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1.  UME HA JEKAPCTBEHMS ITPOAYKT

Meporneriem Enexen 500 mg npax 3a HHKEKILMOHCH/HH(DY3UOHCH pa3TBOP
Meropenem Enexi 500 mg powder for solution for injection/infusion

Meponenem Enexkcn 1 g npax 3a HHXEKIROTCH/ HHDY3HOHEH pa3TBOP
Merapenem Enexi 1 g powder for solution for injection/infusion

2.  KAYECTBEH M KOJIMMECTBEH CbCTAB

Meponenem Enexcu 500 mg npax 3a MHKEKUHOHEH/HH(Y31MOHEeH pasTBop
Beexky (1akoH ChIbpsKa MEPOTIEHEM TPUXHIPAT, EKBUBAJICHTEH Ha 500 mg Ge3BoJIcH MEPOTEHEM.

Meponenem Enexen 1 g npax 3a WHAKEKLIMOHEH/HH(Y3MOHEH pasTBop
Beeky (JIAKOH Ch/IbpiKa MEPOTIEHEM TPHXH/IPAT, CKBUBAJICHTEH Ha 1 g Ge3roJEH MEpOTIEHEM.

1 loMONLHM BELIECTRBA ¢ M3BECTHO JICHCTBHE!
Beekn duiakon o1 500 mg cuabpika 104 mg natphes kapOoHaT, KOETO e npubmzutento 2 mEq HaTpuid

(npubnusurento 45 mg). .
Beekn dakon o1 1 g cbabpia 208 mg HaTpHEB KapOoHAT, KOETO € npubiusutento 4 mEq narpuii

(pubimsurelio 90 mg).

34 WLJIHKY CITUCHK HA TOMOIIHUTE BELUECTRBA BUXKTE TOYKa 0. 1.
3. JIEKAPCTBEHA ®OPMA

[1pax 3a HHKEKLHOHEH M HH(Y3HOHEH pa3TBOp.
Bt j1o 6JI¢10 KBIT KPUCTAJICH Mpax.

4. KJIMHWYHH JAHHHU
4,1 TepaneBTHYHH OKA3IHHSA

Meporneniem Eneken e nokasal 3a JleYeHHe Ha CJICAHHTE HHQEKIMHA NPH BB3PACTHH H /IeLa Ha BL3PacT Ha
u Haa 3 mecena (Bxk. Touky 4.4 1 5.1):

. TexKa HHEBMOHUS, BKJIOYHTE/IHO OOJIHHYIA H CBBP3aHa € BCHTHIIAINS.
. Bpotixo-GenoapoSiu HH(EKIHH NPk KneTosHa pubposa

’ Yenoxues HHQEKIMH Ha THKOYHUTE IIbTHILA

. Yeo:kHeHH HETpaadloMHHaTHH HHPEKIAH

. WUnTpa- 1 crietpoAviiHl HHGEKIK

. Venomnenu HEQEKLHY Ha KoXkaTa ¥ MCKHTE ThKaHH

. Octep OaKTepuaed MEHHHTHT

MC[JOIECHEM Eixexkcn MoKe J1a C¢ W3I0J13Ba 3a JICUeHHe Ha NallHeHTH ¢ HCYTPOIMEHHH € TpCCKa, 3a KOATO CC

npejrnosara, He ¢ JIL/IKH 1a 6ax<'rcpnamla uucben{um.
Jleycnne na nayuenTy ¢ 6HK'1‘CpMBMHﬂ, KOSITO Bb3HMKBA BbLB BpbL3Ka C HIIK Ce [10JI03Hpa, HC ¢ cpbp3aHa ¢

HSKOS OT M30POCHUTE NO-10Pe HHPEKLHH. :
TpsGsa 1a ce saeMaT NpeiBn/l OQULHATHITE HACOKH 3 NOAXO/SIIA ynorpeba Ha anTHOaKkTepHaiy

cpejcTsa.




4.2 [Jo3upoBKa H MaMHH H& HPHIOKEHHE

0ZUPOBKA
TaBnuuKuTe No-A0My NpefocTaesT 0O NPCnopbKi 3 A03HPaHe.
TMpunaranara /03a MEPONICHEM ¥ NPOALILKHTENHOCTTA HA NEHEHHETO TpsAbBa Ja BICMAT NPCUBHL BHA Ha
AHMEKLMATE, KOATO LUE CC JIeKyBa, BITIOUNTENNO0 IHHATA TE/KECT W KIMHHYUIA OTTOBOP.
Jlosa 10 2 g TPH ITBTH JHEBHO TIPH BH3PACTIIM W KOHOWM 1 1033 10 40 mg/kg TPH I'BTH JHEBHO I1pH jicua
Moxe 1a Obe 0coOeHO NOAXOAAILA [PH JIEHEHHE Ha HAKOK BUAOBC nHpeKUHH, kato niideKnny,
JLIUKALH €C Ha [10-MAJTKO HYBCTBHTENHH GaKTCPHANHU BUIOBE (HAlpHmMep Enterobacteriaceae,
Pseudomonas aeruginosa, Acinetobacter spp.), Wl MHOTO TEKKH HHQCKUAH,
HeoBxoaMMa ¢ A0NBIHATCAHA NPeoLeHKa Ha A03MPaHETO NPH JICUCHHUE HA NIANHCHTH € HuOpeyta

HejocTarbutocT (BXK. N0-A0M1Y).

BL3pacTin 0 ©OHODIH

Hudexnun To3a, KOSITO ce NPAJIAra Ha BCeKH 8 Haca

Texka UNCBMONME BiIIOUMTENHO Gonmuuna H|S00mgumi 1 g
CBbLP3aHA C BEHTHJIALNS. ‘ :

Bponxo-6enoapoSiy  MHbeKUM TNpH  KMCToHA2 g

(pudposa .
Yenoxuenin MHGCKHHU Ha TMKOYHHTE MBTHL 500mgwmlg o
YenokHeH HHTPaabIoMHHAIIHY HHOEKUHH pOmgwmlg
Mitpa- u creapoanii wiexunn  S00mgummlg
VenoskHens nudeuuu ua Kkokara M MekuteS00mgunn 1 g

ThKAUKW S
OcTup DakTCpHaneH MEHNHTHT lg

Jleucuuc Ha (eSpuinn nanuenTy ¢ geytponenns  (1g

MepoitelieM 0OMKHOBEHO Ce NIpHJIara Ypes MHTPaBCHO3HA undy3na 3a npubimaurento 15 40 30 MURYTH
(B TouKH 6.2, 6.3 1 6.6).

AJrTepHaTHBHO 11034 10 | g MOTAT A1 C¢ MpHIAraT 1 HHTPaBeHo3HO GoJye 32 0KOIO 5 muHyTH. Hanuie ca
OrpaHMYCHY NANHYHN AaHiK 33 §e30TaCHOCT B TOKPENa Ha NPUAaraueTo ia 103a o7 2 g upH BH3PACTIIH
K470 HHTPaBCHO3HA $OIyCHA HHIKCKILIA.

bnbOpeula HejlOCTaTEHIHOCT
Jlo2ata 32 Bb3pAacTHA H JOHOWH TPsOBa 53 €& KOPHrHpa, KOraTe KpeaTHHAIOBHAT KJIHPBHC € T10-MalbK O

51 ml/min, KakTo e noxazano no-aoiy. Fma orpannyeny JaHHH B IIOAKPCIA HA [(PHIIATAHETO Ha TC3H
KOPCKIMH 132 103a7Ta 32 eMHKH41a Ji032 0T 2 &

_ath iy




Kpeatuinnos Hosa HurepsaJ

kaupbic (ml/min)  [(Bb3 ocHOBa Ha J030BM CAMNHUK, Bapupauld OT 300 mg
wiu 1 g unu 2 g, Bwcre TabnMnara 0-rope)

Ha Beeku 12 yaca

26-50 ENHA CMIULA B . aca
10-23 MONOBHK CAMHHIA Ha BcekH |2 uaca
<10 MO IOBHH SANHKLA Ha BCeKH 24 yaca J

Mepotienem ce OTCTPaHABa Ype3 XeMojaiuaa 1 xemoduiTpauus. Heobxoaumara aosa TpsOBa fa ce

OPHA0KH CICA Kpas Ha LHKLIA H& XEMOAHAJIN34.
Hsama YCTAHOBCHH NNPENOPHLKH 3d LO3UPAHE 33 Mau[deHTH, TOJNOoMEHH Ha NEepHTOHCANIHA NHAITH3d.

