AyrmeHTuH 500 mg/125 mg dmunmupanm Tabnetku
[ara Ha nocneaHo opo6penue Ha KXIM ot perynatophus oprax: 21.06.2018 r.

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



1. NME HA JIEKAPCTBEHMUS TIPOAYKT

Ayrmentus 500 mg/125 mg dunMupanu TabaeTku
Augmentin 500 mg/125 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punmupana tabnerka chAbpKa aMOKCULIMIITNH TPUXUAPAT (amoxicillin trihydrate),
ekBuBajieHTeH Ha 500 mg aMOKCUITWINH (amoxicillin) v KamueB KIaBynaHart (potassium clavulanate),
SeKBUBAJICHTEH Ha 125 mg kinaBynaHoBa kucenuHa (clavulanic acid).

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHHUTE BCUICCTBA BUIKTC TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

Ounmupana TabneTka.

bsina 1o mourtu Osiyia TabiieTka, ¢ oBaJiHA (popMa ¢ BIUThOHATO pentehHo o3HaueHue "AC" u qenuTeNHa
YyepTa OT elHaTa CTpaHa.

JenurenHaTa yepTa e camMo 3a yJIECHsIBaHE Ha CUYMBAHETO C Il MO-JIECHO MOTIIBIIaHe, a He 3a
paszessiHe Ha PaBHU JO3H.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHHM NOKAZAHUS

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

OCTBHp OaKTEpUAICH CHHYUT (aJCKBATHO JUATHOCTHUIIMPAH )

OCTBP OTHT Ha CPEIHOTO YXO

OCTpH eK3arepOaIuy Ha XpOHHYEH OpOHXHT (aJCKBATHO THATHOCTHIIMPAH )

MHEBMOHHS, MPUIOOUTA B 0OIIECTBOTO

IUCTHT

MUENOHEPPUT

WH(EKIINN Ha KOKaTa U MEKUTE ThKaHH, MO-CIICIUAITHO NeNYJINT, YXalBaHUs OT )KUBOTHH,
TEXBK abCIec Ha 350UTE ¢ pa3pPOCTPAHABAII CE IENyTUT

o WHQEKIIUU Ha KOCTUTE U CTABUTE, MO-CIICIIUATHO OCTCOMUEITUT.

TpsiOBa ma ce 00bpHE BHIMaHKE Ha OHUITHATHUTE YKa3aHHS 3a IIpaBHIIHATA yIIoTpeda Ha
AHTUOAKTEPUATHUTE CPE/ICTRA.

4.2 2103np0131<a U HAYMH HA MIPUJIOKECHUE

2031/1[20131(3

ﬂO3I/Ip0BKI/ITC Ca MpeaACTaBCHU C’bO6pa3H0 CbABPIKAHUCTO HA aMOKCI/ILII/IJ'II/IH/KJ'IaByJ'IaHOBa KHUCCIINHA, C
H3KJIIOUCHHUEC HA CIIYUauTe, KOraTo JO3UTE Ca JAaACHU 1O OTHOIICHUC HA OTAC/IHATA CbCTaBKa.

3a H360pa Ha J03aTa Ha AerCHTI/IH 3a JICUCHHUEC Ha OTJAC/IHATa I/IH(I)CKI_[I/ISI TpH6Ba Ja c€ uMatT npcaABU:
L OYaKBAHUTEC IMATOI'CHU U BEPOIATHATA UM YYBCTBHUTCIIHOCT KBM aHTI/I6aKTepI/IaIIHI/I cpeacTsa

(Bk. Touka 4.4)
o TEXKECTTa U MACTOTO Ha HHPEKIUATA



L4 BB3pPaCTTa, TCJICCHOTO TCTJIO U 6L6peqHaTa (1)YHKLII/I$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 Ja ce MMa MpeaBu, Cropea HeoOXoauMocCTTa (BX. Touku 4.4 u 5.1).

[pu BB3pacTau u gena > 40 kg tazu popma Ha AYrMEHTHH OCUTYpsiBa 00II[a THEBHA J103a OT

1 500 mg amokcumInH/375 mg KIIaByJI1aHOBa KHCEIWHA, KOTAaTo Ce MpHiIara, KakTo ce IpernopbhuBa
no-poiny. Ilpu nena < 40 kg Ta3u popma Ha AyrMEHTHH OCUT'YpsiBa MAaKCHMAJIHA THEBHA /1032 OT

2 400 mg amoxcnumnnH/600 mg KIaByJaHOBa KUCEUHA, KOTaTo ce Mpujlara, KakTo ce MpernopbyuBa
Mo-70JTy. AKO ce cunTa, 4ye € Heo0X0AMMa M0-BUCOKa THEBHA /1032 Ha aMOKCHIIMJIVH, Ce MPenopbyBa
M3I0JI3BaHETO Ha Apyra GpopMa Ha AYyrMEHTHH, 3a Jja ce U30eTHe MIPUIaraHeTo Ha HeHY>KHO BUCOKH
JTHEBHU JT03H Ha KJIaByJaHOBa KucennHa (BXK. Touku 4.4 u 5.1).

[IpoawmxUTENHOCTTA HA JICUSHUETO CE ONPEeNisi OT MOBIUIBAHETO Ha ManueHTa. Hakon nHpexmm
(Hamp. OCTEOMHUEINNT) HaJIaraT MO-rojsiMa MPOIBDKUTEIHOCT Ha JIedeHHeTo. JleuenneTo He TpaOBa 1a
HpOJbIDKaBa 1moeve ot 14 1Hu 0e3 MOBTOpeH Hperiiea (BXk. Touka 4.4 OTHOCHO MPOABIDKUTETHA
Tepans).

Bu3pactan u nemna > 40 ke

Enna Tabnerka ot 500 mg/125 mg, npuemMana Tpu IbTH JHEBHO.

Jena <40 kg

20 mg/5 mg/kg/maeBHo mo 60 mg/15 mg/kg/nHeBHO, pa3aeneHn Ha TPX OTICTHH TO3H.
Jleniata Moxe J1a ce JeKyBaT ¢ AyTMEHTHH Ta0JIeTKU, CYCIICH3UH HITH MeJUATPUYHH CallleTa.

