UHCTPYKLUSA
[0 MEJMLIMHCKOMY MPUMEHEHHIO JIEKAPCTBEHHOIO [IPE[IAPATA

3EPBAKCA® | MEH3IPAB POCCHH
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PETMCTPALITUOHHBIN HOMEP: COL T4 ( I
TOPIOBOE HAUMEHOBAHME: 3ep6akca® e
MEXAYHAPOJHOE HETATEHTOBAHHOE WJIH I'PYIIIIMPOBOYHOE, HAUME-
HOBAHHME: uedronosau + [razobakram]

JEKAPCTBEHHASI ®OPMA: nopoiok as MpUroTOBIeHHUS KOHLIEHTpaTa JJIsl IPUroTOBJIE-
HHs pacTBoOpa uist HH}Y3Uii

COCTAB

1 pnakoH comeprxur:

Heuicmeyiowue sewecmsa: uepronosana cybdar 1147 mr (9KBUBaIEHTHO uedronozany

1000 mr), Tazo6akram Hatpus 537 Mr (3KBHBANCHTHO Tazobaktamy 500 mr).

Benomocamenvhvie 6ewjecmea: numonnas kuciora Gessoanas 21 mr, Hatpus xyuopua 487 mr,
aprunut 600 mr (q.s. 1o pH 6,5+0,5).

OIMUCAHUE

[Topowok ot 6enoro 10 xenToro ypera.

DPAPMAKOTEPATIEBTUYECKAS I'PYIIIIA: aHTUOaKTepHasbHble CPeACTBA CUCTEMHOIO

NICHCTBHUA; pyrue Gera-NakTaMHble aHTHOAKTEpHAlIbHbIE cpeacTsa; apyrue 1edaiocrnopuHbl 1
TIEHEMBI.

KO/ ATX: JOIDI54

PAPMAKOJIOTHUYECKHUE CBOMCTBA

PapMakoAHHAMHKA

[Tpenapar 3ep6akca® npencrasisier coboit aHTHOaKTepHaNbHBI KOMOMHUPOBAHHbI npenapar,
COCTOsIMI U3 HHrHOUTOpa OeTa-lakTamas Ta306aKTamMa HATPHSI U aHTHOHOTHKA rpynnsl ueda-
JI0CMOpUHOB — LedTo103aHa cynbgarta, npeaHa3HAYSHHBIH 1S BHYTPMBEHHOIO BBE/ICHMSI.
bakrepuinnas akrusHocTh LedTONO3aHA 06y CII0BIEHA MHIMOMPOBAHHUEM CHHTE3a KJIETOYHOM
CTEHKH OaKTepHii M OMOCPEI0BAHA €r0 CBA3BLIBAHUEM C NEHULUIIMH-CBA3BIBAIOIIMMH OeIKaMu
(TICB). Liedronozan — unru6urop I1Cb P. aeruginosa (B yactroctu, I1CB1 b, [1CBb1c u T1CB3)
u E. coli (B yactocty, [1CB3). Tazo6aktam — GeTa-nakTamHbiii aHTHOMOTHK, CTPYKTYPHO OT-
HOCAIMACS K neHHumMMHy. Ta3o6akram o6naaaeT HU3KOM KIMHUYECKH 3HAYUMON i1 Vitro aK-
TUBHOCTBIO MPOTUB OaKTEpUii B CBA3M CO CHHKEHHOM apdunnoctbio k [1CB. OH siBasieTcs un-
rudMTOpOM MHOrMX Gera-nakramas MOJIEKyJIApHOrO Kiacca A, Bkitoyas pepmentsl CTX-M,

SHV u TEM (cMm. noppaznen «Pe3uCTEeHTHOCTDY).
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[Ipenapar 3epbakca® npoaeMOHCTPUPOBAT ik Vilro akTUBHOCTBL NpoTus Enterobacteriaceae B
MPUCYTCTBUM HEKOTOPBIX O€Ta-nakTamas paciuuperHoro cnekrpa aeictsus (BJIPC) u apyrux
Gera-nakramas cnenyromux rpynm: TEM, SHV, CTX-M u OXA. INpenapar 3epbakca® Tarke
MPOJEMOHCTPUPOBAIL in Vilro aKTUBHOCTb B OTHOILEHMHU W3YYEHHBIX U30JIATOB P. aeruginosa, y
KOTOpBbIX Habmoaercs xpomocoMmuasi AmpC, yTpata nopuna HapyxHoi Mem6pansl (OprD) unn
crumynsauus 3¢ dumokcHoro Hacoca (MexXY, MexAB).

