KPATKA XAPAKTEPUCTUKA HA TTPOIYKTA

1. UME HA JIEKAPCTBEHHWSA ITPOAYKT

Llep3nn 250 mg puamupann tadneTku
Cefzil 250 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Llep3nn 250 mg duamupann tadnetku cbabpxkat cefprozil (uednposmni). ekBHBaJIEHTEH Ha
250 mg Oe3BoaeH uedpnposu.
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4.1. TepaneBTHYHH MOKA3AHHA e ., |

[lep3nn e mnokasaH 3a Je4YeHHe HA MAUHUEHTH CbC CJeAHNTE HH(PEKUHH, MPHYHHEHH OT
YYBCTBUTEIHH KbM Le(pnpo3na OaKTepHH.

e Hudexunn Ha ropHHUTE AUXATEIHH MbTHILA, BKIOYBALLH (PAPHHIHT. TOH3HINT H CHHY3HT.
e Hudexkunn Ha JOJHUTE AUXATEAHH MbTHLLA BKAKOYBALLH OPOHXHT H NMHEBMOHHS.

e HeycnoxkHeHn HH(EKLHH HA KOKATA H MEKHTE TbKaHH.
SABEJIEXKKA: AGcuecnte 0OOMKHOBEHO H3HCKBAT XHPYPIrHUYEH JPEHaK.

® HE}"CHD}I{HEHH HH(!JE‘I{L[IIII Ha MHKOYHHTE MbTHLLA., BKJIKOYBALLUH OCTbP UHHCTHT.

e OcTbp cpeeH OTHT.
HeoOxoaumo e aa ce mMmar npeaBua opHUHAIHUTE NPENOPbKH 3a MOAXOAALLO H3M0JA3BAHE HA

AHTUOHOTHILLH.
4.2. Jo3npoBKAa H HAYHH HA NPHJIOKEHHE

Llep3nn moxke na ce npuema ¢ uamn 0€3 xpaHa. XpaHata HE OKa3Ba BJIMAHHE BbPXY CTEMNEHTa Ha
adcopOums.

Jlo3upoBka
BbipacTuu n geua Haa 12 roanun
[lep3nn1 ce npunara nepopasHo npH JieyeHHe Ha HHQPEKUMH NPHYHHEHH OT YYBCTBHTE/HH

OaKTEpPHH B CAEAHNTE 103H™:

UH}pekunn Ha rOpHUTE AHUXATEIHH MbTHLLA 500 mg Ha 24 yaca

CHHY3HUT 250 - 500 mg Ha 12 yaca o s
HpeKkuHn Ha J0JHHTE AUXATe/THH MbTHLLA 500 mg Ha 12 yaca

Heye0KHEeHH HHPEKLHH HAa MUKOYHUTE MbTHLLA 500 mg Ha 24 yaca

AH(exkunn Ha KokaTa H MEKHTE TbKaHH 250 mg Ha 12 yaca uau

500 mg Ha 24 vaca



*[Tpy NeucHie HAa B-XEMONNHTHUYHI CTPENTOKOKOBI! HHpeKUNniL. TepaneBTHyHi 2031 Uedsun ce
npuaarar Hait-manko 3a 10 aumn.
CranzaprHata aHTHOHOTHYHA Tepants npoabmxkasa Mexay 7/ v 10 gHn.

bnOpeuHo Hapymwenne:

Llepnpo3in moxke aa ce npisnara npH 60aHN ¢ yBpeaeHa O0bOpeyuHa gpyHkuHs. He e Heobxoauma
4030Ba KOPEKUHR NpPH CTOMHOCTH Ha xpeaTHHUHOBHA KAHpbHC > 30 ml/min. [lpn Gonun ¢
KpeaTHHHHOB KAupeHC < 30 ml/min, cnea npunoxeHwe Ha mbpBaTa ctaHaaprHa aoza. 30% ot

cnensaullaTa CTaHlapTHa 103a ¢e AaBa B HopmanHute 1030BH uHtepBamy. Uednpoiun ce
OTCTPAHfABA YAaCTHUYHO 4pe’ XeMoauai3a: nopaaH ToBa e npijara cinel NPHKIKYBAHE Ha

XEMOIAHANH3ATA,

YepuoapoObHO HapyLIeHHe:
He ce u3nckea 1030Ba KopeKuHsa npH O0HI ¢ yBpeaeHa YepHOoIpodHa PyHKUHA.

[TeauaTpH4Ha nonyaanns
B kandHuyHe npoyuBaHusg. Lled3nn e npunarad Ha neaHaTpHYHH NAUHEHTH, KOHTO ¢a OH/AH Ha

Bb3pacT Haill-Manko 6 Meceua.

Lled3nn tabnetxu He e nogxoaswn 3a ynorpeda npu aeua. [lpw aeua Tpadea na ce H3inon3sa
ledp3nn nepopanHa cCycneHsua,
[lpu cpeaeH oTUT. npenopbysanara ao3a Llegsun e 15 mg/kg, npunarana Ha Beexkn 12 yaca.