Toit KaTo TaONETKUTE HE MOTAT Jla CE Pas3leisT, IelaTa ¢ TeJISCHO TETJIO TO0-MajIKo OT 25 Kg He TpsOBa
Jla ce JIeKyBaT ¢ AYTMEHTHH Ta0JIeTKU.

Tabnumara mo-m0y npeacTaBs nojydeHara g03a (mg/kg/TenecHo Terno) npu aena ¢ terio 25 kg o
40 kg crmen mpueM Ha exHa Tadietka ot 500 mg/125 mg.

IIpenoppuurtensa
eIHOKpaTHa j03a [mg/kg
TEJEeCHO Terio] (Bx.
o-rope)

TenecHo Terno [kg] 40 35 30 25

Amoxkcuriue [mg/kg TenecHo
TErJI0] 3a €THOKpATHA 1032 12,5 | 14,3 | 16,7 | 20,0 6,67 - 20
(1 punmupana TabneTka)
KnaBynanoa kucenuna [mg/kg
TEJIECHO TETJIO | 3a eIHOKpaTHA 3,1 3,6 4.2 5,0 1,67 -5
no3a (1 ¢punmupana Tabnerka)

Jerna Ha BB3pacT Ha ¥ IO 6 TOAMHU WJIU C TEJIECHO TEro moj 25 kg 3a mpeamnodyntane TpsOBa 1a ce
JIeKyBaT ¢ AYTMEHTHH CYCIICH3US WU MEUATPUYHU callieTa.

He ca HanuyHM KIMHUYHY JaHHU 32 TpwiokeHue Ha 4:1 GopMutTe Ha AyrMEHTHH B JI03H MTO-BUCOKHU
ot 40 mg/10 mg/kg/nHeBHO npu Jela moj 2 TOAUHU.

IlanmenTu B CTap4y€CKa Bb3pacT

He ce namara KOpPEKIUA Ha J03aTa.



Br0Opeuno yBpexnane

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

Bw3pacmuu u deya >40 k

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

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

[TauuenTtu Ha 500 mg/125 mg Ha Bceku 24 yaca, urroc 500 mg/125 mg mo Bpeme Ha

XeMoIuanu3a JManu3ara, KoeTo 1a Oblie MOBTOPEHO OTHOBO B Kpas Ha Iuanu3ara (Thil KaTo
CepyMHUTE KOHIIEHTPAIMK Ha aMOKCHUIIMJIMH M KJIaBYJIaHOBA KHCEITMHA CE
MTOHIKABAT)

Jeya < 40 kg

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

CrCI < 10 ml /min 15 mg/3,75 mg/kg kaTo eqHOKpaTHA AHEBHA 1032 (MAKCUMYM
500 mg/125 mg).

[TarmenTn Ha 15 mg/3,75 mg/kg Ha eH BeTHBK THEBHO.

XeMOIhaan3a IIpenn xemoamanuza 15 mg/3,75 mg/kg. 3a na ce Bb3CTaHOBSIT
[UPKYJIATOPHUTE HUBA HA JIEKapcTBOTO, 15 mg/3,75 mg/kg TpsioBa na ce
NPUIIOKAT CJe]] XeMOANAIN3aTa.

YepuoapoOHO yBpeKIaHE

Tps0Ba 1a ce 1o031pa BHUMATEIHO M HAa paBHU UHTEPBAJIH OT BPEME Jia Ce MPOCIeAsBa YePHOAPOOHATA
¢byskuus (Bx. Touku 4.3 u 4.4).

Hauun Ha OPUITOKECHNUEC

AYTMEHTHH € 3a IepOpaTHO MPUIIOKEHHE.

AyFMeHTI/IH TpH6Ba Ja Cc¢ npuema 1o BpeMe Ha XpaHCHE, 3a CBCXKJAAHC 1O MUHUMYM Ha Bb3MOXXHAaTa
CTOMAaIIHO-YpE€BHA HCIIOHOCHUMOCT.

Jlewenmero Moxke Aa 3amouHe napenteparao cbriaacHo KXI1 va uaTpaBeno3nute (i.v.) popMu u aa ce
NPOJIBIIKH C TIepopanHa Gopma.

4.3 IIpoTuBomokazaHus

CBpPBXUYBCTBUTEIIHOCT KbM aKTUBHHUTE BEIIECTBA, KbM KOWTO U Aa € OT NCHULIMIMHNTE WITH KbM
HSKOE OT IIOMOIITHUTE BEIECTBA, M30POCHH B TOUKa 6.1.

AHaMHe3a 3a Te)KKa He3a0aBHA peaKIlisd Ha CBPBXIYBCTBUTEITHOCT (HAIp. aHaQUIaKCHs) KbM IPyT
OeTa-makTaMeH MPOIyKT (Harp. 1edaiocoprH, KapoaneHeM WM MOHOOAKTaM).

AHaMHe3a 32 XBITSHUIIa/YepHOAPOOHO YBPEKAaHE, IHIDKAIY Ce Ha aMOKCHIIAINH/KIaByJIaHOBA
KucennHa (BX. Touka 4.8).



4.4 CrhenuajaHu npexynpexIeHUs W MpeANa3Hu MepKHU NpH ynorpeda

[penu 3amouBane Ha JIEYCHUE C AaMOKCHIIMIIMH/KIIaBYJIaHOBA KUCEIIMHA, AIIMEHTHT TPs0Ba Jia ce
pa3nuTa BHUMATEHO [0 OTHOIICHUE Ha TIPEIUIIIHU PEaKIIMi Ha CBPBXIYBCTBHTEIIHOCT KbM
TICHUTIAINHMY, 1Ie()aToCTIOPUHY WK ApYTH OeTa-JIaKTaMHY MPOAYKTH (BXK. TOUKA 4.3 u 4.8).