Peszucmenmnocmeo

Mexanun3mbl GaKTepuanbHOM Pe3UCTEHTHOCTH K LEe(T0/103aHy M Ta306aKTaMy BKJIHOYAIOT:

- MPOAYKLMIO O€eTa-naKTamas, pa3pyIaiolnxX HedTo03aH, KOTOpble HE MHTUOUPYIOTCS Ta30-
OakTamMoM;

- Moau¢ukaumio I1CB.

Tazo6akram uHruGUpyer He Bee pepMeHThI Kiacca A. Kpome Toro, Tazobaktam He MHTUOUpyeT
cielytolme Turbl 6era-jnakramas:

- KapOarieHemasel Ha OCHOBE cepyHa (Hanpumep, kapGanenemassl Klebsiella pneumoniae
(KPC));

- MeTajuio-0eTa-nakramassl (Hanpumep, Meraio-6era-nakramasa Horo-/lesn (NDM));

- Oera-nakramasbl knacca D no knaccudukayuu Ambler (OXA-kapGanenemassi);

- HekoTopbie AmpC, npoayuupyemsie Enterobacteriaceae.

[Tpu BeIGOpe MM H3MeHeHUM aHTHOAKTEPHATIBHON Tepanvy ClIeyeT yUHTHIBATE HHYOPMALIHIO O
4YBCTBHTEJILHOCTH OaKTEpHii, BBI3bIBAIOLIMX HH(EKLIMIO, @ TAKKE JIOKAJIBHYIO STHAEMUOIIOTHIO.
Ilepexpecmunas pezucmenmnocmeo

H3onstel, pesuctenTHble K Apyrum uedasocnopuiam, MoryT GbiTh 4yBCTBUTEIbHBI K uedroJo-
3aHy+Ta300aKTamy, XOTs MOXET HaGIIOaThCA IEPEKPECTHAS PE3UCTEHTHOCTb.
Muxpoopeanuszmer

[Tpenapar 3epbakca® npoaeMOHCTPUPOBA AKTHBHOCTb MPOTUB CJIEIYIOMMX MHKPOOPraHH3MOB
KaK in vitro, Tak v 1pu MHPEKLUMSX, BBI3BAHHBIX STHMH BO30YauTensmu (cM. paszen «[Tokasanus
K IPUMEHEHHUIOY):

Ocnoxknennble HHTpaabaOMHHAILHbIE HH(EKIHH

I'pamompuyamensnvie muxpoopzanuzmor:

Enterobacter cloacae

Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Pseudomonas aeruginosa



I'pamnonoscumensuvie Mukpoopzanuzmei:

Streptococcus anginosus

Streptococcus constellatus

Streptococcus salivarius

Ocuoxknennblie HH(pEKIHH MOYEBBIBOASIIMX MyTeil, BKJII0Yast nue;ioHeppuT
I'pamompuyamensusie muxpoopzanusmeor:

Escherichia coli

Klebsiella pneumoniae

Proteus mirabilis

Ho3zokomuanbHas nHeBMOHHSI, BKJIIOUAS BEHTH/ISITOP-ACCOLHHPOBAHHY IO ITHEBMOHHIO
I'pamompuyamenvusie mukpoopzanusmoi:

Enterobacter cloacae

Escherichia coli

Haemophilus influenzae

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Pseudomonas aeruginosa

Serratia marcescens

Knnnnueckas 3 hexTHBHOCTL B OTHOLIEHNH yKa3aHHBIX HUKeE MHMKPOOPraHM3MOB HE YCTAHOB-
JIEHA, XOTA UCCIIC0BANMS i1 Vilro IPEANONAraloT UX 4yBCTBUTEIBLHOCTD K NIpenapaty 3epOak-
ca® B OTCYTCTBUH NPHOGPETEHHBIX MEXAHM3MOB PE3MCTEHTHOCTH.

