KPATKA XAPAKTEPHCTHUKA HA [TPOAYKTA



1. NME HA JIEKAPCTBEHUA ITPOAYRT

AyrMeHTuH 500 mg/125 mg punmupanu TabaeTku
Augmentin 500 mg/125 mg film-coated tablets

2. KAYECTBEH U KOIMYECTBEH CHCTAB

Beaka d¢unvupasa TabneTka chABDXKA AMOKCHIMIMH Tpuxuapar (amoxicillin  trihydrate),
exkBUBAICHTeH Ha 500 mg amokcuiaHH {amoxicillin) M KalducB KIaBynaHatr (potassium
clavulanate), exsusanented Ha 125 mg knaBynanoBa kucemmna {clavulanic acid).

3a IreJIHUY CIIMCHK Ha MOMOIIHEHKTE BEIECTBA BHXXTE TO9KA 6.1.
3. JEKAPCTBEHA ®0OPMA

dunmupana Tabnerka.

bana 1o mourm Gsna Tabnetka, ¢ opanHa dopma ¢ BLIEOHaTO peneduo o3naucHue "AC" u
AeIUTeNHa YepTa OT €fHaTa CTpaHa.

JlenurenHara depra € caMoO 3a yJECHSABAaHS HA CUYIBAHETO C IEN NO-IECHO IIOTIBINAHE, & HE 33
pasJie/isHe Ha paBHU JIO3H.

4. KJIHHHYHU JAHHHA
4.1 TepaneBTHIHE NOKAZAHHN

AyTMEHTHH € IIOKa3aH 3a JICUCHHe HA CIeAHUTE MH(EKIMH TIPH BH3PacTHH M Jena (BX. TOUKH
4244 u5.1):

OCTBD OakTepHajieH CHHYHT (aIcKBaTHO AHArHOCTHIMpAH )

OCTBP OTHT Ha CPEAHOTO YXO

OCTPH eK3anepbauyy Ha XpoHudeH OpOHXHT (a/leKBaTHO ZHATHOCTANMPAH)

MTHEBMOHHSA, TPHA0OHTA B 00MECTBOTO

I{ACTUT

THETTOHS(PPHT

HH(PEKIHH HA KOXKATa H MEKHTE ThKAHM, II0-CUCIHATHO LIEJTyIKT, yXallBaHug OT KHBOTHH,
TEXBK adcHec Ha 30UTe ¢ pasnpocTpaHgBamy ce UeLyIUuT

¢ pH(pEKHHA Ba KOCTUTE H CTABHTE, NTO-CIIEUATHO OCTCOMHEINT.

® ® ¢ * & 5 ¢

Tpsbsa na ce oO6bpHC BHHMaHWE Ha OQHMIHAJIHHTE YKa3aHWs 3a IpaBuiaHarta ynorpebda Ha
aHTHOAKTEpHATTHUTE CpENCcTBA.

4.2  JIo3HpOBKA H HAYHH HA NPHI0KCHHE

Ho3nporka

JIO3UpPOBKMTE cCa MPEACTaBEHH CHOOPA3HC CHABLPKAHHETO HAa aAMOKCHI
KHCEJIMHA, ¢ M3KIIIOYCHHUE Ha Cyd9auTe, KOraro JO3HTE ¢a JAACHH 110 OTHOHIC
ChCTaBKA.



3a n3bopa Ha jo3ara Ha AYIMEHTHH 34 Je€d4eHHE Ha OTAEIHaTa MHQeknua TpAdBa Ja ce HMaT
ITPEIBH;

® OYaKBAaHUTE MATOTCHH H BEpOSTHATa HM YYBCTBHTEIHOCT KBM aHTHOAKTCPHAIHH CPEACTBA
(BX. Touka 4.4)

¢ TEXKECTTa H MACTOTO Ha HHPEKIHATA
® BEBE3pACTTa, TEIECHOTO TErNIo H OBOpedHaTa QyHKIMA Ha NAIIHEHTa, KAKTO € NOCOYCHO Io-
Oy .

Ynorpebara Ha axTepHaTHBHHA (hopMHM Ha AYTMEHTHH (HAamp. TAKHBA, OCHTYypsABalllH T10-BHCOKH
AO3H Ha aMOKCHI[WIMH H/MJIM pa3sNi4HH ChOTHOIMICHWS Ha aMOKCHIHJIMH KBM KJIaBYJIAHOBA
KHCE/IMHA) TpAGBA /1a ce MMa IpeABHJ, CHopea HeoOXoaEMOCTTa (BX. ToukH 4.4 1 5.1).

I1pu BB3pacTHH i Acua > 40 kg Tasy ¢popMa Ha AyIrMEHTHH OCHTYpsBa 00ma AHEBHA 1034 OT

1 500 mg amoxchumiME/375 mg KnapyJlaHoBa KHCEIMHA, KOTaTO CE MpHJiara, KakTo ¢ [IPpenophriBa
no-aony. Ipu aena < 40 kg tazu dopMa Ha AYTMEHTHH OCUTYPABA MAKCHMAIHA THEBHA 1034 OT

2 400 mg amoxcHIMIME/600 mg KnaBylaHoBa KHCEIIHHA, KOTAaTO €€ MPHJIAra, KaKro Ce IIpErnopbuBa
no-moy. AKo ce cUWTa, ¢ € HeoOXoguMa MoO-BHCOKAa MOHEBHA 0338 HA AMOKCHIHIIMH, C€
MpenophYBa M3MOJI3BAHETO Ha fpyra ¢opMa Ha AyrMeHTWH, 3a Jia ¢¢ M30€rHe NpHiaraHeTo Ha
HEHYHO BACOKH JHEBHH 034 HA KJIaBYJIaHOBA KHceNMHHA (BX. TOUkH 4.4 1 5.1).

[TpoasIDKHTEIHOCTTA Ha IEYEHHETO ce ONIPEeia OT IOBIMABaHETO Ha nanuenTa. Hakou uudexnun
(Hanp. OCTEOMHENNT) HAJIAraT MO-TOIAMA MPOTBLKHTENHOCT Ha JICICHUETO. JIeUeHHETO He TpiAOBa

Ja NPOIbJIKaBa nmoBede o1 14 and Oe3 NOBTOpeH mperiel (BX. ToUka 4.4 0OTHOCHO IPOABIDKATEIHA
Tepamus).

Bwv3pacmnu u oeya > 40 kg

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

Heya < 40 kg

20 mg/5 mg/kg/nueBHo go 60 mg/15 mg/kg/mHeBHO, pa3ficIeHH Ha TPH OTICIHH JO3H.
Jlenara Moxe Aa ce JIeKyBaT ¢ AYyTMEHTHH TablIeTKH, CYCIIEH3NH WIH NeTHaTPUYHHE CaleTa.

Tl kato TableTKHTE HE MOTAT Ja ce pasfeldr, Aeliara ¢ TeleCHO Terio mo-Maiko oT 25 kg He
TpsAOBa Ja ce NeKyBar ¢ AyrMEHTHH TabJIETKH.

Tabmiiara mo-m0JTy HpEACTABS MONYYEHATa fo3a (mg/kg/TellecHo Terno) mpu jAena ¢ Terno 235 kg
1o 40 kg cnen npueM Ha eana tabdnerka ot S00 mg/125 mg.

Tenecno termno [kg] 40 35 30 25 [TpenoppunTenaa

eqHokparHa fo3a [mg/kg
TenecHo Terno| (Bx. mo-

Amoxcriunmue [mg/kg renecro terno]| 12,5 | 14,3 | 16,7 | 20,0
3a eqHOKpaTHa no3a (1 ¢uaMHupaHa
TabNeTKA)
KnasymaroBa KHceTHHA [mg/kg 3,1 36 | 42 | 30
TeJIeCHO Tero] 3a eaHokpaTHa no3a (1
¢rIMHEpana TabJeTKa)




Jena Ha BB3pacT HA M MOA 6 TOJAHHE HJM ¢ TeNeCHO Terno mof 25 Kg 3a npeoynTane TpAOBa 1a
CE JIEKYBAT ¢ AYITMEHTUH CYCIICH3UA WJTH NEIUATPUYHH Callera.

He ca panwyHy KIWHHYHA AaHHH 3a npwioxeHne Ha 4:1 ¢opmaTe Ha AYTMEHTHH B JIO3H I10-
BEcokH 0T 40 mg/10 mg/kg/nreBHO npH AcUa 104 2 rOAUHH.

llayuenmu e cmapyecka sb3pacm
He ce nanara xopeknus Ha fo3ata.
bvbpeuno yapesicoane

KopHrupaHeTo Ha [103aTa C€ OCHOBABA HA MAKCHMAIHOTO MPENOPbYaHO HUBO Ha aMOKCHIMIMH. He
CE HaJIara KOpHrupaHe Ha A03aTa NpH NAHEHTH ¢ KpEaTHHHHOB KIHPBHC (CrCl) man 30 m{/min.