Yepranpobto yBpexkaane
He e HeoBX0MHMO KOPHIMpPaHE Ha A032Ta [IPH UAUHEHTH C 4epHOAPOOHD YRPOKIANC (. Touka 4.4),

Jlo3a pH 1aUMCHTH B CTAPYECKa BL3PAcT
He ce Hanara KOpHrHpane Ha A03aTa P MalMedTy B CTapyuecka BL3pacT ¢ HopMaitia Enopeuna (yKius

W CTORHOCTH HA KPEATHITMKOB KIUMpbHE aa 5O ml/min,

[Heanarpyuana nonyaauui

Jleua nojt 3 Meceyta Bh3IpacT

Be30MacHoCTTa M e(pHKACHOCTTA HA MCPONEHEM [IPH JeT[a MO 3-Meceuna Bh3PACcT He €4 yCTaloBelA U
OITHMAJHIHAT JI030B PEXKHM HE € yeTanosell. Brnpexu ToBa orpaunuenyTe (hapMakoKuHETHHHH N30HH
fpejuonarar, ye 20 mg/kg va Beexn 8 yaca moxe 1a Ob/I€ MOAXOARLUE AO3HPOBKA {(BK. TOuka 5.2).

Jicua 1a pb3pacT oT 3 Mecena o 11 roJiuny | ¢ TefiecHa Maca 10 50 kg
[penopbynie/IHNTE J030BH POKMMHE €4 MOKA3aHH B Tabuuara no-4o0Jy;

Hupexnust Tlo3a, koaTo ce npuiara na Beekn 8 waca

Tewka nHeBMOHMA, BKMounTenno Gosmudna 1|10 wim 20 mg/kg
CRLp3aHa ¢ BCHTHIAIHA
Bpouxo-Genospobun  undiekunn  npy  kucrosnald0 me/kg

pubposa ) )
YVenoxnenn HiheKIMH Ha THKOYHHTC IHTHIIA 10 unn 20 me/kg o
Venoknenn unrpaabaoMuHanay uliQekiHt 10 unu 20 mefkg

Venokienn  nudekund Ha  koxmara Mo mekure(10 maum 20 mg/kg

Tbidii 5 U
Ocrbp Gaxrepuaiiel MEHHHCHT 40 mg/kg

Jeuere ta GpebpunHu naukenth ¢ neytponeuust |20 mg/kg

Jeua ¢ Terno nan 50 kg
Jla ce npunara 103aTa 3a Bb3pacTHH.
Jluricsa onut 11pH Acua ¢ Gb0pedto yBpexaauc.




HauuH Ha npuiaoskeHHe
MeponetieM EHeKCH 0DHKIIOBEHO ¢ NPHIIara 4pe3 HHTpaBeHosna nndy3ns 3a npubnusmtento 15 xo 30

MUIYTH (B, ToukK 6.2, 6.3 # 6.6). ANTepHATHBHO, HO3H MCPOIICHEM 10 20 mp/kg Morar ja ce Ipuiarar
KaTO HHTpaBeno3eH 6omyc 3a npubIU3HTETHO 5 MUHYTH. FIMa Orpanieli HANHYHA JaHHY 33
Ge30nacioctTa, MOAKPENsLH MHTPaBeRoIHOTO BOMYCHO MPHIOKENHE Ha 1022 oT 40 mg/kg npu geua.
3a HHCTPYKUMKM OTHOCHO Pa3TBapACTO HA NEKapCTBEHUS NPOYKT NPELN IIPHIIOKEHUS B, TOUKA 6.6.

4.3 IIpoTuBonoKaszamus

CBPLXUYBCTBHTEIHOCT KbM AKTHBHOTO BETIICCTBO HITH KbM ILAKOE OT NOMOILHHTE BEIECTEA, 13GpocHu B
Touka 6.1,
CBpBXUYBCTBUTENHOCT KBM KOHTO | Ja € pyr aHTuOaKTepianeH npenapar oT rpymara Ha

KapbanelcMuTe.
Texka cBpbX4yBCTBHTENHOCT (HAlp. aHAQUNAKTHYHA PeaKIMS, TEXKA KOXKIa peaKLmMa) KLM KOiTo Ja ¢

Apyr anTHGaKTEpHATIEH IpENpaT OT rpynata Ha Gera-nakTamuTe (Hal(p. ICHUIHIMHYE Wi
ledanocnopuin).

4.4 Cuenna/iH OpeAyNpesIendst ¥ NPeANa3HN MepKH NpH ynoTpe6a

[Tpu n36opa lia MCPOTIEHEM 34 JIC4CHHE HA OT/IENEH NALKEHT TPAOBA A BICME NPEIBHA YMECHOCTTA Ha
H3110N13BAHETO Ha aHTHGAKTEPHANEH Npenapar OT rpynara Ha kapOalCHEMHTE Bb3 OCHOBA HA (haKTopH
KATO TEXECTTa Ha HHPEKIMATA, PEIMCTENTHOCTTA KLM APYTH IOAX0/sIH aHTHHAKTCpHANIHH ipenapaty 1
PHCKA OT CENIEKTHPAHE Ha PE3HCTCHTHH Ha kapGancieM OakTephH.

PeancTenTiocT KbM Enterobacteriaceae, Pseudomonas aeruginosa v Acinetobacter spp.
PesncTeNTHOCTTA KbM TeHeME Ha Enferobacteriaceae, Pseudomonas aeruginosa u Acinetobacter spp.

BapHpa B paMkuTe Ha Esponeiickns cbios. Ha ckapHTe, NpeAnuesaliy ICKapCTBOTO, C& Npeiiophisa 1a
BICMAT NpeABM MECTHaTa npeolnazapallia pe3ucTENTHOCT HA TE3H DaKTepHH KM MEHEMH.

Peakumi Ha CBPbLAYYBCTBHTE IHOCT

KakTo 11pH BeudKy GeTa-1aKtaMii aHTHOHOTHIH, HMa CHOGLUEHHA 32 CEPHOZHHE PEaKTIHA Ha
CBPLXMYBCTBHTENHOCT, [IOHAKOLA € JleTaneH u2xod (Bi. Touky 4.3 u 4.8).

[alMEHTHTE ¢ AHAMHE33 33 CBPbXYYBCTBHTEHOCT KbM KapOancHeMy, NEHHLMAMHN MM /1pYTH Oera-
AKTAMHM aHTHOMOTHLM, MOXE 12 €A CBPLXMYBCTBHTENHH M KbM Mepoueriem, [peay sanoqsate Ha
Teparus ¢ MeporicHeM TPAOBA Jja ce HAMPaBH BHHMATEHO NPOYUYBAHE OTHOCHO [IPEAHIIHA PEAKLHN HA
CBPBXUYYBCTBHTEIHOCT KbM 0eTa-nakTaMHy anTHOHOTHIM.

