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KPATKA XAPAKTEPUCTHKA

1. PIME HA JJEKAPCTBEHMS ITPOAYKT

edsua 250 mg/5 ml npax 3a nepopaiHa CyCneH3Hus
CEFZIL 250 mg/5 ml powder for oral suspension

2,  KAYECTBEH H KO/IHMECTBEH CbCTAB

Lled3un mpax 3a mepopajHa cycmeH3ns cpabpxka cefprozil (uednpos3un), eksuBaNeHTeH Ha
250 mg Ge3poaeH uethnpo3un 3a 5 ml NPHroTBEHA CYCMEH3HA.

3a OBbAHUA CIHCHK HA TOMOIHHTE BEMICCTBA BHXTE TOUKA 6.1.
3. JEKAPCTBEHA ®OPMA .

[Ipax 3a mepopajiHa cycIeH3H4.

4, KIHHUWYHYA TAHHHA

4.1. Tepaﬁenmqnﬂ moKa3’aHug

Lledaun e nokasad 3a JEYCHHE HA NAIHEHTH CBC CHEAHHTE HH(DEKIHH, NPHYHHEHH OT
YyBCTBUTENHH KBM Liednposnn Oaxrepun.

¢ HHdekuuu Ha ropHUTE AUXATSAHH MBTHINA BKIOYBALIH, (PApUHIHT, TOH3HJIHT H CHHY2HT.
HUndexiuy Ha JONHHTE AUXATENHH ITHTHLIA, BKIOYBAILY OPOHXHT H ITHEBMOHMA.
Heycnoxknenn uHeKIIUH Ha KOXKATA U MEKHTE THKaHHU.
3ABENIEXKA: AOcuecuTe 00MKHOBSHO H3UCKBAT XHPYPIHUEH JPSHAXK.

¢ HeycnoxHeHu HH(EKIMH HA MHKOYHUTE MBTHIIA, BKIIOYBAIIH OCTHP [HCTHT.

e (OcCTBp CpelieH OTHT

HeobxonumMo € na ce WMar npeaBui OQHLHANHHTE NPENOPBhKA 3a MOAXOOAUIO H3M0/I3BAHE HA
aHTHOHOTHITH,

4.2. To3EpoBKA H HAYHH H3 NPHIOKEHHE

Hedsun Mmoxe aa ce mpuema ¢ WK 63 xpaHa. XpaHaTa He OKa3Ba BIMAHHE BbpXY CTCNCHTA HA -
abcopbrus.

goan@nlca

Bn3pacTas u gena Hag 12 roganu — NoAxoasio e u3noaspanero Ha Llegsnn tabnetku,
[led3sun ce nmpHnara NepopalHO NMPH NEYEHHEe HA HHQCKUMH NPUUHHEHH OT JYBCTBHUTEIHH
BakTepuu B CIACAHATE JO3H*:

Hudexuuy Ha ropHuTe gNXaTeNti NhTHILA 500 mg Ha 24 yaca

CuHy3uTH 250 - 500 mg na 12 yaca L

HHdekiyy Ha AONHHTE AUXATEIIHH BTHINA 500 mg Ha 12 vaca VA

HeycnoxneHu HH(pEKLHH Ha IMKOYHHUTE TBTHINA 500 mg Ha 24 4aca AT T
| LY '\.\-.



UH(pekIHA Ha KoXaTa U MEKKUTE ThKaHH 250 mg Ha 12 yaca niu
500 mg na 24 yaca
*IIpu nevenue Ha B-XeMONHTAYHHY CTPENTOKOKOBH MH(EKLHH, TCPaneBTHUYHH NO3H I.[ec]:s:m ce
npuaraT Hai-manko 3a 10 aHu.
CraupaptHaTta aHTHOMOTHYHA Tepanua npoabkasa Mexay 7 1 10 guu.

bLOpeuno napymienne:

Lledpnposnn moxe aa ce npunara npu Gonnnu ¢ yspeaeHa 6n6peuna dpynkuus. He e Heodxomuma
N030BA KOPEKLHA NPH CTOHHOCTH HA KPeaTHHHHOBHA iHpbHC > 30 ml/min. Ilpn OomHu ¢
KpeaTHHHHOB KiIHpBHC < 30 ml/min, cren npuaoxkeHHe Ha mbpBaTa cTaHnaptHa ao3a, 50% or
cllefBallaTa CTaHZApTHA JA03a C¢ JaBa B HOPMAJHMTe A030BH HHTepBamd. Lledmposun ce
OTCTPaHSBa YACTHYHO 4pe3 XeMoAHanu3sa, [opajd TOBa C€ NpHIara cjel NpHKIO4YBaHe HA
XEeMOIMANIN3aTA.

YepuoapobHO HApYIIeHEE!
He ce u3nckea 803084 KOpeKuua pH OOIHA C yBpEACHA YepHOAPOOHA QYHKHHA.

IMeamaTpuvHa NONYJANHA

B xiuHM4HEE OpoyuBaHus, Lledann e npunaran Ha neguaTpuyHM NMALMEHTH, KOHTO ca 6N Ha
BB3pacT Hall-Manko 6 mecena.

l{edsun Tabnetku He e moaxoxasin 3a ynotpeba mpu aeua. [Ipm Aena Tpabea na ce H3NON3Ba
Lledsun nepopanna cycnensns.

