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1. UME HA JIEKAPCTBEHMUA TITPOAYKT e

Meponenem Kabu 1 g npax 3a HHKEKUHOHEH MK HHY3HOHEH pa3TBOP
Meropenem Kabi 1 g powder for solution for injection or infusion

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku (iiakon/0OyTHIIKa Chabpska MEPONIEHEM TPUXMUAPAT (meropenem trihydrate), EKBUBAJIEHTEH Ha
| g 6e3BoaeH meponeHeM (anhydrous meropenem).

[ToMOILIHH BELECTBA C U3BECTHO JEUCTBHE:
Bceku diiakon/0yTrika ot 1 g ceabpxka 3,92 mmol (unu 90,25 mg) HaTpui.

3a MbJIHUA CMTUCHK HA MOMOIIHMTE BELIECTBA BUKTE TOoUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a MHXKEKLIMOHEH WX HH(Y3HOHEH pa3TBOp.

bsiit Uy CBETII0 XKBJT Mpax.

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHS

Meponenem Kabu e noka3aH 3a jiedeHUe Ha ciaeAHUTe MH(EKLIMU NPH Bb3PAaCTHH M Jiela Hajl
3-meceuyHa Bb3pacT (BXK. TOYKH 4.4 u 5.1):

- Texka nMHEBMOHHUSA, BKIIIOYHUTEIHO HO30KOMHATHA IMTHEBMOHHUS U ITHEBMOHHUS, CBbp3aHa C aCHCTHpaHa
BEHTHJ1ALIUA

- BpoHX0-ny/ IMOHAJIHK UH(EKLIHH TTPH MYKOBHUCLIM/103a

- YC0XKHEHH HH(PEeKLIMH HAa MUKOYHHUTE IMTbTHLLA

- YcnoxxHeHH HHTpaabJ0OMUHAJIHH UH(EKLIMH

- Mudekumn no BpemMe Ha M cjie/l paKIaaHeTo

- Yc0)KHeHH HHPEKUMH Ha KOXKaTa U MEKUTE ThbKaH

- OcTbp OaKkTepralieH MEHWHTHUT

JleyeHue Ha [TALIMCHTH C 6HKTEPHEMHH, pa3BHjia C€ BbB BPB3Ka C, HJIHK 34 KOATO CE€ IIpcAnoJiara, 4€ ce €
pa3BH/ia BbB BPpb3Ka C KOATO H 14 € OT H36POEHHTE Mo-rope HH(bEKLlHH.

Meponenem Kabu Moxke 1a ce MW310Ji3Ba MpH JICYCHUE HAa HEYTPONEHUYHH IMaLlMEHTH C TPECKa, 3a
KOSITO CE MO03HUpa, Y€ MOXKE J1a ce Ib/KH Ha OakTepuaiHa HHpEKLHS.
CpeACTBa.

4.2 Jlo3HpoBKA H HAYHH HA NPHJIOXKEHHE

Jlo3upoBKa




B tabnuum 1 ¥ 2 no-gony ca aageHHd obiuy NpenopupKM 3a JO3HPaHe.

[py onpepensye Ha NPUIOXKEHATa 4032 U NPOABLKUTETHOCTTA HA JIEYEHHE C MEpOTiEHEM TpsaOBa na
ce ¥Ma MpeiBUL BUJA HAa HHGEKLHATA, KOATO LIE CE JIEKYBA, BKIKOYMTENHO HEHHATA TEXKECT, H
KIIHHHYHOTO TOBIHABAHE.

Jlosa A0 2 g TPH TBTH OHEBHO NMPH Bb3PACTHH H 1OHOWIM ¥ 103a 10 40 mg/Kg Tpu MbTH AHEBHO NpH
aeua Moxe aa 0bae ocobeHo noaxoasiiia 3a JieueHHeTO Ha HAKOU BUIOBE MH(DEKLIUY, HATPHMED
UHGEKLHK, NPHYHHEHH OT No-cnabo yysBcTsUTENHYU DakTepun (Hanp. Enterobacteriaceae,
Pseudomonas aeruginosa, Acinetobacter spp.), WIH MHOrO TEXKH HHPEKLMHH.

JONBIHUTENHU CHLOOpaXKEeHUA 3a A03UpaHe ca HeOOXOAWMH NPH JIeYeHHe Ha nalMeHTH ¢ 60peyna
HEJOCTAThbYHOCT (BXK. NO-A0MY).

Tabaunma 1

Boh3pacTHH H IOHOIIH

Hadexknnsn Ho3a, KOATO Ja ce npHJara
npe3 8 yaca

Texxka MHEBMOHHKS, BKJIIOUHMTENTHO HO30KOMHAHA 00mgumm 1 g

MHEBMOHUs H MHEBMOHHA, CBbP3aHa ¢ aCUCTHpaHa

BEHTH1AL KA

bBpoHxo-mynMoHaNHH KHOEKLUU [TPY MYKOBHUCUIH03 2g

Yenoxueny uHdeKUUU Ha MUKOYHHTE MBETHLLIA S00mgunu 1 g

YcnoxHeHH HHTpaabA0OMWHATHY HHPEKLMH S00mguwm 1 g

HHdexumu no Bpeme Ha U clie]l paXKJaHETO S500mgunulg

YCnoxcHeHH HHPEKIIMM Ha KOXKAaTa U MEKHTE ThbKaH S00mgunu 1 g

OcTbp DakTepHaicH MEHHHIUT 2g

JleueHue Ha peOPWIHH HEYTPONICHHYHH NMALIHEHTH lg

MeponeHeM 0OUKHOBEHO ce MpHiara Yype3 HHTpaBeHO3Ha HH(PY3HA B MPOJbDKEHHE HA
npubnuzuTenHo 15 no 30 MuHyTH (BX. TOUKA 6.2, 6.3 H 6.6).

ANTepHaTHBHO, 103K 0 | g MOXe J1a ce MPUIAraT KaTo HHTPAaBEeHO3HA DOJTyC HHXKEKUHKA 32
npuonu3uTENHO 5 MUHYTH. MMa orpaHuueHH JaHHM 3a 6€30NaCHOCT, KOUTO Aa NMoAAbPKAT
NPUICKEHHETO HA 1033 OT 2 g NIPH BH3PACTHU KaTo MHTPAaBEHO3HA OOJTyC UIDKEKLIMA.

bEwvbpeuno yepescdare

Ho3aTa 3a BB3PACTHH U KIOHOLIK TpAOBa 1a ce KOpUrHpa, KOraTo KpeaTUHHHOBHAT KIIUPBHC € 1OA

51 ml/min, kakTo € nokazaHo no-aoay. KMa orpaHvveHy JaHHH, KOHTO AA NOAABPXKAT NMPUIIOKEHHETO
Ha Te3W KOPEKIHWM Ha JO3aTa 3a eAMHHLA 1033 OT 2 g,

Tabarna 2
Kpearaunnos kauprHce Ho3a (Bp3 ocHoBa Ha “eauHHuUa” no3a B Yecrtorta
(ml/min) pamkute Ha S00mg, 1g mnu 2 g, BK.

Tabauuara no-rope)
26 -50 eHa eWHHLIA N03a npe3 12 yaca
10 -25 NOJIOBHHATA OT €1HHULIA A03a npe3 12 vaca
<10 NOJOBUHATA OT €IMHHLIA 1033 npe3 24 vaca

MeponeHneM ce oTaens ¢ xemoauanusa u xemopuirpauua. Heobxoaumara nosa tpabea aa ce npunara
cnej 3aBbplIBaHe Ha LMKB/IAa Ha XeMOAHAIH3a.