AKO BL3HUKEHC TEKKA anepruuna peaklins, yrnorpedara Ha JIEKApCTBOTO TpAOBA A4 CC NPEYCTanoBH ¥ la
CC BIEMAT NTOJXOAAIH MEPKH,

Texku Koxkuu nexenany peakuuu (TKHP), xato curgpom na Stevens-Johnson (Stevens-Johnson
cuiipome, SIS), Tokenuua enuaepmannda Hekponusa (TEH), snekaperaetia peakiis ¢ e03dHOGHIINA 1
chcremiu cumiitomu (Drug reaction with cosinophilia and systemic symptoms, DRESS), eputema
myrrnopme (EM) 1 ocTpa retepanusupana exsairemarosta nycrynosa (OUEID) ca cboOIIABARN MPH
MAUMERTH, [10JyYaBaiid MeponeteM (1. Touka 4.8). AKO ¢ MOABAT NPU3LARH U CHMIITOMH,
[PC/IOJIArAILA TE3H PEAKLMM, JIEYCHHETO C MEpOIICHEM TPAGBA 1 ce IPCyCTaHOBH HesabaBlio # Jjia cc
OOMHECIIY &JIFCPHATHBHO JICHEHHE,

ANTUBHMOTHYCH KOTHT
[pH NproIKEHUE HA MOUTH BCMHKH aUTHOAKTEPHANHM CPEICTRA, BIUIIOUUTCIHO H MEPOIICHCM, HMA

cpoblieHnd 3a PazBHTHC HA aHTHOMOTHYUCH KOJTHT H HCCBROM€M6paHOZEH KOJHT, KOUTOC MOraT dd




BAPUPAT TO TEKECT OT JIEKH A0 KuBOTO3acTpawasawy. [Topajn ToBa ¢ BaKHO fa C€ MM NPCABUI Tasd
JMArio3a NpH NALKEeHTH, KOUTO €4 Pa3RHIN THAPUA [0 BPEME HA UK CJIE/l IPHIIAraHETo HA MEPONCHCM
(8. Touka 4.8). TpabBa 1a ce 05CHAN NPEKPATABAHETO HA JCYCHHETO C MEPOLICHCM H 3alI04BAICTO HA
cnetudmuno ieuctue 3a Clostridioides difficile. He 1pabBa Aa ce NpuiaraT JICKApCTBEHH CPLACTBA,

HNOATHCKAUTY MCPHCTANITHKATA.

| 'npuone
ITo BpeMe Ha aedeHne ¢ rapbarnenesmy, BKIOUHTENHO MCPONCHEM, HMA HE4CCTH CHODIIEHNA 34 [LPUOBE

(Bx. T0uKa 4.8).

Hpocaenspane ua yeproapodHara Qynkumus
Yepuoypobuara dynxuus tpsOBa a ce cnen BHHMATEIHO 110 BPEMC ((@ ICUEHHETO © MEPONCHEM

HOPAZAN PHCKA OT PA3BHTHE Ha XENaTOKCHUIOCT (HapyIlena 4epHo/ipobiia (hy HKuMS € XosiecTasa

untoiiAza) (Bx. Touka 4.8).
TNpunioxkenye LpH NAUHEHTH ¢ uepHoapofHO 3200N5BaHE: 10 BPEMC HA IEYEHHE ¢ MEPOMICHEM NPH
TIALMEHTH C NPEALICCTRAO YePHOAPOGHO yBpexIaHe TpaGea Aa ce Cile/il YepHoapabHaTa Py HKIU. He

¢ HeoBX0JMMO KOpHIHpaHe na jto3aTa (8. Touka 4.2).

TMpckTeH aHTHrESyauil TeeT (TecT Ha KymO¢) 33 CEPOKOHBEPCHS
B X014 HA JIEHCHHETO C MEPOITEHEM MOSKE 1 €& NIO3UTHRHPA JHPEKTHHAT Wil UHAHPEKTHUAT TCCT Ha

Kymbe.

[L1110BPCMEHHO_OPUIIOKEHUE C BATNPOEBA KHCEANHIA/HATPHER BAJINPOAT/BATTPOMUIL
He ce npenopbyka BIHOBPeMeHHATa YNoTpeda Ha MeponeHeM H Ba1npoesa KHCEJIMHA/HATpHEB
BANNPOAT/RANITPOMHA (BXK. TOUKA 4.5).

Meponenem Enexcu, 1pax 33 HHKEKUKOHEH/MHY3HOHEH pasTBop, Cbbpka HaTPUA.

Meponenem Enexen 500 mg: To3u liekapeTeeH Npoaykr cbabpixa 45,1 mg narpuit Ha 500 mg, kocto e
parHsBa Ha 2,25% oT npenopbuarug o1 C30 MakcHMANen Auesen [pHeM oT 2 g HaTPUH 32 BB3PAcTen.
MeponeueM Euexcn 1 g: Tosu Jiekaperren npoaykr ebabpska 90,2 mg narpuit a 1 g, KoeTo ce pasisisa
ta 4,50% ot npenopbuadus or C30 MakcUMaiieH IHEBER NpueM 0T 2 g HaTphii 3a Bb3pacTeH.

4.5 B3aumoj(eficTBHE ¢ APYIH JIEKAPCTBEHH POLYKTH H IPYTH (opMiH it B3IAHMOJICHCTBHE

Ie ca npoBeKIaHKH cneldYHY HPOyUBAHHUA 38 B3AUMOACHACTBHCTO HA NEKAPCTBCHE POSYKTH,
paziu4vHH OT npoﬁeneuun

ITpoBereLnt ce KOHKYPHPa ¢ MEpPOTIEHEM 32 aKTHBHA TYOyHa CeXPeLHA | 110 TO3H HauuH uuxubupa
GhOpeutaTa eKCKPEIHs Ha MCPONEHEM ¢ Y PHHATE, KATO B PE3YJITAT HA TOBY CJIMMHHAIIMOHHUST
[HOJIYKUBOT H [1A3MEHATA KOHIICHTPAtMS HA MEPONEHEM HapacTsar. HeobXoMMO € IOBHILCHO
BHUMAHHE, aK0 [IpOGEHeIM I ce IPHAra IHOBPEMEHHO C MEPOIICHCM.

IMoTcHIMANHKAT edeKT Ha MEpPONICHEM BbPXY CELP3BAHETO C IIPOTEHHKTE HA JIPYTH NEKAPCTECHH
NPOAYKTH MilM MeTabosIM3Ma He € 1Ipoy4BaH. Bbnpekd T0Ba IPOTCHHOBOTO CBBLP3BAHC € TONKOBA HUCKO,
4e TIC ¢¢ OUAKBAT B3aUMOJEHCTBHS ¢ APYTH CLEAHWHCHNS Ha 6a3aTta na T03H MCXaHH3bM.

ITpy CHLBMECTHO LIPUIOKEHHE Ha KapOaleHeMK H BANNPOEBa KUCCHHA, HMA cboOMICHASA 32 TIOHHKABAIS
[l cepyMHATA KOHLEHTPALMS Ha BAMMPOEBATA KHCEMHA ¢ okono 60-100% & paMKHTE Ha OKONO 183 ANH.
flopanu 6bP30TO HACTBIBAHE W IOJIAMOTO NOHUKABAHC HA CCPYMHATA KOMNCHTPALUMA, CHBMCCTHOTO
[LPHACKCHHE HA BANNpOeka KHCEMHA/HATPHCH BAINPOAT/BANIPOMHJL ¥ KapOaneHeMH HE CE CMATA 33
L0/, 1aBAL0 C¢ HA KOHTPA M [I0pajid ToBa TpsibBa Ja c¢ u3barsa (k. 1ouka 4.4).
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[epopaliny aHTHKOALY NaHTH

EAHOBPEMELHOTO TPUIOKEHNE Ha AHTHOHOTHUM C BApHaprH MOKe /A 3ACHITH aHTUKOAUY TAHTHIA My
edexr. Mma Muoro coobLICHNS 32 NOTEHUHPAHE HA AHTHKOATYJAHTHHS edexT Ha AaHTHKOArYJIANTH,
RKTIOUHTENNO W Ha BapdapHH, NpH NAIHEHTH, KOHTO SIHOBPEMEHHO 110/1y4aBaT aHTHOAKTCpUATHH
cpencTaa. PUCKLT MOKe /2 BAPHPA B 3aBHCHMOCT OT OCHOBHATA UH(EeKUNS, BL3PacTTa u obwoTo
CLCTOSHUE HA TTALUMEHTA, TAKa Ye MIPHHOCHT Ha AHTHOHOTHKA KM NOBHIIaBaHeTo Ia INR

(MY HAPOAUOTO CTAHAPTHIMPAHO CLOTHOLIEHHE) € TPY/ICH 34 OLIEHKA, [Tpenopbuea ce INR na ce
KOHTPOJIHPA HECTO 110 BpeMe Ha H CKOPO Cle/L CAHOBPEMEHHDTO IPHI0KEHHE Ha AHTHOHOTHIM ¢

Nicpopanes aHTHKOAryJaHT.

