KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

i NSMLITENHA AFEHLUIAR 1O NEKAPCTBATA
1. HME HA JEKAPCTBEHUS IIPO )IYKT Kpamka xapaxmepucmuka Ha r:pogyxnﬁ—ff I;:w:c;«"::!}?—
Kimt Pez. Ne 2008088y

Amokcukias 500 mg/125 mg dunmupanu Tabnetku

Amoksiklav 500 mg/125 mg film-coated tablets Paspeweriue Ne e
semamp- .. X2 A3 L -06- 200
OgoBPEHUS Ne ...ccveeeeeeeeeeeenans ) e T

2. KAYECTBEH U KOJIMYECTBEH ChCTAB ;

Besika punmupana Tabnerka chabpka 500 mg amokcuumnuH (amoxicillin) nox ¢popmara Ha
aMOKCHLMIIMH Tpuxuapar (amoxicillin trihydrate) u 125 mg knaBynaHoBa kucenuHa (clavulanic acid)
noa ¢hopmara Ha KanueB KiaBynaHaT. CboTHoLIeHHETO € 4:1.

[ToMo11HH BellecTBa C H3BECTHO JEHCTBHE:
Bceaka punmupana tabnerka chabpska Mo-Majko oT 23 mg HaTpHH.

3a NBAHUA CIUCHK ¢ [TOMOILHHTE BELLIECTBA BHXKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
@unmupaHu TabneTku

benu no 61e00 KbATH, MPOIBArOBATH, ABOHHO W3MBKHAIH (PHIMHPAHHU TabNeTKH ¢ MPHOIU3HTENIEH
pasmep 10 x 21 mm u BarsGHaT Haanue GG N6 ot enHara cTpaHa.

4. KJIMHHUYHH JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

AMOKCHKJIaB € MOJXO0/s11l 3a JIeYeHHe Ha ClieIHUTe HHGEKLHH MPH Bb3PacTHH M Aeua (BX. TOUkH 4.2,
44u5.1.):

e  OcTbp OakTepHaneH CHHYHT (a€KBaTHO JHarHOCTHLIMPaH)

OcTpo BB3MaNeHHE Ha CPEHOTO YXO;

OcTtpu ek3auepbaunu Ha XpoHHYEH OPOHXMT (aA€KBaTHO AHArHOCTHLIUPaHi)
H3BBHOONHHUHA MTHEBMOHUS

Huctur

ITuenonegpur

HHpexupm Ha KOXKaTa M MEKMTE ThKAHH M MO-CMELMATHO LETYJIMT, yXanBaHUA OT XXMBOTHH H
TeXKH JeHTaIHU abcuecH ¢ porpecHpal LIeTyJuT

e HHpekunH Ha KOCTHTE H CTaBHTE, MO-CMELHATTHO OCTEOMHENTHT

Tps0Ba na ce B3emar noa BHUMaHue opULMATHUTE PHKOBO/ICTBA 32 MpaBWiIHa ynotpeba Ha
aHTHOAKTepHAIHHUTE CPeICTBa.

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Hagcakbae no3ure ca H3pa3C€HH 4pE3 OTHOLIECHHE Ha CbABPXKXAHUETO Ha amoxcuumuw’
KHCEIIHHA.

Jlo3zata AMOKCHKJ1aB, KOATO ce U30Hpa 3a JieueHHe Ha OTAeNHa HHeKLMs, TpaOpa 1a
KaTo ce B3eMarT MpeJBHA:
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#  OYAKBAHWTE MATOTEHM H BEPOATHATA MM YYBCTBHTEIHOCT KbM aHTHOAKTEpHATHH CPEACTBA
{Bx. TOUuKa 4.4)
TEKECTTA H MACTOTO Ha HHeEKIHATA
Bb3PacTTa, TErNO0TO i OEOpeyHaTa PyHKUMA HA MALMEHTA, KaKTO € YKa3aHO no-Aoy.

IMpr HEobxoauMOCT TpA6Ba 18 Ce IOMHCIIH 33 H3MON3BAHETO HA AITEPHATHBHH JIEKapPCTBEHH Gopmu
Ha AMOKCHK/IaB (HANPHMEP TE3H, IPH KOMTO HMa MO-BHCOKK JO3H AMOKCHIUHIMH H/ITH pa3jIdyHH
CHOTHONIEHHS HAa AMOKCHLJUTHH ¢ KNaByJIAHOBA KHCETHHA) (Bxk. ToukH 4.4 1 5.1).

3a pB3pacTHH M Aeua > 40 kg, Tazu popMyna Ha AMOKCHKJIAB TipeocTaed obina qHeBHa fo3a ot 1500
mg aMOKCHLIITHH/3 75 mg K1aBy/IaHOBA KHCE/TMHA, KOTATO C€ NMPHEMA, KaKTO € MPenopbyaHo no-J0Iy.
3a neua <40 kg, Tasu GopMyJia HAa AMOKCHK/IAB MPEAOCTAaBA MAKCHMANHa IHEBHA 1034 oT 2400 mg
aMOKCHIIIHH /600 mg knaBy1aHOBa KHCEIMHA, KOTATO CE [IPHEMA, KAKTO € MPEnopbUYaHo Mo-A0y.
AKo ce npueMe, e e HeoOxoHMa MO-BHCOKA JHEBHA 1038 aMOKCHLIMIMH, C€ MpernopbYBa Aa ce
n3bepe AMOKCHKIIAB ¢ JpYra KOHLEHTpALUA ¢ LieN Aa ce u3berHe npueMa Ha HEHY)KHO BHCOKH JHEBHH
JIO3M KJI4BYJIaHOBA KuceTHHa (Bx. ToukH 4.4 1 5.1).

IMpoaAB/DKHTETHOCTTA Ha ICHEHHETO TPAOBa fla ce onpeacss Bb3 OCHOBA Ha OTTOBOPA HA MAaLMSHTA.
Hsxou nHeKLMH (HanpUMep OCTEOMHESTHT) U3HCKBAT MO-IbJITH NEPHOIM Ha neuerue. JledeHHeTo He
TpabBa Aa npoAB/DKaBa noseve ot 14 auu 6e3 npernes (BxK. To4uka 4.4 OTHOCHO NPOABIDKHTETHOTO
JISYeHNE).

BuapactHu H aeua > 40 kg
Enna Tabnerka (500 mg/125 mg noza), npHeMana TpH ITTH Ha JIeH.

Jena <40 kg

20 mg/5 mg/kg/nen mo 60 mg/15 mg/ kg/aeH, pasneneH: B TPH 03H.

Jeuara mMorar fa ce nexyBat ¢ AMOKCHIUTAB TabIeTKH WIH ¢ APYTH JIEKapCTBEHH GopMH Ha
KOMOHHALMATA aMOKCHLMIHH/K/IaBYIaHOBA KHUCEIIMHA KAaTO CYCNEH3HH HWITH caineTa 3a Aena. Jlena Ha
BB3pacT 6 FOAKHM M NO-MAJTKO € 3a MpeAnouuTaHe Ja 6baT neKyBaHH ¢ aMOKCHLIWIMH/KIaBy1aHOBa
KHCEIIMHA CYCIIEH3Hs HIIH calleTa 3a ela.

HsMa KITHHHYHH JaHHH 338 AMOKCHKAAB (GopMH 4:1) Mo oTHOLIEHHE Ha 103H, 10-BHCOKH OT 40
mg/10 mg Ha KunOrpamM Ha AeH MpH Jela Mok 2 ToAKHH.

ITaumeHTH B cTap4yeécka BE3PacT
He ce cuuTa, 4e e HeoOXoaHMa KOpeKIa Ha J03aTa.

MammenTn ¢ 6s0peuno yepexaaHe

Kopexkiuuute Ha no3aTta ca Ha 6a3aTa Ha MAKCHM&THOTO NPENOPHYHATENHO HHBO Ha AMOKCHIIHH
He ce Halara KopeKIHA Ha 103aTa MPH MAUHEHTH ¢ KpeaTHHHHOB KIHpBHC (CrCl) no-ronam ot 30
ml/min).

