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1. UME HA JIEKAPCTBEHMUSA ITPOAYKT

Mepoknae 1000 mg/200 mg npax 3a HHKEKUHOHEH/MH(DY3HOHEH pa3TBOp
Medoclav 1000 mg/200 mg powder for solution for injection/infusion

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Beceku crepunen ¢uakon Menoknas 1000 mg/200 mg npax 3a WHXEKUHOHEH/MH(Y3HOHEH
pastBop cbabpka 1000 mg amMOKCHUMKHH (amoxicillin) (kaTto aMOKCHUMJIMH HaTtpuii) U 200 mg
KJ1aByJlaHOBa KUcenHHa (clavulanic acid) (kaTo KanueB KiaByJiaHar).

[loMouIHM BeLlecTBA ¢ M3BECTHO JICHCTBHE:!
Bceku ¢pnakon Menoknas 1000 mg/200 mg crepuneH npax cbabpxka 2,727 mmol HaTpuii u 1,009
mmol KajuH.

3a NBJIHHUA CMMCHK HA NMOMOIIHHUTE BELIECTBA, BHXKTE TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a HH)KEeKUHOHEH/HH(DY3HOHEH pa3TBOP.
bsan uaM noyTH 051 CTEpUIIEH Npax 3a pa3TBapsiHe 3a HHTPABEHO3HA MHIKEKLMA WK UHY3HS.

4. KIMHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

MenokiaB € noka3aH 3a JieYeHHE Ha ClIeIHUTe HH(EKLIMH NpH BB3PACTHHU M Jeua (BHKTe TOYKH
42,44 u5.1):

¢ Texxku MHpEKUMM HA ylIWTE, HOCA M TIbPJOTO (KAaTO MACTOMAMT, NEPUTOH3HJIAPHH
MH(EKLHH, eMTUITIOTUT U CHHY3HUT, KOWTO C€ ChITPOBOK/1A C TEKKH CHCTEMHH Oe/ie3 H CHMIITOMM)

® OcTtpH ek3auepOalMu Ha XpOHHYEH OPOHXHT (a1€KBATHO IHArHOCTHLIMPAH)

® [THeBMOHHA, npuaoOuTa B 0011€CTBOTO

® Lluctur

® [Tuenonedpur

® Mudexumn Ha KoKaTta M MEKWTe TbKAHHM, MO-CMELHAIHO LEeJYJIMT, yXarnBaHUs OT

’KUBOTHH, TEKbK 3b0€H abcLiec ¢ pa3npocTpaHsBalll ce LTy IUT

® MHdpekunn Ha KOCTUTE U CTaBUTE, NMO-CMNEeLHAJIHO OCTEOMUEIIUT
® MuTpaabaoMHUHaAIHKH HHpEKLIMH
® MHdekunn Ha xKeHckaTa nojaoBa cucTema.

[IpodpunakTuka Ha HHPEKLUMH, CBBP3aHH C FOJIEMH XUPYPIHYHH MPOLEAYPH NMPH Bb3PACTHH, KATO
Te3H 3acArauiu:

. CroMalHO-4YpeBHHUSA TPaAKT
® TazoBara KyxuHa
J [‘naBara u wmsATa
@ Onepauuu Ha HUTbYHHUTE TbTHIIA.
Tpsabsa pa ce uMar npeasua oduuHANTHUTE PBLKOBOJCTBA 3a MNpaBWUJIHA yrorpeba Ha

aa o
aHTHOAKTEpPHAIIHUTE NMPOAYKTH. At g ,—_F‘\.
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Ho3ure ca npeacraBeHH CbOOPA3HO CHABPKAHHETO HA AMOKCHIIWIHH/KNABYNAHOBA KHCENHHA,
OCBEH KOTATO JI03MTE C€ NOCOYBAT C OTAEIHHTE KOMITOHEHTH.

Koraro ce u3bupa nozara Menokiae 3a neueHue Ha onpegesieHa HHbekuua TpabBa na ce BleMar

npeABUA:
° OuakBaHHTE NATOTeHM H THAXHATA BEPOATHA YYBCTBHTE/IHOCT KbM aHTHOakrepHamHH
areHTH (B¥KTe TOYKA 4.4)

° TexecTTa W JOKANTM3aLMATa Ha HHEKLHATA

. Bw3pacrra, Ternoro v 6n6peunara GyHKIMA Ha NalMEHTAa, KAKTO € MOCOMEHO NO-A0My.

Ako e HeoOxoaumo, TpabBa na ce HMMa NpeABHIA H3MOA3BAHETO HA AJTEPHATUBHH (QOpMH
Mepoknae (Banp. TAKUBA, KOHTO NPEAOCTABAT NO-BHCOKH N03M aMOKCHUMKIMH W/HIH pa3IHuHH
ChOTHOILIEHHS MEXIY aMOKCHLIWINH H KJIaBYJIaHOBA KHCeJIHHA) (BIKTe TOYKH 4.4 11 5.1).

Ta3u popma Ha Meaoxnas npax 3a HHXKEKUMOHSH/HHQY3HOHEH pa3TBOp MpeAoCcTaBa 0dia qHEBHA
ao3a ot 3000 mg aMokcHLMKIHH ¥ 600 mg kiaByslaHOBa KHCEIMHA, KOraTo e Mpuiara Kakro e
NpenopbYaHo No-A0My. AKO C€ CYHTa, 4e € HeoOXoaHMa MO-BHCOKAa JHEBHA 1038 AMOKCHLIWIHH, €
NpenopbYMTENHO Ja ce H3bepe npyra gopma Menoknap 3a HHTPaBEHO3HO MPHIIOKEHHUE, 3a A2 CE
H30erHaT HeHY>KHO BHCOKMTE JHEBHH JI03H Ha K1aBYJIAHOBATA KHCEJIHHA.

[TpoABLJDKUTENTHOCTTa HA JIEYEHHETO Ce Onpenens OT oTroBopa Ha nauuenTa. Haxon undexumnn
(KaTO OCTEOMHENUT) H3HCKBAT MNO-ALALI NEpHOA Ha nedyeHue. JleyeHHero He TpsOBa na
HaaBUWaRa 14 auu 6e3 ximHW4YeH nperne] (BwkTe Touka 4.4 BbLB BPb3Ka C NMPOABIDKUTETHO
NICYEHHUE).

Tpabpa na ce MMAT NpeaBHI JIOKATTHHTE PBKOBOICTBA 34 NMOAXOAAINA YECTOTA Ha AO3UMpaHe Ha
2MOKCHLIMKJIHH/KJIABY/IAHOB& KHCEJTHHA.

Ho3uposka
Bv3apacmnu u oeya >40 kg

3a neuyeHne Ha HHPEKLUWHTE, MOcoYeHH B Touka 4.1: 1000 mg/200 mg Ha BcexH 8 yaca.

3a npodunakTHKa B XUpYprusara 3a npoueaypH ¢ NPOIB/DKHTENHOCT noa | yac,
npernopbuMdTenHaTa ao03a Meaoknas € ot 1000

mg/200 mg go 2000 mg/200 mg, NpHACKEHH
npy BbBEXAaHe B aHecTe3usTa (103u ot 2000
mg/200 mg morar ga c¢e MNOJy4aT Karo ce
M3110/13Ba anTepHaTUBHA ¢opma 3a
MHTPABEHO3HO MPHJIOXKEHHE HA aMOKCHLIWIHH/
K/1aByJIaHOBa KHCETHHA)

3a npoueaypH ¢ NPOAL/DKHTESHOCT Haa | uac
npenopbuMTenHara go3a Menoknas e or_1000
mg/200 mg ao 2000 mg/200 mg, npunoxenu
NpM BLBEXKAAHE B AHECTE3UATA, 3a€AHO C 10
TpH ao3u ot 1000 mg/200 mg 3a 24 yaca.

SICHUTE KIMHHYHH NPH3HALM 38 HHQEKLHA NpH
OnepaTHBHA HHTEPBECHLMA [le  €3MCKBAT
0o0H4YaeH KypC HHTPaBEHO3HO WIH
JIe€HHE NOCTONEPATHBHO.

Heya <40 kg
IlpenopBLYMTENHU AO3MK: o
o Leya na ev3pacm 3 meceya u nogeue: 25 mg/5 mg Ha KHJIOrpaM Ha Beekyl § Yaga




- Leya noo 3-meceuna ew3pacm uau ¢ mezno noo 4 kg: 25 mg/5 mg Ha KWnorpaM Ha BCEKH
12 yaca

Ilayuenmu ¢ cmapuecka gv3pacm
He ce curTa 3a HeoOX0nKHMa NpoMAHA Ha A03ATA.

bvbpeuno yspescoane

Kopekumsara Ha no3ara ce OCHOBABA HA MAKCHMAJTHUTE NPENOPBYUTENHY HUBA HA AMOKCHLIFITHH.
He e neo6xognumo agarrTHpaHe Ha 103aTa [PH NALMEHTH ¢ KpeaTHHHHOB knupbHC (CrCl) no-sucok
ot 30 ml/min.

