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[HI!I‘IE.I‘IHHTEHHA ATEHUMS N0 NEKAPCTBATA

Kpamxa xapaxmepucrmums we npogyxma Mpusowxerue 1

h Kbm Pez. Ne MMM/

1. HME HA JIEKAPCTBEHUSA ITPOAYKT Paspewenue N
sGmanme  CIS 3 07 -08-
[Tpodukc 500 mg punmupanmn Tabnerku Fses ' 7 -08- 7025
Profix 500 mg film-coated tablets il o o |

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Bceska punmupana Tabnerka cbabpxka 523,13 mg uednpo3us MoHoxuapar (cefprozil monohydrate),
ekBHBaJeHTeH Ha 500 mg uednpo3un (cefprozil)

3a MbJIHUA CITHCBK HA MOMOILIHUTE BELLleCTBA, BUXXTE TOoYkKa 6.1.
3. JEKAPCTBEHA ®OPMA

®unmupana tabnerka.
benn oBanuu puamMupaHu TabaeTKH ¢ AeaUTe/HA YepTa OT €lHaTa CTpaHa.
Tabnerkara moxe 1a Obae pa3aeneHa Ha 1Be paBHHU J03H.

4. KJ/IMHHYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

[Tpodukc e moka3zaHn 3a seyeHHe Ha MALUEHTH CbC cleAHHTe UH(EKUHH, NPUYUHEHH OT YYBCTBHUTEJIHH
KbM Liednpo3un bakTepun.

o WHdexuuu Ha ropHUTE AUXATETHH MbTHLLA, BKIKOYBALLK (PAPHHTHT, TOH3WIUT H CHHY3HT.
e UHdekunu Ha 1onHUTE AMXATE/IHH MBTHILA, BKJIIOYBALLH OPOHXHT H MHEBMOHHS.

e HeycnoxHeHn HHPEKUHH HA KOXAaTa H MEKHTE TbKAHH.
3ABEJIEXKA: Abcuecute 0OMKHOBEHO H3HCKBAT XHPYPru4eH JApeHax.
e HeycnoxHeHH HH(PEKLMHK HA MUKOYHUTE MbTHLIA, BKJIKOYBALIH OCTbP LIMCTHT.

e OCTbp CpeaeH OTHT.
HeoOxoauMo € na ce umar npeaBua OQHUHAJIHWUTE MNPENnoOpbKH 3a MNOAXOAALIO0 H3MO0JI3BaHE Ha

AHTHOMOTHLLH.
4.2 Jlo3HpPOBKA H HAYHH HA NPHJIOKEHHE

[Ipopukc moxe na ce npuemMa ¢ uaM Oe3 XpaHa. XpaHaTa He OKa3Ba BJIMSHHE BbPXY CTeNeHTa Ha
abcopOums.

EOEIH POBKA

Bu3pacTan u aena Haa 12 roxuHn
[Ipodukc ce npunara nepopajHO NpH JieyeHHe Ha UHPEKLUHMH NMPUYHHEHH OT YYyBCTBUTEJHH OaKkTepuu B

CNIeJIHUTE No3Uu*;

MHdekunn Ha rOpHHUTE AMXATE/IHH MbTHLLA 500 mg Ha 24 yaca
CHHY3HTH 250-500 mg Ha 12 yaca
UHdekLnH Ha JOJTHUTE AUXATEIHH MbTHLLA 500 mg Ha 12 4yaca
HeycnoxHeHn HHDEKLMH HAa MHKOYHHUTE IMbTHLIA 500 mg Ha 24 4yaca
MHdekuHH Ha KOXaTa H MEKHTE TbKaHH 250 mg Ha 12 yaca unu

500 mg Ha 24 yaca




*[Ipy neyeHue Ha P-XEMOJMTHYHH CTPENTOKOKOBH HHpexunu, TepaneBTHUHHUTE 103H [Ipodukc ce
npuaarar Hain-mManko 3a 10 qHu.
CranaapTHaTa aHTHOMOTHYHA Tepanus npoab/pkaBa Mexay 7 v 10 aum.

bLOpeuHno Hapyuenue:

Llepnpo3un Moxe aa ce npunara npu 60aHM ¢ yBpeaeHa ObOpeuna ¢pyHkuus. He e Heobxoanma no3osa
KOPEKLIHA MPH CTOMHOCTH HAa KpeaTHHUHOBUA KJIMPbHC > 30 ml/min. [1pn G0NMHH C KpEATHHHHOB KJIMPBHC
< 30 ml/min, cnea npunoxkeHue Ha MbpBaTta craHaapTHa a03a, 50 % ot cneaBallaTa craHaapTHa J103a ce
JlaBa B HOpMaJIHHTe 1030BH HHTepBaJH. Llednpo3un ce oTcTpaHsBa 4aCTHYHO Ype3 XEMOAHAIU3a; NOpaaH
TOBA Ce NMpuJjara cjejl NpHKJIKYBaHE Ha XeMO1HaJIn3a.

YepuoapoOHo HapylIeHHE
He ce u3uckBa 1030Ba KopekLHs NpH O0JIHHU ¢ yBpeaeHa YepHOoApPOoOHA QYHKLIMS.