Cepro3HH 1 MOHSKOTa (haTaTHU PEaKIMH Ha CBPHXUYBCTBUTEIHOCT (BKJIIOYUTEIHO aHA(DHUIAKTOUTHH
Y TEXKKH KOXKHHU HE)XEJIaHU PEaKIMu) ca ChOOIaBaH! IPH NMALMEHTH, JIEKyBaHU ¢ neHuiwinH. [1o-
BEPOSTHO € TE3U PEAKLUU 1A Ce MOSBAT IIPH JIULA C aHAMHE3a 3a CBPbXYYBCTBUTEIIHOCT KbM
MEHULWIVH WY IIPY aTonu4Hy auna. [Ipu nossa Ha anepruyia peakuus JIE4YEHUETO C
AMOKCHIIMJIMH/KJIaBYJJaHOBA KHUCEIIHA TPsIOBa J1a Ce PEYCTAaHOBH U Jia Ce Ha3HAYM MOIXO0ISIIIa
alTepHAaTUBHA TEPAIHS.

B cnyudaii ye ce mokaxe, ye MH(PEKUUATA ce IHIKM Ha aMOKCHLIMIMH-UYBCTBUTEIHN
MHUKPOOPTaHU3MH, TPsiOBa J1a ce 00CHAM MPEMUHABAHE OT aMOKCHIIMIIHH/KJIaByIaHOBA KUCEIMHA Ha
AMOKCHUIIWJIMH B ChOTBETCTBHE C O(UIIATTHUTE YKa3aHUS.

YHOTpe6aTa Ha Ta3un (l)OpMa Ha AyFMeHTI/IH HE € MMoaxoAsd1a, Korato € HaJiuie BUCOK PUCK
nmpearnojaraeMmTe NaToreHu aa ca ¢ HaMaJiCHa YyYBCTBUTCIHOCT WJIN C PE3UCTCHTHOCT KbM
OeTa-TaKTaMHU IMPOAYKTH, KOATO HC € MEANHUPAHA OT 6GT.’:1—J'IaKTaMa3I/I, YYBCTBUTCJIIHU HA I/IHXI/I6I/IpaHC
OT KJIaBYyJIaHOBAa KUCCJIMHA. Tazu (bopMa HC Tp)l6Ba Ja C€ M3II0JI3Ba 34 JICUCHHUEC Ha
MNEHUIUINH-PE3UCTCHTHU S. pneumoniae.

[Ipu naunenTtu c yBpeaeHa 0b0peyna GyHKUIUS WM IPU TaKKWBa, IPUEMAIH BUCOKH JI031, MOXKE J1a ce
HOSIBAT I'bPUOBE (BK. TOUKa 4.8).

JleyeHneTo ¢ aMOKCHIMIINH/KJIaBYJIaHOBA KUCETMHA TPsOBa Aa ce n30srea npu CbMHEHHE 32
MH(EKIN03Ha MOHOHYKJIE03a, T KaTo MpH TOBa 3a00JsBaHe Clie/ NPUIOKEHHE Ha AaMOKCHUIIMIINH €
HaOnroaBaHa nosiBaTa Ha MopoundopMeH oOpuB.

EnHoBpeMenHa ynotpeba Ha aJoIypHUHOJ 10 BpeMe Ha JIe4eHHE ¢ aMOKCHIIMIINH MOXKE Ja YBEJINYH
BEPOSITHOCTTA 32 AJICPTUYHU PEAKIIMU OT CTpaHa Ha KOXKaTa.

[IpoapmxurenHara ynorpeda moHAIKora MoXke Jia JOBEE /10 CBPhXpacTeX Ha HEUyBCTBUTEIHH
MUKPOOPTraHU3MU.

[NosiBaTa Ha CHJIHO 3a4epBEH reHEPATH3UPAH EPUTEM, CHIIPOBOACH OT ITyCTYJIA, B HAYAJIOTO Ha
JICUEHUETO MOXKe JIa € CHMIITOM Ha OCTpa reHepain3upaHa ekzanTeMHa mycrynosa (AGEP) (Bxk.
touka 4.8). Tazu peakiuys Hajara CiupaHe Ha JEUCHUETO ¢ AYTMEHTHH U € IPOTUBOIIOKA3aHHE 32
MoCJIeBall TPHEM Ha aMOKCHIIVIIHH.

AMOKCHITMITIH/KIIABYJIAHOBA KHUCEIIMHA TPsIOBA Ja ce Mpuiiara BHUMATEIHO NP TTAUSHTH C JaHHH 32
YepHOIPOOHO yBpexaaHe (Bxk. Touku 4.2, 4.3 u 4.8).

Cw0OuTHS OT CTpaHa Ha YepHHS APOO ca ChOOIIABAHH NPEAUMHO IPU MBXKE U IIPH NAUEHTH B
cTapdecka Bh3pacT, H MOXKE Jla ca CBBbP3aHH C MPOABIDKUTETHO JIedeHne. Te3nu chonTHs ca
ChOOIaBaHU MHOTO PSIKO MpH Aena. [Ipy BCHYKH NOMyIalyy, NPU3HALUTE U CHMIITOMHUTE
OOMKHOBEHO ce HaOIIoJaBat o BpeMe Ha MM MAJIKO cje[] JIeUeHHe, HO B HIKOM CITydan MOXKe Ja He
Ce UBSBAT JIO0 HAKOJIKO CEJIMHUIIM CIICH MPEyCTaHOBSBAHE Ha JICUCHUETO. Te3u chOnTHsI 0OMKHOBEHO ca
obparnmu. YepHOAPOOHNUTE CHOUTHS MOXKE J1a ca TEKKHU U B N3KITIOYUTEITHO PEIKH CIIydan ca
JIOKJIaIBaHH CMBPTHHU ciaydau. Te3n chOUTHS MOYTH BHHArH ca HAOI0AaBaHU TIPH MALMEHTH ChC
CEpHO3HO IMOoJIekalo 3a00sIBaHe WK IPHEMAIli ¢THOBPEMEHHO JICKapCTBa, 32 KOUTO € U3BECTHO,
Yye UMaT MOTSHIIMAN 3a YepHOAPOOHU edekTr (Bxk. Touka 4.8).