[py uHdeKkLH HAa TOPHHTE AWXATENHN TbTHWA. GAapUHIHT HIH TOH3HAHT, NIpenopbYBaHaTa Jo3a
Lled3nn e 20 mg/kg BenHbx aHeBHO unHn 15 mg/kg/nen. pazaenena Ha age pasHH 103H. Flpy
CHHY3HT, NpenopbuBaHaTa a03a e 7.5 mg/kg no 15 mg/kg. npunarana Ha BcexkH |2 yaca.

lNpu HevcnoxkHend HHPEKUHH Ha KOKaTa H KOXHMTE CTPYVKTYpH ce npenopwvusar 20 mgkg
BEJAHDBXK AHEBHO.

MaxkcHManHaTa JeT¢ka JHEBHA J03a He TpadBa Ja HajABHLIABA MaKkCcHManHaTa NPENOpbYBaHA

THEBHA J03a NpH BB3pacTHU. [Ipu nedeHue Ha [-XeMONMTHUHE CTPENTOKOKOBH HHGEKLHH,

TepaneBTHYHH 1030 Lledsun ce npunarar 3a 10 auu™*
*cTaHaaprHaTa aHTHOMOTHYHA Tepanua npoabiaxkasa Mexkay 7 U 10 aHn.

be3zonacHocTTa M eeKTHBHOCTTA NPH Acua NOA 6 MeceLla HE € YCTaHOBeHa.

4.3. ITpoTHBONOKA3AHNHA

Lied3un e npoTHBONOKa3aH NpH 00JHH CbC CBPBLXYYBCTBHTEIHOCT KbM aKTHBHATA ChCTABKA HAH
KbM HSKOE€ OT nomMowHHTe BewecTBa. OCBeH TOBA € NPOTHBONOKA3AH NPH NAUHEHTH CbC
CBPBLX4YYBCTBHTEIHOCT KbM aHTUOHOTHLIM OT KNlaca Ha ue(anoCnopHHHTE.

4.4. Cneunannu npeaynpexxaeHns H nNpeanasHH MepKH npH ynorpeda
[Ipean 3anouBane Ha Tepamna ¢ Uedsna e HeoOXOANMO BHHMATENHO

OoHHA 332 OpPeaAXOKAALIA PEAKUHH HA CBPBUYYBCTBHTEHOCT KbM
NeHHUHANHH HJIH APYIH JIEKAPCTBA.




KOATO e Jo0pe AOKyMeHTHpaHa n ce HaOawaasa npu 10% ot GoauMTe ¢ RaHHH 34
NMEHHUHJNHOBA AJePriisi. AKO HACTBLIH AJepriuna peaknua kbMm Ledinia, aevennero ce
NpPeKBCBA. TeRKH OCTPI PeaKIIH HA CBPBEXYYBCTBHTE/IHOCT HINCKBAT CNIEUIHO JIeYCHHE.

Jduapnsa, cewvps3ana ¢ Clostridium difficile (CDAD). e aoknaasaHa npi ynotpedata #a NOUTH
BCHYKH aHTHOAKTEPHAIIHH CpeacTBa. BKaoYnTenHO H Lled3nn, 1 Moike 1a BapHpa no CepHOIHOCT
OT Jeka auapus A0 ¢ataned koaut. CDAD tpadsa aa ¢e 00¢bAH NpH BCHYKKH NaUHEHTH. KOMTO
pa3BHBAT JMHApHA BCAEACTBHE HAa ynoTpeda Ha aHTHOWOTHUH. HeodX0auMo € BHHMATENHOTO
CHeEMaHe Ha aHaMmHE3a. Thi kaTo € goknaasaHa nosea Ha CDAD nosede oT aBa meceua cnea
NPHIOKEHIETO HA aHTHOakTepnanHH cpeactsa. Ako CDAD ce noaosupa HIH ce NOTBBLPAH.
MOXME Ja Ce HANOXKH NpeKpaTABARETO Ha €AHOBpPEeMEHHATa ynorpeda Ha aHTHOHOTHLUH, KOUTO HE
ca HacoueHu cpeiny C. difficile.

OOfwara aHeeHa a03a Lledg3un Tpadea na ce Hamanu npy 60aHK ¢ Texkka ObOpeyHa AHCPYHKLHA

(kpeaTHHHHOB KIHPBHC <30 ml/min) nopaan BHCOKHTE H/HAH NPOALIKHTENHH TNiAIMEHH
KOHUEHTpaLHK HA aHTHOMOTHKA B CPaBHEHHE ¢ HOpMaHHTE CTOHOCTH. LlepanocnopuHuTe. B
ToBa uHcno Lledsnn, tpsdBa aa ce npuaarat ¢ BHUMaHue npu 60nHN. NoONyYaBaull CbNbTCTBALIO
NleYeHHe ¢ MOUIHH AHYPETHLH. ThH KaTo €€ NoA03Mpa. Y€ Te3H BellecTea BaowaraT 0LOpeuHaTa
pyHKUHS.