I1pu cpenen oTuT, NpenopbysaHata 8o3a [ledsun e 15 mg/kg, npunarana Ha Bcekd 12 gaca.

[Tpu uHdexnuH Ha rOpHUTE ANXATENHH TBTHINA, (PAPHHIHT WIH TOH3HINT, NPeNOpbYUBaHaTa Jo03a
Iledaun e 20 mg/kg peannx AHEBHO Wid 15 mg/kg/nen, pasaeneHa Ha ABe pasHH Ho3u. lIpn
CHHY3HT, IpenophuBanarta aAo3a ¢ 7,5 mg/kg no 15 mg/kg, npunarasa Ha BcekH 12 vaca.

[Ipu HeycnokHEHH MHGEKUHH HA KOXATa W KOXHATE CTPYKTYpH ce npenopwpusaT 20 mg/kg
BEAHDXK JHCBHO.

MakcuManHaTa AeTCKa JIHEBHA 103a He TpaOBa s1a HajBHIIaBa MAaKCHMAJHATa MpEOOpbiBaHa
JAHEBHA A03a NpH Bp3pacTHH. [lpd neveHne Ha [-XeMOIMTHYHH CTPETITOKOKOBH HHGEKIHH,
TepaneBTHYHH N03H lled3un ce mpunarar 3a 10 auu*

*cTaHAapTHaTa aHTHOHOTHYHA TepanHA NpoabJoKasa Mexxay 7 u 10 gHH.

- besonacHocTTa B eheKTHBHOCTTA MPH Jena nmox 6 Mecena He € YCTaHOBEHA.

4.3, IIpoTHBONOKA3IAHHSA

Lledsun e npotuBonoxasan npu OOJHH CBC CBPHXYYBCTBUTENHOCT KbM aKTHBHATA CHCTABKA HITH

KbM HAKOE OT MOMOIIHMTE BemecTBa. OCBEH TOBA € MPOTHBOMOKA3aH NPH MNAlHEHTH CBbC
CBPBXYYBCTBHTENHOCT KbM aHTHOHOTHIIH OT KAaca Ha LedalocnOpHHHTE.

4.4, Coenuannu npeaynpexieHHS H NpelNa3Hl MepKH OPH YHOTPeda

IIpenst 3amovuBaHe HA TepanHs ¢ I.Ietll:m.u ¢ HeoO0X0AHMO BHHMATEJHO pa:mmnane Ha

- A e,

HeHANHIHHE HJIH IPYTH JeKapCTBa, .

AXO TO3H AHTHOHOTHK C¢ NPH/AOKH HA NeHHNHJIAH-TYBCTBHTCJIHH NANHEHTH, nenﬁmﬂnm \

€ BHHMAHHE NOPAJAH KPbLCTOCAHA TYBCTBHTENHOCT MEXKIY ﬁeTa-JlaKTaMllllTe agTAGAoTHNH,
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K0aTO ¢ Robpe AOKyMeHTHpaHa H ce naGmonapa npu 10% or GouHHETE ¢ JaHHE 32
NeHHRHJIAHOBE AJIeprAf. AKO HACTLOH AJepruvyHA peaknusi KoM lledsna, nedeHneTo ce
NpekbeBa. TEKKH OCTPH PeAKHHH HA CBPHXYYBCTBHTEIHOCT HIHCKBAT CNEIHO JICHeHHE.

Huapus, ceepsana ¢ Clostridium difficile (CDAD), e noknajgsada npH ymorpebaTa Ha MOYTH
BCHYKH aHTHOAKTEpHAIHH CpeAcTBa, BKMOUHTENRO H Lledann, n Moxke Aa BapHpa no CEpHO3HOCT
OT JNexa Auapua 1o ¢aranen komut. CDAD TpabBa na ce 06ChAN IPH BCHYKH NAUMCHTH, KOHTO
pa3BHBaT AHapHsd BClieACTBME Ha ymorpeba Ha aHTHOMoTHHH. HeobxoIumo ¢ BHHMATENHOTO
CHeMaHe Ha aHaMHe3a, Thil KaTo e noxnaapana nodsa Ha CDAD noseuye OT ABa Mecela ciel
MPUIOKEHHSTO Ha aHTHOakTeprannu cpeactsa. Ako CDAD ce nogosHpa mwiH ce NOTBLPIH,
MOXE Ja ¢€ HAIOXKH NPEeKpaTABaHETO Ha eXHOBpPEMEHHATa ynoTpeba Ha aHTHOHOTHIYH, KOHUTO He
ca HacoueHHu cpemy C. difficile.

O6wara AHeBHa Ao3a Lledsun TpabBa na ce HaManu npu Gonuu ¢ Texka 6p0peuna auchyHkuus
(kpeaTHHHHOB KaHpBHC <30 ml/min) mopanu BHCOKHMTE H/MAH MPOALIDKHTEIHHN IJIa3MEHH
KOHHCHTPAUHH HA aHTHOHOTHKA B CpaBHeHHE ¢ HopManuuTe crofinocTH. LlepanocnopuHure, B
ToBa uncno Ledann, tpabea ga ce nmpunaraT ¢ BHUMaHHE IpH OOJHH, NOJy4YaBallld CHIBTCTBAINO
JIEYEHHE ¢ MOIIHH JHYPeTHIM, Thil XKaTo c€ NMOA03Mpa, Ye Te3H BellecTBa BionraBar 6n0peunara
yHxums.

