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2. KAYECTBEH H KOIHMECTBEH ChCTAB

Bcska punmupaHa TabneTtka cbabpka 875 mg aMOKCHUMIUH (KATO AMOKCHLM/IMH TPUXHApAT
(amoxicillin trikydrate))) n 125 mg knapynaHOBa KMCENHHa (KaTO KAJTMEB KIaBylaHaT (potassium

clavulanate)).

33 MBJIHHSA CITHCHK HA MOMOILIHHTE BELIECTBA BHOKTE TOUKa 6. 1.

3. JEKAPCTBEHA ®OPMA

dunmupana Tabnerka (Tabnerka)

Bana c mpoavarosara gopma dpunmupana tabnerka ¢ sanb6Haro peaedHo oznauenne "1 07" ot
eaHaTa CTpaHa M INIaJKa OT ApyraTa cTpaHa, Ob/DKHHa Ha tabnetkara: 21,70

0,10 mm.

4, KJIHHAYHHA JAHHH
4.1 TepaneBTHYHH NOKA3ZAHUS

Beraknas € MOKa3aH 3a JIeueHHe Ha cleaHHTe HH(EKLMH MTPH Bb3PacTHH U Acua (BHKTe TOukH 4.2, 4.4

u5.1):

- OCTHp OaKkTepHaneH CHHYHUT (AACKBAaTHO AHArHOCTHLHPAH )

- OCTBP OTHT Ha CPEAHOTO YXO

- OCTPH eKk3auepdaly Ha XpOHHUYEH OpOHXHT (aACKBATHO AHATHOCTHLMPAH)

- [IHEBMOHHSA, NMPUAOOHTA B OOLLIECTROTO

- LIMCTUT

- nUeIoHePPUT

- HHGpEKLIMH HA KOXKATA H MEKUTE ThKaHH, NO-CMNELHAITHO LETY/MHT, YXaNnBaHHA OT )KHBOTHH,
TeXbK adcliec Ha 3pOUTE ¢ pasnpocTpaHABaUl Ce LIETYIUT

- HHOEKIMH HA KOCTUTE W CTABUTE, NO-CMELIHATTHO OCTEOMHEJINT.

Tpabaa Aa ce 0ObpHe BHHMaHHE Ha OQHLMAIHHMTE YKa3aHHA 34 NTpaBUIIHA YNoTpeDa Ha
aHTHOAKTEPHATTHUTE CPEOCTBA.

4.2 JT03HpOBKA H HAYHH HA NPHJIOKEHHE

Lo3npoBka

Jlo3uposkuTE ca NPEICTaBEHH CHOOPa3HO ChbABPKAHUETO HA AMOKCHLUMIIMH/KIIABYIAHOBA KMCEJIHHA, C
H3KJIIOYEHHE Ha CYYaHTe, KOraTo A03HTE ca JaJeHH 10 OTHOLUEHHUE Ha OTAEIHATA ChCTaBKa.

3a u3bopa Ha aoszara Ha beraxnas 3a nedeHxe Ha OTAEHATa HHOEKLMA TPAOBA 1a CoHMMig

- OYaKBAHHUTE NATOreHH H BEPOATHATA UM YYBCTBHUTEHOCT KbM aHTHOAaKTEpHS
(Touka 4.4)

- TEXXECTTA M MIACTOTO HA HHPEKLUMATA

- Bb3pacTTa, TENECHOTO Terjio U OvOpeunara QyHKUHA Ha NaUHeHTa, KaKkTo ¢




Ynorpebara Ha antepHaTHBHHM opMH HA betaknas (HanpuMep TakMBa, OCUTypABALIM N0-BUCOKH JO3H
Ha AMOKCHLIWIHH W/ WK Pa3fIMiHU CHOTHOLLIEHHS HA2 AMOKCHUHIHH KbM KJIaBY/IaHOB& KMCE/IHHA)
TpabBa Na ce uMa npeaBua, cnopel HeobxoaumocTTa (BXK. Touku 4.4 1 5.1).

ITpu BB3pacTHH K Aeua > 40 kg Tasn dopma Ha beraknas ocurypsiea o0iua fHeBHa 0o3a ot 1750 mg
aMOKCHLUTMH/250 mg K1aBynaHoBa KMCe/IHHA NpY ABYKPAaTHO AHEBHO A03HpaHe K 2625 mg
aMOKCHUHWIMH/375 mg KIaBy1aHOBA KMCEIMHA NPH JO3HpaHE TPH MbTH JHEBHO, KOTaToO ce Mpuiara,
KaKTO € NpenopbuaHo no-aomy. 3a acua < 40 kg tasn popma Ha beraknas ocurypsasa MakCUMajiHa
axesHa no3a ot 1000-2800 mg amokcuumnuny/143-400 mg knaBynaHOBa KMCEAHHA, KOFaTo Ce
npyiara, KakTo ce Npenopb4Ba Nno-aoy.

AKO ce CHMTa, Y€ € HeODXOAHMA MO-BUCOKA AHEBHA 1034 HA aMOKCHLIWIHH, NPENopbLYRa Ce
M3MON3BAHETO HA APYTO JIEKAPCTRO, ChAbPKALIO AMOKCHUKIIHH/ K1aBy1aHOBA KHCENHHA, 32 Na Ce
n36GerHe NPUIAraHeTo Ha HEHYKHO BMCOKH JHEBHH R03Y HA KJ1aBYNaHOBATa KHCENHHA (BXK. TOYKH 4.4

1s.1).

[MpoAb/LKUTENHOCTTA Ha IEYEHHETO Ce ONMpees OT NOBJIMABAHETO HAa NaUMeHTa. Hsikod MHPEeKUHK
(HanpHUMepP OCTEOMHUENIUT) HU3HCKBAT MO-rojiiMa NPOLBL/DKHTENHOCT Ha IEYEHHETO. JIeueHHeTo He
TpabBa Aa npoaw/ukasa nopseye oT 14 aHu 6e3 nosTopeH npernen (Bk. Touka 4.4 OTHOCHO

NPOALIDKMTENHA TEPAnua).

BripacThu v aeua > 40 kg

- cTaHAapTHa 103a: (32 BCHUKM HHAWKauuK) 875 mg/125 mg nga mbTH AHEBHO;
- NO-BUCOKH 71034 - (0cobeHO 3a HH(EKLHH KATO OTHT Ha CPEAHOTO YXO, CHHYHT, HHPEKUHH Ha
NOJIHUTE QUXATEAHH TETHLLE K HHPEKUHH HA NHKOYHKTE IMbTHINA): 875 mg/125 mg Tpu nbTH

JHCBHO.

Ieouampuuna nonyrayus
Heua <40 kg

Jeuata Morar Aa ce JeKyBar ¢ berakias TabneTku v CyCneH3HHU.

Toii kato Tabnerkudre He Morat Aa ObIaT pasaeneHH, aeua ¢ rerno noa 25 kg He Tpsadpa na 6vaar

nexyBaHH ¢ beraknas Tabnerku.

Helia Ha BL3PAcCT HA U NMOA 6 rOAMHH WK C TEJIECHO TErNO M0-Manko ot 25 kg e 3a npeanoYuTaHe aa
ce JIeKyBaT ¢ aMOKCHUWIHH/K/1aBYJIaHOBA KMCE/THHA CYCNEH3H.

[lpenopbuuTenHN 0034 3a 875 mg/125 mg aMOKCULMITHH/K/1aBy1aHOBA KHCENHHA

- 25 mg/3,6 mg/kg/nen no 45 mg/6,4 mg/kg/neH B 1Be pazneneHu NO3M;

- Jo 70 mg/10 mg/kg/aeH kaTo ABE OTAENIHH 03 MOXKE Ja C€ NPHIIOKH MPH HAKOH HHPEKLHH (KaTo
OTHT HA CPEAHOTO YXO, CHHYUT U HHPEKLHUH HA AOJIHUTE AUXATEIHH [THTHINA).

