KPATKA XAPAKTEPUCTHKA HA TPOJAYKTA
1. HME HA IEKAPCTBEHUS ITIPOAYKT

Llegzun 500 mg dunmupany TabneTku
CEFZIL 500 mg film-coated tablets

2. KAYECTBEH ¥ KOJIHYECTBEH CbCTAB

Llepsnn 500 mg duamupanu TadneTkm cbabpwxar cefprozil (uednposun). expupaneHTeH Ha
500 mg Oe3BoaeH uedhnpoInL.

3a MBAHHA CNUCHK HA MOMOLIHHTE BELISCTRA BIKTE TOUKa 6.1

| UBNBSHNTERHA ATEHLWA MO NEXAPCTBATA

3. JEKAPCTBEHA ©OPMA Kpamxa xapakmepucmuka Ha npogyxma - Npuaoxerus 1
Kem Pez. e ........ 380033’3 ............................

PuamupaHn TabneTku

" b (ra( v, JLOS 7
4. KJIMHMYHH JAHHH a3peLeHe CTRW.
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4.1. TepancBTHIHH MOKA3AHAA

Ledaun e noka3aH 3a NedeHHe HA MNALMEHTH ChC CHEAHKTE HHEKLHH, NPHYHHEHH OT
4YBCTBHTENHH KbM Uednpo3un SakTepin.

Hudekunn Ha ropHUTe ANXATSAHN WETHLLEA, BRIAKMBALIH (PAPHHIHT, TOHZHIHT U CHHYIHT
Hudexkunn Ha JoAHUTE AUXaTENHH IHTHINA BITIOYBALLH OPOHXUT H NHEBMOHM.
¢ HeycnoskHeHH HEEKUMY HA KOWATA H MEKHTE ThKaHH
3ABEJIEXKA: AGcuecHTe 00HKHOBEHO HIHCKBAT XUPYPrHU€H APSHARK.
» HeycnosxkHenn MHGEKUHHU HA MUKOYHUTE METHILE, BKIKOYBALIH OCThDP LHCTHUT.
o  Ocrbp cpesel OTUT
HeoOx0AHMO € f1a ¢e MMAT NpeiBMa OPHUHANHKUTE NPEnOpPbKH 33 NOIXOARLIO H3MOA3BAHE HA
AHTUOHOTHI ],

4.2, J03ApOBKAa H HAYHH HA NPHIOKEHHE

Lledy3un Moxe a ce npueMa ¢ wan Oe3 XpaHa. XpaHara He OKa3Ba BJIHAHHE BbPXY CTeneHTa Ha
abcopouua.

QOBH[!OBKa

Bun3pacTHU H Aena Hax 12 roauun
Lledznn ce npunara nepopanHo npu JedeHde Ha WHOEKUMH APUHHHEHH OT YYBCTBUTENHH
OakTepHH B cliefHUTe A03H*:

HMHpeKUHH Ha ropHUTE AHXATENHH MBTHLA 500 mg Ha 24 uaca
Cunyzut 250 - 500 mg Ha 12 uyaca
WHdexnnu Ha JoNHHTE AUXaTenHd MbTHIIA 500 mg na 12 vaca
HeycnoxHenu vRGEKUHH Ha MHKOYHUTE NbTUING 500 mg Ha 24 vaca
Uuderunn Ha KOKATA U KOKHHTE CTPYKTYPH 250 mg Ha 12 vaca unn

500 mg na 24 vaca




*[lpu Jederne Ha B-XeMONUTHUHIE CTPENTOROKOBH HH(ekLL. TepaneeTiqni 1038 Lednn ce
npHaarat Haii-manko 3a 10 aHu.
CranaapTHaTta aHTHOHOTHYHA TEpamia NpoIbTkasa Mexay 7 1 10 aHu,

Buopeuno napvinenne:

Llernposna moxe aa ce npuaara npn 80aHI ¢ vepedeHa ObOpeuna (hvukuig. He e Heodxoaima
J030Ba KOPEKLUA NPH CTONHOCTI HA KPeaTHHiHOBHA KnupbHe > 30 ml/min. Tlpu Sonun ¢
KpeaTHHHHOB KAnpbHe < 30 mil/min, cnea npisiokeHe Ha nbpeaTa craHaapTHa 103a. 50% ot
ClenBalllaTa CTAHIAPTHA 1034 Ce 1aBa B HOpMasmnTe ao3eBn nutepsan. Lledmposut ce
OTCTPAHABA HACTHHHO HPE3 NEMOQAHANH3A NOPAalH TeBa <& Npuiara cnel NPHKIHYBAHE HA
NEMOTHATH3ATA.

HepHoiapodno Hapymenue:
He ce u3nckpa no30Ba Kopekuna apn SonHN ¢ vBpedeHa uepHoapodHa (hyHKUIS.