[MpoapmxuTenHOoTO W3noassaHe Ha lledgaun moke Aa poBeZe A0 pa3BHBAaHE HA PE3UCTCHTHH
Gakrepuannu mamose. Ocobeno paxkHO e GonHuA Aa 6vae noa HabmoAeHHe, AKO MO BpeMe HA
JIGYEHHETO HACTBITH CynepuHdeKiIna, TpaOBa Ja ce B3eMAT CHOTBETHHTE MEpPKH.

Jloknanean e monoxuTeneH Jaupekred Tect Ha Coombs MO BpeMe Ha JiedeHHe ¢
HedanocIOpHHOBH AHTHOHTOTHLIH.

INannenTn ¢ peHHAKeTORYPHSA
led3un 3a nepopaiHa cCycneH3HA CHEBDKA acmapraM- HITOYHHK Ha ¢eHunanaHun (28 mg
¢enunananuy Ha 5 ml).

Lledsnun 3a nepopansa CycneH3HsS CBHAbPXKA 3axapo3a. IlanMeHTH ¢ pAgka HACHCACTBEHA
($pyKTO3HA HEMOHOCHMOCT, TKIOKO30-FallakTo3Ha MajiabcopOiua MM CYKPO30-H30MANITa3HE
HEAOCTATHHHOCT HE TpsOBa Aa MpHEMAaT TO3H JICKAPCTBEH MPOAYKT.

[ledsmn 3a nepopanna cycrnen3us Chabpxka ousetutencH areHT Cprcer xbato (E110), koeto
MOJKe Ja TPeIU3BHKA aleprUuHy peakUHH.

MepnaTpuuna nonyianes
He ca yctaHoBeHHM 0e30macHOCTTa H SECKTHBHOCTTA NpH ne,uHanHqHH NAlHEHTH HA BE3PACT
noa 6 Meceua.

4.5. BaasMozelicteE¢ ¢ JAPYrH JeKAPCTBEHH OpPOAYKTH H ApPYrHR QopMH  HA
B3aHMOeHCcTBHE

EdexTH na Apyra JexkapceTsa BLPXY nepupos3n

HoknagsaHa e yBenuueHa HEPPOTOKCHYHOCT Cie/l €OHOBPEMEHHO TMpHJaraH¢ Ha
AMHHOITHKO3HAHH aHTHOHOTHIH U BehanocnopHHOBH aHTHOHOTHIIH.

EAnoBpeMeHHO NipuAarane Ha npoGeHennn yasonna mionra noj kpusara (AUC) 3a uegnposun.

BianmoneiicTBuES ¢ JexapeTBa/nabopaTopHn H3caeABANAS

LedanocnopiHoBUTE aHTHOHOTHLIH MOTaT Ja AOBEAAT A0 GalIBHBO MONOKHUTENHU peammm-sa.;; I

rIIOKO3a B YPHHATA C MefieH peaykTaseH TecT (Benedict nnu Fehling pasteopu unu ¢ Clinitest



Tabnerku), HO He ¢ E€H3HMEH TEeCT 3a IMOKo3ypuA (TIOKO300KCHAA3eH TecT). PalllinBo
OTPHLIATEIIHA peaKkuua MOXe Ja ¢e Habmozaea npy (pepHLIHAHRIHKUA TECT 32 TNOK03a B KPBBTA.
Hanuunero Ha nednpo3ni B KPbBTA HE BOJAH A0 B3aHMOACHCTBHE ¢ METOAA 3a M3CICABAHC Ha
KPeaTHHHH B IJIa3Ma H YPHHA C aJIKaneH MUKpaT.

Kakro 1 npu apyru uedanocnopuin epUKacHOCTTa Ha NEPopanHUTE KOHTpALENTHBY MOXE Ja
ObZic MOHHXEHA [IPH €IHOBPEMEHHOTO NpuiioxkeHue ¢ Lledsun. ITo Bpeme Ha nedeHue ¢ Lledaun
TpaOBa Aa ce B3eMaT JOIMBTHATEIIHH MEPKH 34 KOHTpaLSIIIUs.

4.6. Depraamrer, GpeMEeHHOCT H KLPMEHE

BpeMEHHOCT |
Hsama pannu 3a yepexnane Ha deryca oT HeDNPO3HI MOHOXMApAT NpH HPOYYBAHHMA HA

PenpoAYKTHBHOCTTA, MPOBECHH TIPH 3aiilld, MHLIKH H TUTbXOBEB 03K choTBeTHO 0,8, 8,5 1 18,5
bTH MaKCHMANHHMTE AHEBHH nNo3uM npH xopa (1000 mg), ocHOBaHH HAa TEJNECH3 MOBBPXHOCT
(mg/m?). Obade He ca NPOBEHKAAHH ANEKBATHH H AOOPE-KOHTPONMPAHHM TPOYUBAHHA FIpH
OpeMenHH xkenn. [lopagu ToBa, ye ApOy4YBAHMATA TIPH KHBOTHH HE Ca MOKa3aTelIHE 3@ XOpara,
TOBa JIEKAPCTBO TpAOBa Aa Ce€ M3MOJ3BA MO BpeMeé Ha OpeMEHHOCT, CaMO aKoO ACHO H TOYHO €
OnpeeneHa HyX1aTa OT HETo.