Ta6nuuara no-nony nNpeacTaBs noayyeHara no3a (mg/kg/renecno terno) npu Aeua ¢ rerno 25 kg no 40
kg cnen npuem Ha eaHokpatHa nosa ot 875/125 mg Tabnerka.

[IpenopbynTenHa €QHOKpaTHA

nos3a (1 ¢uamupaHa Tabaerka)

Tenecuo rerno [kg] 40 35 30 25 no3a [mg/kg TenecHo rerno] {Bx.
rope)

Amokcuumnnus [mg/kg tenecHo 125925

Terno] cnen eaHoxparHa nosa (1 219 | 250 | 29,2 | 35,0 ’ ’
(no 35)

¢unmupasa Tabnerka)

KnapynaHosa kucenuna [mg/kg
1,8 -3,2

TenecHo Teriao| cnex eqHokpatHa | 3,1 36 (42 |50 (10 5)




He ca HANMYHM KIMHHYHH AaHHH 3a NpUioxkeHue Ha 7:1 ¢popMuTe Ha beraknas no oTHOLIEHHE Ha
1034 NO-BUCOKM OT 45 mg/6,4 mg Ha kg Ha aeH npu Aeua nod 2 roJuHH

He ca HanWM4HU KIHHHYHH JAHHY 32 npuaoxkeHue Ha 7:1 ¢popmure Ha beraknas 3a nauuenTu nox 2-
MeceyHa BbapacT. CneaoBaTenHo HE MOraT Aa Ce NpaeaT NpenopbKH 3a A03WPaHE MPH Ta3H

MOnyJiaLKs.

Cmapuecka ev3pacm
He ce Hanara kopexkuus Ha ao3ata

bvopeuno yepeocoane

He ce W3KCKBa KOPEKLMS HA 103aTa NpH nauueHTH ¢ KpeaTuHHHOB KAUpbHC (CrCl) nan 30 ml/min.
[Ipx nauMeHTH ¢ KpeaTMHHHOB KIMPBHC NoA 30 ml/min He ce npenopbuBa H3MNON3BAHETO HA HOPMH
Ha Betaknae ¢bC CHOTHOLEHHNE aMOKCHIIMIIMH KbM KJIABYNaHOBA KHCENMNHA 7: |, Th# KaTO HAMA
HAJIHYHH NIPENOPBKH 338 KOPEKUHKA Ha Ao03aTa.

Ueprodpobro yepesxcoare
Ja ce 103Mpa BHUMATENHO W yepHOApobOHaTa PYHKUMA Ja ¢€ NpOoCieasBa Ha paBHH HHTEPBAIH OT
BpeMe (BXK. TOUKH 4.3 1 4.4).

Hauux Ha npuioxende
Betaknae e 3a nepopanHO NPUIIOKEHHE.

I[a C€ NMpHeMa B HAYan0TO Ha XpPaHEHETO, 3a Ja €€ HaMalli 10 MHHUMYM MNOTCHLUHANIHATA
raCTpOHHTCCTHHANHA HCTIOHOCUMOCT.

JleueHueTO MOXKE [1a 3aMOYHE ¢ NapeHTepanHa nekapcrseHa gopma B croTBeTcTBHE ¢ KXII Ha
CHOTBETHHA MPOAYKT H Ce TOBA MOXKE J1a CE NIPEMHHE KbM NIEpopanHa Gopma.

4.3 TIIpornBonoka3annd

CBpbXYYBCTBUTENHOCT KbM aKTHBHHTE BELIECTBA, KbM KOHTO M A € OT NEHHLIHWIHHATE K KbM
HAKOE€ OT NOMOIIHHWTE BeLlecTRa, H30poecHHU B TOUKa 6. 1.

AHaMHe3a 3a Texka He3a0aBHa peaKLMs Ha CBPbXYYBCTBUTEHOCT (HAMpPHMeEp aHA(QHIAKCHA) KbM
apyr Gera-naKkramMeH NpoayKT (HanpuMmep UedaloCnopHH, kapbaneHeM WM MOHODakTaMm).

AHaMHe3a 3a XBITEHHLA/YepHOAPOOHO YBpEXIaHe, Ab/DKALLHK Ce Ha aMOKCHLIWIHH/KIaBYy1aHOBA
KUcenHHa (BX. TOYKa 4.8).

44 ChoenHaInH NpeaynpexAeHHsd H ApeINa3sHH MepKH

[Ipenu 3anoyBaHe Ha ICHEHHETO ¢ AMOKCHLIWIHH/K1aBY1aHOBA KHCE/IHHA, C/IEABA Na Ce B3EME
BHHMATEIHO aHAMHE3A 3a MPEJHLLIHN PeakLiid HAa CBPBLXYYBCTBHTETHOCT KbM MICHHUHJIHHH,
nedanocnoOpHHU WAK APYTH OeTa-IakTaMHU NPOAYKTH (BXK. Toukk 4.3 K 4.8).

CepHo3HH H MOHsAKOTa GAaTANHH peakLiMi Ha CBPBbXYYBCTBHTEHOCT (BKIIOYHTENIHO AHAQWIAKTOMAHH
H TEXKKH KOXKHH HEXKeIaHH peakliii) peakLMH ca chOoDLIaBaHH NPH MNALHEHTH, NEKYBaHH C
MEHHULWAKH. BB3MOKHO € Chli0 peaKLMUTE Ha CBPbXYYBCTBHTEJIHOCT Aa [POorpecHpar 0 CHHAPOM Ha
Kounis — cepro3Ha aneprudHa peakuus, KOSTo MOxXe Aa A0Beae N0 UH(apKT Ha MHOKAp YKa

AMOKCHLHJIMH/KJIaBY/IaHOBA KHCENWHA TpAOBa 1a e NpeyCcTaHOBH H a Ce Ha3Ha
aANnTepHATHBHA TePamnHA.




Mma cboBuueHHs 3a EHTEPOKOAUTEH CHHAPOM, NPEeAX3BHKaH OT NMpHeM Ha nexapcTBoTo (drug induced
enterocolitis syndrome — DIES), rnasHo npH aetia, Npy KOHTO Ce NpUIara aMOKCHLIMNKMH/KNaBy naHaT
(ex. Touka 4.8). DIES e anepruuna peakums ¢ BOACLL CHMITOM NMPOALIKHTENHO nospbiiake (1 —4
yaca cied NpHEM Ha NeKapcTBOTO) 0e3 anepruyHi KOXKHH HITH PECNIMPATOPHH CHMITTOMH,
JonbIHHUTENHA CUMITOMH MOraT Aa Obaar 6onka B kopeMa, IHapHs, XHIIOTOHHS HJIH JIEBKOLIHTO3a C
HeyTpotunua. UMa Texku cnyyau, BKIIOUATENHO C NPOrpecHs oo 1LOK.

B cayuait ue ce nokake, ye HHpEKUMATA C€ ABNKH HA AMOKCHLIWIWH-H1YBCTBHUTCITHH
MHUKpPOOpraHu3MH, Gu Moo Ja ce 06¢ban NpeMUHaBaHe OT aMOKCHLIW/TMH/KNaBy.JaHOBA KMCENTMHA Ha
AMOKCHLIMIMH B CbOTBETCTBHE ¢ OPULIMANHUTE YKA3aHHA.

Ynotpebarta Ha Ta3d ¢opma Ha betaknas He € NOAXOAALLA, KOFraTO € HAJTMLE BHCOK PHCK
NPEANONaraeMHUTE NAaTOreHH Ja ca ¢ HAMAEHa YyBCTBHTENHOCT HIH C PE3UCTEHTHOCT KbM OeTa-
NaKTaMHH MPOAYKTH, KOATO HE € MeOMHpaHa oT beTa-nakTamasu, HyBCTBUTENHH HA HHXHOUPaHe OT
KJTaBY/IaHOBA KucenwHa. Ta3u ¢opMa He TpaOBa Aa ce U3MOoi3Ba 3a ICYeHHe Ha NEHHLWITHH-
PE3UCTEHTHU S. pneumoniae.