Bv3pacmnu u deya > 40 x2

CrCl: 10-30 mI/min __ [S00 mg/125 mg siBa IT6TH THEBHO

{CrCl < 10 ml/min 500 mg/125 mg eauH BT AHEBHO
[ lalineHTH Ha 500 mg/125 mg ma Bceku 24 uaca, mmoc 500 mg/125 mg no Bpeme Ha
XEeMO/IHAIH3a IMan|3aTa, KoeTo fa OBbAe MOBTOPEHO OTHOBO B Kpas Ha AHanm3ata (Thi

KATO CEPYMHHTEC KOHUCHTpAIMHM HAa AaMOKCHIDUIMH H KIaBYJIaHOBA
KHCEIHHA CE ITOHH)KABAT)

Heya < 40 kg

ICrCl: 10-30 ml/min |15 mg/3,75 mg/kg aBa mpTH AHeBHO (MaxkcuMyM 500 mg/125 mg Ba IbTH
ITHEBHO).

CrCl <10 ml/min 15 mg/3,75 mg/kg KaTo eHOKpaTHA JHeBHA Ho3a (MakcHMyM 500 mg/12)|
mg).

[larenTn Ha 15 mg/3.75 mg/kg na ncH BeHBXK JAHEBHO.

XeMOJHATIA3A IIpequ xeMomwamuza 15 mg/3,75 mgkg. 3a aa ce¢ BB3CTaHOBAT
MPKYIAaTOPHATE HUBA Ha JekapcrsoTo, 15 mg/3,75 mg/kg Tpadea ga ce
OPHJIOKAT CIIE XEMOAHAIN3ATA.

Yeprodpobuo yepescoane

TpsabBa nma ce mo3upa BHUMATEIHO M HA PaBHU HHTEPBAIM OT BpeMe 1a CC IpOCIC/asBa
yepHoapoOHaTa yskisA (BK. Touku 4.3 u 4.4).

Hauwn Ha IpuaokeHHE

AYIrMeHTHH € 3a [IEpOPATHO NPIITOKCHHE.

CTOMAIIHO-9YPEBHA HEIIOHOCAMOCT.

JleuenneTo MoKe /3 3amovyne naperTepaiHo cbriacHo KXII na HHTpaBeHO3H
ce IPOALIDKH C IepopasiHa PpopMa.




4.3 [IporuBONIOKAZAHMAS

CBPBXYYBRCTBHTEIIHOCT KbM AKTHBHHMTE BEMICCTBA, KBM KOWTO U [a € OT INCHUIHIHHHUTE HIH KbM
HAKOE OT MOMOIIHHTE BEHIeCTBa, U30poeHH B Touka 6.1.

AHaMHe3a 3a TeXKa He3abaBHa peakis Ha CBPbXIYBCTBUTEIHOCT (Hanp. aHa(HIIAKCHA) KBM JIpYT
GeTa-naxraMen NPOAyKT (Hamp. nedanocnopu, kapbaneHeM uiu MoHoGakTam).

AnaMie3a 33 XBJITCHHOA/MepHOAPoOHO YBpeKAaHE, AbIDKAIIH ce Ha aMOKCHIMKIHH KIaBYyJIMHOBA
KHCceJHHA (BXK. TO4Ka 4.8).

4.4 CoennanaHH UpeIyHnpexAcHHAS H NpeANa3HH MEPKH NPH ynorTpeba

[Ipenu 3amouBane Ha JeUcHHE ¢ AMOKCHIIMIMH/KIABY/IAaHOBA KACEIHHA, NAalHEHTHT TpsidBa da ce
pa3nyTa BHUMATENHO HO OTHOIICHME Ha INPEAMIOHM DPEAKIMH Ha CBPBXTYBCTBHTEIHOCT KBM
ITCHUIHITHHY, He(aIoCIOpHHH HIH APYTH 6eTa-TakTaMHM TPOAYKTH (BXK. Toukd 4.3 u 4.8).

CepHO3EH H TMOHAKOTA (ATAIHH peakiMH Ha CBPHXIYBCTBHTCIHOCT { BKIMOYHTEIIHO
aHa(pHJIAKTOHIHH M TEXKKH KOXHHU HEXEJIAHH peaKilHH) ca ChoONaBaHyu NpH I1AllHEHTH, JICKYBAaHH C
NEHUIFIMH, BE3MOXKHO € CBIIIO PECAKIMUTE HA CBPBXTYBCTBHTEIHOCT Jia IPOTPEeCHPaT A0 CHHAPOM
Ha Kounis-cepno3na aneprudsa peaxiys, KOSTO MOXe Ja AOBEAE A0 HH(PApKT Ha MHOKapla
(Bk.Touxka 4.8).Ilo-BepodaTHO € Te3W peakuud Ja ce [OoABAT NpH JHUa ¢ aHaMHE3a 323
CBPHXUYBCTBHTEIHOCT KbM MEHHIWEIMH MM OpH artonmuurd juna. MMa cpoOmeHus 3a
CHTEPOKOJIMTEH CHHAPOM, NPEIHCBHKAH OT MpHeM Ha JiekapctBoro ( drug induced enterocolitis
syndrome-DIES), rmasHo npu jena, IPH KOUTO ¢e prilara aMOKCHITHINH/KIIaBy1aHOBA KHCEIHHA
(B, Touka 4.8). DIES e aneprudna peakiys ¢ BOAEIH CHMITOM MPOTBDKHTENHO HOBphInaHe( 1-4
gaca cje] NMPUIOXEHHe Ha JiekapcTBOTO) 0e3 aneprudHd KOXHHM HIH PECIIMPATOPHH CHMITOMH.
JIOUBIHHTETHA CHMIITOMM Morat fia 6saar 00jka B KopeMa, AMapHs, XAIMOTOHUA HIIH JICBKOOHTO3a
¢ Heyrtpodmm. ViMa TeXKH Cilyyan, BKIIOYMTEIHO ¢ HpOrpecHs Ao oK. [ipu rmosea Ha ajcprudHa
peakius JCYEHHETO ¢ aMOKCHIIHIMH/KIABYJIAHOBA KHCETWHA TpAOBa Ja ce IPEYCTAaHOBH H Jia Ce€
Ha3HaY¥ NOAXOAAIIA AITepHATHBHA TepallHsl.

B cioygaifi ye ce gokaxe, ue HMHPpexkuuaTa Cc€ IBMKH Ha aMOKCHIWIHMH-TYBCTBHTCIHH
MHKPOOPraHH3MH, TpAOBa Aa ce 00CHIH NPpeMHHABAHE 0T aMOKCHI[HIIMH/K/IABYIaHOBa KHCEIMHA Ha
AMOKCHIIWIHH B ChOTBETCTBHE C ODHIHAANHUTE YKAZAHHA.

Ynorpebata Ha TasH ¢opMa Ha AYIMCHTHH HE € MNOAXOAAINA, KOraTe € HajHIe BHCOK PHUCK
NpeATioNaraeMITe TIATOTCHH Ja ca ¢ HaMaleHa 9yBCTBHTENHOCT WM C PE3HCTEHTHOCT KBbM Oera-
JTaKTaMHH TIPOAYKTH, KOATO He € MEEApaHa oT OeTa-naKTaMmasH, IyBCTBHTENHH Ha HHXHOHpaHe OT
KJIABYIIaHOBA KHcelMHa. Tasm ¢dopma He TpsOBa Aa C¢c H3MON3BA 3a JICUCHUE HA HCHHUIHAIIHH-
PE3UCTEHTHH 3. preumoniae.

ITpx namuenTH ¢ yBpeAcHa Oh0peuna (yHKIMA WK NPH TaKUBa, IPHEMAITH BUCOKH JIO3H, MOXKC JIa
Cce MOABAT I'bPUOBE (BXK. TOUKA 4.8).

Jleuenvero ¢ aMOKCHIIWIHH/KJIABYJNAaHOBA KHCEIWHA TpsAOBa Aa ce M304arsa NMpH CHMHCHHE 32
¢ HaOMo1aBaHa mosBaTa Ha MopOrHdopMen oOpuB.

EnnospeMeHHa ynoTpeba Ha aNOIMypPHHOI II0 BpeMe Ha IEYECHHE C aMOKCHII
BEPOSTHOCTTA 32 AIEPrUYHH PEAKIIHM OT CTPaHA Ha KoXKara.




[Tpoxpmxurentara ynorpeba ImoHAKOra MOXeE Jia JIOBEAE 10 CBPBXPACTEX HAa HCIYBCTBHTCIHH
MHKPOOPTaHH3MH.

IlosiBaTa Ha CHJIHO 3a4epBEH IeHEPAIM3HPAH €PHTEM, CHIPOBOIAEH OT IIyCTyjla, B Ha4YaJOTO Ha
JIe4EHHETO MOXKE Ja € CHMOTOM Ha OCTpa IeHepalusHpaHa ek3aHTeMHa nycryinosa (AGEP) (Bx.
touka 4.8). Tasy peakiug Hanara CIupaHe Ha JICYCHAETO ¢ AYIMEHTHH H € NPOTHBONOKA3aHHE 3a
MOCASBAII IPHEM HAa aMOKCHITHIIHH.

AMOKCHIMIMH/KIABYIAHOBa KHCENHHA TpA0Ba [1a ce npuaara BHUMaTeIHO NpH NAlMEHTHA C NalHA
3a yepHoApoOHO yBpexaaHe (K. ToukH 4.2, 4.3 u 4.8).

