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KPATKA XAPAKTEPHUCTHKA HA TTPOAYKTA 4 S "7"’} 37 75 -09- 2005
1. AME HA JTEKAPCTBEHUA ITPOAYKT -

Meporne 1 g npax 3a HHXeKIHOHEH/UH(PY3HOHEH Pa3TBOP
Merope 1 g powder for solution for injection or infusion

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcekn (yakoH cbabpka MeporneHeM Tpuxuapar (meropenem trihydrate) €KBUBaJIEHTHO
CbOTBETHO Ha 1 g 0e3BOAEH MeporneHeM (anhydrous meropenem).

[lToMOLIHO BELIECTBO C U3BECTHO JAE€HCTBHE: HATPHH
Bcekn ¢unakoH or 1 g cpabpxka 208 mg HarpueB kapOoHaT, KOWTO € €KBHBAJIEHTEH Ha
npubau3uTenHo 4,0 mEq Hatpuii (npubauzurento 90 mg).

3a MbJIHKUA CIIUCBK Ha [MTOMOLOHHUTEC BCLUCCTBA BHUKTEC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

[Ipax 3a HHMXEKLMOHEeH/UH(]Y3UOHEH Pa3TBOP.
bsn 1o cBETNO XbAT KPUCTAJIEH Npax.

4. KIMHUYHHU JAHHH

4.1. TepaneBTHYHH NOKA3AHHS

MeporieHeM e 1okKas3aH 3a JiIeYeHHe Ha CJIeIHUTE BUI0BE WH(EKLIMKM NPH Bb3PACTHHU M Jiela Haj 3
mecera (BHKTe ToukH 4.4 u 5.1):
e Texxka MHEBMOHHMS, BKIIFOYMTEIHO HO30KOMHAJIHA THEBMOHHS U MMHEBMOHHS, CBbp3aHa C
aCMCTHpaHa BEHHUT/aLUs
e bpOHXO-NYJIMOHAJIIHU HHPEKLHH TTPH MYKOBHCLIH103a
YcenoxxHeHH HH(EKLHH Ha NUKOYHUTE ITbTHIIA
Y CnoXKHeHU HHTpaabaOMHUHAIHH UH(EKLIMH
HUHuTpa- 1 nocTnapTaiHyu HH(PEKIHH
YcnoxHeHH HHPEKIMH Ha Ko)kKaTa U MEKHTE ThKaHH
OcTbp OakTepHasieH MEHUHTUT

MeponeHeM MOXE Jila ce M3I10J13Ba 3a JieYueHHWe Ha HEYTPOINEeHUWYHHU NalMeHTH ¢ (pebpunurer, 3a
KOWTO ce CMATA, Y€ Ce AbJIKU Ha DakTepHaiHa HH(EKLH.

JleyeHue Ha nauMeHTH ¢ ODakTepUeMHs, pa3BHia C€ BbB Bpb3Ka C, HJIM 3a KOATO Ce Mpejmnoara,
ye Ce € pa3BHiia BbB BPb3Ka C KOSTO H J1a € OT U30pOeHUTE NMo-rope HHPEeKIHH.

Tpsabsa na ce B3eMar npeasua opUUHAJIHUTE NPENOPHKH 3a NMPHIOKEHHE HA aHTHOAKTEepHAHH
areHTH.

4.2. JIo3HpOBKA H HAYHH HA NPHJIOXKEeHHE

Jlo3upoBKa




B TabnuuuTe no-A0ay ¢a NpecTaBeHH 00IM NPEenopbKH 3a JOIUPAHETO.
Ho3aTa | NPOABIKUTENHOCTTA HA NeueHHeTo Tpabea na 6baar ¢crobpaseHu ¢ THNIA H TEXECTTa Ha
MH(PEKLHATA, KAKTO H ¢ KIIHHUYHHA OTTOBOD.

JleyeHneTo ¢ A03a 00 2 g TpPH ITBTH JHEBHO MpU BL3PACTHU M KOHOWM M Ao03a Ao 40 mg/kg TpH
MbTH AHEBHO NpPH Jeua Moxe Ja Obae 0cobeHO moaxoAsAlle MpH HAKOH THUMNOBE HHQEKLHH,
HanpuMep HHQEKUUH, NPUHHHEHH OT N0-c1abo YYBCTBHTENHH OaKTEepHaNHH WAaMOBe (HanpHMep
Enterobacteriaceae, Pseudomonas aeruginosa wnu Acinetobacter spp.), HIM MHOTO TEXKH
HHPEKIIHH.

[Tpu nedeHue Ha nauMeHTH ¢ OBLOpPeuHa HEROCTATHYHOCT € HeobXxonHMa MpeoleHKa Ha A03aTa
(BHOKTE MIO-A0NY).

Bbgpacmnu U IOHOWY

Huadexnns Jo3a, KoaTo ce
npuaara npes 8 gaca

Texka NHEBMOHHA, BKIIIOYMTENHO HO30KOMHANHA THEBMOHHA H S00mguinu 1 g

NMHEBMOHHS, CBbp3aHa C aCHCTHPaHa BEHTHIIALMA

BpoHX0-yIMOHAITHH HHQEKIMH IPH MYKOBHCIIHAO3a 2g

Ycn0xHEHH HHPEKUMH Ha MTHKOYHKTE MbTHIIA JOmgunul g

YC10)KHEHH HHTPaabJOMHHAIHH HHQEKIHH 00mgunul g

HHaTpa- B nocTnapTangy HHQEKLHH X00mgumn 1l g

YCI0XKHEHH MHPEKIIMH Ha KOXaTa ¥ MEKHTE ThKaHH 00mgumlg

OcTtbp 6aKTEepHaTIeH MEHUHTUT 2g

Jleuenue Ha GpeOpUIHH NAUKMEHTH C HEYTPONEHHUS lg

OO6uvaliHo MeponeHeM ce nmnpHnara Karo HHTPaBEHO3HA MH(QPY3HMS ¢ NpOIbIKHTETHOCT
npubnn3zuTenHo 15 g0 30 MuHYTH (BHXKTE TOUKH 6.2, 6.3 1 6.6).

ANTEPHATHBHO, 1033 A0 | g Moxke Aa Obae NpUNOKEHA KATO HHTPABECHO3HA OOYyC MHXEKLUA 3a
OK0JIO 5 MHHYTU. Hankue ¢a orpaHudeHH JaHHH 3a 0€30MacHOCTTa, NOAKPENALLH MPHIOKEHHE
KA4TO HHTpaBeHO3Ha 00nyc HHXKEKLHSA Ha J03a OT 2 g NpH Bb3PaCTHH.

bvbpeuno yspescoane
Jo3aTa TpH BB3PACTHU M HOHOLIM C KPEATHHHWHOB KJIMPBHC noa S1 ml/min tpabea na ce

KOPHrUpa, KakTo € NnokasaHo B Tabnuiiara no-gony.
JaHHuTe, NMOAKpensilld IpUNAaraHeT0 HAa Te3W KOPEKLUWH 3a J030Ba eAHHMLla OT 2 g, ca
OrpPaHHYEHH.

KpeaTHHHHOB Rﬁnph—ﬁcﬂaﬁh(’ﬁﬁ 6asara Ha ,.eauHENK” BUecToTa -
(ml/min) imo3oBara rpanuua or 500 mg no
1 g unu 2 g, suxTe Tabnuuara
o-rope)
26-50 Jlo3a oT eIHa eAMHHLA Ha sBcexu 12 waca
10-25 Jlo3a oT NONOBHH €ANMHULIA Ha Bcexu 12 vaca
<10 Jlo3a OT NMONIOBHH eAHHHLA Ha Bcexu 24 yaca

MeponeHeM ce OTCTpaHsABa 4ype3 xemoaManuza H xeMopunrpauus. Heobxogumara goza Tpabpa
Ja ce NpHJara cief Kpas Ha LIMKbJIa Ha XEMOIHanu3a,

He ca yToUHEHH NpenoOpbKH 3a JO3HPOBKATA [TPH NALIMEHTH C MEPHTOHEANHA JHANN3a.