HsamMa ycTaHOBEHH NMPENOpPBKHU 3a JO3HpaHe NPH NALMEHTH Ha NepUTOHeaANHa AHan

Yeprodpobro vepesicoarie ;
He e Heo6X0OMMO KOpHTHpaHe Ha N03aTa NPH NalMeHTH ¢ YepHOAPOOHO yBpe
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Cmapuecka ev3pacm
He e HeoOXx0AMMO KOPUTHpaHE Ha /103aTa NPH MallieHTH B CTapuecKa Bb3pacT ¢ HopManHa 6sbpeuHa

(YHKLMSA MK CTONHOCTH Ha KpeaTHHUHOBHA KIUPBHC Haa 50 ml/min.

lleduampuuna nonyrayus

Heya noo 3-meceuna ev3pacm

Be3zonacHocTTa ¥ e()MKACHOCTTAa HA MEPOTNEHEM MPH Aewa NojJl 3-MeceyHa Bh3pacT, KAKTO U
ONTUMA/JIHATA CXEMa Ha Io3MWpane, He ¢a ycTaHoReHU. OrpanH4eHU papMakOKHHETUYHHU JaHHU obaue
nokassar, 4e 20 mg/kg npez 8 yaca Mmoxe na 6b1e NOAXOAALLA CXEMA HA NeYEHHE (BxK. TOYKA 5.2).

Heya na ev3pacm om 3 meceya oo 11 zoounu u c menecro mezao 0o 50 kg
[IpenopbuBaHUTE CXEMH Ha J03UpaHe ca NMoka3ahd B Tabaula 3 no-gony:

Tabanua 3

Hudexuns Ho3a, xosiTo TpAOGBa A4 ce
npnjaara npes 8 €aca

Texka NnHEBMOHHA, BKTIOYHTETHO HO30OKOMUAAITHA 10 vnu 20 mg/kg

THEBMOHMS H MHEBMOHHA, CBBP3aHa ¢ aCHCTHpaHa

BEHTUJIALIUA

bpoHxo-nmynMoHaTHY HHPEKUWH IPH MyKOBHCUHAO3a 40 mg/kg

YcnoxueHu YHPEKIHU HAa TUKOYHUTE THTHLIA 10 unmu 20 mg/kg

YcnoxueH HHTpaadJOMUHATHA HHPEKLIMH 10 vnu 20 mg/kg

YcnoxHeHH HHOEKLMU Ha KOXKAaTa U MeKUTe ThKaH 10 unu 20 mg/kg

Octbp 6akTepHaseH MEHHHIUT 40 mg/kg

Jleuenne Ha peOPUIHH HEYTPONICHUYHH MTALIUCHTH 20 mg/kg

Heya c meaecno meano vao 50 kg,
Tpabra na ce npwioXu A03aTa 34 BE3PACTHH.

Hsma onut npu aena ¢ 6n6peuHo yepexxaaHe.

Hauul Ha NPpHIOXKCHHC

Meponesem 0OMKHOBEHO C€ MPWJIAra ypes HHTPABEHO3HA HH(PY31A B NPOALIKEHHE Ha
npubansuTenHo 15 go 30 MmuuyTH (BX. TOUKH 6.2, 6.3, ¥ 6.0). ANTepHATHBHO, A03H HA MEPOTICHEM OT

1o 20 mg/kg Mmoxe aa Jia ce MpUiIaraT MHTpaBeHO3HO Oomyc 3a npubausurenHo 5 MUHYTH. iMa
OorpaHH4YeHH JaHHH 3a 6e30MacHOCT, KOWTO Aa MOAABPKAT NPUIOKEHHETO Ha Ao3a oT 40 mg/kg npu
Jelia KaTo HHTpaBeHO3Ha O0TyC HH)KEKLIUA.

3a yxazaHHA OTHOCHO pa3TBApPAHETO/Pa3perKAAHETO HA JIEKAPCTBEHHUS HPOAYKT MPEAH NPHIOKEHHE
BIDKTE TOUYKAa 6.6.

4.3 IIpoTHBONOKAZAHHN

CBpPBEXYYBCTBUTETHOCT KbM AKTHUBHOTO BEIECTBO UM KbM HAKOE OT IIOMOLUIHUTE BEUIECTBA,
u30pooeHy B To4Kka 6.1.

CBpBXYYBCTBHTENHOCT KbM HAKO€ ApYro kapbaneHeMHO aHTUbaKTepHaHO CpeACTRO.
Texxka CBpBXUYYBCTBHTENTHOCT (Hanp. aHaQUIaKTHYHA PEAKLIMs, TEXKKA KOXKHA peaklHs) KbM HAKOH
Apyr BUA BeTanakTaMHO AHTHOAKTEPHAIIHO CPEACTBO (HANp. NEHHUWIHHA WIH LiedhanocopHpm)

4.4 CnenHAJIHHA NpeJynpexIeHAs M Npeana3iy MEPKH NPpH ynorpeda

ITpu u360pa Ha MeponeHeM 3a JIeYeHUE Ha OTIE/IHUA NaUMeHT TpAOBa Aa ce oM
NOAXOAALIO Ja ¢ HW3Mo/3Ba KapbaneHeMHO aHTHOAKTepHATHO CPEACTBO Bb3 OCH



TeXeCT Ha MHGEKLIMATA, YECTOTATA HA PE3UCTEHTHOCT KbM JPYTH NOAXOAALIM aHTHOakTepHanHu
CPE/ICTBA W PHUCKA OT CENIEKTHPAHE HA PE3HCTEHTHHU Ha KapOaneHeMH DaKTepHH.

PesuctenTHOCT kBM Enterobacteriaceae, Pseudomonas aeruginosa u Acinetobacter spp.
PesucTeHTHOCTTA KBM NeHeMU Ha Enterobacteriaceae, Pseudomonas aeruginosa, Acinetobacter spp.
Bapvpa B pamkuTe Ha EBponeickus cvio3. Ha nexapure, npeanucealiy N1ekapcTBOTO, C€ NMPENOpHUBA
7a B3eéMarT o BHHMaHHE MeCTHaTa npeobiiajjarallia pe3HCTEHTHOCT HA Te3U HaKTEpUH KbM MEHEMH.

Peakiivu Ha CBPLXUYBCTBHTEIHOCT

Kakto npu BcHUKH OeTanakTaMHd aHTUOMOTHLIH, MMA CHODLLIEHHA 32 CEPHO3HU W NTOHAKOTa (paTanHu
peakLUHH Ha CBPBXYYBCTBHTEAHOCT (BXK. TOUKH 4.3 U 4.8).

[TauneHTH ¢ aHaMHe3a 32 CBPBXUYBCTBUTEIIHOCT KbM KapOaneHeMH, NEHHLHIMHH HITH OPYTH
OeTaNlakTaMHH aHTUOHOTHLIM MOXe Aa ObAaT CRPbXUYBCTBUTENHH CBUIO H KbM MeporneHeM. [lpeau aa
Ce 3aMouHe Tepanus ¢ MEpPOorieHeM, TpsOBa BHUMATETHO 1A Ce Pa3livTa 3a MPEIULIHH peakLUy Ha
CBPBXYYBCTBUTEJIHOCT KbM O€TanakTaMHH aHTUOHOTHULIM.

AKO BB3HHKHE TEKKA aJepruyHa peakuus, IPIOKEeHUEeTO Ha JIEKapCcTBEHHS NPOAYKT TpAOBa Aa ce
MPEYCTAHOBH M Jia CE€ NMPEeANpPHEMAaT NOAXOLSIIM MepKH. TeXKH KOXKHYU Hexenanu peaxuuu (SCAR),
kaTo CHHApPOM Ha Stevens-Johnson (SJS), TokcwyHa enuaepmanya Hexkponusa (TEN), nexapcteena
peaklus ¢ eosuHopmus u cucreMuu cumnroMu (DRESS), epurema mynrudopme (EM) u octpa
reHepaiyu3npaHa cK3aHTeMarosHa mycTysiosa (AGEP) ca crobuieHy npy nauMeHTH, NOTy4YaBaliH
MeporieHeM (Bk. Touka 4.8). AKO ce NMOABAT NPH3HAUHW H CUMITTOMH, NPEANONaraiit T34 peaKkLyH,
NeYeHUEeTo ¢ MeponeHeM TpAOBa 1a ce nNpeyCcTaHOBU He3a0aBHO M Ja c€ OOMMCIIM aITEPHATHBHO
JICYEHHE.

AHTUOHOTHYUEH KOJIUT

[Ipy NOYTH BCHYKKH AaHTHOAKTEPUANTHH CPEACTRA, BIUTIOUUTENIHO MEPONieHeM, ce ChOOLIIaBa 3a CBBP3aH
C NPUAOCKEHHETO Ha aHTHOHOTHKA KONMHUT M NICEBIOMEMOPAHO3EH KOJIUT, KOKTO MOXKE a BapHpar 1o
TEXECT OT JIEKH 0 XKUBOTO3ACTPALIABALIH.