NeanaTpiuyna nonyaaund
B KAHHHYHN [IPOYYBAHIA, U,E(])'i]lﬂ € npnaaraln Ha neaHarpiyHi nauHeHTH, KOHTO Ca OWnn Ha
BBIPACT Hall-manko 6 mecewa.

Lledin tabnetkn He e noaxoaswl 3a vroartpeda npu aeua. [Tpir aena Tpadsa Aa ce M3INON3BA
Lley3nn nepopanta cycnering.,

Mpy cpeted oTHT. npenopbueadata no3a Lledysnn e 15 mg/ke. npuaarana Ha ecek 12 vaca.

ITpy HHOEKLNA HA FOPHHTE ANXATEAHH THTHILA. (APHHIHT WIH TOH3HIHT. NPENOPbLYEAHATA 1034
Ledsun e 20 mg’kg seansw aHerno nan 15 mg/kg/aen, pazienena Ha aee pasuu gosi Tlpn
CHHY3IHT. npenopbusanata ao3a ¢ 7.5 mg'kg 1o 15 mg/kg, npinarana va seekn 12 vaca,

IMpn HeVCNoKHEHT HHpEKUNH HA KOKATA I KOAHHTS CTPYKTYpH ce npenopbuBat 20 mg’kyg
BEAHBLMX THEBHO.

Makenmannata aeTcka JHeBHA 1oa He TPAOBA 1A HAJIBULWABA MAKCHMAanHaTa npenopbysaHa
JIHCBHA 1033 NPH Eb3pacTHH. [lpH JedeHne Ha B-NeMOINTHUHI CTPENTOROKOBH HH(pEKLH,
TepanesTHYHE A0 Lledun ce npunarar 3a 10 aHu*

*cTannapTHata aHTHOHOTHYHA Tepanus npoabxkasa mexay 7 v 10 ann.

besonacHocTTa W eheKTHBHOCTTA APH AUA N0J 6 Meceld He € YCTAaHOBEHA.,

4.3. IlpoTuBonokazanus

U,eC])'SHJI € NPOTHBONOK&3AH TpH OONHN ¢BC CBPEXUYBCTBUTENHOCT KbM AKTHBHATA ChCTaBKa WM
KbM HSKOE OT NOMOWHHTE BewecTBa. OCBeH TOBA € NPOTHBONOKA3AH [(PH MALHEHTH CbC
CBPBXHY¥BCTBHTEIHOCT KbM aHTHOHOTHUH OT KJaca Ha LedatocnopHHHTE.

4.4. Crenpnanuu NpeIyNpPesRAeHIA H NpeINAIHE MEPKH npu ynoTpeda

Ilpean zamousane wa tepanna ¢ Ledsun e HeoOX0OAHMO BHHMATENHO PAMIHTBAHE HA

GonHuA 3a NMPeAXOKIAAIUN PEAKIHN HAa CBPBUVBCTBHTETHOCT KbM uffllﬂﬂOCﬂO])llHIl,
MEHHIHAHHN HAH JPYTH T¢RAPCTRA,

|

—




NEHHUNJHHOBA aJleprus, AKO HACTBIN AJACPIUHYHA peakuld RbBM I.led)‘;u.rl, JEYCHHETO Ce
MPEeKBCBA. Temku OCTPH PEAKUMHII HA CBPBXUYVBCTBHTEIHOCT H3HCKBAT CHIELIHO JIeYCHHE.

Hnapns, ¢cewvpiana ¢ Clostridium difficile (CDAD)Y. e noknaagana npu vnorpedaTa HA NOYTH
BCHYKI aHTHOAKTEPHANHIE CPeICTBA. BKIIOUHTENHO H Lledrna. n Moxe 1a saplpa no cepHozHoCT
oT neka ginapis 10 garaned konut. CDAD tpaGea aa ce 00CbII NPIL BCHYKH NALNEHTIL KOUTO
pa3BHBAT JAHApHs BCaeICTBIe Ha vnoTpeda Ha anTndnoTHild. Heodxoanmo € BHHMATEIHOTO
CHEMaHe Ha aHamuela. Touil kato e Joknasgada nossa Ha CDAD noseue oT Aa Meceua el
NpHAOKEHNETO Ha anThdakTepuandan cpenacTea. Axe CDAD ce noilostipa nau <€ NOTEbPIAH.
MOE 12 C€ HATOW NPEKPATHBAHETO Ha AHOBPEMCHHATA YIOTPEOA Ha aHTHONOTHUI, KOHTO HE
ca HacodeHd cpewy C difficile.

