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i"."fll.-ill.-'rlil"ll s L L L P LN LYY PR T R g

AyrMenthr 875 mg/125 mg puwrmHpans TabneTku
Augmentin 875 mg/125 mg film-coated tablets

2. KAYECTBEH H KOJIMUECTBEH CHhCTAB

Bcaka punmupana Tabnerka cbABpKa aMOKCHUMNMH TpHxuApar (amoxicillin trihydrate),
€KBUBAJICHTEH Ha 875 mg amokcuuunuu (amoxicillin) 4 kanues knaBynanar (potassium clavulanate),
CKBHBAICHTEH Ha 125 mg xnaBynaHoBa kucenrHa (clavulanic acid).

3a MBbJIHHA CTHCHK HA MOMOUIHUTE BEIECTRA BHIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Dunmupada Tabnerxa. |

benu no nouru 6enu Tabnerku, ¢ dopma Ha Kancyna ¢ BaILOHaTO penedHo o3HaueHHe "AC" Ha aBere
CTPaHH H JIEJIUTENHA YepTa OT eiHaTa CTPaHa.

JlenuTenHata d4epTa € caMo 3a YISCHABAHE HA CYYNBAHETO ¢ LIC MO-TIECHO HOTTBINAHE, @ HE 3a Ja
pa3aensHe Ha paBHH OO3H.

4. KINHAYHH JAHHH
4.1 TepaneBTHUHH NOKA3aHHS

AYIrMEHTHH € NoKa3aH 3a JieYeHHe Ha ClIeAHHTe HHMEKLMH TIPH BL3PACTHH U Jeua (BX. Touku 4.2, 4.4
ui.1)

. OCThp OaKTepHANIeH CHHYUT (aJIeKBATHO IHATHOCTHI{HPAH)

OCTBP OTHT Ha CPEAROTO YXO

OCTp# eK3allepbali Ha XpOHHYEH OPOHXHT (aZleKBATHO AHATHOCTHLIBPAH)

MHEBMOHMS, NPUAOOHUTA B 00LIECTBOTO

LHUCTUT

nuenoHegpur

MH(EKLIMH HA KOXKATa H MEKHTE ThKAHH, MO-CNIELHATHO UETY/IHT, YXaNBaHHA OT XXMBOTHH,
TeXBK abclec Ha 30MTe ¢ paznpocTpaHABaL CE LETY/IHT

o MHPEKUHH Ha KOCTHTE H CTABHTE, MO-CIIELIMATHO OCTEOMHEJIHT.

Tpabea na ce 06bpHE BHHMaHHE Ha ODHULIMANIHHTE YKA3AHKA 32 [IPaBHIHA ynoTpeba Ha
aHTUOAKTEPHATTHHTE CPE/ICTRA.

4.2 103MpoOBKA H HAYHH HA NPHNOKEHHE

ﬂOBHQDBKa

JIO3HpOBKHTE ca npelcTaBeHn ChOOPa3HO ChABPKAHHETO HAa AMOKCHLIMIIMH/KITABY/IAHOBA KUCE/IMHA, C
W3KITIOYCHHE Ha CIIy4aHTe, KOraTo J03MTe ¢a JAACHH MO OTHOWIEHHE Ha OTAECTHATA ChCTABKA.

3a u3bopa Ha no3aTa HA AYTMEHTHH 3a JIEUEHHE Ha OTAEIHAaTa HHpEKLMA TpabBea aa ce v




. OYaKBAHUTE NMAaTOrCHH ¥ BEPOATHATA UM YYBCTBHTEIIHOCT KbM aHTUDAKTEPHAIHH CPEeACTBA
(Bx. TOuka 4.4)

. TEXKECTTA H MACTOTO HA HHpeKLHATA

o BB3PACTTa, TENECHOTO Terno H 6u0peunHara GpyHKLMA Ha NaLlMeHTa, KaKTO € MOCOUYSHO MO-A07y.

¥norpebara Ha anTepHaTHBHH (OpMH Ha AYrMEHTHH (Hanp. TAKMBA, OCHIYPABAILH MO-BUCOKH JI03H
HA AMOKCHILIM/IHH H/MJTH PAa3IHYHH CLOTHOLIEHHS HA AMOKCHIMIHMH KbM KJIABY/IAHOBA KHCE/THHA)
TpsabBa 12 Ce HMA NpeBHA crope HeoGXOAUMMOCTTA (BXK. TOUKH 4.4 1 5.1).

[Ipn BB3pacTHH K Acua = 40 kg Ta3u dopma Ha AyrMeHTHH OCHIypaBa 061a AHEBHA 1033 OT

1 750 mg aMOKCHUMNHKE/250 mg KaBy/laHOBA KHCEJIHHA TIPH AO3HPaHE ABa ITETH AHEBHO H 2 625 mg
aMOKCHUWIHH/375 mg XNaByNnaHOBA KUCENHHA NPH JO3MUPAHE TPH TBTH JHEBHO, KOTATO Ce MpHara,
KaKTo € npenopbyano mo-noay. [Ipu acua < 40 kg rasu dopma Ha AyrMEHTHH OCUIypABa
MaKCHAMaJiHa qHeBHA no3a oT 1 000-2 800 mg amokcHipunH/ 143-400 mg KnapynaHOBa KUCEAUHA,
KOTaTo €€ Npujiara, KakTo ce npenopbysa Mo-a0iay. AKO ¢¢ cUeTe, 4e € HeoOXxoauMa Mmo-BMcoKa
AHEBHA 1032 Ha aMOKCHLIMIIHH, ce npenopbhuea H200p Ha Apyra popma Ha AYrMeHTHH, 34 [1a €

M30ErHe nNpHnaraHe Ha HEHYXHO BUCOKH AHEBHH 03U Ha KJIaBYJIAHOBA KHCENHHA (BX. ToukH 4.4 1
3.1).

[Tpoak/oKHTERHOCTTA Ha NeYeHHeTOo TpAbBa Ja ce onpeaeny OT NORIMABAHETO Ha nauHenTa. Hakou
MH(EKLHH (Halp. OCTEOMHENHT) U3UCKBAT MO-TOJIAMA NPOABL/LKHTEIHOCT Ha JiedeHHeTo. JleueHueTo
He TpA0Ba na npoxb/mkasa noeeue or 14 auu Ge3 noBTopeH npernea (BkK. ToUka 4.4 OTHOCHO
NPOABLDKHTENHA Tepanys).

Bwvspacmuu u oeya > 40 kg

[IpenopBbUHTENHN AO3M:

. CTaHAapTHa R03a (332 BCHYKHU nokasanus). 875 mg/125 mg ABa MLTH JHEBHO;

. Mo-BHCOKA A03a (0c00eHO 3a HH}EKLHHA KaTO OTHT Ha CPEAHOTO YXO, CHHYHT, HH(EKLIMU Ha
AOJIHUTE AHXATEITHH ITbTHINA B HHPEKUHH HA MMKOYHHTE MbTHIA): 875 mg/125 mg Tpu nbTH
JHEBHO.

Heya < 40 kg

Heuara Moxe na ce neKkyBar ¢ AyrMeHTHH TableTKH, CYCIEH3HH HH NEHaTPHUHH CalleTa.
[IpeopBYHTENHH JO3M:

. 25 mg/3,6 mg/kg/nen no 45 mg/6,4 mg/kg/nen, pazaeneHH Ha JiBe OTAEIHH JO3H;

¢ no 70 mg/10 mg/kg/nen, paznencHn Ha NBe OTACIHH JO3H MOXKE Aa ¢€ OOMHCAT 32

MPHACKESHUE NPH HAKON MHDEKLMHU (HANpUMeEp TNPH OTHT HA CPEAHOTO YXO, CHHYHT H
HH(MEKLMH Ha NOJHHTE JHXATENHH THTHING).

Tw# kaTo TAONETKHTE He MOTAT Aa ce pa3AesiiT, AelaTa ¢ TENECHO TErio No-Malko oT 25 kg He Tpabsa
Aa Ce JIeKyBaT ¢ AYTMEHTHH TabieTky.

TabGnunara no-nommy npeacrapg noaydeHaTa nosa (mg/kg/TeecHo Terno) npu Aeua ¢ Terno -
40 kg cnex npueM Ha enHa Tabnetka or 875 mg/125 mg. R, N




T

IIpenoprunTensa
TenecHo Terno [kg] 4 1 3 | 30 2 Eﬂ::.gca;;l r;ﬂ;l] [(r:ik :
no-rope)

AMOKcHUMNMH [mg/kg TemecHo 12.5 -225

TErN0] 3a €XHOKPaTHa 1032 21,9 | 25,0 | 29,2 | 35,0 ( ﬂ(; 35) ,

(1 dunmMupaHa TabneTka)

Knasynanosa kucenuna [mg/kg 1.8 _3.2
TENECHO TETNI0) 3a eAHOKpaTHA 3,1 | 3,6 | 42 | 50 ( ,II:D 5) ’
no3a (1 dunvupana Tabnerxa)

Heua ¢ Tenecyo Terno non 25 kg 3a npeanountane TpAGBa Aa ce IeKyBaT ¢ AyrMEHTHH CyCNeH3Hs
W/IH NeAHaTPUMHH callleTa.