Bv3pacmuu u deya > 40 kg

CrCl: 10-30 ml/min Hauanua posza ot 1000 mg/200 mg, a cnen Toa 500 mg/100
mg /1Ba ITbTH JHEBHO

CrCl <10 ml/min Hauanua posa or 1000 mg/200 mg, a cnen ToBa 500 mg/100
mg, NPWIOKEHA Ha BCCKH 24 Yaca

XeMoauaH3a Hauanua go3a or 1000 mg/200 mg, a cien Toea 500 mg/100

mg, NPUIOkKEHa Ha BcekH 24 yaca, umoc ao3a ot 500 mg/100
mg B Kpasd Ha JHANH3HATA NMpoueaypa (Thit KaTo ce HaMansBat
CepYMHHTE KOHLIEHTPALMH KaKTO Ha AMOKCHUW/IWH, TaKa 4 Ha
KJIABYJIAHOBATA KHCEJIHHA)

Heya < 40 kg

CrCl 10-30 ml/min 25 mg/5 mg/kg Ha Bceku 12 wyaca

CrCl <10 ml/min 25 mg/5 mg/kg Ha Bcexn 24 yaca

XeMOAHAITH3a 25 mg/5 mg/kg Ha BcekH 24 uaca rwmnoc go3a or 12,5 mg/2,5
mg/kg B kpas Ha Juanuzara (Tb¥ KaTro C€ HaMauaBar
CEpYMHHUTE KOHLICHTpAlMH KAKTO HA AMOKCHLIWIMH, TaKa H Ha
KJIABYJIAHOBATA KHCEIKHA)

Ueprnodpobro yepedcoane

Ho3zupaHero Tpa®Ba Aa ce M3BbPLIBA C BHAMAHHE M Oa C€ NpochensBa INEpPUOAUUHO
yepHoApoOHaTa (yHKUMS (BWOKTE TOMKH 4.3 U 4.4).

HauuH Ha NPHITOMECHHUEC
Meaoknas e MpEAHA3HaAYeH 3a HHTPABCHO3HO MNPHUITOXKCHHE.

Menoknas MOXxe Oa ce Mnpuiara Win 4pe3 6aBHa MHTPAaBEHO3HA HHJKEKUMA 3a nepHon or 3 Ao 4
MHHYTH CTPYHAHO BEHO3HO, WIH 4Ype3 KanKoBO NpWioKeHHe, HNH HHGY3HA 3a 30 00 40 MHUHYTH.

MeaokiiaB He € HOAXO0AAIR 38 HHTPAMYCKYJIHO NPHJIOMXKEHHE.

Ha nena Ha Bb3pacT noa 3 Mmecena Meaoknas TpuabBa na ce npunara caMo Kato BHPY3HS.
JleueHHeTo ¢ Mepoknas MOXe Jia 3aM04YHE C MPHJIAraHE Ha GopMa 3a HHTPABEHO3HO MPUIOKEHHE
M A& 3aBBpPLIK C NOAXOAALa GOpMa 33 NEPOPANTHO NPHIOKEHHUE, KOATO CE CHETE 3a NOAXOAALIS 33

CBOTBETHHA NALIHCHT.

3a yKka3aHHMs OTHOCHO pa3sTBAPAHETO H PpaspeXXAaHETO Ha JIEKapCTBECHHS NPOAYKT Npeau
NPUAOKEHHE BH)KTE TOUKa 6.6.

4.3 IIpoTEBOIOKAIANHAS

CBpBbX4YYyBCTBUTE/IHOCT KbM 8KTHBHOTO BEUIECTBO, KbM HAKONA OT NMEHHLMWIHH
OT NOMOLIHWTE BEWECTBA, H36poeHH B TOUKa 6.1.




AHamHe3a 32 Texka Obp3a peakuus HAa CBPbXYYBCTBHTENHOCT (Hanp. aHaduIakcMs) KbM ADPYT
Gera-1akTaMeH aHTHOHOTHK (KaTo LiedanocnopHH, kapbanenemM WiH MOHOOGaKTaM).

AHaMHe3a 32 CBBbP3aHA ¢ AMOKCHUMWIMH/K/IABYJAHORA KHCEJIHHA JKbJITEHHLA/HApYlIEeHa
yepHoapobHa ¢pyHKLHA (BDKTE TOUKA 4.8).

4.4 CnenHa1HA NpeAyNpexXIeHHs H NPeANa3HH MEPKH NpRH yonoTpeba

[Ipean 3anouBaHe Ha JICUECHHE ¢ AMOKCHLIWIHH/KNABY/NaHOBA KHCENMHa TpabBa Aa ce HanpaBH
BHUMATENHO H3CNe/(BAHE 33 MPECAMIIHM PEaKUMM HAa CBPBXYYBCTBHTEIHOCT KbM MEHHIIMWIHHH,
uedanocnopuHu Hau apyru 6era-nakraMHH aHTHOHOTHLM (BHXKTEe TOUKH 4.3 1 4.8).

CepHO3HH ¥ NOHAKOra (aTaJlHH peakliMH Ha CBPBbXYYBCTBUTENHOCT (BITIOUHTEIHO
aHa(PIIAKTOHAHH M TEXKH KOXKHH HEXXETaHH PeakiiH) ca cho01aBalH Npy NalHeHTH,

NEeKYBaHH ¢ NEHHUMWIMH. B1L3MOXHO € ChLIO peakUMHTE HA CBPBXYYBCTBHTENIHOCT Aa NPOTPecHpaT
Ao cueApoM Ha Kounis — cepro3Ha anepruyHa peakuus, KOATO MOXKe Aa J0BeAe A0 MH(QAPKT HA
MHoKapaa (Bx.JkTe To4ka 4.8). Tlo-BepodaTHO € TEe3H peakLMH Aa ce NOABAT NpPH NHLa ¢ aHaMHe3a
38 CBPBXUYBCTBHTCIIHOCT KbM MEHHLIWIHHH H MpH atonu4yHd auvua. IIpu nosiBa Ha anepruyHa
peaxkuus EYCHHETO C AMOKCHUWIHH/KNABYJIaHOBA KHCENTMHA TpadBa 1a ce MpeycTaHOBH M Ja ce
3AMOYHE MOAXOAN1IA ANTEPHATHBHA Tepanus.

Hma cnollueHds 3a €HTEPOKONMTEH CHHAPOM, NpPEAU3BHMKAH OT MpPHEM Ha JeKapcTBOTO (drug
induced enterocolitis syndrome - DIES), rnaBHo npu aeua, np¥ KOHTO C€ TmnpWiara
amokcHLMIuK/ KknaBynaHat (Buxre Touka 4.8). DIES e anepruuna peakuus ¢ BOAELI CHMITTOM
NpOAB/DKUTENHO NoBpbLiaHe (1 — 4 yaca ciien npueM Ha EKapCTBOTO) 6€3 anepruyHy KOXKHH HIH
pecnHpaTOpHH CHMITTOMH. JONMBNHUTENHH CHMITTOMH MoraT na Obpjaat Oonka B xopeMa, AHapH4,
XHMIMIOTOHHUA HIIH NIeBKOLMTO3a ¢ HeyTpodwing. FiMa Texku ciryuan, BKIIOYHTENHO € NIPorpecHs Ao
HIOK.

B ciryyail Ha MHQEKUHA, NPHYUHEHA OT MHKPOOPraHHM3bM(H) C I0KAa3aHA YYBCTBUTE/THOCT KbM
AMOKCHLUIWIHH, TpAOBa fa ce HMa npeBHA NPpeMHHABaHE OT AMOKCHLIWIHH/KJIaBY/1aHOBA KHCETHHA
Ha @8MOKCHLIWIHH B CLOTBETCTBHE C OPULIHATTHHTE PbKOBOJCTRA.

Ta3u popma Ha Meaoknas MOXE Aa HE € MOAXOAALIA 3a YNoTpeda, KoraTo € HaNHueH BUCOK PHCK
NpeanosjiaraeMyUTe NaTOreHM Ja ca C pe3HCTeHTHOCT KbM fOeTa-nakraMH¥ aHTHOHMOTHIH, KOATO He
ce meauHpa ot Gera-nakramasa, NojJaTIMBa Ha HHXHOHpaHe ¢ KaByJaHOBa KMceNWHA. Thif karo
He ca HanHuHH cneundHuHr naHHK 3a T>MIC, a naHHMTE 3a CpaBHHMHTE NEPOpaiHK GOpMH Ca
rpaHM4HH (De3 aMOKCHLUWIMH [OITBJIIHMTENHO), Ta3u (opMa He e noAXoAsdlla 3a JieYEeHHE Ha
NEeHHLUWIHH-PE3UCTEHTHH S. pneumoniae.