[MeanarpryHa oLy Nalug
[TpoyuBanns 3a B3aHMOJAEHCTBHS CA NPOBEXAAHM CAMO NPH BB3PACTHH.

4,6 Q@eprunauTeT, 5PEMEHIOCT H KbhPMCHE

bpemetnoct
JlMncraT MM HAMA LOCTATHMHO JAHHK 33 TIPUIOKEHUETO HA MCPONCHEM [IPH OpeMEHHH HENH.

I'lo oTHOmEHKE HA PenpoAYKTHRHATA TOKCHHHOCT, NPOYUBAHUSTA 1IPH KMBOTHH HE [I0KA3BAT [IPAKO HILK

HEMPAKO BPEAIO Bb3ACHCTBHE (BK. TOYKA 5.3).
Karo npeanassa Mapka, c¢ IIPEANOUNTa Aa ¢e H30Area MPUIOKEHUECTO HA MEPONEHEM T10 BPEMC Ha

OpeMeHHOCT.

Kwpmene
CLOﬁUlaBa e, ye MailKH KOIHYECTEA MepoueneM CE CKCKpETHPAT B HOBEHIKATA K’hpMa. MCpO[ICHEM He
TpHGBa Ja c¢ H3MON3Ba fpHn KbpMCU,lIfI JKEHH, OCBCH aK0 NOTCHUHWATHATA 110J134 3a Majikarta oupaanaﬁa

noTeHUnanHus puck 3a bebero.

4.7 Edexktn Lpxy cnocoGHOCTTA 32 modupane € padoTa ¢ MAIIKMHA

He ca npoRexiasu npoyyBanus 3a edekra BbpXy cnocobHocTTa 3a modupaie u pafoTa ¢ Mauiniy.
Bwrpexy ToBa npu twodupane 1k pabota ¢ MaliHA TpAOBA 4a €& HMA ITPEABHAL, 4¢ NPH ynotpeba 1ta
MepolicHeM ce choOLuaBa 3a rasodosue, napecTesus  rbPUoBe.

4.8 HexelaHd AeKapCTBEHH PEAKIHH

Qbobmenye na rpoduia Ha He3onacioct

IMpn npernen ua 4872 nauseHTH ¢ 5026 TepanesTHURM EKCNO3MLMH C MEPOIICHEM, Half-uecTo
CHOBIIABAHUTE HIEKETAHH PeakllMu, CEbP3aHH ¢ Meponenem, ca auapus (2,3%), o6pus (1,4%),
raziene/nospsinane (1,4%) W sp3naieHne Ha MACTOTO Ha MibkekTHpane (1,1%). Haii-vecto
croGUaBannTe J1aGOPAaTOPHH HEXeNann PeakiiiH, CBbP3ank ¢ Meponeliem, ca TpomBonuTosa (1 ,6%) n
LoBHIICHK epHoapodHy en3umMy (1,5 - 4,3%).

TabIMUCH PUCK OT HEXENAHN PEAKIiHH

B Tabiuara no-707y BCHYKM HEKEAIH PeakUUy ¢a H30POSHH B 32BUCHMOCT OT CHCTCMO-0praiHis
K7iac 1 no decTora; MHOro Yecti (=1/10); uectu (21/100 go <1/10); nevectu (= 1/1 000 po <1/100);
peitki (>1/10 000 o <1/1 000); Muoro peakn (<1/10 000). ['pymHpanuTe Np4 BCAKA YECTOTA HEKCIIAHH
JICKAPCTBCHHM PCAKIIHH Ce M30POABAT B HU3XO/ALL Pe/l HA TAXHATA CEPHOSHOCT.

TSI




Tabmua 1 _
Cncremo—opl anen Kaac YecroTa Cnontre
Hudekitni n napasHTosu Heueern opasiia ¥ BATHHA/HA KaHH/1032 _
Hapylenus Ha KpbBTA H YecTu TpOMOOLIMTEMHA .
AHMGbHATA CHCTEMA Heuectu eo3niodHINS, Tpomﬁoumoneﬁns neemucunﬂ
CYTPONEHUS, aI'PAIYJIOLHTO3d, XEMONHTHYHA
aHeMUA
Hapymcmm Ha nmyHHaTa Heuectn AHrHOE EM, aua(bunaxcns (B}K TOYKH 4. 3 w4, 4)
cHcTeMa
[Teuxnuny pascTpoicTsa Penikn ,HCJIH})H}(M
Hapyuicnns Ha  nepBHara|lecTH riasofonue
CHCTEMA Heuectn MapecTesns
. Penku rbp40BE (BHKTE TOUKA 4 4) B
Cromauiio- t{pcBHn Yecru JHapus, NOBpBLLAHE, '3 eHe, KopeMHa Gosika
HapylieRha Heucerd anTHOHOTHYEH KoauT (BXK, TouKa 4.4)
Xena:o 6HJ’1HHpHH YecTH [IOBHINABaHe HA TpalcaMHHA3HTE, OBHUICHA
napyueHus amkanHa (ocdaraza B KpbATE, NOBHINCHA
NAKTAT JEXHJpOTenasa B Cepyma.
Heuecru NOBHUIABAHE HA cepyMitus Gunnpybun
IIapymeaus Ha KOXAaTa H Hecrn oﬁpms IpypUTyc
[OAKOKIATE THKAH Hewectn YPTHKapys, TOKCHYHA elmnepmanﬂa HEKpOHHSd
cHH/IpoM Ha Stevens-Johnson, epureMa
myarudopme (Bk. Touxa 4.4).
Henspectho NEKapCTBEHH PEAKLMH € eoauuodmnmt H
cucTeMHU cHMNTOME (cunapom DRESS), octpa
reHepanU3vpana ex3aTeCMaTO3Ha Ny CTy 1034
) (Bx. Touka 4.4).
]Iapyweuns Ha ﬁbﬁpeumc 1 |Heuectn NOBUIUCH CCPYMHHA KPEATHHIEH, TTOBHILEHA
MUKO4NHTE [IBTHILA cepyMHa ypest
Ofwy Hapywenwd | erpexm Yectn Bb3NANCHHE, 6011[{3
Ha MACTOTO HA TIPUAOKEHNC  |HeqectH TpoMBodIetuT, Bosika Ha MACTOTO Ha
' HHKEKTHpaHE

TMeauarprung nonynanms
Mepolienenm ¢ MHiien3upan 3a Aella Hajl 3-Meceuna 5p3pact. Ha Gasara Ha HaNMHHHUTE OrpanuieHy

JaHHH, HAMA JOKA3aTeACTRA 32 NOBHLUICH PHCK OT HAKOI HEXKCIaHa JleKapCTBCHA PEaKuUA TIpH JICLA.
Bouuku NHOAYYEHH Jokiany CLOTBETCTBAT Ha CLGHTHHTE, HadoyaBaun npH Bb3PACTHH Nai{HCHTH.