[Topaau TOBa, BaXKHO € Jla C€ UMa NPEIBHI Ta3H AUArHO3a NMpH NAUMEHTH C AHAPHA MO BPEME HA WIH
clie] MPHIOKEHHeTO Ha MeponieHeM (BXK. Touka 4.8). TpsaOra na ce oOMHCIM npeyCTaHOBSABAHE Ha
TepanuaTa ¢ MEPONEHEM H J1a ce HMa npeasua cneuuduuHo nevenue 3a Clostridium difficile. He
TpAOBa Ja ce Nnpuarar JiekapCcTBEHH NPOAYKTH, KOUTO HHXUOHPAT NepUCTANTHKATA.

[ Tpuoee
Heuecto ce cbolliiaBa 3a repuoBe Mo BpeMe Ha JieueHHe ¢ kapOaneHeMH, BIITIOUUTETHO C MEPOTICHEM
(BK. Touka 4.8).

[Mpocnenseate Ha YepHOAPOOHATA PYHKLMS

Yepuoapobxara ¢pyHKIMA TpaOBa fa ce HabnonaBa BHUMATETHO 110 BpEME Ha JICHEHHE C MEPOIIEHEM
NOpanH pUcKa OT YEPHOAPOOHA TOKCHYHOCT (HapyleHa yepHoApoOHa QyHKUMA ¢ XonecTa3a U
uTONnH3a) (Bx. Touka 4.8).

Ynotpeba npu NauHeHTH ¢ 4epHOAPOOHO 3a00NaBaHe; NPU NALMEHTH C HANTHYHHY YEPHOAPOOHH
HapylleHHs TpabBa Ja ce npociensBa YepHOAPOOHaTa PpyHKUHUA 110 BpeMe Ha JICHEHHE C MEPOTIEHEM.
He e HeoOxoouMo KOpUrupaHe Ha 103aTa (BxK. To4ka 4.2).

JIupexTeH aHTUIIoO0YaHHOB TecT (TecT Ha KyMOc¢) 3a cepokoHBepcHA

[To BpeMe Ha AedeHHe ¢ MEPOTNIEHEM MOXKE J1a C€ Pa3BUE NMOJOKUTENEH AMPEKTEH WIH HHAUPEKTEH
TecT Ha KyMbe.

EnHOBpeMEHHO NMPWIOKEHHE C BAINIPOEBA KUCEINHA/HATPHUER BaINpoaT/BajNIpOMHUL
EnHoBpeMeHHaTa ynoTpeba Ha MeponeHeM ¢ BannpoeBa KUCEIHHA/HATPHER BalINpoa
ce npenopbupa (Bxk. Touka 4.3).

MeponeHeM Kabu ceaspxa HaTpHH.



To3u nekapcTeeH NMPOAYKT ChAbpxka npubnusnuTteaHo 90,25 mg HaTpuK Ha drakoH/OyTHIKa, KOETO €
eKBUBAJICHTHO Ha 4,5% ot npenopbuuTenHua ot C30 MakCHManeH QHEBEH NpHeM OT 2 g HaTpHit 3a

Bb3pACTEH.
4.5 B3auMoaeHcTBHE C APYTH J€KAPCTBEHH NPOAYKTH H APYTrH GopMH HA B3aHMOJcHCTBHE

He ca npoBexxaaHu cneur@UUHHA NPOYYBAHUA HA B3aHMOJAEHCTBUATA HaA NEKAPCTBEHHSA NPOJYKT OCBEH
¢ npobeHenua.

[IpoGeHenn ce KOHKYpHpa C MEPOMEHEM 33 aKTHBHATA TyOy/1Ha CEXKPELIMA, KATO N0 TO3H HaUUH
WHXHOKpa 6bpOpeuHaTa eKCKpelMa Ha MEPOTNEeHEeM, KOETO BOAU 0 IOBHILABAHE HA ENMMUHAUMOHHNUA
ONY>KHBOT W MV1a3MEHATa KOHUEHTpauua Ha MeponeHeM. HeoOxonuMo € BHUMaHUe, ako NnpobeHeuna
ce nmpunara eqHOBPEeMEHHO ¢ MEPOIIEHEM.

[ToTeHUMANHUAT e(eKT HA MEPOTICHEM BHPXY CBBP3BAHETO C MPOTEHHUTE WK BbPXY MeTab0ONnH3Ma Ha
APYTH JIEKAPCTBEHH MPOAYKTH He e u3cnensad. CBbP3BAHETO C NpoTeHHUTE obade € Tonkosa cnabo,
4e He MOXeE /1a ¢ OUAKBAT B3aHMOJEICTBHA C APYrd Cb¢AWHEHHUS Bb3 OCHOBA HA TO3U MEXaHU3bM.

Crobujara ce 3a HaMalnsBaHe Ha KPbBHUTE HHBA HAa BAJINMPOEBATa KUCENHHa, KOraTo T4 ce npuiara
e HOBpEMEHHO ¢ kapbaneHeMHu cpeacTra, poaeiyo oo 60-100% HamaneHue Ha HUBaTa Ha
BAJINPOEBAaTa KMCEJIHHA 3a OKoNo ABa AHHU. [Topanu OBp30TO HaYaI0 M CTeneHTa Ha HaMaleHHeE NpH
e AHOBPEMEHHOTO NMPUAOKEHHE HA BAIMPOEBa KUCEIMHA/HATPHUEB BAIITPOAT/BANINIPOMMA €
kapbaneHeMHH CpeICTBa CUHMTA CE, Y€ TOBa € TPYAHO 3a OBAaAABaHE U MOpPaaU TOBA TpAOBa Aa ce
u30srea (BX. Touka 4.4).

Hepopanwu anmuxoazyranmu

EaHoBpeMeHHOTO NpriokeHHe Ha aHTUOHOTHLIM ¢ Bap(apuH MOXKeE [a 3aCHUNIH aHTHKOATYJIAHTHHUTE
MY €(EKTH.

HimMa MHoOro ¢1h001lIeHHA 32 NOBUILABAHE HA AHTUKOATYJIAHTHHTE €(PEKTH Ha NEPOPaTHO MPUIOKEHH
AHTHKOAryNnaHTH, BKIIOYHMTENHO BapdapHH, NIPH NaUUEHTH, [TOJIYYaBALIM €AHOBPEMEHHO
aHTUOAKTepHANIHH CPEACTBA.

PHcKkBbT MOXE a Bapupa B 3aBUCMMOCT OT MH(EKUHUATA, Bb3pacTTa H 0010TO ChCTOAHUE Ha MaLUEHTa,
TaKa e NPHHOCHT Ha aHTHOHOTHKA 3a noBHiLeHHe Ha INR (MexayHapoAHO HOpMaNTU3IUPaHO
ChOTHOLIEHHE) € TpYAHO Aa ce npeueHH. [Ipenopbusa ce INR aa ce npocneasea yecto no BpeMe Ha U
MAJIKO CJie]l €THOBPEMEHHO NMPHIIOKEHUE Ha aHTHOMOTHLIH C MEPOPANHO AHTHKOAIYJIAHTHO CPEACTBO.

[Teouampuuna nonyrayus
[IpoyuBaHus HA B3AUMOJCHCTBHATA ca IPOBEAEHH CaMO TNPH BL3PACcTHH.

4.6 Pepruanrter, OpeMEeHHOCT H KbpMeEHe

bpemennocm

Hsama paHHM WM HMa OrpaHH4eHH AaHHH OT ynoTtpebara Ha MeponeHeM NpH OpeMEHHH JKEeHM.
[IpoyuBaHMATa MPH )KHBOTHH HE MOKA3BAT AMPEKTHH WX HHAHPEKTHH BPEAHH €(DEeKTH MO OTHOLLIEHHE
Ha penpOAYKTUBHATA TOKCHYHOCT (BXK. TOYKA 5.3).

Karto npeanazna Mapka, npenopbyYUTENHO € Aa ce u30area ynorpedara Ha MeponeHeM Mo BpeMeE Ha
OpEMEHHOCT.