[Ipu nauueHTH ¢ yBpeacHa 0uOpeuna GyHKLUHMA WIM TaKHBa, NONY4YaBall# BHCOKH JO3H, MOXeE Ja
HACTBIMAT MbpPYOBE (BKTE TOUKA 4.8).

Ako ce noaosdpa HMHQEKUHMO3HA MOHOHYKIeo3a, TpAOea ja ce u30ArBa NpPHIOXKEHHE Ha
aMOKCHLIMJIMH/K/IaBYJITaHOBA KHCEJIHHa, Tbil KaTo mnpH ToBa 3abonsBane cnen ynorpeba Ha
aMOKCHUWIHH € HabiogaBaHa nosea Ha MopdunndopmeH obpHs.

Eﬂuospemeuﬂm [IPWIOKEHHE Ha aJICITYPHHON NO BpEME HA NCUHCHHE C AMOKCHRLIHWNIHH NOBHUILIABA
BEPOATHOCTTA 34 &JICPrHiHH KOXKHH PDEAKLIHH.

[MpoaerxurenHaTa ynorpeba MOXKe B OTHENMHH clydad Aa J0OBEAE A0 CBPb
HEYYBCTBUTE/IHH MUKPOOPraHH3MH.

[logpaTa B HA4YaIOTO HA JIEYEHHETO HA TPECKA C NEHEPANIM3HPaH €PHTEM, CBb
MOJKE [1a € CHMITTOM Ha OCTpa NeHEepand3MpaHa €K3aHTeMaTo3Ha mycrtynosa (O
4.8). Tazn peakuus W3KCKBa CrMpaHe Ha MemoknaB MU BCAKO MOCAeABallo !

AMOKCHLIHJTHH € MPOTHBONOKA3aHO. \\ =,
W




AMOKCHLIWTHH/K/ABY/IAHOBA KMCENIMHA TpaA0OBa fa ce M3MOJ3Ba ¢ BHHMAHWE MPH NALMEHTH C
NAHHH 33 YyepHOapoOHO yBpexaaHe (BikTe TOUkH 4.2, 4.3 1 4.8).

YepHonapobHu cpOMTHA ca cbOOILABAHM NpEeSHMHO NMPH MbXE M NPH NAlLMEHTH B CTapyecka
BL3pacT H MOXeE Aa C€ CBbPXKAT C NPOIL/DKMTENIHO JieueHHe. Te3u chOuTHa MHOro paako ca
¢bobllaBaHM nNpud geua. BbB BCHMKM TMOMyRalMM MPH3HALMTE H CHMITTOMHTE OOHKHOBEHO
HACTBIIBAT 110 BpEME Ha HIIM CKOPO ClIeA JICYCHHE, HO B HAKOHM CJIYYaH MOXE Ja He Ce H3ABAT 0
HAKOJIKO CEAMHLUH CJel CTHpaHe Ha nedyeHuero. Te obukHOBeHO ca ofpartumu. UepHoapobuure
CBOUTHA MOXE Ja ca TeXXKH H B M3KJIIOUMTENHO peiKky CTydan e ¢bobiapaH neraner usxoa. Te
[IOYTH BUHATH C€ U3ABABAT IPH MALMEHTU CbC CEPHO3HM CHITBTCTBALUM 3a60/IABaHHA WIH TaKHBA,
NpHeMallli eJHOBPEMEHHO JIEKAPCTBEHH NMPOAYKTH, 38 KOHTO € H3BECTHO, Y€ HUMAT MOTCHLMaN 3a
uepHOApOOHU CHOHTHA (BIDKTE TOUKA 4.8).

[Ipy nouTH BCHYKH aHTHOAKTEpHANHH areHTH ¢¢ cboblIaBa 32 CBBP3aH C AHTHOMOTHKA KOJIMT,
KOWTO MOxe Aa Oble OT NeK A0 XWBOTO3acTpaluaBall o TexkecT (BiXTe Touka 4.8). 3aTtoBa ¢
BaXKHO Ja C€ MMa NPeABHJ Ta3sH AWATHO3a NPH NallMEHTH, KOUTO ca ¢ AUapUs MO BPpEeMe Ha HWIIH
cnell NMPWIOKEHHE HA HAKAKBB AaHTHOHOTHK. AKO HACTBLIIH CBbpP3aH C AHTHOMOTHKA KOMHMT,
JIEYCHHETO C AaMOKCHULIM/IHH/KIaByIaHOBA KHCelHHA TpabBa He3zabaBHO Aa ce cnpe, Tpabea na ce
HANpaBH KOHCYNTALIMA C JieKap H Aa ce 3ano4He noaxonsaumo nedcHue. [Ipu TakaBa cHTyauus ca
NMPOTUBOIOKA3AHHM JICKAPCTBEHH MTPOIYKTH C aHTHIEPUCTANTHYHO AcCTBHE.

[Ipy MpOABIDKHTENHO JicueHHe Ce MPEnopbyBa NEPUOAHWYHA OLIEHKA HA OPraHHHTE W CUCTEMHHU
(G YHKLHH, BITIOYHTENHO Ha 6b0peuHara, yepHoApo6Ha M XeMONOeTHYHA (GYHKLIHH.

IIpn nauueHTH, nNomyyaBalld AMOKCHUWIMH/KJIABYJIAHOBA KHCENHHA, PAAKO ce cbobiaBa 3a
YABJDKaBaHE Ha MPOTPOMOHHOBOTO BpeMe. Korato eJHOBpeMEHHO ¢€ HA3HAYABAT AHTHKOAryJIaHTH
TpAOBa A4 ce¢ NpaBH NOAXOAALLO NpocaeaspaHe. Moxe na e HeobxoauMa KOpeKUMA B J03aTa Ha
NEPOPaANHUTE aHTHKOATYJIAHTH, 3a Aa C€ MOAIBbPKA MKENAaHOTO HUBO HA AHTHKOAryJauHs (BHXTe
TOYKH 4.5 u 4.8).

IMpu nauueHTH ¢ 6BOpeyHO yBpexKHaHe ce M3HCKBA KOpPHUrHpaHe Ha A03aTa B 3aBUCMMOCT OT
CTENEeHTa Ha YBpeXJaHeTo (BIKTe Touka 4.2).

[IpH mauMeHTH ¢ HaMAJIEHO OTHENAHE Ha YpHHAa MHOro pAiko € HabmozaBaHa KpHCTATYPHA
(BKIIOUMTENHO ocTpo 6bOpeyHo yBpexxaaHe), rMaBHO NpU NapeHTepanHo nedeHue. [To BpeMe Ha
NPUIAraHETO Ha BHCOKH JI03H aMOKCHLIWIHH C€ MPEnopbYBa NOAXBPKAHETO HA afAeKBaTEH MPHEM
HA TEYHOCTH K OTAENSHE Ha YPHHA ¢ 1IEN1 13 ¢€ HAMAIIM PHCKBT OT AMOKCHLIWIHHOBA KPUCTATYpHA.
[Ipy naLMeHTH ¢ KaTeThp B MUKOUYHUA MexXyp TpAOBA Ja e MpOBeKIa PeLOBEH BH3YaNneH KOHTPOJ
Ha MPOXOAHMOCTTA (BIDKTE TOYKH 4.8 1 4.9).

[lo BpeMe Ha neueHHe ¢ aMOKCHUMIUH TpaAbBa Ja ce M3MON3BAT €H3MMHH IJIIOKOOKCHIMEeHa3HH
METOAM TPU H3CICABAHMATAE 34 HAJIUUHE Ha 3axap B ypHHarTa nopaiu GaniuiMBo NOJOXKHTETHHTE
pe3yaTaTH, KOHTO MOXKE Ja HACTBHIVIT MPH HECHIHMHHTE METOIHKH.