He ca HaJIM4HH KIIHHHYHA JaHHH 33 NIpHIoKeHHe Ha 7:1 popMUTE HA AYrMEHTHH B I03H, MO-BHCOKH
ot 45 mg/6,4 mg/kg/nHeBHO NpH neua nox 2 roAuHuU.

HaMa KnMHMYHH NaHHH 3a npuioxeHde Ha 7:1 GpopMuTe Ha AYrMEHTHH NMPH Aeua Ha Bb3pacT NoJ
2 mecena. [IpenopbkH 3a [O3HPaHe NPH Ta3K BB3PACTORA IPyNa HE MOraT Aa 6baaT HanpaBeHH!.

Hayuenmu ¢ cmapuecka sv3pacm

He ce Hanara xopurupane Ha go3ara.

Bvbpeuno yapexcoane

He ce Hanara kopurupaHe Ha Ao3aTa MpH NaLHEHTH ¢ kpeaTHHAHOB KIHPBHC (CrCl) Haa 30 ml/min.
IIpy naumeHT! ¢ KpeaTHHUHOB KIUpBHE noa 30 ml/min, He ce NpenopbUYBa NPHJIOKEHHE HA POpMHTE
Ha AYTMEHTHH CBC ChOTHOLIECHUE Ha AaMOKCHLUAINH KbM KIABY/IAHOBATA KHCENHHA 7:1, ThH KaTO HAMa
HATUYHH IPENOPHKH 32 KOPUTrHpaHe Ha A03aTa.

Heprnodpobro yepesicoane

Tpabea na ce no3Hpa BHUMATENHO U PEIOBHO A4 C€ NMPOCAEAABa YepHOAPoSHaTa GYHKUMA (BXK. TOYKH
4.3 u4.4).

Hauuy Ha npUaoxXeHHe
AyTMEHTHH € 3a epOPalTHO NPHICIKEHHE.

AyrMeHTUH Tpa6Ba 1a ce npHeMa 1o BpeMe Ha XPaHEHe, 3a CBEXKAAaHE 10 MHHHUMYM Ha Bb3MOXKHATA
CTOMALIHO-YPEBHA HENOHOCHMOCT.

JledueHueTo MoXe Aa 3ano4uHe napeHTepanHo B choTBeTcTBHE ¢ KXIT Ha mHTpaseHosHuTe (i.v.) Gopmu
M 12 C€ NPOABLIDKH ¢ NnepopaliHa ¢opMma.

4.3 IlporHBOmOKA3ZANUYA

CBPBXYYBCTBHTENHOCT KbM aKTHBHHUTE BEIECTBA, KM KOHTO W 1a € OT MEHHLIMWHHTE
HAKOE OT NOMOIIHHUTE BELIECTBA, H30POEHH B TOUKA 6.1.




AHaMHe3a 3a Texkka He3a0aBHa peaKiiHsd Ha CBPBXYYBCTBHUTEIHOCT (HAMp. aHAQHIAKCHs) KbM ApPYT
Oera-naxkrameH nponayxT (Hanp. uedanocnopuy, kapdaneHeM UiTH MoHobaKTaM).

AHaMHe3a 3a KBITEeHULA/ 9epHOAPOOHO YBpeX/1aHe, IHDKALIH e Ha aMOKCHLIHJIMH/KJIaByNlaHOBa
KUcenuHa (BX. Touka 4.8).

4.4 CoeunainA npeaynpexIeHRA U NPCANAIHA MEPKHE NpH ynoTpeda

[Ipenmn 3anoysane Ha IeueHHE C AMOKCHLIMIHH/KTaBYIAHOBA KHCEJIMHA, TALMEHTHT TpabBa 1a ce
pa3nuTa BHUMATEJIHO MO OTHOLIEHHME HA MPEJHIIHH PEaKLMH HA CBPBXYYBCTBHUTEIHOCT KbM
NEHULHAHHHK, NePanocnopHHH WIH ApyrH Oera-TakTaMHH TIPOAYKTH (BXK. ToUkH 4.3 1 4.8).

CeprosHu ¥ nonskora gatagHu peakuMH Ha CBPBXYYBCTBHTENHOCT (BKIIOYHTENHO AHAPUNIAKTOHIHH
M TeKKH KOXKHHM HEXKEAHH peakliii) ca cho0LIaBaHM NPH NALHMEHTH, JICKYBAHH C NEHULIHIIUH.
BB3MOKHO € CB1II0 peakLIHUTE Ha CBPBXYYBCTBHTENHOCT Aa NporpecHpar 20 cHHApoM Ha Kounis —
CEPHO3Ha allepPruyHa peakiLs, KOATO MOKE Aa A0BeAe 10 UHPapKT Ha MHOKapaa (Bx. Touka 4.8).
I1o-BepOATHO € Te3u peaKLUy Ja Ce MOABAT NP JIHLA ¢ AaHAMHE3A 33 CBPBXYYBCTBHTETHOCT KbM
NEHHULIIWH HWIH NPH aTonu4yHH JTHUA. MMa cbo0ieHns 3a eHTepOKONUTEH CHHAPOM, NPEAU3BHKAH OT
npyHeM Ha nekapeTeoro (drug induced enterocolitis syndrome — DIES), rnaBHO IpH Aeua, NpH KOHTO
CE NpHiiara aMOKCHIHIHH/KIaBy1aHOBA KHCeMHHA (BXK. Touka 4.8). DIES ¢ anepriuuna peakums ¢
BOACLI CHMITTOM TPOABIKUATENIHO NOBpbINaHe {1 - 4 yaca crien NpHWIokKeHHE HA IEKApCTBOTO) O3
ANCPrUYHY KOXKHH MK PECIHPATOPHH CUMOTOMH. JIONBbJIHUTENHH CHMITOMHA Morat f1a Obaar 6oJka B
KOpeMa, THapHa, XHMOTOHKA HITH NIEBKOUHTO3a ¢ HeyTpodmunusa. iMa TelkkH CyuaH, BKIIIOYHTETHO C
_nporpecud 1o uok. IIpu nosea Ha ajiepruuHa peakius JEYEHHETO ¢ AaMOKCHIIHIMH/KNaBy/IaHOBA
KHCeNIHHA TpA0Ba Aa ce MpeyCTaHOBH H [ C€ HA3HAYH NOAXO/AINA ATTEPHATHBHA TEPanHs.

B cny4aif 4e ce nokaxe, ye MHQEKLUMATA Ce Tb/DKH HA AMOKCHLIWIHH-YYBCTBHTETHH
MHKPOOPraHH3MH, TpadBa fa ce 06¢hAM NpeMHHABaHE OT aMOKCHUMIME/KIIaBYJIAHOBA KHCETMHA Ha
AMOKCHLH/IHH B CHOTBETCTBHE C OHLIHANHHTE YKa3aHHA.

Ynotpebata Ha Ta3u dopma Ha AYrMEHTHH He € TOIXOAALIA, KOTaTo € HAMHIIE BUCOK PHCK
NpeaAno/iaraCMUTe NATOreHH Aa ¢a ¢ PE3UCTEHTHOCT KbM O€Ta-1aKTaMHH NMPOAYKTH, KOSATO HE €
MeaHHpaHa OT OeTa-lakTamasd, YyBCTBUTEIIHH Ha HHXHOUpPAHE OT KIaBy1aHOBA KMCeNlnHa. Tasu

¢opma He TpsOBa na ce U3NON3Ba 32 JIeYEHHE Ha [ICHHLIWIHH-PE3UCTEHTHH S. preumoniae.

Ilpu naKeHTH ¢ yBpenena 6u0peuna GyHKUMA WK TIPK TAKABA, MPHEMALLA BHCOKH JA03H, MOXE Ja Ce
OABAT MbPUOBE (BXK. ToUuka 4.8).

JleueHHETO ¢ aMOKCHLIMNHME/KIIABYIAHOBA KHCENKHA TPAOBa 1a ce H3barsa Mpu ChbMHEHHE 3a

HH(pEKIMO3HA MOHOHYKJIC03a, Thil KaTO MPH ToBa 3300JIABAHE CNEA NPHICKEHHE Ha AMOKCHIIHITHH €
HabnronaBaHa noseara Ha MopGHIHGOpMEH OOpHB.

EnHoBpemenna ynotpeba Ha aloNypHHOI [0 BpeMe Ha IEUEHHE ¢ AMOKCHLIHIHH MOXeE J1a YBETHUH
BEPOATHOCTTA 334 ANCPrUYHH PEaklHH OT CTPAHA HA KOJKATA.

MpoanmxkuTenHaTa ynotpefa MOHAKOra MOXKE /12 JOBEE IO CBPBXPACTEX Ha HEUYBCTBUTENIHH
MHKPOOPTaHH3MH.

[losBara Ha CHIHO 3auepBeH reHepaNH3upal epUTeEM, CHIIPOBOJCH OT NMyCTYJIa, B HAYaI0TO Ha

Touka 4.8). TasH peakia Hajmara CiHpaHe Ha JIEYEHHETO ¢ AYTMEHTHH ¥ € NPOTH
nocneasalll IPHEM Ha aMOKCHLIMJIHH.