Bw3pacmnu u oeya 240 kg
CrCl: 10-30 500 mg/125 mg ABa MBTH JHEBHO
ml/min
CrCl <10 ml 500 mg/125 mg BegHBXK AHEBHO
/min

Xemonuanuza | 500 mg/125 mg Ha BcekH 24 waca, nmoc 500 mg/125 mg no Bpeme
Ha IMaNiH3aTa, A3 ¢¢ NOBTOPH B Kpad Ha guanu3ara (ThH Kato
CepyMHHTe KOHLEHTpALHH M Ha AMOKCHIIWIHH, H Ha KJIaBy/1aHORA
KHCEIHHA HaMaJIABar) -

Heya < 40 kg //ﬁ

CrCl: 10-30 15 mg/3,75 mg/kg aBa eTH aneBHO (MakcHMyMm SO0 @
ml/min IBa ITETH JHEBHO). .




CrCl <10 ml 15 mg/3,75 mg/kg kaTo eAHOKpaTHA JHERHA no3a (MakcHMyM 500
/min mg/125 mg).

Xemomuanmsa | 15 mg/3,75 mg/kg Ha AeH BEIHBX ZHEBHO.

[Mpenu xemoauanusara 15 mg/3,75 mg/ kg. 3a na ce BH3CTAHOBAT
UMPKYHPALIMTE HIBa Ha JIEKapcTBOTO, TpAOBA Na ce MpHIoXKaT 15
mg/3,75 mg Ha kg cnea XeMOIHANH3aTA.

Hauuenmu c yeproopobuo yspexaane
Jla ce npunara ¢ MOBUIIEHO BHUMAHHE H 4epHOAPoOHATa QYHKUHA Ja C& NPOC/IEIBa PEJOBHO (BXK.

TO4kH 4.3 H 4.4).

HauHH HA DPAJIOAKCHHAE
AMOKCHK/IAB € 2a nepopaiHa ynotpeba.

Jla ce mpuiara B Ha4aJl0TO Ha XpaHEHETO, 3a J1a Ce CBeAE A0 MHHHMYM MOTeHLMANHATa
raCTPOMHTECTHHATHA HEMOHOCHMOCT H JIa C€ ONMTHMH3HMPA YCBOABAHETO Ha
AMOKCHLIMHH/KNaBy/IaHOBA KHCEIHHA.

TepanusaTta moxke Aa 3anoure napertepanto cbriacHo KXII Ha HHTpaBeHO3HHTE OpMH H f1a
MPOABIDKH ¢ NIEPOpaICH Nperiapar.

4.3 IIpormBonoka3anns

CBP’LX‘IyBCTBItl‘TeJIHOCT KBbM AKTHBHHTE BEIIEeCTBa, KbM HAKOH OT NEHHIHIHHHTE HWIH KbM HAKOE OT
MOMOILLHHTE BellecTBa

AHaMHe3a 32 Texxa 6bp3a peakuys Ha CBPBXYYBCTBHTENHOCT (Hanp. asadunakcua) KeM apyro Gera-
NAKTAMHO CpeACcTBO (Hanp. uedanocnopuH, kapbaneneM Win MOHOGAKTaM)

AHaMHe3a 33 aCOLMHPAHA C AMOKCHLIWIMH/K/IaBYJIAHOBA KHCEJIHHA K BITTeHHLa/ YepHOAPOOHO
yBpexpaHe (Bx. Touka 4.8).

44 Cnennannn npedynpexIcAAd H NpeARa3HA MEPKH NPH ynoTpeba

ITpenu 3anouBaHe Ha AeUeHKHE ¢ AMOKCHLIMIMH/KIaBYIaHOBa KHCe/IHHA TpAOBa 1a CE HAMpaBH
BHHMATEJTHO 3a1aBaHe Ha BHIIPOCH NO OTHOLIEHHE HA NPEHLIHH PEAKIHH Ha CBPBXYYBCTBHTEIHOCT
KBbM HMEHHLIHHH, UeaIOCNIOPHHH WIH ApyrH GeTa-TakTaMHH aHTHOHOTHIM (Bxk. Touxk 4.3 u 4.8).

CepHo3HH 1 NOHAKOra (aTaTHH PeaklMK HA CBPBEXYYBCTBHTE/HOCT (BIUTIOUHTENTHO aHA(DHIAKTOHIHHA H
TEXKKH KOKHH HEXe/IaHH PeaKiiM) ca Cho0INaBaHH MPH NalMEeHTH, JIEKYBaHH ¢ NEHHIWIHH, BraMoxkHO
€ CBIO peakIHUTE Ha CBPBXYYBCTBHTEHOCT 1a IPOrpecHpart Ao cHHApoM Ha Kounis — cepHo3Ha
afiepruvHa peakiys, KOATo MOXe Ja JoBene 10 HHPapKT Ha MHOKapaa (BX. Touxa 4.8). [lo-BeposaTHo €
Te3W PEaKLHH Aa Ce MOABAT MPH MAHEHTH ¢ AHAMHE3A 32 CBPBXYYBCTBHTETHOCT KbM NEHHLMIKMH HIH
npu aTonuyHK THua, [Ipy nosiBa Ha anepruyuHa peakliys JeYeHHeTo ¢ aMOKCHLIHIMH/K/1aByIaHOBa
KMceTMHa TpsbBa Na ce MpeyCcTaHOBH M J1a ¢€ Ha3HAYM NOAXOAALIA ANTEPHATHBHA TEpPAIlHA.

B cnyuait, ye e AOKA3aHO, Y€ HHPEKLMATA C€ ABJDKH Ha YyBCTBHTENEH(-H) KbM aMOKCHLIWIHH
opranu3sM(-1), Toraea TpabBa ga ce MOMHCIH 3a NpeMEHaBaHe OT aMOKCHLIWIHH/KIaBy/1aHOBa
KHCE/THHA KbM AMOKCHLIWIHH B CBOTBETCTRHE ¢ O(PHLIHATHHTE NMPENOPLKH.

Tasu nekapcTBeHa hopMa Ha AMOKCHKIAB HE € MOAXOAAIA 38 YNoTpeba, KOraTo e HalHIe BHCOKa
CTETICH Ha PUCK MPEINnoIaracMHTe NaTOreH: 4 ¢a PE3UCTEHTHU KbM OeTa-nakTaMHH CpeacTB

KOrATO Ta3H Pe3UCTEHTHOCT He Ce JAb/DKM Ha GeTa-laKkTaMasH, NoJaTIHBH Ha MHXHOMD .
KJIaByJlaHOBA KHcenuHa. TasH nekapcTeeHa opMa He TpabBa fa ce M3NOM3BA 34 JieY
38.60]15[5&[-13, IIPHYUHEHO OT PE3HCTECHTHH KBbM [MCHWIHIIHH S. pneumaniae.

ITpu nauveHTH ¢ HapyieHa 650peyHa QYHKLUMA WIH MPH NAUHEHTH, KOUTO NMPHEM
MOXe Ja Bb3HHKHAT rbpuoBe (Bxk. Touka 4.8).



AMOKCHLIWIHH/K/IABYIAHOBA KMCE/IMHA TPAGBA Na ce H30ATBaT, aKO HMa CBMHEHHE 3a HHOEKIHO3HA
MOHOHYK/I€03a, Thif KaTo noseata Ha MopGHIMGOPMEH OOpHB ce CBBP3Ba C TOBA ChCTOSIHHE CIIE]
ynorpeba Ha aMOKCHLIMITHH.

EnHoBpeMeHHaTa ynotpeba Ha aloMypHHON N0 BPEME Ha NieveHHe ¢ aMOKCHLUIHH MOXKE /1a YBETHYH
BEPOATHOCTTA OT ANEPrHYHH KOXKHH PEAKLIMH.