ITpu nauuenTH ¢ yepeaeHa 6u6peura GyHKUMA WK NMPH TaAKKBA, NPHEMailll BUCOKH J03H, MOXE J1a ce
pa3BUAT rbpuoBe (BXx. 4.8).

JleueHHeTo ¢ aMOKCHLUMITHI/KTaBy12aHOBA KMCeIMHa TpsaOBa aa ce u3barasa npH CbMHEHHE 32
HHDEKLNO3HA MOHOHYKJIE03a, Thil KaTO NpH ToBa 3ab0as8aHE Cle/l NPHIIOKEHHE HA AMOKCHLIMITHH €
HaOMoNaBaHa NnosBaTa Ha MopOunndopMeH 0OpHB.

EnHoBpemeHHaTa ynotpeba Ha ajionypUHON 110 BpeME Ha JICYEHHETO C AaMOKCHLIM/IMH MOXeE 12
yBEJIHYH BEPOATHOCTTA 33 aIEPrUYMHHU peakU Uy OT CTpaHa Ha KoXKarTa.

[IpoarmkuTenHara yrorpeda NoHAKoOra MoXe a J0oBe€e 4O CBPBLXPACTEXK HA HEUYBCTBUTENHH
MHUKPOOPraHH3MH.

{Ipu 3anouyBaHE Ha JICHEHUETO MOABATA HA CHITHO 3a4EpPBEH FeHEPaAIH3HPaH €PHTEM, CBITPOBOACH OT
MyCTyJia, MOXKE Ja € CHMITTOM Ha OCTpa reHepain3HpaHa ek3aHTeMaTto3Ha nmycrynosa (AGEP) (x.
Touka 4.8). Ta3zu peakLMa HAIara CMpaHe Ha NEYCHHETO C berakias U € NPOTHBOMNOKA3aHHE 34
nocneaBallo ACHESHHE C AMOKCHUMITHH.

AMOKCULIWIHH/K/IaBYJIAHOBA KHUCeJIMHA TpAOBA [1a ce npujiara BHHMATEHO NPH NALHEHTH ¢ JaHHH 33
YepHOAPOOHO yBpexKaaHe (BxK. Touku 4.2, 4.3 1 4.8).

Cu0MTHA OT cTpaHa Ha YepHHA Apod ca chobLiaBaHH NPEIHMHO NIPH MbXE H NPH NALHEHTH B
cTap4ecKa Bb3PacT, H MOXKE Jia €a CBbP3aHH ¢ NPOIB/DKHTENHO neveHue. Tesu cuburus ca
¢crobIIaBaHH MHOTO pAako npu Aeua. [1py BcHuky nonynauuu, NPH3HALUKTE H CHMITTOMHTE
OOMKHOBEHO ce HadmoaBaT No BpeMe Ha WM MAIKO cJle] JICUEHHE, HO B HAKOH CJIyHau MOXKeE Oa He
¢e M3ABAT J0 HAKOJIKO CEAMHLIH ClIe] NPEYCTAHOBABAHETO HA JieueHHETO. Te3u cuOuTHA OOMKHOBEHO
ca obparumn. YepHoapoOHuTe chOUTHSA MOXKE Aa Ca TEKKH H B U3K/IIOUHTEIHO PEAKH CiTy4aH ca
[OKJIaZiBAHH CMBPTHH clTydad. Te3u cuOMTHS NOYTH BUHArH ca HabNK0AaBaHH MPYU MALKHEHTH CbC
CEpHO3HO MpenxoaaLlo 3a00/IABaHe WK NPUEMALLIH €THOBPEMEHHO IEKAPCTRA, 32 KOWTO € H3BECTHO,
ye UMAT MOTEHLHAJI 33 YepHOAPOOHH edekTH (BXK. TouKa 4.8).

Konur, cebp3aH ¢ NPUIOKEHHETO HA AaHTHOMOTHLH, € CBOOLIABAH TIPH NOYTH BCHYKH
aHTHOAKTEpHAJIHH MPOXYKTH, BKAKOUUTEIHO NPH AMOKCHLUWIHH H MOXKE /1a BADHPA 1O Top T T
N0 JKHBOTO3acTpaliaeail {Bx. Toyka 4.8). [1o Tazy npHYHHaA, NpH NMaLKHEHTH ¢ AHAp / ey flo
fAeyeHWe ¢ aHTUOHOTHLIM, € BAXKHO a C€ WMa NpeABHI Ta3H AWarHo3a. Ilpu passur // ¥ KOIpfe
CBBP3aH ¢ MPWIMKEHHETO HA aHTHOHOTHLM, NeueHreTo ¢ berakiae Tpabra na ce g g

’ r
»

He3aGaBHO, 1a ce HANPaBH KOHCYATAlMA C JIeKap W [a CC 3aNO4YHe NOAXOAALLO JTey¢
CHTYaLMs ¢a NPOTHBOMNOKAa3aHH NMPORYKTHTE, OTCIa0Baly NepUcTaANTUKAaTa.




[To BpeMe Ha NPOABAKHTETHO JIEHSHHE € NMPENOPbYHTENTHO MEPHOAUYHO A Ce OLIEHABAT OPraHHMUTE H
cucTeMHH QYHKLIHH, BKTIOYHTENHO 61bOpeuHarta, yepHOApoOHATa M XEMOTNOETHUHATA (PYHKLIHA.

Ch0o0LIaBaHH ca PelKH Cly4aH Ha yAb/DKaBaHe Ha NPOTPOMOWHOBOTO BpEME NPH MaiMEHTH,
NEeKyBaHH ¢ aMOKCULHJIHH/KIaBYJIaHOBA KHCENTHHA.

[Ipy eaHOBPEMEHHO NPUIIOKEHHE C AHTHKOAry/IAHTH CE HaJlara noaxoAAwo npocneassade. Moxe na
ce HAT0XKH KOPEKLHA Ha 103aTa Ha NEPOPANHUTE AHTHKOAryJJaHTH 3a MOAAbPXKAHE Ha )KeJIAHOTO HHBO
Ha aHTHKoarynauus (Bx. Touka 4.5 u 4.8).

ITpu nauneHTH ¢ 6b0peuHo yBpexaaHe Ao3aTta TpAOBa Aa ce KOpUrHpa B 3aBUCHMOCT OT CTeleHTa Ha
yBpeXAaHeTo (BXK. Touka 4.2).

[IpH nialiMeHTH ¢ HAMANEHO OTAENAHE HAa YPHHAE MHOTO PAAKO € HabIroAaBaHa KpHCTaTypHs
(BKTIOUYMTENHO OCTpO OBOpeUHO yBpeXaaHe), MIAaBHO MPH NapeHTepanHo neueHue. [lo speme Ha
NPWIAraHeTO HA BUCOKH JO3H AMOKCHLMIIMH C€ NMPENnopLYBa NOoAAbLPKAHETO HA 2ACKBATEH NPUEM Ha
TEYHOCTH H OTAENAHE HA YPHHATA ¢ e Aa Ce HaMaJIH BE3MOXHOCTTA 32 aMOKCHLIWJIHHOBA
kprcTanypssa. [Ipy naumeHTn ¢ KaTeThbp B MMKOYHUA MEXYDP TpsOBa /1a ce NMpoBexIa peIOBEH
BH3yaJieH KOHTpPOA (Bx. ToukH 4.8 1 4.9).

[To BpeMe Ha JICUSHHETO ¢ AMOKCHUMIMHE TPAOBA [1a C€ H3MNOA3BAT EH3HMHHTE ITIOKO300KCHa3HH
METOAH MPH TECTBAHE 3a HATMYME HA IfIHOKO3a B YPHHATA, Thil KaTO MNPH HECH3UMHUTE METOIH MOXKE
Jia ¢e CTHrHe Ao PaniUBO NMONOKHTEIIHH PE3yTaTH.

Hannuueto Ha K1aByJaHOBA KHCeNnMHa B berakias Moke Ja NpHYHHH HECneUH(PHYHO CRbP3BaHE Ha
I1gG u anbymuna ¢ MeMOpaHUTE Ha YEPBEHUTE KPBbBHH KIETKH, BOACLIO A0 (aNlIHBO MOJIOKHTENEH

Coombs TecT.

