OBIIIASA XAPAKTEPUCTHUKA JJEKAPCTBEHHOI'O ITPEITAPATA
(mudopmanus 1JIsl CIIEIUATHCTOB)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA

MEPOIIEHEM, nopoiiok mjist IpUroTOBJIEHUs pacTBOpa AJis BHYTPUBCHHOIO BBEACHHUS
500 mr u 1000 mr.

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

Heticmeyiowum ewjecmeom TpenapaTa SBJISETCS MEpOIIEHEM (B BHJE MEpOICHEMa H
HaTpus Kapbonara) — 500 mr wim 1000 mr.

Kaxp1it utakon q03upoBKoit S00 Mr cOAepIKUT OKOJIO 2 MMOJIb HAaTpus (45 Mr HaTpus).
Kaxnerit ¢uakon gosuposkoit 1000 mr cogepxut okono 4 mMmonb Hatpus (90 mr
HaTpus).

[ToHBIA IepevYeHb BCIIOMOTATEIFHBIX BEIIECTB IPUBEACH B pasjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

[Topor1iok Jijist IPUTOTOBICHUS PacTBOpA JIJIsi BHYTPUBEHHOIO BBEIECHHUS.
[Topoiok oT 6€10ro 10 KENTOBATOTO IIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1 IloxazaHusi K NPUMEHEHHIO

MeponenemM TmoKa3aH s JIEYEHUs Yy B3pOCHbIX W Jerei (3 Mecsilma M cTapuie)

CJICIYIOMUX HHPEKIUOHHO-BOCHAIUTENBHBIX 3a00JI€BaHUM, BBI3BAHHBIX OJHHUM HIIH

HECKOJIbKUMU YYBCTBUTEIBHBLIMU K MepOIleHeMy Bo30yauTensMu (cM. paszjens! 4.4 u

5.1):

- TsDKeJasl IHEeBMOHUS, B TOM YHCJI€ HO30KOMHAJIbHASA U BEHTUJISATOP-aCCOIMHPOBAHHASA
ITHEBMOHUH;

- OpoHXO0-Jero4yHble HHPEKIMH IPH MYKOBHCIIHI03€;

- OCJIO)KHEHHBIC MH(EKI[UH MOYEBBIBOISIIMX Iy TEH;

- OCJIOXHEHHbIE HH(EKIIMM OPIONTHON MOJIOCTH;

- pPOJIOBBIE U MOCJIEPOIOBBIE HH(EKIIHH;

- OCJIO)KHEHHBIEC HH(EKINH KOXKH U MATKUX TKaHEH;

- OCTpbIH OaKkTepuaIbHbIi MEHUHIHT.

MeporieHeM MOKET TIPUMEHATBLCS ISl JIEUEHHs JIMXOPAIKH, BBI3BAaHHOM GakTepuatbHOMH

UHQEKIUEH, Y MallMEHTOB ¢ HEUTPOTICHUEH.

MeporieHeM MOXeT MPUMEHSTHCS Ul JICYCHUsS] OAaKTepHEMHHM, BBI3BAaHHOW JIIOOBIM W3

IIEPEYHCIICHHBIX BBIIIE 3a00JI€BaHUM, ¥ TP MOJ03PEHUH HA HAIMYME TAKOM CBA3H.

Crnenyer mpuHMMarTh BO BHHUMaHME OQHIMAIbHBIE PEKOMEHIALMH I10 INPUMEHEHHIO

aHTHOAKTEepHAIIbHBIX IIPEIapaToB.

4.2 Pe:kxum 103HPOBaHMSA U CIIOCO0 MPUMEHEHHS

[Tociie pa3BejieHHs MOJYYEHHBIH PacTBOP MpPEACTaBIsIET COOOH NPO3payHyIO XKHIKOCTH
0T OECLBETHOT'O J0 CBETJIO-XKEJITOTO HIIM CBETIIO 3€JIEHO-)KEJITOTO IBETA.

4.2.1 Pexum n03UpOBaAHUSA

O6mmue peKOMEHIAMU [0 PEXUMY JO3MPOBAaHMS IperapaTa MpHBEIEHbl B Tabiauuax
HHKE.

Jlo3y ¥ OpOJOJDKUTENLHOCTh TEpaluu CIEIyeT YCTaHaBJIMBAaTh WHIMBHIYaJIbHO B
3aBUCHMOCTH OT THIA U TSHKECTH HHQPEKIUHM, a TaKXKe OT KIMHUYECKOTO OTBETa Ha
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qyBCTBHTEJILHBIMA BO30YMTENSIMH (TAKMMH  KaK Enterobacteriaceae, Pseudomonas
aeruginosa, Acinetobacter spp.), W IIPH OYEHb TSDKEIBIX HHQEKIUAX, peKOMEHayeMast
71032 IU1s B3POCHBIX ¥ TIOJPOCTKOB COCTAaBISET 0 2 I TpH pa3a B ACHB, JULA gereit — 10
40 Mr/Kr Tpu pa3a B I€Hb.

Bapocapie 1 OAPOCTKH

ITokazanne Jlo3a 119 BBe/leHHsE Kaxablie 8 yacoB
Tskenas MHEBMOHMS, B TOM UMC/le HO30KOMHa/IbHAs
H Befrmnmop—accoup’mpoaauﬂax [THEBMOHHMHU 500 mrwam 1 ¢
BpoHXx0-/1eroyHble HHMEKLHH MPY MYKOBHCLIUA03€ 2r
OcrnoxHeHHble HHPEKLHH MOUEBBIBOAALIUX ITyTei 500 Mrunu 1 r
Ocno)xHeHHbe MHPEKLUH GPIOIHOH 010CTH 500 Mmrumu 1 r
PonioBble 1 NOC/IEPOOBbIE HHOEKLHH 500 Mmrunu 1 r
OcnoXkHeHHble MHPEKLMK KOXKH H MATKUX TKAHEH 500 Mmrumu 1 r
Ocrpblii 6akTepUanbHblii MEHHHTUT 2r
®ebpunpHas HEHTPONEHUA Ir
€TH

Jlemu mnaowe 3 mecayes

S peKTHBHOCTH M 6€3011aCHOCTS IPHMEHEHUs MEPOTICHeMa y JeTeH Miaie 3 MecsLeEB,
a TaKKe ONTHMAIBHBIN PEeXHUM JO3MPOBaHHMS He yCTaHOBIECHBL OJHAKO HMEIOLIMECH
OTpaHMYEHHBIE [aHHblEe 1[0 (APMAKOKUHETHUKE IO3BOJSIOT IIPEIMNOJIOKUTE, HTO
ONITHMAJBHBIM SBIIsETCS BBeaeHHE 20 MI/KT Kax/isie 8 4acoB (CM. paszien 5.2).

Jlemu 6 6o3pacme om 3 mecsyes 0o 11 nem ¢ maccoii mena menee 50 ke

IMoka3anue Jlo3a nJisi BBeeHHS Kax/bie 8 yacos

Tsaxenas MHEBMOHHS, B TOM YHCJI€ HO30KOMHUAIbHas 10-20 mr/kr

¥ BEHTUJISTOP-aCCOLMHUPOBaHHAs NTHEBMOHHH

BpoHx0-neroyHsle HHPEKLMH MPH MyKOBHUCLIMI03E 40 Mr/xr
Oc0XHEHHbIE MHDEKLIUY MOYEBbIBOILIMX ITyTe 10-20 mr/kr
OcnoxueHHble HHpeKLIMH OpIOLIHOM N0I0CTH 10-20 mr/kr
OcnoxHeHHble HHPEKLUMU KOXKH U MATKHX TKaHe 10-20 mr/kr

Octpelii 6akTepUanbHbIH MEHHHIHT 40 mr/kr

DebpunbHas HEHTPONEHNA 20 Mr/kr

Jemu ¢ maccoii mena b6onee 50 ke

JUia nmereit ¢ maccoit Tenma 6onee S50 Kr cieayeT NPHUMEHATh PEXUM JO3HUPOBAHHA
npernapara, peKOMEH {yeMblii U1l B3POCIIBIX.

OnbIT IpUMEHEHHU TIperapara y AeTei ¢ HapymeHueM QYHKIMH [I0YEK OTCYTCTBYET.

IlanuenThl MOXUIIOTO BO3pacTta
[ToxuabpIM HanMEeHTaM ¢ HOpMalbHOH (YHKLMEH NOYEK WM KIMPEHCOM KpeaTHHHHA
6onee 50 MiI/MUH KOPPEKIMS 103kl HE TpeOyeTCs.

