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KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



1. NME HA JIEKAPCTBEHMUS TIPOAYKT

Ayrmentus 875 mg/125 mg dunMupanu tabaeTku
Augmentin 875 mg/125 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika ¢punmmupana TabneTka chabpiKa aMOKCUINIIMH Tpuxuapat (amoxicillin trihydrate),
eKBUBaJICHTEH Ha 875 mg amokcuminnH (amoxicillin) 1 kanueB kiaaBymnaHat (potassium clavulanate),
EKBHMBaJICHTEH Ha 125 mg kiaBynaHoBa kucenuna (clavulanic acid).

3a IBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCUICCTBA BUIKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana TabiaeTka.

benu o mourn 6enu TabneTky, ¢ hopMa Ha Karicyna ¢ BIIp0HaTO penedro o3naueHne "AC" Ha nBeTe
CTpaHHU U JeNUTEIHA YepTa OT eHaTa CTpaHa.

JenutennaTa yepTa e camMo 3a yJIECHSIBaHE Ha CUYNBAHETO C 1]l I0-JIECHO NOTTbILIaHe, a He 3a 1
paszensHe Ha paBHH JO3H.

4. KJIMHUYHU JAHHHAU
4.1 TepaneBTUYHH MOKA3AHUS

AyIrMEHTHH € MOKa3aH 3a JICYEHHNE Ha CIIEHUTE MHPEKIMU TPU BB3PAcTHHU U aena (Bxk. Touku 4.2, 4.4
us.1):

OCTBp OakTepHalieH CHHYHT (aIC€KBATHO TUATrHOCTUIIAPAH )

OCTBP OTHT Ha CPEIHOTO YXO

OCTpH eK3arepOary Ha XpOHUYCH OPOHXUT (aICKBATHO TUATHOCTHIIMPAH)

MTHEBMOHUS, TPUIO0OUTA B 0OIIIECTBOTO

UCTUT

nuenoHeppuT

WHQEKIUU Ha KOXKaTa U MEKUTE ThKaHH, TIO-CIICIIHATHO IISITYJIUT, yXallBaHUsS OT )KUBOTHH,
TEXBK a0CIec Ha 3b0UTE C Pa3POCTPAHSIBAIILL CE ICITYJIUT

o WH(EKIINN Ha KOCTUTE U CTAaBHUTE, MMO-CIEIUAITHO OCTCOMHUECITHT.

Tps6Ba na ce 00bpHE BHUMaHUE HA OQUIMATHUTE YKa3aHUs 3a IPaBUIHA yIIoTpeba Ha
aHTHOAKTEPHUATHUTE CPECTBA.

4.2 Jlo3upoOBKa U HAYMH HA NPWIOKEHUE

,Qosnposxa

Jlo3upoBKHuTE ca pefCTaBeHN ChOOpa3HO ChABPIKAHUETO HAa aMOKCHUITMIINH/KIaByJIaHOBA KHUCEIINHA, C
M3KITIOYSHHE Ha CITyJanTe, KOTaTo JO3WTE ca Ja/IeHH 110 OTHOIISHNE Ha OTAeTHATa ChCTaBKa.

3a m300pa Ha mo3aTa Ha AYTMEHTHH 3a JICUeHHE Ha OTIeTHAaTa HHAEKITHS TpsOBa J1a ce UMAT MPEIBHI:
o OYaKBAaHUTE MMATOTCHU M BEPOATHATA UM UYBCTBUTEIHOCT KbM aHTUOAKTEPUAITHU CPEICTBA

(BX. TOuKa 4.4)
o TEXECTTa U MACTOTO Ha MH(EKIUITA



L4 BB3pPaCTTa, TCJICCHOTO TCTJIO U 6L6peqHaTa (1)YHKLII/I${ Ha ManueHTa, KakToO € IMOCOYCHO I10-10JTYy.

Ynorpebarta Ha anTepHATUBHU (OPMH Ha AYTMEHTHH (HAIP. TAKKWBa, OCUTYPSIBAILU TI0-BUCOKH JIO3H
Ha aMOKCHUIIMIIMH H/WIK Pa3JIUYHU ChOTHOIICHUS HAa aMOKCHUIIMIIMH KbM KJIaBYJIaHOBA KMCEIMHA)
TpsiOBa Aa ce MMa mpeaBuz criopea HeoOxoaumocTTa (Bxk. Touku 4.4 u 5.1).

[pu BB3pacTau u Aena > 40 kg tazu popMa Ha AYrMEHTHH OCUTYpsiBa 001I[a THEBHA J103a OT

1 750 mg amokcummnH/250 mg KIaByJIaHOBA KHCEIHHA IIPH JO3UPaHE [Ba IHTH THEBHO U 2 625 mg
aMOKCHIIWINH/375 mg Ki1aByIaHOBa KHUCEIWHA IIPH TO3UpaHe TPH ITTH THEBHO, KOTATO Ce TpuiIara,
KaKTo € mpenopbuaHo no-nomy. [Ipu neua < 40 kg tasu ¢popma Ha AYrMEHTHH OCUTYpsIBa
MakcuMasiHa jJHeBHa j03a ot 1 000-2 800 mg amokcuiunut/143-400 mg ki1aBynaHOBa KHCEIUHA,
KOTaTo ce Ipuiara, KakTo ce MpernopbyBa IMo-10JTy. AKO ce cUeTe, 4e € He00X0IuMa IMo-BHCOKa
JTHEBHA J103a Ha aMOKCHIIWJIMH, Ce Mpernoph4Ba n300p Ha npyra ¢popma Ha AyrMEeHTHH, 3a Ja ce
n30erHe NpuiIaraHe Ha HeHY»KHO BUCOKH JTHEBHHU JI03M HA KJIaBYJIaHOBA KUCENTUHA (BXK. TOUKH 4.4 U
5.1).

[IpoabmKUTETHOCTTA Ha ISYSHUETO TPSOBA /1a Ce OMpeeNu OT MOBIMIBAaHETO HA maruenTa. Hakxoun
WHQEKIUY (HAIpP. OCTEOMUEIINT) U3UCKBAT MO-TOJIIMa TPOIBDKUTEIHOCT Ha JICYEHUETO. JleueHueTo
He TpssOBa J1a MpoabkaBa oBeue oT 14 nHu 63 moBTOpEH nperien (Bx. Touka 4.4 OTHOCHO
MPOABIKUATEITHA TEPATIHS).

Bu3pactau u nena > 40 ke

IIpenopbUnTENHN 103U:

. CcTaHAapTHA 703a (32 BCUYKH IMoKa3aHusi): 875 mg/125 mg nBa mbTH AHEBHO;

) M0-BHCOKA /1032 (0COOCHO 32 MH(EKIMH KaTO OTUT HA CPEAHOTO yXO0, CHHYHT, HH(PEKINH Ha
JTOTHUTE JUXATEIHU ITbTUIA U HH()EKIINH Ha MUKOYHHUTE ThTUINA): 875 mg/125 mg Tpu mbTH
JIHEBHO.

Jlema <40 kg

Jlemiata Moxe J1a ce JeKyBaT ¢ AYrMEHTHH Ta0JIeTKU, CYCIICH3UH HITH MeJUATPUYHH CallleTa.

IIpenoppunrennu no3u:

° 25 mg/3,6 mg/kg/nen no 45 mg/6,4 mg/kg/nen, pa3neneHy Ha IBe OTACITHU JI03U;

o 1o 70 mg/10 mg/kg/neH, pa3neneHy Ha IBE OTACIHH T03U MOXKE Jla c& OOMUCIIAT 3a
MPUJIOKEHHE MTPH HAKOU MH(EKIMK (HanmpuMep Ipy OTUT Ha CPEIHOTO YXO, CHHYHUT U

WH(EKINU Ha JOTHUTE AUXATEITHH ITHTHINA).

Toit KaTo TaONETKUTE HE MOTAT J]a CEe Pa3leisT, IelaTa ¢ TeJIECHO TErJIO MO-MajIKo OT 25 Kg He TpsaOBa
Jia ce JIeKyBaT ¢ AYrMEHTHH TaOJIeTKH.