I'pamompuyamensuvie mukpoopzanuszmoi:

Citrobacter freundii

Citrobacter koseri

Morganella morganii

Proteus vulgaris

Serratia liquefaciens

Klebsiella (Enterobacter) aerogenes

Pesucmenmmusie mukpoopzanuzmu

CornacHo 1aHHBIM in vitro cneayroume BUIbI MMKPOOPraHW3MOB HEUYBCTBHTEIIbHBI K LeTONO-
3aHy+TazobakTamy:

Staphylococcus aureus

Enterococcus faecalis

Enterococcus faecium



Tabanua 1. Kpurepuu uyBcTBUTEBHOCTH 1S uedronosana+razobakrama (Ha OCHOBAHMM KpH-

TepueB MHcTHTyTa KIMHKYecKnX 1 nabopatopHbix ctanaapros (CLSI))

Mukpoopranuzm

MuHuManbHas noaaBasoLIas

KoHueHTpauus (MIIK), mxr/min

Hucko-auddy3uonnsiii meton

JlnameTp 30HbI, MM

YyscTBHT.

VYmepeH.

Pesucr.

YyBcTBUT.

VYmepeH.

Pe3sucr.

Enterobacteriaceae

<2/4

4/4

>8/4

>22

19 -21

<18

Pseudomonas aeruginosa

<4/4

8/4

>16/4

>21

17-20

<16

Haemophilus influenzae
(HO30KOMMaJIbHasK THEBMO-
HUsl, BKJIHOYAs BEHTHIIATOP-
aCCOUMHUPOBAHHYIO ITHEB-

MOHMIO ) **

<0,5/4

Streptococcus

anginosus

Streptococcus
constellatus
Streptococcus

salivarius
(OCNOXkKHEHHBIE HHTpA-
aboMUHabHBIE HHpEK-
MM U OCJIOKHEHHBIE MH-
(exunn MoueBbIBOASIMX

ﬂyTCﬁ, BKJIKOYas MUEJIOHE-

(pur)*

<8/4

16/4

>32/4

Bacteroides fragilis

(ocnoxueHHble MHTpaabo-
MHHaJIbHbIE WHDEKUMH U
OCJIOKHEHHBIE  MHpEKUMHU
MOYEBbIBOISILIIUX nyTei,

BKJItOYas nuesoHedpur)*

<8/4

16/4

>32/4

* 1,5 r BHYTpPMBEHHO KaXble 8 yacop

** 3 1 BHyTPHBEHHO KaXble 8 yacos

Kareropus “uyBcTButenshbie” ykasbisaer Ha BBICOKYIO BEPOSITHOCTD [10J1aBJIEHHsI POCTA MUKPO-

OpraHH3Ma MpH TOCTHKEHUH 0KHAEMOH KOHLIEHTPALMK Npenapara B ouare uHpekumu. Kare-

rOpHsl “yMepeHHbIe” yKa3bIBaeT, UTO pe3yibTar CJICYET pacCMaTpUBaTh KaK HEOHO3HAYHBIN, U
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B Cllyyae, eClii MUKPOOPraHU3M JIEMOHCTPUPYET aHAJIOMMYHbIE TT0KA3aTeH YyBCTBUTEIbHOCTH K
ApyTMM aHTUMUKPOOHBIM Tpenaparam, 10CTYITHbIM B KIIMHUKE, TO TECT CJIE/1yeT MOBTOPHTL. ITa
KaTeropus MpernosiaraeT BO3MOXKHYO KIMHUYECKYIO aKTHBHOCTb B OPraHax M TKaHsX B CJlyuyae
Co3/1aHus Tam GoJjiee BLICOKMX KOHLIEHTPALMii npenapara. Ita KaTeropus Takke o0ecrneuuBaer
OydepHyio 30Hy, KoTOpasi NO3BOJISIET H30EKATD BIMAHUS HE3HAYMTEIBHBIX HEKOHTPOJIHPYEMBIX
TEXHUYECKHUX (PAKTOPOB HAa MHTEPIPETALIMIO PE3YJIbTATOB.

