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1. HME HA JEKAPCTBEHHMSA IPOXYKT é g / ,L,,gr/l-;,b— CZ(J}??‘;/

KAJIBEH 400 mg/57 mg/5 ml npax 3a nepopajiHa CyCICH3HA - Q4 -0 W
KALVEN 400 mg/57 mg /5ml powder for oral suspension I

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

3 ml or nepopanmnara cycnensua cpAbpKkaT 400 mg amokcHUMIMH (amoxicillin) (kaTo aMOKCHLMITIMH
tpuxuapar (amoxicillin trihydrate)) u 57 mg xnasynanoea kucenwua (clavulanic acid) (karo kanue
knaBynaHat (potassium clavulanate)).

1 ml or nepopannara cycnensus ceappka 80 mg amMokcuiimH (KATO AaMOKCHLIFUIMH TpUXHApaT) U 11,4 mg
KJIaBYJIAHOBA KHCE/IHHA (KAaTO KAIHEB KNaBynaHar).

TToMOIOHO BEIeCTBO ¢ H3BECTHO ACHCTBHE: 3aXapo3a.

33 'bIHKUA CIIMCHK HA MTOMOINHHWTE BELIeCTBa BHOKTE Touka 6.1,
3. JJEKAPCTBEHA ®OPMA

IIpax 3a nepopanHa cycrneH3usl.
Ban no noatu Gt CBOOOARO cUmel Ce npax.

4. KINMHHYHH JAHHH
41 TepaneBTHYHH NOKA3AHHSA

KAJIBEH e noxazaH 3a jicaeHHe Ha ClefHMTe WHQCSKIWH NpH ASlia U BB3pacTHH (BxTe TOYKH 4.2, 4.5 U
5.1):

* OcThp OaxTepuancH CHHY3HT (aASKBATHO JHArHOCTHLIMPAH)

* OCTBp OTHT Ha CPEOHOTO YXO

* Octpu ex3auepballvi Ha XpoHIYEH OPOHXMT (2/ICKBATHO HATHOCTHIHPAH)

* IIpunobura B 061€CTBOTO MMTHEBMOHMA

e [[ucTHT

« lTuenoneppur

* Undexkuy Ha KOKATA H MEKHTE THKAHH, B YAaCTHOCT LICJYJIHT, YXallBAHHA OT >KMBOTHH, TEXKBK 3b50eH
abiiec ¢ pasnmpoCcTpAHABALL CE [ICITYIIHT.

* MHdexupn Ha KOCTHTE, B YACTHOCT OCTEOMHENHT.

Tpsabea na ce oTueraT OPHLMANHHTE HACOKH 3a NMPaBWIHA ynoTpeba Ha aHTHOAKTEPHANIHHA arCHTH.

4.2 Jlo3HpoBKAa H HAYHE HA OPBRIOKEHHE

EOSH POBKa

HosuTe ca n3paseHd ¢xoO6pa3sHo KOJIHUECTBOTO AMOKCHLIAWTHH/ KNABYNaHOBA KMCETHHA, OCBEH KOTATO NO3HTE
ca NOCOYCHH CIPAMO BCAKAa HHAMBHAYAIHA ChCTABKA.

3a u3bopa Ha 1033 aMOKCHIM/IHH/ KJIABYNAHOBA KKCEHMHA 334 JIEYCHHE HA BCAKA OTAEIHA MHpeKkiua Tpadra
1a ce MMa NpeABH] CIEKHOTO:

* O4aKBaHUTE NATON€HH H BEPOATHATA WM UYBCTBHTE/IHOCT KbM AHTHOAKTEpHANHH areéHTH (BIDKTE TOUKA
4.4)

* TexecTTa U MACTOTO HA HH(PEKIUATA e
« B13pacTTa, TeroTo H 666peunaTa GyHKiiA HA ALMEHTA, KAKTO € NOCOYEHO N0-I0Ty<
Vrniotpe6aTa Ha anTepHaTHBHR GOPMH Ha AMOKCHIM/INH/ KJIaByJIaHOBA KAceTHHA (1A ,

L4

MPeJOCTABAT NO-BHCOKA 038 HA AMOKCHILWIMH H/WIH PAa3IH4YHO CHOTHOLIEHH
KNIaByJIAHOBA KHCEJTHHA) TpA6Ba Aa 6baT OTYSTEHH NMPH HEOOXOIHMOCT (BHXKTE _[ci _ ;_-_"4’_51, rie
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[Tpu peua < 40 kg Ta3n dopma Ha aMOKCHINHH/ KJIABY/IAHOBA KHCEIHHA OCHIYypaBa MakCHMaaHa JHCBHA
goza oT 1000 — 2800 mg amoxcuipnaH/ 143 — 400 mg KnaBynaHOBa KHCE/IHHA, KOMaTe e npUeMa CIIpaMo
NMOCOYCHUTE MO-JONMY TPEenopbkd. AKO C¢e mpelleHH, 4e e Heo0Xxomuma NO-BHCOKAa [HEBHAa /034
aMOKCHIMIIMH, C€ NPEHOoPHUBa Aa ¢ NPWIOKH APYT NPOAYKT ¢ AMOKCHIDAUIHH/ KIaBY/1aHOBa KHCEJIHHA, 3a 14
ce 30erHe HeHy>keH NpHeM Ha BUCOKH JHEBHH J0O3H KJIABYJIAHOBA KMCelIHHA (BIDkTe Touk# 4.4 u 5.1).
[IpoasmKUTENHOCTTa Ha JiedeHHero TpaOBa Aa Opje ompeAecneHa OT OTroeopa Ha naumenTta. Haxou
HHpEeKUHMH (KaTO OCTEOMHENHT) H3HCKBAT MO-ABAr0 nedeHue. JleueHuero He TpsaOBa xa nmpoAanJpKaea Mo-
OBaro OT 14 xuu 663 MOBTOpeH mpernea (BIDKTE TO4Ka 4.4 OTHOCHO NPOALDKHTENIHO IEYCHHE).

Be3pactHn H neua > 40 kg TpabGea na 6paar nekypaHu ¢ GopMETE AMOKCHIIMIIMH/ K/IaBYJIaHOBA KHCEHHA,
NpeaHasHAYEHH 33 BB3PACTHH.

Hena < 40 kg

* 25 mg/3.6 mg/kg/nHeBHO A0 45 mg/6,4 mg/kg/nHEBHO ABA NETH AHEBHO KATO ABE OTACIHH A03H;

* 1o 70 mg/10 mg/kg/nHeBHO ABa MBPTH AHEBHO KATO [Be OTAEIHH A03H MOTaT Aa 6baar OOMMC/ICHH NpU
HAKOH HH(PEeKIHH (KaTO OTHUT HA CPEHOTO YXO, CHHY3HT H HH(EKIHH Ha JOJIHHTE AHXATENHH MHTUILA).
Hena Morar fa ObAaT JeKyBaHM ¢ AMOKCHLWIMH/ K/IABYJAHOBA KMCEIMHA TaOJeTKM WIH CYCTICH3HH.
[TpenopbuHTENHO € Aela NOA H Ha 6-roAMIIHA BB3pacT Aa ObAaT JICKYBaHHW ¢ AMOKCHIMIIME/ KJIABYJIAHOBA
KHCEJIMHA CYCHEH3HH.

Hama HanWyHH KIMHWMYHHM JaHHH 38 AMOKCHLMIMH/ KJIABY/JaHOBa KHUCENMHA 7:1 ¢opMH mo OTHOLIEHHE HA
OO3H IMO-BHCOKM OT 45 mg/6.4 mg Ha kg AHEBHO MpH Aelia 1ox 2-roayliHa Bb3pPacT.

Hama HanuyHM KIMHAYHHE JAHHH 32 AMOKCHUMIMH/ KIaByJIaHOBa KMcenMHa 7:1 ¢opMH npH nauMeHTH Ha
BBp3pacT noj 2 Mecena. Ilopagw ToBa He Morar ja ObAAT HaJeHH MNPEeNOPBKHA 3a Ao3HpaHe MPH Ta3H
NoIynamys.