[leanaTpryHa nonyjaanusa
B knuHuyHuTe npoyuBaHus, [1podukc e npunarad Ha neAHaTpUyYHH NALMEHTH, KOUTO ca OUJIM HA Bb3pacT
Hal-Manko 6 Mecela.

[Tpodukc Tabnerkn He e noaxoasul 3a ynorpedba npu aeua. [lpu neua tpadbsa na ce u3nonsea [lpodukc
nepopajHa CycrneHsus.

[Ipu cpenen otuT, npenopbyaHara no3a [lpodukc e 15 mg/kg, npunaran Ha Bcekd 12 yaca.

[Ipy WH}ekuuH Ha ropHUTe AMXATeNHH MNbTHILA, (APUHTHUT WAW TOH3WIIMT, NpenopbyBaHaTa 103a
[Tpodpukc e 20 mg/kg BeaHbxk AHEBHO WM 15 mg/kg/neH, pazaeneHa Ha ABe paBHH 103HW. [1pH CHHY3HT,
npenopbuMTesHaTa ao03a e 7,5 mg/kg no 15 mg/kg, npunarasa Ha Bceku 12 yaca.

[Ipu HeycnoxkHeHH HH(GEKLHH Ha KoXKaTa W KOXHHTE CTPYKTYpH ce npenopbyBat 20 mg/kg BeaHbx
JIHEBHO.

MakcumanHara AeTcka AHeBHa 103a He TpsAOBa Aa Ha/IBHLIABA MAaKCHMAJIHATA MpenopbyBaHa JHEBHA 1034
npu Bb3pacTHH. [1pu neyeHne Ha B-XeMOJHTHYHHTE CTPENTOKOKOBH HH(EKLHH, TEPAaneBTHYHHTE J03H
[Tpodukc ce npunarar 3a 10 auu.*

*cTaHaapTHaTa aHTHOMOTHYHA Tepanus npoabikaBa Mexay 7 v 10 aHu.

be3zonacHocTTa M epeKTHBHOCTTA NpPH Jela noa 6 Mecela He € YCTaHOBEHa.
4.3 IlporuBonoka3aHusi

[Ipodukc e nporuBonokasaH npu OONHU CbC CBPbXYYBCTBHTEIHOCT KbM aKTHBHATa CbCTABKA WJIH KbM
HAKOE OT TNOMOLIHWTe BeulectBa. (OCBeH TOBAa € MNPOTHBOMOKA3aH IMPH MAUHEHTH CbC
CBPBbXUYYBCTBHTEHOCT KbM aHTHOMOTHUH OT KJ1aca Ha uedasoCnopHHHUTE.

4.4 CpoenHa/ilHH npeAynpexIeHHs H NpeANa3HH MePKH NPH ynorpeoda

[Ipean 3anouBane Ha Tepanua ¢ [Ipopukc ¢ He0OX0AHMO BHHMATE/IHO pa3nHTBaHe HA OOJIHHA 32
NpeaAXoXAAllH PeaKIHH HA CBPbXYYBCTBHTEJAHOCT KbM He(aOCNOPHHH, NEHHUHJIHHHA HJIH APYrH
JIeKapcTBa.

AKO TO3H AHTHOHOTHK Ce MNPHJI0XKH HA NEHHUH/JIHH-YYBCTBHTEJHH NAalHEHTH, He00X0AHMO e
BHHMAHHE NMOPAJAH KPbCTOCAHA YYBCTBHTEJHOCT Mex1y OeTa-J1laKTaMHHTEe AHTHOHOTHIH, KOATO e
nobpe nokymMeHTHpaHa H ce HaGawaaBa npu 10% or 6oJIHHTE ¢ JAaHHH 32 NEHHIHJIHHOBA AJIEPrHA.
AKO HACTBHIH ajlepruyHa peakuns KbM Ilpodpukc, neyennero ce npekbeBa. TeKKH ocTpH w

HA CBPbLXYYBCTBHTEJHOCT H3HCKBAT CHELIHO JIeYeHHE, 725\ EHA 0. N
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Jnapus, cebp3ana ¢ Clostridium difficile (CDAD), e noknaasaHa npu ynorpeba Ha NMOYTH BCHYKH
aHTHOAKTepHA/IHH Cpe/CTBa, BKIKOYHMTENHO W [lpodukc, U MoXe na BapHpa MO CEPHO3HOCT OT Jieka
nuapus 1o ¢aranen koaut. CDAD TpsbBa na ce 00CcbaM Npu BCHYKH MALMEHTH, KOUTO pa3BUBAT JUapus
BCJ1e/ICTBHE Ha ynoTpeda Ha aHTHOMOTHLH. HeoOX0aAMMO € BHUMaTe/IHO CHEMaHe Ha aHaMHe3a, Thi KaTo
e noknanBaHa nossa Ha CDAD noBeue OT JBa Mecela ciejl NpUiokeHne Ha aHTHOaKTepHalHH CpeaCTBa.
Ako CDAD ce noao3upa Wi ce NOTBbPAH, MOXE Jla C€ HAJOXKH MpeKpaTdBaHe Ha €JHOBpEeMEHHarta
ynorpeda Ha aHTHOMOTHLIH, KOUTO ca HacoueHH cpeuty C.difficile.