Kareropus “pe3ncteHTHbIE” yKa3bIBAET Ha BLICOKYIO BEPOSTHOCTH OTCYTCTBHS MOJIABIEHUS PO-
CTa MUKPOOPraH13Ma MpH A0CTHKEHWH 0XKMIaeMOM KOHLIEHTPALIMK Npernapara B oyare HHpek-
uuu. B sTom ciyyae cienyer BbiOpath Apyryro TEpanuio.

Koumpone kauecmea

CranaapTr30BaHHbIE MPOLIEYPBI TECTA ONPE/E/IeHUs 1y BCTBUTEILHOCTH TPEOYIOT HCIIOIB30Ba-
HUs J1aDOPATOPHOTO KOHTPOJIS KAauecTBa JUIsi HAOIIOAeHHs M 06ecrieYeH sl IPaBUIBHOCTH U TOY-
HOCTH MCMOJIb3YEMBbIX B aHaIM3e 00pasLoB M PEareHToB, a TAKXKE METOOB, HCIIOJIb3YEMbIX Nep-
COHaJloM 115 ipoBeieHus TecTa. [Topowmok nedronozanatrazobakrama 10mkeH 00ecneynTsb
ananason sennuud MIIK, ykasanuwiit B TaGnuue 2. Jins aucko-auddysnonnoro Metoaa npu
MCTOJIb30BaHKMK ncKa ¢ 30 MKT uedronosana + 10 MKr Ta300akTama 10JDKHBI ObITH JOCTUTHYTHI
KpUTEpHH, yKaszaHHble B Tabnuue 2.

Ta6nnua 2. Iluanazoﬂ TpUEMJIEMBIX MOKa3aTeei KOHTpPOJI Ka4eCTBa UId TECTA ONpPEACICHUS

4yBCTBHUTEIBHOCTH
LlTamm st KOHTpOs Kave- | MunnmanbHas noaasnsiowas | Jlucko-auddy3noHHsIi MeTox
cTBa KOHLIEHTPALMs, MKI/MJI JlnameTp 30HbI, MM
Escherichia coli 0,12/4-0,5/4 24-32
ATCC 25922
Escherichia coli* 0,06/4-0,25/4 25-31
ATCC 35218
Pseudomonas aeruginosa 0,25/4-1/4 25-31
ATCC 27853
Haemophilus influenzae™ 0,5/4-2/4 23-29
ATCC 49247
Klebsiella pneumoniae” 0,5/4-2/4 17-25
ATCC 700603
Streptococcus pneumoniae 0,25/4-1/4 21-29
ATCC 49619
Bacteroides fragilis 0,12/4-1/4 HE PUMEHUMO
ATCC 25285 (arap u 6yaboH)

ATCC — amepuKaHcKas KOJUIEKLMSI TUIIOBBIX KyJITYp



" - Uexoanbie Kyabtypsi E. coli ATCC 35218 u K. pneumoniae ATCC 700603 cienyer XpaHuThb
npu Muyc 60 °C nin Huke, U paboyne HCXOJHBIE KYJIbTYpPBI CIIEYET FOTOBUTD €KEHEIENbHO.
"= DTOT LITAMM MOXET yTPaTHTh CBOH IIA3MH/IBI M BOCCTAHOBHTH 4yBCTBUTEJILHOCTH K OeTa-
JIaKTaMHbIM aHTHOAKTEPHAIbHBIM NPENapaTaM Moc/ie NOBTOPHBIX MEPEHOCOB B CPE/Ly KyJbTYPbl.
MunnmiusnpoBars 5ToT >hHeKT MOKHO IyTeM MIBATHS HOBO#H KyJIBTYPBI U3 KOJLIEKLMH 11O
KpaiHel Mepe eXeMECSYHO MM KaK TOJIbKO ITAMM HAYMHAET 1EMOHCTPUPOBATH yBEIHYECHHE
AMAMETpa 30HBI MOJABICHUS POCTa JUIS aMITMLMILIMHA, TIMNEPALUIITMHA WK THKAPLIMILTHHA.
Tabmuua 3. Kputepun unrepnperaiuu pe3yabTatos onpeeneHus 4yBCTBHMTEJILHOCTH (Ha OCHO-
BaHWH norpainyHbiX 3Hauennii MIIK Esponeiickoro Komutera o onpenenenuio uyBctButeb-