IMponb/okHTETHATA YIIOTpeOa MOXKe MOHAKOra a JIOBEAE A0 CBPBXPACTE HA HETYBCTBHTETHH
OpraHH3MH.

[MosBaTa Ha reHepanM3HpaHa epHTEMa B HA4AJIOTO Ha JICUEHHETO, NPHAPYKEHA OT BHCOKA
TEMIIEPATYPA H MPOSIBEHA ¢ MYCTY/H Moxke 1a ObJic CHMITTOM Ha OCTpa reHepaiM3HpaHa
ek3aHTeMaro3Ha mycryio3a (AGEP) (Bx. To4ka 4.8). Ta3u peakius H3HCKBa CITHPAHE Ha PHEMA Ha
AMOKCHKJIaB ¥ € MPOTHBONOKA3AHUE 32 NIOCAESABAIIO [IPHITOKEHHE Ha AMOKCHLIMIIMH.

AMOKCHLIWIHH/KNaBy/1aHOBA KHCEIHWHA TIPH NALIMEHTH ¢ YepHOApoOHO yBRpexaHe TpaOea na ce
H3MOMI3BA ¢ TIOBHILICHO BHUMaHHe (BX. TOUKH 4.2, 4.3 1 4.8).

Crofmaga ce 3a 4yepHOAPOOHH CBEOHTHA ITTABHO NPH MBXKE M HALMEHTH B CTAPYECKA BB3PAcT H T€
MOKe N1a ce CBBPXKAT ¢ MPOABIDKHTENHO JiedeHHe. 3a TaKuBa CEOMTHA ce CRODIAaBa MHOTO PAAKO NPH
Jeua. BeB BCHUKH MOMyAalMy 0GHKHOBEHO € MOABABAT MPH3HALM H CHMITTOMH 110 BpEME Ha WiH
HEMOCPEACTBEHO Ce/l TeYEHHETO, HO B HAKOH CITy4aH MOsKe Ja He C€ M3ABAT 10 HAKONKC CEIMHLIH
cnell crnupaHe Ha nederneTo. Te o6HkHOBeHO ca obpatuMu, YepHonpoOHuTe ¢cHOMTHA MOXKe fia ca
TEXKKH ¥ B H3KIIIOMHTEITHO PEAKH CiIy4daH ce crobliiaBa 3a CMbPTHH ciTy4dad. Te MOYTH BHHATH ce
HaOMIOABAT NPH MALIMEHTH ¢ TEXKKH OCHOBHH 3a00/IABaHHA WIH ¢ €JHOBPEMEHEH NPHEM Ha
JIEKAPCTRA, 33 KOHTO € HIBECTHO, 4¢ € BE3MOXKHO Ja Bh3/ieficTBaT Ha YepHuA Apob (BXK. Tovka 4.8).

[TpH NOYTH BCHYKH aHTHGAKTEPHAIHH CPEACTRA, BKIOYHTEIHO AMOKCHIWINH, ¢€ ChoOMmaBa 3a KOJIMT,
CBBpP3aH C IpHeMa Ha aHTHOMOTHK, BAPHPALLl KATO TEKECT OT JIeK J0 XHMBOTO3acTpallaBall,. (Bx. TOYKa
4.8). 3aToBa € BaxxHO A4 GBbAe pa3Mmo3HATA AMATHO3ATA NMPH NALHMEHTH, NOMYYHIH AHAPHA [0 BpEME Ha
HJIH CJIE ITPHEM HA KAKBBTO H J1a € AHTHOHOTHK. AKO Ce IOSBH KOJIMT, CBBpP3aH ¢ NIpHUEMa Ha
aHTUOHOTHK, AMOKCHK/IaB TpsAGBa He3abaBHO J1a ce NpeKpaTH, TpAOBa /ia ce HaNpaBH KOHCY/TalMA ¢
JIeKap M 4a Ce 3alovHe NOAX0AAma Tepanus. [1pH Ta3su cuTyanus ca NpOTHBOMIOKA3aHH JIEKapCTRa,
3a6aBAIH ICPHCTANTHKATA.

Hma cbo0LueHns 38 eHTEPOKOJIHTEH CHHAPOM, NIPEIW3BHKAH OT NMPHeM Ha JekapcteoTo (drug induced
enterocolitis syndrome — DIES), rnagHo npu aena, IpH KOHTO ¢¢ MpHJIara aMOKCHLUMITME/ KJIaByIaHaT
(Bx. Touka 4.8). DIES e aneprusiHa peakis ¢ BOAELI CHMITTOM NMPOTB/DKHTENHO noppeiaHe (1 — 4
Yaca ciefl IPHEM Ha JIEKapCTBOTO) Oe3 aleprHyHE KOKHH HIIH peCTHpaTOpHH CHMITTOMH.
JorrbnauTennn cAMIToMH Morat aa 6eaar 60ka B kOpeMa, AHAPHA, XHIIOTOHHA WIH JIEBKOLITO3a ©
seyTpod g, MMa TeXKH clTyqay, BIJTIOYHTENIHO ¢ MPOTrPECHA [0 WIOK.

IpH NPOABIDKHTENHO JISYECHHE C€ NMPENOPhYBa NEPHOAHYHA OUCHKA Ha BaXHH QYHKIMH Ha
OpraH{3Ma, BTIOYHTENHO 6b0peyHaTa, yepHoapoOHaTa H XeMonoeTHyYHaTa (yHKIHA.

Panxo ce cpofillaBa 3a yAR/DKaBaHe Ha MPOTPOMOHHOBOTO BpeMe NPH NAUHEHTH, IPHeMallH
AMOKCHIWIHH/KJ1aByJIaHOBa KucenuHa. Tpabea Aa ce npaBH NoaXoR4ALIO NPocneAsBaHe, KOraTo €
NpeAnMHcaH €AHOBPEMEHEH MPHEM Ha aHTHUKoarynaHti. Moxe na e HeobxoquMa KopekLya Ha Jo3aTa
Ha NepOpanHKTE aHTHKOATYJIaHTH, 3a Jla Ce MOAABPKa KEJIaHOTO HHBO Ha aHTHKOArynalus (Bx.
ToukK 4.5 1 4.8).

Ipu narpenTn ¢ 6u6peynn yBpexaaHus go3arta Tpabea 1a ce KOPHrHpa B 3aBHCHMOCT OT
yBpexaaHe (BXK. Touka 4.2).

Ipx nauHeRTH ¢ HaManeHo OTAeNAHe Ha YpHHA MHOTO PAKo e HabmoaBaHa KpHCTATY
(BrmounTenHO octpo 6L6peuHo yBpexkaaHe), IMaBHO MPH MAPEHTEPaNHO NeucHHe. [lo B



ApHIAraHeTO Ha BUCOKH 03H aMOKCHIIWITHH ce TIpenopb4ea NoAALpKaHe Ha aJleKBaTeH MpHEM Ha
TEYHOCTH H OTAENSHE HA YPHHATA C LI/ A ¢€ HAMAIH PUCKLT OT aMOKCHLIMITHHOBA KpHcTaypus. [Ipu
NAIMEHTH C KATETHP B MHKOYHHA MexXyp Tp:AOBa Aa ce MpoBe:KAa peIOBCH BH3yaleH KOHTPOIT Ha
npoxogprMocTTa (B, Touku 4.8 U 4.9).

ITo BpeMe Ha NeveHHe C aMOKCHLUIHH TPAOBA 1a ce H3NO/3BaT CH3HMHH TITIOKO300KCHAA3HH METOIH
BCCKH BT, KOTATO C€ ITpAaBH KU3CIICABAHC 332 HATHYHE Ha INTIOKO033 B ypHHﬂTa, 3al10TO HECH3HMHHATC
METOAH MOTaT Aa AafaT GaIMBO MOJOKHTENHH pe3yNTaTH.