[lanuenTHl ¢ HapyieHueM GYHKIHUU MOYEK

JUis B3pOCHBIX M TOAPOCTKOB C KIMPEHCOM KpeaTWHHHA MeHee 51 MI/MHH 103y
mpenapaTa CIeAyeT yMEHBIIMTH B  COOTBETCTBMH C  [PUBCJICHHBIMH  HIDKE
PEKOMEH/IalMsAMH. VIMEIOTCS OTrpaHMYCHHbIE JaHHBIE, CBHCTEIBCTBYIONMEC B MOJIB3Y

2



&Mty Y G
Gé‘a"ﬁ PIEApS

MUH#OT:

~

. Thpugeas B oo
IIPUMCHCHUA YKa3aHHI>IX pCKOMCHIIaIII/II/I JUIA CTaHJAapprHOU I[Qﬁblfgi‘u.

wt o "....._..s

e

KnaupeHc kpeaTHHHHA JHo3a (Ha OCHOBE CTAHAAPTHOrO YacToTa BBEACHHUSA
(ma/mun) pexxnma 103npOBAHHA,
NPHBEJEHHOr0 BbINIE)
26-50 CTaHJapTHas J103a Kaxkzbie 12 yacos
10-25 0,5 1036l Kaxaele 12 yacoB
<10. 0,5 no3sl Kaxxple 24 yaca

MeponeseM BBIBOAWTCS Npu remojuamuse M reModunbrpauuu. Ilpemapar crexyer
BBOJUTH 10 3aBEPIICHUH IPOLEAYPHI FEMOTHAIA3A.

B Hacrosmiee BpeMs HET PEKOMEHIAIMH II0 PEXuMy MO3MPOBaHHMA Mpemapara y
HAIMEHTOB, HAXOIAIIHUXCS HAa HEPUTOHEATBHOM JIHAJIH3E.

[TanpenTsl ¢ HapymeHueM QYHKIMY OEYEHU
Koppexkuus 10351 He TpeOyercs (cM. paszen 4.4).

4.2.2 Cioco6 npuMeHeHHs

MeponeseM OGBIMHO BBOJAT NMyTeM BHYTPUBEHHOW HH(Y3HH B Teuenue 15-30 MHHYT
(cM. pazaensl 6.2, 6.3 u 6.6).

B3pocnvie u noopocmxu

Jlo3sl 10 1 © MOryT OBITh BBEJEHBI B BHIE BHYTPHBEHHOW OOIOCHOM WHBEKLHMH B
TeYeHHE NPUOTH3UTENBHO 5 MUHYT. MIMEIOTCS OTpaHHYEHHBIE IaHHbIE 10 Oe30I1acHOCTH
0 BBEJICHUH CTaHIAPTHOM J03bI 2 T' B BUJE BHYTPHBEHHOH GOIIOCHOM HHBEKIINH.

Jlemu

JlomyckaeTcss BHYTPHBEHHOE GOJNIOCHOE BBEICHHE MEpOIEHEMa B TEYEHHE 5 MUHYT B
nose 10 20 mr/kr. UIMETCS OrpaHHUeHHBIE JaHHBIE O BO3MOXXHOCTH BHYTPHBEHHOIO
GOJIFOCHOTO BBEJCHHUS IIPENapara AeTsM B fo3e 10 40 MI/K.

MHCTPYKIIMK 10 BOCCTAHOBNICHHIO TIpemapara Mepei NPUMEHEHHEM NPHBECJICHBI B
pazzerne 6.6.

4.3 IIporuBonoxa3saHus

['MnepuyBCTBUTENBHOCTD K aKTHBHOMY BELIECTBY.

IMIIEepUyBCTBUTENBHOCTE K IPYIHM MpeapaTaM rpymiibl KapbaneHeMoB.

Tsokenble peaklMy TUNEPUyBCTBUTENBHOCTH (HAMPHUMED, aHAQHUIAKTHIECKUE PEaKIuy,
TSOKENbIe KOXKHBIE PEaKlMM) Ha Jpyrue OeTa-lTakTaMHbIE AaHTUOMOTHKM B aHaMHE3e
(HanpuMep, MEHUIUUINHEL, 11e(anoCIOPUHBL).

4.4 Oco0Oble yKa3aHUsl U Mepbl PEAOCTOPOKHOCTH MPH MPHMEHEHHH

IIpn Ha3HAYEHHH MepoIIeHeMa HE0GXO0AUMO IPHHUMATH BO BHEMAHHE 1Eec000pasHOCTh
HCIIONB30BAHMUA KapOaleHEMOB B 3aBUCHMOCTH OT TSDKECTH WHQEKIMH, HaTHIUsA
PE3UCTEHTHOCTH K JPYrMM aHTHOaKTepHalIbHBIM IIpemnaparaM W PHCKA CEJIEKIUU
GakTepuii, pe3UCTEHTHBIX K KapbaneHeMam.

PesuctentHocts Enterobacteriaceae, Pseudomonas aeruginosa u Acinetobacter spp.
PacnpocTpaHeHHOCTh ~ HTPUOOPETEHHOM — aHTUOMOTHKOPE3UCTEHTHOCTH — PasIUYHBIX
BO30YyaMTENCH MOXET U3MEHATHCS B 3aBUCHMMOCTH OT PErMOHa U C TEYEHHEM BPEMCHH,
)ENATENbHO HANWYME aKTyalbHOU UHQOpMAlMK O PE3UCTEHTHOCTH PaCIPOCTPAHCHHBIX
BO30YyIUTENIEH B KOHKPETHOM PETHOHE, OCOOCHHO IIPH JICUCHHHU TAKEIBIX UHpeKnui.
Peakiyu runepyyBCTBHTENLHOCTH

Ilpn mnpuMeHeHMH MepOleHeMa, KaKk W OpYrux Oera-JaKTamHBIX AHTUOUOTHUKOB,
BO3MOKHO pa3BUTHE CEPHE3HBIX PEAKIHMHA THIIEPUyBCTBUTEIBHOCTH, HHOT 1A PHBOIAIINX
K JIETTLHOMY MCXOMY (CM. paszensi 4.3 u 4.8).

Y [AUMEHTOB ¢ PEaKIUsAMH THIEPUyBCTBHTENHHOCTH K KapbarneHeMaM, NEeHUIMIITMHAM
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‘IIepeKPEeCTHOH-\FUIIePYyBCTBUTENILHOCTH K MeponeHemy. llepex Hauamom Tepanuu
- MePOHEHEMOM-HE00X0/IMMO TIATENLHO ONPOCHTH NAlMEHTa, 00paTuB 0c000e BHIMAaHHUE
HA PEaKIMU THIEPUyBCTBUTENLHOCTH K O€Ta-1aKTaMHBIM aHTHOHOTHKAM.

B ciyyae BO3HMKHOBEHHS CEPhE3HOH alUIEPrUYECKOH pPEaKnHMH Ha MEPOIEHEM
HeoOX0JMMO IPEKPATUTh BBEJICHHE IPENapaTa i IPUHATH COOTBETCTBYIOIIUE MEPBL.
MIMeroTcs COOOILEHHS O Pa3BUTHU TSDKENBIX HEXEATEIbHBIX PEaKIHil CO CTOPOHBI KOXH,
Takux Kak cuHApoM CruBenca-J[KOHCOHA, TOKCHYECKHH OSNHUAEPMAIbHBIA HEKPOIHM3,
JIEKapCTBEHHAs pEakKIMs ¢ J03MHOQMIMEH ¥ CHCTEMHBIMH CHMITOMaMH (DRESS-
CHHPOM), MyTbTH(OPMHAs IpHTEMa H OCTphI IeHEpaIn30BaHHBIA K3aHTEMATO3HBIA
MyCTyné3, Ha GoHe Tepamuu MeponenemMoM (cM. paszien 4.8). IIpu nosBIeHNH NPA3HAKOB
¥ CHMIITOMOB 3THMX peakUuil cefyeT HEMENIECHHO MPEKPATUTh BBEICHUE MEPONICHEMA H
Ha3HAYUTh APYroi aHTHOaKTEpUabHbIN Ipenapar.