Yepnoopobno yspeoicoane
He e HeoOxoauMo xopurupaHe Ha no3ata IIpH NMauMEHTH ¢ 4YepHOAPOOHO yBpexaaHe (BHXTe

TO4YKa 4.4).

Ho3sa npu nayuenmu 6 cmapuecka gv3ipacm
He e HeoOxomuMO KopurupaHe Ha J03aTa NPH NaUMEHTH B CTap4eCKa BB3PACT ¢ HOpMaHA
OBOpeuHa PyHKIMA UIH CBC CTONHOCTH HA KPECATHHHUHOBHA KIHPBHC Hax 50 mi/min.

Ieduampuuna nonyrayus

Heya nood 3-meceuna ev3pacm

besonacHocTTa M ©(HKACHOCTTa Ha MeEpOINeHeM IMIpH Aella NoA 3-MecevyHa Bb3pacT He ca
YCTAHOBEHH M HE€ € YTOYHEH ONTHMAJHHMAT JA030B peXMM. BbIpekH TOBa, OTrpaHHYeHH
¢apMaKOKHHETHYHH JaHHM npemnojnarar, b€ 20 mg/kg npes 8 yaca mMoxe na Obae moaxoasiua
INO3HPOBKaA (BHKTE TOYKa 5.2).

Heya na sv3pacm om 3 meceya 0o 11 zo0unu u c menecno mezano 0o 50 k2
[IpenopbUHTEIHHTE AO30BH PEXKHMMH €A NOCOUYEHH B ClI¢AHATa TabnHNa:

Hudexknus Ho3a, koaTo ce

| mprJaara npes 8 gaca
TexKa MHEBMOHHA, BKIIIOUUTEIHO HO30KOMHUANHA ITHEBMOHHS U 10 wim 20 mg/kg
NMHEBMOHHS, CBbp3aHa ¢ aCHCTHpaHa BEHTHJIALKS
BpOHX0-NYIMOHAIHH HHQEKIUH TIPH MYKOBHCI{H10343 40 mg/kg
YeN0XKHEHH MHPEKUHH Ha MHKOYHUTE THTHILA 10 unu 20 mg/kg
YCI0XKHEHH HHTPaabAOMHHANIHY HHEKLIUH 10 wnu 20 mg/kg
YcnoxkHeHH HHOEKLHH Ha KOXKATA H MEKHTE ThKaHH 10 nim 20 mg/kg
OcTpp OakTepHaeH MEHHHIHT 40 mg/kg
Jleuenne Ha ¢eOPHIHM NALMEHTH C HEYTPONICHHS 20 mg/kg
Ieya ¢ mezno nao 50 kg

)Z[a CC IIprjara 103aTa 3a Bb3pPaCTHM,

HsamMa onuT npH geua ¢ 6p0pedHo yBpeXxaaHe.

HadyuH Ha NPUNOKEHUE
OOHKHOBEHO, MepoNeHeM Ce MNpuiiara Kato HMHTpPaBeHO3Ha HHOY3MS C© NPOABIKHTENIHOCT

npubnusurento 15 no 30 MuHyTH (BHXTE TOuKH 6.2, 6.3 ¥ 6.6). AnTepHaTMBHO, n03a A0 20
mg/kg Moxe Aa Oble MpHUSiOKEeHAa KaTO HHTPABEHO3HAa OONyC HHIKEKUHS 3a OKOJIO 5 MHHYTH.
Hannne ca orpaHuveHH XaHHH 3a 0€30NMacHOCTTA, NOAKPENALIHN TPHUJIOKEHHE KaTO MHTPAaBEHO3HA
bonyc HHXKeKI Mg Ha 103a ot 40 mg/kg npu aAena.

4.3. IIpornBONOKA3aHAN

e (CBpPbXYYBCTBHTEIHOCT KbM AKTHBHOTO BEWIECTBO MM KbM HAKOE OT NOMOIIHHTE
BelllecTBa, H30poeHH B Touka 6. 1.
¢ (CBpPBXYYBCTBHTEIHOCT KbM KOHTO M Jla € ApYr aHTHOaKTepHalleH ar¢HT OT rpynara Ha

KapbaneHeMHUTe.
e Texka CBPBXUYBCTBUTEIHOCT (HanpuMep aHapUIaKTHYHA peakiuMf, TEeXKa KoXKHa
peakUMa) KbM KOHTO M Ja e Jpyr aHTuOakrepuaneH areHT OT rpynara Ha OeTa-nakpediiiaius o
(HanmpuMep MeHUUHIHHHN WIH LedaNnoCIOPHHH ). 2
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4.4. CoenHaNTHH NpeJyNpekKAcHES B NPeANAIHE MEPKH 32 ynoTpeda

[Tpu n3bopa Ha MepomeHeM 3a JICUCHME HAa BCEKM OTAENEH nauueHT TpsadBa Ja ce c¢bobpasw
YMECTHOCTTA Ha H3MON3BAHETO Ha aHTHOaKTepualieH areHT OT rpynara Ha kapbaneHeMmure,
MpeeHEHA Bb3 OCHOBA Ha (PaKTOPH KaTO TEXKECTTA Ha UH(PEKIUATA, PE3IUCTEHTHOCTTA KbM APYTH
MOAXOAAIUH aHTHOAKTEPHAJIHU areHTH W PUCKA OT CENIEKTHPAaHE Ha PEe3MCTEHTHH Ha KapbaneHeMHu
OakTepuu.

Pe3ucTeHTHOCT KbM Enterobacteriaceae, Pseudomonas aeruginosa v Acinetobacter spp.
Pe3sucTeHTHOCTTA KbM NeHeMH Ha Enterobacteriaceae, Pseudomonas aeruginosa, Acinetobacter
Spp. BapHpa B paMKuTe Ha EBponerckus cbpro3. Ha nexkapure, npeAnycBallld JIEKapCTBOTO Ce
NpenopsuYBa Na B3EMAT NO4 BHHUMaHHe MecTHaTa npeobnajapailla pe3MCTEHTHOCT NPH TE3H
DaKkTEpHUH KbM NMEHEMH.

PeakiiHH Ha CBPBLXUYBCTBUTEIIHOCT
KakTo npu BCcHYKH Oera-nakTamMHM aHTHOMOTHUM, ca CBOOLIABAHM CEPHO3HH peaKLHH Ha

CBPBbXUYBCTBUTENTHOCT, MOHAKOra C JIeTAIeH U3X0A (BUXKTE TOUKH 4.3 1 4.8).

[TauMenTHTE C€ aHaMHe3a 3a peakilMd Ha CBPBXYYBCTBHTENMHOCT KbM KapbamneHemHu,
NEHHIUINHOBH WX ApYrd Oera-nakTaMHH aHTHOHOTHLM MOXKE Na ¢a CBPbXYYBCTBHTEIHH U KbM
MeponeHeM. I[lpegu 3anoupaHe Ha J€YeHHE C MEPONEHEM € HeoOXOAMMO BHMMATENHO Ja ce
CHEME aHaMHe3a 3a MPEAXLIHH peakuMH Ha CBpPbXYYBCTBHTENHOCT KbM Oera-JlaKTaMHH
AHTUOHOTHLIM.

[Ipu HacTbNBAHE HA TEXKKH AICPrHYHH peakluH, ynorpedara Ha NEKapCTBEHUA NMPOAYKT TpaOBa
1a Ce CNnpe H Ja ce B3eMar HeOOX0JHMHTE MEPKH.

AHTHOMOTHYEH KOJIHT

[Ipu ynorpebara Ha NOYTH BCHYKH aHTHOAKTEPHANHH AreHTH, BIUTIOYHTEIHO H MEPONIEHEM, UMa
cbOOIlieHHA 3a pa3BUTHE Ha aHTUOUOTHYEH KONHUT 4 NICeBAOMEeMOpaHO3eH KOINT, KOHTO MOrarT Ja
BApHUPAT N0 TEKECT OT NEKH A0 XHUBOTO3acTpaluasainy. CneaoBaTenHo, Ta3d AHardosa tpabsa na
CE€ UMa MpeABU] MPH MALMEHTH, KOUTO pPasBUAT OUApHA N0 BpEME Ha UM CleR NMPUIoKEHHE Ha
meponeHeM (BUxTe Touka 4.8). Tpabsa pa ce 00CHAM MNPEeyCTAHOBABAHE HA JIEYEHHETO C
MEpOMEeHeM H 3amouBaHe Ha cneuuduyHo nedenue 3a Clostridium difficile. He tpabsa na ce
NpUaarat JeKapCTBEHH CPEACTBA, MOTHCKAILH NEePUCTAITUKATA.