HMa cLoOLIEHHA 32 NOJOKHTENHH PE3YNITATH OT TecToBeTe, W3noa3sawu Bio-Rad Laboratories
Platelia Aspergillus EIA TecT npu nauneHTH, MOJy4aBalld aMOKCHLWIHH/K/1aBYy/JaHOBA KHCEJIHHA, 32
KOMTO CJIEL} TOBA € YCTAHOBEHO, Ye ¢a CBOOOAHH OoT UH(ekuus ¢ Aspergillus. CprobulaBanu ca
KPBLCTOCAHH Peakunu ¢ He-Aspergillus nonuzaxapuaun u nonudyparosu ¢ Bio-Rad Laboratories
Platelia Aspergillus E1A Tect. CnenoBarenHo NOJOKHUTEIHHTE PE3yJITATH OT TECTOBETE MPH
MALHEHTH, NpHEMAIlH aMOKCHLIM/IUH/KIaBYIaHOBA KHCENNHA, TpI0Ba Aa ObAaT HHTEPNPETHPAHH
BHUMATEJTHO M Ja C€ MOTBbPAAT YPE3 APYIH JHArHOCTHYHH METOH.

Hampuu
Tora nekapcTBo cbabpka no-mManko ot | mmol Hatpi (23 mg) Ha Tabnerka, T.€. MOXKE A C€ Kaxe,
4ye MPAKTHYECKH HE CHABLPKa HATPHH.

4.5 BsasMoaelCTBHE ¢ APYIrH JIEKAPCTBEHHE NPOAYKTH H APYra GOpMH Ha B3aHMO/ICHCTBHE

[Nepopannyu aHTHKOAryJaHTH
[lepopanHuTe aHTUKOArYJIAHTH U NEHHUUITHHOBHTE aHTHOHOTHIIY 2 M3MNO0JI3BaHH LHAPOKO B

npaxTHKaTa 6e3 cboOlueHHA 3a B3aUMoacicTBUA. Brnpekn ToBa B MMTepaTypaTa UMa OMUCAHM Clly4Yau
Ha MOBHIIEHO MEXIYHapOoAHO HopManu3upaHo oTHoweHHe (INR) npu naumeHTH Ha alleHOKyMapoJ
UM BapdapyH U IPEANUCaH KYpc C aMOKCHUMIHH. [Ipyu HEOOXOANMMOCT OT ENHOBPEMEHHO
MpHAOXKEH e TPIOBa BHUMATENHO 12 CE NMPOCAENABAT NPOTPOMOHHOBOTO BpeMe HIH
MEXIYHAPOAHOTO HOPMANTH3UPAHO OTHOLIEHHE NIPH A00ABIHETO WK CIIHPAHETO Ha
OcBed TOBa MOXe /1a C€ HANOXKH KOPEKLIHA HA J03aTa Ha MEPOPATTHHTE aHTHKOAry

4.4 n 4.8).

MeToTpekcat




[MeHUUWIHHUTE MOXKE /12 HAMAIAT EKCKPELHATA Ha METOTPEKCAT, NPHUYUHABAHKH NOBHIIABAHE HA
TOKCHYHOCTTA.

ITpoGeneunn

EnnoepemeHHara ynorpeba Ha npobexeuns se ce npenopbusa. Ipobenenna Hamanssa 6u6peunara
Ty6ynapHa cexpeuns Ha amokcuUMaAKuH. EnHoBpeMerHara ynorpeba Ha npobeHeLna MOXe N1a AoBeae
[0 YAB/DKABaHE HA HAJIMYHETO H NOBHILIABAHE HA HUBATA HA AMOKCHLIWIKH B KPBBTA, HO HE 4 Ha
KJ1aBYJIAHOBATa KHCEIHHA.

MuxodeHonar modeTnn

[Mpy nauueHTH, nony4asawy MukogeHonaT ModeTus, € ChoDILEHO 3a HaMansBaHe Ha Npeano3oBara
KOHLIEHTPalH{s Ha aKTHBHMA META0ONUT MUKOodeHonoBa kucenuHa (M®K) ¢ npubnusurento 50%,
CJIE/ 3aTIOYBAHE HA JIEYeHHE C NepOpaIeH aMOKCHIIMIIMH [UIIOC KaBy/laHOBa KHCENHHA. [lpomaHaTa Ha
MPeAc30BOTO HHBO MOXKE [a HE OTpa3siBa TOYHO NpOMEHHUTE B obllaTa excnosuuus Ha MOK. Tlopaan
TOBA MPOMAHA B A03aTa Ha MUKodeHonaT ModeTHa OOHKHOBEHO HE € HeoDX0oAMMa MPH JIMICA Ha
KNHHMUYHKA JAHHH 3a HapyiueHa dyHKuma Ha npucagkata. Bnnpeku Tosa, TpaOBa na ce H3BbLpLIBA
BHUMATEJHO KIMHHYHO Mpoc/iesBaHe MO BpeMe Ha JICHEHHETO ¢ KOMOMHALIMATA H MANIKO CeN
3aBBLPIIBAHE HA AHTUOMOTHYHATA TEparHs.

4.6 PeprraHTeT, OPEMEHHOCT H KbpMEHE

bpeMeHHOCT

M3nuTBaHUMATA NPH )KHUBOTHH HE NMOKA3BAT MPEKH HIIH HENPEKH BPETHH Bb3ACHCTBHA BLPXY
6pEMEHHOCTTA, eMOPHOHATHOTO/QeTATHOTO Pa3BHTHE, PAXKAAHETO HNH MIOCTHATATHOTO Pa3BHTHE (BX.
Toyka 5.3). OrpaHuyeHH NaHHM 3a yrioTpebaTa Ha AMOKCHUKWIHH/KIaBY/1aHOBA KHCEIHHA MO BpeMe Ha
OpeMeHHOCT MPH XOpa He MOKa3BaT MOBULIEH PHCK OT BpoaeHH Mandopmauuu. Ilpu eaHo uanuteaHe
MPH XKEeHH ¢ NpeATEPMUHANIHA NIPEXAeBPEMEHHa PynTypa Ha deTanHaTa MmemOpaHa e cboOLIeHo, ye
MpOHIAKTHUYHOTO JIEUYESHHE C AMOKCHLIMIIMH/KIaBYIaHOBA KHCETHHA MOXKeE [1a € CBbpP3aHO € NOBHLUEH
PHCK OT HEKPOTH3HpaLl EHTEPEKOANT NPH HOBOPOACHH. 11pHNIOKEHHETO HA AMOKCHIIMITHH
/KiaBynlaHOBa KHCEIMHA 110 BpeMe Ha GpeMeHHOCTTa TPAOBa Aa ce H308rsa, OCBEH aKO JIEKapAT He
npeueHH, 4€ € )KH3HEHO HEOOX0AHMO.

KbpMeHe

JiBeTe CHCTABKH Ce EKCKPETHPAT B KbPMATa (He ca yCTAHOBEHH €(PEeKTUTE Ha KNaBy.,laHOBATA KHCEITHMHA
BBPXY KbpMaueTo). CneoBaTesHO ca Bb3MOKHH AHapys M rbOMUHa HHGEKUNA Ha THraBHLKTE NpH
KbPMAu€eTo, KOETO MOXKE /12 HANIOXKH NpeycTaHOBsBaHe HA kbpMeHeTo. Tpadea na ce umMa npensua
Bb3MOXKHOCTT2 3a CEHCHOMTH3aums.

AMOKCHLIWINH/KIaBYJIAHOBA KHCENMHA TPSOBa Aa ce M3M0138a 10 BPEME HA KbPMEHE CaMoO cliell
peleHKa OT JAEKYBAIlMA JIEKap HA CbOTHOWEHHETO PUCK/MON3a.