Hanvuuero Ha knaBynaHOBa KHcenMHa B MepoknaB mMoxke na poBeae 1m0 HecneuMpH4HO
cebp3BaHe Ha IgG ¥ anbymMHH kbM memOpaHaTa Ha €pPUTPOUMTHTE, BOAECLIO A0 (anMBO
NONOXKHTENHH pe3yaTaTH npH Tecra Ha Coombs.

u——
L

HMa coOlLueHH s 33 NOJIOKHTENIHH PE3YNITATH IPH H3cieaBaHe, u3nonssaiuo Bio-Rad Laberatorre
Platelia Aspergillus EIA TecT nps naumesTH, nomy4aBalin aMHKCHUWIHH/KIaBy1aHg%aSUSEp ﬂﬂ,/;
KOHTO CNE€A TOB4 CE& OKa3Ba, 4ye HAMAT uUHpekuus c Aspergillus. Chobluenu / s Kphcaec g
peakuMn Mexay He- Aspergillus nonusaxapuamte ¥ nonudypaHosuaure 1 Bio-Kad' LahoPSones * \ °
Platelia Aspergillus EIA tect. CnenosaTenHo, NonoxHWTeNHHATE Pe3yJITATH OT : ce i 19, “',gj\




NaLUHeHTH, NOJyYaBalld aAMOKCHLIWIMH/KIABY/laHOBa KMCeNHMHa, TpabBa Ja ce HMHTEpNpeTHpar
BHHMATENHO H Ja Ce NMOTBEPAAT upes ApYTH AMArHOCTHYHH METOIH.

To3u nexkapcTBeH NpoAyXT cbAbpxka 62,9 mg (2,727 mmol) Hatpuii BbB BecekH ¢uiakoH. Topa
TpsOBa na ce MMa NpeaABUA NPH NALKHEHTH HA AHETA ¢ OrPAHHYEH NPHEM Ha HaTPHIA.

To3n nexapcreeH NpoXykT ceAbpxka 39,3 mg (1,009 mmol) kannit sLB Bcexu dmakoH. Topa

TpaOBa Ja ce MMa NMpeaBHI NPH NMaUMEHTH ¢ peayuMpaHa 6L0peyHa PyHKUMA WIH TIPH NALKUEHTH
Ha JUeTa ¢ OTPaHHYEH NPHEM Ha KaHii.

4.5 BaanMogeilicTBHEE ¢ APYTrH JIeKAPCTBEHHA NPOIYKTH B ApYrd GopMH HA B3aHMOJeHCTBHE

[lepopaiHH aHTHKOAIYNaHTH

[lepopanHuTe aHTUKOAryJnaHTH M aHTHOHOTHMLMTE OT IEHHUWIMHOBATa IPyna c¢a UIMPOKO
M3TIOJI3BAHK B NpaKkTHKaTa 6e3 choblueHus 3a B3aumoaeticteis. Brnpeku ToBa B TUTEpaTypara ca
HATHYHH CITy4ad HA MNOBHILIEHO MEXAYHApOAHO HOPMAJIM3HPEAHO CBHOTHOWEHHEe (international
normalised ratio - INR) npu naumeHTs Ha MOTHLPXKALLO JIEYEHHE ¢ ALIEHOKYMAPOJ WIH BapdapHH,
Ha KOHTO € Ha3HauyeH Kypc C aMOKCHUWIHH. AKO C€ Hajara CbBMECTHO MpHIOXKeHHe, TpaOBa
BHHMATEHO Ja ce NpOoCEAABaT NpOTPOMOMHOBOTO BPEME WM MEXIYHApOAHO HOPMATH3IUPaHO
cboTHoWIeHHe (international normalised ratio - INR) npu nobapaHe WM cnHpaHe Ha
aMOKCHUMIHH. OcBeH ToBa MOie aa ¢ HeobxoaMMa KOpeKUMA B 103aTa Ha TNEPOPaHMTE
AHTUKOATYNAHTH (BIKTE TOMKH 4.4 K 4.8).

MeroTpexcar
[TeHMUMAHHUTE MOraT Aa HAMAIAT EKCKpEeLMATZ Ha METOTPEKCaT, KOeTO MOXe Aa NoBeae A0

BB3IMOKHO NOBHIIICHHEC HA TOKCHYHOCTTA.

[Ipobene

CoBmecTHaTa ynotpeba ¢ npobGeHeuna He ce npenophusa. [IpobeHeuna Hamanssa 6n0peuHata
TyOy/IHa cekpelMa Ha aMOKCHUMIHH. CheMecTHaTa ynorpedba ¢ npobeHelna MoxXe Ja A0BEIE 10
NOBHIUIABAHE W YABDKABAHE HA HHBAaTa Ha AMOKCHLIAIMH B KPhBTA, HO HE H Ha KJIaBYJaHOBaTa
KHCEITHHA.

MuxodeHonar MobeTH

[Ipy naumedTH, npueMaiuy MHKkodeHonaT ™oderHn, ce cbobluaBsa 3a HaManABaHE Ha
Npeaao30BaTa KOHUEHTpauus Ha akTHBHHA Metabonur MmukodeHonoBa kucenuHa (M®K) ¢
npubnusurentno 50% caen 3anoysaHe Ha Ne4YEHHE C NEPOPANIEH AMOKCHIIWIHH TUIIOC KIaBylaHOBa
kucenuHa, IlpomsHara Ha NpeanoO30BOTO HHBO MOXKE fla He OTpa3dBa TOYHO NMPOMEHHTE B 0OllaTa
excriozuis Ha MOK. Ilopagu ToBa npoMsHa B fo3aTa Ha MukodeHonat MogeTw oOMKHOBEHO HE
e HeoOX0aHMa MpH JHNCca Ha KIHHHYHHM JaHHH 3a HapylueHa (pyHKUHMA Ha npucazkara. Bhnpekn
TOBa, TpAOBa Na Ce W3BLPIIBA BHHMATENHO KIHHHMHO NMPOCIENABaHe MO BpEME Ha ACYEHHETO C
KOMOMHALMATA U MAJIKO CIIE] 3aBbpLIBAHE HA AHTHOMOTHYHATA Tepanus.

4.6 DepTHAATET, bpeMeHHOCT H KbpMeEHe

bpeMeHHOCT

[IpoyyBaHHATa NpPH KMUBOTHH HE INOKA3RAT AUPEKTHH WM WHIAHPEKTHH BpeaHM ¢(QEeKTH 1o
OTHOLIEHHe Ha OpEeMECHHOCTTa, €MOpPHOHANTHOTO/(DETANIHO Ppa3BHTHE, pPAXKIZHETO WM
NOCTHATANHOTO pa3BHTHE (BHXKTE Touka 35.3). OrpaHdyeHHTe NAHHH OT NPWIOKEHHE Ha
AMOKCHUMNIMH/KNABYJIAHOBA KHCEJIHHA MO BpeMe Ha 6PEeMEHHOCT MPH XOpa HE NOKa3BALDOBHINeE

PMCK OT BpOACHM MandopMauMd. B eaHo mpoyuBaHe MpH XEHH C [PEeXKICBPEME ..~ VS 2
npeav TepMMHA Ha (QetasHata MemOpaHa € cBpObBlIeHO, Y& NpPOoPHIATHHHEIQR
AMOKCHLMIHH/KITABYJIAHOBA KHCENTHHA MOXE [1a C€ CBBPXE ¢ NOBHUICH PHCK O Wity ,.. _
€HTEPOKOJIMT NPH HOBOPOACHHTE, Ynorpedara no BpeMe Ha OpeMeHHOCT TpAd ‘ Ba ce 104 }a,.\
OCBEH aKO JIEKapAT He 1 CYeTe 3a ChLIECTBEHA. x\ _3,,-.,; AL
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KspMeHe

W nsere BeliecTBa ce eKCKPETHpAT B KbpMaTa (HHILO HE ce 3Hae 3a eeKTHTe Ha KIaByJIaHOBATa
KHCE/IHHE BLPXY KbpMaueTo). CrneaoBaTeNIHO MPH KbpMAaYeTa ca BLb3MOXKHH AHapHA M rbOHYHM
MHQEKLHMH Ha IMraBHLMTe 1 3aTOBa MOXeE [1a C€ HaloXH KbpMeHeTo Aa ce cripe. Tpabsa na ce uma
[MpeOBUA Bb3MOMKHOCTTA 38 CeHCHOWN3aLMa. AMOKCHLIWIMH/KaBy1aHOBa KHCeNWHa TpabBa aa ce
H3MOJ13BA MO BPEME Ha KbPMEHE CaMo CJiefl OLIEHKA Ha ChOTHOLIEHHETO PUCK/TION3A OT NEKyBalllMa
neKap.

4.7.  EdexTn BBpXY cnocobHOCTTA 32 modHpaHE B paboTa ¢ MAIMARH

He ca mpomexaanu npoyusaHus 3a edexrture BbpXy cnocobHoctra 3a modumpane u pabora c
MaillUHH. Bbrpekn ToBa MOXKe Aa Ce M3ABAT HEXENAHHW PeakUWd (HAMp. aNepruyHv peakLMH,
3aMasHOCT, I'bPUYOBE), KOUTO MOXKE [a TOBIHAAT BBPXY ¢nocoOHocTTa 3a wodupase U pabora ¢
MAIUKHH (BHOKTE TOUYKa 4.8).