Oouiata 1HeBHa 1032 Lledsin Tpadea 1a ce namani npn GomHit ¢ Tekka ObOpeuta Anc@yHKUns
(KpeaTHHNHOB Knnpbhc <30 ml/min) nopaan BHCOKNTE WHAN OpPOIbAKHTETHH [NAIMEHN
KOHUEHTPALIIN Ha aHTHOHOTIKA B CpaBHEHHE ¢ HOpManHuTe cToiinocTi. Ledanocnopunure. B
tosa ulicno Lledrsin. Tpadsa aa ce npunarar ¢ BHIMaHIE npi OOHH, NOIYUABALLN CHNBTCTBAULD
nedeHne ¢ MOWHH AHYPCTHLEL, Tbil KaTo Ce MoI03Hpa. 4¢ TC3H BEUlECTBA BAowaBaT G'b()pe‘{HaTa
QryHKUHA.

[TpoabmwautenHoTo minomsBade Ha Ledsun moke 1a 10Bele 10 pazBHBAHE HA PEIHCTEHTHH
GakTepHaTHH wamoese, Ocoleno BaxHo € DoAHNA Ja §bae nel HadnwleHie. Ako no BpeMe Ha
NEUEHHETO HACTBIM CYNEPHHYeKLIS. TPAOBA 14 C& BIEMAT ChbOTBETHHTE MEPKH,

Hoknaasan e  nonosurened aupexteH TeeT Ha Coombs no BpeMe Ha JeueHHe <
uedanocnopHHoOBI aHTHOUTOTHUN.

IMeanaTpuuna nonvaamnns
He ca ycTaHoBeHW 0E30MAacHOCTTA H GPEKTHBHOCTTA MpH NEIHATPHYHI NAUKEHTH Hd EL3PACT
noa 6 meceua.

4.5, BzanmopeficTBIe ¢  apyrm  JeRAPCTBEHH MNPOIYKTE 1 Apyra  GopMH HA
B3anMoaelicTene

EdexTn na apyrn a¢kapcTea BbpXy uednposina

Hoknaasana € yBenH4eHa  HePOTOKCHUHOCT el €IHOBPEMEHHO  NpPHIAraHe  Ha
AMHHOTIHKOZHAHH AHTHOHOTHLLL 1 UE(ANOCTOPHHOBH AHTHOHOTHLLN.
EnHoBpeMeHHo npunarade Ha npoleHeun 1 yasoaga miowra nod kpiigara (AUC) 3a uednposun.

BiaumoaeiicTeng ¢ aeraperea/nadopaTopHi H3CICABAHHA

UedranocnoptHOBHTE aHTHOHOTHUN MOraT Aa 10Be1aT 10 (GanwiBo 10J0MKITEIHH PCaKlin 3a
FIOKO34 B YpHHATA ¢ MedeH penvkTtaszeH TecT (Benedict 1 Fehling pasteopu wnu ¢ Clinitest
TADNETKH). HO HE H € EH3HMEH TECT 32 FIOKOIYPHA (MHOKO300KCHIaeH TecT). danwneso
OTPHUATENHA PeakUMA MOsKke 1a ce Halneiasa npi pepHUHAHIIHHA TECT 3a MIHKO34 B KPbBTA.
HannuueTto Ha wednpoinn B KpLBTA He BOAH 10 BlalMoIeHcTEHE ¢ METONA 3a N3C/E1BaHE Ha
KPCATHHHH B NI1A3Ma H YPHHA C AJIKAJICH NHKPaT.

Kakto » npu apyri uedaiocnoplti, edpiKacHOCTTa HA NEPOPaNHNTE KOHTPALENTHBH MOKe 1a
Oblle MOHIDKEHA NpH elnoBpeMentoTo npimoxeHine ¢ Lledsun. Tlo speme Ha TeweHuneto ¢
[{edy3in TpsadRa fa ce BISMAT ICNBAHHTENHI MEPKI 3a KOHTPALET LN,

4.6. PepTHAHTET, OPeMEHHOLT H KbpMeHe

BpemeHHoCcT




Hama aadtii 2a yBpowaane Ha detvea of uedgnposin MOHONHIAPAT NpH NPOYYBAHIA Ha
PEMPOAYKTHBHOCTTA, NPOBEASHH NIPH 3aiiLlll, MUK H TABbX0BE B 1031 cboTReTHO 0.8, 8,3 1 18,5
MTBTH MAKCHMAHHTE AHEBHH 1030 npn xopa (1000 mg). ocHoBaHi Ha TelecHad MOBBPXHOCT
(mg/m). Odaue He €a MPOBedkJaHl A1eKBATHH 1 100pe-KOHTPONHPAHH APOYYBAHUA NPil
opeMeHHH skeHil [Topanai ToBa. 4e npoyuBAHHATA MPH KIBOTHH HE C4 NOKA3ATSNHH AP XopaTa,
TOBA JIEKAPCTBO TPAOBA 1a €€ HIMO.I3BA N0 BPEMC HA OPEMEHHOCT, CAMO ko SCHO H TOYHO €
ONPEAC/ICHI Hy A JaTa OT HEro.