Ob6umara aHeBHa no3a [Ipodgukc TpabBa na ce Hamanu npu OOAHM C Texka ObOpeyHa AMCHYyHKUHUSA
(kpeaTHHHHOB KJAMpbHC <30 ml/min) nopaau BHCOKHTE W/HIH NPOABIKHUTEIHH MJIA3MEHH KOHUEHTpaUHUH
Ha aHTHOMOTHKA B CpaBHEHHE ¢ HOpMajJHUTEe CTOHHOCTH. Lledanocnopunure, B ToBa 4uciao Ilpodukc,
TpsbBa jga ce npuiarar ¢ BHMUMaHWe npu OOJIHM, MOJiyyaBallH CBIBTCTBALLO JIEYEHHE C MOLUHH
JMYPETHLH, Thil KaTO C€ NOA03Hpa, Ye Te3H BelllecTBa BiolaBar ObOpeuyHaTa GyHKLHS.
[TpoabmkuTenHoro u3non3BaHe Ha [lpodukc Moxke na noBene A0 pa3BUBaHE Ha PE3HCTEHTHH
Oaktepuasnu wamoBe. OcobeHo BaxxHO e 00nHUA Aa Obae noa HabnoaeHHe. AKO Mo BpeME Ha JICYEHUETO
HacTbNH cynepHHpekuus, TpaOBa Aa ce B3eMar CbOTBETHHTE MEPKH.

JloknaaBaH e nonoxuteneH aupekteH tect Ha Coombs mo BpeMe Ha JieyeHHe ¢ LedanoCnopHHOBH
AHTHOHOTHLIH.

[leanaTpuyHa nonyJauHsA
He ca ycraHoBeHH Oe3onacHocTTa M eEeKTHBHOCTTA NMPH NEAHATPHYHH NALMEHTH Ha Bb3pacT noxa 6
Mecela.

4.5 BsaumoaeiicTBHe ¢ APYrH JieKAPCTBeHH NPOAYKTH H ApYrH popmMu Ha B3aHMO/ieiicTBHe
EdexkTn Ha Apyrd JekapcTBa BbpXy nepnposu

JloknaaBaHa € yBejH4YeHa HEe(PPOTOKCHYHOCT CJie]l €AHOBPEMEHHO IpuHJlaraHe Ha aMHHOTJIHKO3UIHH
aHTHOMOTHUHM H LedaOCTOPHHOBH AHTHOHOTHLIM.
EnnoBpemeHnHo npunarane Ha npobeHeuna yasosBa muouwra noa kpusara (AUC) 3a uepnposuan.

B3aumoaeicTBHS ¢ JiekapcTBa/ 1abopaTOpHH H3C/AeABAHHSA

[ledbanocnopuHOBHTE aHTHOMOTHLIM MOTaT Ja 10BeAaT A0 (GajliuBO MOJIOKHTENHH PeaKLHH 3a IJI0Ko3a B
ypHHaTta ¢ MezieH peaykraseH TecT. (Benedict unu Fehling pasrsopu wnm ¢ Clinitest TabneTku), HO He M ¢
€H3UMEH TEeCT 3a ITIIOKO3YpHs (r1H0K0300KCHda3eH TecT). DanliuBO OTpHLATEIHA peaklHs MOXe Ja ce
HabnonaBa npu epuHaHUAHUS TECT 3a IV1I0KO03a B KpbBTa. HanuuueTo Ha uednpo3ui B KpbBTa HE BOAM
JI0 B3aUMOJICHCTBHE C METO/1a 3a W3CJIe/IBaHE HA KPEaTHHHH B IJ1a3Ma M YpPHHA C aJIKaJieH MUKpar.

KakTto W npu apyru uedanocnopuHy, eMKacHOCTTa Ha MEPOPAJHUTE KOHTpPAUENTHBH MOXe Ja Obae
MOHMKEHA NMpHU eaHOBpeMeHHO npuioxeHue ¢ [Tpodukc. [1o Bpeme Ha neuenueto ¢ [Ipoduke TpsdBa na
ce B3eMaT JIOMbJIHUTEIHH MEPKH 3a KOHTpaLeNLHA.

4.6 DeprHaHTET, OPEMEHHOCT H KbpPMEHe

bpemeHHOCT

Hama naHHu 3a yBpexaaHe Ha deryca oT uedpnpo3nn MOHOXHApPAT MNpPH MNPOYyYBAaHHUA Ha
penpoAyKTHBHOCTTA, NPOBEAECHH NMpPH 3ailii, MULUKH H NIbXoBe B 1034 cboTBeTHO 0.8, 8,5 U 18,5 nbTH
MaKCHMaJHHUTEe JHeBHHU 1034 npu xopa (1000 mg), ocHoBaHU Ha TejecHa NoBbpXHOCT (mg/m?). Obaue He
ca NPOBEeX/aHH aZeKBAaTHH H J00pe-KOHTPOJIMPAHH NMpoy4YBaHHs NpH OpemeHHH keHHu. [Tlopaau ToBa, ue
Mpoy4YBaHHUATA MpPH )KUBOTHH HE ca MoKa3aTeJHU MpPH Xopara, TOBa JieKapCcTBO TpsOBa aa ce U3mnos3sa 1o
BpemMe Ha OpeMEHHOCT, CaMO aKo ICHO U TOYHO € OMNpe/e/ieHa Hy)KaaTa OT Hero.