Tabnuuara mo-noy npeacTass MmoidydeHaTa 1o03a (mg/kg/TenecHo Terno) npu aena c terio 25 kg no
40 kg cnen npuem Ha enHa Tabaerka ot 875 mg/125 mg.



IIpenopbumnTenHa
TenecHo Terno [kg] 40 35 30 25 epsoKpatHa 103a [mg/kg
TEJIECHO TerJIo | (BK.
o-rope)
AmokcumiH [mg/kg TenecHo 12.5-225
TErI0] 3a €THOKpAaTHA 1032 21,9 | 25,0 | 29,2 | 35,0 ’ 35) ’

(1 dummupana TabieTKa) (o
KiaBynanosa kucenmmuna [mg/kg 18-32
TEJICCHO TETJIO | 3a eIHOKpaTHA 3,1 3,6 4.2 5,0 ’ ’
no3a (1 dummupana TabieTka) (70 5)

Memna c TenmecHo Terio nox 25 kg 3a nmpeamounTaHe TpsAOBa Aa ce JEKyBaT ¢ AYTMEHTHH CYCITCH3HS
WM TIeIMaTPUYHU callera.

He ca HanwyHu KJIMHUYHU TaHHU 3a MpUIIoxeHue Ha 7:1 hopmuTe Ha AYrMEHTHH B JI03H, TI0-BHCOKU
oT 45 mg/6,4 mg/kg/mHeBHO TIpH neria 1o T 2 TOAWHH.

Hsima xnmiHWYHT JaHHY 3a puiiokeHue Ha 7:1 dopMuTe Ha AYyTMEHTHH TIPH JIella Ha BB3PacT IO
2 mecena. [Ipemoprku 3a o3upane Mpu Ta3u BH3pacToOBa rpymna He MoraT J1a ObaaT HalmpaBeHH.

IlarmmeHTH B cTapyecka Bb3pacT

He ce namara KOpUT'MpaHE Ha 103aTa.

BbrOpeuno yBpexaane

He ce nanara kopurupane Ha 103aTa npy naueHTy ¢ kpeatnauHoB kiaupbHC (CrCl) Hag 30 ml/min.
IIpu marueHTH ¢ KpeaTHHUHOB KIUpBHC moa 30 ml/min, He ce mpenopbUBa MPHIOKEHUE Ha (popMuTe
Ha AYTMEHTHH ChC ChOTHOILLIEHUE HA AMOKCHUIIWINH KbM KJIaBYJaHOBATa KUCeNIrHA 7:1, Thil KaTO HAMA

HAJIMYHU MPETIOPHKA 32 KOPUTHpPAHE Ha J103aTa.

YepHoapoOHO YBpeXIaHe

Tpsi6Ba 11a ce 103Upa BHUMATEIHO U PEIOBHO JIa Ce TPOCIEIBa YePHOAPOOHaTa GYHKIKS (BXK. TOUKH
43u4.4).

HauwnH Ha npunoxeHue

AyI‘MCHTI/IH € 3a NICpOopaIHO NPUITOKCHUC.

AyrMeHTHH TpsiOBa Jja ce IpreMa 1o BpeMe Ha XpaHeHe, 3a CBeX/IaHe 10 MUHUMYM Ha Bh3MOKHATa
CTOMAIITHO-YPEBHA HEMTOHOCHMOCT.

JleyeHneTo MOXKe Jia 3ar04He mapeHTepaiHo B chorBeTcTBUe ¢ KXII Ha mHTpaBeHo3HUTE (1.v.) popMu
U J1a ce MPOIBIDKU C IepopaiHa opma.

4.3 IIpoTruBomoKa3aHusi

CBpPBX4YYBCTBUTEIIHOCT KbM aKTUBHHUTE BEIIECTBA, KbM KOWTO U Ja € OT NCHULIMIMHUTE WU KbM
HSIKOE OT MIOMOIITHUTE BEIIECTBA, M30POCHU B TOUka 6.1.

AHamHe3a 3a TexKa He3abaBHa peaklivs Ha CBPhXUYBCTBUTEIHOCT (Harp. aHauIakcus) KbM ApYyT
Oera-JlakTaMeH MPOIYKT (Hamp. 1e(aloCIOpyH, KapOareHeM WX MOHOOAKTaM).



AHaMHe3a 3a XKBJITEHUIId/YEPHOAPOOHO YBPEKIAAHE, IBJDKAIIN CE HA aMOKCHUIWIIMH/KIIaByJIaHOBA
KHCcenuHa (BXK. TOUKa 4.8).

4.4 CrhenuajHu npexynpexIeHUs W Mpeana3Hu MepKHU NpH ynorpeda

[Ipenu 3amouyBaHe Ha JeYCHUE ¢ aMOKCHLIMIMH/KIaByIaHOBA KUCEIMHA, TALIMEHTHT TPsiOBa 1a ce
pas3nuTa BHUMATEIHO 110 OTHOLICHUE HA IPEAUIIHU PEaKIMU Ha CBPBXIYBCTBHTEIHOCT KbM
NEHULWINHH, 11e()aTOCTIOpUHH WIN APYTH OeTa-TaKTaMHH NPOAYKTH (BX. TOUku 4.3 u 4.8).

CepI/IOSHI/I U IOHAKOI'a q)aTaJ'IHI/I pCaKkionu Ha CBPbXYYBCTBUTCIHOCT (BKJ'IIO'II/ITCJ'IHO aHa(l)I/IJ'IaKTOI/I,Z[HI/I
1 TCXXKH KOXHH HECKCIIaHU peaKI_II/II/I) ca C’LO6H_IaBaHI/I IIpU MauCeHTH, JICKYBAHU C ICHUIIUJINH. Ilo-
BCPOATHO € TC3U PCAKLINU A CC MOABAT IIPU JIMLA C aHAMHE3a 34 CBPBbXYYBCTBUTCIIHOCT KbM
TNEHUIIWINH WX NIPU aTOIINYHH JIHULA. HpI/I IosABa Ha aJICPpruvHa peaknus JICYCHUCTO C
aMOKCI/ILII/IJ'II/IH/KJ'IaBy.TIaHOBa KHUCCIINHA TpH6Ba Ja CC NMPCYCTAHOBU U a CC HA3HAYX NMOAXOAAIIa
AJITCPHATUBHA TCpAIIHL.

B ciy4aii ge ce mokaxe, ue MHPEKIHITa c€ IbJDKU Ha AMOKCHUIMIINH-TYBCTBUTEITHU
MHKPOOPTaHU3MU, TPIOBa 11a ce 0OCHAN IMTPEeMUHABAHE OT aMOKCHITINH/KIaByJIaHOBA KHCETHHA Ha
aMOKCHIIMJIMH B ChOTBETCTBHE C OPHUIIMATHUTE YKa3aHHUS.

Ynorpebara Ha Ta3u popmMa Ha AYTMEHTHH HE € MOIXOIa, KOraTo ¢ HaJMIle BUCOK PUCK
MPEIoJaracMUTe MAaTOICHHU Jia Ca C PE3UCTEHTHOCT KbM OeTa-JTaKTaMHH MPOAYKTH, KOSITO HE €
MeJMUpaHa OT OeTa-TaKTaMa3|, YyBCTBUTEIHN Ha MHXUOMpAHE OT KJIaByJIaHOBa KUCeauHa. Ta3u
(dopma He TpsiOBa J1a ce M3II0JI3BA 32 JIeueHHe Ha EHUIWINH-PE3UCTEHTHY S. pneumoniae.

[pu nauuenTy ¢ yBpeneHa 0b0pevyHa (GyHKIUS WM IPU TaKWBa, IPUEMAIIU BUCOKH JI031, MOXKE JIa ce
MOSIBSIT I'bpUOBE (BXK. TOUKa 4.8).