Kuprene
[To-wanxko or 0.3% o1 a03aTa, NpHIOKeHA HAa MaiKa KbpPMauka, ¢¢ eKCKpeTHPd B KbpMarta.
HeobGxoaumo € nosnweHo BuManne. korato Ledisin ce npunara B nepnoi Ha KbpMeHe.

4.7. EdrexkTn BLpxy cnocodnoctra 33 modupane I padora ¢ MAIIHHH

He ca npoBeskaann npoy4paHna Ha eekTHTe Bbpxy cnocoOHoCTTa 3a wodupane v padora ¢
MaLIHH.

4.8, He:xenaHu JeKapcTBeHH peaKUHH

Hemenauute nekapereedi peakuiu npd uednpo3n 3a noaoGHN Ha OHe3IL HaOIKIaBaHi Mpi
apyrH ueaIocnopHHn 3a nepopanto npuiokenne, Llednpo3un odukHoBeHO ce noxacd aodpe
NpH  KOHTPONHPaHH  Kandiuun  gsnuTeadns.  [lpudamsurendo 2% o7 naudedtuTe
MpeyCTAHOBABAT NCUEHHE ¢ UE(PNPOIN 3apa/IH HEKCNAHN NEKAPCTBEHH PEaKLiiL.

Tadnuuara No-300y BKIIOUBA BCHUKH HENKENAHH NEKapCTBEHI peakuii. HadNKIaBaHi NpH
NALEHTIH NEKYBAHI ¢ Ue()IPo3ua 1 KAKTO c¢a onHcann kbM mostenta B CCDS. CnincukeT €
npeacraseH no cHeTemo-opradni kinacose. MedDRA  Tepmuuonoruws no 4ectota. kato ca
H3MOM3BAHH CASHHTE KATCrOpHH: MHOrO uecTtH {Z1/10) uwectn (Z1/100. < 1/10). HeuecTw
(=1/1000. <1/100}). peakn (=1/10000. <1/1000). muoro peikn (< 1/10000) u ¢ nenspecTHa
4ecTOTa (He Moe Ja ObJe H3uHCAeHa OT HATHUYHNTe adanuu). Tadinuarta e ¢heTaBeHa cnopel
npenopbkute Ha CIOMS padotha rpyna HI v V u Ykasanusta #a Egponefickata KOMNCHS 33
KpaTkaTa xapakTepHcTHKa HA npoayKTa,

CHcTeMO-0pranHH K1acoBe YecToTa MedDRA Tepmun
YecTH Cynepuudekuua 0 garnHaiHa
Mnderunn n nudecraunm HHpeKUHg
HapyuweHnua Ha kpbeTa H nuMpHaTa | Yectw Eosunuduinisg
CHCTEMA Heueetn HasajeH Spoii Ha de1nTe KphBHIL
KACTKH
Peaku TpomGouHTENEHIE H YIBAKESHO
npoTpoemMOBIHOBO BpeMe
HapyvueHna Ha nMyHHATa CHCTEMA Peakn AHPHOELeM. aHA(IAAKTHEHA peakuns
H cepy¥MHa QoIeCT
Hapvwenna Ha HepBHaTa cucTema YecTn C BETOBBPTEK
HeuecT Coerodnite Ha 00bpKBaAHE. OE3CBHHE,

COMHOJICHTHOCT. NCHXOMOTOPHA
XHNEPAKTHBHOCT. £ OI;*TAT"\_
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CTOMAHO-1PEBHI HAPYICHNA Hecrn bBoaka B xopesa. anapus, rajene. u

NOBpPbILAHE
Pe gk Komut 11 nceB1oMeMdpaHoses kot
HelspecTHa [Tpomsana B UBETA HA THONTE
Xenato-OHnnnapHit HapyIeHHs HeeTn [TosHuIeHa acnapTaT

amuHoTpaHcdiepaia i moBHWeHa
ananiy annHoTpaHchepaia

Heuectu [MoBHWieHa B KPbETA ATKATHA
Joedarasa
Peait XonecTaTiHa KbATSHIUA I NOBULISH
O11IpYONH B KPBBTA
HerzgecTHa XenaToTOKCHYHOCT. XEeNaTHT
Hapywenis va kokara n Hecrn JlepmatuT i reniTanet npypHTye
[MOAKOYH TbK S -
AROAEHATA ThRAH Hevectu OOpuB W ypTiKapHa
Peakn Cusapom Ha Stevens-Johnson, epurema
myatudopme
. T= .
Hapyuwenus na Gudpewire u Heuectn TMoRHIWEHa Ypea B KPBLRTA 11 NOBHLIEH
MHKOYHHTE IThTHLLA KPeaTHHIH B CepvMa
OBwH HapyweHna 1 eekTH Ha Penku fupexcus