[MpoabnxkHTeENnHOTO H3noa3saHe Ha [led3nn moke na noBeae 1o pa3BHBaHe Ha Pe3UCTEHTHH
OakTepHanHu wamose. OcodeHo BaxHO ¢ QoaHua Aa Obae noa HadawoaeHue. AKO NO BpeMe Ha
NEYEHHETO HACTBHNH CyNepuHPeKLHA. TPAOBA 1a ¢e B3EMAT CHbOTBETHHTE MEPKH.

JloxnaasaH e  nosoxkuTteneH aupekted TecT Ha Coombs no Bpeme Ha neueHue ¢
uedanocnopHHOBH aHTHOHUTOTHLH.

feanaTpnyuna nonyaanHA
He ca y¢TaHoBeHH 0e30nacHOCTTa M €PEeKTHBHOCTTA NMPH NeIHATPHUHH NALHEHTH Ha Bb3PACT

noa 6 Meceua.

4.5, BiauMmopelicTBHEe ¢ APYrH JIeKAPCTBEHH MAPOAYKTH H ApPYrn  ¢opmMu Ha
B3aHMoaelicTBHE

EdexTit Ha Apyra nexkapcTea BupXY Hednposna
HoknagBaHa €  yBelHYeHA HEe(POTOKCHYHOCT Clel  E€AHOBPEMEHHO NpUiaraHe Ha
AMHHOTAUKO3HAHH aHTHOHOTHUH ¥ Ue(ATOCNOPHHOBH AHTHOHOTHLN.

EaHoBpeMeHHO npunarade Ha npodeHeuna yaeoasa naouira not kpueata (AUC) 3a uednposin.
B3aumoaekicTBHA ¢ AeKapeTBa/1aldopaTOPHH H3C/IeIBAHINA

LlepanocnopiHOBHTE AHTHOHOTHLIH MOraT aa aoBeaaT A0 (GanluHBO MONOKHTENHH PEaKUHH 3a
[J10KO3a B YpHHaTa ¢ MeneH peaykTtaszed tect (Benedict nau Fehling pasrsopu wan ¢ Clinitest
TAONMETKH). HO HE M C €H3HUMEH TEeCT 3a AOKO3VpHs { MIOKOo300kCHAa3eH TecT). Danwiuso
OTpHLUATENHA peakuHa MOxKe na ce HabnronaBa NpH PepUUHAHUIHUA TECT 3a FNIOKO3a B KPbBTA.
Hannyueto Ha uednpo3usi B KpbBTa HE BOAW 10 B3aumoAeHHCTBHE ¢ METOAA 3a H3C/e/IBaHe Ha
KpeaTHHHH B NNa3Ma H YPHHA ¢ AIKANEeH MHKpar.

Kakro n npu apyru ueganocnopudu. eHKacHOCTTa Ha NepopanHHTe KOHTpaUuenTHBH MOXeE Aa
ObJe NMOHHXKEHA NPH e1HOBpEMEHHO npuaoxkeHne ¢ Lledgsnn. Ilo BpeMe Ha neqeHpeTITh "
TPA0BA A& C€ B3EMAT AONBIAHHUTENHH MEPKH 338 KOHTPaUEALHA.

4.6. DepTHAHTET,O0PEMEHHOCT H KbPMEHe

bpeMeHHOCT




Hama naduy 3a yBpewiaaHe Ha Pervca oT uednpo3nn MOHOXHAPAT NPl NpoyuBaHHs HA
pPENpPOo,1yYKTHBHOCTTA, NPOBEACHHN NpI 3aiillil. MHLWKH H NABXOBE B 1031 cboTBeTHO 0.8, 8,5 1 18,5
NbTH MakCHManHWTE AHEBHH a03u0 npu xopa (1000 mg). ocHOBaHM Ha TenecHa NOBbPXHOCT
(mg/m-). Odaue He ca NPOBEAKIAHN ANEKBAaTHH H 10OpPE-KOHTPOAHPAHH TPOYUYBAHUA MpH
OpemeHHH keHH. TTopaan ToBa. ue NpPoyuBaHUATA NPH KHUBOTHH HE Ca MOKa3aTeNHU 3a Xopara,
TOBA NE€KapcTBO TPAOBAa Aa C€ H3NONIBA NO BPEME Ha OPEMEHHOCT, CaMO aKo ACHO 1 TOYHO €

onpeacicHa HyAK1dTd OT HCTO.

KbpMeHe
[To-manxo ot 0.3% oT no3arta, NpHAOKeHa HA Mailka KbpMmauka, ce €KCKpeTipa B Kbpmara.
HeoOxoauMo € nosHlieHo BHHMaHHe, koraTo Lled3na ce npunara B nepHo Ha KbpMeEHe.