KbpMmene




[To-masiko ot 0,3% ot no3ara, npuaoXkeHa Ha Maiika KbpMauka, ce eKCKpeTHpa B KbpMarta. Heo6xoaumo e
NOBHLIEHO BHHMaHHe, korato [Ipodukc ce npunara B nepuoja Ha KbpMeHe.

4.7 EdexTn BbpXy cnoco6HocTTA 32 IopHpaHe H paGoTa ¢ MAIIHHHA
He ca npoBexaanu npoyuBaHus Ha eekTuTe BbpXY cnocoOHOCTTa 3a uiodupane H paboTa ¢ MallIMHK.
4.8 Hexe/laHH 1eKAPCTBEHH PeaKNHH

Hexenanure jiekapCTBEHH peakUHH NpH uednpo3un ca nogoOHM Ha OHe3M, HabNKOaBaHW MPU IPYrH
uedanocrnopuHn 3a mnepopasHo npunoxenue. Llepnposun obGukHOBeHO ce mnoHacs aobpe npH
KOHTPOJIHPAHH KJIHHHYHH H3NUTBaHHA. [Ipubausutento 2% or nauneHTHUTE NpeyCcTaHOBABAT JICYEHHE C
1enpo3ui 3apaau HeXKeNaHH JIeKapCTBEHH peaKlivH.

Tabnuuara no-a0/1y BKJIKOYBA BCHYKH HEXeEJaHW JIGKAPCTBEHH peakuWH, HaOMI0aBaHd NMpH NauHeHTH
JIeKyBaHH ¢ 1ednpo3ui KW KakTo ca onucaHn kbM MomeHTa B CCDS. CnucbKbT € mpeacTaBeH 1O
CHCTeMO-OpraHHH kiacoBe, MedDRA TepmuHONOrHS M 4YecToTa, Karo ca M3MOJ3BAHH CJIEAHHUTE
Kareropuu: MHoro yectv (21/10), yectu ( 21/100, < 1/10), Hewectu (=1/1000, <1/100), peaxu (>1/10000,
< 1/1000), mHoro peaku (< 1/10000) u ¢ Heu3BecTHA yecTOTa (HEe MOXKe /1a Ob/le H3YHC/IeHa OT HAJTHYHHTE
nanHu). Tabnuuara e cberaBeHa cnopea npenopbkute Ha CIOMS pa6ortHa rpyna III u V u Vka3zauusita
Ha EBponeiickara koMucHs 3a KpaTka XxapakTepucTHKa Ha NPOJyKTa.

CHcTeMO-0praHHH KjacoBe YecToTa MedDRA tepmun
YecTu CynepuHdekuus ¥ BaruHanHa
Undexkuumn u nudecraumnu HHDeKL s
HapyweHnus Ha kpbBTa H YecTu Eo3nHoduaus
THMpEATA CHCTEMA Heuectn Hamasnen Opoii Ha 6ennTe KPbBHH KJIETKH
Penku TpomOouuTOoneHus u yabnkeHo
NMpPOTPOMOMHOBO BpeMe
Hapyluenus Ha MMyHHaTa cuctemMa | Peaku AHrHoeieM, aHaMIaKTHYHA peakuus
cepyMHa bosiect
Hapyuienus Ha HepBHaTta cuctema | YecTH CBETOBBbPTEX
HeuectH CbcTosiHHe Ha 0ObpkBaHe, Oe3cbHMe,

COMHOJIEHTHOCT, NICHXOMOTOPHA
XUIIEPAKTHBHOCT, HEPBHOCT H rJ1aBo0oIHE

CToMauHO-4peBHH HapylLEHHS YecTn bosika B kopeMma, 1uapus, rajieHe u
MOBpbLIAHE
Penku KoauT n nceBaomeMOpo3eH KOJIUT
HeussectHa [lpoMsHa B uBeTa Ha 3bOUTE
Xenaro-OusimapHu HapyllueHus Yectn IToBuena acnaprat aMuHOTpaHchepasa v
MOBHILUEH aJJAaHHH aMHHOTpaHcdepasa
HeuecTtn [loBuineHa B kpbBTa ankanHa pocdarasa
Penku Xo0JileCTaTHYHA KbJITEHHLA H MOBHUIEH

OWnMpyOHH B KpbBTa

HeusBecTHa XenaTtoToOKCHYHOCT, XeNaTHT

Hapyuwenus Ha koxara H YecTH JIepMaTHT H reHUTaJIEH NPYPHTYC j:f;##;:::::\?“_‘
NOAKOXHATa ThKaH Heuectu OOpuB u ypTHKapHus :




Penku CunapoM Ha Stevens-Johnson, eputeMa
MyJaTHdopme
Hapywenus Ha ObOpeunTe H HeuyecTn [ToBHlieHa ypea B KpbBTA U MOBHIIEH
MMKOYHHUTE MbTHLIA KPEaTHHHH B cepyMa
OO1umn HapyuwieHus ¥ e(eKTH Ha Penku [Tupekcus
MACTOTO Ha NPHJIOKEHHE

OOpHB M ypTHKapus ca J0KJaABaHH MO-4€CTO MpH Jella OTKOJKOTO MpH Bb3pacTHH. [Ipu3Hauure M
CUMINTOMHTE OOMKHOBEHO HACTBNBAT HAKOJIKO AHH CJIe] 3arno4yBaHe Ha TepanuATa U CTHXBAT 10 HAKOJIKO
JIHH Clie/l MpeKpaTABaHEeTo H.