AMOKCHUMIHH/KJIaBY/IAHOBA KHCENNHA TPAOBa Aa ce npuiara BHUMATENHO MpH MAaLMEeHTH C JaHHH 3a
YepHOAPOOHO yBpexaane (Bx. Touku 4.2, 4.3 u 4.8).

Cv0OuTHA OT cTpaHa Ha YepHus Apob ca choGIIABaRH NPEAHMHO NP MBXKE H [PH MALHEHTH B
CTap4ecka Bb3pacT, H MOXKE Ja Ca CBbp3aHH ¢ IPOJB/DKUTEIHO JicdeHHe. Te3n CbOHTHA Ca
CHLOOIIABAHM MHOTO PAAKO NpH Aeua. [IpH BCHYKH NOMyAaLiH, MPH3HALIMTE H CHMIOTOMHTE
0OMKHOBEHO ce HabIoaRaT (O BpeMe Ha WIH MAJIKO Clie]l ICUYEHHE, HO B HAKOH CIIy9ad MOXE AA HE
Ce H3ABAT O HAKOJIKO CEAMHLIM ClIe]| IPeyCTAHOBABAHE Ha NieYeHHeTo. Te3n cxOMTHS OOHKHOBEHO Ca
obparuMi. HepHoapoOHHTe CBOHTHS MOXKE [a Ca TEXKH U B H3KIIOMHTENHO PEAKH CJIyUYaH ca
AOKNAABAaHN CMBPTHH CITy4aH. Te3u CbOMTHA NOYTH BUHATH ¢4 HaDMIOAABAHA NIPH NALIHEHTH CHC
CEPHO3HO NOAJNIeKALNO 3a00NABaHE WM MPHEMALIH ¢ THOBPEMEHHO JICKAPCTBA, 34 KOMTO € H3BECTHO,
Yye UMAT NOTEeH1HA) 32 YePHOAPOOHK edexTH (BX. TouKa 4.8).

Konur, cBLpP3aH ¢ NpUnoKeHHeTo Ha aHTHOHOTHLH, € CLOOLIABAH MPH MOUTH BCHYKH
aHTHOAKTEPHAITHH NPOAYKTH, BKIIOUHTENHO NPH aMOKCHLIKWNHH H MOXE [1a BAPHPA 110 TEXECT OT JIEK
IO XXMBOTO3acTpawmasay (8. Touka 4.8). [1o Ta3zu npyunHa, Npy HALKWEHTH ¢ AHAPHA TIO BPEME Ha
WIH CIIE/] NEYeHHe ¢ aHTHOHOTHILMN, € BayKHO Ja Ce MMa NPEABH] Ta3H AHATHO3a. AKO C€ MOABH KOJIHT,
CBBP3aH C MPHWIOKEHHETO HA AaHTHOHOTHILIM, NEYECHHETO ¢ AMOKCHLIMJIMH/KJIaBYJIaHOBA KHCE/IHHA
He3abaBHO TPAOBa Ja ce NPEYCTAHOBH, A3 CE HAMPABU KOHCYITAUMS ¢ AeKap W Aa ce 3anoute
NOAXOAAUIO NeUeHHe. B TO3u cayyait ca mpoTHBONOKAa3aHH AHTHIICPHCTANITHYHH JIEKAPCTBEHH

MPOAYKTH.

[To BpeMe Ha NPOABIDKATENHO IEYEHHE € NMPENOPBLYHTENHO [EPHOIHYHO /1A CE OLECHABAT OPraHHHTE M
CHCTEMHM QYHKLINH, BKIIOYHATETHO OBOpeYHaTa, YepHOAPOOHATA H XEMONIOETHYHATA PYHKLHS.

CroGuiaBany ca peakH Cllydad Ha yOB/DKaBaHe Ha MPOTPOMOMHOBOTO BpEME MPH MaLHEHTH,
NEKYBaHH ¢ AMOKCHLIMTHH/KITaBY/IaHOBA KHCeNHHA. [IpH eTHOBpEeMEHHO NPHITOKEHHE C
AHTHKOAryJlaHTH Ce Hasara NoAXoAsHno npocineassanHe. Moxe 1a e HeoOxoauMOe KOpHIHpaHE Ha
N03aTa Ha MEPOPATHHTE AHTHKOArYJIaHTH 34 MOAABPIKAHE HA KEAHOTO HHBO HAa AHTHKOAryJauus (Bx.
To4kH 4.5 u 4.8).

[Tpu naupenTH ¢ GuOpeuHo yepexaane nosara Tpadsa ga ce KOPUTHpa B 3aBACAMOCT OT CTENEHTA Ha
YBpE)KAaHETO (BK. Touka 4.2).

Ilpu nalMeHTH ¢ HaManeHo OTAENSHE HA YPHHA MHOTO PAJKO € HAOMOAABAHA KPHCTATYPHA
(BKJIIOUHMTENHO ocTpo 61:0peuHo yBpekaaHe), rnaBHO NpH napeHTepanto geyesnue. Ilo Bpeme Ha
NMPHIAraHeTO Ha BUCOKH JI03H aMOKCHLWIHH C€ NIPENnopbyBa NOAABPKAHE HA JOCTATBYCH NPHEM Ha
TEYHOCTH H OTACIAHE HA YPHHA, C Lie/1 Aa C€ HAMAJI PHCKBT OT aMOKCHLIMJIMHOBA KpHcTanypus. [Ipu
NalHCHTH ¢ KaTeTLP B MUKOYHHA MeXyp TpAOBa 1a ce npoBexkAa pSAOBEH BH3YAIICH KOHTPOJ Ha
NPOXOAUMOCTTA (B3K. TOYKH 4.8 u 4.9).

I1o BpeMe Ha neyeHne ¢ aMOKCHLIIHH TpAOBa a2 ce H3MON3BAT €H3HMHH IITIOKO300KCHAa3HH METOAH
MpH U3C/ICBAHE 32 HATHUHE Ha IMIIOKO3a B YPHHATA, ThH KaTO C HEEH3HMHH METOLH MOXE Ja ce
MoJy4yar GaniuHBo NOJIOKHTEITHH Pe3y/ITATH.

HanwuueTo Ha KN1aBYJIAHOBA KUCEJIHHA B AYTMEHTHH MOXe Ja MPHYHHH HecneuﬂllJH‘IHO CBBbP3BaHC
Ha IgG U anbGyMuna c MeMOpaHHTE Ha YepBEHUTE KPLBHH KJIETKH, BOAELLO 10 (aniuHeo

nonoKHTeneH rect Ha Kymbc.

Hma c1h0oOIEHHA 32 MOJNIOKHTENHH Pe3yaTaTH OT TeCTa, NPH u3noassaHe Ha Platelia Aspe
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Rad Laboratories. CneaoBaresiHo NonoxHTENHH PE3YITATH OT TECTA NPH MALHEHTH, PUEMALIH
aMOKCHLIHIHH/KJIaBYJIAHOBA KHCENHWHA, TPAOBA Na 6bAaT TEIKYBAaHH BHHMATEHO H J1a c€ MOTBbLPAAT
qpe3 APYr# JHATHOCTHYHH METOAM.

Tosa nexapcTso chabpka no-Manko ot 1 mmol HaTphit (23 mg) Ha TaGneTka, T.6. MOXE 2ia Ce KAKE,
4ye NPAKTHYECKH He ChABPKA HATPHIA.

4.5 BaaumogeiicTBHe ¢ APYTH JeKApCTBeHH NPOAYKTH A Apyrd GopMA Ha B3aHMoAelHCTBHe
I1 JIHA aHTHKOAryJIaHTH

[lepopanuuTe aHTHKOATYAAHTH W NEHHLIWINHOBUTE aHTHOHMOTHLIM Ca H3MON3BAHK LUMPOKO B
MpakTHKaTa 6¢3 chobiIeH s 3a B3auMoncicTere. Bhnpeku TOBa, B IMTEpaTYpaTa MM OTTHCAHH
CJIY4aH Ha NMOBHLICHO MEXIAYHAPOAHO HOPMaIH3HpaHO choTHOLUeHHE (INR) npy nauMeHTH Ha
MOAABPXKALIO NEYSHHE C aLIEHOKYMApOJT WIH BappapHH U HA3HAYECHO JIEYEHHE ¢ AMOKCHLHINH. [IpH
HeOOXOMMOCT OT EAHOBPEMEHHO MPHAOKEHHE, TPAOBA BHHMATETHO /Ia C€ NPOCHICAABAT
NPOTPOMOKMHOBOTO BpPEME HIIH MEXKIYHAPOAHOTO HOPMAIM3HPAHO CHOTHOLIEHHE NPA Ro0aBIHe UK
CMHpaHe Ha aMOKCHIIWIHH. OCBEH TOBa, MOXeE A2 € HeoOX0AMMO KOPHIHpaHe Ha 103aTa Ha
NEPOPANHHATE AHTUKOATYIAHTH (BK. ToukH 4.4 1 4.8).

MeToTpekcar

TMeHHLIUTMHHTE MOXKE A4 HAMAJIAT CKCKPEeHHUATA Ha METOTPEKCAT, KOCTO Aia JOBECAC 40 BB3MOKHO
MNOBHIIABAHEC HA TOKCHUYHOCTTA.