CrobLuaBatie Ha NOI03WPAHK HCKENAHH PeaKUHI
C1,06I11aBaHeTO Ha LONO3UPAHH HEXCIAHH PEAKLMH Clell pa3peinasane 3a ynotpeda Ha eKapCTRenHs
npoAyKT € Baxk1io, ToBa N02BO/IABA 12 TPOALIKH NA0NIOAEHHETO 11a ChOTHOLLCHHCTO non3a/pHCK 34
JIeKapCTBENAs 1POIyKT. OT MEAMUMHCKHTE CTIEUHATMCTH C€ H3UCKBA 12 ChOOILABAT BCHKA MOJ03Hpala
HEXE1a11a PeaKLiMs upes:

H31rLnTesHa areiUys no NeKapeTsara

vi. Jlamsu [pyce” Ne 8

1303 Cogpus

Ten.: +359 2 8903417

ycbeaiit: www.bda.bg

4.9 IIpeyosupane

Bh3MOKEO ¢ OTHOCHTEIHD NIPEIO3HPAHE HPH [IALUKEHTH ¢ 6B0pedHo yRPexKAaHE, 4KO 103aTa e €
KOPUTHPaHa, KAKTO € onucano B Touxa 4.2, Orpanuyen NOCTMAPKETHINOB ONAT NOKA3Ba, 4€ aKo e
NPEAOSHPAHE Ce PABBHAT LCHKCIAHH PEAKUMH, TO Te CHOTBETCTBAT HA NPODUIA HA HEKENAHNTE PEaKIUH,
ONHCaH B Touka 4.8, 06HKHOBEHO ¢a JIKH W OT3BYHYABAT CJIC]] RPEKPATABANE Ha MPHIOKERUCTO HITH
peayKums Ha ao3ata. Moke jla ¢e B3eMe NpeaBul HEOOX0AMMOCTTa OT CHMIITOMATHYHO JICHEHHE.

I'lpy nanuentn ¢ Hopmania Gebpedna dyHkuns ce nabnwasa Gbp30 eAHMHHHPAHE C YPHIAT.
MepoleHeM | MeTabonuTHTE MY CE OTCTpALABAT NPH XEMOAHA/IH3A.

5.  ®APMAKOJOIHYHH CBOHCTBA
5.1 @apMakoIHHAMHYHH CBOHCTBA

(DapMaKoTEPAIICBTHYHA rpyna: aTHOAKTEPUATHH NPCIAPATH 3@ CHCTCMIO NIPUNOKEHUT, xapbareeMi.
ATC roa: JO1DHO2

MexaluinsM Ha aedcTeie
MepongeHeM 0ChUIECTBIBA CBOATA GaKTepHUMAHA aKTHBHOCT YPe3 HHxUOHpate Ha CHHTE3a Ha
faKTePHANIHA KIETBYHA CTENd IIPU IPaM-IIOJIOKHTEIHH H FPaM-OTpHILATCIHHE GaKTEpHH Upe3 CELP3BALC ¢

MeHHUNIHH-CEhp3Baltu npotennn (FICIT).

dapMakokHHCTHYHO/bapmakoaramauna (PK/PD) sapncumoct (GK/D]T)

[TogofHo Ha ocTananuTe BeTa-NaKTaMuy AHTHOAKTEPHAHN LPETIAPATH, NPH MEPONCHEM € YCTAHOBCLO,
ye epHKACHOCTTA My Haii-100pe KOPEnUpa ¢ IIPOIBDKHTENHOCTTA 112 [ICPUOJE, [IPE3 KOHTO
KOHIEHTPALIMATA MYy HA/IBHINABA MUHHMaIHaTa HExubHpaia konuenTpauns (MIC, T>MI1C). B
NPEAKIHHUHMHATE MOAEIH MCPOTIEHEM JIEMOIICTPUPA aKTHBHOCT TOTABa, KOraTo 1U1asMeHara
KoHueHTpauus Haasuwasa MIC na nH(exHo3HMA areHT npe2 NpubIU3UTEIHO 40% 0T 1030BH
nurepsat. Tasu uenesa CTORHOCT HE € ONPEACNIHA KIHHHYHO.

Mexann3sM Ha pazBUTHE HA PE3UCTEHTHOCT
BakTeprainiiala Pe3HCTEHTHOCT CPCILY MEPOMEeHEM MOKE JIa CE NLJKH Ha: (1) noHHKEHA NPOIYCIIABOCT
Hia WLHIIHATA MemOpana Ha ['paM-orpunareniure Gakrepun (Mopaay HaMancHo obpasyBaHe Ha NOPUHR);
(2) uamanct apuanter varapreraute [1CH (3) MoBHLIEHA €KCIPCCHS HA KOMIONCHTH Ha ediyxe-
oMnara, 1 (4) npojykuys Ha 0eTa-raKkTaMasi, KOHTO MOraT Jla XUAPONU3KPaT KapGancHeMH.

B Espouciickus chioz uMa ¢001IeH s 3a CHACMNHHHE 30HH Ha HHDEKUMY, J(bIKAL CC 13 PE3NCTEHTIN

ia kapbaneneMn GakTePHH,
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Hsima kpBheTOCaHa PE3HCTEHTHOCT MEXY MEPOTICHEM U IIPELIAPATH OT MPYNHUTC Ha XMHOIOHATE,
AMHIOTTHKO3UANTE, MAKPOHUTE ¥ TeTpatkinnuTe. Bee nak Hakou GaKTCPHH MOXE Aa IPOSBARAT
PE3UCTENTHOCT KbM I0BEUE OT CAHH KJ1ac aHTHOAKTEPHATHI NPCIAPATH, aKO MEXAHHIMBT, 110 KoHTO Ce
OCHIIECTBABA T5%, BKIIOUBA HENPOHMLAEMOCT 3d HAKOHU CLEAHHEHNS H/WIK BANHYHE Ha eduykc-lromma/n.

KpHTHYHY I'paHHLH

[ pannwii CTORHOCTH NIPH U3IKTBAHE 38 YYBCTBHUTSRHOCT

Kputepritte 3a naTeprpernpane Ha MITK (MuniMaHa noTHCKaWa KOHUCHTPAIKS) IPY #3IHTBAIC Ha
qyBCTBHTENHOCTIA €2 ycTanorenu ot European Commitiee on Antimicrobial Susceptibility lesting

(EUCAST) 33 MeporeseM H ca U3BPOeHNA TyK:
https://www.ema.europa.eu,’documents!other/minimum—inhibitory-concemration-mic-breakpoints en.xlsx

PaznpocTpaneHueTo Ha RPHAOGHTATA PEHCTEHTHOCT MOXE J1a Bapipa reorpa)cky M BbB BPEMETO 3a
n3GpaHy RHIOBE H € KEAATCAHA oKanHa nibopMalHs 33 PEIHCTEHTHOCT, 0COOEHO Py JICUEHHE Ha
TeKH HudekIHd. Ako € HeoGxoanMo, TpSORa Aa ce NOTLPCH EKCIEPTEeH ChBET, KOTATO JIOKATHOTO
paslpOCTPalen e Ha PE3UCTEHTHOCT € TAKOBA, UC N0/I3aTa OT NPEelaPaTa NPH NMOHE HAKOH BUOBC

HH{CKIHK € CEMHHTENHA.