CeOuTHA 0T CTpaHa Ha 4epHHAA Apod ca ChOOINABaHM OPEIMMHO IPH MBXE W IPH MNAallHCHTH B
CTap¥ecKka Bh3pacT, H MOXE [a ca CBBP3aHH ¢ NPOABDKHATENHO JedcHHe. Tesn CchOHTHA ca
CHLOOMIABAHA MHOTO PUAKO TpH Acna. [Ipd BCAYKM MOMyNalHl, NPH3HANKMTIC W CUMITOMHTE
OOHKHOBEHO ¢ HabmoJapar Mo BpeMe Ha WJIM MAJIKO /¢ JICYCHHE, HO B HAKOH CIIy4aH MOXe Ja
HE C€ H3SBAT JO HAKONKO CEAMHIH CHEX MpeycTaHoBiBaHe Ha JedeHHeTo. Te3u chOHTHA
obukHOBEeHO ca oOpatumu. UepHoapoOHHMTE CHOMTHA MOXKE Ja €4 TEKKH H B M3KIIOTUTCIHO PEIKH
cAyyay ca JOKIAJBAHH CMBLPTHH clIydaH. Te3sd ChOMTHS TOYTH BHHAIM Ca HAOMIOJaBaHH IIpH
ITAHEHTH CbC CEPHO3HO NOJyIekamo 3a00jdBaHe WK MpPHEMAaInH eAHOBPECMEHHO JICKapCTBa, 3a
KOWTO € HIBECTHO, Y€ MMAaT ITOTEHIMAI 33 YePHOAPOOHH edexTH (BXK. ToUKa 4.8).

Konur, cBBp3aH ¢ NpuIoXeHHETO HA AHTHOHOTHIH, € CHOOIMABAaH IpPH NOYTH BCHYKH
aHTHOAKTEpUAIHY TIPOIYKTH, BKIHOYHTETHO aMOKCHIIWIIFH, M MOXKE /1a Bapupa 0 TEXKCCT OT JICK [0
KHBOTO3acTpauIasant (Bx. Touka 4.8). Ilo Tazu npHuKHa, MpH MalHCHTA ¢ XHApHA 110 BpCMC HA UIIH
clel JeueHHE ¢ aHTHOHMOTHIM, € BAJXKHO [ia C& MMa IPEABH Ta3H JHAarHo3a. AKO ce MOSBH KOJHT,
CBBLP3aH ¢ [IPWIOKEHHETO Ha AHTHOHOTHLH, JICYCHHETO ¢ AMOKCHIMJIMH/KJIABYJIaHOBA KHCE/IMHA
He3abaBHO TpAOBa Za ce MpEyCTaHOBH, Jla CE HampaBH KOHCYJATAIlHA C JICKap H Ja €€ 3alo4HC
NOAXOoAMo JieyeHHe. B TO3H ciiydali ca NPOTHBOMOKA3aHM aHTHIICPHCTAITHYHH JICKAPCTBCHH

POAYKTH.

[To BpeMe Ha TPOABLIKHATENHO JICUCHHE € NPEIOPHIUTEIHO HEPHOJIHIHO 2 €€ OLCHABAT OPraHHUTE
H cHcTeMHH QYHKIHH, BTIOUMTEHO O6B0peuHaTa, yepHoApoOHaTa ¥ XeMOIIOeTHYHATa QYHKIHS.

Cro0OmaBadd €a peAKH ClIyYaH Ha yABIKaBaHe Ha HpOTPOMOHHOBOTO BpeMe IpH IMANHCHTH,
JeKyBaHH € aMOKCHLIMJIMH/KIaByJAaHOBA KHCeMHHA. IIpy €QHOBPEMEHHO TIPHJIOKEHHE C
AHTHKOAryJaHTH Ce Hajara MoAXodio npocieassase. Moxe Ja € HeOOXOAHMO KOPHIHPAHE Ha
N03aTa Ha NEPOPATHATS aHTHKOAryJIAaHTH 34 IOAABPKAHE Ha XEJAHOTO HUBO Ha aHTHKOAryjaIus
(Bx. Toukn 4.5 u 4.8).

Tlpu nanment ¢ OLOpeunHo yBpexaane Ao3ara TpsOBa 12 ¢ KOPHIHPa B 3aBHCHUMOCT OT CTCHCHTA
Ha YBpCKIaHETO (BXK. Touka 4.2).

Ilpy HalHEeHTH ¢ HAMAICHO OTAEIdHE Ha YpHHA, MHOIO psSAKO € Ha0moJaBaHa KPHCTaIypHi,
IIaBHO IpH DAapeHTepaiHo JiedcHHe, [lo BpeMe Ha mpuiaraHe Ha BUCOKH JO3M aMOKCHITHIHMH C€
penopbYBa HOMIBPXKAHE HA AOCTATHUEH NPHEM HA TEUHOCTH W OT/ENAHE Ha YpWHA, C LIEN 1a cC
HaMaJlH PHCKBT OT aMOKCHIMJIMHOBA KpHCTATYpHs. [IpH NAaMEHTH ¢ KaTeThp B MHKOYHHA MEXYp
TpabGBa ja ce NPOBEXK/Ia peioBeH BH3yaleH KOHTPOI HA IIPOXOJUMOCTTa (BiK. ToukH 4.8 1 4.9

ITo Bpeme Ha N€UcHHE ¢ AMOKCHIUTHH TpsAbGBa jJa ce HM3MOA3BAT CH3HMHH
METOH NPH H3CIEABaHE 34 HAHYHE HA NIIOKO03a B YPHHATA, ThH KaTo ¢ HEe
Ja ¢ce MoMy4aT QauBO NOA0KHATEIHH PE3yITaTy.



HamigreTo Ha KIaBy1aHOBA KHCENHHA B AYTMEHTHH MOXKE a MPHYHHU HECTICTIHGHIHO CBHP3BAHE
Ha IgG m anbymuHa ¢ MeMOpaHWTe Ha YEpBEHWTe KPbHBHH KJIETKH, BOAEMO [0 (ammuBo
IIONOXUTENICH TecT Ha KyMOc.

HMa cLOOGImEHHA 3a MOJIOKHTENHH Pe3ylTaTH OT TecTa, mpH W3noursade Ha Platelia Aspergillus
EIA Tecr Ha Bio-Rad Laboratories npe mammenTH, OpHeMamy AMOKCHIIHIMH/KJIABYJ1aHOBA
KHCEJIMHA, 3a KOHTO clell TOBa € YCTaHOBEHO, ye HaMaT HHopekiua ¢ Aspergillus. CrobmaBanm ca
KPBCTOCAHHA PEaKIMH ¢ He-Aspergillus nommzaxapumu u monrdypanosn ¢ Platelia Aspergillus EIA
tecT Ha Bio- Rad Laboratories. CneoBareaHo IOMOXHTEIHHA pe3yiIiTard OT TECTa IPH MAHUCHTH,
IpUEMAITH aMOKCHLIMJIMH/KJIaBYJIaHOBA KHCENIMHA, TpA0Ba Aa ObAAT THIKYBAHH BHHMATC/IHO H Ja
Ce MOTBBPAAT Upe3 APYIH JHATHOCTHIHN METOIH.

Tosa nexapcTBO ChIBpPKA mo-Manko oT 1 mmol Harpmit (23 mg) Ha TabieTKa, T.e. MOXE Ja C€
Kajke, Y€ MPaKTHYECKH HE ChAbPXKA HATPHH.

4.5 BsammoneilicTBHE ¢ APYIH JIEKAPCTBCHHA IPOAYKTH H APYI'H GOPME HA B3aHMoJeHCcTBHE

IlepopalHi aHTHKOATYJIAHTH

[lepopaauTe AHTMKOAryJlaHTH M NEHANHJIMHOBHTE AHTHOMOTHIH €4 H3NOIBBAHH INHPOKO B
IpakTHKaTa Oe3 ChOOINcHMS 3a B3amMoJIciicTBHe. Bblipekn TOBa, B JIATEpaTypara UMa OIACAHH
clyyad Ha IOBHIIEHO MEXAYHapoaHO HopMaym3Hpano cbotHomeHue (INR) mpm manueHTH Ha
NOUTEPIKAIIO AeYeHHE ¢ ACHOKyMapoll WM BapdapiH U Ha3HAYEHO JICUCHHE C aMOKCHIMIHH. [1pu
HCOOXOMHMOCT OT €JHOBPEMEHHO NpHJOXKEHHE, TpaOBa BHUMATENIHO Ja C€ IPOCICAABAT
IPOTPOMOHHOBOTO BpeMe HITH MEXKIYHAPOJHOTO HOPMATIM3HPAHO CHOTHOIICHHE IIPH JI00aBsHE HIH
cmupadHe Ha aMokcuipumana. OcBeH TOBa, MOXe Ja € HeoOXOAMMO KOpHTHpaHe Ha J03aTa Ha
NIEPOPATHHTE AHTHKOATYJIAHTH (B2K. TOUKH 4.4 u 4.8).