KspMmere -
flo-manko or 0,3% OT no3ara, npuaoKeHa Ha Mailka KbpMadka, Cé eKCKpeTHpa B KbpMara.

HeobxoauMo € noBHINEHO BHUMaHHE, KoraTo Lledsun ce mpriara B NepHOA Ha KbpPMCHE,

4.7.  EdexTH BBpXY ¢n0c0o0H0CTTA 32 modupaHe H padora ¢ MAIIHHH

He ca mpoBexaaHH [poy4BaHHA Ha eEKTHTE BBPXY cnocobHocTTa 3a modupade © pabora ¢
MaHIMHH.

4.8, HexeJaHH JEeKAPCTBeHR PeaKIHA

Hexenanwure ieKapCTBEHH peaKUHH NpH HedIpo3wi 3a moZo0Hu HA OHE3H, HAOMIORABaHH NpH
ApyrH nedanocnopHnn 3a nepopatHo npunoxkeHHe. Lednposnun oOukHoBeHO ce nmoHacs Aobpe
NPH KOHTPOJMpPaHH KIMHWYHH u3nuTBaHug. [Ipubnusurenno 2% 0T nNalHEHTHTE
NpeyCTAHOBABAT JeUeHHE ¢ He@Npo3na 3apau HEXEAHUTE JIEKAPCTBCHH PEAKIIHH.

Tabnuuata no-moNy BKAKOYBA BCHYKH HEKENAHH JEKAPCTBEHH PeakUlHH, Ha0io/apaHM 1pH
NalKEeHTH JeKyBaHu ¢ uednpoiun H Kakro ca onucaHu kM MoMmeHra B CCDS. CnHCBKBT €
OpencTaBeH Mo CHCTeMO-oprannd kinacoee, MedDRA TtepMuHONOrMA H 4eCTOTa, KaTo <¢a
H3NOJM3BaHH CEAHHTE Kareropu: MHoro vecru (=>1/10), wectn (=1/100, < 1/10), Heuectn
(=1/1000, <1/100), peaxu (=1/10000, <1/1000). muoro peaxu (< 1/10000) u ¢ HeH3BeCcTHA
yecToTa (He MoXe JAa ObJe M34HclieHa OT Hanu4yHuTe AaHHM), Tabnuuara € ChCTaBeHA CHOpen
npenopbkuTre Ha CIOMS pabotna rpyna III u V u Vkasanusra Ha Esponelickara KOMHCHA 3a
Kparkara XxapakTepucTHKa Ha OPOAYKTA.

CHCTEMO-OPTaHHH KIARCOBE Yecrora MedDRA TepMBH
| Heetn Cynepundexuua ¥ BaruHanHa
Hudekuun 1 undecrauun HHpEKIHS
Hapymenns Ha xpbBTa ¥ niMpHata | Yectu Eosuundunus .
CHCTEMA Heuectn Hamaneu Gpoti Ha Genute KpbBRE . © .
KIIETKH T s
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Penxu TpoMGOLIMTONEHNS ¥ YEBIKEHO

MPOTPOMOHHOBO BpeMe
Hapymenus Ha HMyHHaTa cicreMa | Peaku AnTHOezeM, aHaQHIaKTHIHA PeaKiiis
| M cepyMHa 6osiecT
Hapylwienna Ha HepBHaTa CHCTEMa Yecun CBETOBBLPTEX
Heuectw Crcrosinve Ha oObpKrBaHe, 6€3ChHHE,

COMHOJISHTHOCT, ICHXOMOTOPHA
XUIEPAKTUBHOCT, HEPBHOCT U

| rnasobonHe
CroMamHo-4peBHH HAPYLIEHH HYectn bonka B kopema, Juapid, rajicHe, H
NOBpELIaHe
Penxn KonHuT 4 nceaoMeMOpaHO3eH KOIHT
HeuspecTHa IIpoMsaHa B LiBeTa Ha 3L0uUTE
XenaTo-OHaHapHy HApYIIEHUS Yectn IloBHireHa aciaprar

aMHHOTpaHc(epasa ¥ MOBHLICHA
aNnaHVH aMAHOTpaHcdepasa

Heuectu TloBHineHAa B KPbBTa alKanHa
docdaraza

Peaku XonecTarnyHa X bATEHMIE H TOBUILLCH
OHIHPYOHH B KPBBTa

HenssectHa X enaroTOKCHYHOCT, XemaTuT

| HapymieHHS Ha KOXATa U Yectn IlepMaTHT 1 TeHHTAlIeH

NOAKOKHATA THKaH
Pen Cunapom Ha Stevens-Johnson, epurema
MyATH(OpME
Hapyuienns Ha 660pennTe u Heuectu IoBHINeHa ypea B KPBBTA U IOBHIIEH
IMHKOYHHUTE ITbTHILA KpeaTHHHH B cepyMa
Q6111 HapyUICHHA H eheKTH Ha Penxn Iupexcs

MACTOTO Ha NIPHJIOKCHHE

OGpHE H YPTHKAPHS ¢a JOKIAJIBAHH MO-YECTO NPH A€l OTKOJKOTO NpH Bb3pacTHH. IIpusHauuTe
H CHMIITOMHTE OOHKHOBEHO HACTHIBAT HAKOAKC AHH CHEH 3aN0YBaHe HA TepanuaTa H CTHXBAT J0

HAKOJIKO JHH ClIEA NPEKPATABAHETO H.