4.7. EdexTn BbpXy cnocoOHocTTa 32 110 HpaHe H PadOTa ¢ MALIHHN

He ca mpoBexaaHu NpoyuBaHits Ha edekTHTe BbPXY CMOCOOHOCTTA 3a wodnpaHe H padota ¢
MaLUHHHY.

4.8. HexeJanH JeKRAPCTBEHN PeaKUHH

Hexenanute nexapcTBEHH peakuMy npH uednpo3nn ca noaodHH Ha OHe3H. HaDNoaaBaHU NpH
ApyrH uedanocnopHHu 3a nepopanHo npunoxenue. Lle@pnpoinn oOHKHOBEHO ce noHacs ao0pe
NP  KOHTPONWPAHH  KAHHWYHW  uw3nuTBaHudA. TlpudnuiutenHo 2% OT  nauWeHTHTE
NPeyCTAHOBABAT NieyeHHe ¢ uedrpo3na 3apanl HEXENaHU NeKapCTBEHH peaKkUHHu,

Tabnuuarta no-10ay BKNHOUBA BCHYKH HEXENaHU JNEKAPCTBEHH peakuud. HaOdNaaBaHH npH
NaLHEHTH NeKYBaHN ¢ uednpo3Ha U kakTo ¢a onucaHil kbm MomeHTa B CCDS. CnHcpbkbT €
MPEACTABEH NO CUCTEMO-OpraHHW knacose, MedDRA TepMmuHONOrHMA W decToTa, KaTto ca
H3MOJ3BAHH CREAHHTe KaTeropHu: MHoro 4ectH (=1/10). vecrn (21/100. < 1/10). HeuecTH
(>1/1000, <1/100), peaku (=1/10000. <1/1000), muoro peaku (< 1/10000) v ¢ HeH3BeCTHA
yectoTa (He MOKe na Obae M3uMcleHa OT HanW4HHTE naHHH). TadauuaTta € cbheTaBeHa cnopea
npenopbkuTe Ha CIOMS pabotHa rpyna Il v V 1 Ykasanwara Ha Esponeiickata KOMHCHA 3a
KpaTtkarta xapakTepHCTHKA Ha 1poayKTa.

CHCTeMO-OPTaHHH KJIaCoBe YectoTa MedDRA TepmMun
Uectn Cynepundekuna W BarHHanHa
MHdekunu H HHpeCTaurH HHpEeKUNs
Hapyuwenus Ha kpbBTa H auMdpHaTta | YecTH Eosunndunus
CHCTEMA HeuecTu HamaneH Opoii Ha GenuTte KpLBHH
KNETKH
Penxy TpoMOOUHTOREHHS H Y ABLIKEHO
NPpoTPOMOHHOBO BpeMeE
HapylwieHua Ha UMyHHaTa cCHCTEMA Peaki AHrnoefeM. aHadiAaKTHYHA peaKuHs
i cepyMHa bonect
Hapymemm Ha HCPBHATA CHCTEMA YecTH CBETDB'prE}[{
HeuecTu CHCTOsIHHE HA OGbpKBaHE, 0RsEETTTe.
COMHONEHTHOCT. ncHxomg gt 110 /e
XHNEePaKTHBHOCT. HEPBAHOLT |
rnasobonte /




(CTOMaLIHO-4PEBHIL HAPY LUEHHS HecTis boaka B kopema. anapHs. raieHe. i

NOBPbLUAHE
Penku KoniT H nceB1oMeMOpaHo3eH KOJIHT
Hes3BecTHa [MpomsaHa B UBETA Ha 3bOHTE
XenaTto-0iiHapHiH HapVLUEHHA YecTu [ToBHlueHa acnapTat

aMHHOTpaHcdepasa H MOoBHILEHA
anaHiH aMHHOTpaHcepasa

HeuecTH [ToBHLIeHA B KPBBTA ajKajlHA
ocharasa
Penku XonecTaTHyHa bATeHHUA U NOBHIUIEH
5HJ'IEE}F6HH B KpbBTA
HenspecTHa XenaToTOKCHUHOCT. NENaTHT
HapylweHnsa Ha kokaTa H YecTr JepMaTHT 1 reHdTanex NpypHTYC
[0AKOKHATA TbKaH Heuectn | OSEHB H YpTHKapHH
Penxu Cuuapom Ha Stevens-Johnson, epurema
MznTHQoEME
HﬂprJEHHH Ha 61‘.!6[36[[“1'& H HeuecTH [ToBHLIEHA vpea B KPbBTa H MOBHLLIEH
NHKOYHHTE NbTHLLA KEEHTHHHH B CEEEME
O61uu HapylneHns U edeKTH Ha PenkH ITupercus
MACTOTO Ha MPHJIOKEHHE

OOpHB §t ypTHKapHA ¢a AOKJIAaABaHH MO-4ECTO NPH AeuUa OTKONKOTO MpH Bb3pacTHH. [1pH3HauuTe
H CHMNOTOMUHTE OOHKHOBEHO HACTBNBAT HAKOJIKO AHH CJI¢[ 3aN0OUBAHE HA TepanuaTa H CTHXBAT A0

HAKOJKO AHHU CNEA NPEKPATABAHETO H.