TlalMeHTH B CTAPYECKA Bh3pacT
He ce Hanara aganriapaHe Ha A03aTa.

brOpeuHo yBpexnaHe

He ce Hanara ajanTapase Ha J03aTa IIpH nauyueHTH ¢ KpeatuHuHOB KNHpBHC (CrCl) Haa 30 mY/min.

ITpu naiMeHTH ¢ KpeaTHHHMHOB KMMpLHAC oA 30 ml/min He ce nMpenopbYBa NMPUICKEHAE HA AMOKCHLIMITHH/
KJIABYJIAHOBA KUCENIHHA B CHOTHOIEHHE 7:1, Thii KaTO HE ca HANHMYHM NPENOPbKH 34 AaNITHPAHE Ha A03aTa.

YepHoapobOHo yBpexiane
HosupareTo TpadBa fa ce H3BBPIIBA ¢ BHHMaHHE H Tpa6Ba Aa ce mpocieassa Y¢pHOApoOHaTa QYHKIMA Ha

paBHHA MHTECPBAIH (BIDKTE TOUKH 4.3 H 4.4),

HauuH Ha NpHIoXKEeHHE
KAJIBEH e npeauaszHa4deH 3a nepopaiHO NMPHIOKEHHE,

Toii TpabBa ma ce mpuemMa no BpeM¢ Ha XpaHEHe, 3a Aa c€ HaAMaIM NOTCHIMANA 38 CTOMALIHO-YPCBHA
HENOHOCHMOCT.

JleuenneTo MoXke Aa 3anodse napentepanto c¢wriacHo KXIT na ¢popMiTe 32 HHTPaBEHO3HO MPHIOKEHHE H
Aa Opae MpOOLIDKEHO ¢ nepopanHa gopma.

Pasknarere, 3a xa oceobonuTe npaxa, nobasere nuTeiina Boga cnopes yka3aHuaTa, 0ObpHeTe U pa3KkiaTeTe.
Pasioiawatite Oyrunkara npeny npuwiokeHHe HA BCaxa 4032 (BrKTe TO4Ka 6.6).

3a ykasaHHA 3a pa3TBapsAHe HA JIEKAPCTBCHHUSA NPOAYKTH NPEAH NPHIOKEHHE BIKTE TOUKA 6.6,
4.3 IIpoTHBONOKAIAHESA

o CBpPBXUYYBCTBUTEJIHOCT KbM AKTHBHMTE BEIlECTBA, KBM JICKAPCTBA OT NEHHLMIHHOBATA Irpylna WM
KBM HAKOE OT OMOIIHHTE BelllecTBa, H30poeHH B TOUKa 6.1,

Apyr beta-naxraMeH areHT (xaro ueganroCnopHH, KapbancHeM HIH MOHDG
e AnHaMHe3a 32 XXBITCHHIIA/ 4epHOAPOOHO yBpexAaHe, JbDKalulH CE Ha AMOKE
KHCenHa (BikTe TouKa 4.8).

44 CreumaInH DpeIynpesieHus A NPEINASHH MEPKH HDH ynoTpe6a ' - | “ (i kdhy
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[Ipeau 3amo4BaHe Ha JIEUEHHE C AMOKCHUWIHH/ KNAaBYJIaHOBA KHCEAMHA OT MalHeHTa TpaOBa Aa ce MoIy4yH
noapoOHa HHPOPMALMA OTHOCHO NPEAXOAHHM PEaKUMM HAa CBPBXMYBCTBHTCIIHOCT KbM TNEHHI[MIHHH,
neganocnopyHy WiH ApyrH OeTa-TaKTaMHH areHTH (Blokre ToukH 4.3 1 4.8).

CepHo3sHH A NOHAKOra (GaTalHH peaklHMH HA CBPBXYYBCTBHTE/HOCT (BKFOUMTENHO aHAGHAAKTOHMIAHHM H
TEKKH KOKHH HEKEJIAHH peaKLiH) ¢a ¢h001aBaHH NpH MALMERTH HA JCYEHHE ¢ NCHUIFUTHH. 1€3M peakiym
Ca MO-BEpPOATHHM INPH NALMEHTH C aHaMHe3a 32 CBPBHXUYBCTBHTENIHOCT KbM NEHHLWIMH W IIPH ATOMHYHH
nauMesTH. AKO Cé MOABH AllepruyHa PEeakiii, JeUeHHeTO ¢ AMOKCHIIWINH/ KIaBYJIAaHOBA KMCEIHHA Tpabepa
na 66/1e MpeyCTaHOBEHO H TpAOBa aa ObAe 3an0YHATO MOAXOMALIO AJITEPHATHBHO JIEHEHHe.

B cirydaii, de ce fokaxe, ue HHPEKLHATA c€ ABDKH Ha 1yBCTBHTEIAH KbM aMOKCHLHIIMH OpraHH3MH, TpAOBa
Aa ¢ 00OMHCIH NIPEMHHABAHE OT AMOKCHIIWIMH/ KJIABYJIAHOBA KHCE/IMHA KbM aMOKCHLM/IMH B CHOTBETCTBHE
¢ OPHLHATHUTE IIPETIOPBKH.

[IpunoxenneTo Ha Tasd dopMa aMOKCHIWUIHH/ KIABYJSaHOBA KHCE/NIMHA He € [OAXOAAINO, KOraro
CBIRECTEYBA BHCOK PHCK MPEANoNaracMHTe NMaTOreHM [a ¢a Pe3UcTeHTHH Ha OeTa-IaKTAMHH Ar€HTH, KOHTO
HS ca MeauMpann ot Oeta-naxramasH, YYBCTBHTENHH KbM MHXHOHpaHe Ha KIaByJNIaHOBa KHCEIHHA. Tasu
¢opMa He TpabBa na ce npunara 3a NeueHHE Ha NCHHLMITHH-PE3UCTEHTHN S. pneumoniae.

[Tpn nmaiHeHTH ¢ yBpeaeHa 6n0peuHa QYHKLHA WIH [IPH TAKHBA, KOMTO NPUEMAT BUCOKH X03H MOXeE Ja ce
TIOABAT I'BpUOBe (BIKTE TOYUKa 4.8).

JleuenueTo ¢ aMOKCHLIIIHH/ KNABYJIAHOBA KUCENHHA TpA0Ba a ce U304ATBA IIpH CHMHEHHA 33 HHEKIHO3HA
MOHOHYKJIE034, Thil KATO NPH TOBa 3abonaBane cliea MpWIOKEHHE Ha aMOKCHIIMIHH ¢ HabmonaBaHa nogBara
Ha MopOmnugopmeH oOpHB.

EnnoBppeMeHHaTa ynorpeba Ha aJoIypUHON NO BPEME HA JICMEHHE C AMOKCHLHIIMH MOXK¢ A3 NOBHIIH
BECPOATHOCTTA 33 AICPIrHYHH KOXHH peakIHH.

[IpopsmxurenHata ynorpeba Moxke NOHAKOra JAa JOBede [AC CBPBXpPacTe’k HA HedMyBCTBHTENHM
MHKPOOPTraHH3MH.

IIpy 3anoupaHe Ha JIEUEHHETO INOABATA HA CHWIHO 3a4€PBEH TCHEPAaJH3MpaH €pPHUTEM, CBIIPOBOAEH OT
MycTysla, MOXKE Ja € CHMIITOM Ha OCTpa IeHepajn3upaHa ex3anTeMHa myckrynosa (AGEP) (BlmkTe TOuKa
4.8). TasM peakuMs Hajara CIHpaHe Ha JIEYEHHWETO ¢ AMOKCHINAIMH/ KIaBY/laHOBA KHCEIHHA H €
NPOTHBONOKA3AHKE 34 MOCACABAIIO JICYEHHE C AMOKCHIIMITHH.

AMOKCHIIMNMH/ KIaBYJIaHOBA KHACeNHHA TpaOBa na Obae npunaraH ¢ BHMMaHHE NpH NMALHEHTH ¢ JaHHH 3a
yepHOApoOHO YBpexkaaHe (Brnkre Touku 4.2, 4.3 u 4.8).