[IpobeHennn

EnHoBpemenna ynorpeba Ha npoGeHeum He ce npenopbuba. [TpobeHennn Hamanasa 6bOpeunara
TyOyJHa cexpelns Ha aMOKCHIMIHH. EnHoBpemenna ynotpe6a Ha npoOGeHeLa MoXe Na oBee 10
YABIDKABaHE HA HATHYHETO H MOBHLIABAHE HA HHBATa HA AMOKCHUWIMH B KPHBTA, HO HE H Ha
KJ1aBYJIaHOBATa KHCEJIHHA.

Mukodenonar Moderun

IIpy nauredTH, npueMalun MuxodeHoaaT MoeTH, ce chobLIaRa 3a HaMaNSABAHE Ha NPeNA030BaTA
KOHLICHTpAliMsA HA aKTHBHHA MeTabonuT Mukogeronopa kucennHa (M®K) ¢ npuonusutento 50%,
C/IEA 3ano4yBaHe Ha NeYeHHE ¢ NIEpopasieH aMOKCHLIWIMH TUTIOC KaByJlaHOBa KHceAanHa. [IpomaHara B
NpeAno30BOTO HUBO MOXKE 1a HE MpEACTaBd TOYHO MPOMEHHTE B ofiara ekcnozuuMa Ha MOK.
Ilopaau ToBa, 0OMKHOBEHO He € HeoOXOoAMMa MPOMAHA B 103aTa Ha MHKO(eHONAT MOETH NPH
NHICa HA KTHHWYHH NaHHH 33 HapyuieHa pyHKUMA Ha npucajakara. Benpeku Toea, TpaOBa 1a ce
M3BBbPLIBa BHHMATENIHO KIIMHHYHO MPOCJeASBaHE N0 BpeMe Ha JICUEHHETO ¢ KOMOHHALMATA H MAJIKO
CJTe/l 3aBbplIBaHe HA AHTHOMOTHYHATA TepanuA.

4.6 @epraauter, GpeMEHHOCT H KbpMEHE

bpemMeHHOCT

[Ipoy4BaHHs [IPH )KHBOTHH HE MOKA3BAT NPEKH WIH HENPEKH BPEAHH B3ACHCTBHA BBPXY
6peMeHHOCTTa, eMOPHOHATHOTO/eTaNHOTO Pa3BUTHE, PAXKIAHETO HIH MOCTHATATHOTO PA3BHTHE
(BK. ToUKa 5.3). OrpaHHYeHH AaHHH 3a ynoTpe0aTa Ha aMOKCHLUMIHH /KJIaBY/IaHOBA KHC
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CboOLIaBa, Y€ NPOPUIAKTHYHOTO JIeUeHHE C AaMOKCHLIW/IMH /KJIaByJIaHOBa KHCeJIMHA MOXe J1a Obae
CBBP3aHO C MOBHIIEH PUCK OT HEKPOTU3HPALLl EHTEPEKOIUT NPU HOBOPOAEHH. [ IpunoxkeHneTo Ha
aMOKCHLIMJIMH /KNaBy/1aHOBA KHCEJIMHA M0 BpeMe Ha OpeMeHHOCTTa TpsOBa 1a ce u30sArea, OCBEH aKo
JIEKAPAT HE TMPELIEHHU, Y€ € HEOOXOAUMO.

Kbpmene

JIBeTe aKTMBHM BELLECTBA Ce EKCKPETHpAT B KbpMara (He ca yCTaHOBEHH e(eKTHTe Ha KJ1aBy/laHOBaTa
KMCe/IMHa BbpXY KbpMaueTo). B cnencteue Ha ToBa, ca Bb3MOXKHH AMapus U rbOMUHA UH(EKLMS Ha
JIMraBULIMTE MPH KbPMAYETO, KOETO MOJKE /1a HAJIOKH MPEyCTaHOBIBaHE Ha KbPMEHETO.
B13M0OXKHOCTTa 3a NOBUILABAaHE HA YYBCTBUTEJIHOCTTA TPAOBa a ce B3eMe 10/ BHUMaHHe.
AMOKCHUM/IHH/KJIaBYJ1aHOBA KHCEHHA TpsAOBa a ce M3M0J13Ba Mo BpeMe Ha KbPMEHE CaMo cliejl
MPeLeHKa OT JIEKYBalllUs JIEKap Ha CbOTHOLUEHUETO M0J13a/PUCK.

4.7 EdexTn Bbpxy cnocobHoCcTTa 32 ModHpaHe H paboTa ¢ MAMIHHH

He ca nposexxianu npoyusanus 3a edekTuTe BbPXY CrocoGHOCTTA 32 wodupaHe U paboTa ¢ MaLLHHH.
Bbrpekn ToBa MOXKE 11a ce MOSABAT HEXKE/IaHW peakiyy (Harnp. alepruyHy peakivy, 3amaiBaHe,
FbPYOBE), KOUTO MOraT Ja MOBIMSAAT COCOOHOCTTA 3a WwodupaHe ¥ paboTa ¢ MaLIMHHU

(BK. TOUKa 4.8).

4.8. Hexenanu jJieKapCTBEHH peaknHH
Haii-uecTo cho0luaBaHHTe HesKeNTaHH JIEKAPCTBEHH PEaKLMK Ca AMapys, raJieHe W MoBpbLUaHe.

Hexxenanure JICKAPCTBECHH pPECAKLIUH, MOJIYHYEHH OT KJIMHHYHH MNMPOYYBaAHHUA H OT MOCTMAPKCTHHIOBOTO
HaOJoieHHe ¢ AYrMEeHTHH, ca M30pOeHH No-/10J1Y M ca KaTeropusupanu ceriacHo MedDRA, no
CHCTEMO-OpPraHEH KJac.

H3non3BanHa e ciieHaTa TepMHUHONIONHS 32 KIacH(UMUMpaHe Ha YeCTOTaTa Ha HEeXKEJIaHUTe
JIEKAPCTBEHHU PEeaKLIMM.

Muoro uvectu (=1/10)

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

Heuectu (=1/1 000 no <1/100)

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

Muoro peaku (<1/10 000)

C Heu3BeCTHA 4ecToTa (OT HATMUHUTE JaHHKW HE MOXKe J1a Ob/le HanpaBeHa OLIEHKA)

HMudekunun u undecraumu

Kanauaosza Ha Ko)kaTa W IMraBuLMTe YectH

CBpbXpacTex Ha HEUYBCTBHTEITHH C Heu3BecTHa yecToTa
MHUKPOOPraHu3MH

Hapyuienus Ha kpbBTa M inMdHaTa cucTema

Obpatuma nekoneHus (BKIKOUYHUTEITHO Penkwu

HEYTPOIEeHHUs )

TpombouuToneHus Penku

OO6parnma arpaHyIoLMTO3a C Heu3BeCTHA YecToTa
XeMOJMTUYHA aHEeMUS C Heu3BeCTHA YecToTa
YAb/DKaBaHe Ha BPEMETO Ha KbPBEHE U Ha C Heu3BecTHa yecToTa
MPOTPOMOMHOBOTO Bpeme'




Hapyuienus Ha umyHHara cuctema®

AHIHOHEBPOTHYEH OTOK

C Heu3BeCTHA 4YecToTa

AHadunakcus

C Heu3BecTHa yecToTa

CuHapom, noaobeH Ha cepyMHa Gosiect

C Heu3BeCcTHa yecToTa

XHUNEPCEH3UTUBEH BACKYJIUT

C Heu3BeCTHA 4YecToTa

Hapyuuienus Ha HepBHaTa cucTeMa

3aMasiHOCT HeuecTtH
[ naBobonue Heuectu
OOpaTHMa XUNepaKTHBHOCT C Heu3BeCTHa 4ecToTa
bpuose’ C Heu3BecTHA YecToTa

AcenTu4eH MEHUHTUT

C Heu3BeCTHA yecToTa

C'bp,[l,E‘-IHH HAapyLIEHHU

Cunapowm Ha Kounis

C Heu3BeCcTHa YecToTa

CTomamHo-tlEeBHH HapY1LIEHHUs

Junapus MHOro 4yecTtu
["anene’ YecTy
[loBpbliane YectH
Hapyeno xpaHocMunane HeuecTH

Konut, cBBp3aH ¢ NpUIOKEHHETO HA
aHTHOHOTHLI®

C Heu3BeCTHA 4YecToTa

EHTEepokonUTEH CHHAPOM, NPEAM3BUKAH OT
NPHEM Ha JIEKAPCTBOTO

C Heu3BeCTHA YecToTa

OcTbp NaHkpeaTur

C Heu3BeCTHa 4ecToTa

Yepen ,.kocmat” e3uk (black hairy tongue)

C Heu3BeCTHaA 4ecToTa

X6H3T06HJIH3,EHH HApYLIEHHUA

[ToBuwuaBaue Ha AST w/wiu ALT?