HOCTH K aHTUMHMKPOOHBIM npenaparam (EUCAST))

MuHuMaJabHas NoJaBJIsi-

0115 KOHUEHTPALUs, MI/J1

Muxkpooprannsm | Tun undexkunn YyscrBuT. Pe3ncr.

OcnoxHeHHbIe MHTPaabIOMHUHALHBIE
) uHpexuun*

Enterobacteriaceae <1 >1
OcnoxHeHHble MHPEKLIMHU MOYEBBIBO-

AALIMX [yTe#, BKIOYas nuenonedpur*

HozokomuanbHas nHeBMOHHMS, BKIIOYast
Enterobacteriaceae | BeHTHIISTOP-acCOLMMUPOBAHHYIO MTHEB- =2 >2

MOHUIO**

OcnoxHeHHbIe MHTPaabIOMHUHABHBIE
uHpekunu*

OcnosxHeHHble MHPEKLIMH MOYEBBIBO-
P. aeruginosa AAIMX MyTeH, BKIIOYas nuenoHepur™ <4 >4
Ho3okomuanbHas nHeBMOHUS, BKIIHOYAs
BEHTHUJISATOP-aCCOLIMMPOBAHHYIO ITHEB-

MOHHIO**

Ho3zokomuanbHasi nHeBMOHMS, BKITIOUAs
H. influenzae BEHTUJISATOP-ACCOLMUPOBAHHYIO TTHEB- <0,5 >0.,5

MOHHUIO**

* 1 r uedronosana + 0,5 r Tazobakrama BHYTPHUBEHHO KaXK/ible 8 yacoB
** 2 r uedronosana + 1 r Tazo6akrama BHYTPUBEHHO Kax<ibie 8 yacos
Kak u B oTHOWeHMH Apyrux Gerta-nakramMHbIx aHTHOAKTEPHATbHBIX MPENapaToB, BPeMsi, KOria

KOHLIEHTpaLys LedToNo3aHa B ria3me KpoBH npesbiaet MITK MHUKpPOOpPraHM3Ma, BbI3bIBAKO-



LIEro MH(EKLMIO, SIBNISeTCS HauboJlee HaeXKHBIM MokasatesieM 3pHEKTUBHOCTH B MHPEKIIMOH-
HBIX MOJIENISAX Y AKMBOTHBIX.

Jns tazobakrama papmakoaunamudeckuii (OJ1) nHzaekc, csizaHHbIi ¢ 3PeKTUBHOCTHIO, Npe/i-
cTapjiseT coOOM NPOLIEHT MHTEPBaJIa MEXy BBEJACHHEM /103, BO BPEMS KOTOPOTO KOHIIEHTPALUs
Ta300aKTaMa B Mjia3Me KpOBH MPEBBILIAET NOPOroByio BeM4UHY (% T>Noporosoii BeTMUMHbI).
BpeMsi, B TeyeHHe KOTOPOro KOHLEHTpALIMs Mpenapara npeBbllliaeT NOPOroByIO BEITHYUHY,
npeacTaBiseT coboi napameTp, KOTOPbIH HaWTy4IIMM 00pa3oM rpeackasbiBaeT >3QPpeKTHBHOCTD
Tazo0aKTaMa B JOKJIMHUYECKUX MOAENSX in Vilro W in vivo.