MACTOTO HA NPHIOKEHHE

OGPIIB H YPTHEAPHA €A JOKRAABAHH NO-49eCTO NPH ACUd OTKOJOKOTO NpH Bb3PAcTHIL. ﬂpu'suauu're
H CHMNTOMHTE 00HKHOBEHO HACTBINBAT HAKOIKO JHI €Ae] 3an0o4BaHe Ha TEPANHATA H CTHXBAT J0
HAKQIKO AHH CNCT NPCKPATABAHCTO H,

3a RAKOHW OT1 cieAHNTe ChOHTHA C¢ ChOOWIABA PAAKO [0 BPEME Ha NOCT-MAPKETHHIOBOTO
HAOIHOAEHUE, HE3ABHCHMO JIaNn & VCTAHOBEHA NPHYHHHO-CIeICTBEHA BPB3KA ¢ uednposi;
arla(])liﬂaKCHH. dHCHOCIEM,  KOMHT. BKJIHOYHTEITHO ['ICCB,E[O.\-IE\[G[)EIHO'B@H KOJINT,  epHTeMa
MynTuopse. Tpecka. cepymHa donect, cusapom Ha Stevens-Johnson n TpomdounTonenid. Tlo
BPEME HA MNOCT-MAPKETHHIOBOTO HalAKJIeHHE e 10K1a1sand 00e3slBeTABAHE Ha 3BOHTE.
XEMATOTOKCHYHOCT. BKIKUNTRITHO XenaTHT.

Cbo0WAaBAHETO HA NOJO3NPAHN HEXKENaHW peakudi ciea pajpellapaHe 3a ynoTpeda Ha
AEKAPCTBEHHA APOAYKT € BAKHO. T0Ba NO3BONSBA  Ja NPOABITKI  HADMOAEHHETO Ha
CLOTHOLWEHHETO MOMIA/PHCK A NeKapcTBeHHS MpoiyKT. OT MeIMUIHCKHTE CrneuHanicTn ce
H3NCKBA 13 CLOOLLABAT BCAKA NOLO3HPAHA HEKENAHA PeaKLNg Hpes:

HM3mbiHuTeNHA areH W no aekapeTeara
va. JdamsH I'pyes™ No 8

1303 Codus

Ten.: +35 928903417

yebcalit: www.bda.bg

4.9, [Tpeaozupaue -

-

7 e A 1]
‘ 74 wutn 119
Exudnynn 1030, o1 nopaibka Ha 5000 mg/kg, npnnarauyn sbpxy H{liBOTHu/E, nﬁé}ﬂea
TOKCHYHOCT, HAMAT CEPELOHLL TN IeTATHH MOCIACTBNA, / L




Uedrsna ce enusunpa raagHo npes ouopeunte. Mpi coyvuan Ha npeiosnpade. ocodeHo nph
NAUHEHTH € HapyuWleHa ObOpeqHa QvHKLLHA. NemoIHamn3aTa noanoMara oTCTPanABaAHETO Ha
Hedpo3ia o1 OpraHu3mMa.

5. GAPMAKOJOTMYHU CBOUCTBA
5.1 DapMakoIHHAMIYHI CBOficTBA
hapuakoTepaneBTHUHA TPyNa: BTOPO nokoaenie uedanocnopinin, ATC: JOIDCIHO.

Mukpodnoiarna

Lledmposua uma in vitro AKTHBHOCT CPelly  WHPOK CNEKTBP OT  FPAMIOAONKHTENHE H
rpamoTpuuarenHy  Saktepuil.  BakTepuuHaHata akTHBHOCT Ha nednposnl e pe3yntar or
HHXHOHPAHETO HA ¢HHTe3a Ha KieTbuHata cTena. Llednpoinn e axTHBeH cpewy moseveTo
LAMOBE HA CJICAHHTE MHKPOOPraHOIMU [71 VIfFO.!

Aepolu, rpaMmIoI0KRATE THH MUKPOOPraHA3MIL:

Craduaokoku. skn. Staphvlococcus qureus (BKI. D@HHUNA30-NpoAYUHPAWH  wasose): S

epidermidis; S, saprophvticus:; S. warnei. {320, uednposnn He € aKTHBEH CPEULY METHLHAH-

PEIHCTEHTHH LLAMOBE CTANIOKOKI);

- Crpentokoku, Bkn. Streptococcus pyogenes (CTpentokokn rpyna A). 5 agalactiae
(Ctpentokokn rpyna b), S0 peewmonice{BKN. TOBEUETO WHTEPMEIHCPHH  [I€HHUHANH-
Pe3NCTEHTHH wamose ¢ neHuunawn MIC or 0.1 a0 | pg/ml)y: T'pynn C. D, F &
GCTpenToKOKH: CTPENTOKOKN 0T rpyna Viridans;

- Enterococcus dwrans; E. faecalis: (300: uedmpo3nn e HeaktHBeH cpely £ faccinn),

- Hpyruz Listeria monocytogenes.