HeuecTH

Xenatur’

C Heu3BecTHa 4ecToTa

XonecTaTuyHa X bJITeHUA’

C Hew3BecTHa yecToTa

HapyiueHus Ha Ko)kaTa M NOJAKO)KHATa ThKaH’

KoxeH oObpuB Heuectu
Corpbex HeuecTu
Y pTukapus HeuecTu
Eputema myntudopme Penku

Cunapom Ha CTUBBHC-J[PKOHCHH

C Heu3BeCTHa 4yecToTa

Tokcuuna enuaepmaiHa HEKpOJIM3a

C HeM3BeCTHA YecToTa

byno3seH exconuatuBeH JepMaTUT

C HeM3BeCTHA YecToTa

OcTtpa reHepanu3upaHa eK3aHTEMHa
nyctynosa (AGEP)'

C Heu3BeCTHa YecToTa

MeavKaMeHTO3Ha peakiuus ¢ €03MHODHIUS U
cucTeMHHU cumnTomu (DRESS)

C Heu3BeCTHA 4yecToTa

Jlnneapna IgA Gonect

C HeM3BeCTHA 4YeCcToTa

HUurepcTuimaneH Heppur

Hapywienus Ha OBOpELIMTE U MUKOYHHTE MbTHLIA

C Heu3BeCTHa YecToTa




Kpucranypus (BKJIIOUHTETHO OCTPO C Heu3BeCcTHa 4ecToTa
Ob0peuHo yBpesknane)’

' Bx. Touka 4.4

* TlosiBaTa Ha rajieHe € 1o-4ecTo NpH nepopaieH NpueM Ha BUCOKH J103H. AKO C€ MOsABAT
peaKkUMH OT CTpaHa Ha CTOMALLIHO-YPEBHUS TPAKT, TE€ MOrar /ia € HaMaJAT C IPUEM Ha
aAMOKCHLIWJIMH/KJIaBYJIaHOBA KUCEJIMHA 110 BPEME Ha XpaHEHE.

 BKIIFOYHTENTHO NCeBAOMeOPaHO3eH KOUT W XEMOparuyeH KOJMT (BXkK. Touka 4.4)

! Vmepeno nosuiapane Ha AST w/unu ALT e YCTAHOBEHO MPH MaLMEHTH, JIEKYBAHH C
OeTa-jlakTaMHH aHTHOMOTHLIK, HO 3HAYEHUETO HA TE3H NMPOMEHH HE € U3ACHEHO.

> TakuBa peakLMH ca yCTAHOBEHH M CJie/l MPHIOXKEHHE Ha APYrH NMEeHHLIATHHN |
uedanocnopunu (Bx. Touka 4.4).

® AKO ce MOSIBH peaKius Ha ajiepruyeH AepMaTHT, JIeYeHHeTo TpsOBa 1a ce NpeyCTaHOBH
(BX. TOYKa 4.4).

" Bx. Touka 4.9

S Bk. Toukn 4.3 u 4.4

ChobmaBane HA NOO3HPAHH HEKEJAHH PeAKIHH
Cpo0LiaBaHeTo Ha NOJO3MPaHU HEXEIaH! Peaklinu ciie/l paspelaBaHe 3a ynorpeba Ha JieKapCTBEHHS

MPOAYKT € BaykHO. ToBa no3ponsBa Aa Npoab/KU HAGMIOI€HHETO HA ChOTHOLIEHHETO M0JI3a/pUCK 3a
JIEKApCTBEHHUA NMPOAYKT. OT MEMLIMHCKHTE CNELIHATTMCTH C€ U3UCKBA Ja ChOOLIAaBaT BCAKA
MOJ1I03MpaHa HeXelaHa peakilus Ha:

HM3nbaHuTENHA areHUus No JiekapceTeara

yi. ,Jamsau ['pyeB” Ne 8

1303 Codus

Tes.: +359 2 890 34 17

yebcaiT: www.bda.bg

4.9 Ilpenozupane

CUMNTOMM M NPU3HALIM Ha Npeao3upaHe

Moske 1a ce Hab/01aBaT CTOMALIHO-YPEBHH CUMITTOMM W HApYyLIIaBaHE Ha BOJHO-EIEKTPOIUTHHS
Oanaxc. HaGmonaBana e aMOKCHLIMITHHOBA KPUCTaypHs, B HAKOM ClTydau Bojela 10 6s0peuHa
HEJOCTAaTbYHOCT (BXK. TOuKa 4.4).

Mosxke na ce HabnroaBaT rbpyYOBe NMPU NALMEHTH C HapylleHa 6b0peuHa QYHKLMS WM TIPU TE3H,
NnpUeMallld BUCOKH JI03H.

HMma C'bOﬁH.lEHHH, 4C aMOKCHLMJIMH C€ yTasiBa B KaTe€Thpa Ha MUKOYHHSA MEXYP, OCHOBHO CJi€]l
HHTPABCHO3HO NpHJiaraHe Ha BUCOKH J103H. TPHGBH Aa €€ NpoBekKaa p€aAOBEH BU3YaAJI€EH KOHTPOJI

(BxkK. TOuKka 4.4).

JleyeHHe Ha UHTOKCUKALIAS

CHMNTOMMTE OT CTpaHa Ha CTOMAIIHO-YPEBHUS TPAKT MOraT Aa ce JIEKYBaT CHMITOMAaTHYHO, KaTo ce
00bpHE BHHMaHHE Ha BOIHO-EJIEKTPOJIMTHHUSA GanaHc.

AMOKCHLIWJIHH/K/1aBY/1aHOBA KMCETMHA MOYKE /1a C€ OTCTPaHH OT KPbBOOOPAILEHHETO YPE3
XeMO/1HaJTH3a.
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5. ®APMAKOJOINMYUHHM CBOICTBA
5.1 ®PapmaxoaaHAMHYHH CBOlcTBA

QapmakoTepaneBTH4YHa rpyna; KoMOHHALMA OT NEHUIWINHH, BKITIOYHTETHO HHXHOUTOPH Ha OeTa-
naktamasi; ATC xox: JO1CRO2,

Mexanu3bpM Ha AclicTBUE

AMOKCHIIWIIHH € NOAYCHHTETHYEH TIEHHLIHNHH (0eTa-1aKTaMeH aHTHOMOTHK), KOHTO HHXHOMpa eIHH
HIIH MOBCYE €EH3HMH (YeCTO BapH4YaHH NEeHNUWIHH-CBBP3BaiH npotenHn, PBPs) B nbTa Ha
OHOCHHTe3a Ha GaKTepHaNHKUS NENTHIOTIHKAH, KOWTO € ChLIECTBEH CTPYKTYPEH KOMIOHEHT Ha
OaxTepHanHaTa kneTb4Ha creHa. MHXHGHpaHeTO Ha CHHTe3a BA NENTHAOIITHKAHA BOAM 10 oTciabeaHe
Ha KIETHYHATA CTE€HA, KOCTO OOMKHOBEHO Ce MOCNEABA OT KNETEYHO Pa3rpaXAaHe H CMBPT.

AMOKCHUHW/IHH € YYBCTBHTEIICH KbM pasrpakiaHe oT 6eTa-l1akraMasHTe, MpoxyLIHPaHH OT
PE3UCTEHTHUTE OAKTEPHH, MOPAJIH KOETO, CIIEKTHPBT MY Ha NEHCTBHE HE BKIIHOUBA MHKPOOPraHHU3MH,
KOMTO MPOU3BEKAAT TE3U CHIUMH.

KnaBynanopata kHcenuHa e Geta-nakraM, CTpYKTYPHO CBbP3aH ¢ NEHHIWIHHHTE. T4 HHaKTHBUpA
HAKOHU OeTa-NaKTaMa3HH €H3UMH, KAaTO MO TAKHE HAYMH NIPEOTBPATIBA HHAKTHBUPAHETO HA
aMOKCHUMITHH. KnaBynaHoBaTa KHCENHHA CaMOCTOATEIHO HE NPOABABA KAHHHYHO NOJIC3EH
aHTUOAaKTEpHANEH edeKT.

Bpw3ka dapmakokuHeTHKa-(hapMakoMHAMHKA

Bpemero Han MuHHManHaTa noTuckawa koHuerTpauus (T>MIIK) ce c4uuTa 33 OCHOBHHAT ONpeResll
¢axTop 3a epHKACHOCTTA HA AMOKCHL{HJIHH.

MexaHH3MH Ha Pe3UCTEHTHOCT

JlBaTa OCHOBHH MEXaHH3MA Ha PE3UCTEHTHOCT KbM AMOKCHLIMIIMH/K/IABYIAaHOBA KMCEJTHHA Ca:

o HrakTHBHUpaHE OT Te3H GakTepHanHM GeTa-IaKTaMasH, KOUTO He ¢a MHXHOUpaHH OT
KJIaBY/IaHOBAaTa KHCEJIMHA, BKTIOYUTENHO Kiac B, C n D.
. HsmeHenue Ha PBPs, koeto Hamanaea adMHUTeTa HA AHTHOAKTEPHATIHHA NPOAYKT KbM TapreTa.

Jluncara Ha nepMeabuUTET Ha HAKTEPUUTE HIH MEXAHWIMHTE Ha edUIYKC MOMIIATa MOTaT Aa
MPHYMHAT WIH A3 0NPHHECAT 32 DaKTepHanHaTa pe3ucTeHTHOCT, 0co0eHo NpH ['paM-oTpHUATETHUTE
DaxkTepHH.