JleueHHETO ¢ aMOKCHIIMIIMH/KIIaByJJaHOBA KHCEITMHA TPIOBa a ce u30srea Mpu ChbMHEHHUE 32
UH(DEKIMO3Ha MOHOHYKJIC03a, Thi KATO P TOBA 3a00JIsIBaHE CJIE]] MPUIIOKEHUE HA AMOKCHIIHIIHH €
HaOJII0/[aBaHa nosiBaTa Ha MOpOUIH(OpPMEH 0OPHUB.

EnnoBpeMenHa ymotpeba Ha ajoIryprHOI 10 BpeMe Ha JiedeHHe ¢ aMOKCHIIMIINH MOXKEe Ja YBEINIH
BEPOSATHOCTTA 32 aJIepTHIHU PEaKkIluy OT CTpaHa Ha KOXKaTa.

[IpogpmxuTrennara ymorpeda MOHAKOTa MOXKE Jia TOBEJE /10 CBPHhXPACTEX Ha HEUyBCTBUTEITHH
MUKPOOPTaHU3MH.

[TosiBaTa Ha CHITHO 3a4epBEH T€HEPATN3UpPaH epUTEM, CHIIPOBOJIEH OT ITyCTYJIa, B HAYaJIOTO Ha
JIEYCHUETO, MOXKE J1a € CHMIITOM Ha OCTpa TeHepaliu3upaHa ek3anTeMHa myctyios3a (AGEP) (Bxk.
touka 4.8). Ta3u peaknus Hajgara CriupaHe Ha JCUCHUETO ¢ AYTMEHTHH H € TPOTUBOITOKA3aHKE 32
ToCTIeIBall] MPHUeM Ha aMOKCHIIMIIHH.

AMOKCHITMITUH/KIIaBYIAHOBA KHUCEITMHA TPSOBA Ja ce Mpuilara BHUMATEIIHO TP TAIUSHTH C JTaHHH 32
4epHOAPOOHO yBpexkaane (Bx. Touku 4.2, 4.3 u 4.8).

Cp0uTHA OT CTpaHa Ha YepHHS Ipod ca ChOOIIaBaHM MPEANMHO ITPH MBXKE U TIPH MTallHCHTH B
CTapuecka Bb3pacT, U MOXKeE Jia ca CBbP3aHH € MPOIBDKUTEIHO JieueHue. Te3u chOuTHs ca
ChOOIAaBAHU MHOTO PSJKO MpH jera. [Ipu Bcuuku nomynanuu, mpu3HauTe 1 CHMITOMUTE
OOMKHOBEHO ce HaOII0/IaBaT Mo BpeMe Ha HIIM MAJIKO cJe]| JIeYeHHe, HO B HIKOH CITydan MOXKe Ja He
Ce U3SBAT JIO HAKOJIKO CEJIMUIIM CJIC/ IPEyCTaHOBSBAHE Ha JICUCHUETO. Te3u chOnTHsI 0OMKHOBEHO ca
obpatiumu. UepHOAPOOHHUTE CHOUTHS MOXKE Jla Ca TeKKH U B U3KITIOUUTEITHO PEAKH CITyYaH ca
JIOKJIaJIBAHH CMBPTHU cliyda. Te3u ChbOUTHSI TOYTH BUHATH ca HAOII0AaBaHU IPU MAIIUEHTH ChC
CEpHO3HO IMOJIeXkAaI0 3a00JIsIBaHE WK MPHEMAIH ¢THOBPEMEHHO JICKApCTBa, 32 KOUTO € U3BECTHO,
4ge UMaT MOTEHITHAN 3a YepHOIPOOHHN edekTH (BXK. Touka 4.8).



KomuT, cBBp3aH ¢ MPUIOKEHUETO HA aHTHOUOTHUIIH, € CHOOIIaBaH MIPH MOYTH BCUUKH
aHTUOAKTEPHATHU TIPOIYKTH, BKIIOYUTEIIHO P aMOKCUIIMINH H MOXE J1a Bapupa MO TEKECT OT JIEK
JI0 XKHUBOTO3acTparasaii (Bx. Touka 4.8). I1o Ta3u npuyrHa, Ipy NaMEeHTH ¢ JUapus 110 BpeMe Ha
WM cIie] ISUCHHE ¢ 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, Jla CE€ HAIIPaBH KOHCYJITAIUS C JIEKap U Ja ce 3alovHe

MOAX OISO JIedeHue. B To3u ciaydail ca mpOTUBONOKAa3aHU aHTHUIICPUCTAITHYHU JICKAPCTBECHU
MPOTYKTH.

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

Cpo01aBanu ca peiku Clydan Ha yabDKaBaHe HAa MPOTPOMOMHOBOTO BpeMe IPH MAIMECHTH, JICKyBaHU
C aMOKCHIIWJIMH/KJIaByJIaHOBa KucenrHa. [Ipu eTHOBpEeMEHHO MPIIIOKEHUE C aHTUKOATYJIaHTH Ce
HaJiara rmoJAxo/sIIo0 npocieasBane. Moxe a € He00X0AUMMO KOpUTHpaHe Ha J103aTa Ha TIepOpaTHUTE
AHTUKOATYJaHTH 32 TOIbpXKAaHE Ha JKEJaHOTO HUBO HA aHTUKOAryJaius (Bx. Touku 4.5 u 4.8).

[Ipu manmenTn ¢ 6pOpEUHO YBpeKaaHe q03aTa TPAOBa 1a ce KOPUTHpa B 3aBUCUMOCT OT CTETIeHTa Ha
yBpeKAaHeTo (BX. Touka 4.2).

[Ipu nauyeHTH ¢ HAMaJIeHO OT/IENITHE HA YPUHA MHOTO PSJIKO € HaOfo1aBaHa KPUCTAIYPHs, TIaBHO
NPy IapeHTepaiHo jedeHue. [lo BpeMe Ha mpuilaraHeTo Ha BUCOKH JIO3H aMOKCHUIIMIIMH CE
npenopbyBa MoJIbPXKAaHE Ha JIOCTATHUYCH PUEM Ha TEYHOCTH U OTACIISIHE Ha YpUHA, C el 1a ce
HaMaJsiBaHE Ha Bb3MOXKHOCTTA 32 aMOKCHIIMJIMHOBA KprcTanypus. [Ipu maiuenTy ¢ KaTeTbp B
NUKOYHUSI MEXYP TpsiOBa Jla ce MPOBEXK/Ia PEIOBEH BU3YyaleH KOHTPOI (BX. ToUKa 4.9).

ITo Bpeme Ha JedeHNe ¢ aMOKCHIIMIIMH TPAOBa /1a Ce M3MOI3BAT €H3UMHH TIIOKO300KCHIa3HU METOIN
MIpH U3CcJIe/IBaHe 3a HaJM4YMe Ha TIIF0K03a B ypUHATA, Thii KaTO C HECH3MMHH METOIM MOXKE Ja ce
MoJTydaT (aJInBO TOJIOKHUTETHH PE3YITATH.

HannineTo Ha Ki1aByJIaHOBA KUCETIHHA B AYyTMEHTHH MOJKE Jla MPHYMHN Heceln(hUIHO CBhpP3BaHE
Ha [gG u anbymuHa ¢ MeMOpaHUTE Ha YePBEHUTE KPBHBHU KIIETKH, BOJIEIIO 10 (DaIIiBO
moJIokuTeNeH TecT Ha KymoOc.

Nma choOieHns 3a MOJI0KUTEIHN pe3yITaTh OT TecTa, Mpu u3noi3Bane Ha Platelia Aspergillus EIA
TecT Ha Bio-Rad Laboratories mpu manueHTH, IpueManiyd aMOKCHITHINH/KIaByJIaHOBA KACEIHA, 3a
KOWTO CJIe]] TOBA € YCTaHOBEHO, e HaMat uHpekus ¢ Aspergillus. Cro0ImaBanu ca KpbCTOCAHU
peaxuuu ¢ He-Aspergillus monuzaxapunu n nonugypanosu c Platelia Aspergillus EIA tect Ha Bio-
Rad Laboratories. CnietoBaTeHO TIOJOKUTEITHA PE3YJITATH OT TECTa MPY MALUEHTH, TPUEMAIIH
aAMOKCHITVJIMH/KJIaByJIaHOBA KHCEIMHA, TPSOBA 1a ObJaT THIKYBAaHH BHUMATEITHO M /1A CE TIOTBBPAAT
4pe3 PYTH AUATHOCTUYHU METOJIH.