KOHI/IT, CBBbpP3aH C IMPUJIOKECHUCTO Ha aHTI/I6I/IOTI/I]_[I/I, € C’bO6].LIaBaH IIpU IMOYTU BCUYKHA
aHTI/I6aKTCpI/IaJ'IHI/I MMPOAYKTH, BKIIFOYUTCIIHO aMOKCHUIIUIINH, U MOXKE J1a Bapupa o TEKECT OT JICK 0



KUBOTO3acTpamasan (Bx. Touka 4.8). Ilo Ta3u npuunHa, Ipu MaUeHTH ¢ AUapus 10 BpeMe Ha WK
ClIe/1 JIeYCHUE C aHTUOMOTHUIIH, € BaXKHO JIa C€ MMa MPEIBUA Ta3h JUarHo3a. AKO ce MOSBH KOJIUT,
CBBP3aH C IPUJIOKCHUETO Ha aHTUOMOTHIIH, JIEYCHUETO C AaMOKCHUIIMIIMH/KIIaBY1aHOBA KUCEIHA
He3a0aBHO TpsIOBa 1a ce MpeyCTaHOBH, Ja Ce HANpaBH KOHCYJTAIHS C JIeKap U Ja ce 3al0uHe
MOJXOAIIO JieueHue. B To3u ciydaii ca mMpOTHUBOINIOKa3aHU aHTUIIEPHUCTAIITUYHH JIEKAPCTBEHU
MPOAYKTH.

IIo BpEMC Ha MPOABILKUTCIIHO JICUCHUEC € TIPCIIOPBUYUTCIIHO NIEPHUOJUIHO [1a C€ OLCHABAT OPraHHUTE U
CHUCTCMHHU (I)yHKL[I/II/I, BKJIIOYUTCIIHO 6L6peqHaTa, lIepHOI[pO6HaT.’:1 1 XEMOIIOCTHUYHaTa q)YHK]_[I/ISI.

C’bO6H.[aBaHI/I Ca pCIKH Ciiydan Ha YABbJDKAaBAHC Ha HpOTpOM6I/IHOBOTO BpEME IIpU MAIUCHTH, JICKYBaHU
C aMOKCI/IL[I/IJ'II/IH/KJIaBy.TIaHOBa KHUCCIINHA. HpI/I CAHOBPEMCHHO NPUIIOKCHUEC C aHTUKOAr'yJIaHTHU CC
HaJjiara noaxoAdmio nNpocCiacaaBaHe. Moxe na e HeO6XOI[I/IMO KOpHUTUpaHE Ha J03aTa Ha MICPOPATHUTE
AHTUKOAryJIaHTH 3a MOAABPIKAHE Ha KCIIAHOTO HUBO HAa aHTUKOAryJJIalud (B)K. TOuku 4.5 u 48)

[Ipu naumenTu ¢ 6p0pevHO yBpeKJaHe A03aTa TPsOBa Aa ce KOPUTUPA B 3aBHCUMOCT OT CTETIEHTa Ha
yBpexkIaHeTo (BXK. Touka 4.2).

[Ipu nauneHTH ¢ HamMaJeHO OTAEINSHE Ha YpUHA, MHOTO PSIKO € HaOroJaBaHa KpUCTalypHs, TIaBHO
IIpU MapeHTepaIHo JedeHue. [1o BpeMe Ha npuiiarane Ha BUCOKH /1031 aMOKCHLIMIIMH C€ NPENnopbyBa
MOJIbp)KaHe Ha JOCTAThUEH NMPUEM Ha TEUHOCTH M OTHAEISIHE HA YPHUHA, C LIe] HaMallsiBaHe Ha
BB3MO)KHOCTTA 32 aMOKCHUIIWIIMHOBA KpucTanypus. [Ipu manueHT ¢ KaTeTbp B MUKOYHUS MEXYP
TpsOBa Ja ce MPOBeXJa PEAOBEH BU3yaleH KOHTPOJ (BXK. Touka 4.9).

ITo BpeMe Ha JeueHre ¢ aMOKCULIMJIMH TPA0Ba /1a ce U3MOI3BAT €H3UMHH TII0KO300KCHIa3HU METOIN
MIPH M3CJICIBAHE 32 HAJTMYKE Ha TIIF0K03a B ypUHATA, Thil KATO ¢ HECH3UMHU METOIU MOXKE JIa Ce
NOJTyYaT QajiuBO NOJI0KUTETHH PE3YIITATH.

HanuureTo Ha Ki1aByJaHOBa KUCEIHHA B AYyTMEHTHH MOKE Jla MPHYMHU Hecen(UIHO CBhpP3BaHEe
Ha [gG u anbymMuHa ¢ MeMOpaHHTE Ha YepPBEHUTE KPBBHU KIETKH, BOJEIIO A0 (QaIIuBO
noJjioxkuTelnieH Tect Ha Kymoc.

Nma choOuieHns 3a MOIOKUTEIHN pe3yaTaTh OT TecTa, npu u3noi3Bane Ha Platelia Aspergillus EIA
tect Ha Bio-Rad Laboratories npu nanueHTH, mpreManii aMOKCHIIMIIMH/KIIaByJIaHOBA KHCEIHHA, 32
KOHWTO CJIe]] TOBA € YCTAaHOBEHO, ue HaMaT uHbpeknms ¢ Aspergillus. Cro0maBanu ca KpbCTOCAaHH
peaxmuu ¢ He-Aspergillus nmonuzaxapunu u monmudypanosu c Platelia Aspergillus EIA tect na Bio-
Rad Laboratories. CneoBaTeHO OJIOKUTEITHA PE3YNTATH OT TeCTa MPU MaLUEHTH, TPUEMaIH
AMOKCHIIHJIVH/KJIaBYJIaHOBA KHUCENTMHA, TPsI0Ba 1a ObIAT THIKYBAaHA BHUMATEIHO | Ja CE MMOTBBPIAT
9pe3 IPYTH AUATHOCTUYHU METOJIH.