3a HAKOM OT ciieHUTE CbOUTHS ce cboOLuaBa pAAKO MO BPEME Ha MOCT-MAapKeTHHroBOTO HallloaeHue,
HE3aBUCHUMO JaJIH € YCTaHOBEHa NMPUUYHHHO-CJIEACTBEHA Bpb3Ka ¢ Lednpo3ui: aHadUuIaKCus, aHTHOE1EM,
KOJIT, BKJKOYHTEJIHO MceBJAOMeMOpaHO3eH KOJHMT, epuTeMa MmyiaTudopme, Tpecka, cepymHa Oonecr,
CHHApOM Ha Stevens-Johnson u TpoMbouuTOneHus. [1o BpeMe Ha NOCT-MapKeTHHrOBOTO HabIOAEHHE €
JI0KJ1a1BaHO 0De3lBeTsBaHe Ha 3bOMTE, XeNnaTOTOKCHYHOCT, BKJIKOYHUTEJIHO XEIaTHT.

CboOliaBaHeTo Ha NOAO3MPAHH HEXKeNaHW peakUuWH clie]l paspellaBaHe 3a ynorpeba Ha JieKapcTBEHHS
MPOAYKT € BaxHO. ToBa no3pojisia Ja NMpoAb/kH HaOIIOJEHHETO Ha CHOTHOLIEHHETO NOJ3a/pUcK 3a
JieKapcTBEHHs NMpoAyKT. OT MEJIHLMHCKHTE CNELMAIMCTH C€ W3MCKBA Ja cboOLuaBaT BCsKa MoJ03HpaHa
HeXKeJlaHa peakuus ypes:

M3nbiHKTE/IHA areHLHs 1o JieKkapcTBaTa
yna. . Jlamsau ['pyeB* Ne 8

1303 Codus

Ten. +359 2 8903417

en. nouwa: bda@bda.bg
yebcaiT: www.bda.bg

4.9 [Ilpeno3npane

Eannuunm no3u, ot nopsaabka Ha S000 mg/kg, npunaraiu BbpXy *HBOTHH B MPOYYBAHHA 32 TOKCHYHOCT,
HAMAT CEPHO3HH HJIH JIETAJIHH MOCJIEACTBHA.

[Tpodukc ce ennmuHnpa rnaBHo upe3 ObOpeuute. [1pu cnyyan Ha npeao3upaHe, 0coOEHO NPH NalMEHTH C
HapylueHa ObOpeyHa GyHKUHMS, XeMoa1aau3ara nojanomMara OTCTpaHsiBaHETO Ha Lednpo3u ot
OpraHu3ma.

5. ®APMAKOJIOT'M4YHHU CBOUCTBA

5.1 dapmakoAHHAMHYHH CBOHCTBA

®apmakoTepaneBTHYHA rpyna: BTopo nokojexnue uedanocnopuiu, ATC kon: JO1DC10

MexaHH3bM Ha JACHCTBHE

Llepnpo3nn nHxubupa cuHTE3a Ha NpoTeMHHU B DakTepHasHaTa KJleTbYHAaTa CTeHa Ype3 CBbP3BaHE C €/IHH

HJIH MOBCYC OT MNCHHUHJIHH-CBBP3BAUIHTE [IPOTEHHH, KOETO TIOTHCKA [MPOUECHTE HaA CHHTE3 Ha
NENTHAOITTKOKAH B ﬁaKTepuan HaTa KJIETb4YHaA CTCHA.

MukpoOHosI0rHs
[lepnpo3un uMa in vitro akTHBHOCT Cpellly LWIHPOK crnekTbp oT ['paM-nosioxkurenHu U ['pam-oTpuuareHu
OaktepuH. bakrepuunaHata akTMBHOCT Ha uednpo3un e pe3yaTaT OT HHXMOMpAHETO Ha CH
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AepoOH, I paM-n10J10KHTEJIHH MHKPOOPTraHH3MH:

Cradunokoku, Bk1. Staphylococcus aureus (BKJ. NEHHLMNA30-NPOAYLUHPALLH aMoBe); S. epidermidis,
S.saprophyticus, S. warnei. (3a06: uednpo3un He € aKTHBEH Cpeully METHLH/IHH-PE3UCTEHTHH L1aMoOBe
cTad)MJIOKOKH);

- CTpenTOKOKH, BKJI. Streptococcus pyogenes (CTpenToKOkH rpyna A); S. agalactiae (CTpPENTOKOKH rpyna
b); S. pneumoniae (BkJ1. noBe4eTO HHTEPMEAUEPHH NMETHLUIHH-PE3UCTEHTHHU LlaMoBe ¢ NeHHUUAnH MIC
ot 0,1 no 1 pug/ml); 'pyna C, D, F & G cTpenTokokH; cTpenTokoku ot rpyna Viridans;

- Enterococcus durans, E. faecalis; (3a0. uepnpo3un e HeakTuBeH cpewny E. faecium);

- Apyru: Listeria monocytogenes.