YepHoapoOuu ¢cbburus ca cpobinaBaHy NpeAMMHO MPU MbKe H NAUMCHTH B CTap4ecKa Bb3pacT H MOTAT Ja
ca CBBP3aHH ¢ NPOTXBDKHTENIHO JeueHHe. Tesn cbburHa ca cwrobllaBaHM MHOro paako npH geua. [Ipu
BCUUKM TONYIAIMK NPHUIHALATE ¥ CHMITTOMWTE OOMKHOBEHO ce MOABABAT MO BPEME Ha WIH MAaJIKO Cle]
JeYeHHe, HO B HAKOH CJIyMaH MOraT fAa ce MPOABAT [0 HAKONKO CEIMHLH Cleld NpeycTaHOBABAHE Ha
neucHueTo. le oOHKHOBeHo ca obpatHMu. UepHoapoOHuTe cpOMTHS Morar na Objaar TeEXKKH, a B
H3KTIOYNTETHO PeAKH CIydan c¢a cboOlaBaHUM CMBPTHH ciaydyad. Te3d CHLOMTHA mnodYTH BHHArH ca
HaOnOJaRaHW MpH NMALHEHTH ChC CEPHO3HO MOAIEKAO 3aboNdBaHe WIH NpHeMaliy €¢AHOBPEMEHHO
JIEKApCTEa, 38 KOHTO € HIBECTHO, 4¢ HMAT NOTEHLHAI 3a YepHoApoOHH edexTH (BinKkTe TOUKA 4.8).

Konur, ¢BBp3aH ¢ NPUIOKEHHE Ha aHTHOHOTHK, e choOIAaBaH NMpU MOYTH BCHYKH aHTHOAKTEpHAIHH arcHTH,
BKJIIOYHTEIHO aMOKCHITHIIHH M MOXKE Ja BapHpa IO TeXKECT OT JieK A0 JKHBOTO3ACTPAINABALY {BHJKTE TOYKA
4.8). Ilopaau TOBa, NMPH NAlHEHTH ¢ JHAPHA MO BPEME HA WIH ciiel] JeYeHHUe ¢ aHTHOHOTHIIM € BaXKHO Ja ce
HMa MPEIBHI Ta3H AMArHo3a. AKO ¢e NMOABH KOJIHT, CBLP3aH ¢ NPHIOKEHHETO HA AHTHOMOTHIIM, JIEYEHHETO ¢
AMOXCHLIWTHH/ KJIABYJ/IAHOBA KUCEIHHA TpadBa He3abaBHO Ja ce nmpeyCTaHOBH, fa ¢ HanpaBH KOHCYJTalHA
C JIEKAp H 14 C€ 3aMOoYHe MOAXOMILIO JICYeHHe. AHTUNEPHCTANITHYHHTE JIEKapCTBa ¢a NMPOTUBONIOKA3aHH B
TA3M CHTYAIMSL.

IIo BpeMe HA NMPOOBDKUTENHO JICUEHHE € OPCNOPEYMTEIIHO NEPHOAHYHO Ja Ce OLEHABAT OPraHHHTEe H
cHCTeMHHUTE PYHKIHH, BKIIOYHTENHO 6K0pedHarTa, yepHOoApoOHATA H XeMONOESTHYHATA QYHKIHA.
ViamnkaBane Ha NPOTPOMOHHOBOTO BpeME € ChoOINABAHO PAIKO NP NallHEeHTH, NpHeMaii aMOKCHIIWIHE/
KnaByiaHoBa kucenuHa. IIpy eJHOBpEeMEHHO NPHIOKEHHE Ha aHTHKOATY/IAHTH CE€ Hajara MOAXOAAING
npociengaeaHe. Moxe ga ce HanoH KOPEKLMA Ha N03aTa HA NSPOPATHHTE aHTHKOATYNaHTH 32 MOJIBPIKaHe

Ha EeNaHOTO HHBO HA AHTHKOATYJIaluA (BEKTE TOYKHM 4.5 ¢ 4.8). o

Fpu naupeHTH ¢ 6B0peuno yBpexaaHe f103aTa TpsOBa Aa Obae afanTHPaHA B ChOTBETCTENE =-~ QAT ;,-‘_ a Ha

yBpEKAaHETO (BAXKTE TouKa 4.2). / Q} -~ &

IIpy nmamueHTH ¢ HAMANEHO OTAEIAHE HA YPHHA MHOrO pAAko € HabmonasaHa 'f Ry Timene By

napeHTepanHo aeycHHe. Ilo BpeMe Ha NPHIArAHETO HA BHCOKH OO3H  aMOKCH Ly H { . APSTOppiE

NOAABPKAHETO Ha aJIEKBATEH NpPHEM HAa TEYHOCTH M OTAENAHE Ha YpHHarma'lc: egl ;,né . HaMal
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BB3MOXKHOCTTA 33 AMOKCHITHIMHOBA KpHCTAMYpud. IIpH manMeHTH ¢ KaTeThp B NMHKOYHHA Mexyp TpabBa ja
ce MPOBEXAa PSAOBEH BH3YaNleH KOHTPOI (BIDKTE TOUka 4.9).

[Io BpeMe Ha JIEHEHHETO ¢ AMOKCHIIWIHH TpAOBa fa ce M3MON3BaT CH3UMHMUTE IIIOKO3CKCHIA3ZHH METOIH
Npy H3CACABAHE HA HAMMYMHME Ha TIIOKO3a B YPHHATA, Thil KaTo NPH HECH3MMHHTE METONH MOXKE Aa Ce€
HabmroaaBaT GanKHBO MIOJICKIATEITHH Pe3YTaTH.

Hanuusero Ha knaBynaHosa kucenwHa B KAJIBEH moxe na mpuvuMHH HecneumM$udaHo cebp3pane IgG u
anbyMHH 0T MeMOpaHHTe HA YePBEHHTE KJICTKH, KOETO Aa JoBexAe A0 (anuHpo NOMOKATEIHNA PE3yITATH OT
Tecta Ha Kym0Oc.

Cpo0InaBaHy ca CMydaH Ha MOJIOKMTENHH Pe3yJITATH OT H3cjeapaHnd, ninomBamu Bio-Rad Laboratories
Platelia Aspergillus EIA Tect npH nauueHTH, NIpHEeMATH aMOKCHIIMINE/ KJIABYJIAHOBA KHCEJIHMHA, 34 KOHTO
clles; TOBA € YCTAHOBEHO, Y€ He ca HHOEKTHPaHH ¢ Aspergillus. Cro6laBaHu ca KPBECTOCAHH PEaKItHH Ha He-
Aspergillus nonmszaxapunu ¥ nomudypanosm ¢ Bio-Rad Laboratories Platelia Aspergillus EIA Tecr.
CnenoBaTeiiHO MOJIOKHTEIHHTE PE3YJITATH OT H3CJICABAHMATA NPHM NALHECHTH, NPHEMallH AMOKCHLIIHH/
KAaBy/IaHOBA KUCENMMHA TpAGBa Ja Cce MHTEPNpPETHPAT BHHUMATEIHO M Jla C€ MNOTRBPAAT 4Hpe3 APYIH
MHATHOCTHYHH METOH.

To3u nekapcTBeH NPoAYKT CHABPIKA 3axaposa. [lauMenmare ¢ peaxH HACIEACTBEHH NpodneMHu Ha 3aXapo3Ha
HETIOHOCHMOCT, THIOKO30-TAIaKTO3HA Manabcopbums MAH 3aXapo30-H30MANTa3HA HEAOCTATHYMHOCT HE
TpAORA Ja MPHEMAT TOBA JIEKAPCTBO.