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

IlepopaliHu aHTUKOATryJIaHTH

[lepopanHuTe aHTUKOATYJIaHTH U EHUMIMHOBUTE aHTUOMOTHUIIM Ca U3IMOI3BAHH [IMPOKO B
npakTUKaTa 6e3 ChOOLICHHUS 32 B3aUMOJICHCTBIE. BhIIpeku ToBa, B TUTEpaTypara Ma OMUCaHu
CIIy4yau Ha IMOBHIIEHO MEXTyHApOIHO HOpManu3upaHo croTHomeHue (INR) mpu marmenTn Ha
MOJITBPIKAIIO JICUSHHE C alleHOKyMapoll MK Bap(apiH 1 Ha3HAYEHO JieueHHe ¢ aMOoKcHIivH. [1pu
HEOOXOJMMOCT OT €THOBPEMEHHO MPHIIOKEHUE, TPIOBa BHUMATEIHO Ja Ce MPOCIIeAsBaT
MPOTPOMOMHOBOTO BpeMe MITH MEKIYHApOAHOTO HOPMAM3UPAHO ChOTHOIICHNE TIPU 100aBsIHE WIIH
cnipaHe Ha amokcunuianH. OCBEH TOBa, MOXKE Jla € He00X0IMMO KOPUTHpaHe Ha /To3aTa Ha
MIEPOpaTHUTE 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

[Tpn manmeHTH, npreMany MUKO(QEeHoIaT MO(ETHII, ce ChoOIIaBa 3a HaMaIsIBaHe Ha IPeI030BaTa
KOHLIEHTpalXs Ha akTUBHUSA MeTabonuT Mukodenonosa kuceanna (MPK) ¢ npubausurenno 50%,
cIle]l 3aI0YBaHe Ha JICYSHHE C epopaieH aMOKCHIIMIIMH IUTIOC KJIaByJaHOBa KucenuHa. [IpomsHara B
IPEII030BOTO HUBO MOXeE JIa HE MPEACTaBs TOYHO IIPOMEHHUTE B o0mmara excriosumms Ha MOK.
[Mopaau ToBa, OOMKHOBEHO HE € He00X0MMa IPOMSIHA B J103aTa Ha MHUKO(EHOIaT MO(eTHI pu
JMIICa Ha KIMHWYHYU JaHHH 32 HapymeHa QyHKIUs Ha npucaakara. Bernpeku ToBa, TpsOBa 1a ce
U3BBPIIBA BHUMATEIHO KIMHUYHO MPOCIIEASBAHE 110 BpeMe Ha JICYCHUETO C KOMOMHAIUATA H MaJIKO
clie]l 3aBbpIIBaHe Ha aHTHOMOTHYHATA TEPaTIHs.

4.6 @eprUaUTET, )PEMEHHOCT U KbpPMEHe

BpemenHocT

[IpoyuBaHus IpH KUBOTHH HE MOKa3BaT NPEKH MM HETPEKH BPEIHHU BB3IACHCTBHS BBPXY
OpeMEeHHOCTTa, eMOPHOHAIHOTO/(PETATHOTO Pa3BUTHE, PAXKIAHETO WIIM MIOCTHATATHOTO pPa3BUTHE
(Bx. Touka 5.3). Orpanu4eHu JaHHHU 3a YHOTpedaTa Ha aMOKCHIIMIIMH/KJIaByJIaHOBA KHCEIMHA TI0
BpeMe Ha OpeMEHHOCT MPU X0pa He TIOKa3BaT MOBHILEH PUCK OT BpoaeHH MandopMmauuu. [Tpu
NpOYYBaHe MPH KEHU C MPEATEPMUHATHA IPEXKIEBPEMEHHA PYNITypa Ha (eTasHaTa MeMOpaHa ce
cbo01IaBa, Uye MPOPUIAKTUYHOTO JEUCHNUE ¢ aMOKCUIIMIIMH/KIIaByIaHOBa KUCEJIMHA MOXKe 1a Obje
CBBP3aHO C MTOBUILIEH PUCK OT HEKPOTU3HpAILl eHTEPOKOINUT IPU HOBOpoAeHHU. [Ipunoxennero Ha
AMOKCHUIIMJIMH/KJIaBYJIaHOBA KUCETMHA TI0 BpeMe Ha OpeMeHHOCTTa TpIOBa Jia ce u305rBa, OCBEH aKo
JIeKapsT He MPeLeHH, Y€ € HE00X0IUMO.

Kopmene

JIBeTe akTHBHU BEIIECTBA CE EKCKPETUPAT B KbpMaTa (He ca yCTaHOBEHU e()eKTUTE Ha KJIaByJIaHOBaTa
KHCEeNNHA BBPXY KbpMadeTo). BeneacTBre Ha TOBa, ca BB3MOXKHY TUapus U rb0NIHa WHPEKINsI Ha
JUTaBUITUTE TIPU KbPMAUETO, KOETO MOXKE J]a HaJIOXKH MPEYCTaHOBSIBaHE HAa KbPMEHETO.
BB3MOXHOCTTA 32 TOBUIIIABAHE HA YYBCTBUTEIHOCTTA TPSAOBA J]a c€ B3eMeE 110]] BHUMAaHUE.
AMOKCHITMITUH/KIIaBYJIAaHOBA KHUCEIIMHA TPsIOBA Ja ce U3IOJI3BA 110 BpeMe Ha KbPMEHE caMo Clie]l
MIpeLeHKa OT JIEKYBaIIHs JIeKap Ha ChOTHOIIEHUETO TI0J3a/PHCK.

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

He ca mpoBexxnanu mpoyduBaHus 3a €PEKTUTE BBPXY CIIOCOOHOCTTA 3a ModHupaHe ¥ padoTa ¢ MaIlIHHH.
BbIpekn ToBa MOKe J1a ¢ MOSBAT HEXKENAHN PEaKIUH (HAIp. aepriyHY Peakiluy, 3aMaiBaHe,
I'bPYOBE), KOUTO MOTAT JIa TIOBJVSIAT CIOCOOHOCTTA 32 IogupaHe ¥ paboTa ¢ MallluHU

(Bk. TOuKa 4.8).