AepoOn, I'paM-0oTpHIIATETHH MHKPOOPraHH3MH:

- Moraxella catarrhalis (Bkn. B-nakrama3o npoayuHpally 1amoBe);

- Hemophilus influenzae (Bk1. B-nakTamaso npoayLHpallH LLAMOBE);

- Citrobacter diversus,

- Escherichia coli;

- Klebsiella pneumoniae,

- Neisseria gonorrhoeae (BKJ1. NeHHLUHUJIA3a-NPOAYLIHPALILH LIAMOBE);

- Proteus mirabilis,

- Salmonella sp.;

-Shigella sp.,

-Vibrio sp.,

3abenexka: llepnpo3un He e akTHBeH cpeuly noBevyeTo WamoBe Ha Acinetobacter, Enterobacter,
Morganella morganii, Proteus vulgaris, Providencia, Pseudomonas w Serratia.

AHaepoOHH MHKPOOPraHH3MH:

3abenexka: [ToBeueto wamoBe ot Bacteroides fragilis ca pe3MCTEHTHH Ha Lednpo3HII.
- Clostridium difficile; C. perfringens

- Fusobacterium sp.;

- Peptostreptococcus sp.,

- Prevotella melanogenica (no3Hat kato Bacterioides melaninogenicus)

- Propionibacterium acnes.

TecToBe 3a HYBCTBUTEJIHOCT

KonnyecTBeHH METOAH, KOHTO H3HCKBAT U3MEPBAHE HA /IHAMETPUTE HA 30HaTa, /laBaT Hai-TOYHa OLIEHKa
3a YYBCTBMTEJIHOCTTa Ha OakTepuHTe KbM AHTUMHUKpOOHMTE cpeactBa. MHTepnperauusta BKIHOYBA
Kopenaluus Ha AWaMmeTbpa, MOJyYeH OT JAMCK TeCcTOBE, ¢ MHHHMMajHaTa WHXMOMTOpPHA KOHLIEHTpaLMs
(MIC) 3a uepnpo3su.

JInckoBeTe 3a TeCTBaHE HAa YYBCTBHUTEJIHOCT KbM LedanocnopuHd (uedanoTHH AWUCKOBETE) He ca
MOJAXOJSALIN NOpaau pa3nukd B cnekrbpa ¢ uedpnposuia. 30-ug uednpo3un AMCKOBE C€ H3MOJ3BAT 3a
TECTOBE HA U30JIaTH In Vitro.

Pesyntarure oT 1abOpaTOpHUTE TECTOBE OT CTAHAAPTEH TECT 3@ YYyBCTBUTEJIHOCT C €IHH AUCK C 30-pg
uedpnpo3us AMck TpsaOBa 1a c€ HHTEPNPETHPAT CNOpe/ CAEAHUTE KPUTEPHH:

JlnameTtbp Ha 30Hara (mm) HMurepnperauuu MIC-kopenauus
> 18 (S) yyBcTBUTENEH < 8ug/ml

15-17 (MS) yMepeHO 4yBCTBHTENIEH 16 p/ml

<14 (R) pe3ucrenteH > 32 ug/ml

PesynTar ,4yyBCTBMHTENEH™ MOKa3Ba, Y€ MNaTOreHbT BEPOATHO uie Obae HMHXHOMpAH OT OOMKHOBEHO
NMOCTHXXMMH KPBbBHHM KOHLEHTpauuu. Pesynrar ,,yMepeHO 4yBCTBHTENEH™ MOKa3Ba, 4e OpFaHHBW
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TEYHOCTH (Hamp. ypuHa), B KOMTO C€ MOCTHraT BUCOKH aHTHOMOTHYHW HHMBA. Pe3ynrar ,pe3ucTeHTeH"
MokKa3Ba, 4Ye NOoCTHXXUMATa KOHLEHTpaUUs Ha aHTHOMOTHKA BEPOATHO HAMA J1a ObJle HHXHOMTOpHA.

CranaapTH3MpaHUTe NpoLEeAYPH H3HCKBAT U3M0J3BAHETO HA J1abOpaTOPHH KOHTPOJIHH OPraHU3MH.
5.2 @dapMakOKHHETHYHH CBOHCTBA

[Tpodukc ce pe3opbupa nobpe ciea nepopajHO NMPUI0KEHHE MPH NMPHEMaHE NpEeAd WK MO BpeMe Ha
xpaHeHe. [lepopannata 6noHanuyHoOCT € npubnusnTenHo 90%. GapMakoKkHHETHKATa Ha LepnpO3UI He ce
MPOMEHS OT MNpPUIOXKEHHEe ¢ XpaHa WAH aHTHauuad. CpeaHWTe [U1a3MEHM KOHLEHTpAlLUU clel
NpHJIOKEHHe Ha uednpo3uJl Ha rAaJHO ca npeacrtaBeHd B Tabnuuara no-aoay. KoHueHTpauuuTe B
ypHuHarta ca okoJio 60% 0T npusoxeHara 103a.