4.5 BsamMmopeiicTBHe ¢ IPYTH JeKapCTBeHU MPOAYKTH U APYrH ¢popMu HA B3auMo/ielicTBIe

IlepopaliHy aHTUKOATYJIAHTH

[lepopamHuTe aHTUKOATYJIAHTH ¥ TEHULIWIMHOBUTE aHTHONOTHIIN Ca U3TOI3BaHH IIMPOKO B
IpakTUKaTa 6e3 ChbOOLICHNUS 3a B3aUMOecTBIE. BbIpeku ToBa, B IUTEpaTypaTa UMa OIUCAaHU
ClIydad Ha MOBHILIEHO MEXIYHAapOAHO HOpMaiau3upano choTHomeHue (INR) npu nanuenTu Ha
NOJIBPKALIO JISYEHHE C alleHOKyMapoJ Wir BaphapuH U Ha3HAYCHO JICUYEHHE C aMOKCUIIMIHH. [Ipu
HEOOXOJUMOCT OT €IHOBPEMEHHO NPUIIOKEHUE, TPA0Ba BHUMATEIJIHO Ja CE IIPOCIIeAsBaT
IPOTPOMOMHOBOTO BpEME WIIH MEKAYHAPOIHOTO HOPMAIM3UPAHO CHOTHOLICHHE TP JOOABSIHE HIIH
cnupaHe Ha aMOKCHUIIMINH. OCBEH TOBa, MOXKE J1a € HE00XO0IUMO KOPUTHpaHe Ha J03aTa Ha
MEPOpPATHUTE AHTUKOATYJIAHTH (BXK. TOUKH 4.4 1 4.8).



MeroTpekcat

ITernnuIuHUTE MOXKE 1a HAMAJIST €KCKPEIUATa Ha METOTPEKCAT, KOETO Jia IOBEIE 10 BH3MOKHO
[MOBUIIIABAHE HA TOKCUYHOCTTA.

[IpoGenenu

EnnoBpeMenHa ynorpeba Ha mpoOeHeu He ce pernopbuBa. [Ipodenernn HamansaBa 00pedHaTa
TyOyHa CeKpelysl Ha aMOKCUITMITUH. EMHOBpeMeHHa ynoTpeba Ha MpoOCSHEIHT MOXKE J1a IOBEIE /10
yAbDKaBaHE Ha HAIMYMETO U MOBUINIABAHE HA HUBATAa HA aMOKCHUIWIIMH B KPBBTa, HO HE U Ha
KJIaBYJIaHOBAaTa KHUCEINHA.

Muxkoderonat MmobheTua

IIpu marueHTH, MpUEMaIy MEKO(peHoIaT MO(ETHII, ce ChoOIIaBa 3a HaMaJIIBaHe Ha TPEII030BaTa
KOHLIEHTpalXs Ha akTUBHUSA MeTabonuT MukodeHonosa kuceanna (MPK) ¢ npubausurenno 50%,
ClIe/1 3all0YBaHe Ha JICYCHHUE ¢ TIEPOpajeH aMOKCHIMIIMH IUTIOC KiaByJIaHOBa KucenuHa. [IpoMsiHara B
MIPEI030BOTO HUBO MOXKE Ja HE MPEICTaBsl TOYHO MTPOMEHHTE B obmaTa excro3uius Ha MOK.
ITopanu ToBa, OOMKHOBEHO HE € HEOOXOAMMa MPOMSIHA B 103aTa Ha MUKO(EeHOIaT MODeTHII TpH
JUIICca Ha KIIMHWYHU JaHHU 32 HapylleHa QyHKIWS Ha mpucankara. Bernpeku ToBa, TpsiOBa 1a ce
W3BBPIIBA BHUMATEITHO KIMHHYHO MPOCIICSBAHE 10 BpEMe Ha JICUCHUETO ¢ KOMOMHAIUATA U MAJIKO
Clle/l 3aBbpIIBaHE Ha aHTUOMOTUYHATA TEPAIIHSI.

4.6 @epruauTeT, )PEMEHHOCT U KbpPMEHe

BpemenHocT

[Ipoy4Banus py KUBOTHHU HE TIOKA3BaT MPEKH MM HETIPEKH BPEIHH BB3JIEHCTBHS BHPXY
OpeMeHHOCTTa, eMOPHOHAIHOTO/(PEeTaTHOTO Pa3BUTHE, PAXKIAHETO WIIM MIOCTHATATHOTO pPa3BUTHE
(Bk. Touka 5.3). OrpaHH4eHH NaHHHU 32 yIoTpeOdara Ha aMOKCHIIIIMH /KJIaByJIaHOBA KHCEIHHA I10
BpeMe Ha OpPEMEHHOCT IPH XOpa He TIOKa3BaT IMOBHUIIIEH PUCK OT BpoaeHH Maidopmarmu. [1pn
MIpOyYBaHe MPH JKEHU C MpeITepMUHAIHA TIPeXIeBPEMEHHA pYNTypa Ha deTatHaTa MeMOpaHa ce
cboO1IaBa, e MPOPUIAKTUYHOTO JICYCHUE C aMOKCHILIMIIMH /KJIaByJlaHOBa KHCEINHA MOKe Ja ObJe
CBBP3aHO C MMOBUIICH PUCK OT HCKPOTU3HUPaLl CHTCPCKOJIUT P HOBOPOACHU. HpI/IHO)KeHI/IeTO Ha
aMOKCHIIMJINH /KJIaByJIaHOBA KHCETMHA 110 BpeMe Ha OpeMeHHOCTTa TpsiOBa 11a ce M305TBa, OCBEH ako
JIEKapAT He MPEIeHH, Y€ € HE0OXO0IUMO.

Kspmene

I[BCTG AKTHBHU BCHICCTBA C€ CKCKPETHUPAT B KbpMaTa (He Ca YCTAaHOBCHU e(l)eKTI/ITG Ha KJIaByJIaHOBATa
KHCCJIMHA BBPXY K’BpMaLICTO). B CJICACTBUEC HA TOBA, Ca Bb3MOXHU JUApUA U rL0u4Ha I/IH(I)GKI_II/UI Ha
JIMTaBUIIUTE IIPU KbPMAYC€TO, KOCTO MOXKE da HAJIOXKHU NNPCYCTAHOBABAHC HA KbPMCHETO.
Bw3MoxHOCTTA 332 MOBHUIIIABAaHE HA YYBCTBUTCIHOCTTA Tp?[6Ba Ja C€ B3CMC 1101 BHUMAHHC.
AMOKCI/II_II/IJ'II/IH/KJ'IaBy.TIaHOBa KHUCCIIMHA Tp${6Ba Aa CC MU3IMO0JI3Ba MO BPEME Ha KbpPMCHE CaMO CJIC
MMpCICHKA OT JICKYBalllus JICKAp Ha CbOTHOMICHUETO HOJ'I3a/pI/ICK.

4.7 EdexTn BbpXy criocoOHOCTTA 32 iodupaHe U padoTa ¢ MAIIUHU

He ca npoBexnanu npoyuBaHus 3a epekTuTe BbpXy COCOOHOCTTA 3a moQupaHe u paboTa ¢ MaluHHU.
Bbropekn ToBa MOXKE J1a Ce MOSBSIT HEXKETaHH peakiuu (HaIp. aJepruIHy peakiuy, 3aMaiBaHe,
T'BPUYOBE), KOUTO MOTAT JIa MOBJIHAAT CIIOCOOHOCTTA 3a ModupaHe U padoTa ¢ ManTuHA

(Bxk. Touka 4.8).



4.8. Hexenanmn JekapcTBeHH peaKIMH
Haii-gecto cho0maBannTe HEXENIAaHU JICKAPCTBEHU PEAKLUH ca AUapUsi, TaJIeHEe U NOBPBILAHE.