Metotpekcar

[IeHUHHTHHATE MOXE Ja HaMaJiT CKCKpEIHsiATa Ha MCTOTPEKCAT, KOETO [a JOBCIC A0 BBL3MOXKHO
NOBHIIIAaBAHEC HA TOKCHYHOCTTA.

[Tpobenenua

EnHoBpeMenHa ynorpe6a Ha npobenenHy] He ce mpenopsaea. IIpobenenua HamasiBa OGpOpedHaTa
TyOyJiHa CeKpellns Ha aMOKCHIIIWIMH. EqHOBpeMeHHa ynorpeba Ha mpobeHEIHE MOXKE 1a JOBEAE 10
yALIDKABAHC HAa HAMYHMETO M NHOBHINABAHE HAa HHBAaTa Ha aMOKCHIMIIMH B KPbBTa4, HO HC M HaA
KJIaBYJIAaHOBATa KHCEJIMHA.

MiukodeHoaT ModeTra

[Ipu manmenTH, npueMamy MakogeHonaT ModeTia, ce ch00IaBa 3a HAMaJBaHe Ha NIPEII030BaTa
KOHIICHTpallus Ha aKTHBRHS MeTaGommT MuxodeHonopa kucenuaa (MPK) ¢ npuOIM3UTETHO 50%.,
clie]] 3aIl04BaHe Ha JICUEHHE ¢ IIEPOPAICH aMOKCHITHIHH IUTOC KJIaByJiaHoBa KucennHa. [Ipomanara
B IIpe]t O30BOTO HHBO MOXKE Jia HEe NPEACTABS TOYHO IIPOMEHHTE B 00INdTa CKCTIO3HIIAA Ha MO®K.

H3BBPINBA BHUMATCIIHO KIHHHYHO HPpOCIICASBAHE MO BPCME HA JICUCHHUCTO C
MaJIKQ CiICO 3aBBPIIBAHNC HA aHTHOHOTHYHATA TCpanus.

4.6  @epTHIHTET, JPEMEHHOCT H KLPMEHE



BpeMeHHOCT

Ilpoyusanud NpH KMBOTHH HE NOKAa3Bal NpPEKH MM HEOPEKM BPEAHH BB3JICHCTBHA BBPXY
OpeMeHHOCTTa, eMOPHOHAIHOTO/(PETATHOTO Pa3BUTUE, PAXAHETO HJIH IIOCTHATAHOTO DA3BUTHC
(Bx. Touxa 5.3). Orpanwdeny Aaunw 3a ynorpedara Ha aMOKCHIH/IMH/KIIABYJIaHOBA KHCEIHHA MO
BpeMe Ha OpeMEHHOCT IPH XOpa He MOKAa3Bar IMOBHLICH PHCK OT BpoAeHH Mandopmanuu. llpu
npoy4yBaHe IpH XEHH ¢ TpeTepMHHATHA IpeX/IcBpEMEHHa PyNTypa Ha deranHaTa MeMmOpana ce
cro0masa, e NpoHIaKTHIHOTO JICYEHHE ¢ aMOKCHHMIMH/KIaByJIaHOBa KHCEIMHA Moxe na Onae
CBBP3aHO C IIOBHINECH PHCK OT HEKPOTH3HpAIl €HTEPOKOIUT NpH HoBopoaeHH. IIpumoxenneTo Ha
AMOKCHITMJIHH/K/IABYIaHOBA KUCEHHA 110 BpeMe Ha GpeMeHHOCTTa TpAbBa Ja ce HU30sArBa, OCBEH
aKO JICKApST HE NPEICHH, 4¢ € HEOOXOAUMO.

KspMeHe

JlseTe aKTHBHH BCIIECTBA CE EKCKPETHpAT B KhpMaTa (HE ca YCTaHOBSHH eQEKTHTE Ha
KIaBYJIAaHOBAaTa KHCEIHHA BBLPXY KbpMauyeTo). BceieacTBHe Ha TOBa, ¢a BB3MOXHH JHMapHid H
re0HvHa HEEKIHA Ha JIMFABAIHETE NPH KHPMadeTo, KOSTO MOXKE Aa HANOXKHU NPECyCTaHOBSIBAaHE HA
KbpMEHETO. BBE3MOXKHOCTTa 34 HOBULIABAHE Ha YYBCTBHTEIHOCTTa TpA0Ba Ja ce B3€ME IOJ
BHEMaHNE, AMOKCHITHIMH/K/IABYJIAHOBA KHCEIHHA TpAOBa Ja Ce H3II0JN3Ba IO BPEME HA KbPMCHC
caMo clef, OpeneHKa OT JeKyBalus JIeKap Ha ChOTHOMICHHETO M0JI3a/PHCK.

4.7  EdexTH BBpXY criocobHocTTa 32 mModHpane i paboTa ¢ MAINEHA

He ca mpoBexnann npoydBanus 3a edekTuTe BBpXy crmoco0HOCTTa 3a modHpane H pabota
MaIlyHH. BBOpekd ToBa MOXe Ja Ce¢ IOSBAT HEXEJaHd peakKiuH (Hanp. ajJepruvHH pCaKiuy,
3aMaiiBafe, I'bPUYOBE), KOUTO MOTAT Jia MOBJMAAT cIoco0HOCTTA 32 modupaHe H paboTa ¢ MAITMHH
(BX. TouKka 4.8).

4.8 Hexenanu JexkapcTBeHH peaklHR
Haji-gecTo cho0ImaBannTe HEXENAHH JIEKAPCTBCHH PEAKIHH ¢a THAPHS, TaJICHE ¥ ITOBPBINAHE.

Hexenanure NeKapCTBEHH  peaKiuM, MOJYYeHH OT KIHHHYHM IpOyYBaHHA H  OT
HOCTMApPKETHHIOBOTO HabmojeHHe ¢ AYrMEHTHH, ca H30pO€HH II0-J0Nly H Ca KaTerOpPH3HpaHH
cermacHO MedDRA, 110 cucTemMo-opraHeH Kiac.

Usnonseana € cieaHaTa TePMHHOIONAA 32 KIacHpHIpaHe Ha 4€CTOTaTa Ha HOKEIAHHTE
JIEKapCTBEHH peaKiUu.

Mpnoro gectn (=1/10)

Yectu (=1/100 go <1/10)

Hegectn (>1/1 000 mo <1/100)

Penxu (>1/10 000 go <1/1 000)

Mmuoro peaxn (<1/10 0600)

C HeunBecTHA 4ecToTa (0T HAJMYHMTE JaHHH He MOKe Ja ObJe HallpaBeHa ONCHKA)

HMudeknun 4 HHpecTalnH

Kanau103a Ha KOXKAaTa B JIATABAIMTE Yectn /\\4, " ,,;\\ 0
\\ . .

CBpEXpacTeX Ha HEIYBCTBUTEIHA
MHKPOOPTaHH3MH

Hapyimenus Ha KppBTa H THMGHATA CHCTEMA
|(O0paTrMa JIEBKOTICHAS (BKIIFOUATEIHO




HEYTPOIIEHHUS )

I I'poMOonHTONIEHHA PeaKu

(ObparmMa arpadyonuTosa {(C HeM3BECTHA YECTOTA
XeMOMTHIHA aHEeMHS IC Hen3BeCTHA UeCTOTA
Y Ib/KaBaHe Ha BpEMETO Ha KbpBeHe K Ha | HeH3BECTHA 4¢CTOTa
IPOTPOMOMHOBOTO Bpeme'

Hapymenns Ha IMyHHAT2 cHCTEMA’

AHIHOHEBPOTHIEH OTOK

IC HeH3BECTHA YECTOTA

Anaduiakcus

C Hem3BeCTHA YeCTOTAa

CunipoM, 1of00€eH Ha cepymua boslect

IC HeH3BeCTHA 9eCTOoTa

XUNEepCEH3UTUBER BACKYIJIHT

|C HeH3BECTHA YECTOTA

Hapymienyd Ha HepBHATa CHCTEMA

3aMagHOCT HeuectH
I 1aBoboime HedectH
O0paTuMa XMIEpaKTUBHOCT iC HEU3BECTHA YECTOTA
I"bpaose’ IC Heu3BECTHA YECTOTA

AcernrTideH MEHHHIHAT

C HeH3BeCcTHA 4eCTOTa

IChpaedHd HapyIeHHS

{CuaapomM Ha Kounis

C Hen3BECTHA YECTOTA

(CToMamHQ-4YPCBHH HAPYIICHHAS

HapHs MHoro uecTd
Tagene? YecTH
| loBphinane Hectn
HapynieHo XpaHOCMHAJIaHe Heuectd

KonuT, cBBP3aH ¢ IPUIOKEHHETO HA
AHTHOMOTHIIN®

C HeU3BECTHA YECTOTA

UepeH ,,kocMar” e3uk (black hairy tongue)

C HeM3BECTHA YECTOTA

XenaroOWIHApHY HAPYINEHAS

[Ioprmagsane Ha AST w/unum ALT4

Heugect

Xenatur?