['bpuoBe
[Ipn neyeHue ¢ kapbaneneMm, BKIIOMHTENHO U MEPONIEHEM, HMa HEYECTH ChOOLLEHH] 3a I'bPYOBE

(BmxTe TOUKA 4.8).

JlekapcTBO-HHAYLHPaHO YepHoApoOHO yBpexaane (Drug-induced liver injury, DILI)
UepHoapobHata ¢yHkuus TpsbBa Aa ce MpocieaBa BHUMATENHO [0 BpeMe HA JICYEHHETO C

MeponeneM nopaau pucka ot DILI (Bixre Touka 4.8). Axo ce Habnwaasa texko DILI, Tpabsa
Ja ce OOMHCNH mnpeKkpaTdBaHe Ha [MPHIOKEHHETO Chopel KIHHMYHATA HeoOXO0JHMOCT.
[IpunoxkeHHeTo Ha MeponeHeM clieapa Aa Oble BL30OHOBEHO, CaMO aKO Ce MpELEHH, ye € OT
CBLUECTBEHO 3HaYECHHE 3a JICYCHHUETO.

[Tpunoxenne npu nauueHTH ¢ yepHoApodHo 3abonsgBaHe: No BpeMe Ha JIEUEHHE ¢ MEPOIEeHEM
NpH NALMEHTH ¢ MPEAIecTBAWO YEPHOAPOOHO yBpexdaHe TpabBa fa ce cneau YepHOADRS
dbyukuusd. He € Heobxoaumo kopuripase Ha 103aTa (BHXTe Toyka 4.2). '




EHEKTEH aHTHFJ'lOﬁyJIHHOB TECT (TECT Ha K}fﬂﬁﬂ! 38 CCPOKOHBCPCHA

B xoaa Ha NEYSHHETO ¢ MEPONIEHEM MOXKE Ja C€ MO3ZUTHBUPA AUPEKTHHAT WM HHAHPEKHHAT TECT
Ha KyM0c¢.

EnHOBpeMEHHO NPHIOKEHHE ¢ BANNPOEBa KHCENHHA/ HATPUEB BANNpPoAaT/ BANIIPOMHN
He ce npenopbuBa CBBMECTHOTO NMPHIIOKEHHE HA MEPONEHEM M BAINPOEBA KHCEHHA/ HAaTpHEB

BanpoaT/ BannpoMu (BHKTE Touka 4.5).

[leauaTpHyHAa HONYJAaLHs

MeponeneM e onobpen 3a ynotpeba npu neua Ha pw3pacT Hag 3 Meceua. Ha 6azara na
HaNUYHHTE OrpaHHYEeHH NAHHH HAMA JOKAa3aTe/iCTBA 32 MMOBHIUIEH PHUCK OT HAKOS HEXeNnaHa
JIEKapCTBEHA peaxlus npH Acua. BCHYKHM NOJY4eHH JOKIAAH ChOTBETCTBAT HAa CHOMTHATA,
HabnAaBaHU NPH BB3PACTHH MALHEHTH.

Mepone ¢babpka HATpHIK,
Tosu nekapcTBeH npoAykT cpAbpka 4,0 mEq HaTpuii Ha no3a ot 1 g, koero Tpabea aa ce uMa
NpeaBHA NPH NalMEHTH HA AWeTA C OTPAHKHYEH NPHEM HA HATPHIA.

4.5. B3auMogelicTBHEe ¢ APYIrH JIeKAPCTBeHH NPOAYKTH H Apyrd ¢popMH Ha
BR3aEMOaelicTBHE

He ca npoBexJaHH NpOyuBaHUA 33 B3aHMOJCHCTBHE CbC CEUUPHYHM JeKAPCTBEHH MPOAYKTH,
OCBEH ¢ IIpoDeHe .

[IpobeHeuna ce kOHKypHpa ¢ MepoleHeM 3a aKTUBHATa TYOysiHa CeKpeLHs H Mo TO3H HA4YUH
uaxudupa OnOpeyHaTa eKckpelMA Ha MeporeHeM, KOEeToO BOIH JO V/IbJDKaBaHe Ha
eMMHHAUMOHHUS MOJY)XXHBOT H IMOBHIIABAHE Ha MIa3MEHHTE KOHLEHTPAlLWH Ha MEPOIEHEM.
HeobxoanMo e BHUMaHHKe, axo npoOeHely ] ¢ce NpueMa CbBMECTHO C MEPOTICHEM.

He € u3yyaraH Bb3MOXKHHSA edeKkT Ha MepoleHeM BbpXY CBBP3BAHETO C NPOTEHHHTE UJIH BBHPXY
meTaboaH3Ma Ha JpYry JieKapcTBeHH NMPOAYKTH. Bnnpekn TOBa, CBBP3BAHETO C NMPOTEHHUTE HA
MEpPOIIEHEM € TOJKOBA HUCKO , Y€ He Ce OYAKRAT B3aUMOIEHCTBHA C APYrH BellleCTBa Bb3 OCHOBA
HA TO3H MEXaHU3IBM.

[Ipu CHLBMECTHO NpUIOKEHHE Ha KapbaneHeMd W BaNNpoeBa KUCENWHa HMa ChboblueHHs 3a
NNOHKKABaHEe HA CEpyMHATa KOHUEHTpaUuusa Ha Baanpoesa ¢ okono 60-100% B paMkuTe Ha 0KOJIO
2 nuu. [lopagu OBLP30TO HAcTbNBaHE H rONAMOTO NMOHHXKEHHE HA CEpyMHATa KOHLIEHTpaliiA,
CbBMECTHOTO NPHIOKEHHE Ha BaMNpoeBa KUCENHMHA/ HaTpUeB BaInpoatr/ BalINpPOMHA K
kapbaneHeMu He ce CMATA 3a MOJaBall0 Ce Ha KOHTPOM M nopanu ToBa TpadBa na ce n3baraa
(BUKTE TOUKa 4.4).

[lepopannu anmuxoazyrasmu
EAHOBpEMEHHOTO NPUIOKEHHEe Ha aHTHOMOTHLH ¢ BapdapHH MOXeE JAa NOTeHUMHpa
AHTHKOArylTaHTHUA My edexT. iMa MHOro cholLieHus 3a noTeHUMHpaHe Ha aHTUKOArylaHTHHSA
eeKT Ha NMepopaHUTEe AaHTHKOATYNAHTH, BKIKOYUTEIHO H Ha BapbapuH, IPH NaLEHTH, KOHTO ca
Ha CBLITBTCTBALLO JIeYeHHE ¢ aHTUOAKTepHalIHY areHTH. PHCKBT MOXe Ja BapHpa B 3aBUCHMOCT OT
noJuTexallaTa HHpEKIMA, Bb3pacTTa H o0IOTO ChCTOAHUE HA MALMEHTA, TAKA Y€ € TPYAHO Ja ce
OLICHHU BIHAHWETO Ha AaHTHOMOTHKA PBBPXY nNoBuliaBaHeto Ha INR (mexayHapogHo
CTaHAAPTU3IUpAHO CboTHOUICHUE). IlpenopruBa ce INR ga ce KOHTpONIHpa 4eCTO NO BpeMe
CKOPO Clie]l CbBMECTHOTO NPUNIOKEHHE Ha aHTUOHOTHIH ¢ NepopalieH aHTUKOAryJIaHT.




4.6. PepTHIHTET, OPEeMEHHOCT B KbPMEHE

bpeMeHHOCT
JIunceart MW HAMa JOCTATHYHO JAaHHH 3a [IPHIIOKEHHETO Ha MEpONeHeM IpH OpPEeMEHHH XEHH.

[IpoyuBaHusiTa OPH XHBOTHH HE MNOKA3BAT NPAKO MIH HENPAKO BPEAHO Bb3IeHCTBHE MO
OTHOIIECHHE HA PENPOAYKTHBHATA TOKCHUYHOCT (BHXKTE TO4YKA J.3).