Crneppaluara Tabauta Ha w3bpocunTe TATOTEHH € H3BICHCHA OT KTHHUYHIA OUNT H TEPaneBTHYHuTe
HACOKH, ‘ '

Bujose, KOUTO 0GHKIOBCHO €2 YYBCTRHTCIHH
[pam-nojoxkuTenu acpoty

Enterococcus faecalis$

Staphylococcus aureus (METHLHANI-UYBCTBHTEIHH LIAMOBC)£

Bujiose Staphylococcus (METHLMIMH-4Y BCTBUTENTHH HIAMOBE), BKNIOUUTEMIO Staphylococcus epidermidis
Streptococcus agalactiae (1pyna B)

I'pyna ua Streptococcus milleri (8. anginosus, S. constellatus w S. intermedius )

Streplococcus pneumoniae

Streptococcus pyogenes (Tpyna A)

| 'pam-oTpHIATEIHI aepolu
Citrobacter freundii
Citrobacter koseri
Enterobacter aeragenes
Enterobacter cloacae
Escherichia coli

Haemophilus influenzae
Klebsiella oxytoca

Klebsiella pneumoniae
Morganella morganii
Neisseria meningitidis

Proteus mirabilis

Proteus vulgaris

Serratia marcescens
U"pam-IoIoRHTCIARY AHAepodU
Clostridium perfringens
Peptoniphilus asaccharolyticus




Bugose Peplostreptococcus (Brmovntenuo P. micros, P anaerobius, P. magnus)

paM-oTpHUATEIHH aHaepobn
Bacteroides caccae

T'pyna Bacteroides fragilis
Prevotella bivia

Prevatella disiens

BujoBe, 32 KOHTO IPHAOOHTATA PESHCTEHTHOCT MOsKe 13 Obae npoGiem
[pam-noaouUTCAHN aepobu
Enterococcus faeciumSt

"pam-oTpuuaresny aepobu
Bun Acinetobacter
Burkholderia cepacia
Pseudomonas aeruginosa

(Oprasn3MHu, 33 KOHTO € XapaKTepla YHACHeAseMATa PesucreHTHOCT
["pam-orpuiatentu aepobu

Stenotrophomonas maltophilia

Bugoee Legionella

JApyra MHKPOOPraHH3IMu

Chlamydophila preumoniae

Chlamydophita psittaci

Coxiella burnetii

Mycoplasma pneumoniae

$ BinioBe, 1I0KA3Balld ¢CTECTREHA HEONIPCAENeHa Yy BCTBUTEIHOCT

£ BCHUKH METHUMIIMH-PEIHCTCHTHH CTA(H/IOKOKH €2 PE3UCTE T Ha MEPOIIEHEM

 CTenen Ha pe3sucTeHTHOCT >50% B ¢aHa MK roseue cTpanH ot EC.

Caut v Meamon03a; YoTpefaTa Ha MepoLelieM K XOpa ce 0cHoBaBa Ha in vifro B.mallei u B.
pseudomallel LAHHN 33 (YBCTBHTCIHOCTTA, KAKTO 1 HA OTPARHHMENH JaliliM [IPH XOpa. OrtiocHo
JICUCHIETO HA CAll M MC/THOR/1034, JIEKYBAMAT Jiekap TpabBa Aa ¢¢ OTHECE KbM NALMOHANHATE W/

MEKJLY HAPOIHHTE KOHCCHCYCHH JIOKYMCHTH.
52 dapMakoKHHETHYHH CBOACTBA

Fipi 3/1paBut A0GPOBOANIHM CPEIHUAT ILIA3MEH MONYXHUBOT € NPHOIU3NTENHO | Yac; CPeAHUSAT ofieM Ha
paznpeneicnue € npubmusureino 0,25 I/kg (11-27 1), a cpeannst kaupuuc ¢ 287 ml/min npu 250 mg, ¢
LoHmkarane 10 205 ml/min npu 2 g. Jlosute ot goz2u ot 500, 1000 1 2000 mg, HH(Y3UParH B
npoiab.ukenue Ha 30 MUuHyTH, 1aBAT CPejiHu CTOHHOCTH Ha Cinax OT 11puOAH3HTEINO 23, 49 11 115 pg/ml,
k4TO ChOTRETCTBAIIKTE cToliHocTn na AUC ca 39,3, 62,3 u 153 pg.mi. Caen S-munyTHa uudysus
CTORHOCTHTE HA Caax €4 CLOTBETHO 52 1t 112 pg/ml cnen nozu or 500 u cvotserno 1000 mg. Koraro ce
[[pHIAraT MHOrOKPATHM 103H Ha Beekll 8 4aca Ha Jinua ¢ HopManta Gndpedna (yHKLHUA, HE Ce

HabmojaBa KyMYTHPAHe Ha MCPOIIEHEM. _ .
Wsnwreaie npy 12 naiyenTy, #a KoWTo € Npuioket Meponerem B 203a 1000 mg npes 8 vaca cnen

olicpauisita 3a HuTpaabaoMuHanHi MH ek, MOKazBa cPaBUHMI Cayx M TI0JIYAKUBOT C TE3M 11PH 31PABH
X0pd, HO 110-rogM 0beM ta pastipeaenenuc - 27 1.
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Paznpenenciue
Cpe/HOTO CBLP3BAHE HA MEPOIICHCM € NAA3MEHUTE HPOTEHHH € npudauznTenHo 2% H He 3aBHCH OT

xoHueHTpauuara My. Ciiell 66p30 npHaoKeHHe (5 MHHYTH WK no-MajKo) hapMaKOKMHETHKATA My C
GHEKCMOHEHUMAINA, HO TORA € MHOIO To-c1a60 u3paseHo caen 30-vuuyTHa uady3us. Yeranoseno e
JI06pO NPOHKMKBAHE HA MEPOLCHEM B PA3THYHK TECCHH TEHHOCTH H ThKaHH, BKUOHHTEHO Gan apot,
Gpolxuanen CeKper, KALUKA, LepefpoCTHHANHA TEYHOCT, KEHCKH TI0JIOBY OPraHu, Koxd, (acrius,

MYCKYJIH ¥ EPHTOHCAIICH CKCY/Iar.

GrorpancthopMalns

Mecponenem ce MeTafoH3HPa YPEs XHAPON3a 11a DeTa-TaKTaMHHUs NPLCTCH, NPH KOETO Ce IeHepHpa
MHKPOBHONOFHUHO HeakTHBeH MCTaGonuT. B cpasHCHEE ¢ MMHNCHEM, in vitro MeponedeM NoKaisa
HAMAJICHA YYBCTBHTENHOCT CHPAMO XHAPOJIK3A OT YOBELIKATA aexnaponentuaaza-1 (DHP-I) u He ce
HaNara CLBMECTHOTO My TpHAoxKenne ¢ HEXxnOuTop ua DHP-].

ExuMutnpale

MeporicleM ce eKCKpeT|Hpa riaBHo Henpomenen npes 6s0peunte; 1pHOIH3UTENHO 70% (50-75%) or
HPUIOIKEHATA /103 C€ eKCKPeTHPA HeMpoMeHeHa B paMkuTe Ha 12 vaca. Owee 28% ce oTkpusar Karo
MUKPOGHONOHUHO HEAKTHBHUS MeTabonuT. EKCKpennaTa ¢ GexaiunTe npejicTaBnisa NproU3HTENHO
2% oT gozara. MamepenuaT 6u0pedeH KNMpPBHC | eexThT Ha npo0eHeU A 1IOKa3BaT, e MEPOICHEM C&

[10ANara KakTo Ha GHUITPaLi, Taka H Ha TyOylHA ceKpenus.