3a HAKOM OT cheaHuTe CLONTHR ce cboduwaBa pAAKO NO BpeMe HAa [OCT-MAPKETHHIOBOTO
HaONWaeHHe, He3aBHCHMO RaNy € YCTAaHOBEHA MPHYHHHO-CNEACTBEHA BPb3KA ¢ USPNPO3MIIL:
aHapHAaKCHA, AHTHOEAEeM. KOMHT. BK/IKOYUTENHO NCEBAOMCMOPAHO3CH KOJHT., €pUTeMa
MyATH(OpME. TpecKka, cepyMHa donect, cHHApoM Ha Stevens-Johnson v TpombouuTtonenus. Ilo
BpEME Ha MOCT-MAPKETHHIOBOTO HaOMN0JeHHE € A0KIaJABAaHO 00e3UBeTABAHE Ha 3LOMTE,
XeMaToTOKCHUHOCT, BKAKOYHTETHO XEMaTHT.

Cvo0illaBaHe HA NOAO3HPAHU HEKENaHH peakuHH

CroblaBaHeTo Ha MOAO3MPaHH HEXKENAaHW peakuHW c¢iaea paspewasade 3a ynorpeda Ha
neKapcTBEHHS MPOAYKT € BaxHO. ToBa no3peonsBa Aa NOpOAbAKH  HADMHOJASHHETO Ha
CHOTHOWEHHETO NONZA/PUCK 334 NEKAPCTBEHUA MPOAYKT. OT MEAHUHHCKHTE CNEUHAMICTH CE
H3HCKBA Ja ¢b0oO1l1aBaT BCAKA NOA03HpaHa HEKEaHa peaklHa Hpes.

H3nbinHTEeNnHa areHuUua no aekapcreara
yi. JJamsaH [pyes™ Ne 8
1303 Cogis

Ten.: +35 928903417
yeOcaiiT: www.bda.bg

4.9. Ilpenosznpane




Eaunnuni 2030, oT nopsaabka Ha 5000 mg/kg. apunaraHi BbPXY KHBOTHI B [IPOYYBAHHATA 34
TOKCHYHOCT. HEMAT CEPHO3HH HAKH JETANHH NOCNEACTBNA,

LHedsun ce enumMuHKpa rhasHo npe3 ObOpeuuTe. [lpi cavyan Ha mpeao3upaHe. OCOOEHO npH
NnauHeHTH ¢ HapyleHa 0bOpeyHa (YHKUHA. XemMoanansaTta noanomara OTCTPaHABAHETO Ha

uednpos3HI OT OpraHusMa.

g, GAPMAKOJOTHYHU CBOHCTBA

5.1, PapmakoAHHAMUYHH ¢BOHCTBA

dDapmakoTepaneBTHUYHA rpyna: BTopo noxoneHue uedanocnopiin, ATC: JOIDC10.

Mugxpobuosorus
Lednpo3nn uMma in vitro aKTHBHOCT Cpewy LWHUPOK CNEKTbP OT [PaMNONOKHTENHH H

rpamoTpHuaTendd ©OakTepHH. bBaxkTepuuHaHATa aKTHBHOCT Ha uednpo3Hn € pe3yatat oT
HHXHOHpAHETO HA CHHTE3a HAa KJAeTbuHaTa cTeHa. Llegnpo3nn e axTHBEH cpeluy MoBeYeTo
LLIAMOBE Ha CNEeIHHTE MHKPOOPraHO3IMH in Vitro:

Aepobu, rPaMIOJI0KHTEITHH MHKPOOPTraHH3IMH:

- Cradunokoku. BKI. Staphylococcus aurens (BKN. NEHHUWAA30-NPOAYUHpALIH 10aMOBe); 5.

epidermidis, S. saprophyticus;, S. warnei. (3a0. uepnpo3un He € aKTHBEH cpelly MeTHLUMNIHH-

PE3INCTEHTHH LLIAMOBE CTAPHNOKOKH);

- Crpentokoky, Bk1. Streptococcus pyogenes (cTpenTokoky rpyna A);, S agalactiae
(cTpenTokokH rpyna b); S8 pneumoniae(Bki. noBeyeTo HWHTEPMENHEPHH MEHHUHAHH-
pe3iucTeHTHH LlamoBe ¢ neHuumnuH MIC ot 0.1 a0 1 pug/ml): Fpynw C. D, F & G
CTPENTOKOKH,CTPENTOKOKH OT rpyna Viridans;

- Enterococcus durans; E. faecalis: (3a0: uednposiust € HEaKTHBEH cpewy £. facecium);

- HApyru: Listeria monocytogenes.