3a HAKOH OT cneAHHTE CBOMTHE c¢ ChOOINaBa PAOKCG MO BpeMe Ha TOCT-MapKETHHIOBOTO
HabGMioneHKe, HE3aBACHMO JajH € YCTAHOBEHAZ NMPHMHHHO-CHEICTBEHA BPB3Ka ¢ USGHNpO3HI:
aHa()BNakcHd, AaHrHoeAeM, KOJIHT, BKIIOYHTENHO NCEBIOMeMOpaHO3E€H KOJIUT, epHTeMa
mynTHdopMe, Tpecka, cepyMHa GonecT, cuHapoM Ha Stevens-Johnson u TpomGoumronenus. Ilo
BpeME€ HAa MOCT-MApKETHHIOBOTO HabmoneHue ¢ [AOKIaABaHO oOeslBeTsABaHEe Ha 3b0HTE,
XeNnaTeToKCHYHOCT, BKITIOYHTE/IHO XEeaTHT. | |

CrofinaBanero Ha MOAO3HPaHH HEKENaHH peaKUMH ciefl paspellaBaHe 3a ynorpeba Ha
NEeKapCTBeHHs TPOAYKT € BaXHO. Topa mMO3BoNABa MAa NpoABIDKH HaOMoOASHWeTo Ha
CBOTHOMICHHETO NOM3a/PACK 3a JIEKapCTBeHHA NponykT. OT MeAHIHHCKUTE CHICIHAIHCTH 6

H3HCKBA 114 ChoDILABAT BCAKA NOAO3MpaHa HEXKETaHA peaKiliMia Mpe3:

H3nbaHKTENHA areHLHs 110 IeKapcTBaTa
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4.9. Ilpenosmpane

Enunanvan go3m, ot nmopaabka Ha 5000 mg/kg, npuaaraHu BepPXY KMBOTHH B NPOYYBaHHATA 33
TOKCHYHOCT, HAMAT CEPHO3HH HIIH JISTAITHH [1OCNeACTBHA.

Ileh3un ce enMMHHMpa rnaBHO npe3 GuOpenmre. INpu cayyau Ha mpeno3upaHe, ocoGeHo NpH
NauMeHTH C HapyuieHa OnOpeuHa QyHKUMS, XeMoAMANM3aTa MOANOMAra OTCTPAHABAHETO Ha
nednpo3niI OT OpraHH3MA.

5. ®APMAKOJIOI'MYHH CBONCTBA
5.1. PapMakoAHAAMHYIHH CBOHCTEA
~ bapMakoTepaneBTHYHA rpyna: Bropo nokoineHue tedanocnopuny, ATC xoa: JO1DCI10.

Maxpobuosoras

Hednposnn wuMa in vitro axTHBHOCT Cpelly IUHPOK CHEKTBP OT TPaMNONOXKHTENIHH K
rpaMoTpHIaTeNHH OaxkTepud. BakTepHIMAHaTa aKTHBHOCT Ha Le(NpO3HI € pe3yiarar oT
HHXHOHPAHETO HAa CHHTE3a HA KheTh4HHaTa creHa. Llednposun € axTHBEH Cpeimy MOBEHCTO
LIaMOBE Ha CIIE€AHUTES MHKPOOPraHo3MH in vitro:

AepobH, rpaMnoIOKHTETHH MHKPOOPraHH3MHA:

- Cradunokoky, BKI. Staphylococcus aureus (BKN. TEHWIMNA30-TpOAYUHPAIM LAaMOBe); J.

epidermidis; S. saprophyticus; S. warnei. (3a6. nedAPO3UT HE € aKTHBEH Cpeilly METHLIHIMH-

PE3HCTEHTHH 1AMOBE CTAQHIOKOKH);

- Crpenroxkoku, BKI. Streptococcus pyogenes (cTpentokoku rtpyna A); S. agalactiae
(crpenTokoku rpyna b); S. preumoniae (BKJI. HNOBEYETO HHTEPMEIMEPHH NCHULHIHH-
pe3sHcTeHTHH wwaMoBe ¢ newnmunuH MIC or 0,1 mo 1| pg/ml); I'pyma C, D, F &G
CTPENTOKOKH; CTPEIITOKOKH OT rpyna Viridans;

- Enterococcus durans; E. faecalis; (3a6: uednpo3un e HeakTUBeH cpelly E.faecium);

- Rpyru: Listeria monocytogenes.

Aepobi, rpaMOTPHIIATEIHE MHKPOOPraHHE3MH:

- Moraxella catarrhalis (Bkn. B-naktamMaso npoayIHpally WAMOBE);

- Hemophilus influenzae (BKJ1. B-nakTaMa3o npoAyuupaliy 1aMoBe);

- (Citrobacter diversus,

-  Escherichia coli;

-  Klebsiella pneumoniae;

- Neisseria gonorrhoeae (BKJ1. NeHMIMAA3a- MPOAYLHPALLH LIAMOBE);

- Proteus mirabilis;

- Salmonella sp.;

- Shigella sp.;

- Vibrio sp.