4.8. Hexenann JexkapcTBeHH 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.

Mpmuoro gyectr (>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 O'bJIc 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

Cpo0111aBaHe Ha MOIO3UPAHN HEKEJIAHU PEeaKITHH

Cpo01maBaneTo Ha TOJO3UPAHN HEXKETaHH PEaKIMK CJIe] pa3peniaBade 3a yroTpeda Ha JIeKapCTBEHUS
MPOIYKT € BaKHO. ToBa MO3BOJIABA Ja MPOIBIDKH HAOIIOACHIETO HAa CHhOTHOIICHUETO TI0J13a/PUCK 32
JIEKapCTBEHUSA MPOIYKT. OT MEIUIIMHCKUTE CIIEIINATNCTH CE€ N3MCKBA Ja ChOOIaBaT BCSIKa
MOI03MpaHa HeKellaHa PeaKITus Ype3 HallMOHAIHA CHCTEMA 3a ChOOIaBaHe:

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

1303 Cocus

Tei.: +359 2 890 34 17

yebcaiiT: www.bda.bg

4.9 Ilpeno3upane

CuMnToOMHU M OpHU3HalM Ha IMPEaAO03UpPaHE

Moske 1a ce HaOI01aBaT CTOMAITHO-YPEBHU CUMIITOMH W HapyIIaBaHE Ha BOIHO-EIEKTPOIUTHHS
Oanmanc. HabmojaBana € aMOKCHITMIIMHOBA KPUCTAITypHs, B HIKOU CIIy4ad BOJEIIa 10 ObOpeyHa
HEJIOCTaTHYHOCT (BK. ToUKa 4.4).

Moxe na ce HabIOAaBaT I'bPUOBE NP MALUEHTH ¢ HapylleHa ObOpeyHa QyHKUUS WU [IPU TE3H,
MIpUEMaIl BUCOKH JIO3H.



Wma cpoOmeHns, 4e aMOKCUIIMIIMH Ce yTasBa B KaTeThpa Ha MIMKOYHUS MEXyp, OCHOBHO CJIE]
MHTPaBEHO3HO MpHJIaraHe Ha BUCOKH JA03U. Tpsa0Ba Ja ce MpoBeXaa peIOBEeH BHU3YyaleH KOHTPOI
(Bk. Touka 4.4).

JledeHne Ha MHTOKCUKAIIHS

CuMIITOMHTE OT CTpaHa Ha CTOMAIIIHO-YPEBHHUS TPAaKT MOraT Jia c€ JIEeKyBaT CUMIITOMAaTUYHO, KaToO ce
00BbpHE BHUMaHME Ha BOJHO-EJIEKTPOJIUTHHUS OajlaHc.

AMOKCHITHIINH/KJIaBYJIaHOBA KUCEJIMHA MOXE JIa C€ OTCTPAHU OT KPHBOOOPAILIEHHUETO Upe3
XEMOINAITN3A.

5. ®APMAKOJIOTUYHU CBOVICTBA
5.1 ®apmakogUHAMHMYHH CBOICTBA

dapmakoTeparneBTHYHa Tpyna: KomOWHANNS OT NIEHUIMIIMHHI, BKITFOUNTETHO OeTa-JTaKTaMa3HH
naxuoutopu; ATC kox: JOICRO2.

MexaHu3bM Ha IEUCTBUE

AMOKCHIIIIIMH € TTOTyCHHTETHYEH MeHUITWINH (OeTa-TaKTaMeH aHTHONOTHK), KOWTO HHXHOWpa eIiH
WK TIOBEUE CH3UMH (4eCTO HapHYaHH MEHUIWINH-CBBp3Balu npoterau, PBPs) B mbTs Ha
OmocuHTe3a Ha OaKTepUATHUS MTENITHIOTIINKAH, KOMTO € ChIIECTBEH CTPYKTYPEH KOMIIOHECHT Ha
OakTepuaiHaTa KJIeThuHA cTeHa. IHXHOMpaHeTo Ha CHHTE3a Ha MENTHIOTIIMKAaHA BOIN IO OTCIIa0BaHe
Ha KJIEThYHATA CTE€HA, KOETO OOMKHOBEHO CE€ IMOCIEBa OT KJIETHUHO Pa3rpaxkIaHe U CMBPT.

AMOKCHIIWIIMH € YyBCTBUTEIICH KbM pa3rpaxKaane oT Oera-iIakTamMasuTe, IpOAyIHUPaHU OT
PE3UCTEHTHUTE OaKTEpHH, IIOPATU KOETO, CIEKTHPHT My Ha JEHCTBHE HE BKIIIOYBA MUKPOOPTaHU3MH,
KOUTO MPOU3BEKIAT TE3U CH3UMU.

KnaBymnaHnoBara kucenvHa e 6eTa-inakram, CTpYKTYPHO CBbp3aH ¢ ICHUIMITHHNTE. Ts1 HHAKTHBHPA
HSKOM OeTa-TaKTaMa3HH €H3MMH, KaTo M0 TaKbB HAYMH IPEJOTBPATABAa HHAKTUBUPAHETO HA
amMokcHIIHH. KiiaBynaHoBaTa KUCEIMHA CAMOCTOSITEITHO HE TIPOSIBSIBA KIIMHUYHO MTOJIE3eH
aHTHOaKTepuaneH eexT.

Bpb3ka ¢papmakoknHeTHKa-(hapMaKOIMHAMUKA

BpemeTo Hax MuHuManHata naxuOupania kouenrparus (T>MUK) ce cunta 3a 0CHOBHUS
onpenesi HakTop 3a ehUKACHOCTTA HA AMOKCHIIIIMH.

MexaHn3Mu Ha PESUCTCHTHOCT

HBaTa OCHOBHHM M€XaHHN3Ma Ha PE3UCTCHTHOCT KbM aMOKCI/IHI/IHHH/KHaBy.HaHOBa KHUCCJIMHA ca:

o WnakTuBupaHe oT Te3u OakTepraiHu OeTa-TaKTaMasd, KOUTO He ca MHXUOUPAHH OT
KJIaByJIaHOBATa KUCEJINHA, BKIounTenHo kinac B, C u D.
. Uzmenenue Ha PBPs, koeTo HamansBa ahuHUTETa HA aHTHOAKTEPHATTHHS POIYKT KbM Taprera.
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Jlunca Ha mepMeaOMIUTET Ha OAKTEPUUTE WIIM MEXaHW3MHU Ha e(pIyKC momrmara MoraT Jia IPUIUHST
WIIW J1a TOTIPHHEcAT 3a OaKkTepuaiHaTa pe3uCTEeHTHOCT, 0COOCHO MpH ['paM-oTpuIaTenHuTe OaKTepHu.