AepobH, rpAMOTPHUATEIHH MHKPOOPTraHHIMH:

- Moraxella catarrhalis (Bkn, 3-nakTamazo npoayLrpailly WamMoBe);

- Hemophilus influenzae (Bkn. B-nakramaso npoayuHpatty LWamMoBe);

- Citrobacter diversus,

- Escherichia coli;

- Klebsiella pneumoniae;

- Neisseria gonorrhoeae (BKI. EHHUKWAA3A- NPOAYLUHpPALLH LLAMOBE):

- Proteus mirabilis;

- Salmonella sp.;

- Shigella sp.;

- Vibrio sp.

- 3abenexxa: LUednpo3un He e axkTHBEH ¢peuly noBeveTo wWamoBe Ha Acinctobacter,
Enterobacter, Morganelly morvganii, Proteus vulgaris, Providencia, Pseudomonas v
Serratia.)

AH3epOOHH MHKPOOPraHHIMHM:
3abenexka: [ToseueTo wamose ot Bucteroides fragilis ca pe3sucTeHTHH Ha uedgnpos!
- Clostridium difficile; C. perfringens

- Fusobacterium sp.;

- Peptostreptococcus sp..

- Prevotella melanogenica (no3dar kato Buacterioides melaninogenicus)
- Propionibacterium acnes.




TecToBE 33 YYBCTBHTENHOCT

KonnvecTBeH METOAH, KOHTO H3HCKBAT W3IMEPBaHe HA AHAMETPUTE HA 30HaTa, 1aBaT Hali-To4Ha
OLLEHKA 3a YYBCTBHTENHOCTTA Ha OaKTepHHTe KbM aHTHMHKPOOHHTE cpeacTea. MHTepnpeTauaTa
BKJIFOYBA KOpENaliHA Ha THAMETbpa. MOAYUEH OT AHCK TECTOBETE. ¢ MIHIMANHATA HHXHONTOPHA
koHueHTpauus (MIC) 3a uednposnn.

JInCcKoseTe 3a TECTBAHE HA YYBCTBHTENHOCT KbM UedanocnopHH (LedanoTHH NHCKOBETe) He ca
MOJXOJALLM NOPaau paziHkH B cnekTbpa ¢ uednpo3ni. 30-ug uedgnpo3nn AHCKOBE ce H3NoN3BaT
34 TECTOBE HA H3IOJATH IR VIlro.

Pe3ynTtaTtiTte 0T NadopatopHHTE TECTOBE OT CTAHAAPTEH TECT 34 YYBCTBHTEIHOCT € €1HH JHCK C

30-p1g uednpoiznn AHCK TpaOBa Aa ce MHTEPNPETHPAT CNOPEN CAEAHHTE KPHTEPHH:

JnamMeTbp Ha 30HaTa (mm) NHTepnpeTtauui MIC-kopenauns
>18 (S} uyBCTBHTENEH <& pg/ml

15-17 (MS) yMmepeHo yyBCcTBHTENEH | 16 tig/ml

<14 (R) pesucTenTeH =32 ng/ml

Pe3yntar ..uyBCTBHTENEH TMNOKA3Ba, Y€ NATOreHBLT BEPOATHO Uie Obae HHXHOWpaH OT OOHKHOBEHO
MOCTHXHUMH KPbBHH KOHUEHTpauuH. Pesyatatr .yMEpeHO 4YyBCTBHTENECH  NOKasga, 4e
OPraHH3MbT e ObAe HYBCTBHTEACH. ako C€ M3NOA3Ba BHCOKA /103%a WK ako HHekuuara €
orpaHMYeHa 10 ThbKaHH H TEYHOCTH (HAMP. YPHHA). B KOUTO C& NOCTHUraT BHCOKH aHTHOHOTHHHH
HHBa. Pe3yntar ..pe3uCTEHTEH 1OKa3Bad. Y€ MOCTHXKUMATA KOHUEHTpaLHUA Ha aHTHOHOTHKA
BEPOATHO HAMA 1a Obae HHXHOHTOPHA.

HIUCKBAT H3NON3BAHCTO H4A ﬂﬂﬁﬂpﬂTOpHH KOHTPOJHH

CTaHaapTH3UPAHUTE
OpraHH3MH.

npoueaypH

S.2. OapMaAKOKHHETHYHH CBOHCTBA

Lied3un ce pesopbupa noOpe cnen nepopaiHO NPUNTOKEHUE NTPH NPHEMAHE MPEIU UAH 110 BpEME
Ha xpaHene. [lepopannata OGHoHanH4yKOCT ¢ npHoOnusurenno 90%, dapmakokuHeTHKata Ha
nednpo3nn He ¢ NPOMEHA OT MPHAOKEHHE C XpaHa MAH aHTHauWad. CpelHWTe njasMeHH
KOHLEHTpAUKUH CAel NpUAoKeHUe Ha uednpo3ui Ha FNaJHO ¢a NpeacTaBeHH B Tadnuuara no-
nony. KoHueHTpaurHuTe B ypHHaTa ca okono 60% ot npuaoxkeHara o3a.