Buipeuna HeaocTaTbIHOCT

hLGpeutioTo yBpexane oy 40 nosrinasane na AUC 1a niasMeHaTa KOHUCHTPaUKMa 1 Ho-
HPOLIKUTENEH TIOYKHBOT ia MeponereM. YeTaHoBeHo e nosuuiasane Ha AUC 2,4 115TH 11pH
IanHeHTy ¢ ymepero 6u6peuto yepexkaane (CrCL 33-74 ml/min), 5 nb1i NpH NALMERTH € TCKKO
Erbpeuno yspexiane (CrCL 4-23 mi/min) u 10 mbTH npu iaumenth va xemoauanusa (CrCL < 2 ml/min)
B cpapHeHue cbe 3apaan yuactHuim (CrCL > 80 ml/min). ITpy nauneHTy ¢ ObOpedHa HeACCTATEYHOCT
AUC na MuKpoSHONTOrHYHO HEAKTHBHUA META00NIKT ¢ OTBOPEH NPBCTCH CHUIO CC TOBHIIABA 3HAYHTCIHO.
[TpH NalMeHTH ¢ YMEPEHO M TeXKO GLGPEUHO YBpeX)AaHe ce [[PCTIOPhUBA KOPEKLHA Ha J103aTa (BoK.
Touka 4.2). : - . '

MepolieHeM ce OTCTPAHARA UPE3 XEMOAHANK3A, KATO KNMPBHCHT NIPH XeMOAHANMEA ¢ IpHOH3uTeNo 4
IILTH 110-BUCOK OT TO2H NPH NAIHEHTH B aHYPHA. : :

Yeproapodna HEIOCTATHLIHOCT
MsnuTsaiie TpH MALMEHTH ¢ ANKOXO0JHA LMPO3a He [10Ka3a Bh3/IeHCTBHE Ha 4eploaApobHaTO 2aboisBaile

BLPXY (PApMAKOKUHETHKATA HA MEPOTIEHEM 1IPH MHOTOKPATHO J03HpaNc.

BuipacTHn NAUHCHTH ,

[1poBeaenHte 0pH MauneHTH GapMaxcKHISTHYHH H3IHTBAHAS HC NOKA3BAT 3HA4HMA
(rapMaKOKHHETHUHH Pa3)i¥ua B CPABHELUC ChE 37PABH RoBpoBOLLY ¢ CKRIBaNeHTHA OLOpeUa
dynxuns, TTonyIalMOHHHAT MOJE, H3rPaJeH Bb3 OCHORA HA TANHKTE OT 7% nauHeHTa c
unTpaabaoMuEaINa UHACKUHS HIIH NIICBMOHKS, NOKA3Ba 3aBHCHMOCT Ha LeHTpallliHA ofeM oT TernoTo, 1

Hii KAHPEHCA OT KPEATHHUHOBHA KJIHPBRHC 11 BL3pacTTa.

Ileanarpuyuna momyJauss
dapmakokHIeTHKATa npH GeGera 1 el ¢ HHpeKLHO3HK 3200HBAHMA TIPK JI03H 10, 20 1 40 mg/kg
10K432, CTORHOCTA HA Crgy, OIH3KH A0 TC3H NIPH BL3PACTHY, TIPH 2031 ¢boTBeTHO 500, 1000 1 2000 mg.
I lpn BcHUKH flena, OCBeH NpH Hait-MankuTe (< 6 Mecena tiz = 1,6 waca), CpABHCHMETO Nokasa
(DAPMAKOKHHICTHUHO CHOTBETCTBHE MEAKLY 03HTE M OYKUBOTA, CXO/INO € HADMIOAABAHOTO NPH
BL3pacTHH. CpeiiiTe CTOMHOCTH Ha KIIPHICa Ha MEpOLICHEM ¢ca 5,8 ml/min/kg (6 - 12 roaunu),
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ml/min/kg (2 - 5 roaunn), 5,3 ml/min‘kg (6-23 mecena) u 4,3 mi/min/kg (2 - 5 Mecena). [Tprban3nTeito
60% OT NPHAOIKELATA A03A CE M3Tb4BA ¢ YPHHATA B PAMKKTE Ha 12 yaca, KaTo MEPOTIEHEM M OLIC 12%
kaTo MeTaboluT. KOHIIEHTpauMATa HA MEpOneHeM B LicpeOpOCiHalia TCHHOCT Ha ACUa ¢ MCHHHTHT ¢
upuGmautenso 20% oT paBHOBECHATA Ii 11/1a3MEHA KOHLCHTPALIHA, BRITPCKK 4€ HETCPHHAMBA Ay ajUiaTa
papHabUIHOCT € SHAYHTEIHA.

dapMakOKMHETHKATA Ha MEPOTEHEM [IPH HOBOPO/ICHH, IPH KOHTO CE HATara aH THHHPEKIHO3HO JICUCHHC,
TI0KA3Ba N10-BHCOK KIMPBHC PH HOBOPOJIEHH C NO-TOJIAMA XPOHOMOTHHLA HAH FECTALIHOM A Bh3DACT 1K
obur cpenet nonysxusot 2,9 vaca. Cumynaunu , MoHTe Kapno", HanpaBeHy Bb3 OCHOBA Ha
nonynauuoncl GapMakoKHHETHYCH MOJEN, NOKA3BaT, Y€ IPHIOKENNETO HA MEPONEHEM B I03HPOBKA
20 mg/kg ripes 8 uaca Boau 10 focturane Ha 60%T>MIC 3a P. aeruginosa npu 95% OT HCJIOHOCEHUTE K

91% oT A0HOCCHUTE HOBOPOJEHH.

ITanMenTH B HANPEAHAAA BR3IPACT

DapMakoKMHETHYHNUTE H3IWTBAHUS MPH 3pasH A00POBOMLH B CTAPHECKA BB3PACT (65-80 roauunm)
N0KA3BaT HAMANABAHE HA 1a3MEH s KIHPBHC, KOPEIHPAIIO ChC CEbP3AHOTO ¢ Bh3PACTTA HAMAJISBAHE HA
KpeaTHHHHOBHS KJIMPBHE, KAKTO U 110-C1a00 HaMalsBaHe Ha HepeHanHus KIupLie, TIpn nanuenty
CTAPYCCKA BL3PACT He ¢ Hallara peAyKUHsa Ha 103418, OCBEH B CIYHAHTC Ha YMEPEHO 10 TEHKO Gubpeuno

yBpexkaane (Bx. Touka 4.2).
5.3 [lpeakiviHYHY JaHIH 3a DelonacHocT

IpoyHBaliusATa IPH KWBOTHH [I0Ka384T, Y€ MCpONeHeM ce noracs 106pe or GuOpennte. [pu Muwku 1
KyueTa ca Nab/I0faBaH} XMCTONOTHYHH JaHIY 3a TyOYHO YBPEKAAHE CAMO IPH JI03H OT 2000 mg/kg n
NO-BUCOKH, Cie/l eIHOKPATHO TIPHIIOIKEH e U NOBEYe, U IIpH MaiiMyHH, npu 1o3u ot 500 mg/kg e 7-

JIHCBIO TPOYYBaHE.
Meponenem c¢ noHacst o6wo B3eTo odpe 0T UeHTpaNHaTa HepBha cictema. [IpoMeHu ca nabmosasanin

TIpH NPOYYBAHKA 33 OCTPA TOKCHYHOCT LIPH I'PH3aYH, TP A03H, Hajswinaraut 1000 mg/kg.

| Ipi niTpaseHosno npuaoxenne LD50 ta Meponenem Npy rpusaqn e Hag 2000 mg/kg.

I [pH M3MHTBAHHY ¢ MEQIOKPATHO I03MPANC ¢ IPOABIDKHTENHOCT JI0 6 meceua ca HabloaBaty
CAMICTRBCHO He3HAuMTeNHN eheKTH, CPeji KOUTO NOHKABAHE HA NAPAMCTPHTC Ha EPHTPOLMTHIC MPH
KyueTa.

Or npore/ieHns KOHBEHLIHOHANCH HabOop OT TECTOBE HAMA IaHHH 3a MYTarcREH [TOTEHLHA), KaKTO H 34
Pelipo/ly K THBHA TOKCHYHOCT, BIGHOUATENHO H 3d TEPATONCHEH MOTEHIKA, B H3MHTBAHUATA Ha JI03H /10

750 mg/kg npy 1IsXoBe, U Ha 1034 1o 360 mg/kg npu MaAMylH.