Hesxemanure JICKapCTBCHU PCAKIIH, ITOJYUCHH OT KIIMHUYHHA ITPOYYBAHUA U OT IOCTMAPKETUHIOBOTO
HaOJIfoIeHne ¢ AyTMEHTHH, ca H30pOeHH O-J0Ty M ca Kareropu3upanu cbriacHo MedDRA, o
CHCTEMO-OPTaHeH KJIAC.

W3non3eana e ciieiHaTa TEPMUHOJIOTHS 3a KIIaCU(pHUIIMpaHEe Ha YeCTOTAaTa Ha HEXKETaHUTE
JIEKapCTBEHU PEaKIINH.

Mp=uoro 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 Heu3BecTHa YecToTa (0T HAIMYHHUTE JJAHHU HE MOXKE J1a ObJIc HallpaBeHa OIICHKA)

Nudexnuu u unpecranuu

Kanmumosa Ha KOXarTa U JIMTaBHIIATE Uectn

CBpBXpacTex Ha HEUYBCTBUTCITHU C Heu3BeCTHA YeCcTOTa
MHUKPOOPTaHU3MHU

Hapyrenns Ha KpbBTa ¥ ATUMQHATA CHCTEMa

OO0paTnma JeBKOTEeHUs (BKIFOUUTEITHO Penxu

HEYTPOIIEHUS)

TpomOonmTonIeHNs Penxn

OO0paTtnma arpaHysIoIHuTO3a C HeW3BeCTHA YeCTOTa
XeMOJIMTHYHA aHEMUSI C Hem3BecTHa 4ecToTa
Y apmkaBaHe Ha BpEMETO Ha KbPBEHE U Ha C Heu3BeCTHA 4ecToTa
IPOTPOMOMHOBOTO BpeMe'

Hapymenus Ha uMyHHata cuctema'’

AHTHOHEBPOTHYEH OTOK C Hem3BeCTHa 4ecToTa
Anadunaxcus C Hen3BecTHa 4ecToTa
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 MHoro gyectu

lanene’ Yectu

IloBpbiane Yectn

Hapymieno xpanocmmunane Heuectn

Komnwut, cBBbp3aH ¢ NpuiIoskeHUEeTo Ha C Hem3BecTHA YecToTa
aHTHOHOTHI

UepeH ,,kocMmat” e3uk (black hairy tongue) C HeW3BeCTHA YECTOTa
XenmatoOomIrapHu HApYIICHI

[osumasane Ha AST n/um ALT® Heuectn

Xenatut® C Heu3BeCcTHa YeCTOTa
XonecTaTHyHa KbATeHHIA C Hen3BeCTHA YeCTOTa
HapymieHns Ha KO’KaTa ¥ MOJKOXKHATA THKAH |

Koxen 00puB | Hewectn




Copbex Heuectn

Yprukapus Heuectn

Eputema mynrudopme Penku

Cunnpom Ha CTuBBHC-/[’KOHCHH C HeW3BeCTHA YeCTOTa
TokcuyHa enuepMaTHa HEKpPoIn3a C Hem3BeCTHA 4ecToTa
BynoseH exchomaTUBeH epMaTUT C Hen3BeCTHA YeCTOTa
Ocrtpa reHepanu3upana eK3aHTEMHA C Heu3BeCTHA YeCTOTa
nycrynosa (AGEP)’

MenaunkamenTo3Ha peakius ¢ eosuHodmwst 1 | C Hen3BecTHa YecToTa
cuctemau cumntoMu (DRESS)

Hapymennst Ha O0penTe M MMKOYHUTE ITHTHILA

WuTepcTunmaned Hepput C HeusBecTHaA 4ECTOTA

Kpucranypus® C Hen3BecTHA YeCcTOoTa

! Bxk. Touka 4.4

2 Bik. Touka 4.4

3 TosiBaTa Ha rajieHe € II0-4eCTO MPH NepopaleH MPUEM Ha BUCOKH J03H. AKO CE TOSBST
Peakiuy OT CTpaHa Ha CTOMAIIHO-YPEBHUS TPAKT, T MOTAT Jia CE HAMAJIAT C MPUEM Ha
aMOKCHUITMJINH/KJIaByJIaHOBA KHCEITMHA 110 BpeMe Ha XpaHeHe.

* BKIIIOUMTENHO MCeBIOMEOPAHO3EH KOIUT M XeMOParudeH KOIuT (BK. Touka 4.4)

> Vmepeno nosuimasane Ha AST u/unu ALT e ycTaHOBEHO TIpH NAIMEHTH, JIEKYBAHH C
OeTa-JJaKTaMHU aHTUOMOTHIIM, HO 3HAYCHUETO HA TE3U MPOMEHHU HE € U3SCHEHO.

% TakuBa peakIiy ca yCTAHOBEHH U CJIe] IPHIIOKEHNE HA IPYTH MEeHUITMINHH H
nedanocnopunu (BX. Touka 4.4).

7 AKO ce TIOSIBY peakiius Ha ajeprudeH AepMaTUT, IedeHHeTo TpAbBa Ja ce IpeyCTaHOBH
(Bk. TouKa 4.4).

§ Bxk. Touxa 4.9

? Bik. Touka 4.4

19 Bx. Touxu 4.3 u 4.4

Cno01aBaHe Ha MOJ03HPAHM HEKEJAHH PeaKIuu

Cpo01aBaneTo Ha TOJO3UPAHN HEXKETAaHH PEaKIMK CJIe pa3peliaBade 3a yroTpeda Ha JIeKapCTBEHUS
MPOIYKT € BaKHO. ToBa IMO3BOJIABA Ja MPOIBIDKHM HAOIIOACHIETO Ha ChOTHOIICHUETO TI0JI3a/PUCK 32
JIEKapCTBEHUSA MPOIYKT. OT MEIUIIMHCKUTE CITEIINATNCTH CE€ N3MCKBA Ja ChOOIIaBaT BCSIKa
MoI03MpaHa HeXKellaHa PeaKITus Ype3 HallMOHAIHA CHCTEMA 3a ChOOIIaBaHe:

W3nbnHUTENHA areHnus 1o JeKapcTBara
yi. ,,Jlamsn I'pyes” Ne 8

1303 Cocdus

Tei.: +359 2 890 34 17

yebcaiit: www.bda.bg

4.9 Ilpeno3upane

CUMIITOMH M MIPU3HAIIY HA IPEI03UPAHE

Moske a ce HaOJIIoIaBaT CTOMAITHO-YPEBHU CHMIITOMH U HapyIIaBaHE HA BOIHO-CICKTPOIUTHHS
Oanmanc. HaOmojaBaHa € aMOKCHITMIIMHOBA KPUCTATypHs, B HIKOU CIIy4ad BOJEIIA 10 ObOpeyHa
HEJOCTaTHYHOCT (BXK. TOUKa 4.4).

Moxe na ce HabIIOAaBaT I'BPUOBE NPU MALMEHTH ¢ HapylieHa ObOpeyHa QyHKIUS W [IPH TE3H,
MpUeMaIly BUCOKH JIO3H.

Vma cpoOmeHns, 4e aMOKCUIIMIIMH Ce yTasiBa B KaTeThpa Ha MMKOYHUS MEXyp, OCHOBHO CJIe]
MHTPaBEHO3HO MpHJIaraHe Ha BUCOKH JA03U. Tpsa0Ba Ja ce MpoBeXJa peIOoBEeH BHU3yaleH KOHTPOI
(Bk. TOuKa 4.4).



JleueHne Ha HHTOKCUKAIIUS

CHUMIITOMHTE OT CTpaHa Ha CTOMAIIHO-YPEBHUA TPAKT MOraT aa C€ JICKyBaT CUMIITOMaTU4YHO, KaToO CE
06’BpHe BHHUMAHHUC HA BOAHO-CJICKTPOJINTHHUA Oananc.