Jo3a CpenHH nna3MeHH KOHUEHTPALH HA YPpHHHA eKCKpeuHs
uedpnpozun*
(ng/ml)
Bpbx (~1.5 Haca) 4 yaca 8 yaca (8 vaca)
250 mg _ 6,1 i,7 0,2 60%
500 mg 10,5 3,2 0.4 62%
1000 mg (1 g) 18,3 8,4 1,0 54%

*TaHHUTE NPEACTABAABAT CTOHHOCTHTE HA CPEAHHUTE MNa3sMeHH KOHUEHTpauuH oT 12 3
no6poonuH. GDapMakOKHHETHUHHWTE JAHHH €A B3e€TH OT JiekapcTBeHa (popMa Kancyni
¢. oDaue, OHOEKBMBANIEHTHOCTTA HAa MNepopaneH pasTBOpP. Kancynu., TabaeTku
CYCMNEH3HA.

[To Bpeme Ha nbpBHS 4-4acOB NEPHO €A NpUIAraHe Ha AeKapCTBOTO, CPeaHHT
B YpHHaTa cfea npHnarade Ha 2034 oT 230 mg, 500 mg » 1 g ca npudan3nTenH

ig/ml u 600 pug/ml cboTBETHO.




CBbp3BAHETO € NNA3MEHHTE MPOTEHHH € oKono 36% H € He3aBHCHMO OT KOHUEHTPaUHHTE B
anana3loda ot 2 pug/ml 1o 20 pg/ml. Cpeannar naasMeH Noay:KHBOT NPH HOPMAAHH IIHAHBHIH €
npudax3HTENHO 1.3 Haca.

[11kOBHTE KOHUSHTpaUWH Ha uednpo3us B KoXHaTa MexypHa TedHocT ca 3.0 u 5.8 pug/ml npu
NAUHEHTH. NONYHABALWMK €1Ha 1034 oT ¢boTBeTHO 250 mg uan 5300 mg uepnpoznn. [TonyKHBOTHLT
B KOXKHATa MeXYpHa TeYHOCT (2.3 yaca) e no-Ibabrlr OT TO3H. HA0A0AaBaH B NNa3iMara.

Cnen npHNOAKEHHETO HA eaHa 103a oT 15 nau 20 mg/kg npu nauKeHTH ¢ XPOHNYEH CPENEH OTHT.
KOHUEHTpaUHHTE Ha uednpo3Hn B TEYHOCTTA B CpeaHOTO yxo Bapupa ot 0.06 no 8.7 ng/ml.
KoHUeHTpalUHHTe Ha uepnpo3Ha B TEHHOCTTA B CPeAHOTO yXx0 ocTaBaT Haa MIC 3a nosevero
LUHPOKO paznpocTpaHeHH DakTepHH. CBbP3BAHH CbC CPEAEH OTHT . 3a MoBeve OT 6 vaca chen
npunaraxe Ha uednposun.

Hsama naHHH 3a akymynupaHe Ha uednpo3usl B Naa3MaTa Ha HHAMBHIM C HOpmanHa ObOpeqHa
pVHKINA cnea MHOMOKPATHO NPHNOKEHHE HA nepopaiHy Ao3u 1o | g Ha 8 waca 3a 10 aHu.

brvapeuno yepexcoane
[Mpu Gonun ¢ HamaneHa ObOpeuHa ¢YHKUHUA., YIb/HKABAHETO HA MJA3MEHHA TNOAYXKHBOT €

CBBP3AHO CbC CTeneHTa Ha ObOpeuHaTta AucpyHKUUA. [1pH DonHM ¢ nbaHa aHnca Ha ObLOpevHa
(hyHKLUHA, NIA3MEHHAT NOAYKUBOT Ha uednpo3un Moxke na O6vae n 3.9 vaca. [lonykuBOTLT ce
CKbCABA Ype3 xemMoananusa 20 2.1 yaca. He ca ycTaHOBEHH NbTHINA HA €KCKPELIMA NPH NALMEHTH
CbC 3HAUHTENHO yBpeaeHa ObOpeuda pyHkuus (B, 1. 4.2 u 4.4),

Yeproopoino vepesxcoaie

[Tpu GonHM ¢ yBpeaeHa 4epHOApPOOHA (YHKUHA HSAMA CTATHCTHYECKH 3HAYMMH PaIMKH BbB
hapMakoOOHHAMHYHHTE NAPAMETPH. KOTraTo C€ CPABHABAT € TE3W NP HOPMAAHH KOHTPOMHH
HHAHBHIH.

Tepuampuunyu nayuenmu

Cpennata AUC, nwabniojaBaHa apH NauHEHTH B HanpeHana Bb3pacT Ha 63 roAuHU il NoBeYe, €
okono 35-60% no-sHCOKA OT TOBA NPH NO-MAAAM HHAWBWIW. 3HAUYEHHETO HA TE3HW 3aBHCUMH OT
Bb3pacTTa BapHaluHK BbB GapMaKOKHHETHKATa HA UenNpOo3ua He ca AOCTATbYHH 3a 1a W3IUCKBAT
KOPEKLHS B JO3IOBUTE PEHHMH.