HanuyueTo Ha KTaBy/IaHOBA KHCEMTHHA B AMOKCHKJIAB MOXKE J18 NIPSAHIBHKA HecredpHyHOo
cebp3Bane Ha IgG H anGyMuH ¢ kneTpynHuTe MeMOpPaHU Ha ePHTPOLIMTHTE, KOETO BOAM N0 GalIHBo
nonokuTeneH rect Ha Coombs.

HiMa crobIeHHs 32 TONOKHTEIHHE PE3YNTATH OT M3CNeJBAHHATA PH H3MO/I3BaHe Ha TecTa Bio-Rad
Laboratories Platelia Aspergillus EIA npy naudesTH, npHeMally aMOKCHUWTHH/ KJIABY1aHOBA
KHMCETHHA, 33 KOHTO BIIOCICACTBHE € YCTAHOBEHO, Ye HAMAT HHGexuma ¢ Aspergillus. Crobmana ce 3a
KpbCTOCAHH peakuus ¢ He-Aspergillus nonmusaxapuan u nonugypaHosu npH Tecta Bio-Rad
Laboratories Platelia Aspergillus EIA. Ilopaay ToBa NonoXUTENHHTE PE3yITATH OT TECTOBETE IPH
MAlMeHTH, PHEMAIITH AMOKCHLWIHH / K1aBYJIAHOBA KHCEMHHA, TPs6Ba a ce THIIKYBAT MpeANa3iHBo H
1a ce MOTBLPJAT C APYTH AHATHOCTHYHM METOAH.

Toea nexapcTBo cpabpixa no-Manko ot 1| mmol HaTpHii (23 mg) B eHa 034, T.€ MOXKE [1a Ce KaKe, 4e
NpaKTHYEeCKH He ChAbp)Ka HaTpHIA.

4.5 B3ammopgeiicTBHe ¢ JPYTH JeKapcTBeHH NPOAYKTH H ApYTH (popMA Ha B3aEMoAelicTBHe

Hepopamu anmuxoazyianmu
[NepopannHTe AHTHKOAryNaHTH H TICHHIWTKHOBHTE aHTHOMOTHIIM Ca ITHPOKO M3MOJI3BAHH B

HpaKTHKaTa, Ge3 chobleHna 3a B3auMoaeiicTeie. Bhopeku ToBa B IMTepaTypara MMa CIydaM Ha
YBEITHUEHO MEXKIYHAPOOHO HOpManH3npaHo otHomeHue (INR) npH nauueHRTH, NOLATBPKAHH ¢
&11IEHOKYMAapOJ1 HITH Bapqnapnn, Ha KOHTO € MPEANHCaH KYPC C AMOKCHLHIIHH. Axoe HGOGXOJJ.HMO
€IHOBPEMEHHOTO MPHIOKEHHE, MPOTPOMOHHOBOTO BpeMe WITH MEXKIYHAPOAHOTO HOPMaTH3HPAHO
otHoueHHe {INR) Tpa6ea na 6paaT BHUMaTeNHO HAaOMOAABAHH NIPH AO0ABIHETO HITH OTHEMAHETO Ha
aMOKCHLIWTHH. OCBeH TOBa MOXKe Aa ca HeoOXOAHMH KOPEKLIMHM Ha A03aTa Ha NepOpaIHHTe
AHTHKOQAryJIaHTH (BX. TOUYkH 4.4 1 4.8).

Memompexcam
TleEHIANUHETE MOXKe Aa HAMAJIAT eKCKpEeLHMATa Ha METOTPEKCAT H Taka Ja MPUYHHAT NOTEHIHAHO
TMOBHIIIABAHE HA TOKCHIHOCTTA.

IIpobeneyuo

He ce npenopbysa chITbTCTBama ynotpeda Ha npoGeneuna. [TpobeHHuua HaManaBa Gp0peunara
TyOynHa cekpeums Ha aMokcHIpUIEH. ChmeTeTBaniara ynorpeba Ha npoSeHenma Moxe Aa Aoeeae a0
TIOBHILIEHA KOHLEHTPALMS K MO-TIPOAB/DKHTEIHO MPHCECTBAE HA AMOKCHIIWIHH B KPBBTA.

Muxogenonam moghemun

IIpu manpeHTH, NpueMaiiy MukogeHonat Mogdernn, e crobmeHo 3a npubnusuTento 50% peaykuus
Ha NpeA1030BaTa KOHLICHTPAHA Ha akTHBHHA MeTabonmuT MukogeHomoBa kucenuHa (MPK) cnen
3ario¥yBaHe Ha NMepopaleH AMOKCHLIWIMH C K1aBy1aHOBa KucelHHa. [IpoMasaTa B npeaio3oerara
KOHLIEHTDPALIHA MOXKe []a He OTpa3fABa TOYHO IPOMEHHTE B LIAIOCTHATA ekcnosuiug Ha M®K. 3arosa
0OHKHOBEHO He e HeoOXoMMa KOpeKIMA B 103aTa Ha MMKOQEeHOmaT MOQETHL, KO JIMIICBAT KITHHHYHH
JaHHH 3a JHchyHKIMA Ha npucagkaTta. HyxxHo e o6ade knHHuuHO HabmoneHue oTONH30 No B
€IHOBPEMEHHOTO MPHJIOKEHUE U B KPAThK MEPHO €A AHTHOMOTHYHHA Kypc.

4.6 PepTRARTET, GpeMenHOCT B KbpMeHe

Epemennocm



ExcriepMMeHTanHHTE IPOY4BAHHA MPH XKHUBOTHH HE MOKA3BAT NPAKO WIH HEMPAKO BpedHO
BB3ACHCTBHE BHPXY OpeMeHHOCTTa, eMOPHOHATHOTO/PeTANTHO Pa3BUTHE, PAKNAHETO KM
NOCTHATAJIHOTO pa3BHTHe (BX. Touka 5.3). OrpaHuyeHHTe JaHHH 3a ynorpebara Ha
aMOKCHMIIITHH/K/IABYIAHOBA KMCEHHA MO BpeMe Ha OpeMEeHHOCT IpH Xopa He NOKA3BaT NOBHILEH
PHCK OT BpOJieHH MaidopMalKH. B ¢THO mpoyvBaHe NpH XKeHH ¢ MpeXIeBpeMeHHa pyITypa Ha
deTannata MmemOGpaHa ce ¢hoblaBa, ue poPUNAKTHIHOTO JIeYeHHE ¢ AMOKCHLIUTHH/KIaByIaHOBA
KHCelIHHA Moxke 1a 6nae CRBP3aHo ¢ MOBHILIEH PHCK OT HEKPOTH3HPALL €HTEPOKOHT IPH
HoBoponeHHuTe. YnorpeGara no BpeMe Ha GpemMeHHOCT Tpabea Na ce H30ArBa, OCBEH aKO JIEKapAT He
CMATa, 4Ye TA ¢ HaJIOKHTETHA.

Kvpmene
U nBere BelecTBa ce OTAEIAT B KbpMAaTa (HE C€ 3Ha¢ HHLIO 33 BB3ASHCTBHETO HA KIABYJIAHOBATA

KHCEJIHHA BBPXY KbpMaueTo). ClieIOBaTEIHO MPH KHPMAYETO Ca B3MOXKHH AHapHA Y rbOHYHa
HEGEKIIHA Ha JIMraBUIATE, TAKA Y€ MOXKeE Ja Ce HANOXH KbPMEHETO Ja 6bae npekpareHo.

Tpatea 1a ce B3eMe NpeABHI BE3MOXKHOCTTA 32 CCHCHOMTH3ALIUA.

AMOKCHIMITHH/K/IaBY/IaHOBA KHCeIMHa Tpa6Ba a ¢e H3MON3Ba N0 BpeMe Ha KbPMEHE CaMo Clie],
OLICHKA Ha CHOTHOLICHHETO TON3a/PHCK OT CTPaHa Ha JIEKYBAlllHA JIEKap.