Kvpmerne
CpoblilaBa ce, 4e MaJIKd KOJIHYECTBA MEPOMNIEHEM Ce EKCKPETUPAT B KbPMaTa MpH Xopa
He TpabBa Ja ce U3MOA3Ba OT KbPMa4dKH, OCBEH aKO NOTEHLHAIHATA ITO/13a 3a MakKa
noTeHLMaIHua puack 3a Hebero.

4.7 EdekTn Bupxy cnocobHOCTTA 32 IodHpaHe H paboTa ¢ MAIIHHH




He ca npoBexxaaHu npoy4BaHUs Ha ePEKTUTE BbPXY CnioCOOHOCTTa 3a 110 HpaHe U padoTa ¢
malusu. [1pyu mogupare u pabora ¢ mawvHy, obave, TpadBa Ja ce Hma NpeaABHA, Y€ ca ChoOLaBaHH
rinasofosive, napecTe3ut U rbpuOBe NpH ynoTpeda Ha MepOneHeM.

4.8 Hexenalu JeKAPCTBEHH PeAKLHH

O6o01enye Ha rnpodgina Ha 6e30MacHOCT

B eaus 0630p Ha 4 872 naumeHTH ¢ 5 026 ekcno3vuyy Ha JieueHHe ¢ MepOIeHeM Hak-4eCTo
chODIABAHHTE HEKETAaHHW PEAKLIMH, CBBP3aHU C MPUIIOKEHUETO Ha MEPOTIEHeM, ca auapus (2,3%),
obpus (1,4%), ranene/noppuiiane (1,4%) u pp3naneHye Ha MACTOTO Ha HHDKeKTHpaHe (1,1%). Haii-
4ecTO ChoOIaBaHHTe NadopaTOpPHHU HEXKeJJaHH CHOUTHA, CBBP3aHH C MEPONIEHEM, Ca TPOMOOLIMTO3A
(1,6%) ¥ noBHilieHH 4epHOAPOOHHU eH3uMH (1,5-4,3%).

TaGnu4HO NpeACTaBAHE HA PHCKA OT HEXKEIaHH peaKLHH

B tabnuua 4 mo-goy ca H30pOeHH BCHUKY HEXeTaHU peaKLMU 110 CUCTEMO-OPraHeH KJ1ac W YeCTOoTa:
MHOTro yecTH (> 1/10); uectu (> 1/100 no <1/10); neuectu (= 1/1 000 no <1/100); peaxu (= 1/10 000
no <1/1 000); muoro peaku (< 1/10 000), c Heu3zBecTHa YecTOTa (OT HATHYHHTE JaHHHU HE MOXeE Ja
Obae HarnpaBeHa OLIEHKA).

BrTpe BBB BCAKA IPYyNa NO YECTOTA HEXKEIAHUTE €(PEKTH ca NMpeACTABEHH M0 pea HA HAMATABAIIA

CepPHO3HOCT.

Tabaura 4
CrcTemMo-0praleH KJIac YecToTa CnOHuTHE
Nudekuuu ¥ uHdecTaunu Heuectu OpaJjlHa ¥ BarMHajHa KaHAXQ03a
HapyuieHus Ha KpbBTa U Yectn TpoMOOLUTEMHUSA
auMmdHara cucTemMa
HeuecTtu arpaHyJIOLIMTO3a, XEMONKTUYHA
aHEeMHA, TPOMOOLHTONEHHNA,
HEYTPONEHU, ICBKONEHHS,
€O3UHOMDUNTUA
HapyiiieHHa Ha UMyHHAaTa Heuecru aHadHNaKcua (BXK. TOUKH 4.3 U 4.4)
cCHcTeMa aHrHoeIEM
[Tcuxuyau HapyLueHUs Penku AETUPHYM
Hapywesus Ha HepBHaTa HecTH rnaobonue
CHCTEMA Heuectu NapecTe3uH
Penokn rspuoBe {BXK. Touka 4.4)
CToMalllHO-4YpPEBHH YecTn auapus, KOpeMHH OOJkH,
HapyLUeHU MOBPBIIAHE, FAEeHE
HeuecTu KOJIUT, CBBP3aH ¢ aHTUOMOTHKA
{BXK. TOuKa 4.4)
XenaTobwinapHu YectH MOBHILICHH TPaHCAMHHA3H B KPHBTA
HapyilUeHHU MOBHILEHA ankanHa ¢ocarase
[TOBUILUECHA JIAKTAT ACXMARQROHER )
KPbETa / B &
HeuectH noBuIeH GHInpyHiet ¥ KilEe v Sk
HapyiiieHus Ha KOXaTa H YecTH oOpHB, crpbex \ki;‘" N e
NOAKOXHATA ThKAaH HeuecTH TOKCHYHA enuiep a ﬁmjmaa
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CHHApOM Ha Stevens Johnson,
epuTemMa My.TTudopmMme, (BXK. TOUKA
4.4), yprukapus

C HeH3BECTHA YECTOTA JIEKApCTBEHA PEaKLUA C
€03UHOHUIHA H CHCTEMHH
CUMMTOMH OCTpa FreHepaJiu3ipaHa
€K3aHTeMaTO3Ha ITyCTYy103a (BX.

TOuKa 4.4)
HapyuieHus Ha OnOpeuute 1 | Hevectn [MOBHULIEH KPEATHHHUH B KPbBTA,
MUKOYHHTE NbTHUILA MOBUILICHA Ypes B KPBBTA
O61u HapywieHusa U eextH | HectH BB3MajcHue, Oonka
Ha MACTOTO Ha NpuoXeHue | HeuectH TpomMOodneduT, Oonka Ha MACTOTO

Ha HH>KCKTHP4HC

[leaquaTpuyHa NomyaauMs

Meponernem Kabu € og0peH 3a ynotpeba npu aeua Ha Bb3pacT Had 3 Meceua. Ha Oazara Ha
HATMYHHUTE OrPaHMMEHM JAAHHU, HAMa JOKAa3aTEeACTRA 32 MTOBHILEH PUCK OT HAKOS HEXENaHa
NeKapcTBeHa peaKLus npu Acua. BCHUKKM NMoyuyeHH KOKIaaM ChOTBETCTBAT Ha CHOUTHATA,
HabM00aBaHK NPH BH3PACTHH MALHEHTH.

Crobmasane na NoRO3APAHA HEKETAHH PeaKIHH
Cpobl11aBateTo Ha NMOAO3HPAHHU HEXKENaHH peakLuM cliell pa3peaBane 3a ynoTpeda Ha iekapcTBeHUS

NPOAYKT € BakHO. ToBa no3posissa Aa Npoab/KM HaOMIOAEHHETO Ha ChOTHOLIEHHUETO NOJI3a/pHCK 3a
JIEKApCTBEHHA NMPoAYKT. OT MEIULMHCKUTE CHELMANMCTH ce U3UCKBA Ja chodllaBaT BCAKa
NONO3UPaHa HEXKEJIaHA peaKLivs Ype3 HallMOHAIHATA CHUCTEeMa 3a ChOOLIABAHE:

HUsneauKTENHA areHLMs N0 JeKapcTBaTa
yn. ,,Jlamsad I'pyes™ Ne §
1303 Codus

Ten.: +359 2 8903417
yeGcaiT: www.bda.bg

4.9 Ilpenoznpane

OTHOCHTENHO NIpeIo3upaHe MOXe Ja 6ble Bb3IMOXKHO NP NalMEHTH ¢ 6B0peuHo yBpexKkaaHe, ako
J034aTa He € KOpUripaHa, KakTo € OnucaHo B Touka 4.2. OrpaHHYEHHAT NOCTMAPKETUHIOB OIHT

NOKA3Ba, Y€ NP Bh3HHKBAHE HA HEXENaHH PeakUMH Cell Mpelo3upaHe, Te CbOTBETCTBAT Ha npodua
HA HEXEJIAHW PEaKLIMK, OTTUCaH B ToYKa 4.8, 0OOMKHOBEHO ca IeKU M OT3BYy4aBaT [P CIIHPAHE HA
JIEYEHHETO WM HaMalleHHe Ha j1o3ata. Tpsabea na ce UMa npeABHA CUMIITOMATHYHO JICUEHHE,

[Tpyu uHaMBHAK ¢ HOpManHa 6b0peyHa GyHkLMA OBOPEUHOTO eNIMMUHMpane € OBp30.