['pasvyHu cToiinocTu (Breakpoints)

I'pannunnTe croitHocTn Ha MIIK (MIC breakpoints) 3a aMOKCHIMITHH/KNaBYIAHOBA KMCEIHHA CA TE3H
Ha EBponeHcKng KOMHTET NO W3NHTBAaHE HA aHTHMHKpoOHaTa uyBcTeHTeNHOCT (The European
Committee on Antimicrobial Susceptibility Testing (EUCAST)).

MukpoopraHusmu ' paHHYHH CTOHHOCTH Ha YyBCTBHTEHOCT (pig/ml)

UyBCTBHTE/IHY Peancwﬁ MEHLLy N
Haemophilus influenzae < 0,001’ > _ e
Moraxella catarrhalis <!
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Staphylococcus spp. 3abenexka’® 32 3.4 3abenexka’ ** 304
Enterococcus spp.’ <43 > 83
Crpenrtokoku ot rpynu A, B, C, G 268 3abenexka’® 3abenexka’®
(MokasaHus, pa3iIM4HU OT MEHWHIUT)

Streptococcus pneumoniae® <0,5"6 > 150
EHTepoGakTeprM NpH HeyCl0KHEHH <32 > 32!
HHDEKLMH Ha MUKOYHHUTE MbTHLIA

["'paM-OTpHLIATEIHH aHAepOOH <4/ > 8!
["pam-nonokuTenH1 aHaepooH <4! > 8!

(¢ uskmouenue Ha Clostridioides difficile)

He-BUAOBO OTHACALIM CE rPaHHUYHH <2 > 8!
CTOMHOCTH

CrpenTokokH ot rpyna Viridans® 3abenexka’™’ 3abenexka™ ’
Pasteurella multocida <1! >4 |l
Burkholderia pseudomallei <0,001' > §!

' 3a LeNIUTe Ha M3CIIEIBAHETO HA YyBCTBUTEIHOCTTA KOHLIEHTPALIMATA HA KJ1aBYJIaHOBATA KHCEIMHA
e pukcHpaHa Ha 2 mg/l.

ar paHHYHHUTE CTOMHOCTH B TaOnuuaTa ce 6a3upaT Ha rpaHMYHUTE CTOMHOCTH Ha
O€H3WINEeHUIWIUH. YyBCTBUTEIHOCTTA C€ OTYMUTA M0 YYBCTBUTETHOCTTA KbM OCH3HJINEHULIMIIHH.

*° T1pn nokasaHus, pa3iIM4HK OT MEHHHIUT, YyBCTBUTETHOCTTA HAa CTPENTOKOKHM oT rpynu A, B, C
W G KbM NEHULMIMHH CE OTUYMTA MO YYBCTBUTEIHOCTTA KbM OEH3MINEHULIMIMH, C U3KIIOYEHHUE Ha
(EeHOKCUMETHINEHNLIMIIHH U W30KCA30IMINEHULIMIIHHUTE MPH CTPENTOKOKH OT rpyna B.

* ToBeueTo cTadMIOKOKHM ca NPOIYLIEHTH Ha NEHNLIWINHA3A M HAKOM Ca METHLIWJIMH-PE3HCTEHTH.
W nBata MexaHW3Ma ' NpaBAT Pe3UCTEHTH KbM OEH3WINEHULIMIWH, PEHOKCUMETHTNIEHULIMIIMH,
aAMIMULUMIIHH, aMOKCHLIMJTHH, NMUTEPALMIMH U THKapUMIUH. CTadUIOKOKH, KOMTO ¢a YyBCTBUTE/THH
KbM OEH3MINEHNWLIWINH U Ue(OKCHTHH, C€ OTYHTAT KaTO YyBCTBMTEHH KbM BCHYKH MEHHLIMIIUHH.
CTapuI0KOKH, KOMTO ca PE3UCTEHTHH KbM OEH3UINEHULMIIUH, HO YYBCTBUTEIHH KbM

LEe(POKCUTHH, Ca YyBCTBHTEIHH KbM KOMOMHALIMK ¢ MHXMOMTOPH Ha OeTa-JlaKTaMasy,
M30KCA30/IMJINEHULIMIHHH (OKCALIMIIHH, KJIOKCALIW/THH, JHKJIOKCAUMIHH U (PIyKJIOKCALIMIIUH) K

Ha(uuauH. [Tpu nekapcTBeHH NPOAYKTH, IPUEMAHK NEPOPaAIHO, TpAGBA 1a ce 0ObpHE BHUMAHHE
Ha TOBa J1a C€ JOCTHIHE JOCTAaThYHa €KCNO3HLIMA Ha MACTOTO Ha UHpekuuaTa. CTaUIOKOKHTE,
KOHTO Ca pE3UCTCHTHH KbM uecboxcwruu, ca p€3UCTEHTHH KbM BCHYKH MNCHHULIH/IHHH.

*° TloBeueTo Koarysa3a-oTpuLaTe HH CTaGUIOKOKH Ca MPOYLIEHTH Ha MEHULIMINHA3A U HAKOM Ca
METHUMJIMH-PE3UCTEHTHH. U 1BaTa MexaH13Ma I'M NpaBAT PE3UCTEHTH KbM OEH3HINMEHULIUIIUH,
(peHOKCHMETHINEHULIMITHH, aMITHLIWIMH, aMOKCHLIM/IMH, MUNEPALIAIMH W THKapLMIKH. KbMm
HACTOSALIMSA MOMEHT HSIMA METO/1, KOWTO MOXKE HAJIEMK/IHO 1a OTKPHBA MPOAYKLIHA Ha
NEHULIMIIMHA3A B KOAryia3a-oTpHLATEIHH CTaQUIOKOKH, HO PE3UCTEHTHOCTTAa KbM METHLIMIIMH
MOXe J1a Obae OTKpHUTa ¢ LeOKCUTHH, KAKTO € ONUCAHO.

* UyBCTBUTENHUTE KbM aMITULIMIIHH S, saprophyticus ca mecA-oTpALATEIHU U YYBCTBUTEJHH KbM
AMITHLIUJIMH, aMOKCHLIMJTHH M MUNEpaLMUInH (Cbe WK 6e3 MHXMOUTOpP Ha GeTa-nakTaMasH).

> UyBCTBUTEIHOCTTA KbM aMITHLWIMH, AMOKCHLIMJIHH 1 NMUNepaLlrInH (Cbe WK 06e3 MHXHOUTOP Ha
OeTra-JlakTamMa3sn) MOXKE J1a C€ OTHETE M0 YYBCTBUTEJIHOCTTA KbM aMMHULIMIMH. Pe3ucTeHTHOCTTA

KbM aMITULIKIIKH € yecTa 3a E. faecium, nokaro npu E. faecalis Bb3HWKBA paKoO U TpsAOBa 1a-0sae—|

norebpaeHa ¢ MIIK recr

Sy

//,;.-1 -
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® InckoBo-audy3uoHHUAT TecT ¢ | pg okcauunun uan MITK TecTbT ¢ GeH3MINEHULIMINH Ce
H3MO0JI3Ba 3a YCTAHOBABAHE HAJIMYMETO Ha MEXAHW3MH 3a PE3UCTEHTHOCT KbM O€Ta-aKTaMH.
Korato CKpMHHUHIOBUST TECT € OTpULATE/IEH (30HATA HA 33/PbKKA OKOJIO JJMCKA OKCALIMIMH €
> 20 mm wau MIIK Ha 6ensunnenuumnus e < 0,06 mg/l) Bcuuku GeTa-n1aKTaMHH JIEKapCTBEHH
NPOAYKTH, 3@ KOUTO HMA KJIMHWUYHH FPAaHUYHU CTOMHOCTH, C€ JA0K/IaABaT "4yBCTBUTEIHU" O€3
JOMBJIHUTETHO TECTBAHE.

" 'paHMYHHTE CTOMHOCTY 32 AMMHONIEHULIWIMHH [MPH EHTEPOKOKH Ca ONpPEAEIeHU Bb3 OCHOBA Ha
UHTPaBEHO3HO npuiiokeHue. [Ipu nepopasieH npueM rpaHHYHUTE CTOHHOCTH Ca NMPHIIOKHMHU CaMO
3a MH(QeKLMH Ha nukouHuTe mbTria (UI1I).

¥ JloGaBsiHETO HAa MHXHOHTOP Ha GeTa-NaKTamMasy He MoJI0OPABA KIMHUYHATA epeKTHBHOCT.

? Bersunnenuwnus (MITK unu 1uckoBo-andy3MOHEH TECT) MOKE J1a Ce M3MOJI3Ba 3a OnpeaesaHe
Ha pe3UCTEHTHOCT KbM OeTa-JlakTaMH NMpH cTpenTokoku ot rpyna Viridans. M3onarure,
KaTeropu3MpaHu KaTo HEraTUBHH MpPH ONPEAEITHETO, MOXKE /1a Ce JOK/Ia/ABaT KaTO YyBCTBUTE/IHH
KbM O€Ta-1JaKTaMHHUTE JIEKAPCTBEHH MPOYKTH, 32 KOWTO ca W30pPOEHH KIIMHUYHM IPAHUYHH
CTOMHOCTH. M30naTuTe, KaTeropusupaHu Kato roJIoXKHUTEIHU MPH ONpeaesisHeTo, TpsAdBa na Obaar
TECTBAHH 3a YyBCTBUTEJIHOCT KbM OTIECJIHMTE JIEKAPCTBEHHU NPOAYKTH. [Ip1 HEeraTHBHH KbM
OensunneHnuuanH uzonatu (MIIK < 0,25 mg/l) uyBCTBUTENTHOCTTA MOKE J1a C€ OTYETE M0
4YBCTBHMTEJIHOCTTA KbM OEH3MINEHULIMIUH UK aMNUUMIKH. [Ipy nonoxurenHu kbm
Oensuanenuumamy usonatu (MIIK > 0,25 mg/l) 4yBCTBHTENIHOCTTA C€ OTYHMTA 1O
4YBCTBUTEIHOCTTAa KbM aMITHULIMJIMH.