45 BiaumogeiicTBHE C APYrH JEKAPCTBEHH HPOAYKTH H Apyra opMHE HA B3AEMOACHCTBHE

[lepopalHH aHTHKOATYIAHTH

ITepopannuTe aHTUKOATYJIAHTH ¥ NEHHIIUIMHOBUTE AHTHOMOTHLM ¢4 M3MON3BAHH IMHPOKO B MpaKTHKaTa 6e3
cboOmIeHHs 3a B3aMMOACHCTBHA. BpNpekH TOBa B JMTEpaTypara HMa OMHMCAHH CJIyYad Ha MOBHINCHO
MEXIYHApPOOHO HopMamusupaHo choTHoeHne (INR) mpu nanpeHTH Ha aueHOKYMapos wim BapdapuH, Ha
KOUTO € HA3HAYEHO JICYEHHE M ¢ AMOKCHIIIHMH. AKO CBBMECTHOTO IPWICKEHHE ¢ HeoOXOAUMO,
NpoTpOMOMHOBOTO BpeME WIH MEXAYHAPOAHOTO HOPMANKM3HPAHO CBOTHOMeHUe TpabGea na Owbaar
BHHMATEHO NMPOCAEAABAHH NpH K00aBAHE WIH NMPEYCTAHOBABAHE HA AMOKHCLIWIHH. OCBEH TOBa MOXeE JIa €
HeoOXOQHMO ajanTHpaHe Ha 03aTa HA NIEPOPANTHHTE aHTHKOAryJIaHTH (BIoKTe ToukH 4.4 n 4.8).

MeTtoTpekcar
[TenmMNUHATE MOTAT Ja INOHMKAT eKCKpeUATa Ha METOTPeKcaT, MNPHUYHHABAKKH TNOTEHIHATHO

IIOBHIIIABAHC HA TOKCHYHOCTTA.

[IpoGenennn .
CBBMECTHOTO TNIpWIOXKEeHHe Ha npobeHemun He ce mpenoppusa. [IpoOeHemwpn noHwkasa OnOpedHaTa

TyOynHa cexpeuusa Ha aMOKCHLIANMHH. CBBMECTHOTO NpPHIOKEeHHe Ha mMpobeHeLMa MoXe Aa AOBEAE IO
YOBIDKABAHE HA HATMYMHETO M MOBHINIABAHE HA HHBATAa HA AMOKCHIIHIHH, HO HE M Ha KNIaBYJlaHOBa KHCEIMHA.

MHKOd&HOJ‘IaT ModeTH

IIpn nanpenTn, npueMame MukodeHonat Moderwi, € chollleHO 3a HAMAJIABAHE HA IPeANO30BaTA
KOHIIEHTpalWA Ha aKTHBHMA MeTabonmut MEkodeHonoea xucenuHa (M®K) ¢ npubmmsurenno 50% cnen
3aI0YBAHE Ha JICUEHHE C MEpOpaieH aMOKCHIUWIHMH IUIIOC KiaBynaHoBa kucenuHa. Ilpomsanara B
MpeARO30BOTO HHBO MOXKE [1a He OTpa3aBa TOMHO nipoMeHUTe B obmara ekcriosuuus Ha M@K. [Topaayu ToBa
NpoMsaHa B Jl03aTa Ha MMKo(eHonaT Modernn OOMKHOBEHO He ¢ HeoOXOIHMa INpH JIMIICA HA KIHHHYHH
HaHHH 3a HapyuwieHa (QYHKIMA Ha npucanxata. BopnpekH Toea, TpsGBa Aa ¢ HM3BBPINBA BHHUMATCIHO
KITHHUMHO NPOCNEHMBAHE MO BpeMe Ha JICUCHHETO ¢ KOMOMHALMATA H MAIKO CJied 3aBbpINIBAHE Ha
AHTHOMOTHYHOTO JICYEHHE.

4.6 DepruanTeT, OpeMeHEHOCT H KhPMEHE

OrpaHH4eHHTe OAHHH OT MPHIOKEHHWE HA AMOKCHIMMIHH/ KNaBylaHOBA KHCENHAZS
XOpaTa He MOKA3Ba MOBHIIEH PHCK OT BPoAeHH MandopMaunu. [Ipu eaHo npoyusane:
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NpeATEPMHHANHA NPEKACBPEMEHHA PYNTYpa Ha ¢QeranHata MemOpaHa € choOLICHO, 4€ NPOPHIAKTHYHO
JICYCHHE ¢ aMOKCHLIWIHE/ KJIABYJIAHOBA KHCE/IHHA MOXE Ia € CBBLP3aHO ¢ NOBHIICH PHCK OT HEKPOTH3HpAII
EHTEPOKOJIUT NpHd HOBOpoAcHH. TlpHnoXkeHHeTO HAa aMOKCHIDAMHH/ KIaBy/JlaHOBa KMCEHHA MO BpeMe Ha
OpeMeHHOCTTA TPAOBA J1a ¢c€ W30ATBa, OCBEH 4KO JIEKAPAT HE MPELCHH, Y€ € HEOOX0UMO.,

KbpMeHe

H nsere BemecTpa ce €KCKpeTHpAaT B KbpMaTa (He ca yCTAaHOBEHH €(EKTH Ha KIaBylaHOBaTa KHCEIHHA
BLPXY KbpMadero). (CNeJOBaTENIHO ¢a BBIMOXHH AMapHs M FbOMYHA MH(EKIUA HA JIMTABULIHTE IIpH
KbPMAYETO, KOETO MOXKE 4 HAJOKH NPEeyCTAHOBABAHE HA KBPMEHETO. AMOKCHIRUINH/ KiaBYJaHOBa
KHCENIHHA TpAGBa 7la Ce M3MON3Ba MO BPEME Ha KhPMEHEe camoO CIIe]l NpelicHKa OT JICKYBAalllisA JieKap Ha
CBLOTHOIIEHHETO PUCK/ NOM3a.

4.7 Efexra pppXxy cnocobHocTTA 32 MOoPHPARE H paboTa ¢ MAIIHHA

He ca mpoBexaaHH OpoYy4BaHMA Ha €(eKTHTE BLPXY crnocoOHOCTTa 3a modupaHe u paboTa ¢ MALUHHH.
BEIpekH TOBa MOIraT A& C€ NOABAT HEXCIAHH peakuMM (HalpHMEpP ancpruyH¥ peakiluH, 3amaiBaHe,
TBpPUOBE), KOWTO MOTAT Aa NOBIMAAT ¢nocoOHOCTTA 3a IodHpaHe B paboTa ¢ MalIMHM (BIDKTE TO4YKa 4.8).

4.8 HexeJJaHH J¢KAPCTBEHH PeAKNEH

Haii-decTo cpo0iaBaHHTE HEXKeNaHN JTexapeTReHH peakuuu (HJIP) ca nuapus, rajeHne 4 NOBPBIIAHE,
Hexxenanure nekapcTBEHM peakiiH, NONYYEHH OT KIHHHYEM H3MMTBAHUA H OT TOCTMApPKETHHTOBO
HaOMmoHeHHe Ha AMOKCHMHMIHH/ KIABYJNAHOBA KHMCEIHHA ca H3OpOCHH NO-O0NY U ¢a KaTeropH3HpaHH
ceraacHo Cucrema-Opran-Knac knacnpukawmara Ha MedDRA.,
H3nonseana € cneaHata TePMHHOAOTHA 33 KnacuduipaHe HA YeCTOTaTa Ha HEXeNauWuTe JCKApCTBEHN
PEAKIHH:

Muoro vectH (2 1/10)

Yecru (2 1/100 oo <1/10)

Heyectn (2 1/1 000 ao <1/100)

Penxnm (2 1/10 000 go <1/1 000)

MHoro peaxu (<1/10 000)
C HeHM3BeCTHA YECTOTa (YeCTOTaTa HE MOXKE Ia O'bie YCTAHOBEHA OT HATHUHHTE JAHHH)

Hudexnnn B HHpeCTANHE

KaHanunosa ga KOXKATA U JIMTaBULIHTE YecTH

CBpBXpacTex Ha HEYYBCTBUTEIHM MEKPOOPTaHH3MH | C HEH3BECTHA YECTOTa

Ham. eHHA HA KPLBTA H JAMOHATA cHCTEMA

Obpatuma neBkoneHHs (BKMIOYMTENHO HeyTponeHus) | Peaxu

TpoMGouuTonenu Penxu
OO0parima arpaHyoLMTO3a C HeU3BECTHA YECTOTA
XeMWIMTHIHA aHEMHA C HeH3BECTHA YECTOTA

YabokaBaHe Ha NMpOTPOMOHHOBOTO BpeME H BpeMeTo | C HEU3BECTHA YECTOTa

Ha KbpBeHe'

Hapymenus na EMYHBATA CECTEMA'