Aepodn, rpAMOTPHUATEAHI MHKPOOPLAHN3MH:

- Meoravellu catarrhalis {BRA. B-TakTamaso NpoAYLUHPALLH WAMORE )

- Hemophilus influenzace (Bxn. B-naxramaso npoayuipaly wamMoee);

- Civebacter diversus,

- Escherichia colt,

- Klebsiella preumoniae;

- Neisserfa gonorrhoceae (BKIL NEHHUNAATA- MPOAYUHPALIE LIAMOBE )

- Proteus mirabilis,

- Salmonelia sp..

- Shigella sp..

- Vibrio sp,
3adenewkka:.  Uednposua He e akTnBen cpelly noedeTe wamoBe Ha Acinetobucter,
Fmterobacter, Morganellu morganii, Proreus vidgaris, Providencia, Psevdontonas a Serratia,

AHaepOOHN MUK POOPraHHIMA:
Sadenewra: [loseueTo Wwamose oT Bacteroides fragilis ¢a pesncTenThi Ha Lednpoiu.
- Clostridivm difficile; C. perfringens

- Fusobacterium sp.;

- Peptostreptococcus sp..

- Prevotella melanogenica (nosnart kato Bacterioides melaninogenicus)
- Propionibacterium acies.

TecToBe 33 YYBCTBUTENHOLT




KonndecTsedt MeToaH. KOUTO N3HCKBAT H3MEpBaHe HA A1IAMeTpHTE Ha 30HATA. 1aBaT Hali-TouHa
OUEHKA 32 YYBCTBNTEIHOCTTA HA OAKTEPHNTE KbM aHTHMHKpoGHNTe cpeacTsa. FlHTepnperauisTa
BKIKOUBA KOPEIALHA HA AHAMETHPA. TIOAYUCH OT TICK TECTOBETE. C MHHHMATHATA HHXHONTOPHA
koHuenTpas (MIC) 3a nednposin.

JIHCKOBETE 34 TECTBAHE HA YVBCTBHTEAHOCT KbM Uedrnocnopiuin (uedaloTHH THCKOBSTE) He ¢a
NOAXOIAUN TTOpaIN Pa3niKH B CNERTbpA ¢ uednposi. 30-ug nednposiil JHCKOBE ¢& HINwI3BaT
34 TECTOBE Ha H3IOATI iR Vitro.

Pesyntarnte or nadopaTtopHUTE TECTOBE OT CTAHIAPTEH TECT 30 YYBCTBHTENHOCT € €IHH LK ¢
30-pg vednpoina anek TPAOEA 1A <€ HHTEPNPETHPAT cnope:l CIeAHHTE KPHTEPIN:

JlnameTsp Ha 2ouarta (mm) MuTtepnpetaniiun MIC-Kkopenauns

218 {(S) uyBCcTRUTENEH <8 pg/ml

15-17 i (MS) ymepeno uvBeTBHTENEH | 16 pw'ml

<14 l (R} pesncrenTeH 232 pg'ml B

Pe3yntaT ..4yBCTBUTENSH [TOKA3BA. M€ NATOrEeHbT BEPOATHO Lie Ob1e HHXIOHPAH 0T 00IKHOBEHO
NOCTIKHMH  KPbBHL  KOHUeHTpauunn. Pe3ynTar .ymMepeHO UYBCTBITENEH foKasBa. Ue
OpraiBMBT We ObA¢ YYBCTBHTEIACH. dKO €€ H3MOM3BA BHCOKA 103a I @Ko HH(pekuuaTa ¢
OFPaHHYEHE A0 ThKaHH H TEHHOCTH (HAND. YPHHA), B KOHTO €& NOCTHIAT BHCOKH aHTHOHOTHYHH
HHBA. PE'B}"IIT&T ..]'JE'BHCTCHTEH" MOKA2BA. 4Ye TNOCTHHMATA KOHUCHTpauhd Ha AHTHOROTHKA
BEPOATHO HAMA 1a ObAC HHXHOHTOPHA,

Cranjaprinsupadute  npoueiypll  B3UCKBAT  WINOA3BAHETO Ha  1ad0PATOPHIL  KOHTPOIHLI
OpraHHIMH.

5.2. DapMaKOKIHETHYHH CBOIiCTBA

Lledr3nn ce pezopbupa nodpe cnet mepopasHo MPHAOKEHHE NP NPHEMAHE NPEIH NH N0 BpeMe
nHa xpanene. TlepopanHata BuonanpusdocT e npudmisnreano 90%. @apMakoknHeTHKaTa Ha
uehnposi He ce NpoMeHs OT NpunoKeHHe ¢ XpaHa man antwannan. CpeanuTe nnazMeHH
KOHUSHTPAUHH cned NpHAMKeHHE Ha Uednpoiiil Ha T HO ¢a npeacTaBedl B tabnyuara no-
Joy. KoHueHTpaukiTe B ypHHaTta ca okono 60% oT npuaoxkeHara 103a.