4.8. HexelaHn JeKAPCTBEHA PeaKNHA

Hait-uecto cbobmaBaHHTe HexenaHH nekapctBeHH peakumd (HJIP) ca aunapuda, rapeHe M
NOBpBLIAHE.

HexenaHure JIeKapCTBEHH PpeaklMH, MOJyYeHH MO0 BpeMe Ha KIMHUYHHTE MpPOYYBaHHUA M OT
NOCTMAPKETHHIOBHA NMEPHO ¢ aMOKCHLIWIMH/KNaByJlaHOBA KHCeNHHa ca noapeaeHH no MedDRA

H Ca H3PCAECHH TO-40JTY.

3a ga ce KIaCH(pHUHpA HECTOTATA HA HEXKENaHWTE peakluMH € U3NON3BaHa cCle¢AHara
TEPMUHOJIOrNA:

MHuoro uectu (= 1/10)

Yectu (= 1/100 no < 1/10)

Heuectn (= 1/1000 po < 1/100)

Penkn (=1/10 000 no <1/1 000)

MHoro peaku (<1/10 000)

C HeM3BEeCTHA 4eCTOTA {OT HATMMHHUTE AAHHW HE MOXe Ja Obae HarmpaBeHa OLEHKA).

Hupexyuu u ungpecmayuu

KOXHO-TUraBHyHa KaHauao3a Yectn

CepbXxpacrex Ha HEUyBCTBHTENHH | C HEM3BECTHA YECTOTA
MHUKPOOPraHHU3MH

Hapywernus na xpvéma u Jzumqbnama cucmema

ObpatuMa JIEBKOTICHHS (skmoynTeENnHO | Penku

HEYTPONCHHKA )

TpombounroneHmns Penknu

ObpaTHMa arpaHyJOLUTO34 C HEeH3BECTHA yecToTa
XeMOJINTHYHA aHEMHKA C HeM3BECTHA YECTOTA

VianbkeHo  BpeMe  Ha  kbpBeHe M | C HeH3BeCTHa 4ecToTa
npoTpoMOHHOBO BpeMe!

10

Hapywenua na umynnama cucmema

AHIrHOHEBPOTHYEH OTOK C HeM3BECTHA YECTOTa
AHadpunakcHs C HeH3BEeCTHa 4ecToTa
CHHipoM, HanoaobsBall cepymHa bonect C HeH3BECTHA 4eCTOTa
AnepryyeH BacKyJIHT C Heu3BecTHaA yecTOTA
Hapywenua na nepsnama cucmema

3amMasHOCT HeuecTH

["naBobonue HeuecTH

'spuoBe’ C Heu3BeCTHA YE€CTOTA




AcenTH4yeH MEHHHTHT C HeH3BECTHA Y€CTOTa
Cvpoeunu napywenus

Cunapom Ha Kounis C Hew3BeCTHA YecToTa
CvOoeu napywenus

TpombGoduiebur’ Penxu
Cmomaiuno-ypesHu HapyuieHus

Juapus YectH

["apene Heuyectn

IloBpblIaHe Heuectn

HapyteHo xpaHocMHIaHe HedecTH
AHTHOHOTHYHO-CBBP38H KOMHUT’ C HeW3BECTHA Y4eCToTa
Exrepoxonured cuHHOpOM, npeausBuxaH ot | C HeM3BecTHA yecToTa
MPHEM Ha NEKapCTBOTO

OcTbp naHKpeaTHT C HeM3BECTHA YECTOTA
Xenamo-bunuapnu RQpyuenus

[Tosuienne Ha AST w/unu ALTS HeuectH

Xenatut® C HEM3BECTHA YeCTOTa
XonectaTHuHa XHITTEHHLA® C HeW3BECTHA YeCTOTa
Hapywenus na xoxcama u nookoosxcsama mvKaw

Koxxen obpup Heuecru

Copbex Heuectn

Yprukapus HeuectH

Epurema Myatudopme Penku

CuHapom Ha CTUBBHC-IDKOHCBH C HeH3BECTHA 4eCcTOTa
ToxcHuHa enuaepMaTHa HEKPOIH3a C Hen3BeCTHA YecTOoTa
Byno3eH eKCONHATHREH ACPMATHT C HeW3BecTHa 4ecToTa
OcTpa  reHepanHsMpaHa  ek3aHTeMaTo3Ha | C HEW3BeCTHA YECTOTa
nycrtynosa (OrEIN)°

JlexapcTtBeHa peakuus ¢ eo3uHopunus U | C HEH3BECTHA 4ECTOTA
cucteMHH cUMITToMHK (DRESS)

JIuneapHa IgA Gonect C Hen3BECTHA YeCTOTA

Hapywenus na nbpeyume u nuxousume nem

HUnrepcTulinaned Heppur C HeH3BECTHA 4ecTOoTa

Kpucranypus® (BxaouuTennHo octpo 6u6peuHo | C HeH3BECTHA HecToTa
| YBpexaaHe)

! Biskre Touka 4.4

2 Bwicre TOuKa 4.4

> Ha MSCTOTO HA WHXKEKTHpAHE.

4 BKJIIOUHTETHO NCEBAOMEMOPAHO3€EH KOJIMT ¥ XEMOparu4eH KoaHT (BIKTe Touka 4.4).

> Orfenssano e ymepeno nosuuieHHe Ha AST w/wiu ALT npM nauueHTH, JeKyBaHH
aHTHOHOTHILIM OT GeTa-NakTaMHKUA KJIac, HO 3HAYHMOCTTa Ha Te3H MPOMEHH He € U3BECTHA.

® Tean cLOUTHA ca OTOENA3AHH H C APYTH NEHHLMIHHH K LeDANOCTIOPHHH (BIOKTE TOYKa 4.4)
7 AKO HACTBIIH aNlepryyYeH ASPMATHT, JICUEHHETO TpaOBa Aa ce cripe (BHXKTE Touka 4.4)

8 Buxxre TOuKa 4.9

 BwxkrTe Touka 4.4

9 Busxcre Touku 4.3 1 4.4

CnofulaBaHe Ha NMOAO3UPAHU HEXKENAHWN PEAKLIHM
ChoflaBaHeTO Ha NOXO3WPAHH HEXENAHH peaklMM CleJ  pa3pelliaBaHe

JIEKAPCTBEHUA TMPONYKT € BaXHO. ToBa MNO3BOMABA Ja MNPOXBIDKH
CHOTHOLUEHHETO MOJI3a/PHCK 3a JIEKAPCTBEHHA TNPOAYKT. OT MeaMLIMHC
M3HCKBa Ja CbhOOWIABAT BCAKA MOJO3HPAHA HEXeJaHA peaxkiHd upe3 HALMOH{
¢pobLuaBaHe:

H3mrbHUTENIHA areHUMs 10 AEKApCTBaTa




ya. ,,JJamsaH ['pye” Ne 8
1303 Codun
Ten.: +359 2 890 3417

yebcaiiT: www.bda.bg

4.9 IIpenosnpane

CHMNTOMU

Moxe na ce M3SBAT FACTPOMHTECTHHAJIHH CHMITTOMH H HapylIeHHMsA, KakTO M HapylIeHMA Ha
BOAHO-€NEeKTpoIHTHHS OanaHc. HabmonaraHna ¢ cebp3aHa ¢ aMOKCHLIWIHH KPHCTATYPHA, KOATO B
HAKOH CITyuyad BOAH A0 OBbOpeyHa HeaOCTaTBMHOCT (BIDKTE TOUKa 4.4).

[Ipu nauueHTH ¢ 6BL0pedHa HEAOCTATHEYHOCT WIH TaKHBA, NMOJYYABaIUX BUCOKH JO3H, MOXeE Ja Ce
NPOSABAT 'bPUYOBE.

ChoblIeHO €, Ye aMOKCHIIMJIHH MOXC Ja NMPEeLMNHTHPa B YPHHApHUTE KATETPH, INIaBHO Cliel
HHTPABEHO3HO NpWIOXKEHHEe Ha BMCOKM 1034. Tpsabea na ce npaBH peAOBHA MpPOBEpKa Ha
NpPOXOOHMOCTTA (BHXKTE TOUKa 4.4).

JledyeHHe Ha HHTOKCHKALIHA
CToMalnHO-YPEBHHTE CHMITTOMM MoOrar aa 6baar JleKyBaHH CHMIITOMABTHYHO, KaTo ce OOBpHe

BHMMaHHWE HA BOOHO-EJIEKTPOJIMTHHA Ganawc.
AMOKCHLIMTHH MOXeE A4 C€ OTCTPaHH OT KPbBOOOPAIIIEHHETO Upe3 XEMOAHATH3A.