Karo npeanasHa Mspka ce NpeArnovuTa Aa ce U30Area NpuaokKeHHEeTO Ha MEepPONeHeM NO BpEME
Ha OpEMEHHOCTTA.

KbpMeHe
Cooblapa ce, 4e MaJlkKH KOJIMYECTBA MEPOMEHEM ¢€ EKCKpeTHpaT B KbpMara NpH Xopa.

Meponenem He TpsaOBa Ja ce W3NOJN3Ba OT KbpMaukH, OCBeH aKO NOTEHLHANHATA MON3a 3a
MmalikaTa onpaBjiaBa NOTEHIHANHHSA PHCK 3a 6ebero.

4,7. EdexTn BLpXY cnocobnocTTa 33 Inopupane 4 pabora ¢ MAILAAH

He ca nposexaaHu npoy4BaHnsA Ha eQeKTUTE BbPXY cnocobHOCTTA 3a wodupane u 3a paboTa ¢
MaLUHHH,

IIpu wodnpane unu pabora ¢ mawuHn obaue Tpabea na ce uMa npeasui, 4e ¢a CHOOUIABAHH
rnaeobonue, napecTe3ud ¥ repyoBe NMpHu ynotpeda Ha MEPONEHEM.

4.8. HexenaHu JJeKAPCTBEHH PeaKkiiBn

(Q606urenre Ha npoduna Ha 6€30NMacHOCT

[1pn npernen Ha 4 872 naunenra ¢ 5 026 TepaneBTHYHH eKCIO3MLIKH HA MEPOTIEHEM, Hal-4eCTo
ChOOLIABAHUTE HEXENAHW PCakLUMH, CBBpP3aHU C MeponeHeM ca aHapus (2,3%), obpus (1,4%),
rageHe/ noppuuane (1,4%) u Bp3naneHHe Ha MACTOTO HAa HHXekThpaHe (1,1%). Hafi-yecto
cboOlaBaHuTe JabOpaTOPHH HEXENaHM pPeakllMH, CBbP3aHH ¢ MEpPONeHeM ca TpoMOoLHTO3a
(1,6%) 1 noBHiIEHH YepHOAPOOHH eH3uMH (1,5 — 4,3%).

B Tabnuuara no-gony BCHMUKH HeXefaHH peakliid ca H30pOeHH B 3aBHCHMOCT OT CHCTEMO-
OpraHHMs Kiac U no vecrora: MHOro 4YectH (= 1/10), yectu (= 1/100 no <1/10), HeuecTn (>
1/1000 go <1/100), peaxu (= 1/10 000 xo <1/1 000), muoro peaku (<1/10 000), ¢ Hen3BecTHa
yecToTa (OT HAMUUHUTE AaHHM He MOXe 1a Oble HanpaBeHa oueHka). BbB BCAKA OT IpYNHTE MO
YeCTOTa HEXENaHHTE JIEKapCTBeHHM peakiHH ca u3bpoeHH B HMU3XOAAL] pel MO OTHOLIEHHE HAa
TAXHATa CEPHO3HOCT.

Tabanna 1

CHCTEMO-OPrasEeH KJAC HecToTa CrOnTHE

Wudexuyu 1 HHpecTaluu HeuecTn OpajtHa ¥ BarvHalHa KaHAKHA03a

HapylueHud Ha KphLBTa U YecTn TpombounremMus

nMM$HaTa CHCTEMA HeuecTH Eosunodunus, tpoMbouuToneHus,
NIeBKOIICHUSA, HeYTPOIIeHH ,
arpaHyJaoLINTO3a, XEMOJIUTHUHA aHEMUS

HapylueHus Ha HMYHHaTa Heuectn AHrvoeneMm, aHapunakcHs (BUAKTE TOUKH

CHCTEMA 4.3un44)

Hapywenud Ha Metabonusma | Hevectn XUIIOKAJTHEMHSA

M XpaHEHETO

Hapyienus Ha HepsHaTa Yectu ['naBobonue

CHCTEMA Heuectu [TapecTesus




CHCTeMO-Opranes Kaac YecToTa CrOnTHE

Penxu ['bpuoBe (BHKTE ToYKa 4.4)
CTOMALLIHO-4YPEBHH YecTu Huapus, noBpelIaHe, rageHe, 00JIKH B
HapyLUEeHUA KopeMa

HeuecTH AHTHOHOTHYEH KOJIHT (BHWXKTe Touka 4.4)
XenaroOunuapsu HapyuleHua | Yectu [loBuinaBaHe Ha TPAHCAMMHA3ZHUTE,

MOBUILABAHE HA alkanHaTta ¢ocdarasa B
KPbBTa, IOBHIIIaBaHE Ha
IAKTATAEXMAPOreHa3aTa B KPbBTA

HevecTu [MoeuiueHue Ha OUNHPyOHHA B KPBBTA,
JeKapCTBO-UHAYLMPAHO YEPHOAPOOHO
yBpexaaHe '
HapylieHus Ha KoxXara u YectH OO6puB, NpypHTYC
MOAKOXHATa TbKaH HeuecTu YpTHKapHa, TOKCHYHA eNuaepManHa

Hekponu3a, CHHApOoM Ha CTHBDBHC-
JDKOHCBH, epHTEMa MyITHQOPME

C Heu3BecTHa JlekapCcTBeHa peaklii ¢ €O3UHOPUIUSA H
YeCToTa CHCTeMHH CUMITOMH (DRESS cHHapom)
Hapyiienns Ha On6peuure 1 | Hedectu IToBuLIEH KpeaTHHMH B KPbBTAa, NOBHLIEHA
NHKOYHHUTE THTHUIA ypes B KpbBTa
O61u HapywieHus U epektd | Yectn Brananenue, 6onka
Ha MACTOTO Ha MPUHIIOKEHHE Heuectn TpoMbopnebur, 6osika Ha MACTOTO Ha
HHXEKTHpaHe

! DILI Bx10YBa XENaTHT K YepHOoApoOHA HEAOCTATHYHOCT

Cpobmapane Ha NOIO3HPAHH HEXKENAHH PEAKLIMH
CrobliaBaHeTo Ha MNOAO3UpPAHH HEeXENaHH peaklHH chnel paspeimiaBaHe 3a ynotpeba Ha

JeKapCTBEHUA TMPOAYKT € BaXHO. ToBa MO3BONABA Ja NpoTb/DKH HabmaioaeHHeTo Ha
CbOTHOLIEHHETO TON3a/ PUCK 3a JNeKAPCTBEHHMA MPORYKT. OT MEAHMIMHCKHTE CNEHMATHCTH Ce
U3MCKBA Aa CbOOINABaT BCAKA NMOJO3HMpaHa HEXEAaHa peaklus 4Ype3 HalMOHAJIHATa CHCTeMa 3a
cpoblnanane:

HA3nbaHUTENHA areHUUd No JeKapcTBaTa

yn. ,,Jlaman ['pyes” Ne 8,

1303 Codus,

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9. llpenosnpane

BB3MOXKHO € OTHOCHTENHO NPeXO3UpaHe NPH NalHeHTH ¢ ObOpeuHOo yBpekAaHe, ako 103aTa He €
KOpUTHpaHa KakTo € ONMUCaHO B Touka 4.2, OrpaHU4YeHUAT NOCTMAPKETHHIOB ONMUT MOKa3Ba, 4ye
aKo C€ TMOABAT HEXENaHH peakUuH cael TNpeao3HpaHe, TO Te ¢a CpaBHHMH ¢ mpoduna Ha
HeXEeNaHW peaklHH, onucaHM B Toyka 4.8, OOHMKHOBEHO ca JE€KH M OT3BYYaBaT cJjej
peKpaTdBaHE Ha MPUAOKEHHETO HIM pelyliHpaHe Ha Jo3ata. Moxe Ja ce HMa npeaBH.
HeoOX0IMMOCTTa OT CHMNTOMATHYHO NIeHeHHe.

[1pu mauuenTy ¢ HopMmanHa ObpOpevHa GyHKLUA ce HabmoaaBa 6bp30 ENHMUHUPAHE C YPUHATA.