Ho3a CpeaHn njia3MeHd KOHUEHTPALHH Ha YpuHHa ekcKkpeuus
uepnpozun*
(ng/ml)
Bpbx ( ~1, 5 yaca) 4 yaca 8 yaca (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 54%

*]laHHWTE TMpeACTaB/IABAT CTOMHOCTHTE HAa CpeAHWTE I[UIa3MEHH KOHLEeHTpauuH ot 12 3apaBu
noopoBonuH. PapMakOKMHETHYHHUTE JAHHH ca B3€TH OT JiekapcTBeHa opmMma KancyJii; Joka3aHa e obaye
OHOEKBHMBAJIEHTHOCTTA Ha NepopaleH pa3TBOp, KancyJu, TabJeTKH U NnepopasiHa CyCleH3us.

[lo Bpeme Ha nbpBHA 4-4acOB MEPHOA Cie] MNpHIaraHe Ha JIeKapCTBOTO, CPEJAHMTE KOHLEHTpPaLUHH B
ypHHaTa ciea npuiaaraie Ha ao3u ot 250 mg, 500 mg u 1g ca npubaunsurento 170 pg/ml, 450 ug/ml u
600 ng/ml cboTBETHO.

CBBbp3BaHETO C MJIa3MEHUTE NMPOTEHHH € 0KO0J10 36% MU € HE3aBUCHMO OT KOHLIEHTpALMUTE B 1Hana3oHa ot

2 ug/ml no 20 pg/ml. CpeaHUaT nnasMeH noJly’>KMBOT NPH HOPMAJIHUTE HUHAMBHAMW € npubausutenHo 1,3
yaca.

[InkoBHTE KOHLIEHTpPALMHK Ha Lednpo3na B KOKHaTa MexypHa Te4yHocT ca 3,0 u 5,8 pg/ml npu nauueHTn,
nojyyaBailln eaHa jao3a ot cboTBeTHO 250 mg wan 500 mg uednposun. [MonykuMBOTHT B KOXHATa
MeXypHa Te4HOCT (2,3 yaca) e no-ababr OT TO3H, HabaK0AaBaH B Ja3Mara.

Cnen npuioxkeHHeTo Ha eaHa ao3a oT 15 wian 20 mg/kg npH nmauuMeHTH C XPOHHYEH Cpe/leH OTHT,
KOHLUEHTpaUHHTe Ha uednpo3us B TEYHOCT B cpeaHoTo yxo Bapupa ot 0,06 no 8,7 pg/ml.
KoHuenTpauuute Ha uepnpo3un B TEYHOCTTA B cpeaHOTO YX0 ocrtaBar Haa MIC 3a nosedyero wHpoOKO
pa3npocTpaHeHH OakTepHH, CBbP3aHH CbC CpeJeH OTHUT, 3a noseye OT 6 yaca ciaej MnpuiaraHe Ha
e npo3uJ.

Hsama naHHM 3a akymyJjHpaHe Ha uednpo3ua B nja3mara Ha MHAMBHAH C HOpMalHA ObOpeuHa pyHKUMS
cjel MHOMOKpaTHO NpHJIOXKEHHE Ha nepopaiHu 1034 A0 |1 g Ha 8 yaca 3a 10 aHu.

bvopeuno yspexncoane

[Tpn Gonuu ¢ HamaneHa ObOpeyHa (PYHKLMA, YAbHDKABAHETO HA NJa3MEHHMSA MOJYKHBOT € CBbP3aHO CbC
crerneHTa Ha ObOpeuHa nuchyHkumus. [Ipu OGonHu ¢ mbaHa aunca Ha ObOpeyHa GyHKUHMA, NNA3MEHHUAT
MOJIy>KHBOT Ha Lednpo3ua Moxe aa obae U 5,9 yaca. [101yKHBOTHT ce CKbCABA Ype3 XeMoaHaiu3a 10 2,1
yaca. He ca ycTtaHOBeHH NbTHIA Ha €KCKpelLUs MPH MAlUHEHTH CbC 3HAYUTEIHO yBpejeHa ObOpeuHa
GyHkuus. (Bx. 1.4.2 1 4.4)

Yeprnoopobno yepexcoane

[lpu Gonwn c¢ yBpeaeHa 4epHOApoOHA (QyHKUHMA HAMA CTAaTHCTHYECKH 3HAYHMH Pa3IMKH _BbB—
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I'epuampuunu nayuenmu

Cpeannata AUC, nabmoaBaHa nNpu NMallMeHTH B HanpeaHaja Bb3pacT Ha 65 roJIMHK M NOBeYe, € OKOJIO
35-60% no-BHCOKa OT Ta3W NMPH MO-MJ1AJIM WHJMBHIH. 3HAYEHHETO HA TE€3M 3aBMCHMH OT Bb3pacTTa
BapMalUMM BbB (apMakOKMHETHKaTta Ha uedrnpo3uia He ca AOCTaTb4HH, 3a Jla M3UCKBAT KOPEKLIUS B
JI030BHUTE PEKHUMH.

Ileouampuunu nayuenmu u noopacmeauwiu

Cnea npuioKeHHe Ha eaHOKpaTHH 103u OoT 7.5 mg/kg wan 20 mg/kg Ha neauaTpuyHH MALMEHTH,
KOHUEHTpauuuTe Ha uepnposun Bapupar ot 0,5 no 4,3 pg/g B Tonsuaure v Bapupar ot 0,4 pg/g no 4.9
pg/g B aaeHouaHata ThbKaH. KOHUEHTpauMuTe B TOH3WIMTE M aJ€HOM/HATA ThbKaH noseue oT 3.2 4yaca
cie/ll A03UpaHe ca MNO-BUCOKM OT MHUHHUMAIHUTE HWHXMOUTOpHM KoHueHTpauuu (MIC) 3a wmupoko
pa3npoCTPaHEHH NATOr€HH, KOUTO NMPUYHUHABAT (APUHIHUT HJIH TOH3UJIUT.