XeMoauanuia uie OTCTpaHU MEPONEHEM B HErOBUA MeTabOTUT.

5. ®APMAKOJIOI'MYHU CBOUCTBA
5.1 dDapMakoAHHAMHYHH CBOHCTBA

(dapmakoTepaneBTHYHA rpyna: AHTHOaKTepHaHU CPpeACTBA 3a CHCTEMHA YNOTpeDa,
ATC xom: JO1DHO2

MexaHHU3BM HA AeHCTBHE




MeponeneM oka3Ba 0aKTEPULIMAHOTO CH AEHCTBHE KaTo MHXUOMpa cMHTe3aTa Ha DaKTepHanHaTa
KneTb4Ha cTeHa npu 'paM-nonoxurenyu u ['paM-oTpuuarenHy OakTepuu NOCPEACTBOM CBLP3BAHE C
MEHHLHIHH-CBBp3BawK npoterHu (I1CI1).

Bpb3ka papMakokuHeTuka-papmakoanHamuka (PK/DJT)

[Mono6Ho Ha ApyryuTe GeTanakTaMHH aHTHOAKTepUaIHH CPEeACTBa, JOKA3aHO €, Y€ BPEMETO, 3a KOETO
KOHLEHTpauuuTe Ha MeponeHeM Haaxewpiast MUK (T>MUK) raii-nobpe kopenvpa ¢ edukacHocTTa.
B npeakIMHWYHU MOACITH MEPOTICHEM NTOKa3Ba aKTHBHOCT, KOT'ATO I1Ja3MEHHTE KOHLUEHTPALIUH
vagMvHasat MUK nHa undekTupalpTe MUKpoopraiusMu ¢ npubnuzurendo 40% ot nurepsana Ha
nosupaHe. Ta3zu Len HE € YCTAaHOBEHA KIIMHUYHO.

MexaHH3bM Ha PE3UCTEHTHOCT

bakTepranHaTa pe3MCTEHTHOCT KbM MEPOTIEHEM MOJXKE @ C€ ABJDKM Ha: (1) HaMasieHa NPoITyCKIMBOCT
Ha BhHIUHATA MemOpaHa Ha ['pam-oTpuuarennuTe bakrepHH (Ib/DKaLLla c€ Ha HamalieHa MPOAYKIIHS
Ha nopyHH) (2) HamaneH apuHuTeT Ha TapreTHute [ICIT (3) noBUIeHa ekcripecHst HA KOMNIOHEHTHUTE
Ha edepeHTHATA NoMNa H (4) npoaykuua Ha OeranakramMasy, KOUTO MOXE Ja XHAPOJIH3IHUpaT

kapbaneHeMH.

B Esponeiickus ¢bio3 ce cbo011aBa 3a CTPYNBaHE (KIBbCTEPH) HA MECTA Ha HHGEKLIMY, b/DKALHY CE HA
PE3UCTEHTHH Ha KapbaneHeMH DakTepum.

Hsama TapreTHa KpbCTOCaHa PE3UCTEHTHOCT MEXIY MEPONEHEM M NPOAYKTH OT Kaca Ha XHHOJIOHHTE,
aMMHOTTIHKO3HAHTE, MaKpOJIUAHTE H TeTpaurMknnHyre. bakrepunre obade Moske Ja Mokas3par
PE3UCTEHTHOCT KbM MOBeYe OT eIMH K1ac aHTHOAKTEepHANHW CPEACTBA, KOTdaTo T BIIIKOYBA
HEMNpPONYCKIMBOCT WKWK edepeHTHa(K) moMma(H).

] paHR2HHA CTOHHOCTH
KnuuuuHvTe rpaHidHHA CTORHOCTH npu tectBaHe 3a MUK Ha EBponeiickaTa koMHCHA MO TECTBAHE Ha

aHTUMHUKpoOHaTa yyscTeuTenHocT / European Committee on Antimicrobial Susceptibility Testing
(EUCAST) ca npeactaBeHu no-aony.

Tabanua 5
Knuuauau rpanaugd cTOHHOCTH Ha EUCAST na MUK 3a meponenem (11.02.2013, Bepcns 3.1)
MuxkpoopranHinsm YyBCTBUTEIHH PesucteHTHH (R)

(S) (mg/l) (mg/1)

Enterobacteriaceae <2 > 8

Pseudomonas <2 > 8

Acinetobacter <2 > 8

Streptococcus rpynu A, B,Cu G benexka 6 Benexka 6

Streptococcus pneumoniae’ <2 > 2

Streptococci viridans’ <2 > 2

Enterococcus spp. “e .-

Staphylococcus spp. benexka 3 Benexxa 3

Haemophilus influenzae'* v Moraxella catarrhalis’ <2 > 2

Neisseria meningitidis®’ <0,25 > 0,25

[ 'paM-nonoHHUTETHH aHaepoOH ¢ UIKTIOYEHHE Ha <2 > 8

Clostridium difficile

['paM-oTpyLiaTEIHNA aHaepoOH <2 > 8

Listeria monocytogenes < 0,25 > 0,25

['paHH4HK CTOWHOCTH, KOWTO HE Ca CBBP3aHH C BUAa’ <2 > 8

! T'panuuHuTE CTOHHOCTH Ha MEPOTIEHEM 3a Streptococcus pneumoniae W Haemophil

MeHHHTHT ca 0,25 mg/l (uyscTBuTeanu) U 1 mg/l (pe3sucTeHTHH).
2 U3onati ¢ MUK cToHHOCTH Hag rpaHH4YHaTa CTOMHOCT 3a UyBCTBHTEIHOCT Ca K

BCe Ollle HAMAa ChLOOLIeHHA 32 TakuBa. TecToBeTe 3a HASHTU(PHUMpPAHE U aHTUMH ﬁf;;;?aq} é-r S ]
ORI oA
YYBCTBHUTEJHOCT Ha BCEKH TAKbB U30J1aT TpAOBa [ia ce NOBTOPAT U, aKO pPe3yNTarh c&l ij;.ﬁ,.ttff,&;;;_. P !f

H301aTET TPAOBa fa ce U3npatu B pedepenTHa naboparopus. o nonyuyasaHe Ha I RecFRE3d ot

-‘p? -




KJIMHWYEH OTroBOp 3a NOTBbpAcHHU n3onati ¢ MUK CTOHHOCTH Han HacTOAILAaTa MPaHH4YHa CTOHHOCT
Ha PE3HCTEHTHOCT, Te TPADBA Aa ce ChOOWABAT KATO PE3UCTEHTHH.

3 3a YyBCTBUTEIHOCTTA HA CTa(PHIIOKOKHTE KBM KapOaneHeMHU ce ChAH MO YyBCTBHTENIHOCTTA KbM
LHEQOKCUTHH.

 I'paHUYHUTE CTOMHOCTH C€ OTHACAT CaAMO 33 MEHHHTUT.

> ['paHWYHUTE CTOMHOCTH, KOUTO HE Ca CBBLP3aHU C BUAA, Ca ONipeleicHu Bb3 ocHoBa Ha DK/D]]
JaHHU H He 3aBHUCAT oT pasnpeaencHuata Ha MUK 3a cneunduyunug sua. Te Tpabea ga ce wanonssar
NpK MHKPOOPraHHW3IMH, 32 KOUTO HAMa cnieldPHyYHH rPaHHYHU CTOHHOCTH. BUnoBO-HecneunpHUHKTE
rPaHUYHK CTOMHOCTH C€ OTPEACNAT Bb3 OCHOBA Ha CIECAHHTE JO3KPOBKH: FPAHUYHHTE CTOMHOCTH Ha
meponeHem no EUCAST ce otHacaT 3a mepornieseM B 103a | 000 mg 3 nwTH aHEBHO, npHiiaraH
HHTPAaBEHO3HO B NMpoAB/DKeHHE Ha 30 MUHYTH KaTo Hali-HUCKa no3a. JIo3upoBKka oT 2 g 3 MbTH JHEBHO
ce MMa MpeaBH, NPH TEXKKU HHMEKLUHH U npy onpeacnsHe Ha /R —kpuTHyHaTa rpaHuiua.