AMOKCHIIWINH/KJIaByJIaHOBA KHCEJIMHA MOJKE J]a Ce OTCTPAaHH OT KPHBOOOPAIIIEHHETO Upes3
XEeMOJuaIu3a.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoaMHAMHYHU CBOIicTBA

®dapmakoTeparneBTuyHa rpyna: KomOuHanus oT NeHUIIINHYI, BKIIOUUTEITHO OeTa-TaKTaMa3HH
naxuoutopu; ATC xom: JO1CRO2.

MexaHu3bM Ha JEUCTBUE

AMOKCHIIWITMH € TIOJTyCHHTEeTHYCH TICHUIMIINH (OeTa-TaKTaMeH aHTHOWOTHK), KOMTO WHXHOHUpa eINH
WK TIOBEYE CH3UMHU (UeCTO HAPUYAHU TICHUIWINH-CBBP3BAIl npoTenHu, PBPs) B mbTs Ha
OrocuHTE3a Ha OaKTePUATHUS MENTHIOTINKAH, KOUTO € ChIIECTBEH CTPYKTYPEH KOMITOHEHT Ha
OakTepuanHaTa KJIeThuHa cTeHa. IHXHOMpaHeTo Ha CHHTE3a Ha MENTUIOTIINKaHa BOJIU JI0 OTCIa0BaHe
Ha KIIEThYHATA CTCHA, KOETO OOMKHOBEHO Ce MOCIe[Ba OT KIETHYHO Pa3rpaxiaHe U CMBPT.

AMOKCI/IL[I/IJ'II/IH € YyBCTBUTCJICH KbM pPa3rpax1aHe OT 66Ta-)’[aKTaMaBI/ITC, npoayuuvpaHu OoT
PE3UCTCHTHUTC 63KTepI/II/I, rnmopaau Ko€To, CIICKTbPHT MY Ha I[GP'ICTBI/IG HEC BKJIFOUBA MUKPOOPIraHHU3MH,
KOMUTO IMPOU3BEKIAT TE3U CH3UMMU.

KnaBymnanoBara kucenuHa e 6eTa-inakram, CTpYKTYPHO CBbp3aH ¢ ICHUIMINHNTE. Ts1 HHAKTUBHpA
HSIKOM OeTa-TaKTaMa3HHu €H3UMH, KaTo [0 TaKbB HAYWH NMPEJOTBPATIBAa HHAKTHBUPAHETO HA
amMokcHIIiH. KiiaBymaHoBaTa KUCEIMHA CAMOCTOSITETHO HE IIPOSIBSIBA KIMHIUYHO ITOJIE3€H
aHTHOaKTEpHaseH eeKT.

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

BpemeTo Han MuHMManHata naxuOuparia konnertpamus (T>MUK) ce cunta 3a OCHOBHUSAT
ompeaensil (GakTop 3a ehpUKACHOCTTA HA aMOKCHUIIUIIHH.
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MexaHu3MH Ha PESUCTCHTHOCT

HBaTa OCHOBHHM M€XaHHn3Ma Ha PE3UCTCHTHOCT KbM aMOKCI/IHI/IHHH/KHaBy.HaHOBa KHUCCJIMHA ca:

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

Jluncata Ha nepMeaOUIUTET Ha OAKTEPUHTE WIIM MEXaHU3MHTE Ha e(IIyKC IOMITaTa MOTaT Ja
NPUYMHSAT WIK A2 AONPUHEcAT 3a OaKTepuaiHaTa pe3uCTeHTHOCT, 0CO0eHO mpu [ paM-oTpUIaTeTHUTE
OaxTepuu.

I'paanunu croitnoctu (Breakpoints)

I'parnunnte crorinoct Ha MUK (MIC breakpoints) 3a aMOKCHIIMIIMH/KITaByJIaHOBA KHCEIHHA Ca T€3U
Ha EBportelickus KOMUTET 110 M3MUTBaHE HA aHTUMUKpoOHaTa ayBcTBUTEeNHOCT (The European
Committee on Antimicrobial Susceptibility Testing (EUCAST)).
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Mukpoopranuzbsm I'paHWYHU CTOWHOCTH Ha YyBCTBUTETHOCT (pLg/ml)
(Susceptibility Breakpoints (pg/ml))
UyBCTBUTEIHU WNutepmenuepuu Pesuctentau
Haemophilus influenzae’ <1 - > 1
Moraxella catarrhalis’ <1 - >1
Staphylococcus aureus’ <2 - > 2
Koarynasa-neratuBHu <0,25 >0,25
CTaUIOKOKH”
Enterococcus* <4 8 > 8
Streptococcus A, B, C, G’ <0,25 - > 0,25
Streptococcus pneumoniae’ <0,5 1-2 >2
Enterobacteriaceae - - > 8
['paM-OTpHIIATETHH aHAEPOOH ' <4 8 >8
I'pam-nionoxurenHu <4 8 >8
aHaepobu’
Kputuunu rpanuiu, <2 4-8 >8
HECBBP3aHH BUJIOBO'

'CHobmIEennTe CTOMHOCTH ca 32 KOHIIEHTPAIMUTE Ha AMOKCHIIMIIMH. 3a LeIMTE Ha U3CIeIBAHETO Ha
YyBCTBUTEITHOCTTA KOHIICHTPAIMATA Ha KJIaByJlaHOBaTa KucelnnHa e Gpukcupana Ha 2 mg/l.

2 ChoOIIEHNTE CTOMHOCTH Ca 3a KOHIIEHTPAIIMHTE HA OKCAIHIIHH.

3 CTOMHOCTHTE HAa IPAaHMYHHUTE CTOMHOCTH B TAONMMIATA CE OCHOBABAT HA TPAHUYHUTE CTOMHOCTH 3a
aAMIUIHIIIH.

* I'paHMYHM CTOWHOCTH 3a pe3ucTeHTHOCT R>8 mg/l 03HayaBart, 4e BCHUKU M3011aTH C MEXaHH3MH 32
PE3UCTEHTHOCT Ca JOKJIAJIBAHU KaTO PE3UCTECHTHHU.

> CTOMHOCTUTE HA TPAHUYHMTE CTOMHOCTH B TAONHIATa ce 6a3UpaT Ha IPAaHMYHUTE CTOMHOCTH 32
OEH3UIIIEHULIMINH,

PasmpocTpaneHreTo Ha pe3UCTEHTHOCTTa MOXKe J]a BapHupa reorpadcku M BB BPEMETO 3a ONpe/IelicHH
BUJIOBE U € KENATEITHO J]a MMa JIOKaIHA HH(POPMAIUS 32 PE3UCTEHTHOCTTA, OCOOCHO MPH JICYCHUE Ha
Texxku uHpeknuu. [Tpu HeoOXoaMMOCT TPsIOBA /1a Ce TIOTHPCH ChBETA HA EKCIIEPT, KOTaTo JTOKAIHOTO
pa3npocTpaHEeHUE Ha PE3UCTEHTHOCT € TAaKOBA, Y€ I10JI3aTa OT JICKAPCTBCHUS MPOAYKT MPH [TOHE HAKOU
BUJIOBE MH(EKIIMHU € O] BBIIPOC.

Mukpoopranu3mMm, KOUTO obunyaiiHo ca YYBCTBUTCIIHHU

Aepobuu ['paM-ION0KUTETHH MUKPOOPTaHU3MHU

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METUIHINH-1yBCTBUTENCH )£
Koarynaza-HeraTBHY cTaUIOKOKH (METHIIMIIMH-UYBCTBUTEITHN )
Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes n Ipyru 6eTa-XeMOJIUTHYHH CTPENITOKOKU
I'pynara Ha Streptococcus viridans

Aepobuu ['paM-0TpHULATEIHA MUKPOOPTaHU3MU
Capnocytophaga spp.

Eikenella corrodens

Haemophilus influenzae’

Moraxella catarrhalis

Pasteurella multocida

AHaepoOHM MUKPOOPTraHU3MHU

12




Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.