Pa3npocTpaHeHHeTO Ha PE3UCTEHTHOCTTAa MOJKE /1a Bapupa reorpad)cku U BbB BPEMETO 3a Ofpe/eeHH
BMJIOBE M € JKeNaTe/IHO J1a HMa JIOKasiHa UH(OopMaLMs 3a pe3UCTEHTHOCTTa, 0COOEHO NpH JIEUeHHE Ha
TeXKH MH(eKkuuu. [Tpu HeoGxoaumocT TpsiGBa 1a ce MOTHPCH ChBETA HA EKCIIEPT, KOTaTo JOKAIHOTO
pa3snpoCTpaHEHHE Ha PE3MCTEHTHOCT € TaKOBa, Y€ MoJ3aTa OT JIEKAPCTBEHUS MPOAYKT NMPH MOHE HAKOH
BM/I0BE€ HH(EKLIMHU € Mo BBITPOC.

Muxgoograummug KOUTO OOMYalHO ca YYBCTBUTE/IHU
AepobHu ["pam-nonoxuTeIHu MUKPOOPraHHu3MH

Enterococcus faecalis

Gardnerella vaginalis

Staphylococcus aureus (METULIMIMH-YYBCTBUTENEH )£
Koaryna3a-HeraTuBHM cTadUIOKOKH (METHLIMIIMH-YYBCTBHTE/THH)
Streptococcus agalactiae

Streptococcus pneumoniae'

Streptococcus pyogenes n npyru 6eTa-XeMOJIUTHYHH CTPENTOKOKH
['pynara Ha Streptococcus viridans

AepoOHH [ paM-0TpHLIATEIHH MHUKPOOPraHU3MH
Capnocytophaga spp.
Eikenella corrodens
Haemophilus influenzae
Moraxella catarrhalis
Pasteurella multocida

2

AHaepoOHH MHUKPOOPraHH3MH
Bacteroides fragilis
Fusobacterium nucleatum
Prevotella spp.
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BusioBe, npu KOWTO npuaoOuTaTa PE3MCTEHTHOCT MOXeE Jia € npodJieM

AepoOHu ['paM-nonoUTeTHH MUKPOOPraHU3MH
Enterococcus faecium $

AepoOHu ['paM-OoTpULIATETHH MHKPOOPraHU3MH
Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris

MMK@{)graHumn C BPOJIEHA PE3UCTEHTHOCT

AepoOHH ['paM-0TpHULIATETHH MUKPOOPraHU3MH
Acinetobacter sp.

Citrobacter freundii

Enterobacter sp.

Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia

pyru MUKpOOpraHu3Mm
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetti
Mycoplasma pneumoniae

$ EcTecTBeHa HHTepMeIMepHa UyBCTBUTEIHOCT TIPH JIMNCA HA MPUAOOHT MEXaHU3bM Ha
PE3UCTEHTHOCT.

£ BCHYKM METHLIMJIHH-PE3UCTEHTHH CTAQHIOKOKH Ca PE3UCTEHTHH KbM
AMOKCHLIMJIMH/K1aByJ1JaHOBA KMCEJTHHA.

: Streptococcus pneumoniae, PE3UCTEHTHU KbM NEHULIMJIMH He TpsaOBa Aa ce JIeKyBaT ¢ Tas3u
(opma Ha aMOKCHLIMTMH/KJIaBYJIAHOBA KHUCE/IMHA (BXK. TOUKH 4.2 u 4.4).

* lLlaMoBe ¢ HamasleHa YyBCTBHMTETHOCT ¢a AOKJIaZBaHH B HAKOHM cTpaHH B EBponeiickus cbio3
C YecToTa no-eucoka ot 10%.
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5.2 ®DapmMakoKHHETHYHH CBOHCTBA

AOcopOuus

AMOKCHLIMJIMH W KJIaBYJIaHOBaTa KUCEJIMHA Ce AMCOLIMMPAT HAIbJIHO BB BOJIEH Pa3TBOp C
(pusnonornyno pH. /IBete akTHBHM BelecTBa ce abcopoupar 6bp30 M 106pe ciies nepopaiHo
npunoxenue. Crea nepopanHo npuiokeHHe OHOHATMYHOCTTA HA AMOKCHLIWIIMH M Ha KJ1aBYJ/1aHOBATa
kucenrHa e npudausurenHo 70%. [Mnasmenure npoduau Ha 1BeTe aKTHBHU BELLECTBA Ca CXOHH H

BPEMETO 3a IOCTUIaHE Ha BbPXOBa Maa3MeHa KOHLEHTpaUHs (Tmax) U NPH ABETE € NPUOIM3UTETHO
€/1MH yYac.

[lo-nony ca npeacraseny GpapMakOKMHETUYHHUTE PE3YJITATH OT €IHO MPOYUBAHE, MPH KOETO
aMOKCHLM/IMH/K/1aBy/laHOBa KHcenrHa (Tabnetku ot 875 mg/125 mg aBa nbTH AHEBHO) € MPHJIOKEH
Ha rJ1aJIHO MpPH IPYyNH 3ApaBu 100pOBOJILIM.

Cpennu (+ SD) papmakokuHeTHUHM napamMeTpy

[MpunoskeHo (u) Jlo3a Cas j - AUC0-24n) T 122
aKTHBHO (M) (mg) (ng/ml) (h) (ng.h/ml) (h)
BELIECTBO (a)
AMOKCHLMJTHH
AMX/CA 875 11,64 1,50 53,52 1,19
875 mg/125 mg +2.78 (1,0-2,5) + 12,31 +0,21
KnaBynaHoBa KucenuHa

AMX/CA 125 2,18 1,25 10,16 0,96
875 mg/125 mg + 0,99 (1,0-2,0) + 3,04 + 0,12

AMX — amokcuumninun, CA — KiiaByJlaHOBa KHCEJIMHA
* Menuana (o6xBar)

CepyMHHTE KOHUCHTpPAalMH Ha aMOKCHLIMJTHH H KJIaBYJIaHOBATa KMCEJIMHA, IOCTHIHATH C

&MOKCHHHHHWM&BYH&HOM KHCCJIMHA, Ca CXOJHH C TE3H CJIC]] NEPOPAJTHO NMPHIOKEHHE HaA
CKBHBAJICHTHH J103H OT CaMOCTOATEJTHO IMPHJI0KEHH AMOKCHLIMJIMH WJTU KJlaBYyJlaHOBaA KHUCEJIHHA.

Pasnpenenenue

Oxko0110 25% ot 06110TO KOTHYECTBO Ha K1aByJIaHOBaTa KMCeNuHa B rasmara M 18% ot 061oTo
KOJIMYECTBO Ha aMOKCHLIMJIMH B IJ1a3MaTa ca CBbP3aHH C MPOTEUHH.

[TpuBuanuaT obem Ha pasznpeaenenue e okosno 0,3-0,4 1/kg 3a amokcuumnun 1 okono 0,2 I/kg 3a
KJIaByJIaHOBATa KHCEJIMHA.

Cnen MHTPaBEHO3HO NPHIOKEHHE, AMOKCHLIMJIMH M KJIaBY/IJaHOBA KHCEJIMHA CE YCTAHOBABAT B
AKITBYHHUA MEXYP, KOpeMHaTa ThbKaH, KOXKaTa, MaCTHaTa ThbKaH, MYCKYJIHUTE TbKaHW, CHHOBHAJIHATA U
MEPUTOHEA/IHATA ThKaHM, JKIbYKaTa U rHOWTAa. AMOKCULIM/IMH HE ce pa3rnpeess A0CTaTbYHO B
LiepeOpOoCcIIMHAIHATA TEYHOCT.

Ot MPpOY4YBaHUA MNpPH XKUBOTHH HAMA 10Ka3aTeJICTBA 3a 3HAYUMO 3a1bpPiKAHE B TBKAHHUTE HA
JICKaApCTBEHO-NMPOU3BOIHH BELIIECTBA 32 HUKOS OT JIBETE€ CbCTAaBKH. AMOKCHLIMJIUH, noaoObHoO Ha

MOBEYETO NEHULIMIIMHHU, MOXKE J1a C€ YCTAaHOBH B KbpMmara. Ciield OT KJ1aByJlaHOBA KUCEJIMHA ChLUO
MOrart aa ce OTKpHAT B KbpMmara (BX. Touka 4.6).
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Jloka3aHo e, 4e aMOKCHLIMITHH H KJIaBY/IaHOBATa KHCEMHA NMPEMHHABAT Npe3 IUTaueHTapHaTa GapHepa
(BkK. TOUKA 4.6).

buoTpaH MaLus

AMOKCHLIMNHH C€ eKCKPETHPa YaCTHUHO B YPHHATA KATO HEAKTHBHATA MEHHIIKIOEBa KHCEIHHA B
KOHYECTBA, €KBHBaJleHTHK Ha 10 1o 25% ot HayanHarta no3a. KnaBsynaHoBara Kucenusa ce
METabOJIU3HPA €KCTEH3UBHO NPH YOBEKA H CE OTAENA B YPUHATA H H3MPAXKHEHHSITA M KaTO BLIJIEPOJEH

JAHOKCHA B H3NHIIIBAHHUSA BB3TYX.