I'paanunu croinoctu (Breakpoints)

I'parnunnte crorinoct Ha MUK (MIC breakpoints) 3a aMOKCHIIMIIMH/KITaByJIaHOBA KHCEIHHA Ca T€3U
Ha EBpoItelickus KOMUTET 110 M3IUTBaHE HA aHTUMUKpoOHaTa ayBcTBUTEeHOCT (The European
Committee on Antimicrobial Susceptibility Testing (EUCAST)).
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MUKpOOpraHu3bM I'paHUYHU CTOWHOCTH Ha YyBCTBUTETHOCT (pLg/ml)
(Susceptibility Breakpoints (p1g/ml))
YUyBCTBUTEIHU HNatepmeanepaun Pesucrentun
Haemophilus influenzae’ <1 - > 1
Moraxella catarrhalis’ <1 - > 1
Staphylococcus aureus’ <2 - >2
Koaryna3a-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 aHASPOOH <4 8 > 8
I'pam-nonoxuTennu <4 8 >8
aHaepo6u’
Kputnanu rpanuny, <2 4-8 > 8
HECBBP3aHH BUJIOBO'

! ChobIennTe CTOMHOCTH ca 3a KOHIIEHTPAIIMHTE HAa AMOKCHITWINH. 32 IENTe Ha H3CIIeBAHETO HA
YyBCTBUTEIIHOCTTA KOHIICHTPAIUATA Ha KJIaByJaHOBATa KUCEIUHA ¢ uKcupaHa Ha 2 mg/l.

? ChoOILIEHNTE CTOMHOCTH Ca 32 KOHIIEHTPAIUUTE HA OKCAIUIIHH.

3 CTOHHOCTHUTE 3a TPAaHMYHUTE CTOMHOCTH B TAOJIMIIATA CE OCHOBABAT HA TPAHUYHHTE CTOMHOCTH 32
AMTIUIIAIINH.

* I'paHMYHM CTOWHOCTH 3a Pe3UCTEHTHOCT R>8 mg/l 03HayaBaT, 4e BCHUKU M301IaTH C MEXaHU3MH 32
PE3UCTEHTHOCT Ca JOKJIaBaHU KaTO PE3UCTCHTHH.

3 CTOMHOCTHUTE 3a IPAaHMYHATE CTOHHOCTH B TabIMIAaTa ce 6a3upar Ha TPAHNYHHUTE CTOMHOCTH HA
OCH3MIITIEHUIIAITNH.

PasnpocTpaHeHneTo Ha PE3UCTECHTHOCTTA MOXKE Jla Bapupa reorpad)CKy U BbB BPEMETO 3a OIPEISIICHH
BUJIOBE U € JKEJIATCIIHO Jla MMa JIOKajIHa HH(GOPMAIIHUS 3a PE3UCTCHTHOCTTA, 0COOCHO IIPH JICUCHHE Ha
Texxku uHpekuuu. [Tpu HeoOXoaMMOCT TPsIOBa J1a ce IOTHPCH ChBETA HA EKCIIEPT, KOraTo JOKAITHOTO
pa3npocTpaHEeHUE Ha PE3UCTEHTHOCT € TAaKOBa, Y€ I0JI3aTa OT JICKAPCTBCHHUS MTPOYKT MPH [TOHE HAKOU
BUJIOBE HH(EKIIUU € MOJT BBIIPOC.

MukpoopraamusMu, KOUTO OOMYaHO ca YYBCTBUTEIHU

AepoOuu ['pamM-noJA0KUTEITHN MUKPOOPTaHU3MH

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METHINITHH-IyBCTBUTEINEH )£
Koaryna3za-neratuBHu cTaMIIOKOKH (METHLIMIMH-YYBCTBUTEIIHN)
Streptococcus agalactiae

Streptococcus pneumoniae'

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

Aepoonu ['paM-oTpHULIATEIHN MHKPOOPTraHU3MH
Capnocytophaga spp.

Eikenella corrodens

Haemophilus influenzae®

Moraxella catarrhalis

Pasteurella multocida

AHaepoOHU MUKPOOPTaHU3MU
Bacteroides fragilis
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Fusobacterium nucleatum
Prevotella spp.

Bunoge, mpu KOUTO IPUAOOUTATA PE3UCTCHTHOCT MOKE JIa € MPOOIIeM

Aepo0Onu I'paM-II0JI0KUTETHN MUKPOOPTaHU3MHU
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
aMOKCHIIMJINH/KJIaByJIaHOBa KucennHa (Tabnerku ot 500 mg/125 mg Tpu mbTH THEBHO) € MPUIIOKEH
Ha IJIIHO MIPY TPYIH 3paBu 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 500 7,19 1,5 53,5 1,15
500 mg/125 mg +2,26 (1,0-2,5) + 8,87 +0,20

KnaBynanoBa 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 — 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
MIEpPUTOHEATHATa TEYHOCT, JKTbYKaTa ¥ THOHTAa. AMOKCHIIMIIMH HE Ce pa3npeels J0CTaThYHO B
1epeOpoCMHAIHATA TEYHOCT.

Ot mpoy4BaHusATa IPU )KUBOTHY HAMA JOKA3aTEJICTBA 33 3HAUUMO 3abpXKAHE B ThKAaHUTE HA
JIEKapCTBEHO-IIPOMU3BOAHH BEILIECTBA 38 HUKOA OT ABETE ChCTABKU. AMOKCHULIMINH, TIOZOOHO Ha
MOBEUYETO NEHULIMIIMHH, MOXKE JIa Ce YCTaHOBH B KbpMaTa. Cienu oT KiIaByJaHOBA KUCEINHA ChIIO0
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
MeTaboNM3nupa eKCTEH3UBHO MPH YOBEKA U C€ OTACIS B YPUHATA M MU3MPAKHEHUATA, U KATO
BBIVIEPOJICH JUOKCHUJ B U3AUIIBAHUS Bb3AYX.

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
HETPOMEHEHHU B ypUHATA Ipe3 MIbPBUTE LISCT Yaca CJie/ MPUIoKEHHe Ha eAMHUYHA 1032

Ayrmentus 250 mg/125 mg nnn Ayrmentus 500 mg/125 mg Tabnetku. B HsxoaKO poy4BaHus €
YCTaHOBEHO, 4Ye ypuHHaTa eKckperus e 50-85% 3a aMOKCUITIINH 1 Mexy 27-60% 3a kinaByJaHOBaTa
KHCENMHA 3a TIeproJ oT 24 yaca. 3a KJIaByJIaHOBaTa KUCEINHA, HAW-TOJSIMO KOJIMYECTBO OT
JIEKapCTBOTO C€ EKCKPETHpa Mpe3 MbPBUTE JIBA Haca Ciie]] IPHIIOKEHHE.