Kapouornexkmpogpuzuonozun

B paH10Mu3upoBaHHOM NMO3UTHBHOM MJ1ALIE00-KOHTPOJIMPYEMOM MEPEKPECTHOM HCCIIeI0BaHUH,
Hanpap/IeHHOM Ha oueHKy uHTepsana QT, 51 310poBbIX 100poBOJIbLIA MOMyYaIN Pa30BYIO Tepa-
NEBTHYECKYIO 103y npenapara 3epbakca® 1,5 r (1 r uedpronosauna + 0,5 r razobakrama) u 103y,
NPEBBILAIOLLYIO TEpaneBTUYECKYIO 103y npenaparta, 4,5 r (3 r uedronosana + 1,5 r razobakra-
ma). He oOHapyskeHo 3Ha4MMOro BIHsHHUs Npenapata 3epbakca® Ha 4acTOTY CepeUHBIX CO-
KpalleHuii, Mophooruio 3ekTpokapanorpammel, utepsaisl PR, QRS unn QT. CregoBarelib-
HO, npernapar 3epbakca® He BIMSET Ha MPOLIECCHI PENOISPU3ALMH B MMOKapJIE.
PapMaKoOKHHETHKA

B Tabnuue 4 npeacrapnens! cpenye hapMakOKHHETHUYECKHE TIapaMeTphbl LiedToI03aHa 1 Ta30-
GakTama y 310pOBBIX B3pOCIBIX JIO/IEH ¢ HOPMaIbHOM (yHKLMEH NMOYEK MOCIe MHOFOKPATHBIX
I-4acoBbIX BHYTpUBEHHBIX MH(DY3Hit npenapara 3epbakca® 1,5 r (nedronosan | r+ tazobakram
0,5 r) umn 3 r (uedronosax 2 r + tazo6akram 1 1), BBOZMMBIX KaX/bie 8 4acoB.
®apMaKkOKHHETHYECKHE NapameTpbl LedTo103aHa U Ta306aKTaMa SBIAIOTCS CXOKMMH TIPH 110~
CNIEyIOLIEM OZIHOKPATHOM W MHOTOKPAaTHOM MPHUMEHEHHH.

Cimax 1 AUC (nniomazs noa apMakoKMHETHYECKOH KPUBOI “KoHUEHTpauus-BpeMs”) uedrosio-
3aHa M Ta300aKTaMa yBeNTMYMBAIOTCS NIPOMOPLMOHANBHO 103€. [Teproas monyebiBeacHus (Th,)
uedronosana 1 Tazo6aKTama He 3aBUCST OT J03bl.

Tabauua 4. Cpennne paBHoBecHbIe 3HaUeHHUs (HAPMAKOKMHETHYECKHX napameTpoB LedToso3aHa
M Ta300aKTama B IJ1a3Me KPOBH y 3/I0POBBIX JIFO/IEl MOCTE MHOTOKPATHBIX |-4acoBbix BHYTpH-
BeHHbIX MH]Y3mii npenapata 3epbakca® 1,5 r (uepronoszan | r + TazoGakram 0,5 r) unm 3 r

(uedronosan 2 r + tazobakram | r), BBOZUMBIX KaXIble § 4acoB.



3epbakca® 1,5 r (uedronosan 1 r + 3epbakca® 3 r (uedroso-
Ta3obaktam 0,5 r) 3aH 2 r + Tazobakram 1 r)

®apmMaKkoKHHETHYe- Lledronozan Ta3zobakram Lle¢ronosan Tazobakram
CKHe napaMerpbl (n=10) (n=10) (n=7) (n=7)
Chnax (MKT/M) 74,4 18,0 112 25.8
Tmax (4) 1,07/(1,00, 1,10) | 1,01 (1,00, 1,10) | 1,0 (1,0, 1,0) 1,0 (0,5, 1,0)
AUCo.3ss (MKT X u/mn) 182 25,0 300 40,5
Ty (4) 3,12 1,03 2,8 1,0

AUCo.8 s — paBHOBecHoe 3Hauenne AUC a5 8-MH 4acoBoro UHTEpBaja 103MpOBaHUs;

Cimax — MaKCHMaJIbHasi KOHLIEHTPALMS B 11a3Me;

Ty, - nepuon nonyseiBeneHus:;

Tmax — BpeMst 10CTHIKEHNS MAKCHMAJTBHOJ KOHLIEHTPALIMH B IIa3Me.