MeponeHeM # MeTaboNUTUTE MY CE OTCTPaHABAT NPH XEMOIHANIN3A.




5. PAPMAKOJIOTHYHHA CBOHMCTBA

5.1. PapMakoIHHAMHYIHA CBOHCTBA

dapmakoTepaneBTH4HA Ipyna: AHTHOAKTEPHANIHH TMPOAYKTH 32 CHCTEMHO TPUIIOXKEHHE,
kapbanenemu, ATC kox: JO1DH 02

MeponeHeM OCbLecTBABA OaKTepHUWAHATA CH aKTHMBHOCT 4Ype3 MHXMOHpaHe Ha CHHTE3a Ha
OakTepHanHaTa KneTb4Ha CT€HAa NpH [ paM-MoaoxuTeNHn U ['pamM-oTpuLaTeNHH OakTepuH upes
CEBP3BaHE KbM MeHHIHNKH-CBbp3RaliuTe npoTenHH (I1CII).

Bpb3ka ¢gapmakokuneruka/papmaxonunamuka (PK/PD)

[TonoOHO Ha ocTraHanuTe OeTa-NakTaMHM AaHTHOAKTEpHANHA areHTH, MNpPH MEpPONEeHEM €
YCTaHOBEHO, Ye ePuKacHOCTTa My Hali-qo0bpe kopenupa ¢ npoabIKHTEIHOCTTa Ha Iepuoaa, npes
KOUTO KOHLEHTpalUdTa MY HaJBHIDaRa MHHUManHata uHXuOWpawia koHucHTpauus (MIC,
T>MIC). Ilpy npeaxTHHUMHUTE MOAEIH MEPONEHEM AEMOHCTpUpa aKTHUBHOCT TOTraBa, KOraro
ImIa3iMeHaTa KoOHUeHTpauuA Haaumasa MIC Ha nHpexkuno3Hus areHT npu npudausutrendHo 40%
OT A030BHA HHTepBa/. Ta3H LeneBa CTOHHOCT HE € ONpeAcisiHa KIHHHYHO.

MexaHu3bM Ha Pa3sBHTHE HA PE3IUCTEHTHOCT

baktepuanHara pe3MCTEHTHOCT Cpellly MeEponeHeM MoXe jJa ce ABb/KH Ha: (1) noHukeHa
MPONYCKJIKBOCT HA BbHIIHATa MeMOpaHa Ha I'pam-orpuuaTenHuTe Hakrepuu (nopaayd HaAManeHo
oOpa3syBaHe Ha MOPHHHN); (2) HaMasieH aduHuTeT Ha TapreTHuTe I1CII; (3) moBuileHa ekcnipecus
Ha KOMIIOHEHTH Ha edumykc-nmomnata, H (4) NpoAyKUHA Ha Oera-nakTamasu, KOMTO Morar Ja
XHAPOAU3NpAT KapOaneHeMH.

B Esponelickug cbl03 HMa ChoOIIEHUR 33 CHAEMHYHH 30HM Ha HHQEKLUUH, ABJDKAIUM C€ Ha
PE3UCTEHTHH Ha KapbaneHemn Hakrepun.

Hama kpbCTOCaHA PE3UCTEHTHOCT MEXIY MEpPONeHeM H NPenapaTH OT IPYNUTE Ha XUHOJOHUTE,
AMHHOTJIMKO3HJNUTE, MAKpPOJHAWTE W TeTpauHMKIuHUTE. Bee nak, HakoM OakTepun Moke Aa
NpOABABAT PE3UCTEHTHOCT KbM NOBEYE OT €AUH Kj1ac aHTHOaKTepHabHU areHTH, ako MeXaHU3MBT,
no KOWTO ce OCBHLIECTBABA TH BKIIOHMBA HEMMPOHULAEMOCT 32 HAKOH ChbeJIHHEHHUS H/ WJIH HajlnvHe
Ha ednykc-nnoMna/u.

KpuTHYHH TPAHHLH

[lo-njony ca npeacTaBeHU KIMHHYHHTE KPUTHYHM TIpaHHUd 3a uicneaaHe Ha MIC Ha
EBponelickus KOMHUTET 3a H3CIE€ABAHE HA AHTHMHMKPOMHATA 4YYBCTBHTEAHOCT (European
Committee on Antimicrobial Susceptibility Testing, EUCAST).

Knnupunn kputH4HH rpaniiy Ha EUCAST 3a MIC 3a meponenem (11.02.2013 r., Bepcus 3.1)

MEKpPOOPraHH3LM YyscTrBHTENEH (S) Pe3nctenten (R)
(mg/) (mg/)

Enterobacteriaceae <2 > 8

Pseudomonas spp. <2 > 8

Acinetobacter spp. <2 > 8

Streptococcus groups A,B,Cu G 3abenexka 6 3abenexka 6

Streptococcus pﬂfé’:'t,':m.t:n*z.ri':tz.‘s?_‘ir <2 > 2

Viridans group streptococci <2 > 2

Enterococcus spp. -- -




MukpoopraaiInLm YyseTBHTENER (S) Pe3nctenren (R)
(mg/) (mg/)

Staphylococcus spp. 3abenexka 3 3abenexka 3

Haemophilus influenza,’ 2 4 Moraxella <2 > 2

catarrhalis’

Neisseria meningitidis™* < (.25 > (.25

['paM-nIONOXKUTENHY aHaepoOH ¢ HIKMOUeHHe | <2 > 8

Ha Clostridium difficile

["paM-OTpULIATEIHH aHaepobH <2 > 8

Listeria monocytogenes <0.25 >0.25
BraoBo-HecneHPHYHH KPHTHYHH r]:_a.':umuﬂs <2 > 8

'KpHTHUHHTE IPAHMLM HA MEPOTIEHEM NIPH MEHHHTHT, IPUYHHEH OT Streptococcus pneumoniae €
Haemophilus influenzae ca 0.25/1 (uyscTButenuu) u 1 mg/l (pesucrentun).

"H3sonature cbe cToliHocTH Ha MIC Han KpHTHYHATA MpaHHLA 332 YYBCTBHTEAHOCT Ca WIH MHOTO
peakd, MIH BCe olle HAMa CboOlleHHA 3a Takuea. H3onupaHero H M3CIEABaHETO 3a
AHTHMUKPOOHA UYYBCTBHTENHOCT Ha BCEKH noAodbeH wusonat tpabea na ce MOBTOPU, U aKO
PE3YATATHTE Ce NOTBLPAAT, H301aTHT TPAOBA Ja ce H3nparth B pedepentHa naboparopus. Jokaro
He ObAAT NONYYEHU AAHHM 34 KIMHHYHHAA OTrOBOp 3a noTebpacHU Hionatu ¢ MIC Haa npuerure
KbM MOMEHTA CTOMHOCTH Ha KPUTHYHHM I'DAHMIM 3a PEe3UCTEHTHOCT, T€3H H30iaTtH TpabBa ja
ObaaT choOLIABAHK KATO PE3UCTEHTHH.

*3a YYBCTBUTENHOCTTA Ha CTA(GHIOKOKHTE KbM KapOaneHeMH ¢ ChAH MO YyBCTBHTEIHOCTTA KbM
e OKCHTHH.

“KpHTHYHKTE FPaHHLM CE OTHACAT CAMO 3a C1Y4anTe Ha MEHHHTHT.

*BuaoBo-HecneHPHUHATE KPHTHUHM TPAHMLH Cca  ONpelieeHH Bb3 OCHOBA  Ha
(papMaKOKUHETUHHHTE Y (papMaKOAUMHAMUYHHTE AAHHU U ¢a HE3aBUCHMHM OT AaHHUTE 3a MIC 3a
KOHKpeTHH BUAoBe. Te ca npenHasHadeHM 3a ynoTpeda caMo npu MHUKPOOPraHW3IMH, 3a KOHTO
HAMA crielPHIHH KPHTHYHH FPAHMILH.