C HeuzBeCTHA 9eCTOTA

XolecTarHdHa XBITeHHna’

C HeHM3BECTHA YeCTOTA

KOXHATA THKAH
HeuecTn
Cophex Heqectin
YpTHKapus HeuecTH
Epurema myntudopme Penkm
Cuagpom Ha CTUBBHC-J[>XOHCEH C HeH3BECTHA YECTOTA

Tokcn4yHa enuAepMaHa HeKpoJm3a

{C Hen3BeCcTHa 9eCToTa

byno3en excdoauaTHBEH ASPMATHT

{C HeM3BECTHA 4€CTOTA

OcTpa rescpannzupana eK3aHTEMHA
mycrynosa (AGEP)

i{C "Her3BecTHA 4ECTOTA

MeauKaMeHTO3HA peakiys ¢ O3SHHO(DHIHA H
cuctemad cumoToMi (DRESS)

IC HeH3BECTHA YECTOTA

JIuraneapua IgA Gonecr

IC HeH3BECTHA 4ECTOTA

Hapyuiennd Ha On0penure U MUKOIHHUTE
NBTHIIA

Hiatepcrrianes sedpur

IC HeH3BECTHA Y4eCTOTA

Kpuctanypes( BKIIOYHTEIHO ocTPO 060pedno
yBpexane) ’

C Her3BECTHA YECTOTA




! Bx. Touka 4.4

“ITosiara Ha rafese € N0-4eCTo IIPH MEPOPAJICH MIPHEM Ha BHCOKHU J03H. AKO C€ TIOABAT
PEeaKiMH OT CTpaHa Ha CTOMAIMHO-9PEBHHS TPAKT, TE MOTaT J[a C€ HaMaJliIT ¢ NIPHEM Ha
[AMOKCHILIMIIMH/KJIaBYJIAHOBA KHCEJIMHA IO BpEME Ha XpaHCHE.

SBIIIOYHMTENHO NCEBIOMEOPAHO3EH KOIMT H XEMOParuieH KOJIMT (BxK. To4Ka 4.4)

“YMmepeno noprinasane Ha AST n/umu ALT e yCTaHOBEHO IIPH HALHEHTH, JIEKYBAHH C
OeTa-naKTaMH¥ aHTHOMOTHIM, HO 3HAYCHUETO HA TE3H MPOMEHH HE € H3ACHEHO.
*TakuBa peakili¥ ¢a YCTaHOBEHH H CliE]l IPANIOKEHHE HA APYTH NEHAIHIAHE H

nedaIoCcioprHA (BXK. TO9Ka 4.4).

®AKO ce MOSBM PEaKiud Ha aNepruueH AePMATHT, JJCYCHHETO TPOBa Aa ce
IIPEyCTaHOBH
i(BX. Touka 4.4).

"Bx. Touka 4.9

8 Bx. Toukd 4.3 u 4.4

Crobmasane Ha IOLO3MPAHHA HEKEIAHY PCAKIUH

Cro0ImiaBaHeTo HA TOAO3HPaHH HEXENIaHH peakUMd ClIel paspeliaBadHe 3a ynorpeOa Ha
JICKApCTBEHHS IpPOJYKT € BakKHO. ToBa I03BONABA Ja NPONBIDKH HAOMOACHHETO Ha
ChOTHOIICHUETO TIOA3a/PHCK 3a IIEKApPCTBEHHA MOPOAYKT. OT MEOHIMHCKHTE CICHHANHACTH C€
H3HCKBA /Ia ChOOIIABAT BCAKA [IOJ03MPAHA HEKEIaHa peakiHsI Ha:

AznbenauTeNHA areHus 110 JICKapeTBaTa

yi. . Jlamss ' pyes” Ne 8

1303 Codus

Ten..+359 2 890 34 17

yeOcaiT: www.bda.bg

4.9 IHpenozupane

CHUMOTOMH M NIPU3HALY HA (IPEAO3IHPAHE

Moxe ga ce HabmMoOAABAT CTOMAINHO-YPEBHH CHMITTOMH H HApYyIllaBaHE Ha
Oaranc. Habmonarana € aMOKCHIIMIHHOBA KPUCTAILYpHS, B HAKOH CIIy4Yau
HEIOCTATHYHOCT (BXK. To4UKa 4.4).




Moxe fa ce HabmomasaT I'bpPHOBE NPH HAIMCHTH ¢ HapylmeHa ObOpeyHa QYHKIMA HIH [IPH TE3H
JIpYEMall¥ BHCOKH JO3H.

HUMma cpobmeHHs, 4¢ aMOKCHIIWIMH Ce yTasBa B KaTeThpa Ha IHMKOYHHMS MEXyp, OCHOBHO CJICH
HHTPABCHO3HO IpAJIAraHe Ha BACOKH JO3H. 1padBa Ja ce IPOBEKJAa PSIOBCH BH3YaleH KOHTPOJI
(BX. TO4Ka 4.4).

JledeHe HA HHTOKCHKAIINS

CuMIrroMaTe OT CTpaHa Ha CTOMAUIHO-IPEBHUA TPAKT MOraT Jia C€ JCKyBaT CHMIITOMATHYHO, KaTo
ce 0OBpHE BHHMaHHUE Ha BOJIHO-CICKTPONMUTHHA Oananc.

AMOKCHIMIIHH/KJIABYJIAaHOBA KHCEIMHA MOXE Ja Ce OTCTpaHM OT KPBBOOOpAaICHHETO Ypes3
XEMOAHAITIA3A.

3 GAPMAKOJIOIrHYHHA CBOMCTBA
5.1 @apMakoJHHAMHIHA cBoHCTBA

dapmakoTepaneBTHIHA rpyna; KoMOHHALMS 0T NEHHUMMIAHY, BKTIOIHTETHO HEXHOHTOPH Ha Oera-
naktaMasn;, ATC xoma: JO1CRO2.

Mexanu3sM Ha JeHCTBHE

AMOKCHIHIIMH € IIOJyCHHTETHYEH NEHHIMMIMH (Gera-nakrameH aHTHOHOTHK), KOWTO HHXHOHpa
€/IMH MM NOBEYEe €H3MMH (YecTO HapHuaHu NeHHIHIHH-CBHP3Balld nporennH, PBPs) B np14 Ha
OHoCcHHTEe3a HA OaKTepHAIHHAS MNENTHIACIAHKAH, KOMTO € CHHISCTBEH CTPYKTYPEH KOMIOHCHT Ha
OakTepHanHaTa KiIeTb4yHa cTeHa. MHxuOHpaHeTO Ha CHHTe3a Ha MCOTHACIVIMKaHa BOJH [0

oTcjabBaHe Ha KIETHRYHATA CTEHA, KOETO OOMKHOBEHO C€ MOCIECABA OT KICTHYHO pasrpakJaaHe U
CMEPT.

AMOKCHUMJIMH € 4yBCTBHTENEH KBM pasrpaxjaHe or 0era-JTaKkTtamasuTe, IpOAyLHHpaHH OT
Pe3RCTEHTHHTE OAaKTepHM, NOPajdl KoOeTO, CIOEKTBPT My Ha JeHCTBHE HE BKIIOYBA
MHKPOOPTAHH3MH, KOHTO NMPOU3BEX/IAT TE3U €H3UMH.

KnasynaHoBara KucenuHa € Oera-maKkTaM, CTPYKTYPHO CBBpP3aH ¢ NCHHIWIHMHATE. T HHaKTHBApA
HiKoH OeTa-naKkraMa3zHH €H3UMH, KaTo [0 TaKkhbB HAYMH MPEJOTBpATABA MHAKTHBHDAHETO HA
aMOKCHUIWIMH. KnaBynanopara KHCEIHHA CAMOCTOATCIHO HC MPOABABA KIMHHYHO IT0AC3CH
aHTHOaKTEpHANcH e(eKT.

Bprika papMakoxuHernka-bapMakoIHHAMHKA

Bpemero Hajy MuEHEManHara uHxuOHpama korineHTparmsa (T>MIIK) ce cuura 3a OCHOBHUA
onpenelsny paxkTop 3a epHKaCHOCTTa Ha AMOKCHIIAJIHH.

Mexanu3Mi Ha pe3UCTEHTHOCT

JIBaTa OCHOBHM MEXaHI3Ma Ha PE3HCTEHTHOCT KBM aMOKCHIHIME/KIaByJIaHOBA

e HMnaktmeupane ot Te3w OakTepHaIHH Oera-ilaKkTaMasd, KOHTO HE
KJIaBYJIAaHOBATa KHceIHHa, BKoanTeHo Knac B, Cu D.



o l3menenune Ha PBPs, koero HamaisiBa adpuHHMTETa HA AaHTHOAKTEpHATHHSA NPOAYKT KBM

Taprera.

JIunca Ha nepMeabumuTeT HA OAKTEPUHUTE WJIH MEXaHH3MH Ha e(IIyKC IOMIIaTa MOraT Ja pUIHHAT
WIA Ja JOoNpHHecaT 3a OakTepHaaHaTa PpPe3HCTEHTHOCT, 0co0eHo mnpH I paM-OTpHIATEIHHTE

OaKkTepum.

['pannunn cToiiHOCTH (Breakpoints)

I"'pannynnTe croitHocT Ha MITK (MIC breakpoints) 3a aMOKCHIHKIIMH/KJIaBYJIOHOBa KHCEIIMHA Ca
Te3u Ha EBponeiicKkus KOMHTET 110 H3NHTBaHE Ha aHTUMHKpoOHaTa dyBcTBHTENHOCT (The European

Committee on Antimicrobial Susceptibility Testing (EUCAST)).