Hosa CpeaHy naasMeHn KOHUEHTpaUn Ha uedinposian® YpiHHa
(Lg/ml) EKCKPeLHA
Bpbx (~1.5 qaca) 4 yaca 8 vaca {8 vaca)
250 mg 6.1 1.7 0,2 60%
500 mg 10.5 3.2 0.4 62%
1000 mg (1 &) 18.3 84 1.0 54%

*JlaHHUTe NpeiacTaBIaBAT CTOHHOCTHTE HA CPEAHHTE MNA3MEHH KOHLUEHTPauinn ot 12 3apaBH

100poeonuy. PapMakoKHHETHHUHHTE AAHHH Ca B3eTH OT JeKapeTBCHa opMa Kancy. i 1oKasaHa

e. odaue. ONOSKBIBANEHTHOCTTA HA [EPOPANSH DPA3TBOP. Kancyil. TadleTKH u 1lepopanHa

CYCTIEHIHA.

Mo Bpeme Ha MEPBIA 4-4acoB NEPIOa cied NPHAAMAHE HA TEKAPCTBOTO, CPETHHTE KOHUSHTPALHL

B YPHHATA €€ npuaarade Ha 1031 o1 250 mg, 300 mg v 1 g ca npudnusntenno 170 pg/ml, 430

pgiml v 600 pg/ml cboTReTHO.

Cebp3BadeTo ¢ nnasMeHlTe NMPOTeHHU € OKoMo 36% H e HE3ABHCHIMO OT K@uHenTpalliTe B

qnanasoda ot 2 pgaml no 20 pgdml. CpeannaT niaiMed noaykHBoT npi, 1 i
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MikoBHTe KOHUSHTpaUHN HA UeNPO3nA B KOKHATA MeXypHa TednocT ¢a 3.0 n 3.8 pg/ml npn
NaLHEHTH. NOIVUABALLIT CIHA 1038 OT ¢LOTReTHO 230 my nan 500 mg uednposii. TonyasnBoTsT
B KOWRHATA MeXYPHA TedHOCT (2.3 uaca) e mo-TbTb0 OT TO3M. HA0U0.ABAH B NNA3IMATA,

Caen npiunoskenuero Ha e1Ha 1034 o1 13 umie 20 me/kg npn nauienTn ¢ XPoHIHeH ¢peaeH TN,
KOHUEHTPALUINTE Ha uenpoiin B TeyHoCTTa B CpeaHoTo yxo Bapipa o1 0.06 10 8.7 ng/ml.
KoHueHTpautuTe Ha Uehnpo3nn B TEHHOCTTA B CPEIAHOTO yNO ocTasar Ha MIC 3a noseueto
LHIPOKO Pa3mpocTpaHenn GakTeplin. ¢BbP3IBAHI CbC CPEISH OTHT . 3a MOBeue OT 6 vaca cnel
nprnarade Ha Lednpasic.

Hama manHn 3a akymymipade Ha uenpo3ii B naaMata Ha HHAHBHE C HOpManka ObOpeuHa
(PYHKUHA Cned MHOTORPATHO NPHIMKEHIE HA DepopaiiHit 2030 10 | g Ha 8 vaca sa 10 aHm.

Eudpeano yepencoune

MNpi Sonnn ¢ HamaneHa ObOpevHa (PYHKUNA. YIBMAKABAHETO HA [LIA3MEHHA NOJIYVKHBOT €
CBBLP3AHO CbC CTENEHTA Ha ObOpedHata ancdyvikuns. [Tpn GoaHit ¢ NBAHA Tunca Ha OBLOPEYHA
byHKUHA, MNA3MEHUAT NOAYAHBOT HA uednpoe3di MokKe aa obae 1 3.9 vaca. TlonyKaBoTbT ce
CKBEABA Hped XeModHamiza 10 2.1 daca. He ca yeTaHOBEHH MbTHUE HA €KCKPCUNA IPH DAUHEnTI
ChC 3HAYHTENHO YBpeaeHa Ob0peyHa QvHkums (B, 7. 4.2 1 4.4).

Yepuoopoino yepexcoaie

[Tpu Gonun ¢ yBpeaeHa uvepHoAPOOHA (hVHKLUNS HAMA CTATHCTHYECKH 3HAYHMH Pa3’NHKH BbB
hapMakoIHHAMHYHHTE NAPAMETPH, KOrato ce CpPaBHABAT ¢ Te3N [IPH HOPMATHH KOHTPOHH
HHANBILAH,

Fepuampuyny nayuenmu

Cpeanara AUC, nadnoaasana NpH NamieHTy B HANpPeaHana By3pacT Ha 05 roHHN 1 NoBeve, e
okono 33-60% No-BHcoKa OT TasH NP NO-MIaa0 HHAWBHAN. 3HAYEHHETO HA Te3H 3aBHCHMH OT
BL3PACTTA BAPHALHK BLE dapmMakoKIHeTHKATA Ha Lednposnn He ¢a A0CTaTBUHH 3d 14 W3HCKBAT
KOpPCKUHA B NO30OBHTEC PCACHMH.