5. ®APMAKOJOIMYHH CBOHCTBA
S.1 ©apMAKOARHAMAYHEA CBOHCTBA

@apMakoTepaneBTHYHA rpyna: NeHUIWIHHU B KOMOHHALMA, BIJIIOYHTENHO HHXHOUTOPH Ha Oera-
nakramazara, ATC xoa: JO1CR02

MexaHH3BM Ha AeHCTBUE

AMOKCHUUHIIHH € TTOTYCHHTETHYEH NMEHHLUWIHH {bera-naktaMeH aHTUOMOTHK), KOATO MHXHOHpa
€MH WIH NOBEYe €H3MMH (YeCTO HapuuyaHH [ICHHUWIHH-cBbp3Bau nporennn, IICII) B
HUOCHHTETHYHHTE THTHILA HA NMENTHAOINIHKAHA Ha OaKTepHHTe, KOWTO € CHLIIECTBEH CTPYKTYPEH
KOMITOHEHT Ha KJIeTbYHAaTa CTeHa Ha OakrtepuMre. IIOTHCKAHETO HA CHMHTE3a HA NMENTHIOIVIMKAH
BOAH A0 OTcabBaHe Ha KNETHYHATA CTEHA, KOETO OOMKHOBEHO CE ClIeZIBa OT JIH3HPaHe H CMBPT Ha
KJIETKATA.

AMOKCHLIMNIHH € YyBCTBMTEICH Ha pa3srpaxaaHero oT Ocra-naktamasH, MPOH3BEXKIAHH OT
PE3UCTEHTHUTE OaKTepUH, U CHEeAOBaTeIHO CHEKTHPLT HAa AKTHBHOCT HA aAMOKCHLIWIMH
CAMOCTOATETHO He BKTIOYBE MUKPOOPraHHU3MH, KOHTO NPOU3BEKAAT TE3H EH3HMM.

KnasynaHoBaTta xkucenuna € Oera-nakraM ONM3BK NO CTPYKTYpa ¢ NEHHUMANHHTE. T HHakTHBMpa
HAKOH OT DeTa-nakTaMa3HUTE €H3IMMHM, KATO MO TO3H HAUWH NpPEJOTBPaTABa HHAKTHBHPAHETO Ha
aMOKCHUHWIMH. CaMOCTOATENHO KNaBYJNAHOBATA KHCENHHA HE NpPOABABA KIHMHHYMHO MNOJE3HO
aHTHOaKTEpHATHO ACHCTRUE.

Bpn3ka dapmakonuHamMuka-bapMakOKHHETHKA

Onpeaenaum ¢akrop 3a ePUKACHOCTTA HA AMOKCHLIMH C€ CYHTA BPEMETO HaAd MMHHMAaIHATA
UHXHOMTOpHA KOHUeHTpauua (T>MIC).

MexaHH3BLM Ha PE3IHCTCHTHOCT
IIBaTa OCHOBHH MCXaHH3IBMA HA PC3IHCTCHTHOCT KbM WOKCHLLHJ]HH/KJ]&BYJIB.HOBE KHCE/THHa C4a.

. HHakTuBHpaHe oT Te3d OakrepuanHu Oera-naktaMasu, KOUTO CaMH H
KIaBYJIAHOBATA KHCEJIHHA, BKIIOUYHTENHO Ki1ac B, C u D.

° [1peobpazyrane Ha IICI1, koeTo HamanaBa apMHUHKTETA HA AHTHOHOTHA

HenpoHuuaeMocTTa Ha Sakrepuute Win MexaHU3MHUTE Ha edIyKcHa nomMna
WIH [1a JonpuHecarT 3a HakTepHalHa pe3uCTEHTHOCT, INIABHO NpH [ paM-0TpHLE




KpUTHYHH rpaHHLIM HA YYBCTBUTENHOCT
['panpunMTe cTOMHOCTH 3a MIC Ha aMOKCHLMH/KIaBynaHOBa KHCENIMHA ce Te3H Ha Epponedckus

KOMUTET 3a OnpelensHe Ha aHTHMHMKpoOHata 4JyBCTBMTENHOCT (European (Committee on
Antimicrobial Susceptibility Testing (EUCAST)).

Mukpoopranuzsm I'paHn4HH CTORHOCTH 38 MYBCTBHTENIHOCT (pg/ml)
UyscTBUTENEH HurepmenuepeH Pe3ncreHTeH

Haemophilus influenzae' <] - > ]
Moraxella catarrhalis' <1 - > 1
Staphylococcus aureus’ <2 - > 2
Koarynaza-orpHuarensu <0,25 > 0,25
cTadUIOKOKH?
Enterococcus’ <4 8 > 8
Streptococcus A, B, C, G’ <0,25 - >{,25
Streptococcus pneumoniae | <0,5 1-2 > 2
Enterobacteriaceae'* - - > 8
['pam-oTpHLIaTENTHH <4 8 > 8
aHaepoOu'
['paM-nonoxHTeHH <4 8 > 8
aHaepoOu'
Hecpbp3anu ¢ mama | <2 4-8 > 8

| TpaHH4YHH CTOHHOCTH'
' CpoBlueHHTe CTOMHOCTH Ca 38 KOHLICHTpAaLM aMOKCHLWIMH. 3a LEJIHTE HA W3ITHTBAHETO 3a
YYBCTBHTETHOCT, KOHUCHTPAUMUTE Ha KIaBy1aHOBA KHCENNHaA ca GpuKkcHpaHH Ha 2 mg/l.
2 Cho6LIeHHTE CTOWHOCTH Ca 38 KOHLIEHTPAaLlMuA OKCALIWIHH.
3 Lludppure 3a rpaHHUHH CTOMHOCTY B TaGIHLATA C& OCHOBABAT HA MPAHHYHHTE CTOWHOCTH 38
aMITMLIUIMH.
4 I'pannunuTe cToiHOCTH npH R>8 mg/l noTebhpkaaBaT, 4e BCHUKM M30MATH C MEXAHH3MH 3a
PE3UCTEHTHOCT €a JOKIAABAHK KATO PE3HCTEHTHH.
3 'paHW4YHN CTOMHOCTH B TaONKLATA Ce OCHOBABAT HA MPAHHUHHUTE CTOMHOCTH 33
OEH3IWINEHULIHIIHH.

Pa3npocTpaHEHHETO Ha PE3HCTEHTHOCTTA 3a ONpe/IeNCHH 1IaMOBe MOXKE [1a BapHpa reorpadcku H
BLE BPEMETO, TIOPAZIM KOETO € XKENATEHO A& HMA PErHoHaNHa HHPOpMaLMA 3a Pe3HCTEHTHOCTTA,
0cobeHO NnpH neuyeHHe Ha TexkH HHekimn. Ilpu HeobxoammocT TpabBa aa ce ThPCH CBBET OT
€KCIEepPT, KOraTo PErHOHANHOTO pa3lpoCTpaHEHHE Ha PE3UCTEHTHOCT € TakoBa, Y€ nonsara OT
8KTHBHOTO BELLUECTBO € NOA BBIPOC MPH NMOHE HAKOH BUAOBE HHGPEKLHH.

Ob1yaiHO YYBCTBHTENIHH LLIAMOBE

Aepobnu I'paM-NoN0KUTETHH MUKPOOPraHH3IMH

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METHLWIHH-YYBCTBUTENHHA) £
Koaryna3za-oTpHuaTeIH cTapHnOKOKH (METHULMTHH-TYBCTBUTCITHH)
Streptococcus agalactiae

Streptococcus pneumoniae’

Streptococcus pyogenes n apyru 6eTa-XeMONNTHYHH CTPENMTOKOKH
Streptococcus viridans rpyna

Aepobuu I'paM-OTPHUATEIHH MHKPDOOPTaHH3MH
Actinobacillis actinomycetemcomitans

Capnocytophaga spp.
Eikenella corrodens
Haemophilus influenzaé®




Moraxella catarrhalis
Neisseria gonorrhoeae §
Pasteurella multocida

AHacpoOHH MHUKPOOPraHH3MH
Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.

LllamoBe, 38 KOUTO NPHACOHTATA PE3HCTEHTHOCT MOXE Ja € mpobneM

Aepobuu I'paM-NoNOKHUTENTHH MEKPOOPTraHH3MH
Enterococcus faecium $

AepobHH ["pam-oTpHUATENHIE MUKPOOPraHH3MH

Escherichia coli
Klebsiella oxytoca
Klebsiella pneumoniae
Proteus mirabilis
Proteus vulgaris

MHKpPOOPraHH3MH ¢ NPHCBILA PEIHCTEHTHOCT

Aepobuu ['pam-OTpHULIATENTHH MUKPOOPTraHU3MHM

Acinetobacter sp.