MHEKpOOpraHu3Mu [PaHUYHK CTOMHOCTU Ha YYBCTBUTENHOCT
(ng/ml)
YyBCTBHTEIHH Pe3ucTeHTHH
Haemophilus influenzae <0,001 >21
Moraxella catarrhalis <}! 1!
Staphylococcus spp. 3abenexka 2232364  BaGenexka 2234304
Enterococcus spp. ’ <415 >81.5

Crpentokoku ot rpynu A,B,C,G26.8
(moxa3aHus,pa3IM4Hd OT MCHHHTHT)

3abesnexka 2°

3abenexka 26

ICTOMHOCTH

\Streptococcus pneumoniae 8 <0,5".6 >11.6
EnTepobakTepuu NpH HEYCIOXHEHH HHPEKIIMHA Ha < 327 >321
NMUKOYHHUTE ITHTHINA

[ paM-0OTpHIATEHHA aHAepoOH <47 >
[ 'paM-IOJIOKUTEIHYE aHaepoOH <47 >81
(c m3xmouenue Ha Clostridioides difficile)

He-BHI0BO OTHACSIIM C€ TPAHUYHH <21 >8]

ICTpenTokokH ot rpyna Viridans &

3abenexka 229

3abenexka <27

Pasteurella multocida

ﬂ‘f

17

Burkholderia pseudomallei

<0,0017

>87

KHceNnnHa € puKcHpana Ha 2mg/l.
2a

26

rpyna B.

3a

3a 1ieJIMTE Ha H3CJICABAHETO HA YYBCTBUTCIIHOCTTA KOHIICHTPAIlUATA Ha KJIaByJiaHOBAaTa

['paHrYHATE CTOMHOCTH B TaOHIaTa ce 6a3upar Ha rPaHUYHUTE CTOMHOCTH Ha
Ger3mmennIHMH. UyBCTBHTENHOCTTA C€ OTYMTA 10 YyBCTBHTEIHOCTTA KBM OCH3MINCHHALIMIIHH.

[Ipu noka3zaHus, pa3IHYHHA OT MEHHHTUT, 9YBCTBUTEIHOCTTA HA CTPENTOKOKH OT IPYyIIH
A,B,C 1 G KbM NEHHIIWIHHH CE OTYHTA 10 YYBCTBHTEIHOCTTAa KbM OCH3HIINCHHIIUINH, C
M3KIII0OYEHHE Ha PEHOKCHMETHIINEHUITMIIMH H H30KCA30IHINICHUIMIMHUTE IPH CTPENTOKOKH OT

[ToBedeTo cTadUIOKOKH ca MPOAYIEHTH Ha NEHULIMIIMHA3A H HIKOH Ca M
e3ucTeHTH.M 1BaTa MeXxaHW3Ma Ir'a NpaBAT PE3UCTEHTH KbM




e H3MIeHHIAHH, peHOKCEMETHIHICHAIVITAH, AMITHIWIMH, AMOKCHI{HKIHH, MHIEPALINH 1
TUKAPIIITHH, CTAQHIOKOKH, KOHTO ¢4 YyBCTBHTEIHH KbM OCHIWINCHHIHIAHE H IEQOKCHTHH, CC
OTYUTAT KATO YYBCTBHTEIHH KbM BCHUKH MeHHIWIHAA. CTadHIOKOKH, KOHTO Ca PE3UCTCHTHH
KbM OCH3HITICHUIFIAH, HO 9YBCTBHTE/HH KBM 1Ie(POCHTHH, €A YYBCTBHTEIHH KbM KOMOHHAIIHHA
I HEHXHOUTOPH Ha OeTa-TakTaMa3H, H30KCA30JJMIINICHAMIAHH (OKCAllMKIHH, KJIOKCAIMKAWH,
UTHKJIOKCAIMIHMH B DIy KITOKCANHIAH) ¥ HaduauH. [Ipyu nekapcTBEHH NPOXYKTH, NpUEMaHi
repopaiHo, TpsOBa Aa ce COBPHE BHUMAHKE HA TOBA A C€ IIOCTHTHE AOCTAThYHA CKCIIO3HIMS Ha
MACTOTO Ha HH(peKIaATa. CTaQHIOKOKHTE, KONUTO Ca PE3HCTEHTHH KbM IE(OKCHTHH, Ca
PE3UCTCHTHU KBM BCHYKH IEHHIIHIIMHH.

36

IIopedero Koarynaza-oTpanaTesine cTadHIOKOKHE ¢a MPOAYLICHTH HA ICHAIH/IHHA3A H HAKOH
Ica METHILUIHH-pe3UCTEeHTHH. M 38aTa MEeXaHu3Ma ' IpaBAT PE3HCTEHTHH KBM

OeH3 M mMeHUIMIMH, GEeHOKCHMETHINEHHIMINH, aMITHIHIMH, aMOKCHIMKINH, ITHICPAHIHH 0
THKApIUAHH. KbM HACcTOSIITHA MOMEHT HAIMa METO/I, KOHTO MOXe HAJEHK/IHO Ja OTKPHRBA
MPOAYKIIHA Ha ICHUIAINHA3A B KOAryjaa3a-OTPHNATEIHU CTAQHIIOKOKH, HO PE3HCTCHTHOCTTA
KbM METULMIIH MOXKe Aa Obae oTKpUTa ¢ HE(QOKCHTHH, KAKTO € ONMCAHO.

4

YyBCTBHTENHHUTE KbM aMIHIUIMH S.saprophyticus ca mecA-OTpHIIATCNHHA H 1yBCTBHTCITHH
KBM aMITHIKITHHE,AMOKCHITMIOTHE B IHIepaliIne (Che iiM 6e3 HHXxuOuTop Ha OeTa-TaKTaMasn).

5

YyBCTBHTEHOCTTA KbM AMITHIHIIHE, AaMOKCHIHK/IHH H THICPANIIHME (ChC HIH 03
HHXHOUTOP Ha OCTa-TaKTaAMAa3H ) MOXKE Aa C€ OTYETE 110 IyBCTBHTECIHOCTTA KbM
[AMIMIEIME. Pe3UCTEHTHOCTTA KbM aMITHIIMH € 9ecTa 3a E. faecium, nokaro npu E faecalis
BH3HUKBA PAIKO H TpaOra aa 6bae motBepacHa ¢ MIIK tecT.

6

HuckoBo-mudy3norruaT TecT ¢ 1 pg okcanmmH wid MIIK TecTsT ¢ OEH3HIIICHUIATIAH Ce
M3MOJI3BA 34 YCTAHOBABAHE HATHIHETO HA MEXaHU3MH 33 PE3HCTEHTHOCT KbM O€Ta-JlakTaMH.
Koraro CKpHHHHIOBHAT TECT € OTPHIATEIICH (30HATA Ha 3aJIpBhKa OKOJIO JHCKA OKCAllJIMH € 2
20 mm wim MIIK na Gensummesnuanas e

< 0,06 mg/l ) Bcruky OeTa-NaKTaMHHU JIEKapCTBEHH IIPOAYKTH, 33 KOKTO HMa KITHHAYHU
rpaHHYHH CTOHHOCTH, C€ JOKIIAJIBaT ,,9yBCTBHTENHHA  0€3 JONBIHHUTENHO TCCTBAHE.

7

[ paHUYHUTE CTOWHOCTH 34 AaMAHONCHAIIWJINHHA IIPH CHTEPOKOKH Ca ONPEACICHH Bh3 OCHOBA
Ha HHTPABEHO3HO NpHiioKeHHAe. IIpH nepopaneH npueM TPaHHIHUTE CTOMHOCTH €a MPHJI0KHMHU
icaMo 32 HH$eKkmMn Ha nukovHuTe mbTrma (UI1I1).

8
JlobaBsHeTo Ha HAXHOHUTOP Ha HeTa-TaKTaMasH He TON00pABa KIMHITTHATA C(PEKTHBHOCT.

9

bermzwmenutnmud (MIIK wm auckoBo-mudy3HOHEH TECT) MOXKE 2 CC H3MO0I3Ba 32
lonmpenensHe Ha pe3HCTCHTHOCT KbM OeTa-aKkTaMH IPH CTPEIITOKOKH OT rpyHa

Viridans. M3onataTe, KaTeropH3Hpald KaTo HErATHBHE MPH ONIPEJEITHETO, MOXKE
NOKJIaaBaT KaTo IYYBCTBHTEIHE KbM 0O€Ta-TaKTAMHHUTE JIEKAPCTBECHH HPOAYKTH, H
M30pOeHd KIMHAYHY IpaHuYHE croitHocTH. M30omaTiTe, KaTeropH3npalni KaTo A




qyBCTBHTEIHOCTTA MOKE /1A C€ OTYETE 110 YyBCTBUTEAHOCTTA KBM OCH3MIMICHANAIIUH HITH
amMnmaias. TIpy TOM0XHTEHE KM GeH3umennymaH u3onata (MIIK > 0,25 mg/l)
Yy BCTBHTEITHOCTTA €€ OTYHTA IO MyBCTBHTEHOCTTA KBM aMITHI{HIIHH.