HHeocuampuunu nayuenmu u nodpacmeatiii
Cnen npunoxeHde Ha eAHoKpaTHH A03H oT 7.5 mg/kg nan 20 mg/kg na neanaTpHUHH TAUHEHTH,

KOHUeHTpauHHuTe Ha ue¢pnpo3un Bapupart o1 0.5 no 4.3 pg/g B ToH3uauTe W Bapupar ot 0.4 ng/g
10 4.9 ng/g B aneHoHaHaTa ThKaH. KOHUEHTpAUHHTE B TOH3HAHTE W aJ€HOHAHATA ThbKaH NoBEYe
oT 3.2 yaca c¢iied 03MpaHe ¢a No-BUCOKH OT MUHHMMAJIHHTE HHXHOMTOPHH KoHueHTpaunu (MIC)
33 UWIHPOKO Pa3NpoOCTPaHEHH NATOreHH, KOHTO NPHUYHHABAT PAPHHTHT HN TORIUNT,
(PapMakoKHHETHKATa HA uednpoiun € CpaBHHMa MEeKAY Aeua (Ha Bb3pact OT 6 Meceua ao 12
roJHHH) H Bb3pacTHH. [InazmenHuTe KOHUEHTpauuu nNpH aeua, noaydasawun 7,5 Ao 30 mg/kg
uednpo3ui ca CpaBHUMH ¢ Te3H. HAOAKOJABAHH [PH BBL3PACTHH NALUHEHTH, NONYYABALIH
nepopanyo 250-1000 mg. Cuax ce noctura 1 20 2 yaca ¢nea npuiokKeHHETo U NoNY#HBOTLT € 1,3
yaca.

Iloa
Cpeanata AUC, nadonoaasaHa npH keuy ¢ npuoauwsutento 15-20% no-sHcok
Mbe. 3HaYeHHETO Ha Te3d 3aBHCHUMH OT Nojia BapHauMH BbB (apMako
Hednpo3ua He ca A0CTAaTbYHH, 3a Aa H3HCKBAT KOPEKLUHS B A030BHTE PEKHMH.

3.3. [MpeakAHHHYHH JaHHH 32 0€300aCHOCT




He e nabnwonasaw MyTareHeH noTeHUHARA HA uednpo3Ha B CHOTBETHHTE MOPOKAPHOTHH HAH
CVKAPHOTHH KACTKH ix Vitro UK in vivo, He ca npoBexiaHy AbAroCpovHH MPoYyYBaAKNA i1l vive 3a
OUEHABAHE HA KAHUEPOreHHHA NOTEHUHAN.

[TpoyuBaHHATA 3a PENPOAYKTHBHOCT HE MOKa3BaT yBpeA1aHe HA (DEPTIVTUTETA NPH KHBOTHIL,

6. OAPMAUEBTHUYHH JAHHH

6.1. Concbk HA NTOMOLUHHTE BellleCcTBA

MHKPOKPHCTAIHA UENYio3a

HaTPHEB HULIECTEH MHKONAT

MarHe3neB cTeapar

antifoam C eMyncus

opaHixeso Oarpuno Opadry YS-1-2546

6.2. HecnBMecTHMOCTH

Henpunoxumo,

6.3.  Cpok Ha rogsocr

3 rOAHHH

6.4. Cneunanny yCJa0BHSA 32 ChXPAHEHHE
Ha He ce cbxpaHaBa Haa 25°C. [la ce cbXxpaHsABa B OpHIHHANHATA ONAKOBKA.

6.5. Bua v cbhbAbpKaHHe Ha ONAKOBKATA

KaproxeHa onakoBka. cbabpxkawa 10 wan 20 ¢puamupany tabnetkH (1 unn 2 dnuctepa no 10
dbHamMHpany TabneTku).

He scHyKH BHAOBE OnAKOBKH MOrar Aa 0b4aT nycHaTH B npoaaxoa.
6.6. HueTpyKnnH 3a ynorpeba
HaMa cneuyanHy HHCTPYKUHH,

7. [MIPUTEXATEJI HA PABPEILLIEHHUETO 3A YIIOTPEBA

Bausch Health Ireland Limited
3013 Lake Dnive
Citywest Business Campus

Dublin 24, D24PPT3
HpnaH s

8. HOMEP HA PAZPELIEHHUETO 3A YIIOTPEBA

9800340




9. JATA HA IIBbPBO PAZPEIUABAHE/MMOAHOBABAHE HA PASPEHIEHHUETO

3A YIHOTPEDBA
Jarta Ha nbpso pa3pewasaHe: 05/11/1998
Ilara Ha nocnenHo noaHosasane: 21/01/2010

10. JATA HA AKTYAJ/IUIUPAHE HA TEKCTA