Tpy no/ipacTBalLy XMBOTHH HMa JaHHH 32 [IOBHILCHA YYBCTBUTEIHOCT KbM MEPONEHEM B CPABHCHAGC ¢
Bb3PACTHH KUBOTHH. B H3NKTBANNATA IPH KHBOTHA HHTPABEHO3HHUAT NPEILAPAT CC TIOHACS Jlobpe.
Eauncreenust MeraBonuT Ha MeponeHem HMa Noa00eH mpoduil a TOKCHUHOCT IPY NPOYYBatns NpH

HHUBOTHH,
6. OAPMAIIEBTHYHH JAHHH
6.1 CunchLk Ha TOMOIHHTE BeUlecTRa
Bezsoneu.ua'rpwen kapOonar

6.2 HechBMECTHMOCTH

To3u nekapeTBen 11POAYKT He TPAOBa [a cC CMECBa ¢ APYTH JICKAPCTBEHH IIPOAYKTH, C M3KJIIOHCHNC la
HOCOYEIUTE B TOYKA 6.6. . :
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6.3 Cpok Ha rojHOCT

2 roAMHH

Caca pazTBapane
BoJiycHo npuiaokenne KaTo HHTPABEHO3HA HILKCKI(HH

Jlokazano €, ye TOTOBUST PA3TBOP 3a HOJTYC HIDKCKIIHA € XMMUUECKH | thH3r4ecKH cTabueH B
[pOLDKEHHE Ha 3 yaca npu Temneparypa noa 25°C uin 12 vaca b xI2)(AHKK [IPH TCMIICPATYPA (O 2-
8°C.

Ot MuKkpOGHOTOTHYHA I1CAHA TOUKA, OCBCH aKO METOABT 34 OTBAPAHE/NPUTOTBAHE/PA3TEAPSHC H3KIOUBA
PUCK OT MHKPOGHOJOrHYHA KOHTAMHIIAINS, IPOYKTLT TPAOBa Ja ce u3M10N138a HezabagHo.

AKO He ¢& M3M0N3Ba He3abapuo, BpEMETO M YCI0BHATA 32 ChXPAICHNC €4 OTTOBOPHOCT Ha noTpebnrens.

IlpuioskenHe KATO HHTPABEHO3IA HHPY3HH
Jlokazaiio ¢, 4e roTOBUAT PA3TBOP 3a HHTPaBeno3na UHGY3us, IPUTOTBEN Hpe3 U3IOM3BAHE A 0,9%
pPA3TROP HA HATPHEB XJTOPH/L € XMMHUECKH M (hU3NUCCKH CTAOHAEH B NPONB/IKEHNE Ha 3 yaca mpH

Temueparypa no/1 25°C uiu 24 yaca B XIaAMIHUK IPH TEMNEPaTypa noj 2-8°C.

OT MHKPOOHQIIOTHYHA TIe]HA TO4KA, OCBCH aKO METOABT 32 OTBapANE/[IPUIrOTBARE/ PA3TBAPAHE H3KNOYBA
pHCK OF MHKPOGHOIOTUYHA KOHTAMHHALMSA, IPOAYKTET TpGBa A2 Ce H3NoJssa HeszabarHo.

AKO HE Ce H3[10713Ba He3a6aBHO, BPEMETO H YCTOBHATA 3@ CXPAHEUHE Ca OTTOBOPHOCT HA NOTPeOHTCIIs.
Pas1BopsT Ha IPOAYKTa, TPHrOTEEH ¢ 5% pasTBop Ha AeKCTPO3a, TpsOBA Ja ce H3MON3Ba He3abaBio.
[puroteennte pa3Teopu He TpAGBA [a ce 3aMpazasar.

6.4 CuennajHu Npegnadiny MEPKH IPH CLXpanenHe

Toau JICKAPCTREH ITPOAY KT HC HAHCKBA CNEeUHANHH YCTIOBHA 34 ChXpaHeHue. He sampazagaiite
HPHTOTREHUA Pa3TRAP.

6.5 FEcrecTso ¥ chIbpAKAHHE HA KONTCHIEPA

MeporeneMm Exexci 500 mg npax 3a MIDKEKIEHOHEH/HH(Y3HOHEH PA3TBOP
Bs1 10 6ACa0 KBIT KpHCTayed npax B 10 mi cThkaeH duakon, ¢bhe 3anywainka (CHBH SYTHIIOBH [yMCHA

3aMyLOANKH).

JlekapeTBEHMAT IPOAYKT C& MpPejiaara B onakokku oT 10 duakora.

Meporichem Enexen 1 g npax 3a HHKeKLAOHCH/MH(bY310HEH Pa3TBOp
st Ao 6reno xKeAT KprcTaney 1pax B 20 ml cThKIEH QNaKOH, Cbe 3allyllanka (ciBY GYTHIOBH I'YMCHH

3a11yLIaTKH).

JleKapcTBelHAT NPOAYKT Ce TIpeasiaara i ofiakosku ot 10 grakona.

6.6 Cnenqainn upeNasHN MCPKH HPH A3XBLPAAIE H Apyra pabora

Hinkexims
Meponeues EHexcy, KOATO [II¢ ce W3N0A38a 32 BONYCHO HHTPABEHOZHO HIDKCKTHPAHE, TpsdBa jla ce

NPHTOTEH CbC CTCPHIIHA BOAA 34 HHKCKLU .
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PasTeopbT 32 GONYCHO MIDKCKTHPAHE C& RPUTOTR YPe3 pasTRapAle Ha NEKapCTBCHUA NPOAYKT BLE B0/
3d MIGKSKIMK 110 Kpatina koHuexTpauus 50 mg/ml.

Hidyaus

3a BitrpapeHo3Ha nHdysus driakonnTe Ha MeporeHen Exexci MOrar jia ObAar JHPEKTHO IPHTOTBCHY C
0,9% Harpues XJIOPHI HIH 5% pasisopil Ha JEKCTPO3a 32 HHY3HAL.

Wihy3HOHHUST pa3IBOp CE [IPHIOTHA YPC3 pasTBapslc Ha ICKAPCTBCHUS NPOJYKT WM B 0,9% pa3TBOp Ha
HATPHEB X0/ 33 Mitdy3ns, Wi 8 5% pasTBOp Ha IGKCTPO3a 33 HH(Y3HA 10 KpaiHa KOHUEHTpaUHs oT

| 1o 20 mg/ml.

Beekn GnakoH e camo 3a CAHOKpaTHa yuorpeda.
3a LPUIOTBAHE H [PAIOKEHHE 11 pa3rsopa TpaOBa Aa ¢¢ H3MOM3BAT CTaN/IAPTHH aCenTHYIIM TEXINIKH.

PazreopbT TpsGra Aa ce paskiiati mpean ynorpeba.

Beekn HEM3NO0N3BAH NPOMYKT WM OTIANLUHN MaTepHan TpAbba Aa ¢C H3XBLPAAT B ChOTBETCTBHE €
MCCTHHTE H3HCKBAHHA,

Beekn ocTarbyen pasTBop OT aumﬁnonm, KakTO M BCHYKH MaTCpHaNli, KOUTO ca 611H M2MON3BaALH 3a
HDHACAKCHAC, 'l‘pHGBﬂ J1a ¢t H3XBLPIAT B CLOTBETCTBHE € MECTHHTC H3HCKBAHUA :

7. IIPHTEXATEJ HA PASPEIIFHHE 3A YIIOTPEBA

. I'paiis dapma” EOOJ
yir. ,,Hukonai Xaiiros* Ne 12, et. 5, oguc 19
[ 113 Brarapus, rp. Cogms,

8, HOMEP(A) HA PABPEIHEHHETO 3A YIIOTPERA

Per. Ne: 500 mg: 20220190
Ig 120220191

9.  JIATA HA IBPBOTO PASPEHIEHHUE/MTOJIHOBABAHE (1A PASPEIIEHHETO

Jlara ua nunpso pazpeinarance: 24.06.2022
Jiara Ha HOCNICAHO 110/HOBABAHE!

10. JJATA HA AKTYANU3IHPAHE HA TEKCTA

09/2025
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