B Tabnuue 5 npencrasnens: cpennne paBHOBecHbIe 3HaYCHHUS (apmakokHHETHYECKHX NapamerT-
POB ue¢ToN03aHa K Tazo6aKTaMa y MaLMEeHTOB ¢ OCI0KHEHHBIMH MHTPaabl0MUHAJILHBIMU HH-
(beKLMAMM M OCTIOKHEHHBIMM MHEKLMAMHM MOYEBBIBOSILIX MyTeH, BKIIKOUas MUeNoHepuT,
noce 1-4acoBbIX BHYTPUBEHHBIX HHDY3Hii npenapara 3epbakca® 1,5 r (uedronoszan | r + Ta-
300akTam 0,5 r) WK y MAUMEHTOB ¢ HO30KOMHMAJTBHOI THEBMOHHMEH, BKJIOYAst BEHTHISTOP-
ACCOLMMPOBAHHYIO MTHEBMOHHIO, OCIE 1-4acOBBIX BHYTPHUBEHHBIX HH(Y3Hii npenapata 3epbak-
ca® 3 r (uedronosan 2 r + tazobakram | r), BBOAMMBIX KaX/ble 8 4acos.

Tabnuua 5. Cpennue paBHOBecHbIE 3HAUECHMS (hapMakokMHeTHYECKHX NapaMeTpoB e Ton03aHa
M Ta300aKTama B 1a3smMe KpoBH y MaLHEHTOB ¢ KimpeHcoM kpeatunuHa (Cler) >50 mun/MuH no-
CJle MHOTOKPATHBIX 1-4aCOBBIX BHY TPUBEHHBIX MH(Y3Mii npenapara 3epbakca® 1,5 r (uedrosno-

3aH | 1 + razo6akram 0,5 r) wiam 3 r (uedronosan 2 r + tazobakram 1 1), BBOAUMBIX KaX/Ible

8 vacos.
3epbakca® 1,5 r (uedroso- 3epbakca® 3 r (ueronosan 2 r +
3aH | r + Ta3obakram 0,5 r) Tazo0aktam | r)
ITauueHTsl ¢ 0CI0)KHEHHBIMKU MH- [launeHTsl ¢ HO30KOMHaNBLHOM
TPaabIOMHMHAILHBIMM MHBEKUMS- | MHEBMOHMEN, BKIOYAS BEHTHIIS-
MH 1 OCNIOXKHCHHBIMM MHEKLIMAMH | TOP-aCCOLMMPOBAHHYIO MTHEBMO-
MOUEBbIBOJALLMX MYTEM, BKIIOYasI HUIO
nuesoHepur
®apmMaKkoKHHeTHYe- Lledronozan Tazob6akram Lledronoszan Tazobakram
CKHe napameTpbl (n=317) (n=244) (n=247) (n=247)
Cmax (MKI/mit) 65,7 17.8 105 26,4
AUCo.g 55 (MKT X u/mi1) 186 35.8 392 73,3
Tv. () 2.7 1,8 3,9 3.2
Pacnpeoenenue



CesispiBanme uedrosno3ana u TazobakTama ¢ GeliKamMK M1a3Mbl COCTaBIIAET NPUMEPHO oT 16% 110
21% w1 30% cootsetcTBenHo. CpeaHuii 0GbeM pacnipeenenus LedToN03aHa 1 Ta300aKTama y
3/10POBBIX B3POCIIBIX MyXk4HH (n=51), M0c/I€ OHOKPATHOrO BHY TPUBEHHOTO BBE/EHHS Npenapa-
Ta 3epbakca® B n03e 1,5 r (uepronosan I r + tazobakram 0,5 r), cocrasun 13,5 1 (21%) u

18,2 11 (25%) COOTBETCTBEHHO, UTO AaHAJIOTMYHO 00BbEMY BHEKIETOYHOM KUIKOCTH.

