHUAT MOTYKUBOT Ha aMOKCHIIMIINH € TOA00eH IpH JIeIa Ha Bh3pacT OKOJIO 3 Mecena 70
2 rOUHY U TIPU MO-TOJIEMH Jelia U Bb3pacTHH. [Ipu MHOTO MankuTe Jena (BKIYUTETHO
MIPeXAEBPEMEHHO pojieHN OebeTa) mpe3 mbpBaTa CeAMHIIA OT KUBOTA HHTEPBAIHT Ha IIpUJIaraHe He
TpsiOBa 1a HATXBBPJIS MPUIATaHe Ba IIHTH THEBHO TIOPAIN HE3PSUIOCT HA OBOpEeYHUS BT HA
CIIMMUHHUPAHEC. Toi kaTo IIpY MalMUCHTUTE B CTaAPUYCCKa Bb3PacCT ChIIECTBYBA MO-roJisiMa BEPOATHOCT
Jla Mat HamaseHa ObOpedHa GpyHKIus, € He0OX0AUMMO BHUMAaHHUE MPpU U300pa Ha 1032 U MOXKeE 1a €
MIOJIE3HO J1a ce IpociesBa ObOpednaTa QyHKIHA.

Tlon
Cren nepopajiHo IPUIOKECHUE Ha aMOKCHUIIMIINH/KJIaBYIaHOBA KUCEIIMHA TPH 3IPaBU MBXKE U KCHU
IIOJIBT HEC € OKa3aJl 3HAYNMO BJIIUSHUC B’pry q)apMaKOKI/IHeTI/IKaTa HHUTO Ha aMOKCUIIWJIMH, HUTO Ha

KJIaByJIaHOBAaTa KMCEJIMHA.

B’B6DC‘{HO YBPCXKAAHC

OOmuAT cepyMeH KIMPHHC HA aMOKCHUITWIMH/KIIaBYJIAHOBA KUCEIMHA HAMAaJIsIBa MPOTOPIIMOHAITHO C
HaMallsiBaHeTo Ha ObOpedHaTa pyHkuus. [loHMkaBaHETO Ha JIEKAPCTBEHUS KIMPHHC € TI0-U3Pa3eHO 32
aMOKCHULIMJINH, OTKOJIKOTO 32 KJIaByJaHOBaTa KUCEINHA, Thil KATO MO-TOJIIMA YacT OT aMOKCHUIIMIIMH Ce
eKckpeTHpa npe3 0b0penute. [lopaau Ta3u npuyrHA J03UpPaAHETO MPU OBLOPEUHO YBpEKIaHE TPsiOBa
Jla IpeIOTBPATH IPEKOMEPHO HATPYIIBAHE Ha aMOKCULIMINH, KATO €HOBPEMEHHO C€ MOIAbPKAT
MOAXO/SIIY HUBA Ha KJIaBYJIaHOBATa KUCEIUHA (BXK. Touka 4.2).

YepHOoAPOOHO YBPEXKIaHE

Jo3upaHeTo npu NanMeHTH ¢ Y4epHOAPOOHO YBpekAaHe TpsiOBa Jla ce U3BHPILIBA C BHUMAaHUE U
yepHOApoOHaTa QYHKIMS Aa Ce MpocieIsiBa PelOBHO.

14



5.3 IlpeakJuHUYHHU JAHHU 32 0€30MACHOCT

HexnuHauyHuTE TaHHU HE IIOKa3BaT ocobeH PHUCK 3a XOpaTa Bb3 OCHOBA Ha IMPpOYyYBaHUA 3a
(l)apMaKOHOI‘I/I‘{Ha 6630HaCHOCT, TCHOTOKCHUYHOCT U PCIPOAYKTUBHA TOKCUYHOCT.

HpOy‘lBaHI/I}l 3a TOKCUYHOCT IIPpYU MHOTOKPATHO MpuUjlaraHe, mpoBE€ACHU ITPpU Ky4de€Ta, C
aMOKCI/IL[I/IJ'II/IH/KJ'IaBYJ'IaHOBa KHCCJIMHA IMMOKa3BaT CTOMAIIIHO APAa3HCHE U NOBPBIIAHEC, KAKTO U IIPOMSAHA
B IIB€TA HA C3HKa.

He ca MOPOBCKAAHU NTPOYUBAHUS 3a KAPLUUHOTCHHOCT C aMOKCI/ILII/IJ'II/IH/KJ'IaBy.TIaHOBa KHUCCIINHA UJIK C
HAKOS OT HCTOBUTC CBbCTABKH.