KonuT, cBS3aHHBIN ¢ IPUEMOM aHTHOMOTHKOB

B peaxux ciIyyasx Ipy IPUMEHEHHH MEPONIEHEMA, Kak M ITPH NPUMEHEHUH IPAKTHYCCKH
BCeX aHTHOAKTEpHAIbHBIX MPENapaToB, HAOMIONAETC Pa3sBUTHE KOJHMTA, CBA3AHHOIO C
IpUeMOM  AHTHOMOTMKOB, ¥  IICEBIOMEMODAHO3HOIO ~ KOJIMTA, KOTOPBIA MOXET
BapbUPOBATH 110 TSHKECTH OT JIETKUX O YTPOXKAIOIIMX KU3HU ¢dopm. BaxxHo IOMHHTE O
BO3MOXHOCTH Pa3BUTHs [ICEBAOMEMOPAaHO3HOro KOJIUTA PY BO3HUKHOBEHUH AHApeH HA
dboHe IpMMEHEeHMs IperapaTa MeponeHeM (CM. pasjen 4.8). Ilpu pa3BuTHH
ICEBIOMEMOPAHO3HOrO  KOJNHTAa CJEAyeT OTMEHHTh MEPONEHEM U Ha3HAYUTh
cnienududeckyio Tepanmio npotus Clostridium difficile. TlpuMeHeHHE IIpenapatos,
TOPMO3SIIUX NEPUCTATBTHKY KHLICYHUKA, IIPOTHBONOKA3AHO.

Cynoporu

Ha ¢one npuMeHeHUs KapOalleHEMOB, B TOM YHCJI€ MEPOIICHEMA, HEYACTO co0011aJ10Ch 0
BO3HHUKHOBEHHUH cyaopor (cM. paszen 4.8).

MouutopuHr GYHKIMY NEYEHH

Bo BpeMs TepamHMH MepONEHEMOM CJIEAYeT TUIATENBHO KOHTPOIMPOBATH (YHKIMIO
leueHd B CBS3M C PHCKOM TeNaTOTOKCHYHOCTH (HapymieHds GYHKUMH [EYCHH C
X0J1eCTa30M U LUTOIU30M) (cM. pazaen 4.8).

V mnanueHTOB ¢ 3a00J€BaHMSIMH II€UYEHH BO BpEMs TEPAIlMH MEPOIIEHEMOM CJICIyeT
KOHTPOJIMPOBATh yHKIMIO meyeHd. Koppexius Ho3bl npemapata He Tpebyercsa (CM.
pazzen 4.2).

[IpsiMoit aHTUrIOOYIMHOBEIH TecT (mpoba Kymbea)

Bo Bpems NedYeHHs MepoIleHeMoM npsMas u Hempsmas npoba KymbGea moryt OBITH
IIOJIOXKUTENHHBIMU.

[IpriMeHeHHe B __COYETAHMHW _C BaJBIPOCBOH KMCIOTOM, HATpUS BalbIIPOATOM,
BaJIbIPOMHUIIOM

COBMECTHBIi TpHEM MepolleHeMa U IIPENapaToB BAIbIIPOEBOH KHCJIOTBI  HE
pekomenayetcs (cM. pasjen 4.5).

MeponeHeM COAEPKUT HATPHIA

Kaxpiii (1akoH mpenapata MeponeseM 103upokoit 500 Mr conepxut 45 Mr HaTpus,
yto cocTaBnger 2,25% OT MakcMMalbHOM pexoMenmoBaHHOM BO3 mis B3poCibIX
CYTOYHOM [103bl, paBHOMH 2 T.

Kaxpit hprakon/6yTeUika npenapata Meponenem no3uposkoii 1000 Mr cosepxut 90 Mr
HATpHS, YTO cOCTaBiseT 4,5% OT MAKCUMAJIbHOH PEKOMCHIOBAHHOK BO3 ans B3poCibIX
CYTOYHOM JIO3bI, paBHOH 2 I.

b
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4.5 BszauMoaeiicTBHE ¢ IPYTMMH JeKAPCTBEHHbIMH NpenapaTaMu M JApyrue BHABI
B3aHMOJCHCTBHS
VccnenoBaHHs 10 H3YYEHHIO B3aMMOJCHCTBHS C JPYIMMHM IIpemaparamu  (3a
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HCKITIOUEHMEM MTpoOeHelH1a) HE IIPOBOIMIIACE.
IIpoGeHelna KOHKYPHPYEeT C MEPOTICHEMOM 32 aKTMBHYIO KaHANBLEBYIO CEKPEILHIO,
MHrHGHUPYS TOYEUHYIO SKCKPELMIO U BBI3bIBas yBEIMYCHUE MEPHOAA MOJTYBBIBEACHUA 1
KOHIIEHTpALKK MeporieHeMa B T1asMme. IIpi 0HOBPEMEHHOM HasHA9CHHH npobeHenuaa
1 MepoIieHeMa He0OX0MMMO coOI0IaTh OCTOPOKHOCTE.
B03MOXHOE BIMSHHE MEpONEHeMa Ha MeTaGoIM3M M CBSA3bIBAHME C OENKaMM MUIa3MBI
KPOBH JpYTMX [pENapaTtoB He H3y4anoch. OJHAKO, YUYHTHIBAsS HHU3KYIO CTCINCHb
CBA3bIBAHHS MepoleHeMa ¢ OelkaMH IUIa3MBI, MOXXHO MPEMNOJIOXKUTE OTCYTCTBHC
B3aUMOJICHCTBHS C APYTHMH MpenapaTaMy, OCHOBAHHOTO Ha MCXaHM3ME BBITCCHCHHSA U3
CBS3M ¢ OeNKaMH I1a3Mbl KPOBH.
OnHOBpeMEHHOE NpPUMEHEHHE KapOalleHeMOB M IIpenapaToB BQJIBIIPOEBOH KHCIJIOTHI
IPUBOJUIO K CHIDKEHHIO KOHIICHTPAIMH BaIbIPOCBOX KHUCJIOTHI B IIa3ME KPOBH Ha 60-
100% wyepes 2 naus Tepanud. B cBaA3u ¢ OBICTPHIM M 3HAYMTENLHBIM CHIDKCHHEM
KOHLEHTPAllMd BaJbIPOEBOM KHCIOTHl HE PEKOMEHIYETCS COBMECTHOC MPHUMCHEHHC
MEpONIEHEMA C BAIBIIPOCBON KHCJIOTOM, HATpUs BaIbIIPOATOM, BaJIbIPOMHIOM (cm.
paznen 4.4).
INepopajibHble aHTHKOATYJISHTBI
HeoHOKPAaTHO COOBINAIOCH O CydYasX yCHJICHHS aHTHKOAry/sSHTHOro >(dexra mpu
COBMECTHOM IIPHMEHEHHH HEIPSMbIX AHTHUKOATYISHTOB (HalpHuMep, BapdapuHa) H
AHTHOAKTEpPHAIBHBIX IPEHapaToB. PUCK yCHIICHHS aHTHKOATYISHTHOTO d(QeKTa MOXET
3aBHCETh OT XapakTepa HHQEKINH, BO3pacTa M OOIIEro COCTOSAHMA MAlUEHTa, OITOMY
OLEHUTH BJIMSHHUE aHTHOAKTEPHUAIBHOTO IIperapaTa Ha YBEIMYCHHE MEXIYHApOAHOroO
nopmanuzoBadHoro otHomenus (MHO) cnoxHo.
IIpy COBMECTHOM NPUMCHCHMH aHTHOAKTEpHAJIBPHOrO Ipemapara W HEIPSMOro
AHTHKOAry/IsHTA HEKOTOPOE BPEMs NOCIE €ro MPEKPAllleHHs PEKOMEHIYeTCs HacThid
mouutopunr MHO.

eTH
VccnenoBaHus B3aUMOIEHCTBHS IPOBOJMIIACE TOIBKO Ha B3POCTIBIX.

4.6 PepTHIBHOCTDb, 0€PEMEHHOCTH U JIAKTALMA

bepemeHHOCTD

Be30nmacHOCTh NPHMEHEHHS MEpONeHeMa y JKCHIIMH BO BpeMs OEPEMEHHOCTH He
ycTaHoBiIeHa. McclieIoBaHus Ha JKUBOTHBIX HE NOKA3ali KaKuX-MH60 HeOMaronpisTHbIX
3 (heKTOB Ha pa3BUBAIOIIMIACS IUIO] (CM. pasaen 5.3).

B kadecTBe Mephl IPEIOCTOPOXXHOCTH PEKOMEHIYETCsS HE HCIONB30BaTh Mpenapar BO
BpeMs OEPEMEHHOCTH.

JlakTanus

HeGobinoe KOMMYECTBO MEPONEHEMa BEIIEIAETCA ¢ TPYAHBIM MOJoKoM. IIpemapar He
ClIelyeT IPUMEHSATE B IEPUOJL TPY/THOTO BCKApMJIMBAHHUS, 38 HCK/IIOUCHUEM TEX CITy9acs,
KOT/la MOTEHIHATBHOE MPEUMYLIECTBO IS MATEPH NPEBBINAET BO3MOXHBIA PUCK Ui
pebOeHKa.