EnHOBpEeMEHHOTO MPUIIOKEHUE HA TPOOCHEIN 3a0aBsi eKCKPEIMITa Ha aMOKCHUIIMIINH, HO HE 3a0aBs
O0BOpevHaTa 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
Cren nepopaiHoO IPUIOKESHUE HAa aMOKCHUIIMIIMH/KIaBYJaHOBA KUCEIIMHA TPH 3PABU MBXKE U KCHH
IIOJIBT HEC € OKa3aJl 3HAYNUMO BJIIUSHUC Bpry (1)apMaKOKI/IHeTI/IKaTa HHUTO Ha aMOKCUIIWJIIMH, HUTO Ha

KJIaByJIaHOBaTa KMCCJIMHA.

B’B6DC‘{HO YBPCXKAAHC

OOmuAT cepyMeH KIMPBHC HA aMOKCHUIIMIIMH/KJIaBYJIaHOBA KUCEJIMHA HAMaJIIBa IPOIIOPIIMOHATIHO C
HaMaJsiBaHeTo Ha ObOpeuHata QyHKus. [loHmkaBaHETO Ha JEKapCTBEHUSI KIMPBHC € M0-U3Pa3eHo 3a
aAMOKCHIIMIINH, OTKOJKOTO 32 KJIaBYyJIaHOBAaTa KUCEIHNHA, Thil KaTO MO-TOJIsIMA YacT OT aMOKCHILIMJIMH Ce
ekckpeTupa npe3 6p0penute. [lopaan Tazu npuyrHa J03UpaHeTo MpU OBOPEUHO yBpeKaaHe TpsiOBa
Jla IPeJOTBPaTH IPEKOMEPHO HATPYIBaHE Ha aMOKCHIIMIMH, 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 QYyHKIMS Aa Ce MpocieIsiBa PelOBHO.
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5.3 IlpeakJMHUYHM JAHHU 32 6€30IACHOCT

HexnmuHuuHUTE TaHHK HE MOKa3BaT 0COOCH PHCK 3a XopaTa Bb3 OCHOBA Ha MPOYUYBAHUS 3a
(hapmaxonormgHa 6€30MacHOCT, TeHOTOKCHYHOCT M PENPOTyKTUBHA TOKCUIHOCT.

HpOy‘lBaHI/I}l 34 TOKCUYHOCT IIPU MHOT'OKPATHO NpUjilaraHe, mpoBE€ACHU ITPpU Ky4de€Ta, C
aMOKCI/IHI/IHI/IH/KHaBy.HaHOBa KHCECJIMHA IMMOKa3BaT CTOMAIIHO APa3HCHE U NOBPBIIAHE, KAKTO U IIPOMAHA

B IIB€TA Ha €3HKa.

He ca MPOBCKAAHU NTPOYUBAHUSA 3a KAPLUUHOTCHHOCT C aMOKCI/ILII/IJ'II/IH/KJ'IaBy.TIaHOBa KHUCCIINHA.

6. DOAPMALIEBTUYHU JAHHU
6.1 Chnucbk Ha NOMOILIHUTE BelleCTBA
Aopo na mabremrkama

Marne3ueB creapat

Hartpues vummecren rimkonat, Tum A
CununueB OUOKCH, KOJOUACH Oe3BOIEH
MukpokpucTanHa Leayio3a

Dunmo6o nokpumue Ha madiemrkama
TuranoB nuokcun (E171)

Xumnpomenosa

Makxkporon (4000, 6000)

JrMeTnkoH

6.2 HecbBMecTUMOCTH
Henpunoxumo.

6.3 Cpoxk Ha roaHocT

2 TOJMHU B cTyIeHO (opmoBanu anymunuesu onvctepu (CFB) 1 B TUTHKYeTa, ChABPIKAIIHN CallleTa ¢
necukant (desiccated pouch packs (DPP)).

TabneTkuTe, ONaKOBaHH B IUNIMKYETA, C IECUKAHT TPs0Ba 1a ce U3M0I3BaT B paMkute Ha 30 1HU cien
OTBapsHe.

6.4 CroeuuajHu ycJ0BHS HA CbXpaHEHHE

Jla ce cpxpaHsBa B OpUTHHAIHATA OMIAKOBKA, 3a JIa Ce MPEeAIasy OT Bjara.
Ha He ce cpxpansaBa Han 25°C.

6.5 Buau chabpikaHue HA ONMAKOBKATA
Bmucrepu ot PVC/Anymunuii/Iloanamun 1aMiUHAT ¢ HOKPUTHE OT ATyMHHUEBO (OJIHO, HAPEUEHU
cryneHo ¢popmoBanu anymunuesu onucrepu (CFB), ceappikamm 4, 10, 12, 14, 16, 20, 24, 30, 100

niu 500 TabmeTku.

bmucrepu ot Anymunnit PVC/PVAC, noctaBeHr B INIMKYE C AIyMHHHUEBO IOKPUTHE, ChABPIKAIIO
JiecuKaHT B caire (HapeueHu desiccated pouch packs (DPP)), ceabpikamm 14, 20 wau 21 TabneTku.

He Bcuukm BUIOBE OTAKOBKM MOTAT 1a OBJaT ITyCHATH B TIpoaxoa.
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6.6 CrnenuajaHu NMpeana3’HN MePKH NPH U3XBBPJIsHe U padoTa

Hewusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCPHUAIN OT HET'O TpSI6Ba Ja CC U3XBBPJAT
B CbOTBCTCTBHUEC C MCCTHUTC U3MCKBAHU.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

I'makcoCmutKimaitn EOO/]

oyn. Lapurpaacko moce Ne 115 T

Codust 1784

bobirapus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Ne 20000314

9. JATA HA ITBPBO PASPEHIABAHE/ITIOAHOBSABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[ara Ha mppBoO pa3pemniaBane: 29 HoemMBpHu 1994 r.
Jara Ha nocneaHo noaHoBsiBaHe: 14 nexemBpu 2015 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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