®apMakOKMHETHKaTa Ha Ue(Ipo3nI € CpaBHUMA MExX/Y Aela (Ha Bb3pacT ot 6 meceua 10 12 roguHm) M
Bb3pacTHH. Il1a3meHuTe KOHuUeHTpauuu npv jaeua, nosaywasaw 7.5 no 30 mg/kg uednposun ca
CPaBHHUMH C Te€3H, HAO/MIOJaBaHU NMPH BL3PACTHHU NAUMEHTH nosyuasaiy nepopaiano 250-1000 mg. Cuax
ce aoctvra | 10 2 yaca caej npHJIOKEHHETO U MOTYKUBOTBT € 1,5 vaca.

Cpennara AUC, HabmroaaBaHa npu xkeHH € npubau3utesHo 15-20% no-BUCOKA OT Ta3u MPH MBbKE.
3Ha4YeHUETO Ha TE3H 3aBUCUMHM OT 10J1a BapHalli1 BbB (JapMaKkOKMHETHKaTa Ha Liedrnpo3uil He ca
JI0CTAaTbYHH, 3a /1a U3UCKBAT KOPEKLIUSA B JJO30BHTE PEKHUMH.

5.3 Ilpeak/IHHHYHH JaHHH 3a Oe30nacHOCT

He e nabsonaBaH MyTareHeH noTeHuMan Ha uedrnpo3ni B CbOTBETHUTE NMPOKAPHOTHH WK €yKapHOTHH
KJIETKH in vilro WiH in vivo. He ca npoBexaaHW AbJTOCPOYHH MPOYUYBAHHUS in VIVO 3a OLEHSIBAHE Ha
KaHLEepOreHHUs NnoTeHLHal.

[IpoyuBaHusATa 32 peNnpOAYKTHBHOCT HE MOKAa3BaT yBPEkK/1aHe HA PEPTHIMTETA NPH KHUBOTHH.

6. GOAPMAILEBTHUYHU JAHHHU
6.1 CnHcbK HA NOMOIIHHTE BemiecTBa
MHKpOKpHUCTAIHA LeTy103a

Marne3ues creapar

Harpues HU1uecTeH riukoart (tTun A)
CHMETHKOH emyJicus

bsno Opadry YS-1 7003 (TuranoB auokcua, Xunpomesosa, Makporod, Ilomucopbar 80)
6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roanocTr

3 rOJIMHH

6.4 ChnenHa/IHH yC/IOBHSI HA CbXPaHEHHe

Jla ce cbxpaHsiBa Ha MACTO, HEJOCTBITHO 3a JeLa.

Jla ce cbxpansBa npu remneparypa noa 25°C. /la ce cbxpaHsBa B OpMrMHa/iHaTa OMnakoBKa.
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6.5 Buau cbabpkaHHe HA ONAKOBKATA

Bu10B€ ONakoBKH:

10 puamupanu Tabaerku / 1 6aucrep

14 punmupanu Tabnetku / 2 6nucrepa (7 puamupanu tabnerku / 6:ucrep)
20 ¢puamupanm tabnerku / 2 6aucrepa (10 punmupann Tabnerku / 6nucrep)
He BCHUKH BH10BE OMAKOBKH MoraT jJa ObaaT nycHaTH B npojaaxoa.

6.6 CrneuHa/IJHH npeANna3sHH MEPKH NPH H3XBbPJIsiHE

He u3xBbpiisiiTe JIeKapcTBaTa B KAHA/IM3aLUMATA WK B KOHTEHHEpa 3a JIOMalLHH OTINa/IbLH.
[Toriurakire Bama papMaueBT kak /1a M3XBbpJIATE JIEKApCTBAaTa, KOMTO Be4e He u3nossBare. Te3n Mepku
L11€ CITOMOIHAT 3a Ona3BaHe Ha OKOJIHATa cpe/a.

Heu3non3BaHUAT JIEKAPCTBEH NMPOAYKT MM OTNAJAbYHUTE MAaTEPHAJIK OT Hero TpAOBa J1a Ce U3XBBLPJISAT B
CBbOTBETCTBHE C MECTHUTE U3UCKBAHMA.

T IMPUTEXATEJI HA PABPEIIEHUETO 3A YIIOTPEBA
HOBEJI ®APMA EOO/]

Oya. ,,buiarapus™ Nel(09

Codus 1404, brarapus

8. HOMEP HA PAZPEIIEHUETO 3A YIIOTPEBA

Per. Noe 20170201

9. JATA HA ITbPBO PA3ZPEIIIABAHE/ITO/IHOBSIBAHE HA PAPEILIEHUETO 3A
YIIOTPEBA

JlaTa Ha nmbpBO pazpewaBane: 14 ouu 2017 1.
Jlara Ha nocneaHo noaHoBsaBaHe: 18 maii 2022 r.

10. JIATA HA AKTYAJIMBUPAHE HA TEKCTA

07/2025 r.