4.7 EdekTa BBpXy cnoco6EOCTTA 38 mopHpaHe H pafoTa ¢ MAITHAH

Hsma npoyusanps 3a epeKTuTe BBPXY CHOCOOHOCTTA 32 MIodHpake 1 paboTa ¢ MalllHH..
O6aue MOXKE 12 PB3HHMKHAT HEXKETaHH PEaKLHH (HANp. ATEPrHYHA PEaKiLHH, 3aMasHOCT H FbpPUYOBE),
KOMTO MOTAT /ia NOBIHAAT Ha criocofHOCTTA 32 wodHpaHe H paboTa ¢ MalIMHH (BX. To4uKa 4.8).

4.8 Hexenans JekapcTBeHH PeaKIHHA

Haii-uecTHTe HeXxenaHH JekapcTeeHH peakuni (HJIP) ca nuapus, ranese ¥ NoBphILaHe.
HJIP, nomyveHH OT KIMHHYHK W3IIMTBAHHA H MOCTMAPKETHHIOBOTO HaO/MOAEHHE, IOAPEACHH M0
cucTeMo-opraluuTe Knacose Ha MedDRA, ca m3bpoenn mo-poty.

HanonzeaHa e ciegHaTa TepMUHONOTHA 3a KNacHHLMpaHe Ha Bh3HHKBAHETO HA HEXKENAHH PEaKIIvu:

Muoro vectn 21/10

Yectu (21/100 mo <1/10)

Heuects (=1/1 000 mo <1/100)

Peaxu (21/10 000 oo <1/1 000)

M=oro penks (<1/10 000)

C HeH3BecTHA 4ecTOoTa (OT HAUIMYHETE DaHHH He MOXKe Jia Obie HalpaBeHa OLeHKa)

Huéexyuu U uu@ecmayuu

Yectn KOXHO-JIMraBHYHa KAHEHO034a
C HeusBecTHA YecTOTA CBPEXPACcTCXK HA HEUYBCTBHTECIITHH Opraidu3MH

Hapywenua na xpvema u numdgpnama cucmema

Peaxu o6paTHMa JIeBKOTEeHHS (BKIIOMHTENHO HEYTPOIEHHA)
TpOMOOLIHTOTIEHHSA

C Hen3peCTHa yecToTa  00paTHMa arpaHyOLMTO3a
XEMOTUTHYHA AHEMHS
yABIDKAaBaHE Ha BPEMETO HAa KbPBEHE H NPOTPOMOHMHOBOTO Bpeme .- = =~
(Bx. ToukH 4.4 H 4.5)

Crpoeunu napyuienua.
C nenspectna uecrota  Cuuapom Ha Kounis

Hapywenun na umynnama cucmema (Bx. Touka 4.4)
C HeH3BeCTHA YECTOTA  AHTHOHEBPOTHYEH OTOK




aHaduIakcua
CHHIPOM, HanoAoGaBal cepyMHa Gonect
anepru4eH BacKy/JHT

HGEMBHHE HA HepsHamaA Cucmema

HeuecTt

C Hen3BecTHA YECTOTA

3aMaiiBaHe

rnasobonue

ofpaTHMa XHNepakTHBHOCT
IrbpHOBE (BXK. TOUKA 4.4)
acenTHUYeH MEHHHTHT

Cmomauno-ypeaHu Hapyulenus

Muoro yecti
YectH

Heuectu
C HeM3BecTHA YeCcTOTa

AMapHs

rageHe (Mo-4ecTo ¢¢ CBBP3Ba ¢ MO-BHCOKHM MEPOPATHH 1031). AKO
CTOMAIIIHO-YPEBHHTE PEAKLIMH Ca OYEBHIHK, Te MOrar Aa GuaaT
HAMAaJIeHH, KaTO AMOKCHKJIAB C¢ MMPHEMA B HAYAIOTO HA XPaHEHETO.
MOBPBINAHE

HapyIIEHO XpaHOCMHIIaHe

KOJTHT, CBBP3aH C MPHEMa Ha aHTHOMOTHK (BITIOYHTENHO
nceBaoMeMOpaHO3eH KOMHT H XeMOpariyeH KOJHT, BHXTE TOUKA
4.4).

YyepeH ,,KOCMaT” €3HK

OlBeTABaHe Ha 3b0HTe. 3a NOBBPXHOCTHO OLBETABaHE Ha 3B0MTE ce
cpobI1aBa MHOTO PAAKO NpH fenia. lobpaTa xurueHa Ha ycTHaTa
KYXHHa MOJKe [a MOMOTHE 32 NPEeA0TBPATABAHE OLIBETABAHETO Ha
3p0uTe, ThH KaTO OGHKHOBEHO TO MOXe J1a OBIeT OTCTPaHEeHo ©
4eTKa

EHTepOKONHTEH CHHAPOM, IIPeAM3BHKAH OT IIPHEM Ha JIEKapCTBOTO
OcTep naHkpeaTHT

Xenamobunuapuu napywernus

Heuectn

C HeM3BeCTHA YECTOTA

noeuineHns Ha AST w/wmi ALT (3abenssaHo e yMepeHO NOBHIEHHE
TIPH NMAUMHTH, JIEKYBaHU ¢ HeTa-NakTaMHH aHTHOHOTHLIH, HO
3HAYEHHETO Ha TE3H PE3YIITATH HE € U3BECTHO)

XeMaTHT, XOJIeCTATHYHA XKBJITCHHLA {Te3H cBOMTHA ca HabmogaBaHH
H MPH APYTH NEHHLWIHHH H Le(aNoCnopHHY, BIDKTE TOMKA 4.4).

Hapywenus na xoxcama u nooKoicHama MmyKax
AKO BB3HHKHE alleprHueH AepMaTHT, JieueHHeTo TpAOBa Aa ce mpekpaTH (8. Touka 4.4).

Heuectn

Penxn
C HeH3BECTHA YecTOTa

Hapyvwenus na 6vbpeyume u nuxounume nomuya

C HeM3BECTHA HECTOTA

KOXeH o6puB

TIPYPHT

YPTHKapus

epuUTEMa MyJTHOOpME

CHHIApOM Ha Stevens-Johnson
TOKCHYHA eMHCPMAaJTHA HEKPOIH3a
OynozeH exchONMATHBEH AEPMATHT
OCTpa reHepaH3HpaHa ex3aHTeMaTo3Ha myctynosa (AGEP), (Bx.
TouKa 4.4)

NeKapcTBeHa peakis ¢ e03HHOQHIMA H CHCTEMHH CHMITTOMM
(DRESS)

CHMeETpHYCH, IEKAPCTBEH MHTEPTPUIHHO3EH H (IIEKCYPeH eK3aHTeM
{curapoM Ha naBuaHa) (Symmetrical drug-related intertriginous an
flexural exantrhema - SDRIFE)
JluneapHa [gA Gonect

HHTePCTHLHANECH HedpUT




KpHCTanyphs (BKTIOUHTENHO OCTPo 6BOpedHo yBpexnane)
(Bx. Touka 4.9)

Covobuasarie #a nOOO3UPAHU HENCEAAHN Peartii

CrofwaBaHeTo Ha MOJO3HPaHH HeXENaHH peaKlMi ClieJ paspelasane Ha yrnorpeba Ha ekapcTBeHHA
NIpOAYKT € BaxkHO, ToBa no3BoisBa Ja Npoas/DkH HaGMOAEHHETO Ha CHOTHOIICHHETO MOJI3a/PHCK 33
NIEKAPCTBEH#HA NPOAYKT. OT MEIHIMHCKHTE CIEMHATHCTE CE¢ H3HCKBA Ja ChoOmWaBaT BCAKA
NIOZO3MPaHA HEXKENIaHa peaKiMs upe3 HALHOHANIHA CHCTeMa 3a cbobiaBane kpM HsnbnHuTennata
areHUMA 10 IEKapcTBara, yi. ,.Jaman ['pyes”, Ne 8, 1303 Codus, Ten.: +359 2 890 34 17, yebceaiir:

www.bda.bg.