- 3abenexka: Iledpnpozun He € akTHBEeH cpeily NoBedYeTo IuamoBe Ha Acinetobacter,
Enterobacter, Morganella morganii, Proteus vulgaris, Providencia, Pseudomonas 1 Se;fmu;'rg.-_;_-r- B



AHaepoORH MAKPOOPTaHH3MA:

3abenexka: [TosedeTo wamose ot Bacteroides fragilis ca pe3ucTeHTHU Ha Lednposni.
- Clostridium difficile; C. perfringens

- Fusobacterium sp.;

- Peptostreptococcus sp.;

- Prevotella melanogenica (nosnat xato Bacterioides melaninogenicus)

- Propionibacterium acnes. |

TecToBe 33 YYBCTBHTEIHOCT
KonuvecTneHs MeToaH, KOMTO M3HCKBAT U3MEPBAHe Ha JHAMETpHTE Ha 30HATa, JaBaT Hal-To4HA

OII€HKa 3a YYBCTBHTEIHOCTTA HA GaKkTepHuTe KbM aHTHUMKHKpoOHUTe cpenctsa. Uurepnperauuara
BKJTHOUBA KOpPEIanua Ha JHAMEThpa, MOAYYeH OT AHCK TECTOBETE, ¢ MMHHMAJIHATA HHXHOHTOPHA
koHueHTpauns (MIC) 3a uedpnposun.

JluckopeTe 3a TECTBAHE HA UYBCTBHTENHOCT KBM LedanocnopuHy (uedaloTHH JHCKOBETE) HE Ca
MOAXOAALIH ITOPaJH Pa3IMKH B CIEKTHPA ¢ nednposui. 30-pug uedpnposun JHCKOBE C& HINOM3BAT
3a TCCTOBES Ha H30NaTH in Vitro.

PesysrraTute OT N1aG0OpPaTOPHUTE TECTOBE OT CTAHAAPTEH TECT 33 MyBCTBHTEAHOCT C €AHH JMCK C
30-pug uednposun Auck TpabBa fa ce HHTEPNPETHPAT CROPEA CISAHUTE KPHTEPHH:

JnaMeTsp Ha 30HaTa (Mm) HuTepnperaluu MIC-kopenaius
=218 (S) 4yBCTBUTEINCH <8 pg/ml

15-17 (MS) ymepeHo uysctBuTENeH | 16 pg/ml

<14 (R) pesucreHTeH >32 pg/ml

PesynraT ,,4yBCTEBHTENEH” NIOKA3BA, Y€ NATOrEHbT BEPOATHO I Obae HAXHOHpaH 0T OOHKHOBEHO
NOCTHOKHMH KpPbBHH KOHHEHTpanuu. Pesynarar ,ymepeHO UYBCTBHTEIEH W  IOKa3Ba, 4e
OpPraHM3MBT Nle ObJe YYBCTBMTENEH, aKO C€ M3IION3Ba BHCOKA /1038 WIH aKko HHQEKUMATA ©
OrpaHuHyeHa KO THKAHM M TEYHOCTH (HAMp. YPHHA), B KOUTO CE TIOCTHraT BHCOKH AHTHOHOTHYHH
HIBa, PesynTaT ,pe3ucTeHTeH” NOKa3Ba, Y€ MOCTWKHMATA KOHLEHTpaliud Ha aHTHOHOTHKA
BEPOATHO HAMA Ja OBJie HHXHOMTOPHA.

CTaHJapTH3HpAHHTE [IPONCAYPH H3HCKBAaT H3MOJ3BAHETO Ha JabOparopHH KOHTPONHH
OpraHU3MH.

S3.2. (@apMakokHHETHYHH CBOHCTBA

Lledsna ce pesopbupa godpe ciien nepopanio NpHIOKEHHE MpH NpUeMaHe NMPEAH UK IO BpEME
Ha XxpaHeHe. IlepopanHata OmoHanMYHOCT e npubimsurenno 90%. PapMakoKMHETHKATa Ha
uednpo3un He ce MPOMEHA OT TPUIOKEHHE ¢ XpaHa WM aHTHAUWAd. CpeaHHuTe INA3MEHH
KOHICHTPALMH cie] NPUWIOKeHHe Ha Hednpo3dN Ha rNajHo ca NpelcTaBeHH B Tabiunara mo-
aony. KoHueHTpauuuTe B ypunara ¢a okono 60% ot npuaokeHara nosa.

Ho3a Cpeanu nnasMeHu KOHLEHTpaly Ha YpHHHA eKCKpenHd
uednposun*
(pg/ml)
Bpex (~1,5 waca) 4 yaca | 8 4aca (8 yaca)

250 mg 6,1 1,7 0,2 60%

500 mg 10,5 3,2 0,4 62%

1000 mg (1 g) 18,3 8,4 1,0 34% 5




*JlaHHHTE NPEACTABAIBAT CTOMHOCTMTE Ha CPEAHMTE IUIA3MEHH KOHLUEHTPAaUHH oT 12 3apaBH
poGposoniy. GapMakOKHHETHYHHTE JAHHH Ca B3ETH OT KaNCy/IHa JeKapCTBEHA QopMa; JIoKazaHa
¢, obaye, OMOCKBHBAJICHTHOCTTA HA TEpOpaleH pPasTBOP, Kancynd, TabNeTkm u mepopaiHa
CYCIIEH3Hn4. |
[1o BpeMe Ha MbPBHA 4-4aCOB NEPHOA CASA MPHJIAraHe Ha NeKapCTBOTO, CPEAHHTE KOHLEHTPALHH
B yPHHATA CJICH TpHaraHe Ha Xo3H ot 250 mg, 500 mg u 1 g ca npubausutenno 170 pg/ml, 450
ng/ml u 600 pg/ml ¢cpoTBETHO.