47 EdexTH BbpXy cnocobHocTTa 32 modHpaHe ¥ padoTa ¢ MAIAKHK

He ca npoBekaaHH NpoyuBaHua 3a eekTuTe BbpXy cnocobHOCTTa 3a wodupaHe H padoTa ¢ MalLIHHA.
BLnpexky TOBa MOXKeE Ja C€ MOABAT HEXENAHU peakuuH (Hanp. anepruuHi peakuuH, 3amaiBaHe,
MpUOBE), KOUTO MOTAT Ja MORJIHAAT CNOCOBHOCTTA 3a WwogHpaHe i paboTa ¢ MalIKMHU (BX. TOUKA
4.8).

4.8 Hexenann JeKapcTBEHH PEAKIHH

Haii-uecto crobiiaBaHiTE HEXXENnaku ekapeTeedd peakuwy (HJIP) ca nnapus, raneys
Hexxenauure nexapcTBeHH peakuuH, NOJYUYEHH OT KIIHHHYHH H3NTHTBAHHRA M OT He A o)
MycKaHe Ha nasapa ¢ beraknas, kaTeropu3anpaHH 1o CHCTEMO-OPraHeH Knac no ‘

[1o-A0Ny.

- Muoro yectu (= 1/10)



Yectn (= 1/100 ao < 1/10)
Heuectu (= 1/1 000 go < 1/100)
Peaxu (= 1/10 000 go < 1/1 000)

MHoro penku (< 1/10 000)
C Hen3BecTHA 4yecToTa (OT HAIHYHHTE JaHHH HE Moxe [1a ObJe HarnpaBeHa OLEHKA)

CHcreMa opraH Kjac

HexelaHH peaknn

HMudexumun v nHbeCcTaLIUH

UectH

Kanauaosa Ha KoxKaTa U JIMFraBHLUMTE

C HeuszBeCTHa
YecToTa

CBp’bXpaCTe}K Ha& HEHYBCTBHTC/IHH OpPraHH3MH

HapylueHus Ha KPbBTa H IHM(}HATA CHCTEMa

Penkw

O6patHMa AEBKONEHHA (BIIIOUHUTETHO HEYTPOTICHHA)
TpombouuToneHus

C Heu3BeCTHA
4yecToTa

Obparuma arpaHyioulTo3a

XeMOoauTHYHA aHEMHUS

Y nbkaBaHe Ha BPEMETO HAa KbPBEHE U Ha NPOTPOMOHHOBOTO
BpeMe

HapyiieHus Ha MMyHHaTa cucTema'’

C Heu3BeCTHA
yecToTa

AHIMOHEBPOTHUYECH OTOK

AHadpunakcus

CuHapoM, nogobeH Ha cepyMHa 0oNecT
XHNepceH3IHTHBEH BACKYJIMT

HapyLieHHS Ha HCpBHATa CHCTEMA

Heuectu 3aMasHOCT
['napobonue
C HeusBecTHa (OO6paTuMa XHMEPAKTHBHOCT
yecToTa Mbpuose’

AcenTvyeH MEHHHIHT

CopacuHH HapyuleHHA

C HeH3BeCTHA
YyecToTa

Cunapom Ha Kounis

CToMallHO-YPEBHH HapYLIEHHS

MHuoro YecTH Jluapus
YecTu lanene’
IToBpbinane
HeuecTH HapyuieHO XpaHOCMIJIaHe
C HEH3BECTHA KonuT, CBbP3aH ¢ NPUIOKEHHETO Ha aHTHOHoTHLM®
4eCcToTa YepeH ,,kOCMaT €3HK”

EHTepOKONUTEH CHHAPOM, NPEAU3BHKAH OT MPHEM Ha JIEKapCTBOTO
OcTbp NAHKPEATHT

XenaroOunHapuy HapylleHHs

Heuectu [NosninaBaHe Ha AST wwm ALT
C HeuzBeCcTHA Xenatur®
YecToTa XonecTarnuHa XKbITeHHUA
Hapyuesns Ha KoXaTa ¥ NOJKO)KHATA ThKaH
HeuectH KoxxeH obpus
Ilpyputyc
Yprukapus
Penky Epurema myntrndopme
C Heu3BeCTHA CunapoM Ha Stevens-Johnson
4ECTOTA Tokcuuna enuaepMaiHa HEKpONH3a

Byno3zeH exchosiHaTUBEH NEPMATHT




CHcTeMa opras Kaac Hexel1auH peakun
OcTpa reHepanuiupaHe eksaremHa nycrynosa (AGEP)’
JlekapcTBEHA peakuya ¢ €O3HHOPUNUS H CUCTEMHH CHMITTOMM

(DRESS)
JiuHeapHa IgA Gonect

HapyiueHns Ha 6b0peuTe H NMKOYHHTE IMbTHLIA

C Heu3BEeCTHA HutepcTtHunaneH HehpHT
4ECTOTA Kprcranypus (BKTIOUHTENHO o¢Tpo 61u0peuHo yBpexaane)®
' Bxx. Touka 4.4
* Bxk. Touka 4.4
* TageHeTo € No-4ecTo NpH NepopaieH NpHeM Ha BUCOKH A03H. AKO ce MOABAT PeaklHH OT
CTPaHa Ha raCTPOMHTECTUHAIIHUA TPAKT, TE MOraT Ja ¢€ HaMaJIAT ¢ IpHEM Ha betaksias B
HA4Yal0OTO HA XPAHEHETO
* BiunouurenHo ncesaomMeopaHo3eH KOJAHT H XeMOparudeH KoJiuT (BxkK. Touka 4.4)
> ¥Mmepeno noeuiiaBaHe Ha AST w/unu ALT e ycTtaHoBeHH NMpH NaUMEHTH, JIEKYBaHH ¢ GeTa-
NaKTaMHH aHTUOHOTHLIH, HO 3HAYEHHUETO Ha Te3H MPOMEHH HE € H3IACHEHO.
® TaxuBa peakliHH ¢a YCTAHOBEHH H ciie[ MPUIOKEHHE Ha APYTH
NMEHHUHUIHHY ¥ uedanocnopHHHU (BxK.Te Touka 4.4).
7 AKO CE MOABH anepryyueH AEPMaTHT, ieueHHeTo TpAOBa 1a ce npeycTaHoBH (BX. Touka 4.4).
% Bk. Touka 4.9
? Bx. Touka 4.4
'9 Bak. Touka 4.4

Crobiagane Ha MOAO3UPAHH HEXKEJIAHH PeaKLiMH

Crho0uaBaHETO Ha MOO3HPAHH HEXEIIAHH PEAKLIMM CJIEA pa3pellaBaHe 3a ynorpeba Ha NeKapCTBEHUA
NpOAYKT € BaXHO. TOBa Mo3BoJiARa Aa NPOABL/DKH HA0MIOAEHHETO HA ChOTHOLIEHHETO MO0Ji3a/PHCK 3a
NIEKAPCTBEHHA NMPOAYKT. OT MEAHLIHHCKUTE CIEUHANIMCTH CE M3HCKBA 1a ChoOLIABAT BCAKA
NOJO3MPaHAa HEHKENAHA peaKuus ypes

HM3nbanuTeHA areHUHA 110 JleKapcTBara

yn. ,,Jlaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiiT: www.bda.bg

4.9 Ilpeaozupane

CumnroMu

HMa c1bo0LueH A, Y€ aMOKCHIIMIIMH C€ YTasBa B KATETHPA Ha [THKOYHHUA MEXYP, OCHOBHO CJieq
HHTPaBEHO3HO NpWiaraHe Ha BUCOKM no3H. TpabBa na ce nposexxaa peA0BEeH BU3yallEH KOHTPON (BXK.
Touka 4.4).

Moxe 1a ce HabnoAaBaT CTOMAIIHO-YPEBHH CUMITTOMH U HAPDY1UABAHE HA BOJHO-ENCKTPOIUTHHSA
Oananc. HabnonasaHa € aMOKCHLIMITHHOB2 KPUCTANTYPUA, B HAKOHU Clyuan Boaela ao 6nbpeuna
HeAOCTAaTBYHOCT (BX. TOUYKA 4.4).