BuaoBo-HecneunpHYHHUTE KPUTHYHHM TpaHHUHM C€ ONpeleisT Bb3 OCHOBa Ha CASTHUTE
JO3HPOBKH: KPMTHYHHTe rpaHHuy Ha MeponeHem no EUCAST ce oTHacaT 3a MepolieHeM B 03a
1000 mg 3 nbTH OHEBHO, MPpHJIAraH MHTPABEHO3HO B NpobikeHHe Ha 30 MUHYTH Kato Hafi-
HUcKa Ao03a. Jo3a or 2 g 3 nbTH OHEBHO C€ MMa NpPedBMI INMPH TEKKH HHOEKHUH M NpH
onpejeniaHe Ha I/R kpurnuunara rpaHuua.

3a uyscTBHTENHOCTTA Ha cTpenTokokd A, B, C u G xwM Oera-nakraMH ce CBAM MO
YyBCTBUTEJIHOCTTA UM KbM NEHHULHIHH.

-- = He ce NpernopbyBa U3CJICABAHE 3a YYBCTBHUTCIHOCT, MOHCKE BHABT HE € NMOAXOoAAll 3a

JledeHue ¢ NeKapCTBOTO.
Mzonatute morar qa 6bAaT cboOL1aBaHu KaTO PE3UCTEHTHH 663 NpeABapUTENHO U3C/IEBaHE,

3a onpejesieHH BHAOBE Y€CTOTATA Ha NPUAOOUTATA PE3UCTEHTHOCT MOXKE Aa BapHpa reorpadcku
¥ BbB BPEMETO — XEJNATeNHO € MOoay4yapaHeTo Ha MH(OpManua 3a JIOKaNHATa Pe3UCTEHTHOCT,
ocobeHo npyu nedeHHe HA ocobeHo TexkH HHpekuuu. IIpn HeodxoAUMOCT, koraTo aokanHara
PE3UCTCHTHOCT € TaKaBa, 4€ Hal-MankoTo NpH HAKOM HH(QEKUUHd NOoNn3ara OT IPOAYKTa €
CbMHUTENHA, TPAOBA A C€ THPCH EKCNIEPTHO CTAHOBHILLE.

ﬂﬂ,ﬂﬂHﬂTﬂ Nno-A101ay tabnuua ¢ naToreHu € H3rTpadCHa Bb3 OCHOBAd Hd KIIHHHYHHA OIIHT H
TEPANICBTHYHHTE IIPCNIOPHKH.

Bunose, KOUTO OOHMKHOBEHO ¢4 YYBCTBUTEIHH
"'pamM-non0KUTENHY aepobu




Enterococcus faecalis®

Staphylococcus aureus (METHLIWIHH-1yBCTBUTEIHH 1IaMoBe) ©

Staphylococcus species (METHLHIMH-YYBCTBUTENHH LIAMOBe) BKAKUHTENHO Staphylococcus
epidermidis

Streptococcus agalactiae (I'pyna B)

['pyna Ha Streptococcus milleri (S. anginosus, S. constellatus, u S. intermedius)

Streptococcus pneumoniae

Streptococcus pyogenes (I'pyna A)

[‘pam-oTpuLATENHH acpodbu
Citrobacter freudii
Citrobacter koseri
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella oxytoca
Klebsiella pneumoniae
Morganella morganii
Neisseria meningitides
Proteus mirabilis
Proteus vulgaris
Serratia marcescens

[ paM-NoN0KUTENHH aHaepoOu

Clostridium perfringens

Peptoniphilus asaccharolyticus

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

[ paM-OTpHLATETHH aHaepoOH

Bacteroides caccae

['pyna Ha Bacteroides fragilis
Prevotella bivia

Prevotella disiens

ByjaoBe, npy KOUTO NpuaoOUTaTa pe3UCTEHTHOCT MOKE Ia Mpe/icTaBAABa NpodieM
['pamM-noIoAKUTENHH acpodH
Enterococcus faecium®

['paM-0TpULIATENHH aepoOu
Acinetobacter spp.
Burkholderia cepacia
Pseudomonas aeruginosa

MUKpPOOPIaHH3IMH, 32 KOUTO € XapaKTepHa YHacleAseMaTa Pe3RCTEHTHOCT
["pam-oTpuUaTeNHH aepobu

Stenotrophomonas maltophilia

Legionella species

Hpyrn MUKpPOOpraHK3MHu
Chlamydophila pneumoniae
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Chlamydophila psittaci
Coxiella burnetii
Mycoplasma pneumoniae

’BuzoBe, noka3BawLiy ecTeCTBEHa HEONPEAENEHA YyYBCTBHTENHOCT
‘BeHYKHM METHLIM/IHH-PE3UCTEHTHH CTAQUIOKOKH €a PE3HCTEHTHH Ha MEPOTEHEM.
"PesuctentHocT > 50% B eana unu noseue ctpauu ot EC.

Can v Mennouzo3a: ymorpebara Ha MepoOmeHeM IpH Xopa € Bb3 OCHOBAa Ha H3ClIeJBaHe a
YyBCTBUTENHOCTTA Ha Burkholderia mallei w Burkholderia pseudomallei in vitro, kakTo H Ha
OrpaHHYE€HH AAHHHM npH Xopa. OTHOCHO N€YEHHETO HA Call M MENHOHI034a, JIEKYBAlIHAT JeKap
TpsOBAa J]a ce OTHECEe KbM HallROHANHHUTE W/ WA MEXKAYHAPOAHUTE KOHCEHCYCHH JJOKYMEHTH.

5.2. @apMAKOKRHETHYHR CBOHCTBA

Abcopbuus
[Tpu 3apaBn AOOPOBOMLHM CPEOHMAT NJasMEH NOAY)KUBOT € NPpHOIM3UTENHO | 4ac;, CpeaHHAT

obeM Ha paznpenencHue € npubnusurenno 0,25 Vkg (11-27 1), a cpeganaT knupbHe e 287 ml/min
npu 280 mg ¢ nonuxapane A0 205 ml/min npu 2 g. Ho3ute ot 500, 1000 1 2000 mg, npunoxenu
kato 30-MUHYTHA MHQY3HA, AaBaT CpelHH CTOHHOCTH Ha Cmax npubnusurtenno 23, 49 u 115
ug/ml, kato cvorBeTcTBaliNTe cTOHHOCTH HAa AUC ca 39,3; 62,3 u 153 ug.h/ml. Cnen S-MunyTHa
uHpy3zus Ha 500 u 1000 mg, cworBeTHuTe cTodiHocTH Ha Cmax ca 52 u 112 pg/ml. Tlpu
MHOrOKPATHO AO03MpaHe npe3 8 yaca, MpH Xopa ¢ HopMalHa ObOpeyHa (PyHKUHUA HE HACTHIIBA
KYMYJHPAHE Ha MEPOTIEHEM.

HManuTeane npu 12 nauueHTa, Ha KOUTO € NpUAOKEH MeporneHeM B go3a 1000 mg npes 8 uyaca
cnen onepauyid 3a MHTpaabnoMuHanHa MHGEKLUM, NOoKa3Ba cpaBHUMH Cmax U MOJYKHBOT C TE3M
NPH 37paBK XOpa, HO No-royaM obeM Ha pasnpenenenne — 27 1.

PasnpeneneHue

CpeaHoTO CBBLP3BAHE HA MEPOIICHEM C NJASMEHHTE NIPOTEHHH € NpuOnu3nTenHo 2% M He 3aBHCH
OT KoHUcHTpauusta My. Cnen OBp30 npuiaokKeHHe (5 MHUHYTH MIH [0-MajKo)
tapMakOKHHETHKATA MY € OUeKCrOHeHIMalHa, HO TOBAa € MHOro no-caabo uipaseno cnen 30-
MHHYTHa HHQY3uA. YCTaHOBEHO € J0Opo MPOHWKBAHE Ha MEPONEHEM B Pa3lIUYHH TEYHOCTH M
ThKaHHW, BIUHOUHTENHO Oan Apob, OpoHxHaneH cekper, Kibika, LepeOpocnuHanHa TEYHOCT,
’KEHCKH MOJIOBH OPraHH, Koxa, (acilis, MYCKYJIH H NEPUTOHEAIEH €KCYAaT.

broTpaHchopMalug

MeponeHeM ce MetabonusMpa upes xujponusa Ha Oera-nakTAMHHS NMPBCTEH, NPH KOETO Ce
reHepupa MHUKpPOOMONOruYHO HeakTHBeH MeTabonutr. B cpaBHeHHMe ¢ UMHNEHEM, in vitro
MEPOMEHEM [10Ka3Ba HAMAIEHA YYBCTBHTE/NHOCT CIPAMO XMAPOIM3a OT YOBellKara
auxuaponentuaasa-1 (DHP-I) u He ce Hajmara CbBMECTHOTO MY TIPHIOXKEHHE ¢ HHXHOHTOpP Ha

DHP-I.