CBBp3BaHETO ¢ IVIA3MEHHTE MPOTEHHH € OKoNno 36% H € He3aBHCHMO OT KOHUCHTPaUHWTe B
ananazoHa o1 2 pug/ml go 20 pg/ml. CpeaHUAT niasMeH NOMYKUBOT NPH HOPMANHH HHAUBHIH €
nprubmu3kTeaHo 1,3 yaca.

ITukoBHTE KOHUEHTPalHH Ha UeNpPo3na B KOXKHATa MeXypHa TeunocT ca 3,0 u 5,8 pg/ml npu
NAMEHTH, NOJy4aBaliy €JHa 4033 oT choTBeTHO 250 mg nim S00 mg nednposzun. [lonyxuBorhT
B KOXKHATA MEXypHa TeqHOCT (2,3 Yaca) € no-abJrbl' OT T03H, HabnioaBaH B NnJjasMara.

Cnen npujioxeHUeTO Ha efHa A03a ot 15 unm 20 mg/kg npy mauueHTH ¢ XPOHHYEH CPEeAcH oTHT,
KOHLCHTPALlMUTEe Ha 1ednpo3Ha B TeYHOCTTa B cpeaHoTo yxo Bapupa or 0,06 no 8,7 ug/ml.
KorneHTpauuure Ha nednpos3un B TEYHOCTTa B CPENHOTO yxo octasar Hag MIC 3a mosedero
IIHPOKO pa3lpocTpaHeHH OAKTEpHH, CBBP3BAaHH CbC CPElleH OTHT , 3a noBede or 6 waca cnef
MpHNarale Ha uegnposui.

Hsama aanuy 3a akyMyJHpaHe Ha Ledmpo3mi B M1a3MaTa Ha HHAMBHIM ¢ HOpMaaHa OnOpevHa
GYHKLUHA caef MHOTOKPATHO NPHIOKEHHE Ha IepopaiHK 1034 A0 1 g Ha 8 yaca 3a 10 quu.

bvopeuno yepeacoane |

[Ipn Gonnn ¢ HaManeHa ObpOpeuHa QYHKUHA, YABDKABAHETO Ha IIa3MEHHA MNONYXHBOT €
CBBP3aHO ChC CTeneHTa Ha Gb0peuHara aucdynkuud. Ipu Gonnu ¢ meaHA NMMNca Ha O6B0pednHa
GYHKUHA, TUIA3MEHUAT NONYKHBOT Ha nednposun Moxe aa 6nae u 5,9 vaca. [lonyxuBoTBT Ce
CKBCABA 4pe3 xemoauanusa 0 2,1 Jaca. He ca ycTtaHOBEeHH mMbTHILA Ha €KCKPSLIHA NPH NALHEHTH
CBC 3HAUUTENHO yBpegeHa O0bn0peuna pyukans (BXx. 1. 4.2 1 4.4).

Hepruodpobuo yepesxcoare
[lpu GonHu ¢ yBpeaeHa depHOAPoOHA (pyHKLUMA HAMA CTATHCTHYECKH 3HAYHMH pa3siHKH BBbB
(apMaKoIHHAMHYHHTE NApaMETPH, KOraTo c¢ CPaBHABAT C Te3H NPH HOPMAIHH KOHTPOAHH

HHIHBH/IH.

T'epuampuynu nayuenmu

Cpennara AUC, HaGmoniapana Npy naljdeHTH B HaNPeAHANA Bb3IPacT Ha 65 rOAHHK H NOBEYE, €
okoJ0 35-60% no-pHcoka OT Ta3H NpH NO-MJIaAH UHAWBHAY. 3HAYEHHETO HA TE3H 3aBUCHMH OT
BBE3pacTTa Bapualuy BhB (apMakOKMHETHKATA Ha HePnpo3una He ca AoCTaTh4HH, 3a Aa H3HCKBAT
KOPEKUHSA B JO30BHTE PEKHUMH.

IHleouampuunu naynenmu u noopacmeaiiiu

Cnexn npunoKeHue Ha eTHOKPATHH 7034 oT 7,5 mg/kg unn 20 mg/kg Ha meavaTpHYHU MALHEHTH,
KOHLEHTpaLHHTe Ha Hednposun Bapupar ot 0,5 a0 4,3 nug/g B ToH3uNUTE H Bapupar ot 0,4 pg/g
ao 4,9 ug/g B ageHonAHaTa ThkaH. KoHLieHTpaLHUTE B TOH3UIHTE ¥ aI€HOUAHATA THKAH NOBCYUE
oT 3,2 yaca cnej A03KpaHe ca MO-BHCOKH OT MHHHMANHMTE HHXHOHTOPHH KoHueHTpauuu (MIC)
34 LIHPOKO PASIPOCTPAHEHH TATOTEHH, KOUTO IPHYHHABAT (apHHIUT HIIH TOH3MWINT.
dapMakOKHHETHKATa Ha HePO3HN e cpaBHMMa Mexay Aeiia (Ha BB3pacT OT 6 Mecela Ao 12
rOAMHHK) N Bb3pacTHH. [InasMeHHTe KOHUEHTpauMd NpH Aena, nonyyapamy 7,5 go 30 mgkg
neGnpo3nI Ca CpaBHMMM C Te3M, HabmoJaBaHM MpH BBH3PACTHH NALHMEHTH, NOAYHMABALIH
nepopanuo 250-1000 mg. C,,, ce goctura 1 go 2 4aca cnes OpHACKEHHETO H nouy)xnaowr Ha._ :
enduMuHaLug ¢ 1,5 gaca. R