Moxxe na ce Habmonasar ropuoOBe NPH NaLMEHTH ¢ HapyleHa 6b0peuHa QyHKUHA WIH NPU TE3M,
NpyUeMaily BUCOKH AO3H.

IloseneHue
CUMATOMUTE OT CTpaHA HA FaCTPOMHTECTHHANHHA TPaKT MOTAT Aa CE JIEKyBaT CUMITTOMATHYHO, KATO
ce 00bpHe ClieLMaTHO BHHMaHHE Ha BOAHO-ENEKTPOSIMTHUA DanaHc.

AMOKCHUMNHH/KNARYTAHOBA KUCEIHHA MOXKE 11a €€ OTCTPAHK OT KPpbBOOOpALUEHHET
XeMOAHANMN3A.

5. ®APMAKOJIOTrHYHH CBOUCTBA




5.1 @apmakoarHAMHAYHEA CBOHCTBA

dapmaxoTepaneBTHUYHA rpyna: AHTUOAKTEPHATHHM CPEACTBA 3a CHCTEMHO NpWwioKeHHe. KomOuHauus
OT MEHHULIMIMHH, BKIIOUHTENHO OeTa-nakraMazHu HHxnouTopu; ATC xoa: JOICRO2.

Mexasn3bsM Ha AEHCTBHE

AMOKCHLHJIMH € NONYCHHTETHYEH NEHULUUAMH (DeTa-nakTaMeH aHTHOHOTHK), KOHTO HHXHOHUpaA eauH
WM NnoBeYe €H3WMHU (YECTO HapH4YaHHU NMEHULUMIUWH-CBBP3BaliK npoTeuHH, PBPs) 8 nbTa Ha
OHOoCHHTE3a Ha DakTepUantHUA MEeNTHAOTNHKAH, KOHTO € CbLUECTBEH CTPYKTYPEH KOMMNOHEHT Ha
OakTepuanHaTa KneTb4Ha creHa. MHXHOUpaHeTO HAa CHHTE3a HA NENTUAOINHKAHA BOAH A0 OTC1abBaHe
Ha KJIETbYHATA CTEHA, KOeTO OOMKHOBEHO C€ NOocieABa OT KNETbYHO pa3rpaxIaHe H CMbPT.
AMOKCHUHWIHH € YyBCTBHTENIEH KbM pasrpaxkaaHe oT O¢ta-nakramasure, NpOAyUHPaHH OT
PE3UCTEHTHUTE OaKTUPHH, MOPAAH KOETO, CNEKTBPBLT MY Ha ACHCTBUE HE BKIIOYBA MUKPOOPraHHU3MH,
KOUTO NMPOU3BEXKIAT TE3H EHIUMM.

KnaesynaHoBata kucenvHa e 6eta-nakraM, CTpPYKTYPHO CBbp3aH ¢ NeHHUUIUHUTE. T4 HHAKTHBUpA
HAKOH DeTa-TaKTaMas3Hy €H3UMH, KaTO N0 TAKLB HAYMH MPEAOTBPATABA HHAKTUBHPAHETO HA
aMOKCHLUWIHH. Kiapy1aHOBaTa KMCE/IMHA CAMOCTOATENHO HE MPOABABA KJIIMHMYHO ITOJIE3EH
aHTHOakTepuaneH egexT.

(dapMakoKHHETHKY/ PapMAKOAUHAMMKA OTHOLIEHHUE

Bpemero Han MHHEMManHaTa HHXHOHpalua koHueHTpauus (1> MIC) ce cuuTa 3a OCHOBHHS
onpeaensil GakTop 3a epPHKaCHOCTTA HA AMOKCHLUHIIHH.

MexaHH3bM Ha PE3HCTEHTHOCT
JpaTa OCHOBHH MEXAHH3MA HA PE3UCTEHTHOCT KbM aMOKCHLIWIHH/KNABY1IAHOBA KUCENUHA Ca:

- HHaktusHupaHe oT Te3n OakTepHallHy OeTa-TlakTaMasM, KOHTO He ca HHXUOUpPaHH OT
KNasy/laHOBaTa KUCeJMHa, BKmovuTenHo kiac B, C u D.
- Himenenne Ha PBPs, koero Hamanssa agpHHHUTETa Ha aHTUOAKTEpUAIHNA NPOAYKT KbM TapreTa.

Jlunca Ha nepmeabunuTeT Ha GakTepHHTE UM MEXAHU3MHU HA eqUIYKC MOMIaTa MOraT Aa MPHYHHAT
WIH na JOoTpHHECAT 3a OaKTepHanHaTa pe3HCTEHTHOCT, ocobeHo npy ['pam-oTpHLaTennuTe HakTepHH.

[Iparoeu CTOMHOCTH NPH H3CEABAHE HA YYBCTBUTE/HOCTTA

[IparosuTe CTOMHOCTH HAa MUHKMaNHaTa HHxUOHpaia konueHTpauus (MHUK), yecraHoBeHu ot
EBponeiickaTa KOMMCHS 3a U3C/I€1BaHE HA YyBCTBUTE/IHOCTTa KbM aHTUMUKPOOHH cpeacTsa ( The
European Committee on Antimicrobial Susceptibility Testing (EUCAST)) ca npegocraBeHH Ha
yebcailita Ha EBponeiickaTta areHuua no nexapcerpara { European Medicines Agency (EMA)):
https://www.ema.europa.eu/en/evaluation-medicinal-products-indicated-treatment-bacterial-infections-
scientific-guideline#minimum-inhibitory-concentration-(mic)-breakpoints-section.

PasnpocTpaHeHHETO HA PE3UCTEHTHOCTTA MOXKe [a BapHpa reorpad)Cky H BbB BPEMETO 3a ONpeAcACHH
BHUJOBE H € KENATEe/IHO 1a UMa JIOKAIHA HHPOPMALUA 33 PE3UCTEHTHOCTTA, OCODEHO NPH JieueHHe Ha
TexXKH HHPeKUnH. [1pn HeoOxoaumocT TpabBa oa ce ThPCH ChBETA Ha EKCNEPT, KOraTo JAOKAJIHOTO
Pa3NpOCTPAaHEHYE HA PE3HCTEHTHOCT € TaKOBA, Y€ NMOI3aTa OT JICKAPCTBOTO NPH NMOHE HAKOW BHAOBE
HH(PEKLHH € 01 BBIpOC.

. MHKpOOpraHH3MH, KOWTO 06HYARHO ¢a 4yBCTBHTENHH




AepoOHH [ paM-noa0KHTEITHU MUKPOOPraHU3MH

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METHLIMIMH-YYBCTBUTEIHH)*
Coagulase-negative staphylococci (METHLUHWIHH-YYBCTBHUTE/IHH)
Streptococcus agalactiae
Streptococcus pneumoniae
Streptococcus pyogenes u Apyru 0€Ta-XxeMOJIUMTHYHHU CTPANTOKOKH
Streptococcus viridans rpyna

AepoOHu ['paM-oTpHLIATEIHH MUKPOOPraHU3MH

Capnocytophaga spp.

Eikenella corrodens

Haemophilus influenzae’

Moraxella catarrhalis

Pasteurella multocida

AHaepoOHH MUKPOOTraHHU3MH

Bacteroides fragilis

Fusobacterium nucleatum

Prevotella SPP-

I
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BH,EIDBE MPH_KOUTO npuﬂoﬁu’ra'ra DE3UCTEHTHOCT MOXKe /12 € npoﬁnem
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Aep_oﬁﬁn Fpam-nono}l{menﬂu MUKPOOPraHU3MH |
Enterococcus faecium® |
AepoOHH [ pamM-OTpHLIATEIHH MUKPOOPraHUu3MH |
Escherichia coli

Klebsiella oxytoca |
Klebsiella pneumoniae |
Proteus mirabilis

Proteus vu!garfs
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AepoOHu ['pam- orpnuaTeﬂHH MHUKPOOPIraHU3MH

Acinetobacter sp.

Citrobacter freundii

Enterobacter sp.