®3a uyBCTBUTENIHOCTTA Ha CTPENTOKOKH OT rpynu A, B, C u D kbM GeTa-nakramu ce cbau no

YYBCTBUTEHOCTTa UM KbM NEHULUAKH.
-- = He ce npenoph4Ba TeCTBaHEe 32 YyBCTBUTEIHOCT, Thil KATO BUABT € HEMOAXOALL 34 JICUEHHE C

MCIWKAMCHTA.
Hzonarure morar na ce C'bO‘GLI],ElBHT KaTO PCIUHCTCHTHH be3 NnpeaABapHTC/IHO H3CJICIBAHL,

YecToTaTa Ha NpUAOOHTA PE3UCTEHTHOCT Ha W30paHu BUIOBE MOXKE A4 BApHpa reorpadicKu U ¢
BPEMETO M € XKEJaTe/HO J1a Ce pa3nosara ¢ MECTHa MHQOpMaLHs 3a pe3UCTEHTHOCTTA, OCOOEHO KOTaTo
ce JIEKYBAT TeXKH HHPEKIUMH. AKO € HeobxoanuMo, TpabBa 1a c€ ThbpCH €KCNEPTHO MHEHHUE, KOraTo
MECTHATA YECTOTA Ha PE3UCTEHTHOCT € TaKaBa, Ye Noj3ara OT NPOJAYKTa, MOHE NPH HAKOU BUAOBE

HHGEKUHH, Ce NOCTABA NMOJ BLIIPOC.

Crnennara Tabnvua ¢ H36PO€5HH MN4aTOr€¢HH € H3BJICYCHa OT KJIHHHWYHHA OIMTHT H TCPAlICBTHYHHTC
PRKOBOACTBA.

OOHKHOBEHO YYBCTBHTEJIHE BHAOBE

[ paM-NoaoxUTENHH acpodu

Enterococcus faecalis’®

Staphylococcus aureus (METULWIHH-YYBCTBUTENHH)

Staphylococcus BunoBe (METULIMIWH-1YBCTBUTEIHH), BKJIIOUHTENHO Staphylococcus epidermidis

Streptococcus agalactiae (I'pyna B)
Streptococcus milleri rpyna (S. anginosus, S. constellatus, u S. intermedius)

Streptococcus pneumoniae
Streptococcus pyogenes (I'pyna A)

['pam-oTpuUuaTENHK acpodu
Citrobacter freudii
Citrobacter koseri
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella oxytoca
Klebsiella pneumoniae
Morganella morganii
Neisseria meningitidis
Proteus mirabilis
Proteus vulgaris
Serratia marcescens

['paM-nonoxurenHu aHaepodu

Clostridium perfringens

Peptoniphilus asaccharolyticus

Peptostreptococcus species (exmouumenno P. micros, P anaerobius, P. magnus)




['pam-oTpHLIaTENHHN aHaepOOH
Bacteroides caccae
Bacteroides fragilis rpyna
Prevotella bivia

Prevotella disiens

BupoBe, NPpH KOUTO NPHAOOATATA PE3HCTEHTHOCT MOke 1a Obae npodiem
["paM-nonoxuTenHN aepodu
Enterococcus faecium®

['pam-oTpULIaTENTHH aepodu
Acinetobacter BuaoBe
Burkholderia cepacia
Pseudomonas aeruginosa

MHUKpPOOPranH3MH ¢ BLTPEIIHO APHCHINA Pe3HCTEHTHOCT
["pam-oTpunaTesiHy acpobu

Stenotrophomonas maltophilia

Legionella species

JApyra MHKpOOPraHH3MH
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetii
Mycoplasma pneumoniae

SBuaoBe, KOMTO MOKA3BaT €CTECTBEHA MEXIAMHHA Yy BCTBUTENHOCT

‘BCHUKH METMLIMITHH-PE3UCTEHTHH CTaGHIOKOKH €2 PE3UCTEHTHH KbM MEPONEHEM

"YectoTa Ha peaucTeHTHOCT >50% B enHa Wik noeeue appxasu B EC.

Can ¥ MenHoHa03a; ynortpedara Ha MEPOIICHEM ITPY Xopa € Bb3 OCHOBA HA H3CJIEIBAHE HA
yyBCTBHTENHOCTTa Ha B.mallei v B. pseudomallei in vitro, kakTo ¥ Ha OrpaHHuYEeHH JaHHHU OT XOpa.
OTHOCHO NIEYEHHETO Ha Call U MeJIMOW034a, JIEKYBalUAT Jiekap TpAOBa 1a ¢€ OTHECE KbM
HALHOHAJIHUTE H/WIIH MEeXIYHAPOAHUTE KOHCEHCYCHH JOKYMEHTH.

5.2 ®dapMaKOKHHETHYHH CBOHCTBA

[Tpu 3ApaBH JTHLA CPEXHHUAT IUTa3MEH NMOMYKHBOT € npubnusurenHo 1 yac. Cpeanuar obem Ha
pasnpenenenne € npubausurenno 0,25 l/kg (11-27 1), a cpeannar kiupbHC e 287 ml/min npu no34 oT
250 mg, xaro ce nonuwxkaea 10 205 ml/min npu go3m or 2 g. Jlosu ot 500, 1 000 u 2 000 mg,
MPWIOKEHH KaTo HHPY3HA B TpoAk/DKeHHE Ha 30 MHHYTH AaBaT CpeIHH CTOMHOCTH Ha Cmax oT
npuGnusurento 23, 49 u 115 pg/ml croTRETHO Che cHOTBETCTBALUM CTOHHOCTH HA AUC 39,3, 62,3 1
153 pug.h/ml. Cnea uHdy3na B npoaAbIDKEHUE Ha S MHHYTH cToHHOCTHTEe Ha Cmax ca 52 1 112 pg/ml
npy ao3u ot 500 1 1 000 mg crorBeTHO. Koraro ce npusiaraT MHOIOKPaTHH J103H fipe3 8 yaca npu
HIA ¢ HopMmaiHa 6B0pedna pyHkuus, He ce HabnoaaBa KyMyJIHpaHe Ha MeporneHeM.

[IpoyuBane Bbpxy 12 nauuedTH ¢ npunoxked MeponeHeM 1 000 mg npes 8 vaca cnen onepaius 3a
MHTpaabaOMHHAIHN HH(DEKIIUH NoKa3Ra CpaBHUMH Cmax H NMOIYKHBOT C HOPMATHHTE HHAHBUIH, HO

no-roiisiM obeM Ha pasnpeneneHue 27 .

Pa3npenenenne

ye MEpONeHEM MPOHHKBA A00pe B HAKOAKO TeJIECHH TEYHOCTH H ThKaHH, BKIIIOY
apoboBe, OPOHXHATHH CEKPETH, AUThYKA, IPEOHAYHO-MO3BYHA TEHHOCT, THHEKO
KOxKa, aclHy, MYCKY/IH 4 NIEPUTOHEAITHH €KCYdaTH.
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buorpaHcdopmarus

Mepornenem ce MeTabonu3npa upe3 Xuapoiau3a Ha 6eTanakTaMHHs IPBCTEH 10 MUKPOOHONOTHYHO
HeaKTHBEH MeTabonuT. In viftro, MmeponeHem 1okasBsa Mno-Majika YyBCTBHTENHOCT KbM XHIPOIH3a OT
yopeuikaTa gexuaponentraasa-1 (DHP-I) B cpaBHenne ¢ HMUNEHEM U HAMA W3MCKBaHe Aa Ce npunara

eJHOBpeMeHHO ¢ UHXUOUTOp Ha DHP-1.