Citrobacter freundii
Enterobacter sp.

Legionella pneumophila
Morganella morganii
Providencia spp.
Pseudomonas sp.

Serratia sp.
Stenotrophomonas maltophilia

Hpyeu muxkpoopzanuzmu:
Chlamydia trachomatis
Chlamidophila pneumoniae
Chlamidophila psittaci
Coxiela burnetti
Mycoplasma pneumoniae

$ HopmanHOo ¢ yMepeHa YYBCTBHTEJIHOCT NpH OTCHCTBHE HA TPHAOOHT MeEXaHM3BM Ha
PE3HCTEHTHOCT.

£ BcHYKM  pPE3MCTEHTHM Ha  METHUWIMH  CTAQWIOKOKH €&  PEe3HCTEeHTHH  Ha
aMOKCHLHJIMH/KaBY/1aHOBa KHCEJIMHA.

§ DBcCUYKM IIAMOBE C PE3UCTEHTHOCT KbM AMOKCHIIMIM, KOATO HE € MeAWHpaHa or Oera-
JIAKTaMa3H, €& PE3UCTEHTHH HA aMOKCHLIWIIMH/ KJ1aBYJIAHOBA KHCENIHHA

! Streptococcus pneumoniae, KOHTO ¢a Pe3sHCTEHTHH Ha TIEHHLWIHH, He TpA6GBa fa ce NeKyBar ¢
TasH popma (BHXTE Touku 4.2 1 4.4),

? llamoBe ¢ HAMANEHA YyBCTBHTEIHOCT Ca AOKJIAJBAHH B HAKOM Abpxkasu Ha EC ¢ yecrora rno-
pHcoka ot 10%.

5.2 ©PapMaKOKHHETHYHHA CBONHCTBA

Abcopbius

[To-nomy ca npeacraBeHH (PapMAKOKHHETHUYHHTE Ppe3yJTaTH OT TMNpOy4B
aMOKCHLIMJIMH/KJIABYTAHOBA KHMCEJIMHA € NpWiaraH Ha Ipyna 37paBd Ac0
mg/100 mg unu xaro 1000 mg/200 mg, NnpuNoXKeHH KaTO HHTPABERO3HA HHXKE

Cpennu (+ SD) Ha papMakoKMHETHUHHTE NapaMeTpH




UNMPABEHO3KA URJCEKYUR BORYCHO

[punoxeHa no3a | AMOKCHLWIHH
ﬂOBa CpeJJ.HH T i (h) AUC O’TK]JPITO

MAKCHUMAJIHH (h.mg/1) KOJH4YECTBO B
CEePYMHH ypHHaTa
KOHLIEHTpaL1H (%, 0 mo 6 uaca)
(pg/ml)

AMX/CA 500 mg 32,2 1,07 25,5 66,5

500 mg/100 mg

AMX/CA 1000 mg | 105,4 0,9 76,3 77,4

1000 mg/200 mg

KnasynaHosa KucennHa

AMX/CA 100 10,5 1,12 9,2 46,0

500 mg/100 mg

AMX/CA 200 mg 28,5 0,9 27,9 63,8

1000 mg/200 mg

AMX — aMOKCHIIHIHH, CA — KJ1aBYNaHOBa KHCEIHHA

Pasnpenenenne

Okono 25% or ofmara maasMeHa kKiaByjiaHoBa KHceqMHa H 18% ot o0mms 1w1asMeH
AMOKCHLIWIIHH C€ CBBbP3Ba C nporeuHuTe. [elicTBUTENHUAT 00eM Ha pasnpeneneHue ¢ okono 0,3-
0,4 /kg 3a amoxkcHumIHH ¥ okono 0,2 I’kg 3a kiaBynaHoBaTa KHCENHHa.

Cnen MHTPaBEHO3HO MPWIOKEHHE, H AMOKCHLIWIHH, M KIaBYJIAHOBA KHCEJIHHA C€ OTKPHBAT B
KITbYHHA MeXYP, KOPEMHHTE ThbKAHH, KOKATA, MACTHATA ThKAH, MYCKYJIHATAa THKaH, CHHOBHAIHATA
M MIEPHTOHEAHA TEYHOCTH, HUTbYKATA H FHOWTA. AMOKCHLIWIHH He ce pa3fipeAeia JOCTATbYHO B
LiepeOpocnHHANIHATE TEUHOCT.

OT npoyuBaHUs ¢ XHBOTHM HAMA JaHHH H 33 ABAaTa KOMMNOHEHTA 34 3HAYMMO 3aJbLPXKaHE B
TBKAHHTE HAa MPOU3XOKIALL OT JICKAPCTBCHHA MPOOYKT MaTepHald. AMOKCHUWIHH nogoOHO Ha
MOBEYETO NMEHHULIWIHHK MOXE 1a ¢€ OTKpHE B KbpMaTa. ClieAy OT KIaByJIAHOBA KHCEJIHHA MOrar
CBLLO Aa C€ YCTAHOBAT B KbPMATA (BIKTE TOUKa 4.6).

JlokazaHO €, Y€ KAKTO AaMOKCHIWIMHBT, Taka M KJIABYJIAHOBATA KHCENMHa TMpPEMHHABAT
nnaueHTapHaTa Oapuepa (BHXKTE TO4YKA 4.6).

buorpancdopmatins

AMOKCHIIMJIMH YaCTHYHO C€ eKCKpeTHpa B YPHHATA KATO HEaKTHBHA MEHHLYUIOMHOBA KHCE/IHHA B
KONHYeCTBa, eKBUBaICHTHH Ha 10 10 25% ot HauanHara mposa. KnasynaHoOBaTa KHCENMHA
EKCTCH3UBHO ce MeTaGonu3upa fipu xopa M C¢ €JIMMMHUPA B YPHHATA M U3NPAKHCHUATA, H KATO
BBLIIEPOASH AHOKCHA B U3AHMILAHHA BB3OYX.

EnsMuHUpaHe
OCHOBHHMAT IThT HAa €JIMMHHUPAHE 38 aMOKCHLIWIHH € upe3 6bn0peunTe, 10KATO 3a KIABYJNaHOBATA
KHCEJIHHA TO € KakTo 4pe3 OndpeyeH, Taka u no HeOHBLOPEUEH MEXAHH3BM.

AMOKCHLIWIHH/KNaBYIaHOBA  KHCEJIMHA HMa CpelJeH EJIMMHHALMOHEH [OJYXKHBOT OT
NpUGH3KHTENHO €IHH Yac H cpeAcH obi KNHpbHC oT npubausuTenHo 25 /h npy 3apaBH NHuA.
[Ipubnusurenno 60 no 70% amokcuumnuH U npubnusurenHo 40 po 65% or
KHCENIMHA C€ €KCKPETHPAT HEMpOMEHEeHH B YpHHAaTa Mo BpeMe Ha mbpBUTE 6 h
NpWicKeHHe Ha aMOKCHLIMAKH/KaBynaHoBa kuceanHa 500 mg/100 mg unu 10
¢opmaTa Ha MHTpaBeHO3HA UHXKeKLMA 6onycHo. MHOXecTBO mpoyuBaHMA 1O




nepuo. B 4acTHOCT 3a K/1aBYNAHOBATA KMCCAHHA, HAl-rONIMOTO KOJIIMUECTBO OT JICKAPCTBEHHA
NPOAYKT Ceé eKCKpEeTHpa Npe3 MbpBUTE 2 Yaca cnes NpWIOKEHHe,

Ennospemennata ynorpeba Ha npobeHeumn 3abaBs eKcKpeLHMATa Ha aMOKCHLIWIHH, HO He 3abaps
61LOpeuHaTa eKCKpeLMa Ha KJIaBYJIAHOBATA KHCE/IHHA (BIKTE TouKa 4.5).