6. DAPMAINEBTUYHU JAHHU
6.1 Choucbk HAa IOMOHNIHHUTE BelIeCTBA

Acmapram (E951)

KcanTanosa ryma

Cununues QUOKCHL

CununueB OUOKCHI KOJIOWIEeH, Oe3BOIeH

CyKITMHOBA KUCEIIMHA

Xunpomenosa

Cyxa nopTokaioBa eceHIus | (Chappka MalITOACKCTPHH)
Cyxa mopTokaioBa eceHIus 2 (ChbabpkKa MaITOACKCTPHH)
Cyxa MaJIMHOBa eCeHITUS (ChIbpkKa MaITOIECKCTPHH )

Cyxa 37aTHa €CeHIINA 3a CHPOTI (ChABPKA MAITOACKCTPHH)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpoxk Ha roaHocT

[Ipax 3a nepopanHa cycneH3us: 2 TOAUHU

[IpuroTBena nepopaiHa CycneH3us: 7 JHUA

[IpurorBenara cycneH3us TpsioBa fa ce cbxpanssa mpu 2°C - 8°C (6e3 na ce 3aMpassBa) B paMKHTE Ha
7 nHH.

6.4 CroenuajHu ycJI0BHS HA CbXpaHeHHe

[IpaxbT 3a mepopanHa cycreHs3us TpsiOBa Jja ce ChbXpaHsiBa B OpUTHMHAIHATA ONakoBKa. J{a He ce
cbpxpanaBa Hag 25°C. 3a ycioBusATa Ha ChXpaHEHHUE Clie/ IPUTOTBSIHE Ha MepopaiHaTa CyCleH3Hs,
BIKTE TOYKa 6.3.

6.5 Buau chabp:kaHue HA ONIAKOBKATA

ByTunka oT mpo3payHo CTBHKIIO, ChIbpiKalla npax 3a npurotssiHe Ha 100 ml mepopanna cycrneH3usl.
OnakoBKaTa MOXKE Jja C€ I0CTaBs C IUIACTMAacoBa MEPUTENIHA JIHKUYKA MU IJIaCTMAacoBa MEpUTETHA
Yallka, Wiu CIPUHIIOBKA 32 JJO3UpaHe.

6.6 CrnenuajaHu Npeana3’HN MePKH NPH U3XBBPJIsSHe 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, BBpPXY OTBOpA Ha 6YTI/IJ'IKaTa.
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ITpenu ynorpeba mpoBepeTe Aanu 3arevyaTBaHETO HA KalaykaTa WM Ha OyTHIIKATa He € HapyIIeHO.
[IpbcTeHOBUIHOTO 3ameyaTBaHe Ha KaraykaTta ce YyId Py OTBapsiHE Ha Kalaykara.

AKO € HaJIMYHO 3arieyaTBaHe BLPXY OTBOpa Ha OyTHIKaTa, TO TPsIOBa Ja c€ OTCTPaHU MPH MPUTOTBSIHE
Ha CYCIICH3USATA.

Pasknarere OyTuiikaTa, JOKaToO MpaxbT BHTPE 3all0YHE Aa ce ABIKH cBoOoHO. [Ipnbasere
HeoOxouMust 00eM BoJa (KaKTo € MMOCOYEHO T0-1101Ty ). 3aTBopeTe OyTHIKATa, OObPHETE 5 U 5
paskiarere qoope.

KonnuecTBO Ha aKTUBHOTO O06eM BoOJ1a, KOWTO J1a ce Kpaen 06eM Ha purorseHara
BEILECTBO B JI030Ba nprubaBy IpH MPUTOTBIHE Ha nepopanna cycuensus (ml)
CIMHULIA cycrensusra (ml)
250 mg/62,5 mg/5 ml 90 100

Honvanumenen mekcm 3a nasapu, KOUmMo umam JuHUs Ha emuKema Ha OymuiKama:

Jpyr HauMH Ha OIPUTOTBSIHE € Ja pa3KiaTuTe OyTUIIKaTa, JOKaTO NpaxbT BHTPE 3al0UHe J1a Ce IBHKU

cBoOoaHO. Cries1 KOeTO HaIbJIHETE OYTHIIKATa C BOJa MaJIKO MO IMHUATA, 0003HAUEHA HA €TUKETa Ha

OyTunkata. 3aTBOpeTe OyTuiKaTa, oObpHETE s U s paskinatere noope. Ciiex ToBa AOMBIHETE C BOAA

TOYHO JI0 JMHUsATA. 3aTBOpeTe OyTuikara, oObpHETE 51 U OTHOBO s pa3KiaTeTe 1o0pe.

Pasknarere OyTuiikata qoOpe mpeay MpreM Ha BesiKa J103a.

Hewusnomn3BaHusT gekapcTBEH NPOAYKT MM OTTIAABYHUTE MaTePHaId OT HETO TPsOBa Aa ce N3XBHPIAT

B CbOTBETCTBHE C MECTHUTE U3UCKBaHMS.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

I'makcoCmurKnaita EOOJ]

oyn. Hapurpaacko moce Ne 115 T

Coous 1784

bovarapus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Ne 20000318

9. JATA HA ITBPBO PASPEINABAHE/IIOAHOBABAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

[lara Ha mepBoO paspemtaBane: 1993 r.

[ara na nocnenno nogHosiBane: 20 anpui 2015 1.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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