EaumMunrupane

MeponeneM ce eKCKpeTypa NpeAMMHO HerpoMeHeH rpe3 bbopeuuTe, karo npubdbausutenHo 70% (50 -
75%) oT mo3aTa ce eKCKpeTHpaT B HenpoMeHeH BUA Ao 12 daca. Ouie 28% ce oTkpueaT Karo
MHKPOOHONIOrHUYHO HeaKTUBEH MeTaboNHT. PEeKaTHOTO eNMMHHUPAHE NPeICTaBIfsBa caMo
npubnuzuTenHo 2% ot go3ara. MaMepenuaT 6u0pedeH KIMPBLHC H epEKTHT Ha NpoDEHEeLM)] NOKa3Bar,
ye MepPOIIEHEM C€ MOAJIAra KakTo Ha QUnTpauus, Taka U Ha TyOynHa cexpelus.

bnOpeuHa HeJOCTATHYHOCT

bErOpeuHoTO yBpeXcaaHe BOAM A0 no-eHcoka naazMeHa AUC U no-npoabKUTENeH NOJY>KMBOT Ha
meponeHeM. Ha0moaasaHo e ysenudenue Ha AUC ot 2,4 nbTH NMpH NalHEHTH ¢ YMEPEHO YBPEXKIaHe
(CrCL 33-74 ml/min), ot 5 neTH npu Texxkko yBpexxaaHe (CrCL 4-23 ml/min) u 10 myTH npu
nauyeHTH Ha xemoguanuia (CrCL <2 ml/min) B cpaBHeHue cbe 3apain avua (CrCL >80 ml/min).
AUC Ha MUKpOOHOJIOFMYHO HEAKTHBHUSA METabOAUT C OTBOPEH NPBCTEH CHUIO € 3HAYHTENHO
NoBHLIEHA NpU NanueHTy4 ¢ 6uOpedHo yBpexaane. KopvrupaHe Ha Jo3aTa ce Npenopsysa MpH
NMaLMEHTH C YMEPEHO H TeXKO ObOpeuHo yBpexcaaHe (Bxk. Touka 4.2).

MeporneHeM ce eTAMHHHPA Ype3 XEeMOIUANTH3a, KAaTO KIIHUPBHCHT 110 BPEME Ha XEMOJHAJIH3A €
NpUOAU3HUTENHO 4 IBTH MO-BHCOK OT TO3M MPH MALHEHTH C aHYPHA,

YeprHoapoOHA HEJOCTATLYHOCT
[MpoyuBaHe Npy NMaUKUEHTH C AJIKOXOJIHA LIKPO3a He Noka3Ba eekT Ha YepHOAPOoOHOTO 3abonsaBane

BbpXY (hapMaxoKHHETHKATA HA MEPONEHEM cne/l nNpuiaraHe Ha MHOTOKPATHH JIO3H.

Br3pacTHR nanHeHTH

®apMaKOKHHETHYHUTE NPOYYBAHUA, POBEICHH BLPXY MTALIMEHTH, HE MM0Ka3BaT 3HAUHMH
¢apMaKOKMHETHYHH Pa3fiMK{ B CPABHEHHUE CBC 3/PAaBH MIMLA C €KBUBAJIEHTHa O1LOpevHa QyHKUHUA.
[TonynaunoHeH Moaen, pa3paboTeH OT JaHHM OT 79 NauueHTH ¢ HBTpaabaoMHHaNHa HHQEKLU UK
NMHEBMOHMA, MOKA3Ba 3aBUCHMOCT Ha LIEHTpanHus o0eM OT TerJIoTo, a Ha KIIMPBHCA OT KPEaTHHUHOBHA
KJIMPBHC ¥ Bb3PACTTA.

IleaparpuyHa nooyaamus

(bapMakOKHHETHKaTa MpU KbpMaueTa u aeua ¢ vagexkums npy go3m ot 10, 20 1 40 mg/kg nokasea
cToiiHocTH HA Cmax, npudbarxasaly ce 4O Te3d npu Bb3pacTHuTe ciiea Ao3u ot 500, 1 000 u

2 000 mg cpOoTBETHO.

CpaBHeHHeTO NoKa3Ba MOJOOHA PapMAKOKMHETUKA NPU Pa3IMMHUTE A03H U TOIYXKUBOT, MoJ00eH Ha
HaOmoaaBaHKs NPU Bb3PACTHH IIPH BCUYKH OCBEH NpH Hau-MasnkuTe (< 6 meceua t1/2 1,6 gaca).
CpeanuTe CTOMHOCTH Ha KJIHpBbHCa Ha MeponeHeM ca 5,8 ml/min/kg (6-12 roguuwm), 6,2 ml/min/kg
(2-5 rogunn), 5,3 mVmin/kg (6-23 meceua) u 4,3 ml/min/kg (2-5 meceua). [1pnbnuzurenHo 60% or
[I03aTa ce eKCKpeTHpa ¢ ypHHaTa 32 12 yaca nox gopmara Ha meporieHeM U ome 12% xarto
mMeTaboaut. KoHuedTpalyuTe Ha MeponeHeM B I MT Ha neua ¢ MeHHHruT ca npubnusurento 20% or
e JHOBPEMEHHHTE IL1a3MEHH HHUBA, BBIIPEKH Y€ MMa 3HAYMMA HHTEPUHAHBUAYATHA BapUaOWIHOCT.

dapMaKOKHHETHKATa Ha MEPOIICHEM NTPU HOBOPOAESHH, HYXXIACLIH CE€ OT aHTUUHQEKIHMO3HO JICYEHHE,
110Ka3Ba M0-BHCOK KIMPBHC NPH HOBOPOACHHTE € MO-TONIAMa XPOHOJIOTHYHA M/ FECTALMOHHY ~
Bb3pacT ¢ 0011 cpeicH NOmyKHUBOT OT 2,9 yaca. Cumynaumara Monte Carlo, ocHoBas
nonynauuoHeH OK Momen, nokasea, 4e npu cxeMa Ha ao3upane ¢ 20 mg/kg npes 8
60% T>MHK 3a P. aeruginosa npu 95% ot HeaoHoceHute U 9% 0T HOBOPOAEHMT

[TanuenTH B cTApPYECKA BB3pacT
(dapMaKOKHHETHYHHTE NPOYYBAHHA NP 31PAaBH NMLA B CTapuecka Bb3pacT (65-8
HaMaJleHHe Ha TLUTasMeHHMA KIHPBHC, KOETO KOpenupa CbC CBbP3aHOTO ¢ Bb3pacTTa
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KPEAaTUHHHOBHA KIHPBHC M NO-MATKOTO HAMAJIGHHE HA eKCTPapeHaIHUA KiHphHC. He e neobxoaumo
KOPUIHPaHE Ha [103aTa NPH NMAUKUEeHTH B CTAPUECKA BBL3PACT, C UIKIIOUYEHHE HA CIIYHAUTE Ha YMEPEHO
10 Texko 6EOpeuHo yBpexaaHe (Bx. Touka 4.2).

3.3 IlpeaxATHHHYHH NAHHH 32 Oe30nacHOCT

[IpoyusaHusaTa NPH XKUBOTHH MOKA3BaT, Y€ MEPOIIEHEM ce noHacs n1obpe ot 6vdpeLnTe.
XucToNoruuuy JaHHy 3a 6s0peuHo TyOyaHO yBpexaaHe € HadnioaaBaHO MPU MULLKHK M KyHeTa caMo
npy no3u ot 2 000 mg/kg ¥ No-BHCOKH clien eAHOKPATHO NPHUIOKEHUE U IIPH MaHMYHH NPU JO03H OT

500 mg/kg B exHO 7-AHEBHO MPOYUYBAHE.

MeponerneM 0GMKHOBEHO ce MoHacs Aobpe oT LieHTpalHaTa HepeHa cucTema. Edexru ca
HaOnl0JaBaHU NMPH NPOYUBAHUA HA OCTPATA TOKCHYHOCT NP IPU3a4H B NO3HU, HAAXBbPJIALIY

1 000 mg/kg.
MurpaBsenosnara LDso Ha MeponieHem npu rpusaqy e no-sucoka ot 2 000 mg/kg.

[Tpy npoyuBaHHs ¢ MHOTOKPATHO MPHIOKEHHE C NMPOAB/DKUTENHOCT 0 6 Mecella ca HabionaBalu
CaMO HE3Ha4YMTEHH edeKTH, BKIIOUUTETHO HaMalABaHE Ha NMOKa3aTEIUTE Ha YEPBEHUTE KPbBHH
KJIETKH [TPY KYyHeTa.