Heduampuynu nayuenmu 1 ROOpacmeauiu

Chnen npiiokeHHe Ha eAHOKPaTHH 403K oT 7.5 mg/kg vau 20 mg/kg Ha neapaTpH4Hi nalinesTn,
KOHUeHTpalunTe Ha uednposi1 sapupat ot 0.3 no 4.3 pg/e B ToH3nnute i gapupar ot 0.4 ngiy
J0 4.9 pg/g B aneHonaHaTa Tekad, KOHUeHTpauuTe B TOH3IITITE H ATEHONTHATA ThKAH MOBEYE
0T 3.2 waca ¢iiel 103HpaHe ¢ [IO-BHCOKH OT MIHIMAMHNTE HHXHOUTOPHN KoHueHTpauny (MIC)
33 WHPOKO PA3npoCTpaHert [ATOTEH I, KOUTO NPHYHHSBAT HapUHIUT HITH TOHZHANHT.
DapMaKOKHHETHKATA HA UEQNPOIHN € CPABHHMA MeXCTY Jeua (Ha Bb3pact oT 6 meceua 10 12
FOAHHH) H BBIPACTHH. [INA3MEHUTE KOHUEHTpAuHH Nph aeua, noaydasawn 7.5 no 30 mg'kg
uednpo3itn ¢a cpaHuMi ¢ Te3ll, HaOmOJAaBaHH TIpH Bb3PACTHH [ALNEHTH, [00YHABawWH
nepopanto 230-1000 mg, Cuace 10cThra | a0 2 baca cien NPHAOKEHHETO | OAYKIBOTHT € 1,5
vaca.

ffoa

Cpeanata AUC. nabnwoaasaHa npy skedu e npudmsnresso 15-20% no-sucoka oT Tasd npH
Mbie. JHAYEHHETO Ha Te3d 3aBHCHMI OT NOJa BapHALL BbB (QAPMAKOKHHETHKATA Ha
UehNpOIHIT HE €& AOCTATBYHIL 3@ 1 HINCKBAT KOPEKWIA B 1030BUTE PEZRIIMH,




5.3. Mpeak aMHIYHH JAHHA 33 He300aCHOCT

He e nadmwnasan myTareHeH nNOTeHUNAT HA US(GNpo3Na B CLOTBETHHTE MNPOKAPHOTHH HIH
EVKAPHOTHI KASTKH 77 vitro WA i vive. He ca npoBes#1aHIl ThArocpoHIL NPOYUBAHNA i1 vive 3a
OUCHABAHE HA KAHUEPOrSHHIA MOTSHLHAT.

[TpovyBaHNATA 34 PENPOAYKTHBHOCT HE NOKAIBAT VBPEH,1aHEe HA JepPTHMITETA (] WHBOTHH,

6. PAPMAHEBTHYHHN JAHHH
6.1. CHOHCBK HA MOMOMIHHTE BellecTBA
MHKPOKPHCTANHA ULNYVI03a

HATPHEB HHlICCTEH rAHKoNaT

MarHe3HeB cTeapaT

antitoam C emyncns

oano Opadry YS-1-7003

6.2. HecnLBMecTHMOCTH

Henpunoxkinmo.

6.3. Cpok Ha roasoct
3 rOJHHH
6.4. Coennajnn yeJOBHS 38 CLXPAHEHHE

Ha ce cbxpansga Ha c¢Taiiwa TeMmnepatyvpa (noa 30°C) . Jla ce cbXpaHABa B OpHIHHATHATA
OMNMaKoBKa.

6.5. Bii o cbaAbEEAHIE HA OMIKOBRATA

CEFZIL 500 myg gunvinpann tadnetkn: dnuctep ¢ 10 gpuamupanu Tadaern,

6.6. HucTpykunn 3a ynorpeda

HsMa cneunainn HHCTpYKUMH.

7. APHTEXKATEJ HA PAIPEIUIEHHETO 3A YIIOTPEBA

Bausch Health Ireland Limited
3013 Lake Drive

Citywest Business Campus
Dublin 24, D24PPT3

Mpnanana
8. HOMEP HA PAZPEIHEHHUETO 3A ¥IIOTPEBA
9800339 e

9. JATA HA IbPBO PAIPEIUABAHE/TIOAHOBABAHE H
3A YIIOTPEBA
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10. JATA HA AKTYA/HU3UPAHE HA TEKCTA