EnnMuuupane

OCHOBHHMAT BT HA CIMMHHHUPAHE HA aMOKCHLIMIHH € npe3 ObOpeunTe, JOKATO XnaByJlaHOBaTa
KHCEITHHA C€ eJTHMHHHPA KaKTo no OBOpeyHHM, Taka 1 110 H3BBHOBOPpEUHN MEXaRH3IMH.

AMOKCHUWIHH/KNIaBYTAaHOBA KHCENHHA MM CPeJieH eTMMHHALIMOHEH MONY>KHBOT OT NPUOIH3UTENHO
€[MH 4ac H cpefieH obul KnpbHe npubnusurento 25 I/h npu 3apaeu muua. Mpubnusurento 60 no
70% o1 aMOKCHUHANH H puGAN3HTENHO 40 110 65% OT KNaBYJIAHOBATE KMCEIMHA CE €KCKPETHPAT
HENPOMEHEHH B YPHHATA fipe3 ITLPBHTE LIECT 4aca Ciiell NPHIOKESHHE Ha eIMHHYHA N03a AYTMEHTHH
250 mg/125 mg wan 500 mg/125 mg tabnerku. B HAKONKO NpOy4BaHHA € YCTAHOBEHO, Y€ YPHHHATA
eKCKpelHa € 50-85% 3a aMmokcHIMIHH H Mexay 27-60% 3a KIaByJaHOBATA KMCEHWHA 34 IEPHOJ OT 24
4aca. 3a KJ1aBY/IaHOBATA KHCEJIHHA, Hali-TONsMO KOJTHYECTBO OT JISKAPCTBOTO CE eKCKPETHPA Mpes3
TbPBHTE JBa Yaca Ciiel] MPWIoKEHHE.

EnHOBpEMEHHOTO NPUIOKEHHE HA NTPOBeHELH] 3a6aBs EKCKPELMATA HA AMOKCULIWIHH, HO He 3a6aBs
6BOpeuHaTa eKCKpeLMA Ha KIaBYJIaHOBATA KHCEIUHA (BK. Touka 4.5).

Boapacrt

ENMMMHHALMOHHHAT NOMY>XHBOT Ha AMOKCHLIHITHH € T10400€H MPH Aella HA BB3PacT OKOJIO 3 MeceLa 10
2 roAMHM U MPH NO-TOIEMH ACLA H BB3PacTHH. [IpH MHOIO ManKHTE AcLA (BKIFOUHTENHO
NpeXXACBPEMEHHO poAeHH 6ebeTa) npes NbpBaTa ceaAMHULA OT KHBOTA HHTEPBATHT Ha NPUJIaraHe He
TpAGBa [a HANXBLPIIA NPHNATaHe JBa ITbTH JHEBHO NOPAAH HE3PAAOCT Ha OLOPEUHHS TBT Ha
eTMMUHUpaHE. ThH KaTo [pH NALMEHTHTE B CTAPYECKA BL3PACT ChIIECTBYBA [0-TOAMA BEPOATHOCT
JAa UMaT HamaneHa OuOpeuna pyHkIMA, € HEOOXOAUMO BHUMAaHHKE NPH H300pa Ha 1032 H MOXKE 1a €
NOJIE3HO Aa ¢e nmpocienssa Op0peunara pyHKLMA.

Ilon
Crea nepopaiHo NPHIOKEHUE HA AMOKCHLIMJIMH/KNAaBYIAHOBA KMCEIHHA MPH 3APaBH MBXKE W KEHH

NONBT HE € OKA3aJ1 3HAaYMMO BJIIMAHHME BLPXY (PapMakOKHHETHKATa HUTO Ha AMOKCHLIMIIHH, HUTO Ha
K/1aBYNTaHOBATA KUCEJIHHA.

brbpeuHo yBpexnaHe

OOuAT cepyMeH KITMPBLHC HAa AMOKCHIWIHH/K/IABY/IAHOBA KHCETHHA HAManaBa NPONOPUHAOHAIIHO ¢
HaMansABaHeTO Ha Ob0peunarTa QyHxuna. [ToHIDKABaHETO HA NEKAPCTBEHHA KIHPHHC € M0-U3PA3EeHO 34
AMOKCHLIMIIHH, OTKOJIKOTO 38 KJIaBY/TIaHOBATA KMCE/IHHA, Thil KATO MO-roNsMa MacT OT aMOKCHLIHIIMH ce
CKCKpeTHpa npe3 Ob0penyTe. [Topaau Tasu npuuHHa Ao3upaHeTo npH 6b0peuHo yBpexaaHe Tpsabsa

MOAXO/IIH HHBA HA KJIaBYJIAHOBATa KUCe/InHA(BXK. TouKa 4.2).
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YepHoapoOHO yBpekaaHe

Jl03upaHeTo Npy nauMeHTH ¢ 4epHOAPOOHO yBpexkaaHe TpAOBa Ja ce H3BBPILBA C BHUMAHHUE U
yepHoApoOHaTa (PyHKLMS Ja ce npocsieasBa peioBHO.

5.3 Ilpeak/MHHYHH JaHHH 32 0€30MACHOCT

Hexk/IMHHYHHTE 1aHHU He NMOKa3BaT ONpeiesieH PUCK 3a XopaTa Bb3 OCHOBA Ha MPOY4BaHH 3a
¢papmakonoruuHa 6€30MacHOCT, FreHOTOKCHYHOCT U PENPOLYKTHBHA TOKCHYHOCT.

HPO}’HB,&HHH 3a TOKCHYHOCT INPH MHOIOKpPATHO IpHJlarale, npoBeACHH MNpH Ky4deTa, €
aMOKCHHHﬂHH:‘(KJlEIB}’HﬂHOBH KHCEJ/IMHA MNMOKa3BaT CTOMALIIHO APa3HEHE H MOBPbLLIAHE, KAKTO H INPpOMAHA
B LIBCTA Ha C3HKA.

He ca nposexnaHu npoyuBaHHs 3a KApLIUHOTEHHOCT ¢ aMOKCHLIMIMH/KJIaBY/IaHOBA KMCEIMHA MM C
HAKOS OT HErOBHTE ChCTABKH.

6. OAPMALEBTUYHHU JIAHHU

6.1 CnHcbK Ha NOMOIMIHHTE BelIeCcTBA

AHopo na mabremrxama

Maruesues creapar

HaTtpueB HullecTeH raukonaT Tun A
be3BoaeH KOMOUAEH CHITMLIMEB IHOKCHL
MuKpOKpHCTaliHa Liey103a

Duimo60 nokpumue Ha mabremkama
Turanos auokeua (E171)
Xunpomenosa

Makporon (4000, 6000)

JAMMeTHKOH

6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogrocT

o n e TT———
4 e e fle I —— — T N —e— et -
v e | = Tam Re Lt e e =

qa 30 auM caen

6.4 Cuoenna/jHH yCc/IOBHS HA ChXPaHEHHE

I[a C€ CbXpaHsiBa B OpUIrHHAJIHATA ONAKOBKA, 3a /1a ce npeanasy OoT Bjara.
Jla He ce cbxpansaBa Haj 25°C.

6.5 Buau chAbpKAHHE HA ONAKOBKATA i =
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bauctepu ot PVC/Anymunuii/[Tonuamua 1aMuHar ¢ MoKpuTHE OT aTyMHHHEBO (DOJIHO. HapeUYeHH
CTyaeHO opMoBanu anymunuesH dnucrepu (CFB), chabpkaiu 2, 4, 10, 12, 14, 16, 20, 24, 30, 100
unu 500 Tabnerkm.

He BCHUKHM BUIOBE ONMaKOBKHM MoraT jia Ob1aT mycHaTH B npojaxoa.
6.6 CroennajHu npeAna3sHH MepPKH NPH U3XBLPJIAHE H padoTa

Heusnona3BaHusar JICKAPCTBCH MPOAYKT HJIK OTNaABYHUTE MAaTCPUHaIH OT HETO TpﬂﬁBa Jda C€ U3XBBPJIAT
B CbOTBECTCTBHE C MECTHUTEC U3UCKBAHHA.

7.  IIPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk,

Citywest Business Campus,
Dublin 24,
HUpnauaus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20000316

9. JATA HA ITBPBO PA3SPEIINABAHE/IIOJAHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

JlaTta Ha nepBO paspeiuasane: 8 ouu 2000 r.
Jlata Ha nocinenHo noaHoBsBaue: 25 mait 2015 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
06/2023
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