Hama npanHH 3a MYTAr¢HCH NOTCHIIMA NMPpH KOHBCHUHOHATHHUA HﬂﬁOp OT TCCTOBC H 34 PCNPOAYKTHEHA
TOKCHYHOCT, BKJIKOMHUTCITHO TEPATONCHEH MOTCHUHAN, [IPH NNPOYYHBAHHUATA Ha INUIBEXO0BC C A03H 10

750 mg/kg v npu MaiMyHH ¢ o3y no 360 mg/kg.
Hsama gaHHY 3a NOBHIIIEHA YYBCTBHTETHOCT KbM MEPONEHEM IIPH I0BEHHJIHUTE B CPABHEHHE C
Bh3PACTHUTE JKUBOTHH.

HHuTpaBeHo3HaTa popma ce noHacs aodpe NMpy Npoy4BaHUA BbPXY »KHBOTHH.

EnuHcTBEHHAT MeTabONHT HA MeponeHeM UMa NoAobeH NpodKr Ha TOKCHYHOCT MPH MPOYUBaHHUATA
BHPXY XKHUBOTHH.

6. DOAPMAIIEBTHYHH JAHHH

6.1 ChnHchK HA NOMOIIHHTE BelllecTBA
Harpues kapbonar.
6.2 HecnBMeCTHMOCTH

To3m NexapCTBEH NPOAYKT HE TPAOBA 21a C€ CMECBA ¢ APYTH JEKApCTBEHHU NPOAYKTH, ¢ U3KITIOUEHUE Ha
MOCOYEHHUTE B TOUKA 6.0,

6.3 Cpok na rognocTt

¢nakodu ot 20 ml: 4 roguau
O6yrunku or 50 ml u 100 ml: 3 ronuuu

Cnen pasTBapsHe:

BGJI}’CHO MPHAOKECHHE KATO HHTPABCHOIHA HHAKCKIIHA

PazTBOpBT 33 601YCHO HHKEKTUPAHE CE MPHIOTBS YPE3 Pa3TBAPAHE HA JICKAPCTRE
BO/a 32 HHXKEKIHH J0 KpaiiHa KoHUueHTpauus 50 mg/ml. lokasaHo €, ye roToBUAT
HEDKEKLIMA € XMMHYECKH U (PH3HUYECKH CTAaOWICH B NPpOABL/LKEHHE Ha 3 Yaca MpH

wiun 12 yaca npu xyiaawiHu yciaosus (2-8°C).
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Ot MHKpOOHOIOrHYHA reAHa TO4Ka, OCBEH aKO METOALT 3a OTRapAHE/ IPUTrOTBAHE/pa3pexiaHe
UIKJTIOYBA PHCK OT MHKpOOHON0rH4YHA KOHTAMWHALMA, POAYKTHT TPAOBA Ja ce HW3noi3Ba He3abaBHO.
AKO He ce W3non3Ba He3abaRHO, BPEMETO M YCJIOBHATA Ha ChXPAHEHHE Ca OTTOBOPHOCT Ha

noTpeoOuTENd.

IIpAaioxkeHHe KATO MHTPABEHO3HA HHPY3IHA

HUHbYy3HOHHHAT pa3TBOP C€ NPUIOTBA 4Pe3 pa3TBAPSHE HA JeKapCTBEHUA NPpoAyKT WiH B 0,9%
pa3TBOP Ha HATpHEB XJIOPH 3a UH(Y3UA, uiH B 5% pasTBOp Ha AEKCTPO3a 3a UHGY3HA IO KpahHa
koHueHTpauus ot | 10 20 mg/ml. [lokazaHo €, ue rOTOBMAT pa3TBOp HA HHTpaBeHO3HA HHPY3H4,
MPUrOTBEH upe3 U3non3eane Ha 0,9% pa3TBoOp Ha HATPHEB XJIOPHJ € XUMUYECKH H (PH3IHYECKH
cTabuneH B NpoaAbJDKEHHE Ha 6 yaca npu Temnepatypa Ao 25°C unu 24 vaca npy XJ1aJHJIHH YCAOBHA
(2-8°C).

XumuyHaTa ¥ GU3HYHATA CTAOMAHOCT NpH ynoTpeba Ha roTOBUs pa3TBOP HA MHTPABEHO3HA HHOY3Hs,
MPHUIOTBEH Ype3 H3NoJi3BaHe Ha 5% pa3TBOp Ha ASKCTPO3a € JOKa3aHa B NPOABIKEHHE Ha | yac npy
25°C unu B npoabmkeHue Ha § vaca ot 2°C po 8°C.

OT MUKpOOHONOruYHAa rieHa To4Ka, OCBEH aKO METOABT HA OTBAPAHE/pa3TBapaHe/pa3pekaaHe
H3KTIOYBA PHCKA OT MHKPODHONOIMYHO 3aMbpCABaHE, MPOAYKTHT TPAOBa a ce h3noi3Ba He3abaBHO.
AKO He Ce U3M0JI3Ba BeJHAra, BpeMeTO U YCIIOBUATA 3a ChbXPaHEHHE Ca OTTOBOPHOCT Ha noTpeburens.

[lpuroreeHuTe pa3TBOpPH He TpA0Ba Aa ce 3aMpa3sBar.
6.4 ChoenHaJIHH YCJIOBHS HA ChLXPaHEHHE

Jla He ce cpxpanaBa Han 30°C,
Ia He ce 3aMpa3fBa.

3a YCIIOBHATA HA CBXPAHCHHE CIIC p&BTBﬂpHHe/ PA3pCAAAHE Ha JICKAPCTBCHHUA TNPOAYKT BHXKTC TOHKA
6.3.

6.5 Buan cbaAbpXKAHKE HA ONAKOBKATA

dnakoHd ot 20 ml ¥ 50 ml 1 6yTunku ot 100 ml oT 6€3UBETHO CTHKIIO, 3ATBOPEHH ChC 3allyLIANKa OT
bpoMoOyTHIOBA ryMa M 3ane4aTaHH ¢ ATYMHHUEBH KanaykH

JlexapcTBEHHAT NMPOAYKT ce npeara B onakosku oT 1 unu 10 pnakoHu/GyTusnkm.
He BCH4YKH BHOOBE OMMAKOBKH MOraT Aa Obaar mycHaTy B npoaaxda.

6.6 Crnenuajnnu NpeAnasHH MEPKH NPH H3IXBLPJIAHE H padoTa

Uxeknusd

3a na ce H3Mon3Ba 3a 60JTyC HHTPaBEHO3Ha HHXKEKLIMA, MEPOINEHeM Tpa0Ba Aa ce pA3TBaps Cbe
CTEpWIHA BOJA 33 HH)KEKIHH.

Hudysus
3a uHTpaBeHO3Ha HHOY3HUA (PIaKOHHTE/OYTHIIKHTE ¢ MEepOIleHEM MoraT Ja OBaaT pa3TBOpeHH
nupekTHo ¢ 0,9% Harpues x0pua Wik 5% HHE(pY3HOHEH Pa3TBOP Ha MIIOKO3a.

Beeku dnakon/6yTunka e caMo 3a €IHOKpaTHa yroTpeDda.

[Ipu npUroTBAHETO M MPUIAraHETO Ha pazTeoOpa TpAOBa Aa ce cna3Ba CTAHAApTHATa acerTHYHa
TEXHHKA.

PasTtBOp®T TpabBa na ce paskinaru npeau ynorpeda.

Hewn3noa3sauuaT JeKapcTBEH MPOAYKT WM OTNAAbYHATE MaTEPHANIM OT Hero Tpad
B CbOTBETCTBHE C MECTHHTE U3UCKBaHUA.

7. TNPHTEXATEJI HA PASPEIIIEHHUETO 3A YIIOTPEEBA
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§. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA

PeructpauuoneH Ne 20120326

9. JATA HA ITHPBO PASPEHIABAHE/MIOAHOBABAHE HA PAZPEINIEHUETO 3A
YIIOTPEBA

JlaTta Ha mepBO paspeiasane: 27 wouu 2012 r.
JlaTta Ha nocneaHo nogHoBsABaHe: 02 Hoemepu 2017 1.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
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