4.7 BausiHue HA CIOCOGHOCTH YNPABJSATH TPAHCTIOPTHLIMH CPEACTBAMH U PabOTaTh
¢ MeXaHH3MaMH

UccnenoBanus O BIMSHUM MepolieHEMa Ha CIHOCOOHOCTH YMPaBJSTh TPaHCIIOPTHBIMH
cpeacTBaMH M paboTaTh ¢ MEXaHM3MaMH HE MpPOBOJMIMCH. Tem HE MEHES, ClenyeT
NpPHHUMAThL BO BHHMAHHE, YTO NpPH HPUMEHEHHHM MEpONCHEMa MOryT HabmoaaTscs
roJioBHas 00Jb, IApPECTE3Us U CYIOPOTH.

4.8 HexenaTeabHbIE peaKIHH
Pesrome npoduis 6€300aCHOCTH
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Cornaéno“‘glaHHLm 0 5026 cnyyadx NpUMEHEHHS MeEpoNeHeMa i JedeHus 4872
| HanperTos; HaubGojee YacTO BO3HHKAIOIIMMH HEXEJIATENIbHBIMU PEaKLMiMU ObUIH
auapes (2,3%), cems (1,4%), Tomnota/peota (1,4%) ¥ BocnaneHue B MECTe MHBEKIUH
(1,1%). TIlo npanHeiM  jaboOpaTOpHBIX  HCClieOBaHHMii, Hambonee  YacThIMU
HeXXeNaTeIbHBIME peaknusMu Opumn  TpoMOouuTo3 (1,6%) M mNOBBIIIEHHE YPOBHS
nevyeHo4HbIX pepmentos (1,5-4,3%).

Tabnuna HexenaTenbHbIX peakiui
B Tabmmite Hike Bce HeXesareabHble MOOOYHBIC PEAKLUM IEPEHUCIIEHBl 110 CHCTEMHO-

OpraHHbIM KJ1accam, B COOTBETCTBHHU C YaCTOTOH BCTPEYaEMOCTH, KOTOpas yCTaHaBIMBAECTCS
COTJIaCHO Clieyromei Kiaccudukannu: odeHs yactele (>1/10); yacteie (>1/100, o <1/10);
nevactsle (>1/1000, Ho <1/100); peaxue (=1/10 000, Ho <1/1000), yacToTa HEU3BECTHA

(Ha OCHOBaHHMH UMCIOIINXCA JaHHBIX OLICHUTDH HCBOBMO)KHO).

Cucremno-
HexenaTe/bHble peaKiHH YacroTa
OpraHHbl€ KJIAcChl

Hudexuun u OpaJibHbIi ¥ BarMHaNbHbIA KaHAWA03bI HeYacTo
WHBa3UH
Hapywenus co TpoMOOLHMTO3 4acTo
CTOPOHBI KPOBH U 303UHOGHINS, TPOMOOLIMTONEHH S, JIEHKOTIEHUS, He4acTo
numbarnueckon HEUTPOIeHUs, arpaHyJIOLIUTO3, FEMOJIMTHYECKAs aHEMHS
CHCTEMBI
Hapyuienus co AHTHOHEBPOTHYECKHMI OTeK, aHaUIaKCcHs (CM. pa3lienbl | He4acTo
CTOpOHBI MIMMYHHOH | 4.3 n 4.4)
CHCTEMBI
Hapymenus co roJyioBHast 6011p 4acTo
CTOPOHBI HEPBHOM napecresms HEe4acTo
CHCTEMBI cynoporu (cM. pasaen 4.4) PeaKo
XKenynouHo- Juapesi, pBOTa, TOIUHOTA, O0JIb B )KMBOTE 4acTo
KHILICYHBIE KOJIMT, CBS3aHHBIN C MPUEMOM aHTHOMOTHUKOB (CM. HEvacTo
HapylIeHUs paznen 4.4)
Hapyiuenus co NOBBILIEHHE AKTHBHOCTH TPAHCAMHHA3, MOBLILLEHHE 4acTo
CTOpPOHBI MIEYEHH U aKTMBHOCTH 1LIEJIOYHOMH ocdaTtasbl, MOBLIIEHHE
JKEJTUEBBIBOAALLNX aKTHUBHOCTH JIAKTaTAECTMAPOr€Ha3bl
nyTei runepbunupybunemus HevacTo
Hapyuuenus co Cblllb, 3y 4acTo
CTOPOHbBI KOXH U KParMBHULA, TOKCHYECKUH SNMASPMATIbHbIA HEKPOJIN3, | HEYacCTO
MOAKOXHBIX TKaHeH | cunapom CtuBeHca-/KOHCOHa, MyabTHHOPMHas

sputema (cM. paszen 4.4)

JIeKapCTBEHHAs peakLys ¢ 203uHOuIHeH 1 4acToTa

cuctemusiMu cumnromamu (DRESS-cunapom), ocTpelif | HeM3BeCTHA

reHepaTu30BaHHbIN HK3aHTEMATO3HBIH MyCTYy1E3 (CM.

pazznen 4.4)
Hapywenus co TOBBILIEHKE YPOBHS KPEaTUHUHA B KPOBH, TOBBILIEHHE | HEYACTO
CTOPOHBI [IOYEK U YPOBHS MOUYEBUHBI B KDOBH
MOYEeBBIBOAAILNX
nyred
OGwue HapylleHHsi | BocnajieHHe, 60Jb 4acTo
M peaKLMH B MecTe TpoMGodnebut, 601b B MECTE MHBEKLIMH HE4acTo
BBEJCHHUS

CTH

MeporneHeM moxasaH Ajs jedeHus aereil crapue 3 MmecsueB. COrlacHO UMEIOLIAMCS
OTpaHHYEHHBIM JaHHBIM, CBHIETEJIHCTBA O TOBBILEHHH pHCKA  KaKUX-JIHOO
HeXeJaTeNbHbIX peakuui y Jeredl OTCyTCTBYHOT. Bce noinydyeHHBlE COOOLIEHUS O
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HEXXeJIaTeTBHBIX PEaKIAX COOTBETCTBOBAM TaKOBBIM %pehmwpecnoﬂﬂﬁyﬂwﬂg_
CoobieHne 0 HeXeNATeAbHbIX PEaKIUAX
BaxHO COOBIIATh O IOA03PEBAEMBIX HEKENATENBHBIX PEaKUHUAX MOC/Ie PeruCTpalvi
JICKAPCTBEHHOTO Mpernapara C Meibl0 OGECIeyeHus HENPEPBIBHOr0 MOHMTOPHHIA
COOTHOIIEHHS «IIOJIB3a — PUCK)» JE€KAPCTBEHHOTO Ipenapara. MeIuIHCKIM paboTHHKAM
peKOMeHAyeTcs coobuarh O JIOOBIX MOJ03PEBACMBIX HEXENATE/IBHBIX  PEAKIMAX
JIEKapCTBEHHOTO  TpemapaTa d4epe3  HAlMOHATIBHYIO  CHCTCMY coolmmeHnss 0
nexenarenbHbx peakuuax (VI «LIeHTp 3KcIepTH3 W MCIBITaHHH B 3/(PaBOOXPaHCHHH)
M3 PB, http://www.rceth.by).
4.9 IlepenozupoBka
V [aIyeHToB ¢ HapylleHHeM (GYHKINH IOYEK BO3MOXKHA OTHOCHUTE/IbHAS NIEPENO3HPOBKA
mperapara, eciM Ji03a HEe CKOPPEKTHpOBaHA JOJDKHBIM 00pa3oM (cMm. pazmen 4.2).
CornacHO OTpaHMYEHHBIM JAHHBIM, MOJYYEHHBIM B IOCTPETHCTPAUHOHHOM IEPHOIC,
BO3HMKAIOIIHE IIPU [IEPETO3UPOBKE HEXENATENbHBIC PEaKIIi COOTBETCTBYIOT npoGuIIo
HeXeJIaTeIbHBIX PEeaKiui, OmMCaHHOMY B pasjene 4.8, OOBIYHO SABJIAIOTCS JICTKUMH H
JCUE3aloT TOCTE OTMEHBI Iperapara MM CHIKGHHs J03bL IIpu Heo6XOAMMOCTH
IPOBOJIAT CHMIITOMATHYECKYIO TEPAIIHIO.
V MmaIueHToB ¢ HOpMaJIbHOM (yHKIHMEl MoYeK Ipenapar ObICTPO BHIBOJUTCS MOUKAMH.
Iemoanamm3 3bhHEKTHBHO yaaIseT MEPONIEHEM B €ro METaboJIHT.

5. DAPMAKOJIOTMYECKUE CBOMICTBA

5.1 ®apmakoaMHAMHYECKHE CBOMCTBA

dapmakoTepaneBTAUecKasi rpynna: AHTHOAKTEpHATBHBIE CPEACTBA AN CHCTEMHOTO
npuMeHerus. [Ipoune GeTa-akTaMHbIe aHTHOMOTHKH. KapOaneHeMbl.