4.9 IIpeno3npane

Cumnmomu u npusHayu Ha nNPedo3UPane

Moske na ce HaGMIOIABAT CTOMAIHO-YPEBHH CHMIITOMH M HapylllaBaHe Ha eleKTPONUTHHA OanaHe U
GanaHca Ha TeuHocTH. HaOmogaeaHa € aMOKCHIMUIHHOBA KPHCTATTYpHS, B HAKOH C/Tydad Bojetia 1o
616peuHa HeaOCTATBYHOCT (BXK. TOUKa 4.4).

ITpyn naumeHTH ¢ HapyweHa 60pevyna QYHKLMA WIH MPH MALHEHTH, KOUTO IIPHEMAT BHCOKH J03H
MOXe€ 1 Bb3HHUKHAT I'bPHOBE.

Crnobimasa ce, e aMOKCHLUAMHH ce Ba B KATCTPH HA MUKOYHHA M €IUMHO CIIEN
> ’

HHTPABEHO3HO MPHIIOKEHKE Ha rofieMH fo3d. Tpabpa na ce npasH peaoBHa NMpoBepka Ha

MpOXOIUMOCTTa (BXK. TOUKa 4.4).

Jevenue na npedosupane
CTOMAaNIHO-YPEBHUTE CHMITTOMM MOTaT Ja Ce NIeKyBaT CUMITTOMaTHYHO, KAaTO ¢e 00bpHE BHHMaHHE Ha
BOJHO-ENIEKTPOJIHTHHA Bananc.

AMOKCHLUHIHH/KATHEB KnaByliaHaT MOXKe 1a 6vne OTCTPAHCH OT OpraHnuiMa 4pe3 XeMOJHATH34A.

5. @®APMAKOJOIHYHH CBOHCTBA
5.1 dapmakoaRHEAMAYHH CBOHCTBA

d)apMaxompaneB'mtma rpyna:; Oera-nakTaMHH a.l-l'I'HGaK'l"epl-lﬂJ]HH CpeacTaa, KOMGHHﬂLlldH Ha
MEHHLIWIMHOBH AHTHOHOTHIM ¢ Gera-nakraMasHy HHXWOUTOpH
ATC xon: JO1CR02

Mexanuzwm Ha Oelicmeue

AMOKCHIIMNHH € NOYCHHTETHYCH MeHHIWIHH (GeTa-TakTaMeH aHTHOHOTHK), XOHTO MOTHCKA €HH
WIH N0BEY¢ CHIUMH (ECTO HAPHYAHH [ICHHLWINH-CBEp3Bally nporenHy, [1ICTT) B OnocHHTETHYHIA
ITBT Ha NENTUAOrIHKaHA Ha HakTepuHTE, KOHTO € HETEerpaNeH CTPYKTYPEH KOMIIOHEHT Ha KIeTh4Ha
cTeHa Ha GakrepuuTte. MHxnGHpaHeTo Ha MENTHAOITMKAHOBHA CHHTES BOAH 10 OTCnabBaHe Ha
KI€TBYHATA CTEHa, KOeTO OGHKHOBEHO ce CNIefiBa OT pasnaj M KIeThbYHa CMBPT.

AMOKCHIIWIHH € MyBCTBHTE/IEH KbM pasrpaxk/aHe upes 6eTa-naKkTamasH, IPOHIBEAEHH OT
PE3KCTCHTHH GaKTepHH H 3aTOBa CIIEKThPBT Ha JeliCTBHE HA AMOKCHLIAIHH CAMOCTOATENHO He
BKJIIOYBA OPTaHH3MH, KOMTO TIPOM3BEKRAT TE3H CHIUMH.

KnasynaHoBara kucenuHa uma 6eta-nakraMeH NpbCTeH, CTPYKTYPHO MPHUCHII HA TIEHHULITHH

HHAKTHBHPA HAKOH feTa-MaKTaMasHH eHIHMH H JaliiTaBa aMOKCHIWIHH OT HHAKTHBHpaHe.
K.TlaByJ'laHOBa KHCCJIHHA CAMOCTOATENTHO HE OKA3Ba KIIHHHUYHO MOJI€3¢H aﬂmﬁaxrepnaneﬂ €

DK/ epwika




BpeMeTto Haj MuHumansaTa Huxu6Hpama koHueHTpauna (T> MIC) ce cunTa 3a ocHoBeH dakTop,
onpeaenn epHKacHOCTTa NPH aMOKCHLIWINH.

Mexanuzmu na PeIUCmenmuocm
IIBaTa OCHOBHH MCXaHH3Ma Ha PE3HCTCHTHOCT KbM amoxcnumuﬂflmanynaﬂona KHCCJITHHA ca:

e HuHakTHBHpaHe OT Te3u GaxTepHANTHH GeTa-naKTamMasi, KOMTO CAMH He ¢e HHXHOHpAT OT
K/1aBY/NaHOBA KHCENTMHA, BKIIOYHTENHO H Ki1ac B, C u D.
¢ TIIpomssa ua [ICTI, KoeTo HaMansBa apHHHTETA HAa AHTHOAKTEPHATHOTO CPEACTBO KbM LIGATA.
HenpoHHUaeMoCTTa Ha GakTepHHTe HIH ediIyKS NOMNA MEXAHH3IMHTE MOTaT Jia MPHYHHAT HWIH Ja
JonpuHecaT 3a GakTepuaiHa peIuCTEHTHOCT, 0cobeHo npu I'pam-oTpHLATETHHUTE 6aKTEpHH.

I'pannunu crofisocTy (breakpoints) npy H3EMTRaHE HA YYBCTBHTENHOCT

Kpurepun 3a nrrepnperawus Ha MITK (MIC — minimum inhibitory concentration) npu manursane
HAUYBCTBUTENHOCT ca pa3paboTeHH OT EBponelickua KOMMTET N0 M3NMTBAHE Ha HYBCTBHTETHOCT KbM
anTuMHkpobHu nexapctea (EUCAST - European Committee on Antimicrobial Susceptibility Testing)
33 aMOKCHIJWIHH/KJIaBYJIAHOBA KMCETHHA M MOTAT Ja 6baaT HaMepeHH Ha:
https://www.ema.europa.ew/documents/other/minimum-inhibitory-concentration-mic-

breakpoints_en.xlsx

PasnpocTpaHeHHETO HA PE3UCTEHTHOCTTa MOXKE A1a BapHpa reorpadcki ¥ BbB BPEMETO 3a ONpeNe/IeHH
BHOBE H € JKEJIATE/IHO A MMa NOoKATHA HHGopMaLus 3a pe3UCTEHTHHOCTTA, 0COOEHO NpH JICYeHHE Ha
TexXKH HHbexuun. [pu HeobGxoaHMocT TpAOBA [a ce MOTBPCH CHBET OT CNIEUHANHCT, KOraTo
JIOKAJTHOTO Pa3npOCTPaHEHHE HA PE3UCTEHTHOCT € TAKOBA, e I10J13aTa OT JIEKAPCTBEHHA NPOAYKT IPH
NOHe HAKOH BUIOBe HH(EKIIMH e NoJ BBIpOC.

I'paM-nonoKHTENHH aepobu

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METHLIIIHH-YYBCTBUTENHH) £
Koarynaso-HeraTHBHU CTaHIOKOKH

Streptococcus agalactiae

Streptococcus pneumoniae’

Streptococcus pyogenes u ApyrH 6eTa-XeMOJIMTHYHH CTPETTOKOKH
Streptococcus viridans rpyna

'paM-oTpHUATENHH MUKPOOPI-AHUIMH
Capnocytophaga spp.