Iion

Cpennata AUC, mabmonasasa npH xeHd e npubnansnurenHo 15-20% no-BHCOKAa OT Tasu OpH
MBXE. 3HAYEHHWETO Ha Te3H 3aBMCHMH ©OT Moja BapHauu® BbB (apMakOKHHETHKATa Ha
1e¢mpo3un He ca AOCTATBYHH, 33 4a H3HCKBAT KOPEKUKA B JO30BHTE PEXXHMH.

S.3. IlpeaknunA9HA JannH 33 6ezomacHocT

He ¢ nabmopaBan MyTareHeH noreHUMan Ha UedMpo3Ha B CbOTBETHHTE NPOKAPHOTHH HIH
EYKAPHOTHH KJIETKH in vifro unu in vivo. He ca npoBexaaHu IbNTOCPOYHH MPOYYBaHHA [n vivo 32
OLiCHABaHE Ha KaHUEepOreHHHs MOTCHIHA.

[IpoyuBaHHATa 32 PENPOAYKTHBHOCT HE MOKA3BAT YBpEXJaHe Ha QepTHIHTETa PH )KABOTHH.

6. - DAPMAINIEBTHYHHA JAHHH

6.1. CauchHK Ha ntmammrre BeIRECTBA

HaTpues DeHzoat

nonucopbar 80
MHKPOKPHCTAMHA LIeNy103a
acnapram 50

3axapo3a

OGanasoBa eceHUHA

BaHWIHH

KOJIOHACH CHAULUEB THOKCHA
TIHLHH

KapMeno3a HaTpHil

HATPHERB XIIOPHA

DC antifoam-(1%) Ha 3axapo3a
CoHcer xbir0 (E110), 1%
6e3B0oAHA THMOHEHA KUCEIMHA
APOMAaTH3ATOp ryapaHa
NOACNAAUTEN

6.2. | HechbBMECTHMOCTH

HenpunoxumMo. |

6.3. Cpox Ha rognocTt

3 roauHA

6.4. ChnennanHu yc10BHS 332 CbXpAHEHHE

Ha ce cbxpaHABa Ha cTaiiHa Temnepatypa (noa 30°C) npeau npurotBaHe.Crex pa3TBapaHe, Aa ce
ChXpaHABa B XIaJAHIHHK W HEN3NON3BAHATA YACT Jia ce W3XBbpiH cnex 14 anu. KoHTelHepsT A2

ce ChXpaHaBa N00pe 3aTBopeH. Pazknarere noGpe npeau Bcgka ynorpeda.

6.5. BuaH chALpKAEAE HA OIAKOBKATA

Lled3un 250 mg/5Sml npax 3a mepopanna cycrensus: 6yTuika 60 ml rorosa cycneHsus. o



6.6. HucTpyknus 3a ynorpeba

YKa3aHHA 32 NPHIOTRARE HR NEPOPAJIHATA CYCICH3HS:

PasTBapAaneTo Ha mpaxa 3a nepopanHa cycneH3us B OyTHikara TpsOBa 1a CTaBa MO CJCHHHA

HAYHH,

- JloGaBere Boja A0 HHBOTO, 0003HAYEHO HA OyTHIKATA.

- Pasknarere goOpe 6yTunkara Ao pa3TBapaHe HA Mpaxa.

- H3uakaiiTe HAKONKO MUHYTH H aK0 € HeobxoauMo, fobaBeTe BoAa A0 HHBOTO 0D03HAYEHO HA
OyTnakara. |

[IpurorBeHATa HO TO3HM HAYHH CYCHEH3HS ¢ roroa 3a ymorpeba. Ta TpabBa aa ce

CHXPAHABA B XJIAXHIAHAK H 2 ce H3N0A3Ba B ¢pok orT 14 AHA.

3a u3noN3BaHe HA JAO3UPAINATA CIPHHLOBKA, HATEIIETE OT (PakoHA HEOOXOAHMOTO KOJIHYECTBO

rOTOB PAasTBOP, CMOPeH JCKAPCKUTE YKa3aHHA.

7. INPHTEXATEJI HA PASPEIHEHHETO 3A YHOTPEBA

PharmaSwiss Cesk4 republika s.r.o.,

Jankovcova 1569/2¢, 170 00 Praha 7,

Yemka PenyOnnxka

8. HOMEP HA PA3PEIIEHHETO 3A YIIOTPEBA

90800338

9. TATA HA TIOJHOBABAHE HA PAZPEIHIEHHETO 3A YNOTPEBA
21/61/2010

10. JATA HA AKTYAJIMIHPAHE HA TEKCTA

07/2013