AHTHOHEBPOTHYCH OTOK C HeH3BeCTHa YeCcToTa
AHadunakTHyeH MoK C HeHzBeCTHA 4ECTOTA
Cunpom, nogobex Ha cepyMmHa Gomect | C HewrmecTHa wecToTa
XHMEPCEH3UTUBEH BACKYJIHT { C HeH3BeCTHA YecToTa




Ha eHHHA HA HEPBHATA CHCTEMA

3aMasHOCT Heuectn

I'narobonne HeuecTH
{ OGpaTHMa XHNepeakTHBHOCT C HeH3BECTHA YeCTOTa
| 2
| I'spuoBe C HEH3BECTHA YCCTOTA

| ACeTITHYEH MEHHHTHT

C HeH3BECTHA YECTOTA

{ CTOMAIIHQO-YpeBHE HAPYINCHHN

Hnapus Yectn
I'anene’ | Jectu
[Moepbinane Yectu
Jlowo xpaHocMunane C HeH3BeCTHa YeCTOTA

KonuT, CBBp3aH ¢ NPHIKEHHE HA AaHTHOHOTHK

C HeM3BeCcTHA 4€CTOTA

Yepen ,.kocMaT™ e3HK

C HeHn3BeCTHA MeCTOTA

IIpomsHa B nBeTa Ha 3606uTe’’

C Hen3BeCTHA YecTOTa

HepnoapoOHH HApYIIECHAR

| TTopmmenw nupa Ha AST w/ wonm ALT®

Hedectn

| Xena

6

C HeM3BECTHA YECTOTA

{ XonecTaTHuHa XBITeHdna’

C HeM3BECTHA YECTOTA

Hapymenng Ha KOXKATA H NOAKOKAATS ThKAH

Koxen obpue Heuectn
Copbex Heuectn
Ypmﬁpm Heuectn
Epurema myarmugopme Penxu

Cunapom Ha CtusbHE-JDKOHCHH

C peu3BsecTHA MEeCTOTa

| TokcHYHa enuAEPMAITHA HEKPOJTH3a

C Hen3BeCTHA YeCTOTA

bynosex ekconuaTuBen ASPMATHT

C HeM3BECTHA YeCTOTa

Octpa eK3aHTeMHa

reHepaiH3vpaHa
(AGEP)

MyCcTYA03a

C HeusBeCTHA YeCTOoTAa

{JlekapcTBeHa peakUMH ¢ €03HHO(MIHA U CHCTEeMHH
t cummroms (DRESS)

C Heu3BeCTHA YeCTOTA

Hapymenns Ha 6L0penuTe B NHKOTHATE OHTHINA

HUnrepcruunmanen Hegpur

C HeM3BeCTHa UecTOTA

Kpuctamypus'

C HeM3BeCTHA YeCcToTa

| Bikcre Touxa 4.4
2 Buxkre Touka 4.4

* [TosiBaTa Ha raficHe € MO-YeCcTa MPH BHCOKH NMEPOPAIHH JO3H. AKO C€ NOSBAT CTOMALHHE-X
‘:-‘ I .
T€ MOraT Za Obpfar HAMaICHH upe3 NPHEM HA AMOKCHIIWIKH/ KIABYJNAHOBA mcemplg

XPaHCHCTO.
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* BimiounTeHO nceBroMeMOpaHO3eH KOJIMT H XeMOparHieH KOJHT (BIDKTe Touka 4.4)

* VmepeHo nopumasaxe Ha AST w/ mmu ALT e HabmogaBaHo TpH TalMeHTH, JIEKyBaHH ¢ 6eTa-NaKTaMHH
aHTAGNOTHLIH, HO 3HAYEHHETO HA Te3H NIPOMEHH HE € H3BECTHO.

° Tesu peakupm ca yCTAHOBCHH IPH NMPHJIOKEHHE HA APYTH NEHHINUIHHH ¥ 1edanocnopuHy (BIDKTE TOUKA
4.4).

7 AKO ce TIONBH aNepriveH ACPMATHT, JIeMeHHeTo TpAGea na 61 npeycTaHOBeHO (BIKIe Touka 4.4).

|® Benxre Touka 4.9

® Biokre Touka 4.3

| '° BiokTe Touka 4.4

I ' MHOTO psiziKo e choGLIaBaHO MOBBPXHOCTHA NPOMSHA B IiBeTa Ha 356HTe npu Aeua. JoGpara xurueHa Ha
| ycTHATA KyXHHA MO3KE N1 TIPeNOTBPATH NPOMAHATA B IIBETA Ha 3b0MTE, THH KaTO TA3H NMpoMAHa OOHuaHHO
MOXeE /1A C& OTCTPaHH 4pe3 U3MUBAHE Ha 3p0HTe.

CrofmapaHe Ha MOJO3UPAHH HEKEJIAHHM peaKiidii
Cro0maBaHeTo Ha TMOJO3HPAHM HEXKENAHH PeaklMi cjie] pa3speliaBaHe 3a yrorpefa Ha JekapCTBEHMA

NPOAYKT € BaKHO. ToBa MO3BOAABA Aa NMPOABIDKH HaOMIOACHHETO HAa CHOTHOIICHHMETO MON3a/ PHCK 3a
nexapcTBenus npoaykr. OT MeIHUMHCKHTE CNELHANHCTH € W3HMCKBA Jia ChOOLIABaT BCAKa MOAO3HpaHa
HeXeJTAHA peakid Upe3 HADMOHAJIHATA CHCTEMA 3a cholIaBaHe:

H3mreiHATENHA areHIps 10 JJeKapeTBaTa

yi. «Jlamsn ['pyee» Ne 8,

1303 Codus,
Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpeaozmpane

CHMIITOMH .

Moxe Aa ce Hab/moAaBar CTOMAHIHO-YPEBHH CHMITTOMH H HapYIUEHHMS HA BOAHO-CACKTPONIMTHHA OanaHc.
Habmopasana ¢ aMOKCHIMIHHOBAa KPHCTATYPHS, B HAKOM CAy4aH BoAema g0 OBOpedHa HeNoCTaThYHOCT
(B1DKTE TOHKA 4.4).

Moake Za ce MOABAT IBPUORE IIPH NALHEHTH ¢ HapylieHa OpOpeyHa QyHKIMA WIM NPH TE3H, KOHTO MPHEMAT
BHCOKH AO3H.

Hma crolimeHns, ye aMOKCHLIIIIMH C€ YTasiBa B KATEThPa Ha MAKOYHUA MEXYp, OCHOBHO CJIe[l HHTPaBEHOZHO
NpHiiaraHe Ha BHCOKH Jo3H. TpaGBa na ce mpoBexkaa peaOBeH BH3YaJICH KOHTPOJ (BHXKTE TOUKa 4.4).

OrnandapaHe HA CHMIOTOMHTE
CToMaImHO-YpeBHATE CHMITTOMH MOTAT Jla C€ JIEKYBaT CHMITOMATHYHO, KaTo Cé OOBpHC BHHMAHME Ha

BOJJHO-CNEKTPONIUTHHA OanaHc. AMOKCHIIUIMH/ KIaBylaHOBA KHCEIMHAa MOXKE /Ja C€ OTCTpAHH OT
KpbBOOOpalllCHHETO Upe3 XEMOAHATH3A.