Legionella pneumophila

Morganella morganii |
Providencia spp. |
Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia

pyru MUKpoOOpraHMu3MH

Chlamydophila pneumoniae

Chlamydophila psittaci

Coxiella burnetti

Myc ﬂplasma pneumomae

— e e o v e —_— ——— o o e = PS8 == o — —r e e — —— —n s — == —— — = e e —— e — —— — e SESE ===

% EcrecTBEHA HHTEPMEIMEPHA YyBCTBUTEIHOCT MPH JIMIICA HA MPUIOOUT MEXAHH3BM Ha
PE3HUCTEHTHOCT.

* BCHUYKH METHLIMIMH-PE3HCTEHTHH CTAPHIOKOKH Ca PE3UCTEHTHH KbM aMOKCHLIWTHH/
KUCEJIMHA

' Streptococcus pneumoniae KOWTO ca PE3UCTEHTHH KbM NEHULMIIMH He TpsaOBa aa
¢opmMa Ha aMOKCHLIMJIMH KJ1aBYJIaHOBA KUCEIMHA (BXK. TOUKHK 4.2 u 4.4).

2 11lamMoBe ¢ HamaJleHa YyBCTBUTETHOCT Ca JI0K/I1a/1BaHH B HAKOM CTpaHH B EBpone




yectorta no-eucoka ot 10%.

5.2 @apMaKkOKHHETHYHH CBOHCTBA

Abcopbums

AMOKCHUMIIMH U KJ1aBYJIAaHOBATa KUCEJIMHA C€ JHCOLMHPAT HAITb/JIHO BB BOJAEH pa3TBOp C
buzuonornuno pH. JIpere cbcTaBku ce abcopoupar Obp30 M 100pe cien NEPOPaTHO MPHIIOKEHHE.
AbGcopOuMsaTa Ha AMOKCHLIMJIMH/K/1aBYJ1laHOBA KUCEJIMHA CE€ ONTUMU3UPA NPH MPUEM B HAYAJIOTO Ha
xpaHeHeTo. Ciieq nepopaiHoO NpUIOKEHHE OUOHAIMYHOCTTA HA AMOKCHLIMJIMH M Ha KJIaBYyJ1aHOBATa
kucesinHa e npubausurento 70%. I1nazmeHure npoduiv Ha ABETE CbCTABKHK Ca CXOAHH H BPEMETO 3a
JIOCTUTraHe Ha MUKOBA rJja3dMeHa KOHUeHTpauus (Tmax) U 1pH ABeTE € NPUOTU3UTENHO €IUH Yac.

MapMaKOKMHETHYHHUTE PE3YJITaTH OT €HO MPOYy4YBaHe, MPH KOETO aMOKCHLIMJIMH KJ1aByJlaHOBA
kucenunHa (875 mg/125 mg tabneTky aABa MbTH AHEBHO) CE€ MPUEMa Ha IJ1aJIHO MPHU IPYIH 31paBU
N0OPOBOJILM Cca MPEACTABEHH 10-10J1Y.

Cpeanm (£ .SD) (hapMaKOKHHETHYHH NMapaMeTpH

[IpunoxeHo  AKTHBHO Jlo3a Cmax Tmax * AUC  (0-|T1/2
BeLlecTBo(a) 24h)
| . [ (h) (ug/mD) [ (b
I AMOKCHLIMJIHH .
AMX/CA 875 11,64 1,50 (1,0- 53,52 1,19
875 mg/125 mg + 2,78 2,5) -I £ 12,31 l + (0,21
KJ1aBy1aHOBa KHCeE/IHHA _
125 2,18 1,25 (1,0- 10,16 0,96
I + 0,99 2,0) I + 3,04 £0,12 |
AMX — amokcuuuanH, CA — KJ1aBy1aHOBa KMCE/IMHA
* Menuana (0O6xBar) _

CepyMHHTE KOHLIEHTPALlUM HA AMOKCHLIMJIHH M KJIaBYJIAHOBATa KUCE/IMHA, MOCTUIHATH C
aMOKCHLIMJIMH/KJ1aBYJIAaHOBA KMCEJIMHA, Ca CXO/IHH C TE€3H CJIE/l NePOPATHO NMPUIIOKEHHE Ha
€KBUBAJIEHTHH 1034 OT CAMOCTOSATEIHO NPHJIOKEHH aMOKCHLIMJIMH WJTH KJIaBYJIaHOBA KHUCE/IHHA.

PasnpeaeneHue

Oko0710 25% oT 00110TO ChbABbPXKAHWE HA K1aBY/JAHOBAaTa KMCe/IMHA B ru1azmara v 18% ot obuioro
CbAbPXKAHWE HA AMOKCULIMJIMH B [1a3mMara ca CBbp3aHHu ¢ NpoTeuHU. OOEMBbT Ha pa3npeie/IEHHE €
okono 0,3-0,41/kg 3a aMOKCHLMJIMH U 0KoJ10 0,21/Kg 3a KnaBy/1laHOBaTa KMCEJIMHA.

Csiea MHTPaBEHO3HO MPHIMKEHHE, AaMOKCHLIM/IMH M KJ1aBYJIAHOBA KUCEJIMHA C€ YCTAHOBSBAT B
KTbUYHUSA MEXYP, KOpEMHATa ThKaH, KOXKaTa, MacTHAaTa TbKaH, MyCKY/JIHUTE€ TbKaHH, CHHOBHAJIHATA U
MEPUTOHEA/THATA TbKAHHU, HUTbUYKATa U FHOMTA. AMOKCHLIMJIUH HE CE pasnpeaesisi CbOTBETHO B
LiepeOpocnuHaIHaTa TEYHOCT.

OT npoy4BaHUATA MPH )KMBOTHH HAMA 0KA3aTEJICTBA 3a 3HAYMTE/IHA TbKaHHA 3apb)KKa Ha
JIEKapCTBEHO-MPOX3BOAHH BELUECTBA 3@ HUKOS OT ABETE CbCTABKH. AMOKCHLIMJIMH, MOJO00OHO Ha
MOBEYETO NEHHULIWJIMHK, MOXKE [1a C€ YCTaHOBHM B KbpMaTa. Ciiey OT KjlaBy/1aHOBA KMCEJMHA CbLIO
MOraT /1a C€ OTKPHMAT B KbpMara (Bx. Touka 4.6). -

U nBere, aMOKCHLIMJIIMH M KJIABYJIAHOBATa KUCEJIMHA, MPEMUHABAT MNpe3 rJlaueHTap
TOo4uKa 4.6).

buorpaHchopmauus




AMOKCHLIWIHH YaCTHYHO C€ €KCKpETHpa B YPHHATA KaTO HEAKTHBHA MEHHUMWJIOEBA KHCEITHHA B
KONMUYeCTRa, eKkBUBaNneHTHH Ha 10 g0 25% ot HavyanHara ao3a. KnasynaHoBara kuceHHa ce
MeTab0/TM3Mpa €KCTEH3HBHO MPH XOpaTa U Ce OTAe/d B YPUHATA U U3NPAXKHEHHUATA, H KaTo
BbIIEPOAECH AUOKCH B H3/IULLIBAHHA Bb3AYX.

EnuwMuHupane
OCHOBHMAT BT HA eTMMHHMpaHe Ha aMOKCHLIMIMH € npe3 0uOpeunTe, 10KaTO K1aByaaHOBATa
KUCEJTHHA C€ EJTMMHUHHpA KakTo no ObOpeyuHH, TaKa U No H3BLHOBOPEUHH MEXAHHUIMHU,

AMOKCHLIWIHH/KNaByJIaHOBA KHCETHHA HMA Cpe/ieH eTMMHHALIMOHEH MOTY>KMBOT OT NPHONTH3UTENHO
eIHH 4ac 4 cpeaeH oOL KupbHe npubanzvrenHo 23 1/h npu 3apasu nuua. [lpubnusurenno 60 o
70% oT aMOKCHLWIHH K npudbauzutenHo 40 a0 65% ot KnaBynaHOBaTa KUCEIUHA CE€ EKCKPETHPAT
HENPOMEHEHH B YPUHATa Mpe3 NbPBHTE 6 yaca cle MpunokeHue Ha eJHHUYHA 1032
aMOKCHLWIHH/KNaByaHoBa kucenuHa 250 mg/125 mg unu 500 mg/125 mg Tabaerku. Criopen
PA3IMUHU MPOYUYBAHUA YPHHHATa ekckpeuus € 50-85% 3a amoxcHuwinHe u mexay 27-60% 3a
KJ1aByJIaHOBATA KUCEMHA 3a nepHod oT 24 yaca. 3a KJIaByJlaHOBaTA KHCE/HHA, HAl-ToAMO
KOMIMYECTBO OT JIEKAPCTBOTO C& EKCKPETHPA NpE3 NBPBUTE 2 Yaca cnea MpUIoKeHHe.