PasnpocTpadeHHETO Ha PE3HCTEHTHOCTTA MOJXKE JIa BapHpa reorpackv ¥ BEB BPEMETO 3a
ONpeelIcHE BHAOBE H € XKeIaTelHo Ja AMa JIOKaTHa BH(OopMal|s 32 Pe3UCTEHTHOCTTA, 0CODEHO
IIpH JieyeHHe Ha Texkd HHdexnuu. [Ipun seoOxomumoct TpsdBa a ce nOThbpCH CHBETa Ha CKCIIEPT,
KOTaTo JIOKATHOTO PazlpOCTpPaHEHHE HAa PE3HCTEHTHOCT € TAKOBa, 4€ I10J13aTa OT JICKApCTBCHUS
NPOXYKT MPH NOHE HAKOU BHAOBE HH(EKIIKH € IO BHIIPOC.

MHEKpOOpraHu3Me, KONTO 00Mualiino ¢a TyYBCTBHTCIIHH

AepoOHHE [ paM-110JI0KHTECIHA MHKPOOPTaHH3MH

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METHIHIHH-YYBCTBUTEIICH) £
Koarymaza-aeraTHBHH CTaQUIIOKOKH (METHITUIHH-YYBCTBHTEIHH )
Streptococcus agalactiae

Streptococcus pneumoniae’

Streptococcus pyogenes u Ipyrd OeTa-XeMOJIHTHYHH CTPEHTOKOKH
"pynara Ha Streptococcus viridans

Aepoban I paM-0TpHIATETHH MHKDOOPradu3IMu
Capnocytophaga spp.

Eikenella corrodens

Haemophilus influenzae?

Moraxella catarrhalis

Pasteurella multocida

AHaepoOHH MHUKPOOPTaHH3IMH
Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.

Buzose, npy kouTO OpH0OHTaTa PE3UCTEHTHOCT MOXE 114 € apoOIeEM

Aepobun I paM-moTQXUTEIHH MUKPOOPIraHH3IMH
Enterococcus faecium $

AepoOnn I paM-0TPpHIATEIHH MAKDOOPIraHU3IMH
Escherichia coli

Klebsiella oxytoca

Klebsiella preumoniae

Proteus mirabilis

Proteus vulgaris




MuxpoopraHm3Mu ¢ BPOJAEHA PE3HCTEHTHOCT

Aepobui | paM-OTpHIATEIHH MEKPOOPTraHU3MH
Acinetobacter sp.

Citrobacter freundii

Enterobacter sp.

Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia

Hpyru MEKpOOprasu3Mu
Chlamydophila preumoniae
Chlamydophila psittaci
Coxtella burnetti
Mycoplasma pneumoniae

$ EcrecTBeHa HHTEpMEAMEPHA YYBCTBHTEIHOCT IIPH JIHMIICA HA MPOJOOHT MEXaHW3BM Ha
PE3UCTEHTHOCT.

£ BcHUKH METHITWIMH — PE3UCTEHTHH CTAa()HIOKOKH Ca Pe3HCTEHTHH KbM
aMOKCHITWIHH/KIaBy/IaHOBa KHCEIHHA

! Streptococus pneumoniae, pe3UCTEHTHH KbM KBbM IIEHUIHIIHH, HE TP10Ba Aa ce JIEKyBaT C TasH
dopMa Ha aMOKCHITH/IKE/KJIaBy 1aHOBA KUCENHHA (BXK. Toukd 4.2 1 4.4)

2 [IfamoBe ¢ HaManeHa YyBCTBHTENHOCT, Ca JOKIAJABAHH B HAKOH CTpaHH OT EBPONEHCKHA ChIO3,
¢ yecToTa rno-gacoka ot 10%.

5.2 (@apMakoKHHeTHIHH CBOHCTBA

AbGcopOnug

AMOKCHIIMITHH H KIaBYJIaHOBaTa KHCENIHHA C¢ JIMCOHHHpAT HaNbJIHO BBLBR BOJLCH DasTBOp ¢
¢usmonornuno pH. JiBere axTMBHEH BemecTBa ce abcopOupar OBp30 H A00pE CIICA TEPOPANHO
npunoxenue. Ciex mnepopalHO HpHUIOXKEHHE OHOHAIMYHOCTTa HAa AMOKCHLIMIMH H Ha
KaByJIaHOBaTa KHceNMMHa ¢ npubmusurenno 70%. ITnasmenute npoduiH Ha IBET¢ AKTHBHH
BEIECTBA ¢a CXOMHA H BPEMETO 3a JOCTHIAHE HA BhPXOBa IUIa3sMeHa KoHueHTpanus (Tmax) ¥ npu
HBETE € TPUOTU3ATEIIHO €IHH Yac.

[lo-mony ca npeacraBeHd (PapMaKOKMHCTHYHHTE PE3yATATH OT €JHO MPOYdYBaHC, IpH KOCTO
AMOKCHIUWIMH/KJIABYJIaHOBA KHcelTHHa (TabrierkH or 500 mg/125 mg TpH NOBTH JHCBHO) ¢
[IPUJIOIKEH HA IJIAIHO NpU TPYIH 3/ApaBH A0OPOBOJILH.

|Cpe,1];m1 (+ SD) dhapMakoxMHETHYHH [IapaMETPH . ﬁ

I Ipraoxeno (1) Hosa Cmax Tmax *

N
1 ji

e




AKTHBHO (H) (mng) (ng/ml) (h) (ng.h/mli) (h)
REIMIECTBO (a)

AMOKCHITHIHH
AMX/CA 500 7,19 1,5 53,5 1,5
500 mg/125 mg 12,26 (1,0-2,5) +8,87 +0,20
Ki1aByJIaHOBA KHCEIHA
AMX/CA 125 2,40 1,5 15,72 0,98
500 mg/125 mg +0,83 (1,0-2,0) +3,860 +0,12

AMX - aMOKCHIIMIIHH, CA - KIIapyJ1aHOBA KHCEIIHHA
* Menuana (o6xBar)

CepyMHHTEe KOHIICHTpANMM HA AMOKCHIWIHH M KIABYJAHOBATA KHCEIHHA, JAOCTHIHATH C
aMOKCHIIHIMH/KIAByIAaHOBA KHCEJAWHA, ¢a CXOQHH ¢ TE3W CleJ MNepopallHO IIPHIOKECHHC Ha
€KBHUBAJICHTHH JO3W OT CAMOCTOATEIHO MPHJIOKECHH aMOKCHIMJINH HITH KJ1aBYJIAHOBa KACCHHA.

PasnipeneneHyde

Okos1o 25% OT 00mOTO KOMMYECTBO HA KN4BYJIaHOBAaTa KHcelHHa B IuiasMara H 18% oT obumoro
KOJIHYECTBO HAa aMOKCHIHJIMH B IIA3MaTa ca CBBP3aHH ¢ IPOTCHHH.

[TpuBuzHuAT obeM Ha pasupenenenne e okomo 0,3-0,4 kg 3a amoxcHipma H okoso 0,2 I/kg 3a
KJIaBy AaHOBaTa KACEIAHA.

Crnen HHTPAaBEHO3HO IIPHIOKCHHE, AMOKCHIWIHH W KIABYNAHOBA KHUCEIHHA C€ YCTAHOBSBAT B
KITHYHHAS MEXYD, KOPEMHATa ThKaH, K0XaTa, MACTHAaTa ThKaH, MyCKYITHUTE ThKalli, CHHOBHAIHATA
H TIEPHTOHEAJHATA TEYHOCT, ATHUKATa W THOWTa. AMOKCHI[HIHH HE C¢ pasnpeac:d K0CTaThiHO B
I1epeOpoCHMHAIHATA TETHOCT.

Ot mpoy4BaHHATA IIPH XWABOTHH HAMA AOKA3aTEjCTBa 32 3HAYMMO 3aIbpXKan¢ B THKAHMTC HA
IEKapCTBEHO-TIPOM3BOAHM BEIICCTBA 32 HHKOS OT JIBETE€ CHCTABKH. AMOKCHIWIAH, MOAOOHO Ha
[IOBEYETO NMEHUIUIMAN, MOJKE 14 C€ YCTAHOBH B KbpMarTa. Clie/iE 0T KlaByJaHOBa KHCEIHHA CBHINO
MOI'aT /Ia C€ OTKPHAT B KbpMaTa (BXK. Todka 4.6).

JlokaszaHO €, 4e AMOKCHIIHJIMH H KJaByJIaHOBaTa KHCE/IMHA IIPEMHHABAT [pe3 INIAIICHTApHATA
Oapuepa (BX. Touka 4.6).

buotpancdopmaris

AMOKCHI[HJIHH C€ €KCKPETHpPA YacTHYHO B YPHHATA KaTO HCaKTHBHATAa NCHHIIHUIIOCBA KMCCIIMHA B
KOJIMYECTBa, €KBUBaNeHTHH Ha 10 10 25% oT HavanHata Ao3a. KiasylaHoBaTa KHCEIHMHA CE
MeTa0OIH3Upa €KCTEH3WBHO NPH YOBEKA H C€ OTJECNS B YPHHATa H HM3NPaXHEHHWH#Ta, W KaATO
BBIVIEPOJICH AUOKCH/ B H3THINBAHHUS BB3AYX.