EnuMuHHpaHe
MeponeHeM ce€ €KCKpeTHpa IJIaBHO HenpoMeHeH npe3 6wbpeunrte; npubnusurenno 70% (50-
75%) oT npuaoKeHaTa A03a Ce eKCKpeTHpa HEelpoMeHeHa B paMkuTe Ha 12 yaca. Ome 28% ce
OTKpUBAT KaTo MUKpoOHONOrMMHO HeakTHBeH MeTaboauT. Exckpeuusara ¢ dekanuure
npedcraBiapa npudnausurenHo 2% or poszara. MamepeHuaT ObOpeven KIMPBHC H edekThT Ha
npoOeHeU NOKAa3BaT, Y& MEPOINCHEM C€ TNOJJjiara KakTo Ha ¢GuiITpaius, Taka H Ha Ty0

CEKPELIHA.
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bpOpedHa HEAOCTATEHHOCT
br6peunoTo yBpexxaane BoAu Ao nosuiiapaHe Ha AUC Ha ruiazMeHaTta KOHUEHTpaUMs W I10-

NPOABIDKUTENEH NONYKUBOT HA MEPOIIEHEM; YCTAHOBEHO € noBHlaBaHe HA AUC 2,4 nbTH npH
naudeHTH ¢ ymepeno OBOpeuno yspexpane (CrCL 33-74 mi/min), 5 mbTH nNpu nmauMeHTH ¢
texko 0ubpeuno yepexgane (CrCL 4-23 ml/min) u 10 mbTH NpH NALUEHTH HA XEMOAHANIH3A
(CrCL <2 ml/min) B cpaBHeHHe cbe 3apaBH xopa (CrCL >80 ml/min). Ilpu nauuenT ¢ 666peuna
HepoctaTbuyHocT AUC Ha MUKpOOHMOJNIOrHYHO HEeaKTUBHMSA MeTaboNUT ¢ OTBOpPEH NMPBCTEH ChILO
ce MOBHUIIABA 3HA4YHTENHO. IIpH naumeHTH ¢ ymepeHo H Texxo Onbpedno yBpexnaHne ce
npenophuBa KOpeKiHa Ha Jo3ara (BUXKTe TOUKa 4.2).

MeporneHeM ce OTCTpaHABa Ype3 XEMOAHANM3a, KATO KIHPBHCHBT IIPH XEMOAHANIH3A €
npHOJH3UTENHO 4 TBTH NMO-BHCOK OT TO3H PH MAaLHEHTH B aHYpHA.

YepHonpoOHA HENOCTATHYHOCT
M3nuTBaHe npH NMAaLMEHTH ¢ AJKOXOJIHA LMpO3a HE NOKa3Ba BB3ACHCTBHE HA 4YePHOAPOOHOTO

3abonapaHe BbPXY (PapMaKOKHHETHKATA Ha MEPOIIEHEM NpY MHOTOKPAaTHO JIO3HPaHEe.

Bn3pacTHH Dan\MeHTH
[IposeneHure npu mnauMeHTH GapMaAKOKHHETHYHM M3NUTBAHMA HE [OKAa3BaT 3HAUYUMH

(hapMakOKHHETHYHH pa3NiHyHs B CPaBHEHHME ChbC 3ApaBH N0OpoBONUM ¢ ekBUBAJIEHTHA OBOpeuHa
dbyukuua. [lomyrayHOHHUAT MOJEN, H3rpajJeH Bb3 OCHOBA Ha AaHHUTE OT 79 nalMeHTH ¢
MHTpaabAOMHHANIHA HH(EKUHA HIM NMHEBMOHHSA, MOKA3Ba 3aBUCHMMOCT HA LUCHTpaIHHA ofeM oT
TEMIOTO U Ha KIMPBHCA OT KPEATHHMHOBHA KIMPBHC U Bb3PacTTa.

[leanaTpHYHy NAUUEHTH

PapmakokuHeTHKaTa npu Oebera »m nena ¢ HHpekumo3nu 3abonaBanua npu gosu 10, 20 u 40
mg/kg nokasea croliHocTd Cmax ONH3KH 10 Te3W NpH Bb3PACTHH NPH 4034 ¢voTBeTHO 300, 1000
1 2000 mg. Ilpn BCHYKH Aena, ocBeH NpH Hali-MankuTe (<6 Meceua t1/2=1,6 yaca), cpaBHEHHETO
nokaiea (apMakOKHHETHHHO CHOTBETCTBHE MEXKAY RJO3HTE H TIONYKHMBOTA CXOAHO ¢C
HabaK©aaBaHOTO NP Bb3pacTHH. CpeaHUTE CTOHHOCTH HA KNHPBHCA HA MEporneHeM ca bunu 5,8
ml/min/kg (6-12 rogunm), 6,2 ml/min/kg (2-5 roamumn), 5,3 ml/min/kg (6-23 meceua) u 4,3
ml/min/kg (2-5 mecena). Ilpubnuzurentno 60% ot npunoxeHara fo3a ce HW3IbYBAa B YpHHaATa B
paMkuTe Ha 12 4aca kxaro MeponeHeM M ouwe 12% kato Mmerabonut. KoHueHTpauusatra Ha
meporneHeM B LICT Ha peua ¢ MeHHMHruT e npubausurento 20% ot paBHOBecHaTa # [L1a3MeHa
KOHLICHTPALHA, MaKap Y& HHTCPHHAMBHAYANHATA BApHAOWIHOCT € 3Ha4YHTENTHA.
PapMaKOKHHETUKATa HA MEPOIleHeM NPKH HOBOPOIEHH, MPH KOUMTO Ce Hanara aHTMHHQEKHHO3HO
Je4YeHHe, NOKa3Ba MO-BUCOK KJHUPbHC NPH HOBOPOAEHU C [MMO-rOfisMa XPOHOJIOMYHA HIIH
rectaliOHHa BbL3pacT MpH obu cpedaeH noayxupoT 2,9 uyaca. Cumynauun ,MoHre Kapno®,
HanpaBedHd Bb3 OCHOBa Ha mnonyjaluoHeHd ¢(apMakoKHHETHYEH MO, MNOKa3Bar, ue
MPHUACKEHHETO Ha MeponieHeM B go3upoBKa 20 mg/kg npe3 8 yaca Boau o0 aocrdrane Ha MIC za
P. aeruginosa npes >60% ot Bpemero npu 95% ot HepoHoceHuTe M 91% oT AoHOCEHHTE
HOBOPOJECHH.

[TauHeHTH B CTAPYECKA BH3PACT
MapMaKOKHHETHYHHTE MPOYYBAaHUA NpPH 3ApaBH A0OpOBONLM B CcTapyecka Bb3pact (65-80

roAuHH) [MOKa3BaT HAMAJIABAHE HA IJJA3MEHMS KIHPbHC, KOpeNIupalio CbC CBLP3aHOTO C
Bb3pacTTa HaMajiABaHe Ha KPEaTHHHHOBUA KIHPBC, KAKTO M No-clnabo HamandBaHe Ha He-
peHanHUA KaupbHC. IlpH nmanueHTH B ¢Tapvecka BB3pacT HE €€ Halara peAyKUHMA Ha Jo3aTa,
OCBEH B C/IY4AHTE HA YMEpPEHO J0 Texko ObOpeuHo yBpexkaaHe (BHXTe TouUKa 4.2).
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S.3. IlpeaxnuAHYHA AaAHH 33 6€30MaCHOCT

[TpoyuyBanHaTa ¢ XHMBOTHH TIOKa3BaT, 4€ MEPONCHEM ce noHacda aobpe ot OnOpeumre. Ilpu
MHLIKH H Ky4YeTa ca HabnoJaBaHH XHCTOJOTHYHH JaHHHM 3a TYOYJIHO YBpeXZaHe caMo NMpH J03H
ot 2000 mg/kg u no-BUCOKH, Clex €AHOKPATHO NMPHIOKEHHE H NOBEYe, ¥ NPH MaliMyHH npu 103H

ot 500 mg/kg B 7-AHEBHO NPOyUBaHE.