5, ®OAPMAKOJIOTHYHHA CBOMUCTBA

5.1 PapMaKkoIHHAMHYHH CBOHCTBA

MapmakoTepaneBTHYHa rpyna: AHTMOakrepHalHl TPOMYKTH 3a CHcTeMHa ynoTpeba, KomOuHaums ot
NEHUITHIHHH, BKMounTeHO OeTa-nakTamasan unxudutopn; ATC xoa: JO1CRO2,

MexauH3bM Ha ACHCTBHE
AMOKCHLIWIHH € MONYCHHTETHYCH TeHHIHnHH (fera-nakramMeH aHTHOMOTHK), KOHTO MHXHOHMpa eIHH HAH

noBeYE EH3MMM (UeCTo HAPHYAHHM TICHHLWIHH-CBBp3BamiM nporenHH, PBP) B mbTs na OnocHuresa Ha
OaxrepHalHMa NENTHAOIHKAH, KOHTO € CBIIECTBEH CTPYKTYPEH KOMIOHEHT Ha 6alcrepﬂa.nﬂa'ra KIeTb4Ha

oﬁumoneno ce nocneasa OT KIETHYHO pasrpakiaHe U CMEBPT. ;
AMOKCHUWJIHH € YyBCTBHTC/ICH KbM pasrpaxiaHe or Ocra-jlaKTaMasHre, npo;[yml}i A
GakTepHH, NOpPaAM KOETO CMEKTHPET My Ha JeficTBHe He BKIIOYBA MHMKPOOPTaHH3M

Te3H €H3UMH. |




KnapynaHoBaTa KHCeJIHHA € OeTa-makTaM, CTPYKTYPHO CBBpP3aH ¢ NEHHLWIMHMTE. TS HHAKTHBUpPA HAKOH
Oera-nakTaMa3HH €H3MMM, KATO MO TaKbB HAYMH IPEAOTBPATABA MHAKTHBHPAHETO HA AMOKCHIUATHH,
KnapynaHoBaTa KHCEJIHHA CAMOCTOATEIHO HE MPOARARA KIMHHYHO MOMe3eH aHTHOAKTEPUHANEH eexT.

Bpn3ka me apMaKOAMHAMHKATA H (PapMaKOKHHETHKATA
Bpemero Wan MuHAManHata wHxuOupama kouuenrpainma (I1>MIC) ce cumra 32 OCHOBHMAT ONPENESIAI
takTop 3a eHKACHOCTTa HA AMOKCHLIWIHH,

MexaHH3bM Ha PEIUCTEHTHOCT

JiBaTa OCHOBHH MEXAHM3MAa HA PE3HCTEHTHOCT KbM aMOKCHLIMIHH/ KIIABYJIAHOBA KUCE/IUHA Ca:

» HpakTHBHpaHe OT Te3H OakTepuanHy O€Ta-IaKTaMasW, KOWTO HE ca WHXHOMpaHH OT KJIABYJIAHOBATA
KHCEITHHA, BKIMOUHTENHO Kiac B, Cu D.

» Mamenenue Ha PBP, xoero Hamangpa apHHUTeTa Ba aHTHOAKTEPHATIHMA IPOAYKT KBM Taprera.

JIuncara Ha nepMeabMTET HA OAKTEPHNTE WIH MEXAHH3MHUTE HA eQUIYKC NOMIIATA MOTaT Ja MPHYMHAT WK
Ia JonpUHEcaT 3a GaKTepUalHATa PE3HCTEHTHOCT, 0C00¢HO npH ['pam-oTpHLaTEHHTE OaKTEPHH.

KpuruyHH reakpoints
Kparuunure rpammmu Ba MUK (MIC breakpoints) 32 aMOKCHLMIMH/ KNaBYJJAHOBa KHMCEIHHA Ca Ha
EBponeiickis KOMHTET IO H3MHTBAHE HA AHTHMHKpoOHaTta 4yBcTBHMTENHOCT (European Committee on
Antimicrobial Susceptibility Testing (EUCAST)).

-

\
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Muxpoopranussm KpuTuisy rpalyiM Ha 4yBCTBHTENHOCT (pg/ml)
YyBCTBUTE/MHH | MaTepMeauepHu Pe3HCTEHTHH
Haemophilus influenzae’ | | - >1
Moraxella catarrhalis' <1 - > 1
Staphylococcus £2 - >2
aureus
Koarynasa-HeraTHBHH £ 0.25 > (.25
| cTaHIOKOKH *
Enterococcus® 54 8 > 8
Streptococcus A4, B, C, G° $0.25 |- >0.25
Streptococcus pneumoniae’ 20.5 [1-2 - |[>2
Enterobacteriaceae™ - [ - > 8
I'pam-oTpuliaTentn anaepobn’ | S 4 18 > 8
I"paM-TNONOKUTENHH aHaepobu' | < 4 8 > 8
KpuruuHu rpaHMLy, | £ 2 4-8 > 8
HECEBP3aHH BHAOBO'
' CrobleHHTe CTOMHOCTH ¢4 3a KOHLEHTPALMHTEe Ha aMOKCHIGUIMH. 3a LeJMTE Ha M3CIECABaHEeTO Ha
| YYBCTBHTENHOCTTA KOHLIEHTPAIIHATA HA KIaBYJAHOBATa KHcenuHa ¢ ¢pukcHpana Ha 2 mg/l.
? ChoBIeHHTE CTORHOCTY Ca 33 KOHIIEHTPAIMHTE HA OKCALWIMH.
* CroltHOCTHTE 33 KpHTHYHHTE FpaHHLM B TablHLaTa ce OCHOBABAT HA KPHTHYHHMTE PAHMLH HA AMITHIUWIHE,
* KpurHuHHTE rpaHHLM HA PE3HCTEHTHOCT ChC CTOMHOCTHM R>8 mg/l 03HAuYABAT, Y€ BCHYKH H30JIaTH C
MEXAHHM3MH 33 PE3UCTEHTHOCT ce ChOOLIIABAT KATO PEIMCTEHTHH.
> CrofiHOCTHTE 33 KDMTHYHHTE IPaHHUM B Tabmuuata ce Oa3WpaT Ha KPUTHMHMTE Lpa}mml
GeH3MIINEHNLWTHH. T
L LS 2 g .
PasnpoCTpaHEHHETO Ha PE3UCTEHTHOCTTa MOXE Aa BapHpa reorpagckd M BBB BpeMEIQa¥3.< penel (* ..
BHZOBE H € JEMATeHO 12 HMa JIOKAIHA HH(OPMALIHS 38 PEHCTEHTHOCTTA, OCOGCHO NMPH SCHOLMS: Hal $EKy A
mudexwp. Ilpu HeoGxomMocT TpsGEa fa Ce NOTHPCH CbBETa Ha excrepr| @) arﬁf'; ok ‘é_
paspoCTPAaHEHHe Ha PE3UCTEHTHOCT € TAKOBA, Y€ IO/3aTa OT JICKAPCTBCHHS MPOXYKE NpH: ‘Hé}lé‘ ROp1sS |
BHIOBE HH(EKIHH € TI0J1 BBIIPOC. N «\ B , &f‘ .z'.'
:,\\ 4 ~. r&: ’4 /



O6H9aiiHO YYBCTBHTEIHH MHKPOOPIaHH3IMH

]

Aepobru I'paM-NIONOKHTETHH MHKPOOPraHH3MH
Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (MeTHUWITHH-IYBCTBUTEIHH)
Streptococcus agalactiae

Streptococcus pneumoniae’

| Streptococcus pyogenes B npyrH OeTa-XeMOTHTHYHH CTPEIITOKOKH
| I'pynara na Streptococcus viridans

| Aepobuu I'paM-oTpHLIaTENTHH MHKPOOPTaHN3MH

| Capnocytophaga spp.

Eikenella corrodens
Haemophilus influenzaé®
Moraxella catarrhalis
Pasteurella multocida
AHaepoOHH MMKPOOPraHHU3MH
Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.

| BHaoBe, IpH KOHTO NPHAOO HCTEHTHOCT MOX€ Jia e npodiieM

! AepobHu I’ paM-IONOKUTETHH MHKPOOPTaAHH3MH
| Enterococcus faecium $

Aepobum I paM-OTpHLIATETHH MUKPOOPTaHH3IMH
Escherichia coli

Klebsiella oxytoca
Klebsiella pneumoniae
Proteus mirabilis
Proteus vulgaris

MuUKpPOOpraHM3MH € BPOACHA PEIHCTEHTHOCT

Aepobnn ['paM-oTpHLIATETHH MHKPOOPIaHW3IMH

| Acinetobacter sp.

{ Citrobacter freundii

| Enterobacter sp.

| Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia
HM OPraHH3MH

{ Chlamydophila pneumoniae
| Chlamydophila psittaci

| Coxiella burnetti

{ Mycoplasma pneumoniae

. $ EcrecTBeHara HHTepMeAHEpHa YYBCTBUTEAHOCT NPH JIMIICA HA IPHAOOUT MEXaAHU3BM HA PE3HCTEHTHOCT.