EnnoBpeMeHHOTO NpunoxeHre Ha NMpobeHeuuna 3a0aBs eKCKpeLUsaTa Ha aMOKCHLUHJIMH, HO He 3abapd
ObOpeuHaTa ekCKpeLHs Ha KIABYJIAHOBATA KHCENUHA (BXK. TOuKa 4.5).

Bb3pacr

EnuMHHALHOHHHUAT MOJMYKHBOT Ha aMOKCHLWIHMH € NogoOeH NMpH MalIKH AeLa Ha Bh3pacT OKO10 3
Meceua 10 2 FOAWHH H NPH MO-roJIeMH AL H Bb3pacTHH. [IpH MHOTO MankuTe geua (BKNIOYHTETHO
npexaeBpeMeHHO poaeHH GebeTa) Mpe3 NepBaTa ceAMHULIA OT )KMBOTA MHTEPBAIBT Ha NpUJlaraHe He
TpsaOBa a2 HAAXBLPNA NpUIaraHe ABa MbTH AHEBHO MOPaAH HE3PANOCT Ha ObOpEeUHHA NBT Ha
enMMHHHpaHe. TbH KaTo NPH NALUEHTHTE B CTAPHECKA BB3PACT ChLIECTBYBA MO-TOJISMAa BEPOATHOCT
na uMat HamaneHa 6bsbpeyna dyukums, H3GopLT Ha A03aTa TPsAOBa Aa e C MOBHILEeHO BHUMAaHHE U
MO3KE A € NOJNE3HO Aa ¢e npocnenasa OpOpeunara pyHKUHA.

[Ton

Cnen nepopanHo NPHNOKEHUE HA AMOKCHIWIMH/KJIABYTAHOBA KHCEJIMHA NPH 3APaBH MBXE M )KEHH
MONbT HE € OKa3a1 3HAUUMO BIIMAHHE BbPXY GapMaKOKHHETHYHHTE NMNOKA3ATEIW HHTO Ha
aMOKCHUM/IHH, HUTO HA KI1aBy/laHOBAaTa KUCEIHHa.

buOpeuHo yBpexxaaHe

OOLHMAT cepyMeH KIIMPBHC Ha aMOKCHLMJIHH/KJIaBYJIAHOBA KHCEJIMHA HAMA/TABA MPOMOPLUHOHAIIHO C
HamanaBaHeTo Ha O6bOpeyHaTa ¢pynkuua. [ToHypKkaBaHETO HA NeKAPCTBEHHUS KIHMPBHC € MO-H3pa3eHo 3a
aMOKCHUHJIMH, OTKOJIKOTO 33 KJIaByJIAHOBaTa KMCENHHA, ThH KaTO NMO-rofiMa 4acT OT AMOKCHLIWIHH C€
exckperHpa npe3 6u6peunre. [Mopanyu Tasu npuunHa ao3upareTo npy 6u6peuHo yBpexkaaHe Tpabaa
1a Mpearna3Ba OT HEXKENIaHO HATPYNBAHE HA AMOKCHLIWIMH, KATO €AHOBPEMEHHO Ce fIOAbpHKAT
NOAXOAAIIN HMBA HA KIABYNaHOBATa KUCETHHA (BX. TOUKA 4.2).

UepHoapobHo yBpexaaHe
Jlo3upaHeTO NPH NALHUEHTH C YepHOAPOOHO yBpex#(IaHe TpabBa Aa € ¢ NOBUIIEHO BHUMaHUE H

yepHOoApoOHaTa GyHKLHMA Aa CE NpOCIcasBa HA PABHH HHTEPBAU OT BpeMe.

5.3 IlpeaxnHAHYHHA JAHHH 32 6€30NACHOCT

HeknvMHHYHHTE NaHHU HE TIOKA3BaT 0COOEH pUcK 3a XopaTa Ha Oa3a Ha (apMaKkoIoruy
H3MUTBAHKWA 32 D€30MaCHOCT, FEHOTOKCHYHOCT M PEeNpOayKTHUBHA TOKCHHHOCT.
[IpoyusaHKs 3a TOKCHYHOCT NPH MHOTOKPATHO NpUiaraHe, NpoBeaeHO NpH Ky
AMOKCHLIMITHH/KABYJIaHOBA KMCEJTUHA MMOKA3BaT CTOMALLUHO APa3HEHE K NOBpLLUA
B LIBETA HA €3HKa.

He ca npoeexnanu H3NATBAHHA 38 KAPLUHHOINEHHOCT ¢ beTtaknaB HAH HAKOS OT HE




6. PAPMAILEBTHYHHU JAHHMN
6.1 CuoHchbKk HAa NOMOLIHHTE BelecTBA

-  Aopo na mabremxama
Mukpokpucranna uenynosa (E460)
Harpues HULLIecTeH raukonar (tan A)
Konouaen 6e3roaed cunnunes gHokcHa (ES51)
MarHezues creapat (E470b)

-  Duwimogo nokpumue

Tutanos nxokeua (E171)
Xunpomeno3sa (E464)
[Tponunenrauxon (E1520)

Tank (E553Db)

Etunuenynosa (E462)

6.2 HecbBMecCTHMOCTH

Henpunoxumo

6.3 Cpox na rognocr

2 rOOHUHHU

6.4 CoeuHaaHH YCJIOBHS H2 CLXPAHCHHE

Jlenta 1 6aucrep
Ja ce cbxpansBa noa 25°C.
Ja ce cbXpaHsaBa B OpMIrHHANIHATA OIAKOBKA, 32 [1a ce NpeAna3H oT Bara.

6.5 BuaH cBABPKAHHE HA ONAKOBKATA

Jienra (AVAl): 10, 12, 14, 16, 20, 21, 24, 30, 100 unu 500 pnunmupaHu TaGneTkH, B KyTHS.
Baucrep (OPA/AIPVC-AL): 10, 12, 14, 16, 20, 21, 24, 30, 100 unan 500 punMupanu Tabnerkwu, B

KYTHA.

He BCcHUYKH BUAOBE ONAKOBKYM MOrar Ja ObAaT rycHaTu Ha naszapa.
6.6 CoensaaHu npeanas’HH MEPKH NPH H3XBLPJ/AHEE H padoTa
Hsama cneuuranHy H3MCKBAHHA 338 U3XBBPJISHE.

HeusnonssaHUAT JeKapCTBEH NPOAYKT HWIH OTNAABbYHHTE MATEPHAJIK OT Hero TpsaGBa Aa ce HIXBLPAAT
B CHOTBETCTBHE C MECTHHTE U3HCKBAHHA

7. IIPATEXATEJI HA PA3ZPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHHS

8. HOMEP HA PASPEIIIEHHUETO 3A YIIOTPEBA

Per. No: 20150287




9. JATA HA ITBPBO PAZPEINABAHE/IMOJHOBSBAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

Jlata Ha nbpBOTO paspeLieHue 3a ynorpeda: 24.08.2015
JlaTta Ha nociaeaHo noaHossieaHe: 10.06.2021

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

16 Asryct 2024

[TonpobHa uHopMaLIHa 32 TO3M IEKapCTBEH NMPOAYKT € NpeaocTaBeHa Ha yebOcaiita Ha U3nbiaHuTenHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