MeponeHeM ce noHaca ob0lIo B3eTO J00Ope OT LEeHTpaJHata HepBHA cHcTeMa. IlpoMeHH ca
HaOMONABaHK TpY MPOYYBAHMA 3a OCTPAa TOKCHYHOCT MNpH IpU3ayy MPH JA03M, HANBHILABALIH

1000 mg/kg.
LDso npu rpusauu cnex HHTpaBeHO3HO npuiokeHue e Haa 2000 mg/kg.

[Ipn npoyuBaHusA ¢ MHOTMOKPaTHO JO3HpaHE ¢ MPOIBIKHTENHOCT 40 6 Mecela ca HabaoaaBaHu
eAMHCTBEHO He3HAYUTENHH e(eKkTH, cpell KOUTO NOHHXKAaBaHEe Ha MapaMeTPUTe HAa €PHTPOLIMTHTE

NpH KyueTa.

OT nposBeAcHUS KOHBCHUHMOHANEH Habop OT TECTOBE HAMA JAaHHH 32 MYTareHeH MNOTeHLMan,
KaKkTo M 3a penpoAYKTHBHA TOKCHYHOCT, BKJIIOYHTENHO U 32 TEPAaTOreHEH MOTEHUHan IpH
npoy4saHusd Ha Ao3u Ao 750 mg/kg npu nabxoBe H Ha 0034 a0 360 mg npu MaliMyHH.

HaMa JaHHM 3a NMOBHINEHA YMYBCTBUTEJIHOCT KbM MEPONEHEM MpPH TMOAPACTBAILM XHBOTHH B

CpaBHEHHE ¢ Bb3PACTHH )XKHBOTHH.
dopmara 32 HHTPABSHO3HO NPHIIOKEHHE Ce NMOHACA 100pe NpH NPOyYBAHHS NPH XKHBOTHH.

EauHCTBEHHAT MeTaboNMT Ha MEpPONMeHeM MOKa3Ba CXOAeH NpodM/ Ha TOKCHYHOCT IIPH
POYYRAHHUATA MIPU KHBOTHH.

6. PAPMAIIEBTUYHHU JAHHH

6.1. CIHCLK HA NOMOINEHTE BEINECTBA
Hatpues kapboHar.
6.2. HecbBMeCTEMOCTH

To3u nekapcTBeH MNpOAYKT He TpAOBa Aa C€ CMECBAa ¢ APYTH JIEKAPCTBEHH TPOAYKTH, C
H3KJIIQYEHHE Ha nNocoyeHuTe B Touka 6.6.

6.3. Cpok Ha roaHocTt
3 roOMHH

Cnen pasTBapsHe:
Crnes pa3TBapsAHe C BOAA 3a WHXEKLHH PA3TBOPBLT 32 MHTpPaBeHO3HA 0ONYC HHXEKLHA 3ana3Ba
cTabUMHOCT 3a 3 Yaca mpH CbXpaHeHHE Ha craiHa Temmeparypa oT 25°C u 12 uwaca npwu
ChbXpaHEHUE B XJIAJUITHHK NpH Temneparypa ot 2 — 8°C,

Cnen pastBapsane ¢ 0,9% HatpueB xyiopH MHQY3HOHER Pa3TBOP Pa3TBOPBT 3a HHQY3Hd 3ama3pa
crabunHocT 3a 3 vaca nmpH CcbXpaHeHHe Ha cralina Temneparypa ot 25°C W 24 yaca npw
ChbXpaHeHHe B XJaAUIHHUK NpH TeMneparypa ot 2 — 8°C.
Cnen pa3TBapsHe ¢ I/TI0K03a pa3TBOPSGT 32 MHGY3Hs TpabBa Aa Obae H3non3BaH BeaHara
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Ot MHKpOOHOJIOTHYHA IJiefHA TOYKA, OCBEH aKO METOXBT Ha OTBApAHe/ NPHIrOTBAHE/ pazTBapsiHE
H3KJIIOYBA PHCK OT MHKpOOMONOrHYHAa KOHTAMHMHAaUMA, NMPOAYKTHLT TpaOBa Ja ce H3MOJ3Ba
He3abaBHO.

AKO He ce H3MOA3Ba He3abaBHO, BPEMETO M YCIOBHATA 3a CbXpPaHEHHE Ca OTFOBOPHOCT Ha
riorpedbuTens.

Ilpurorsenute pa3TBopH He TpAOBa J1a ce 3aMpassBar.
6.4. Cnenua/IHH YCJIOBHA HA ChHXPAHEHHE
To3u IeKapCTBEH NPOLYKT He U3UCKBA CMELHANIHH YCJIOBHS HA ChXPaHEHHE.

6.5. Bra H ¢bABpPXKAHHE HA ONAKOBKATA

Tun | npo3pa4yHKi, CThKJIeHH ¢nakoHn oT 30 ml. Hanuunm ca onmakoeku ¢ 1, 10, 25, 50 u 100
¢nakoHa.

He BCHYKH BHAOBE ONMAKOBKH Morar Aa Obaar nycHaru B npojaxoa.

6.6. ConenuajHy npeana3Hd MepKH OPH HIXBLPJAaSHe/H paboTa

Hxekums:
3a HHTpaBeHo3Ha Oonyc MHxkekuus Mepone TpabBa aa ObjAe pa3sTBOpPEH CbC CTEpHJIHA BOJa 3a

HHXKCKILIHH.

Harternere NnpernoppHaHoTO KOAHHYCCTBO OT CTCPUJHATA ,.B0Ia 3a HHXeKLUHH" B CAPHHLOBKATA.

KonnyecTBOTO TCHHOCT, OT KOCTO CC HYXKNAacTC C AaRCHO B ClICAHaTa TElﬁ.IlHH,a:

Ho3a Mepone KoargecTBo  ,,Boaa 34 AMKEKIARY,
Heo0X0IHMO 32 pa3pekIaHeTo
500 mg (Munurpama) 10 ml (MunnauTpa)
1 g (rpam) 20 ml
1.5g 30 ml
2g 40 ml
Hudysus:

3a uHTpaBeHO3HAa HHOY3ua Mepone Tpsabsa pa Obae pastopeH ¢ 0,9% pasTBOp Ha HaTpuer
xnopua uiH 5% pasTBOpP Ha IIIOKO3a 3a HHPY3UA.

[Ipy MpHroTBAHETO W NPHIAraHETO HA pa3TBopa TpAbBa na ce cmasBa CTaHAAapTHA acelTH4YHA
TEXHMKA.

BcekH ¢pnakoH e 3a efHOKpaTHa ynoTpeba.
[lo BpeMe Ha pa3TBapAHETO M NPUIOKEHHETO TPAOBa Aa ce cna3BaT CTAHAAPTHH aCENMTHYHH

TCXHHKH.

Heunznosn3BaHUAT JCKAPCTBCH MNPOAYKT HJ/IH OTHAABYHMTE MATCPHAJIH OT HEro T’pﬂﬁE& Aa CE
H3XBBLPIAT B CHOTBCTCTBHE C MECTHHUTE H3UCKBAHHA.

7. IPUTEXATEJ] HA PASPEHIEHHUETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Constantinoupoleos str., 3011 Limassol, Kunsp
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8. HOMEP(A) HA PASPEILEHHETO 3A YIIOTPEBA

Per. Ne: 20130119

9. JIATA HA ITBPBO PA3PEIIABAHE/ IOJHOBABAHE HA PA3ZPEILIEHHETO 3A
YIIOTPEBA

Jata na nbpBo paspemasaHe: 20 Mapt 2013 r.
Ilara Ha nocneaHo noaHoeasane: 07 mapt 2018 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

07/2025
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