Kox ATX: JOIDHO2.

MexaHu3M NeACTBHS

MepomneHeM OKa3biBaeT GaKTCpHIHIHOE JEHCTBHE, HWHIHOMpPYH CHHTE3 KJICTOYHOH

CTEHKH T'DAMIIONIOKHTEIBHBIX ¥ IPaMOTPULATENbHBIX OaKTepui MyTeM CBS3BIBAHUA C

eHUIMUIHH-cBsi3piBaromumu Genkamu (I1ICH).

B3auMocBs3b (hapMaKOKHHETHKH/ GapMaKoIMHAMUKA

Kax u B ciydae ApYrHX GeTa-NaKTaMHBIX aHTHOMOTHKOB, 30 (})EKTHBHOCTE MEpoleHeMa

CHJIbHEE BCET0 KOppeIMpoBala CO BPEMEHEM, B TEUCHHE KOTOPOTO KOHICHTpalMH

mpenapaTa [MpPEBBIUAIM MHHHMAIbHBIE HMHIHOUPYIOIME KOHIECHTpAlUH (MHK)

(T>MUK). B [OKIMHHYECKMX HCCIENOBaHHAX MEPONCHEM MPOASMOHCTPHPOBAT

aKTHBHOCTB B TOM CJly4ae, KOria KOHIEHTpaluu B [iasMe kposH mpesbimans MUK ma

MHOHIHPYIOMMX MHMKPOOPraHH3MOB B TedeHHe nNpuMepHo 40% BpEMEHH MEKIY

BBEJICHUEM ITpenapaTa. JTo [eNeBoe 3HaYeHHEe He ObUIO MOATBEPXKACHO B KIMHAYCCKUX

UCCJIEIOBAHUSAX.

MexaHu3M pe3UCTEHTHOCTH

BaxrepuanbHas pe3UCTEHTHOCTh K MEPOIIEHEMY MOKET BOSHHKHYTh B pE3yJIbTaTe:

1. CHIKEHHS TPOHHMIIAEMOCTH BHEINHEH MeMOPaHbI PaMOTPHUATENBHBIX OaKTepHH §:]
CBSI3U CO CHHIKEHHEM IPOIYKIHU IIOPHHOB);

2. CHIXEHHs cpoAcTBa ¢ uenenbiMu [ICH;

3. MOBBIIEHUS SKCIPECCHH KOMIOHEHTOB 3 (IIOKCHOr0 Hacoca,

4, npoaykiuu 6eTa-IaKTamas, KOTOpbIe MOTYT THAPOJIN30BaTh KapOaneHeMEL.

B crpanax Esporneiickoro Coro3a ObUIM 3aperHCTPUPOBAHBL CIyHaH HH}EKIMOHHBIX

3a60/1eBaHMi, BHI3BAHHBIX OAKTEPUAMH, YCTOHIMBEIMHE K KapOaneHeMaM.

ITepexpecTHas PE3UCTCHTHOCTh MEXIY MEPONCHEMOM M JIEKapCTBCHHRIMU CPE/CTBAMH,

NpPUHA/UIEKAAME K KJIACCAM  XMHOJIOHOB, aMHMHOIJIMKO3WIOB, MAKpOJIWI0B H

TETPAMKIIMHOB, € yYeTOM LEJEBBIX MHKPOOPTaHU3MOB, OTCYTCTBYET. Tem HEe MeHee,
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«»"iﬁaxrcplm MﬁOI‘yT | IPOSIBJIATH  PE3UCTEHTHOCTh 0Oojiee 4YeM K OOHOMY KiaccCy
aHTH6aKTepna3ffmex CPEICTB B CiIy4ae, eClIM €€ MEXaHU3M BKIIIOYAET HENPOHUIAEMOCTD
MeMOpaHbI KJIETOK /1K 3G (IIOKCHBIH HAcOC.

[Ipenenpuble 3Havenus MUK

KnuHuyeckue TipefenbHble 3HA4YeHHs I TecmpOBaHmI MUK, ycraHOBNEHHBIE
EBpONEHCKMM KOMHTETOM II0 TECTHPOBAHHMIO aHTHMHMKPOOHOW YyBCTBUTEIBHOCTH
(EUCAST), npeactaBiieHbl B TaOJIHIE HUXE:

Krmandeckue npenenbuble 3nadennst MUK, ycranosnennsie EUCAST miis meponenema

(2013-02-11, Bepens 3.1)

MukpoopraHusm YypctBuTenbHbiii (S), (Mr/n) | PesucrentHsii (R), (Mr/i)
Enterobacteriaceae <2 >8
Pseudomonas <2 >8
Acinetobacter <2 >8
Streptococcus rpymn A, B, C, G CM. IipyMeyaHue 6 CM. MpUMeyaHue 6
Streptococcus pneumoniae' <2 >2
CTPENTOKOKKH IPYIIIIbI Viridans® <2 >2

Enterococcus CM. MpUMeYaHHe 7 CM. npuMeydaHHe 7
Staphylococcus CM. IpUMeYaHue 3 CM. TIpUMeYaHue 3
Haemophilus mﬂuenzae < >
Moraxella catarrhalis * -
\Neisseria memngmdzs ' <0,25 >0,25
rpaMIIoJIOKUTENbHbIE aHa3poObI

o Py <2 >8
kpome Clostridium difficile
rpaMoTpHLaTeNbHbIE aHa3POObI <2 >8
Listeria monocytogenes <0,25 >0,25
[TorpaHU4Hble 3HAYECHHS, HE
CB3aHHBIE C BUAAMU <2 >8

MHKPOOPraHH3MOB’

1 — Iorpanuunsle 3navenus MUK mepomenema s Streptococcus pheumoniae ¥
Haemophilus  influenzae  upm  MeHuHrure  cocTapmsuor 0,25 mMr/x
(ayBcTBUTENBHBIE) K 0,25 MI/I (DE3UCTEHTHBIE).

2 — Wzonastel co 3HadeHusasMd MUK Bele mopora 4yBCTBHTEIBHOCTH PEAKH HIIH HE
BBISBJIAIOTCS B HAacTosllee BpeMs. IIpu BrisBiieHuH Takoro mramma TecT Ha MUK
TIPOBOJMTCS TIOBTOPHO, MPH IIOATBEPXKIEHUH pe3ysbTaTa ITaMM OTHPABJIAIOT B
pedepenTHYI0 TaGOPATOPHIO, a IITAMM CYHUTAETCS PE3UCTCHTHBIM 10 MOJYYEHHUS
IOATBEPKICHHOTO KIMHAYECKOT0o 3¢ (EeKTa OTHOCHTEIBHO HEro.

3 — UyBCTBUTENBHOCTH CTA(UIOKOKKOB K MEpOIEHeMY MPOrHO3MPYETCS MCXOMs 3
JAHHBIX YYBCTBUTEIIBHOCTH K LEQOKCHTUHY.

4 — Tlorpanuunste 3Hauenuss MUK wmeponenema s Neisseria meningitidis
OTHOCSTCS TOJIBKO K MEHHHTHUTY.

5 — TlorpaHu4HBle 3HAYECHHUs, HE CBA3aHHBIE C BHJAMH MHMKPOOPIraHU3MOB, OpuIH
OIpesieNieHbl MCXOAS W3 JaHHBIX O B3aMMOCBS3W  (apMaKOKMHETHKH U
dapMaKoMHAMHUKK, ¥ HE 3aBHCAT OT pacnpenenenus MUK oTaenbHBIX BHJIOB.
OHu mnpemHasHayeHb! IJs HCIHONB30BAHMA B OTHOIICHHM OpraHU3MOB, NI
KOTOPBIX He ycTaHosjieHbl 3HaueHuss MUK. Otu 3HaueHns Ob11M pacCyMTaHbl s
cneayronmx n03: norpanuunble 3HadyeHns EUCAST mpumenuMbl U 103 He
Huwxe yem 1000 Mr Meponenema 3 paza B IeHb BHYTPHBEHHO B TeueHue 30 MuH;
JUIS TshKeIBIX MH(EKIMM U yCTaHOBJIEHHs IOrpaHUYHOro 3HaueHus I/R 3a ocHOBY
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ObL1a B3sTa J03a 2 T 3 pa3a B I€Hb.

6 — UyBCTBHTENBHOCTb CTPENTOKOKKOB TIPYyNN A, B, C u G kx Oera-1akTamam
IPOTHO3UPYETCS HCXO/IA M3 IAHHBIX YyBCTBHTEIBHOCTH K NCHULMIUTHHY.