Brapact

EAMMHUHALIMOHHHAT TMOYXXHBOT Ha aMOKCHLWIMH € nogodbeH 3a geua Ha BB3pacT OT OKOJo 3
Meceua A0 2 rOAMHH, KAKTO M 3a MO-TOJIeMH JAelia U Bb3pacTHH. [Ipu MHOro Mankure peua
(BKIIOYHTEIHO TNpPEXAEBPEMEHHO POICHHM) Npe3 MbpBaTa CEAMHLA OT XHUBOTA HHTEPBATLT Ha
NPWIOKEHHE He TpAOBa Ja HaJBHILABA JBYKPATHO JHEBHO NPHICGKEHHE MOpaJHM HE3IPAIOCT Ha
6bOpeuHHTe MBETHILA 32 eTUMHHMpaHE. THH KaTO NALMEHTHTE B CTAPYECKA BB3PACT € NO-BEPOATHO
Aa ca ¢ HamayieHa 6b0peuHa PyHkuMA, H300pET Ha n03a TPAORA Aa cTABa BHHMATEIHO H MOXE a €
1OJIe3HO Ja ce npocneassa 6b0peyHaTa GyHKUHA.

bu6peutio yBpexaane
Ob1MAT cCepyMeH KIUPBHHC Ha AMOKCHLIWIIMH/KNABYIAHOBA KHCEIMHA HaMandBa NpoONnopLHUOHATHO

¢ otcnabpanero Ha 660peuHaTa pynkuma. HaManeHneTo Ha KITHPBHCA Ha TPOAYKTA € MO-H3Pa3eHo
3a aMOKCHLWIMH, OTKOJIKOTO 33 KIaBYJIAHOBATA KHCENHMHA, TbH KaT0 mno-rojsiMa 4acrt
aMOKCHLIMNMH Cc¢ ekckpeTHpa upe3 OnbpeueH mbT. 3aTtoBa mosute rnpu 6ubpeuHo yBpexnane
TpaOBa nAa NpodUNaKTHPAT IIPEKAJIEHO HATPYNBaHEe HA AMOKCHIUIMH JOKaTO MOAABbPKAT
AOCTAThYHH HHBA Ha K/1aByJ1aHOBATa KHCETHHA (BHXKTEe TO4Ka 4.2).

YepHo HO VB aHe
ITpu nauMeHTUTE ¢ YepHOAPOOHO yBpEKAaAHE A03MpaHeTO TpAbBa Ja ce M3BLPLIBA ¢ BHUMaHME, a

yepHoapoOHara pyHkuma TpabGBa na ce mpocneasBa Ha peAOBHH HHTEPBAIH.
5.3 [Ipeax1RBEA9HE JaHEA 32 Oe30macHOCT

HexnMHHYHMTE AaHHH He IOKa3BaT OCOOEH PUCK 3a Xopara Ha 6a3a Ha KOHBEHLMOHAITHMTE
dapMaKkONOrHYHH HINUTBAHHA 32 H€30MACHOCT, NEHOTOKCHYHOCT H PEMPOAYKTHBHA TOKCHYHOCT.
[IpoyuBaHust 3a TOKCHYHOCT ¢ MHOTOKpPAaTHa 1033 NPH Ky4YeTa ¢ aMOKCHLWJIHH/KNaBY/IaHOBA
KHCEJIHHA MOKA3BaT CTOMALIHO JApa3HeHe, MOBPbIUAHE U NPOMAHA B LIBETa Ha €3HKa.

He ca npoBexaaHH Npoy4BaHHUA 3a KAPLUHHOT€HHOCT C aMOKCHIIWIMH/K/IaByJIaHOBA KHCENTHHA WIH
C BCEKH OT KOMIIOHEHTHTE.

6. PAPMANEBTHYHH JAHHHA
6.1 Cnachk HA NOMONIHATE BEIIECTBA

Hsama

6.2 HeCcLBMEeCTAMOCTH

Tosn nexapcTBeH nNpoAYKT He TpabBa na ce cMecBa ¢ APYrH JIEKapCTBEHH NPOAYKTH, ¢
H3KJTIOYEHHE Ha NocoYeHUTe B Touka 6.6. Meaoknas He TpabBa faa ce cMecBa ¢ KPbBHH NPOAYKTH,
APYTH TEYHOCTH, ChABPIKALIN NMPOTEUHH KATO NPOTECHOBH XUAPOJIM3ATH WIH C JHNHAHH €MYJICHH
3a HHTPABEHO3HO MPHIIOKEHHE.

Ak0 Menoxias e HazHaueH eAHOBPEMEHHO ¢ AMHHOIIMKO3UAH, aHTHOHOTULIMTE He TpAbBa na ce
CMECBAT B CNPHHLIOBKA, KOHTEHHEPH ¢ MHTPAaBEHO3HH TE€YHOCTH WK B CHCTEMH, ThH KATO NpH
TAKKBA YC/IOBUA MOXKe Aa HACTBNK 3aryba Ha aKTMBHOCTTA Ha AMUHOTIMKO3M/A. —\
Mezaoxnae He TpabBa fa ce cMecBa ¢ HHPY3HOHHH Pa3TBOPH, KOUTO ChAbPKAT T
wiH Oukapbonar.

6.3 Cpox HA roasoCT




24 mecela
Ha ce u3non3ea He3abaBHO Cliel pa3TBapsHe.

6.4 Cnennanae ycli0BHS HA CLXPAHEHHE

Ja ce cexpaHaBa NMpH TeMmmepaTypa noA 25°C B OpHIrHHATHATA ONAKOBKA.
3a yCTOBHATA H8 CbXPAHEHHE CJIEl pa3TBAPAHE Ha JIEKAPCTBEHUS MPOAYKT BHKTE TOYKa 6.3.

6.5 Bua u chAbpxKAHHAE HA ONAKOBKATA

CroiuieH ¢nakoH ot crekino Tun II, 20 ml, 3aTBOopeHM ¢ rymMeHH 3amymankd H ATYMHHHEBH
oOKaTKy WK CHBa OTYYTIBallla ce AMYMHHHEBA KanayKa.
Hanuuuu ca onakoekH, ceabpxaiu 25 u 100 ¢pnakona.

He BcHukW BHAOBE ONakoBKH MOraT Aa ObAaT IycHaTH B npoaaxoa.
6.6 CnenHEanEHd NpeAna3HAE MepKH NIPH H3XBLpJuHe B paboTa

3a pa3TBapsaHe Aa ce ao6asar 20 ml Boaa 38 MHKEKLIHH.

Menoknae Tps20Ba Ja ce npuiara upe3 0aBHa MHTPABEHO3HA MHXKEKLIMA 3a NEPHOA OT TPH AO NET
MHHYTH H Ja ce M3noia3Ba B paMkuTe Ha 20 MuHHYTH cnej pasrBapsHe. Toll Moxke na O6bae
HIDKEKTHpPaH HPEKTHO BbB BEHAa WIH UPE3 KANKOBO MPHIIOXKEHHE,

AnrepHatuBHo, Menoknas Moxke na 6bae pa3TBOpEH BbB BOAA 3@ MHDKEKLMH, Pa3TBOP HA HaTPHEB
xnopun 0,9% wnu nakrateH pa3TBop Ha Punrep 3a uHTpaBeHO3Ha HHDY3HA.

bes 3abasane 1,2 g oT npuroTeeHuar pastBop Tpabsa ma ce mobGaBat kM 100 ml urdy3HoHHa
TEYHOCT (H3non3Baiikn MHHKCaAK WK Olopetka). UH}y3usTa Tpabea ga e ¢ npoasmkuTenHoct 30-
40 MHHYTH H [1a C€ NPUNOXKM B pAMKHTE Ha 4 yaca cnej pa3TBapaHE, AKO Pa3TBOPUTENAT € BOJA 3a
HIDKCKLIHH WM B paMKHTE Ha 3 4aca, aKo pa3TBOPHUTE/IAT € pa3TBop Ha Harpue xuopua 0,9% win
NaKTaTeH pa3TBop Ha Punrep. Besko ocraThyHO KonHuecTBO OT aHTHOMOTHKA TpaGBa fna Gwae
H3XBLPIIEHO.

Menoknae AeMOHCTPHpA NMO-HHUCKA CTeNneH Ha CTaGMNHOCT B HMHGY3IMH, CHABPKAILH INIIOKO3a,
JeKCTpaH unu 6UKkapboHar.

Ilopanm Ta3H NPpEYAEA NPHTOTBEHANT PA3TBOP He TPAOBA Ja ce cmMecBa ¢ noA06HHE HHOY3INH,
HO MOXe Ja 0bae NpHIokKeH KANKOBO 33 NePHOJ OT TPH X0 YeTHPH MAHYTH.

7. IPHTEXATEJ HA PAIPEIIEHHUETO 3A YIIOTPEBA
Medochemie Ltd, 1-10 Constantinoupoleos str., 3011 Limassol, Kumrnp
8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Per. Ne: 20080164

9. JATA HA ITbPBO PA3PEIIABAHE/ IIOAHOBABAHE HA PA3ZPEHNIEHHETO 3A
YHNOTPEBA

HJara Ha mLpBO paspewarane: 18 asryct 2008 r.
Hara Ha nocneaHo noaHosaeaHe: 04 Hoemapu 2013 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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