ErnMuEupane

OCHOBHHAT ITBT HA CIHMMHHHPAHE HAa aMOKCHIMIMH € mpe3 OnOpenuTe, TOKaro KilaBylaHoBata
KHCEJIHHA CE SIAMUHIPA KaKTOo 110 OLOpeYHd, Taka i 10 A3BbHOBOPEUHN MEXaHU3MH.

AMOKCHIIMITMH/KJIABYJIAHOBA  KUACEIMHA HMMa CpPEleH CIIMMHHAIHOHEH
NpHOMM3UTENHO €OHH Jac H CpeAcH o0ul KIHPBHC OPHUOIH3HUTCIHO 25 1/h
[Tpubmzatento 60 a0 70% or amMoKCHIWAMH H npubmazurenmHo 40 no 65% I'
KHCEMHA Ce eKCKPETHpaT HEMPOMEHCHH B YPUHATA Npe3 IBPBATE MECT 4aca CIgAs
euHMIHA K033 Ayrmentud 250 mg/125 mg mim Ayrmentan 500 mg/125 mg 1@ i




IpoyuYBaHus € YCTAHOBEHO, Y€ YPHHHATA eKcKpelms ¢ 50-85% 3a amoxcuipanuH # Mexay 27-60%
33 KJIaRYNAHOBATA KHCENWHA 3a nepwofd oT 24 uaca. 3a KIaByNAHOBATA KMCENMHA, HAK-TOJIMO
KOIMYECTBO OT NEKAPCTBOTO €& CKCKPeTHPa Mpe3 MbPBUTE JIBa 4aca Clie]l NPHIIOKEHHE.

EnxmoBpeMeHHOTO NpPHIOXKEHHE HAa NmpoOcHema 3a0aBsi €KCKpeIHATa HAa aMOKCHUITMIIHH, HO HE
3a0aBs OLOpeuHaTa eKCKpeliHa Ha KIAaByIaHOBaTa KHCcemHa (BXK. Touka 4.5).

Br3pact

ENMMHHALMOHHMAT [IOJYKHBOT Ha aMOKCHIIHJIHH € 11000€H IpH Jiena Ha B3PACT OK0JI0 3 Mecela
10 2 TOMMHH M UPH NO-rojieMM Jiena W Bb3pacTHH. IIpd MHOro MajkuTe Jena (BKIIOYHUTEITHO
IpeXAeBPEMEHHO poAcHHE Oebera) mpe3 mbpBaTa ceAMHUIA OT HKHBOTA HHTCPBAIGT Ha MpHJIaraHe He
TpAOBa Na HAAXBBHPIA NPHIATAHE ABA IBTH JHEBHO MOPaIM He3psuiocT Ha OBOpevHHA NBT Ha
emMMHOHHpaHe. THiH Karo IpH NalHEeHTHTe B CTAapyecKa BB3pacT CHINCCTBYBA MHO-TOIAMA
BEPOSATHOCT Jia UMAaT HaMaseHa 6p0peyna PyHKIuMs, € HeoOX0quMO BHHMaHHE NpH H300pa Ha Ko3a
H MOXE Ja € MOJIE3H0 Ja ce npocieassa On0pednaTa QyHKIHA.

Iox

Cnex nepopaiHo NMPHIIOKEHHE Ha aMOKCHITUIWHE/K/TaBy 1aHOBA KHCEIIMHA TPH 34PaBH MBKC H KCHH
MOJTBLT HE € 0Ka3aJ)l 3HAYMMO BIMAHHE BBPXY papMakoKHHETHKATa HUTO Ha aMOKCHIIHIMH, HUTO Ha
KJIABYJIAHOBATA KHCCTHHA.

bLOpeuHo yBpeXKIaHE

OOmEAT cepyMeH KIHPHAC Ha aMOKCHITHIHH/KJIaBy TaHOBa KHCETHHA HAMAJIABA TPONOPLIHOHAIHO €
HamanasaHeTo Ha Oh0pednara ¢yaxmus. [IoHMkXaBaHeTO HA JEKAPCTBEHHA KIHPBHC € MO-H3Pa3CHO
33 AMOKCHLIMJIMH, OTKOJIKOTO 3a KJIABYJIAHOBATA KHCEJMHA, Thid KaTo MO-rol1aMa dYacT OT
aMOKCHIIHIIMH ce eKCKpeTHpa npes 6n0penure. [Topagy Ta3d NpUUHHA JO3HPAHETO IpH 0BOpeuHO
yBpeXJaHe TpsOBa Ja INpeAOTBpaTH I[IPEeKOMEpPHO HATPynBaHe Ha aMOKCHUHIMH, KaTo
eAHOBPEMEHHO CE NOUIBPXKAT MOIXOASIIM HABA Ha KJIABYIAHOBaTa KHcenHHa (BXK. Touka 4.2).

YeproapoOHO VRPEXKIAHE

JlozgpaHeTo mpy TANMEHTH ¢ YEpPHOIAPOOHO yBpexjaHe TpsaOBa jAa ce M3BBPIIBAa C BHHMAaHHC U
gepHOIpoOHaTa PYHKIHA Ja CE IPOCIeasiBa PEAOBHO.

5.3 IpeaxaAHHYHH JaHHHA 33 6€30NACHOCT

HexIMHUYHUTE JAHHH He MOKa3BaT OCOOE€H PHCK 3a Xopara Bb3 OCHOBA HAa IIPOYYBAHHSA 3a
¢dapMakoIorniHa 0€301acHOCT, TEHOTOKCHYHOCT U PENPOIYKTHBHA TOKCHYHOCT.

[IpoyuBanmus 3a TOKCHYHOCT IIpH MHOTOKPAaTHO IpWjaraHe, IIPOBEJCHH IIpH KydeTa, C
aMOKCHITMTHH/KIABYJIAHORA KMCEIMHA I[TOKA3BaT CTOMAIMHO JpasHeHe H TIOBPHIIAHE, KaKTO H
NPOMSHA B IIBETa HA €3UKa.

He ca ITPOBCNKAAHH TIPOYYBAHHA 3a KAPUHHOI'CHHOCT C aMOKCI'HI['IJIHHf KJIaByJTaHOBa KHCC

prs
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6. ®APMAIEBTHYHH JAHHH I

6.1 Cnuchk HA IOMOIIHHTE BeMeCTBA



Aopo na mabremkama
Marue3uesB creapar

HarpueB HUIIECTEH riMKoaar, Tun A
CunHnHeB JUOKCH]I, KOJIOUAEH O€3BO/ICH

MHUKpOKpHCTATHA IIETYJI03a

Duimoeo noxpumue na mabnemkama
TuranoB quokcun (E 171)
Xurpomenosa

Makporoun (4000, 6000)

JIAMETHKOH

6.2 HecbBMecTHMOCTH
Henpuiioxumo.

6.3 Cpox Ha rogHocCT

2 TOJIMHH B cineﬂo ioimonaﬂn %ﬂm omcrepu (CFB) —

6.4 ChnenuajHH yCJIOBHSl HA CbXPaHEHHE

Jla ce chXpaHsBa B OpHTHHAJIHATA ONIAKOBKA, 3a JIa Ce MpEeamnas3y OT Biara.
Jla He ce cpxpansBa Hax 25°C.

6.5 Bua B chbABLPKAHME HA ONIAKOBKATA
Bmacrepu ot PVC/Anymunnii/IlonnaMu 1aMHHAT ¢ IOKPHTHE OT afyMHHHCBO ¢bonmo, Hape4ECHH

ctyneHo popmopanu anymunuesu 6nucrepu (CFB), ceappxanm 4, 10, 12, 14, 16, 20, 24, 30, 100
wm 500 TabneTkw.

He BCHYKH BH/IOBE OIIAKOBKHM MOTaT jia Ob1aT MyCHATH B Ipoax0a.
6.6 CnenuaJHH ONpeANasHH MEPKH PH H3XBbPJsAHE H padoTa

Hew3no3BaHUAT JEKapcTBEH NPOAYKT WM OTNaAbYHMTE MarepHald OT Hero TpsAbsa na ce
H3XBBPJIAT B CHOTBETCTBHE C MECTHUTE M3HCKBAHHS.

1. MPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk,

Citywest Business Campus,

Dublin 24,

HUpnasaus




8. HOMEP(A) HA PASPEIIEHUETO 3A YITOTPEBA

Ne20000314

9. IIPUTEXATEJ HA PAPEINEHUETO 3A TAPAJIEJIEH BHOC:

“@apmasieiik beirapus” OO/, yn. Kpywm Iono 44, erax 1, 1421 Codud, beiarapus

10. ATA HA ITBPBO PA3PENIABAHE/IIOAHOBSABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Jlara Ha BEpBO pa3pemasane: 29 noemBpH 1994 1.
Hara na nocneno noxuossBade: 14 gexkemepu 2015 1,

11. JATA HA AKTYAJIMBUPAHE HA TEKCTA
06/2023