7 — TlpoBeneHUE aHaIM3a MO ONPE/IEEHAI0 YyBCTBHTENLHOCTH HE PEKOMEHIYETCH,
IOCKOJIBKY JTAHHBIH BHJ HE SABJISETCS ONTHMATbHOH MHIICHBIO JUIS MEPOICHEMA.
M30715ThI MOTYT OBITh OTHECEHBI K PE3HCTEHTHBIM 03 POBEJICHUS aHAH3A.

PacIpoCTpaHEHHOCTh MPUOGPETEHHOM PE3UCTCHTHOCTH OTIE/BHBIX BHIO0B  MOXCT
M3MEHSATBCS reorpaduuecky U ¢ TCUEHMEM BPEMEHH, II03TOMY XKEJaTe/IbHO ONUPaThCs Ha
MECTHYIO MH()OPMAIUIO O PE3UCTEHTHOCTH MHKPOOPraHHU3MOB, 0COOEHHO NpH JICYCHHH
TsoKenbIXx  uMHpekiui. B cmydae HEoOXOAMMOCTH, KOTZa pacipoCTpaHECHHOCTH
PE3UCTEHTHOCTH - MUKPOOPraHH3MOB SIBJISIETCS TaKOH, 4YTO IM0Jb3a OT NPHUMEHEHHUS
JIEKapCTBEHHOTO CPEACTBa, IO KpaiiHed Mepe, 0 OTHOIICHMIO K HCKOTOPBIM BHIAM
MH(EKIMIA BEI3BIBACT COMHEHHS, CIEAYET 00PaTHTLCs 38 KOHCY/IBTALMEH K IKCIEPTY.
Dp(eKTUBHOCT, MNpemnapaTa B OTHOIIEHMH TATOTEHOB, IIEPCUHCICHHBIX —HHKC,
NOATBEP)KEHA ONBITOM  KIMHHYECKOTO NpPUMEHEHHs M PYKOBOACTBaMM MO
aHTUOAKTEPHATILHOM TEpaIHH.

OOGBIYHO YYBCTBUTEIBHbIE BUJIBI

I"'paMII0JI0KUTEIEHBIE a9POOBI:

Enterococcus faecalis !

Staphylococcus aureus (MeTHLUTHH-4YBCTBHTEIbHBIN ) 2

CcTadUIOKOKKH (METHIMITUH-1y BCTBUTENIBHBIE), B T.4. Staphylococcus epidermidis

Streptococcus agalactiae (rpynna B)

Streptococcus milleri (S. anginosus, S. constellatus, S. intermedius)

Streptococcus pneumonia

Streptococcus pyogenes (rpynna A).

['pamMoTpuIaTeTbHBIE a3POOHL:
Citrobacter freundii
Citrobacter koseri
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella oxytoca
Klebsiella pneumonia
Morganella morganii
Neisseria meningitides
Proteus mirabilis
Proteus vulgaris
Serratia marcescens.

['paMII0JI0KUTENbHBIE aHAIPOOBI:
Clostridium perfringens
Peptoniphilus asaccharolyticus
Peptostreptococcus (B T.4. P. micros, P. anaerobius, P. magnus).

['pamoTpHIaTEIbHEIE aHA3POOHL:
Bacteroides caccae
rpynna Bacteroides fragilis
Prevotella bivia
Prevotella disiens.



-

Hpwses 0 g -
VR

) oo AL L, -
BHZIBI,_v_l;Hﬂ?x}(QTODBIX BO3MOKHO pPa3BHUTHE MPHOOPETEHHON PE3UCTEHTHOCTH

I'paMIIONOKHUTENBHbIE a3POOKL:
Enterococcus faecium " 3

I'pamoTpunaTenbHbIe a3poOBI:
Acinetobacter
Burkholderia cepacia
Pseudomonas aeruginosa.

MuKpoOpraHu3Mel, 00J1a/1al0N11e eCTECTBEHHON YCTOWYMBOCTHIO
['pamoTpHLaTEIbHBIE a9POOKI:

Stenotrophomonas maltophilia

Legionella.

[Tpourie MUKPOOPTraHU3MBbI:
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetii
Mycoplasma pneumoniae.
1 — Buasl, 11 KOTOPBIX BBISBJIEHA €CTECTBEHHAS IIPOMEXKYTOYHAS 4yBCTBUTENBHOCTb.
2 — Bce METHIMUTMH-PE3UCTCHTHBIE CTAQHUIOKOKKH YCTOHYUBBIC K MEPOIICHEMY.
3 — Tlokazarelb pe3UCTEHTHOCTH >50% B 0JHOM MM HeCKONbKUX cTpanax EC.

Cam ¥ MeNHOU/O3: INPUMEHEHHE MEpOolleHeMa y 4YENOBeKa OCHOBAaHO Ha JaHHBIX
qyBcTBUTENbHOCTH B.mallei u B.pseudomallei in vitro 1 Ha OrpaHHYCHHBIX JaHHBIX,
IONy4eHHbIX TpH TpPHUMEHEHMH Yy denoBeka. PexoMmeHayercs oOpaTHTBCA K
HAIMOHAIBHBIM HJIM MEXIYHAPOIHEIM JOKYMEHTaM I10 TE€PaIlH cana 1 MeJIMona03a.

5.2 PapmakoKHHETHYECKHE CBOHCTBA

Y 310pOBBIX JIIOEH [EPHO/ NOTYBBIBECHH MEPOTIEHEMA U3 IIa3Mbl KPOBH COCTABIIAECT
B cpelHeM okojio 1 u, cpemnuit obbem pacnpenenenus pasen 0,25 wkr (11-27 ),
cpe/lHEe 3HaueHMe KIMpeHca cocTaiseT 287 min/MuH npu fose 250 Mr ¥ CHHXKaeTcst 10
205 mu/muH npu no3e 2 r. [pu BHyTpuBeHHOM BBeaeHHH 10361 500, 1000 u 2000 mr B
teuenne 30 MuH Cmax cocTaBisieT npubmusutensuo 23, 49 m 115 Mxr/mma, dro
coorBerctByer AUC 39,3, 62,3 u 153 mr-u/mn Ilpy BHYTpHBEHHOM OOJIFOCHOM
BBE/ICHUY B TEUCHHE 5 MUHYT 3HaueHUs Cpax COCTABIAIOT 52 MKI/MJI IIPH J03€ 500 Mr u
112 mxr/mi npu go3e 1000 mr. [Ipy MHOroKpaTHOM BBEJICHUH MpenapaTa ¢ HHTEPBAJIOM
8 4 TIoIAM ¢ HOpMaIbHOU (yHKIMEH TOUEK HAKOILIEHUS MEPOIICHEMA He IPOUCXOHUT.

B uccremosanuy 12 manuenTtam Beoamnd 1000 Mr meponeHema Kaxiasle 8 4acoB Juis
Jle4YeHHs] HHTPaabJOMHUHAIBHOM HH(EKIMY 1OCsie XUPYPrUYeCKOro BMemaTenbCTBa, Npu
3ToM 3HaueHUS] Cpa M IEPHOAA TONYBBHIBEAECHMS OBLIM COIIOCTABUMBI C TaKOBBIMH Y
3I0pOBBIX JIH1l, HO GbUT OTMedeH GOoubIIni 06heM pactpenenenus — 27 J.

Pacnipenienenue

Casi3blBaHHEe C OeJIKaMHM IUIa3Mbl COCTaBiserT NpuMepHO 2% M HE 3aBHCUT OT
KoHILeHTpaluy. [Tocie GIcTporo BBeAeHUS (5 MUHYT UK MeHee) papMaKkOKHHETHYECKas
KpHBasi ABJISETCS ABYX(a3HOM, OMHAKO 3TO MEHeEe 3aMETHO IPU BBEJICHUM Ipenapata B
teyeHue 30 MUHYT. MepomeHeM XOpOIUO NPOHMKAeT BO MHOTHE TKaHH M JXKHAKOCTH
OpraHm3Ma, B T.4. B Jierkue, OpOHXHANBHBIN CEKPET, XKeT4b, CIMHHOMO3IOBYIO XUIKOCTD,
’KCHCKHE TI0JIOBBIE OPraHbl, KOXY, (paciiuy, MBIILIIB ¥ IEPUTOHEATbHBIA 9KCCYyaT.
Mertabonu3m

MeponeneM MeTaboMM3UpyeTcs IyTeM THAposiM3a OeTa-NaKTaMHOro KOJblia ¢
o0pasoBaHMeM MHKPOGHOJIOTMYECKH HEaKTHBHOro Merabonuta. In Vitro MepOIEHEM
MeHee MOABEPXKEH THAPOJM3y JeruApoNenTuaa3oi-I uenmoBeka IO CpaBHEHHMIO €
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MMHITEHEMOM, TI03TOMY IIPMMEHEHHe HHIHOHTOPa AeTIpRRENTRAA3D! eGyercs.
Pecayr) -

BriBeneHue i
MepormneHeM BBIBOAUTCSA U3 OpraHi3Ma B HEH3MEHCHHOM BUIC TIOYKaMHU; 0K0JI0 /0% (90-

75%) mo3bl BHIBOJUTCS B HEM3MEHEHHOM BHJIC B TEYCHHC 12 4. Eme 28% BrIBOOUTCA B
BHIE MHKPOOHMOJIOTHYECKH HEakTHBHOro Merafonura. BeiBenenne ¢ (bexanuamMu
cocTaBIIsieT 0KoNo 2% n03bl. V3MepeHue moyedHoro KiupeHca u 3gdext nmpobenenuaa
TIOKa3BIBAIOT, YTO MEPOTIEHEM BBHIBOAMTCS KaK MyTeM (QUIbTpaluH, TaK U KaHAJIbLEBOH
CEKPELIHH.