Eikenella corrodens

Haemophilus influenzae’

Moraxella catarrhalis

Pasteurella multocida

AnaepobHu MH rAHHU3IMH
Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.

Bunose, 3a KOUTO NMPUAOOHTATAa PE3UCTEHTHOCT Moxke Ja Obae npobnemHa

Aepobun ['paM-MoNoKHTENHH MHKPOOPraHH3MH
Enterococcus faecium $

Aepobun 'paM-OTpHIIATETHH MHKPOOPTaHH3MH
Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris




Pe3HCTEeHTHH MHKPOOPraHH3MH

Aepobuu [paM-0TpHLIATENHHA MHKPOOPTaHH3IMH
Acinetobacter sp.

Citrobacter freundii
Enterobacter sp.

Legionella pneumophila
Morganela morganii
Providencia spp.
Pseudomonas sp.

Serratia sp.
Stenotrophomonas maltophilia

JpyrH MUKpPOOpraHM3MH
Chlamydophila pneumoniae

Chlamydophila psittaci
Coxiella burnetti
Mycoplasma pneumoniae

$ EcTecTBeHa cpeaHa YyBCTBHTETHOCT NPH JTUIICA HA MPHAOOHT MEXaHH3bM Ha PE3HCTEHTHOCT.

£ BcMUKH METHLILTHH-PE3UCTEHTHH CTAQHIOKOKY ¢a PE3SHCTEHTHH KbM AMOKCHIIMITHH/K/1aBy/1aHOBA
KHCEJTHHA

1 Streptococcus pneumoniae KOWTO ¢a PEHCTEHTHH Ha NEHHLMIHH, He TpAOBa 1a Ce JIEKYBaT ¢ Tasu
NeKapcTeeHa GopMa Ha AMOKCHLMIHH/KNaBYIaHOBa KHCETHHA (BK. ToukH 4.2 1 4.4).

2 Crofuapa ce 3a IaMOBE ¢ HamajieHa YyBCTBHUTEIHOCT B HAKOH cTpalH Ha EC, ¢ wecToTa no-sHcoka
ot 10%.

5.2 PapMaKOKAHECTHYHH CBONcTRA

Peszopbyun
AMOKCHLWIHH ¥ KJ1aBY/1aHOBa KHCE/THHA HAITHITHO CE TUCOLIHHPAT BbB BOJICH Pa3TBOP MpPH

duznonoruuno pH. U nsere komnoHeHTH 6Bp30 U K0Ope ce peropOHpaT NpH NEpPOPaNHO
npunoxenue. Pezopbiusira Ha aMOKCHLITHH/KJIABYTAHOBA KHCE/THHA C€ ONMTHMH3HPa, KOraTo ce
IpHema B HAYAIOTO Ha XpaHeHeTo. Ciel nepopajicH MpHeM OHOHANTMMHOCTTA HA AMOKCHUMITHH U
KJI4BYJIaHOBA KHCe/THHa € okono 70%. [Tnasmenure npodid Ha ABaTa KOMITIOHEHTA ¢a Noa00HH 1
BPEMETO A0 NHKOBaTA [U1a3MeHa KoHueHnTpaiua (Tmax) BbB Bcexn ciry4ak € OKO/O €IHH Yac.
dapMakOKHHETHYHHMTE Pe3yNTATH OT H3NHBAHE, NIPH KOETO AMOKCHIIWIMH/K/IaBYIAHOBA KHCENHHA
(500 mg /125 mg TabneTky, NpHeMaHH [Ba ITHTH JHEBHO) € NPHJIATaH HA IVIANHO Ha TPYIH OT 30paBH
Ao6poBONLM, ca MPEeACTABEHH MO-A0MY.

Cpennu (£ SD) papMakoKMHETHYHH NapaMeTpH

IMprnoxeno(-u) Hoza | Cmax Tmax * AUC (0-24h) Tz
BKTHBHO(-H)

BetuecTso(-8) (mg) | (ug/ml) (h) ((pgvml) (h)
AMOKCHLIWIHH

AMX/CA 500 7,19 1,6 (1,0-2,5) 53,56 1,15
500 mg/125 mg 12,26 18,87 +0,20
KnaBynanoBa kucenHHa

AMX/CA 125 2,40 1,5 (1,0-2,0) 15,72 0,98
500 mg/125 mg +0,83 13,86 10,12
AMX — aMmoxcuumnuH, CA — KI2RYJIAHOBA KHCETHHA

* Meanaua (auanasoH)




CepyMHHTE KOHLEHTPALMM Ha AMOKCHLIMIIMH M KIIABYJIAHOBA KHCE/THHA MOCTHIHATH ¢
aMOKCHIIWTHH/K/1aBY1AHOBA KHCE/IHHA Ca MOAOGHH Ha Te3H, NOMYYECHH NPH CAMOCTOATE/THO
TNEPOPATHO MPUIOKEHHE HA eKBHBATEHTHH 103M AMOKCHLIW/IHH M KJIABYNAHOBA KHCENHHA.

Paznpedenenue
Oko0 25% oT obmara nIa3sMeHa KiaByaaHoBa KHceNnHHa K 18% ot ofiuus riasMeH aMOKCHLIK/THH ca

CBBP3aHH ¢ npoternH. [TpusuaHuaT obem Ha pasnpeaencuue € okono 0,3-0,4 kg 3a aMokCHIWIHH 1
oxoino 0,2 I’kg 3a KnaByJaHOBa KHCENIMHA.

Crieq MHTPaBEHO3HO MPWICXKEHHE, AMOKCHLIWIHH H KJIABYIAHOBA KHCEIHHA C¢ OTKPHBAT B MUTBYCH
MeXyp, KOpeMHa ThKaH, K0’a, Ma3HHHH, ThKaHH, MYCKYJIHa ThK2aH, CHHOBHAJIHA H NIEPUTOHEATHA
TEYHOCT, HUTHYEH CEKPET H FHOH. AMOKCHLIMITHH He Ce pa3npeneif JOCTaTh4Ho 100pe B
rppOHaYHOMO3BYHATA TEYHOCT.

OT NPOY4BAHUATA NPH XHBOTHH He CHLIECTBYBAT JOKA3ATECTBA 3@ 3HAYMTEITHO THKAHHO 3a/IbpKAHE
Ha BEIIECTRA, MOTY4YEHH OT JIEKAPCTBOTO, 33 BCEKH OT KOMIIOHSHTHTE. AMOKCHLIMIHH, KaTo MOBEYETO
OT MEHMLATAHH, MOXKe Aa OB OTKPHT B xppMaTa. Clle[iH OT KIaBy/IaHOBA KHCENMHA MOraT aa Gbaar
OTKPHTH B KbpMaTa (BXK. TO4Ka 4.6).

Jloka3aHo e, 4e H AMOKCHLIWIHH, H KIaByJIaHOBA KHCE/MHA NPEMHHABAT IUTalieHTapHaTa 6apuepa (BiK.
TOYKa 4.6)

Memabonuzem

AMOKCHLIMAHH YaCTHYHO C€ OTAENS B YPHHATA KaTO HEAKTHBHA NCHULIWAMHOBA KHCEIHHA B
KOJU4ECTBA, eKBHBAIICHTHH Ha Ao 10 no 25% or mppBoHauanHata Ao3a. KnasynaHoBaTa KHCEIHHA ce
MeTaGonM3aHpa eKCTEH3HBHO MPH YOBEKA H C& ENHMHHHPA ¢ YPHHATA H (PEKATHHTE H KaTO BBIJIEPOAEH
OMOKCHA B M3AWLIAHHS BB3AYX.

Enumunuparie
OCHOBHHMAT ITBT HA ETMMHHHpPaHE HA AMOKCHIWIMH e Mpe3 616pennTe, a Ha K1aByJIaHOBATA KHCENHHA

€ KakTo upes ObOpedHH, Taka H Ype3 HeOBOPEUHH MEXaHH3MH.