* BeHUKM METHINUIMH-DE3HCTEHTHH CTa(HIOKOKH Ca PE3NCTEHTHH KBM AMOKCHIMIMH/ KIaByNaHOBA
KHMCENTHHA. -

'Streptococcus pnewmonia, pe3sMcTeRTHM KbM NIEHHIWIHH He TpaGBa na 6BIAT NEKyBaHU ¢
aAMOKCHIIAJIME/ KIABYJIAHOBA KHCENIHHA (BIKTE TOUKH 4.2 1 4.4).
? aMoBe ¢ HAMANICHA TYBCTBUTE/IHOCT C4 NOK/IA/IBAHM B HAKOH CTpaHM Ha Enponedickus ¢f
BUCOKa oT 10%.
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Abcopbuns
AMOKCHIIMIIMH M KJIaBYJIAHOBA KHCEJIHHA ¢e JUCOILHUPAT HANBAHO BBB BOJACH pasTBop ¢ ¢puzHonorHuHe pH.

JBere akTHBHM BemecTBa ce abcopOupar 6Bp30 u nofpe cnen mepopanHo npwiokeHue. Clel MepopaiHo
NpWIoKeHHe OMOHAMMYHOCTTA Ha aMOKCHI[WIMH M Ha KI4BYJIaHOBa KuceiwHa ¢ npubmmsHrenHo 70%.
IInasMeHuTe nNpodMIM Ha JBeT¢ AKTHMBHH BEILHECTBA ¢a CXOAHH H BpPEMETO 33 AOCTHraHe Ha IHKOBA
nnasmMeHa KOHUEHTpaums (T y.x) H IPH ABeTe € NPUOIH3MTENHO SAUH 4ac.

[lo-pony ca npeacrasenn hapMaKOKHHETHUHUTE PE3YJITaTH OT €HO NPOYYBaHEe, NIPH KOETO AMOKCHIIWIHH/
KiaBynaHopa kncennna (875 mg/125 mg Tabnerkn ABa METH AHEBHO) ce MpWiara Ha FNAAHO IIPHM IpynHa
3ApaBH JOOPOBOJILIH.

t Crennu (x SD) papMaKkOKHHETHIHH MapaMeTpH
IIpnunoxeHo(u) { Moza | Conax Tosx ¥ AUC .24n) T1/2
aKTHBHO(H ; -_ -
AMOKCHLMITHH
AMX/CA 875 11.64 11.50 [53.52 1.19
875 mg/125 mg + 2.78 1(1.0-2.5) |+ 12.31 |£0.21
KnarynaHoBa KHCETHHA
| AMX/CA 125 2.18 11.25 110.16 10.96
1875 mg/125 mg | {+0.99 {(1.0-2.0) {£3.04 1£0.12
AMX — amokcHInuH, CA — K1aBYJIaHOBA KMCETHHA
* Meauana (obxBar)

Cﬁp}’MHHTe KOHIICHTpALIHH HA aMOKCHLHAMH H KIaByJ1aHOBa KHCCJIHHA, INOCTHIHATH C AMOKCHLIWWIHH/
KJIaBYJJaHOBa KHCENIHHA Ca CXOJAHH C TE3H CJICA TNepOopaNIHO IIPHIOKEHHE Ha CKBHBAICHTHH ALO3H OT
CaAMOCTOATCNHO ITPHNOKCHH AMOKCHIIWIIHH HJINA KNTAaBYNAaHOBA KHUCCTHHA.

PasnpenieneHue
Oxono 25% ot o6moTo ChAbpAKAHHE HA KJIABYJIAHOBA KHCENWHA B TUIa3Marta H 18% or obmoTo ChALpXKaHUue

Ha aMOKCHILIHJIMH B TUIa3MaTa ca CBBp3aHM ¢ NMpoTeHHH. SIBHUAT 00eM Ha pasnpezenenue e oxono 0,3 - 0,4
I/kg 3a amoxcanmanH | okono 0,2 I/kg 3a knaBynaHoBa KMCEJTHHA.

Cnel HHTPABEHO3HO TIPHJIOKEHHE AMOKCHIIWIMH M KJIARY/AHOBA KHUCENMHA C€ YCTAHOBABAT B JKIBbYHHA
MEXYp, KOpeMHaTa ThKaH, KOXKATa, MACTHATA THKaH, MYCKY/IHHTE TbKAHH, CHHOBHATHATA H NEPHTOHEAIHATA
TBKAHH, JKTHYKATA ¥ THOITa. AMOKCHLIHIIHH HE c€ pasnpencid ChOTBETHO B HepeOPOCIIMHAITHATA TEYHOCT.
Ot npoy4yBaHHATA OpH )KHBOTHH HAMA JOKA3aTC/ICTBA 34 3HAYUTE/IHA THKAHHA 33ApPHXKKA HA JICKAPCTBEHO-
NOM3BOAHH BEIECTBA 33 HHKOA OT JIBETe CHCTABKH. AMOKCHUIIMIIMH, NOAOOHO HA MOBEYETO MEHHIIHIHHH,
MOJKe Ja ¢ YCTaHOBH B kbpMara. CnenH oT KNaBYJIJaHOBA KHCE/IMHA CHUIO MOTAT Jia C€ OTKPHAT B KhEpMaTa
(BrKTE TOYKA 4.0).

AMOKCHIIIIIHH ¥ KNaByllaHoBa KMCE/IHHA NNPEMUHABAT Nipe3 ManeHTapHarta bapuepa (Bukre TOUKA 4.0).

bu cPo

AMOKCHLIJIMH YacCTHYHO C€ EKCKpeTHpa B YpHHATA KaTO HEAaKTHBHATA ITI€HHIWIOEBa KHCCNMHA B
KonuuecTna, eksBuBaieHTHH Ha 10 no 25% or HayanHara po3a. [Ipu xopa KnaBynaHOBaTa KHCENHHA Ce
MeTabONH3HPa EKCTEH3UBHO ¢ C€ OTAENA B YPUHATA H MINPAaXHCHUSTA, U B H3JHIIBAHHUA BBE3YX C€ OTACA
KaTo BBIVIEPO/ICH AHOKCH.

EnuMuHupane
OCHOBHHAT ITBT Ha €IHMMHHHPAHE HAa aMOKCHLIWIHH ¢ npe3 Ov0peusTe, A0KaTO KNABYJIAHOBATA KH: .
SJIMMHHHMPA KAKTO MO OBOpeyHH, Taka  rno u3BbHOLOpeuHn MEXaHU3MH.
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kucenmuHa 250 mg/125 mg wnu 500 mg/125 mg Tabnerkn. Cropen pazmvuHH TIPOYYBAHHA YPHHHATA
exckpenus € 50-85% 3a amokcHLMIMH H Mexay 27-60% 3a wiaBylaHOBA KHCCJIHHA 3a MepHoi oT 24 vaca.
3a KiaByJaHOBAaTA KHCENHHA HAH-TOMAMO KOJIHYECTBO OT JICKAPCTBOTO C€ €KCKPETHpa Npe3 ITBPBHTE JBa
qaca cliefl NPHIOKCHHE.

CBbBMECTHOTO mnpuioXeHHe Ha npobenenpa 3a0aBd eKCKpeLMATa Ha AMOKCHIMIMH, HO He 3abaBa
010peunHaTa eKCKpeLnsa Ha KIaBYJIAHOBA KMCEHHA (BHXKTE Touka 4.3). |

Brapact
EnMMMHAITMOHHMAT MOMY)XMBOT HA aMOKCHIJMNIMH e mogo0eH TpH MaJIKi Aena Ha BE3PAcT okolo 3 Mecelia

A0 2 rOgHMHH H IIpH MO-rojeMH Aeila M Be3pacTHU. IIpH MHoro mankmre geua (BKIIOYMTENHO
npexacBpeMeHHo poaeHu 6efera) mpes mepBaTa CeAMHLA OT KHBOTA MHHTEPBANBLT Ha NMpHiaraHe He Tpsbsa
Ja HAAXBBPJIA MPHIAras€e /Ba MbTH QHEBHO MOPaaM HE3pANoCT Ha OnOpeyHmd MBT Ha enuMuHmpane. Twid
KaTo MpH MALHEHTH B CTapyecka BB3pacT ChIECTBYBa MO-TOJIAMA BEpOATHOCT Aa MMaT HamaneHa OnOpeuna
¢yHkips, ¢ HeoOXoAMMO BHHMaHWe mpH H300pa Ha A03aTa M MOXKE Ja € MONE3HO 7a ce MpocneanBa

OnbpeuHaTa QyHKIpA.