Oco0ple rpynnbl NAUEHTOB

Ilayuenmor ¢ HapyuwieHuem GYHKYuu noyex

Hapymenne QyHKIMM MOYeK IPUBOANT K yBenuueHnio AUC 1 neproia Moy BbIBEICHUA
Meporiedema. Ilo cpaBHenmio co 3popoBbiMu moabMu (CrCL >80 mur/muH), AUC
yBenu4uBaeTcs B 2,4 pa3a y NalMEHTOB C YMEPEHHBIMHM HapylICHUAMH (CrCL 33-
74 mi/muH), B 5 pa3 — ¢ cepbesnnivu Hapymennsivu (CrCL 4-23 mMi/MuH) 1 B 10 paz y
nanuenTos, Haxonsumxcs Ha remommamuse (CrCL <2 wmy/mun). Koppekuus 103b!
PEKOMEH/IyeTCs JUis TMALWEHTOB € YMEPEHHOH M TSDKEIOH CTCHEHBIO MIOYCHHOH
HEJ0CTAaTOYHOCTH (CM. pa3zaen 4.2).

MeporneHeM BHIBOAMTCSA NPH IeMOJAUANIM3E, IIPU 3TOM BO BpeMs I'€MOJMANM3a KIMPEHC
MepoIeHeMa IPUMEPHO B 4 pa3a IPeBHIIIacT TAKOBOH y NAMEHTOB C aHYPHCH.
Iayuenmul ¢ HapywieHuem YHKYUU ne4eHu

Uccnenopanus (papMaKOKHHETHKH y TAIMEHTOB C &JKOrOJNBHBIM LHMPPO30OM ICHCHH
OKa3auM, 4To 3a00JIeBaHHs NEYEHH HE OKAa3blBAlOT BIUSHMA Ha (hapMaKOKHHETHKY
MepoIicHeMa IIPH MHOTOKPAaTHOM BBEJICHUU.

B3pocnvie nayuenmeot

32 (hapMaKOKMHETHYECKHX HCCIIE/IOBAaHHUs, MPOBEJCHHBIX y B3pOCIbIX NAlMCHTOB, HE
MIOKA3aId CYLIECTBEHHBIX Pa3IW4Hi (apMaKOKMHETHKH 110 CPABHECHHIO CO 3[I0POBBIMH
IOILMH € DKBUBAJIEHTHOM (yHKIMe# modek. [lomysuuoHHas MOJENb, pa3paboTaHHAS
Ha OCHOBE JIaHHBIX 79 MALMEHTOB ¢ HHTPaabJOMUHAILHON HHGEKINEN HITH THEBMOHHEH,
MoKa3ajia 3aBHCHMOCThL IIEHTPAJBHOr0 o0beMa OT MaccChl, a KJIHUPEHCa — OT KIIMPCHCA
KpeaTHHHHA H BO3PACTA.

Jlemu

V MJIaJeHIEB U JeTel ¢ HH(PEKIMOHHBIMY 3a00J1€BaHUAMH IIPH BBEICHHH MEPOIICHEMA B
no3ax 10, 20 u 40 mr/kr 3HauyeHuss Cpax OBUIH HPUOIM3UTENBHO PaBHBI TAKOBBIM Y
B3pocHbIX mpu po3ax 500, 1000 u 2000 Mr, cooTBETCTBEHHO. (PapMaKOKMHETHKA
pa3IHYHBIX /103 TIpenapaTa Oblia CXOAHOH, a IEPHOI I0JTyBbIBEICHUS OBLI CONOCTABAM €
TAKOBBIM Y B3POCIBIX BO BCEX Ipymmax AeTeli, kpome JeTeil Miamme 6 mecsues (tiz =
1,6 1). CpenHue 3HAYEHHs KIMPEHCA MEPOIICHEMa COCTABIIIH 5,8 MI/MHH/KT (/s JeTeH
6-12 1er), 6,2 mu/Mun/kr (2-5 ner), 5,3 mi/mun/kr (6-23 mec.) u 4,3 mu/mun/kr (2-5
mec.). ITpumepro 60% m03bI BEIBOAUTCA C MOYOH B TeueHHe 12 4 B BUAE MEPONEHEMA,
12% — B Buae MetaboauTa. KoHlleHTpaus MepoleHeMa B CIIHMHHOMO3TOBOM XHUAKOCTH Y
JeTell ¢ MEHHHIMTOM cocTaBisieT npumepHo 20% OT nia3MeHHOW KOHICHTpAllUH,
O/IHAKO CYIIECTBYET 3HAUMTEbHAS MEKUHINBUTyabHas BapuaOebHOCTb.

YV HOBOPOXIEHHBIX, KOTOPHIM TpeGOBAIOCH JICUCHHE aHTHOMOTUKaMH, ObLIO OTMEYCHO
YBEJIMYEHHE KJIHpPEHCa 0 Mepe YBEIMYEHHS XPOHOJIOTHYECKOro MM IeCTAlHOHHOIO
Bo3pacta. Cpe/Huil meproy HOTyBbIBeIeHMS ObLT paBeH 2,9 4. Cumynsauus 10 METOMY
Monre-Kapno, OCHOBaHHas Ha MOIYISANHOHHOH (PapMAKOKUHETHICCKOH MOZCIH,
OKasaia, YTO IpH BBEJCHHM MepoleHema B 03¢ 20 MI/Kr Kak[ble 8 u ero
KOHIIeHTpanus B mnasme kposu mpessmmana MUK st P. aeruginosa B TCHEHHE 60%
BpeMEHH Y 95% HeOHOIIEHHBIX B 91% NOHONMEHHBIX HOBOPOXKICHHBIX.

ITayuenmuer nodcun020 803pacma

dapMakOKHHETHUECKUE HCCIENOBaHMsl 3I0POBBIX MOXKHIIBIX JIHIL (65-80 ner) mokasaiu
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. CHIDKCHHE TIA3MEHHOT0 KIIMpeHca MepolieHeMa, KOTOPOe KOPPEIMPOBAJIO C BO3PACTHHIM

TUCHIDKEHMEM™KJIMpEHCAa KpEAaTHHHHA, a TakXKe MEHee BHIPAKEHHOE CHHKEHHE
BHEIIOYEYHOr0 KJIMpeHca. [lallMeHTaM [OXHIIOTO BO3pacta KOPPEKUHUS O3Bl HE
TpeOyeTcs, 3a HCKIIOYEHHEM ITAlMEHTOB C YMEPEHHBIM HIIM TSDKEJIBIM HapyIICHHEM
¢yHKUIHH nouek (cM. pazaen 4.2).

5.3 JlaHHble JOKJIHHUYECKO Oe30nacHoCTH

JIOKIMHUYECKHE OaHHbIE HE BBLABUIM OCOOOH OMAaCHOCTH U YEJIOBEKa Ha OCHOBE
TPAIUIIMOHHBIX  HUCCIEAOBaHMH  (apMakojorud  O€30MacHOCTH,  TOKCHYHOCTH
MHOTOKPaTHBIX 103, FTEHOTOKCHYHOCTH, KaHLEPOreHHOI0 NOTEHIMaNa, TOKCUYHOCTH JIJIA
PenpOLYKTUBHON GYHKIIUH U pa3BUTHS.

WccnenoBanys Ha XHMBOTHBIX II0Ka3bIBAIOT, 4TO MeponeHeM Oe3zonace A moyek. [pu
TUCTOJIOrMYECKOM MCCIIEIOBAHUH Y MBIIIEH H cO0aK MOBPEXACHHE ITOYEUHBIX KaHAJIbLIEB
6BUIO BBIABICHO TOJIBKO IOCJIE€ OJHOKpaTHOro BBeneHus no3bl 2000 mr/kr m Oonee, y
06e3bsH — nocie BpeaeHus 10361 S00 MI/Kr B TeueHue 7 THEH.