Bumose, mpu konTo mprao0uTaTa PE3UCTEHTHOCT MOXKE [1a € IpoOiIeM

Aepobuu ['paM-IOI0KHUTETHH MUKPOOPTaAHU3MH
Enterococcus faecium $

AepoOuu ['paM-0TpUIIATETHH MUKPOOPTaHU3MU
Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris

MUKpOOpraHu3MH ¢ BPOJCHA PE3UCTECHTHOCT

Aepobuu ['paM-0TpHIIATEIHH MIUKPOOPTaHU3MH
Acinetobacter sp.

Citrobacter freundii

Enterobacter sp.

Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia

Jpyru MUKpoopranusMu
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetti
Mycoplasma pneumoniae

$ EctecTBeHa MHTEpMequepHa YyBCTBUTEITHOCT MIPH JIMIICA HA IPUIOOUT MEXaHU3bM Ha
PE3UCTEHTHOCT.

£ Benuky METHLMIMH-PE3UCTEHTHH CTA(MIOKOKH Ca PE3UCTEHTHH KbM
AMOKCHIIMJIMH/KJIaBYJIaHOBA KUCEIIHHA.

! Streptococcus pneumoniae, pe3uCTEHTHN KbM MEHUIMIMH He TPAOBa J1a ce JeKyBaT ¢ Ta3u
(hopMa Ha aMOKCHIIMIIMH/KJIAaBYJIaHOBA KHCeNnHA (BK. TOUkd 4.2 u 4.4).

?11lamoBe ¢ HaMajleHa YyBCTBUTENHOCT ca JOK/IAJBaHH B HAKOU CTpaHu B EBpomneiickus cbio3
C yecToTa no-Bucoka ot 10%.
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5.2 ®apmakoOKHMHETHYHH CBOICTBA

AOGcopbuus

AMOKCHITUIIHH M KJIaByJaHOBaTa KUCEINHA CE JUCOIMUPAT HAITBJIHO BbB BOJEH Pa3TBOP C
¢usuonornyno pH. J[Bere akTUBHU BeecTBa ce abcopoupar 0bp30 U 0Ope Ciie]] IEPOPATHO
npuinoxenue. Cie/ mepopaiHo MPUIOKEHHEe OMOHATMYHOCTTA HA AaMOKCHIMIIMH M Ha KJIaByJaHOBaTa
kucenuna e npuoimsnutTenHo 70%. [lnazmennTe mpod v Ha IBETe AKTHBHU BEIECTBA Ca CXOIHH U
BPEMETO 3a JOCTUTAHE Ha BbPXOBa MIa3MeHa KOHIEHTPAHUS (Tmax) ¥ IPH IBETE € MPUOIUIUTEITHO
eJIMH Yac.

[To-nony ca npencraBeHu GpapMaKOKUHETUYHUTE PE3YJITATH OT €HO IPOYUBaHE, IPU KOETO
aMOKCHIIAJIVH/KJIaByJIaHOBA KHcennHa (Tabnetrku oT 875 mg/125 mg nBa mbTH JHEBHO) € IPUIIOKEH
Ha [JIIHO MIPY TPYIH 31paBu 100POBOJIIIH.

Cpennu (+ SD) (hapMakOKHHETHYHU TTapaMeTpr
[Mpunoxeno (v) Jlo3a Crnax Tmax * AUC 0-24n T1/2
aKTUBHO (1) (mg) (ng/ml) (h) (ng-h/ml) (h)
BEIIECTBO ()
AMOKCHULIMIIUH

AMX/CA 875 11,64 1,50 53,52 1,19
875 mg/125 mg +2,78 (1,0-2,5) +12,31 +0,21

KnaBynanoBa kucennHa
AMX/CA 125 2,18 1,25 10,16 0,96
875 mg/125 mg +0,99 (1,0-2,0) +3,04 +0,12
AMX — amokcunminH, CA — KaByJlaHOBa KHCENIUHA
* Menmnana (00xBar)

CepyMHI/ITC KOHIOCHTpAallMW Ha aMOKCHUIIUJIMH U KJIaByJIaHOBATa KUCCJIMHA, JOCTUTHATHU C
aMOKCI/IHI/IHI/IH/KHaBy.HaHOBa KHCEJIMHA, Ca CXOAHU C TE3U CJIC NNEPOPATHO ITPUIIOKCHUEC Ha
C€KBUBAJICHTHU 103U OT CaMOCTOATEIIHO IMMPUIIOKEHN aMOKCHUIIUIINH WUJIN KJIaBYyJIaHOBA KHMCEJIMHA.

PasnpeneneHue

Oxoio 25% oT 001m0TO KOMTNYECTBO Ha KJIaByJaHOBaTa KUCeTnHa B u1a3mara u 18% ot obmoTto
KOJIMYECTBO Ha aMOKCHUIIMJIMH B MJa3Mara ca CBbP3aHU C MPOTCHHHU.

[puBnanausaT obem Ha pasnpenenenue ¢ okono 0,3-0,4 1/kg 3a amokcnumia u okoio 0,2 I/kg 3a
KJIaBYJIaHOBAaTa KUCEINHA.

Cren MHTPaBEHO3HO TIPWIIOKECHNE, aMOKCHITHINH U KJIaBYJIaHOBA KUCEIIMHA CE YCTAHOBSBAT B
KITBYHHASA MEXyp, KOpeMHaTa ThKaH, Ko)KaTa, MaCTHaTa ThKaH, MyCKYJIHATE ThKaHH, CHHOBHAIIHATA U
TIEpUTOHEATHATa ThKAaHH, )KITbUKaTa ¥ THOHTA. AMOKCHUIIMIINH HE Ce pa3Ipe/elis J0CTaThYHO B
1epeOpoCIIMHATHATA TEYHOCT.

Ot mpoy4BaHus IPH KUBOTHU HSIMA JOKA3aTEICTBA 3a 3HAYMMO 33JbpP)KaHe B ThKAHUTE Ha
JIEKapCTBEHO-IIPOMU3BOAHH BEILIECTBA 38 HUKOA OT ABETE ChCTABKU. AMOKCHUIIMINH, TOZOOHO Ha
MOBEYETO NEHULIMIIMHH, MOXE JIa Ce YCTaHOBH B KbpMaTa. Cienu oT KiIaByJaHOBA KUCEIINHA ChIIO
MOTraT Jla ce OTKPHUAT B KbpMaTa (BXK. Touka 4.6).

JlokazaHo e, 4Ye aMOKCHUIIMJIMH U KJIaBYJIaHOBATa KHCEIMHA MPEMUHABAT Mpe3 MilaleHTapHaTa bapuepa
(Bx. Touka 4.6).
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Buorpanchopmars

AMOKCI/IHI/IJII/IH CC CKCKPCTHUpPa YaCTUYHO B YpHUHATa KaTO HCAKTHBHATA IICHUIMUJIOCBA KMCCJIIMHA B
Konn4ecTBa, ekBuBajeHTHU Ha 10 1o 25% ot HavanHarta no3a. KiraBynanoBara krcennHa ce
MeTaboNM3npa eKCTEH3UBHO MPH YOBEKA U C€ OTAEIS B YPUHATA M M3MPAKHEHUATA U KaTO BHIIIEPOICH
JTUOKCUJ] B U3IUIIBAHUS BB3IYX.

Enumunupane

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

AMOKCI/IHI/IJII/IH/KJIaByJIaHOBa KHCECJIMHA UMa CPCIACH CIIMMUHAIIMOHCH ITOJTYKUBOT OT HpI/I6JII/I3I/ITeJIHO
€/IMH Yac U cpelieH o0l KupbHC npubamsutesHo 25 1/h npu 3npasu nmia. [pubdausurento 60 1o
70% ot amoxcuiIuH U npudauzutenHo 40 1o 65% oT KiIaByJaHOBAaTa KUCEIHHA CE eKCKpeTUpar
HCIMIPOMCHCHHU B YpUHATA NIPE3 NbPBUTE HICCT Haca CJICI MPUIIOKCHUC Ha CIMHUYHA J03a AyFMeHTI/IH
250 mg/125 mg wim 500 mg/125 mg tabneTku. B HAKONKO MpoOy4YBaHUs € YCTAHOBEHO, Y€ YPHHHATA
exkckpenus € 50-85% 3a amokcuIuMH U Mexay 27-60% 3a K1aByJaHOBaTa KUCEIMHA 3a IEPUOI OT 24
yaca. 3a KJIaByJIaHOBATa KHCEINHA, HAW-TOJIIMO KOJTMUECTBO OT JICKAPCTBOTO CE EKCKPETHpa Ipe3
IBPBUTE JIBA Yaca CIe MPUIoKEHHE.