Tlon

Cnen nepopallHO NPWIOKEHUE HA AMOKCHLIHIHH/ K/1aByJIAHOBA KHUCETTHHA MPH 3APABH MBHKE M XKEHH, MOTHT
He € OKa3all 3Ha4HMO BIMAHNE BbpPXY GapMaKOKHHETHKATA HHTO HA aMOKCHLIHH, HHTO Ha KJIaBYJIaHOBA
KHCEIHHA.

brOpeuHo yBpexnane
O6LHAT cepyMeH KIHMPBHC Ha aMOKCHIWIHMH/ KNaBy/laHOBA KHCEIIHHA HaMa/iBa rpONOPLHOHAIHO ¢

HaManaBaHeTo Ha OnOpeunata Qynxkuma. [NoHDkaBaHeTO Ha JIEKApCTBEHHS KIHMPBHC € NO-H3Pa3eHO 3a
aMOKCHIIMIHH, OTKOJIKOTO 3a KIaBylaHOBAa KHCENHHA, Thid KAaTO NHO-rojiAMa 4YacT OT aMOKCHLWMIHMH C¢
exckpernpa upe3 6u0peunre. Ilopaau Tasm npuumHa ao3upaHeTo npH OROpevnrO yBpeknawe TpsOma na
npeana3pa OT HEXKENAHO HATPYNBAHE HR aMOKCHLMWIMH, KaTO €AHOBPEMEHHO C€ NOAMLPKAT HOAXOAALIM
HMBA HA KIABYNAHOBATA KHCENHHA (BIDKTe TOYKA 4.2).

YepHoapoOHO YBpexknane
Jo3upaHeTO NpH DAIHEHTH ¢ YEepPHOAPOOHO YBpexkaaHe TpabBa Za ce H3BBPIUBA ¢ BHHUMAHHE H

yepHoapoOHaTa QVHKIMA TpAOBA Aa ce NpOCHCIARa HA PABHH HHTEPBANU OT BpeMe.
5.3 IlpeAKIHHAYHE JAHHH 32 6e300aCHOCT

HeknuHHYHHTE JaHHH HE Pa3KpHBAT 0co0EH PHCK 3a Xopa Ha 6a3ara Ha (apMaKONOTHYHUTE U3NHMTBAHHA 34
0e30MmacHOCT, NCHOTOKCHYHOCT M PENPOAYKTHBHA TOKCHUHOCT.

[IpoyuypaHHATa 33 TOKCHUHOCT NPH MHOTOKDATHO AO3UpaHe, MPOBEACHH TIPH Kyuera ¢ aMoxchuumm/
KJIaByJIAHOBA KUCEIMHA, MTOKA3BAT CTOMAIIHO APa3sHEHE H NOBPbIaHe, KAKTO H NPOMAHA B L[BETa HA €3HKaA.
He ca npopexiaHn Npoy4BaHHS 38 KAPLMHONEHHOCT ¢ AMOKCHIMIHH/ KJIaBYJIAHOBA KHCE/IHWHA WIH ¢ HIKOA
OT HErOBHUTE ChCTABKH.

6. PAPMAIIEBTHYHH JAHHH
6.1 Cnuchbk HA DOMOIIHHATE BeIMECTBA

KcanTanora ryma (E415),

Xumnpomenosa ES 2910,

3axaput Hatpuii (E954),

Konoupen 6e3BoaeH CHIMLIHER AUOKCHA,
Cumanpes auoxcug (ES51),

Bkyc pa srona (MamToleKCTpHH, 3axapo3a, nponmwieH rauvkon (E1520), ouerna Kﬂceﬂyua--
MOZH(HALHPAHO LapeBudHO HALIECTE (E1450)),

Bkyc na npackopa (mponuneH nmmkon (E1520), eranon, Hatpues uMTpar (E3 '
kucemuHa (E300)), ;
Brkyc Ha MUMOH (ManTonekeTpuH, akanus (E414), ackopOusosa kucenuya (EBOG)} :
Surapna kucendHa (E363).
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6.2 HecbBMECTHMOCTH
HenpunoxuMo.

6.3 Cpox Ha roanocr

Ilpax: 2 roauu
Crnep pastsapane: 7 JHM, KOraTo ce chxpaHsasa B xnamunauk (2°C-8 °C),

6.4 CoenuajHH yCJIOBHS HA ChXpPAHEHHE

Ia ce cpxpansBa non 25°C. Jla ce chbXpaHaBa B OpHIHHANHATA ONIAKOBKA, 32 [4 CE& MPEANAsH OT CBETIHHA M
BTIara.

3a yCROBHA HA CHXPAHECHME CIE pasTBapAHE, BIKTE TOUKa 6.3.

6.5 Bua¥ cLAbLpXKAHEAE HA OIIAKOBKATA

Kadaeu nonynpospaynu crekiesn Oytikn, Thn 1 (¢ amymusHeEn OelH kanaykH).

OnakoBkuTe C€ AOCTABAT ¢ rPaXyMpaHa nepopanHa COpHHLIOBKA ¢ o3Hadenud ot 0,5 ml ao 10 ml ¢ uuTepBan
Ha ckanara oT 0,5 ml.

He Bcuuku Bu,ﬁone OMNAKOBKH MOrar na 6paaT MyCHaTH B Npogaxoa.
6.6 CoenuajHEH DpeAnA3HE MEPKH OpH HIXBLPASHE H pabora
[IpoBepeTe AanM KadyamKaTa € 3ane4araHa npeau ynorpeba. Pasknarere puuMarenHo OyTwikara, AOKAaTo

NpaxbT BETPE 3aMOYHE A4 ce JBIKH cBoboaHO. Jobasere 06eM muTeiiHa BoAa (KAKTO € MOCOUCHO MO-J0IY).
O6BpHere u paskiarere nobpe.

Konnenrpanna O6em nATeiina Boga, KoliTo TpuOsa a | Kpaem obem Ha  pasTBOpeHATA
ce nobaBa 3a pasTeapane (ml) nepopanna cycnensan (ml)
' 60 70
400 mg/57 mg/5 ml 120 130

ANTepHaTHBHO, pasKiaTeTe OYTHIKATA, NOKATO MPAaXbT BETPE 3aI04HE [a ce ABHKH CBOOOAHO, ClIe/ KOETO
HAITBJIHeTe GYTHIIKATA C MUTeHHA BOJIa TOYHO TOJ JIMHHATA Ha eTHKeTa. OOBpHeTe U pa3knarere 4obpe, cien
KOETO IOMBJTHETE ¢ IMMTekiHa BoJa TOYHO A0 nHHUATa. OOBpHETE H OTHOBO pasKIaTeTe Jodpe.

Pazxnarere OyTHnkara ao0pe nmpe/i rpHeM HA BCAKa A034.

[lepopanHara cycnensus ¢ O64ma 40 noyurn Os1a CyCneH3ya ¢ XapakTepHa MUpH3MA.

Heu3ronapaHHAT JeKapcTReH MPOAYKT HIH OTTIAXBYHHTE MATEpHANH OT Hero TpaOBa Ja ce U3XBLPIAT B
CBOTBETCTBHE ¢ MECTHHTE M3HCKBAHMUA.

7. IIPUHTEXATEJI HA PASPENNIEHHAETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos str., 3011 Limassol, Kunsp
8. HOMEP(A) HA PASPEHNIEHHETO 3A YIIOTPEBA

Per. Ne: 20170171

9. JATA HA IbPBO PASPENIABAHE/ TIONHOBSIBAHE HA PA3PHUIRHN
YIIOTPEBA R
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Jara na mppBO paspeutasase:; 25 maii 2017 r.
Harta Ha nocaeaHO NOTHOBABAHE:

10. JATA HA AKTYAJM3NPAHE HA TEKCTA

09/2017
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