MepomneneM 0GBIYHO HE OKa3bIBaeT HEOJArONpPHATHOrO BO3JEHCTBHS HA IEHTPAIbHYIO
HEPBHYIO CHCTEMY. B HccieoBaHHAX OCTPOH TOKCHYHOCTH, IIPOBEICHHBIX Ha IPHI3YHAX,
BO3/IeHCTBHE Ha HEPBHYIO CHCTEMY Habmonanock npu go3ax Beie 1000 mr/xr.

ITpu BHyTpuBeHHOM BBeeHHd LDsy MeporneHeMa s IphI3yHOB 1peBbimaet 2000 Mr/kr.
[Ipu BBeJleHUH Ipemapara B TedyeHHe 6 MecsieB HabIoNAIUCh TOJIBKO HE3HAYHTEIIbHbIC
M3MEHEHHS, BKIIIOYas CHU)KEHHME IToKa3zaTesedl KpacHOi KpoBH y cobak.

CraHJapTHBIE TECTHI HE BBISBIIM MyTareHHOro IIoTeHIuana meponenema. [Ipu BBeiennu
Tpenapara KpbicaM B f03ax 10 750 Mr/kr i 06e3bsHaM B 103aX 40 360 MI/KT IIpOsBICHUH
PENPOAYKTHBHOM TOKCHYHOCTH U TEPAaTOr€HHOT0 JICHCTBHS HE HAaOJIONAIOCH.
[TOBBIIIEHHON YYBCTBUTENBLHOCTH IOBEHWJIBHBIX JKMBOTHBIX II0 CDaBHEHHMIO CO
B3pOC/IBIME  0cOOssMu  He ObUI0O  oTMedeHo. llepeHocuMocTh Ipemapara Inpu
BHYTPHBEHHOM BBE/ICHUH ObLIa XOPOILIEH.

[Ipogunu TOKCHYHOCTH MEpONCHEMa M €ro eIMHCTBEHHOro MeTabonuTa ObLIH
COINOCTABHMBI.

6. PAPMAIIEBTUYECKHE CBOMICTBA

6.1 IlepeveHb BCIIOMOraTe/IbHBIX BEWECTB
He npumenumo.

6.2 HecoBMecTHMOCTD
JlauHbI# J€eKapCTBEHHBIH [pernapar He ClelyeT CMEIUMBATEL C APYTMMH JICKAPCTBEHHBIMH
IpenapaTtaM, 3a HCKIIFOYEHHEM YIIOMSHYTBIX B pasiene 6.6.

6.3 Cpok rognoctu

2 rona.

He ucnonp30BaTh 0 HCTEUYEHHH CPOKA P'OJHOCTH, YKa3aHHOTO Ha YIIAKOBKE.

CpoK TOZHOCTM M YCJOBHS XpaHGHHs BOCCTAHOBIICHHBIX pacTBOPOB IIpemapara
IIpHBE/ICHBI B pa3zene 6.6.

6.4 OcobOnie Mepbl NPEI0CTOPOKHOCTH IPH XPAHCHHUH

B 3amuIneHHOM OT CBETa MeCTe Ipu TeMneparype He Boiue 25°C.
XpaHuTh B HEJJOCTYITHOM M HEBHJIMMOM JUIs IETEH MeCTe.
XpaHUTh B OPUTHHAIIBLHOMN YIIAKOBKE.

He 3amopaxxuBaTh BOCCTaHOBJICHHBIH pacTBOpP.
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yKynopeHHbIe npobkamu pe3suHoBbIMH. [lo 1000 Mr akTUBHOTO BelIECTBA BO
CTEKJITHHBIE BMeCTUMOCTEIO 20 M1 mitn 100 M1, yKynmopeHHbIE TpoOKaMU pE3HHOBBIMH.
®nakoHpl OOKaTaHb! KOJIayKaMH aJIOMUHHEBBIMH, WIH KOMOWHMPOBaHHBIMH, HIIH
QIIOMOIUIACTUKOBBIMU, WJIM QJIIOMMHHUEBBIMH C IUIACTHKOBOH HAKJIQAKOH, WM
KOMOMHHUPOBAHHBIMH U3 AJIFOMHHUS U IJIaCTMACCHI.

Ha ¢1akoH Hak/IeeHa 3THKETKA CaMOKJIesIasics.

DnaKoH ¢ TMCTKOM-BKJIAIBIIIEM IOMEIIEH B MAUKy M3 KapToHA.

VYnakoBka A ctanuoHapoB: 40 ¢iakoHoB nozupoBkoit 500 mr wim 1000 mr wm 12
¢akonoB n03upoBKOI 1000 Mr ¢ OTHUM JIHCTKOM-BKJIAIBIIEM IOMEIIEHBI B TPYIIIIOBBIE
KOpOOKH.

6.6 Oco0bie Mepbl HPEIOCTOPONKHOCTH MPH YHHYTOKEHHH HCIOJb30BAHHOIO
JIEKADCTBEHHOI0 TNpenapaTta MJIH OTX0A0B, IMOJYYE€HHBIX I0CJIe NpPHMEHEHHUs
JICKADCTBEHHOr0 npenapara HMJAH paboThl ¢ HUM, W JApPyrHe MAHMIYJSIUHH C
npenapaTom

PactBop s uHby3ui

Jlna npuroroBneHMs pacTBopa Ais uHGBY3MH mnpenapar Heobxoaumo passecTH 0,9%
pacTBOpoM Harpus Xjopuzaa 6o 5% pacTBOpPOM TJIOKO3bl 10 KOHIEHTpPAIMH
1-20 Mr/mn. TlomydeHHBIH pacTBOp MpeACTaBIsAET COGOH MPO3PAyHYIO SKMAKOCTH OT
OECLBETHOTO 0 CBETIIO-KENTOTO MM CBETIIO 3€JIEHO-KENTOTO I[BETA.

PacTBop ans uHBEKIMIH

Jlns NpHUroTOBIEHUS pacTBopa Ul OONIOCHBIX MHBEKIHN IIpernapar HeoOXOIUMO
Pa3BeCTH BOJOH JUIs MHBEKIMH 10 KoHueHTparuu 50 mr/mn. IlonydeHHBIH pacTBOp
NPEACTaBIAET cO00H MPO3payHyIO XXHUAKOCTH OT OECIBETHOrO JO CBETIIO-XKEITOrO MM
CBETJIO 3€JIEHO-XKENITOTO I[BETA.

I[lepen mpuMeHEeHHEM pacTBOP HEOOXOAUMO BCTPSXHYTh.

PactBop s uHOY3Mi clefyeT UCIOIb30BaTh HE3AMETUTENLHO.

C MHKPOGHONIOrHYECKOH TOUKH 3PEHHs, €CIH BCKPLITHE YIIAKOBKH, BOCCTAHOBJICHHE H
pa3Be[ICHHE HE MPOU3BEICHO B ACENTHYECKUX YCIOBUSX, PAacTBOpP Mpemapara cieayeT
UCNONB30BaTh HE3aMENIMTENBHO. ECIM MpHUroTOBNEHHBIA pacTBOp Ipemapara He
UCTIONB30BAaH HE3aMEUIMTENBHO, TO CPOK W YCJIOBHUS €ro XpaHEHHUS SBIIAIOTCS
OTBETCTBEHHOCTEIO MOJIb30BATENS.

He 3amopauBaTh roTOBBIE pacTBOpPHI!

Kaxapiit GprakoH npenHasHadeH Ui OQHOKPATHOTO IPUMEHEHHUSL.

Bech ocTaBmMicS J1€KapCTBEHHBIM Hpenapar M OTXOABI CAEAYeT YHHYTOXMTh B
COOTBETCTBHH C YCTAHOBJICHHBIMU HAIMOHAIBHBIM 3aKOHOATEIBCTBOM TPeOOBaHUAMH.

6.7 YcaoBust oTycka
ITo peuernry.

7. AEPIKATEJIb PETUCTPAIITMOHHOTI' O YIOCTOBEPEHUSA

PVII «benmemnpenapatsiy, RLEA
Pecnybnuka benapycs, 220007, r. MuHcK, R ~'7_ N
ya. ®abpunuyca, 30, ten./dpakc:(+375 17) 220 37 16, > N

e-mail: medic@belmedpreparaty.com syt
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9. JATA IEPBUYHOM PETICTPALIMA

Jlata nmepsoit peructpamuu: 30 cenTsaGps 2009 r.
10. JATA IIEPECMOTPA TEKCTA
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