AMOKCHIIWIHH/K/AaBY/IaHOBAa KHCENHHA MMAa CPEICH €MMHHAIIHOHEH TOMYKHBOT OT OKOJIO €/IHH Yac H
cpeaen obwy kupsHE okono 25 Vh npu 3apaeid HHAMBHIH. [Ipudnusurenso 60 no 70% ot
AMOKCHLWIHH H mpHOAH3HTEHO 40 10 65% OT KNaBynaHOBa KHCETHHA € eKCKPETHPAT HENPOMEHEHH
B YPHHATA Npe3 MBPBHTE 6 Yaca Ced €AHOKPATHO NIPAIAraHe Ha AMOKCHLIWIHH/KIaBy1aHOBa
kHcenuHa Tabnerke 250 mg/125 mg wm 500mg/125 mg. Pasnuunu H3cneaBaHus couar, ye
OTAENAHETO Ha ypuHaTa ¢ 50-85% 3a aMOKCHIILTHH B Mexay 27 u 60% 3a knasynaHoBa KHCeIMHa 3a
nepHoa oT 24 yaca. 3a KNaBYJIAHOBATA KHCE/IHHA, HaH-roNAMOTO KOJIHYECTBO Ha JIEKAPCTBOTO Ce
OTAEINA Npe3 MbpBUTE 2 yaca ciel puema.

EfHOBpeMeHHOTO NpUiIoxeHHe Ha npoGeHelu 3a0aBA OTAECNAHETO HA AMOKCHIIWIHH, HO He 3a6aBs
OBOpeyHaTa eKCKpEUHA HA KJ1aBYJIaHOBATA KHCEIHHA (BK. Touka 4.5).

Bvapacm
ENMMHHALMOHHHAT MOTY>KMBOT Ha AMOKCHIXMITHH € CXO/ICH TpH JSLia Ha BB3PACT OT OKOJIO 3 Mecela

10 2 TOAMHH H MO-TOJIEMH Jieua ¥ BbapacTHH. [Ipn MHOro Maski felia (BKIFOYUTETHO HEAOHOCCHH
HOBOPOEHH) Mpe3 IbPBATA CeMHLA OT KHBOTA HHTEPBAIBT Ha NIpHIAraHe He TpAORa 1a HAJBHIIABA
npHUIarase Apa MbTH JHEBHO, MOPaay HE3pAIOCT Ha 61LOpevHHA MbLT Ha enUMHHHpaHe. Thi Karo HMa
TNO-TONIAMA BEPOATHOCT NALMEHTHUTE B CTAPYECKa Bh3PacT Aa HMaT HamaneHa 6b0pedna dyHkuns,
TpabBa aa ce BHMMAaBa MpH H36opa Ha 034 H MOXxe ja 6bae monesHo Aa ce cneax 6s6peyHara
byHKIHA.

llon
Cnen nepopanHo NPHIOKEHHE HA AMOKCHLIWIHH/KIIABYJIAaHOBA KHCEIHHA MPH 3[IPaBH MbXKe
NOonbT HAMA 3HAYHUTENTHO BITHAHHE BRPXY tbapmaxoxuﬂemxm‘a Ha AMOKCHUMJIHH B KNnaBy/
KHCE/THHA.

Dbvbpeuno yepexcoane



OBWIMAT cepyMeH KIMPBHC Ha aMOKCHLIWIMH/KJIaBY/IaHOBa KMCEJIMHA HAMAJIABA IPONOPLIMOHAIHO €
HamanisBaHeTo Ha OnOpeuHara dyHkuMs. HamangBaHeTo Ha KIMPBHCA HA JIEKAPCTBOTO € M0-H3paseH
MPH aMOKCHLIMIIHH, OTKOJIKOTO MPH KJ1aByJ1aHOBA KMCEITHHA, Thil KAaTO 110-roJisMa 4act oT
AMOKCHLIM/IMH ce oT/ies upe3 6s0peuute. CenoBatento no3ure npu 6b0peuHo yBpesxkane Tpabsa
/1a IPeJOTBPATSBAT MIPEKAJIEHOTO HATPYNBaHE HA AMOKCHLIMIIUH, KaTO €/IHOBPEMEHHO C€ MO/IbpKaT
aj/leKBaTHH HHUBA Ha KJIABYJIAHOBA KHCeNMHa (BX. Touka 4.2).

YepHnodpobuo yepexcoane
Jlo3uTe NpH NaLKMEHTH ¢ YePHOAPOOHO YBpekaaHe TpAOBa [1a ce ONpelesT BHUMATETHO U

uepHOApoOHaTa yHKLMs TpOBa J1a ce NMpocJIe/IiBa PeIOBHO.
53 IlpeaxkNHHHYHH JaHHH 332 6€30IaCHOCT

Hex/IMHMYHMTE NaHHHM He MOKa3BaT 0co0eH pHCK 3a XopaTa Ha 6a3a Ha KOHBEHLIMOHAJIHUTE
(bapMakoJIOrMYHH M3MIMTBAaHMSA 3a 5€30MacHOCT, FeHOTOKCHYHOCT H PENpPOLYKTHBHA TOKCHYHOCT.

ITpoyyBaHHsATa 32 TOKCHYHOCTTA C/Ie/l MHOTOKPATHO MPHJIOAKEHHE, MPOBEIEHH NPH KyUeTa ¢
AMOKCMLIMJIMH/KJIaBY/IAHOBA KMCEJIMHA NI0Ka3BaT JIPa3HeHe Ha CTOMaxa M MOBPbLIAHE H MOTbMHA
€3HK.

He ca npoBexaaHu Npoy4BaHus 3a KAPLUHWHON€HHOCT C aMOKCHIMITMH/K/1aBy/1aHOBA KMCE/IMHA WIIH
KOMIOHEHTHTE MY.

6. DOAPMAIIEBTHYHHA JAHHHU

6.1 CnHebK HA NOMOMHHATE BelllecTBa

Cobpuesuna: KoaouaeH 6e3B0/1eH CHIIMLIMEB JMOKCH/I, MarHe3UeB CTeapaT, HATPHEB HHILLIECTEH
rnukonar (Tun A), MUKpOKpHCTa/IHA LieTyJ103a.

DHUIMOBO MOKPHTHE: TPHETHILIMTPAT, XHIPOKCHIPONHIMETHILIENY 1032 (XMITpOMeno3a), Tajlk,
€THIILIENYJ103a BOJHA AMCIIEPCHSA, THTAHOB JHOKCH]L

6.2 HecbBMecTHMOCTH

Hsama.

6.3 Cpok Ha roaHocT

2 roauHHU

6.4 CnenHa/IHH yCJIOBHA HA CbXpaHeHHe

Ja ce cbxpansaBa npu Temneparypa noa 25 °C.
,[Ia CE CbXpaHdABa B OpUIrHHa/lHaTa OlaKOBKa, 3alllHTEH OT BJlara.

6.5 JIaHHH 32 OMAKOBKATA

BHHET?H oT Alu/Alu , ChALDKALLM 16 (pvmmnpamd TaﬁneTKH

He BcHuKM BHOBE ONAKOBKH Morar j1a ObaaT mycHaTu B npojaxba.
6.6 Cnenna/iHu npeana3HH MePKH NPH H3XBBbPJsAHe H paboTa

Hsama ClI€UHAJIHH YKa3aHHUA




7. IPUTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Lek Pharmaceuticals d.d. Verovikova 57, Ljubljana, CoBeHus

8. HOMEP(A) HA PASPENIEHHUETO 3A YIIOTPEBA

Per. No: 20010173

9. JATA HA ITBPBO PASPEIIABAHE/TIOJHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

ITrpso PVY: 29.01.2001

ITspeo nogHoBssaHe Ha PY: 02.05.2006

Bropo nogHoeaBaxe Ha PY: 15.08.2011

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

05/2025