EnHOBpPEMEHHOTO MPUIIOKEHUE HA TPOOCHEIN 3a0aBsl eKCKPEIHMITa Ha aMOKCHUIIMIINH, HO HE 3a0aBs
0BOpevHaTa eKCKpenrsl Ha KJIaByJlaHOBaTa KHUCEINHA (BXK. TOUKa 4.5).

Bs3pact

EMUMHUHAIIMOHHUSAT MOTY>KUBOT Ha aMOKCHIIMIIMH € MOJJOOCH IPH Jiela Ha Bh3pacT OKOJIo 3 Mecena JIo
2 TOJIMHY | TIPH TO-TOJIEMH JIella U Bb3pacTHH. [Ipn MHOTO MaJIKuTe Jena (BKIIOYHTEITHO
NpEeXICBPEMEHHO POJIeHU OeOeTa) mpe3 mbpBaTa CeJIMUIIA OT )KUBOTA MHTEPBANBT Ha MpHUJIAraHe He
TpsiOBa J1a HAJAXBBPJIS MPUIIATaHe JIBa IHTU JHEBHO TOPAIH HE3PSIIOCT HAa OBOPEUHHUS BT HA
enuMuHApane. Tl KaTo MPH MAIMEHTHTE B CTAPUECKa BB3PACT ChIIECTBYBA MO-TOJISIMA BEPOSITHOCT
Jla ©MaT HaMmaJieHa Ob0pedHa (QyHKIus, € HeoOX0IMMO BHUMAaHWE TIPH H300pa Ha 1032 U MOXKE Ja €
TIOJIC3HO Ja ce MpociesBa Ob0peunara YyHKITHS.

Tlon
Crnen mepopaiHO IpUIOKEHNE Ha aMOKCHUIIMITNH/KIIaByJIaHOBA KUCEIIMHA TIPH 3IPaBU MBXKE U KESHU
MOJIBT HE € OKa3ajl 3HAYMMO BIHUSHHE BHPXY (PapMaKOKMHETUKATa HUTO HA aMOKCHIIWIMH, HUTO Ha

KJIaByJIaHOBATa KMCEJIMHA.

Br0Opeuno yBpexnane

OOmmAT cepyMeH KIMPHHC Ha aMOKCHUIIMIIMH/KJIaBYJIaHOBA KUCEIIMHA HAMAIISIBA TIPOMTOPIIHOHATHO C
HamalsiBaHeTo Ha OpOpedHaTa pyHkums. [loHmkaBaHeTO Ha JIEKAPCTBEHUS KIMPHHC € TI0-U3pa3eHo 3a
aAMOKCHIIHJINH, OTKOJIKOTO 32 KJIaBYJIAHOBAaTa KUCEIHHA, Thi KaTO MO-TOIsIMA YacT OT aMOKCHIIAJIMH Ce
ekckperupa npe3 0b0penute. [lopaan Ta3u npuunHa 103UpaHeTo Npu OBOPEYHO yBpexkaaHe TpIOBa
Jla IPeI0TBPATH MPEKOMEPHO HATPyIBaHe HAa aMOKCHIIMIIMH, KaTO €IHOBPEMEHHO Ce MOAIbpPKAT
MOJIXOSIIIIM HIBA HAa KJIaByJAaHOBATa KHCETMHA(BXK. Touka 4.2).
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YepHOoAPOOHO YBpEXKIAHE

Jlo3upaHeTo mpu ManKueHTy ¢ YepHOAPOOHO YBpEKIaHe TPSAOBa da ce N3BBPIIBA C BHUMAHUE U
gepHOapOOHaTa PYHKITHSA A C€ MPOCISAsIBA PEIOBHO.

5.3 IlpeakJuHUYHM JAHHU 32 0€30IACHOCT

HexnumanaauTe faHHA HE TTOKa3BaT OIIPEACJICH PUCK 3a XOpaTa Bb3 OCHOBA Ha IIPOYYBaHU 3a
(bapMaKOJ'IOI‘I/I‘IHa 6630HaCHOCT, TCHOTOKCHUYHOCT U PCIPOAYKTUBHA TOKCUYHOCT.

IIpoyuBaHus 3a TOKCHYHOCT IIPY MHOTOKPAaTHO IIpWJIaraHe, IPOBEACHU IIPU Ky4eTa, C
aAMOKCHIIMJIMH/KJIaBYJIaHOBA KHUCEJINHA II0Ka3BaT CTOMAIIIHO APa3HEHE U MOBPBIIAHE, KAKTO U IPOMSIHA
B LIBETA HA €3UKA.

He ca npoBexaanu npoy4yBaHUs 3a KApIIUHOTCHHOCT ¢ aMOKCHIIMJIMH/KJIaBYJIaHOBA KHCEIUHA UITH C
HSKOSI OT HETOBHUTE CHCTABKH.

6. DAPMAIEBTUYHU JAHHU

6.1 Chnucbk Ha IOMOLIHHUTE BellleCcTBa

Aopo na mabnemrxama

Maruesues creapar

HartpueB numecren rnukonat, Tun A

Be3BojieH KOIOUICH CHITHIINEB TUOKCHU]T

MukpokpucTanHa neinyJio3a

Quimoso nokpumue Ha mabremkama

Turanos nuokcun (E171)

Xumnpomenosa

Maxkporon (4000, 6000)

JlnMeTHKOH

6.2 HecnBmMecTuMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHoCT

2 TOIUHU.

TalreTkuTe, OTIAKOBAHU B IUTMKYETA C JCCHKAHT TPsOBa Ja c€ M3MOI3BaT B paMkute Ha 30 qHU ciren
OTBapsHE.

6.4 CroenuajHu ycJI0BHS HA CbXpaHeHHe

Jla ce cpXpaHsiBa B OpUTHHAIHATA OIIAKOBKA, 3a J]a CE MpeJIna3y OT Biara.
[a He ce cpxpansBa Hag 25°C.

6.5 Buau chabp:kaHue HA ONIAKOBKATA
brucrepu ot PVC/Anymununii/Ilonnamu] TaMHHAT € TIOKPUTHE OT ATyMHHUEBO (OJIHO, HApEUCHH

cryneHno ¢popmoBanu anymuanesu omuctepu (CFB), cxappxamm 2, 4, 10, 12, 14, 16, 20, 24, 30, 100
nin 500 TaOaeTKu.
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Bmuctepu ot Amymunanii/PVC/PVAC, moctaBeHH B ITHKYE C ATyMHHAEBO MIOKPUTHE, ChIBPKAIIO0
necukaHT B came (Hapeuenu desiccated pouch packs (DPP)), ceabpkamu 14 tabnerku.

He Bcuuku BH0BE OMTAKOBKHM MOTAT J1a ObJAT ITyCHATH B IIpoax0a.
6.6 CrnenuajHu Npeanas’Hu MeEPKH NMPHU U3XBBPJIsSTHE H padoTa

Hewnsmoms3BaHuAT eKapcTBEH MPOIAYKT WK OTIIAIbUHUTE MaTEpUaIH OT HEro TPsOBa J1a ce M3XBBPIAT
B CHOTBETCTBHE C MECTHUTE M3MCKBAHMS.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

I'makcoCmutKmaitn EOO/]

Oyn. Llapurpancko moce Ne 115 T

Codust 1784

bobarapus

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

Ne 20000316

9. JATA HA ITBPBO PASPEHIABAHE/IIOAHOBSABAHE HA PASPEHLIEHUETO 3A
YIHOTPEBA

Jlata Ha mepBo paspemraBane: 8 roru 2000 T.
Jlata Ha rmocieiHO MoaHOBsIBaHe: 25 mait 2015 1.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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