[1pu nocneaytommx 1-yacobix BHYTpUBEHHbIX MH(Y3usX npenapata 3epbakca® B 103e 3 T
(uedronosan 2 r + Tazobakram 1 r) i B 103€, CKOPPEKTHPOBAHHON HA OCHOBAHMH byHK1MH
MOYEK, BBOAUMO# KaX/1ble 8 4aCOB MallUEHTaM Ha MCKYCCTBEHHONH BEHTHIISILIAM JIETKHX € 1101
TBEPIK/ICHHOM WITH 110103peBaeMoii mHeBMoHuUel (N=22), cpeauue 3HaueHus otHomenuii AUC
JIETOYHBIi STIUTENINIA/CBOOOAHBIH Mpenapar B niiasme KpoBu Le(TON03aHa U Ta306aKTaMa Co-
cTasiin 0Kosio 50% u 62% COOTBETCTBEHHO M ObLIM CXOKUMH C AHAJTOTHYHBIMH NT0KA3aTENSIMH
Y 310pOBBIX JoAeH (0K010 61% 1 63% COOTBETCTBEHHO), 110J1y4aBIIMX MPEnapaT 3epbakca®
1.5 r (ueronosan 1 r+ razo6akram 0,5 r). MUHHMANbHbIE KOHLEHTPALMK uedTos03aHa 1 Ta-
300aKTama B )KHIKOCTH SIHTENIHATLHON BHICTHIKM JIETKHX Y NALMEHTOB Ha MCKYCCTBEHHO# BeH-
TUJISILIMK JIETKUX B KOHLIE HHTEpBaJia 103MpOBaHust cocTaBiisiv 8,2 MKr/mit u 1,0 MKr/MI1 cooT-
BETCTBEHHO.

Buompancghopmayun

Lledronoszan B 0CHOBHOM BBIBOJAMTCS MOYKAMHU B HEM3MEHEHHOM BHJIE M, M0-BUIUMOMY,

He MeTaboIM3MpyeTCs B 3HAYMTEIILHOMN cTeneHH. beta-nakraMHoe KoJibLo Ta306aKTama rUapo-
nu3yercs ¢ 0bpazoBaHUeM (HapMaKoJOrHuecKn HEaKTUBHOTO MeTabosiuTa M1 .

Dnumunayus

Lledronosan, raso6akram u meraGonut tasobakrama M1 BbiBoasTest noukamu. [Tocie BBeaeHMS
OAHOKPAaTHOW BHYTPUBEHHO 103bI | 1/0,5 r uedron03aHa+Tazo6akTaMa 310pOBBIM B3POCIIbIM
MysxurHam Gonee 95% tedroso3aHa BHIBOAMIOCH MOYKAMH B HeW3MEHEHHOM BHje. Bosee 80%
Ta300aKTama BbIBOAMJIOCh B BU/IE HCXOHOTO COEMHEHHS, TP 3TOM OCTABIIEECS KONHUECTBO
BBIBOZMJIOCH B BHJIe MeTabounTa Tazobakrama M1. [Tocsie BBe1eHHs OIHOKPATHO# 103bI npera-
para 3epbakca® noueuHslii kiupeHe uedronoszana (3,41-6,69 1/4) Gbi CONOCTABMM € MIa3MEH-
HBIM KJTMpeHCoM (4,10-6,73 11/4) 1 co cKOpOCTBIO KITYGOUKOBOH (BMIBTPALIMK ISl HECBA3AHHOI
(pakumu, ykasbiBas Ha To, 4T0 Le(TONO3aH BHIBOAMTCS NOYKAMH MOCPEACTBOM KJ1yOOUKOBOM
bunbTpatmu.

Cpennuit nepuos nosyBbiBeieHus uedronosana u TazobakTama Y 3/10POBBIX B3pOCIIbIX JIOJEM ¢
HOpMaJibHO# PYHKLMETH MOYEK COCTABNAET NPUMEPHO 3 Yaca M | 4ac COOTBETCTBEHHO.
Omoenvnsie 2pynnol nayuenmog

Hayuenmoi ¢ napywenuem gynkyuu novex

Ledronoszan, Tazobakram u MeTaGoauT TazobakTama M1 BBIBOJISTCS TTOYKAMHU.



Hopmannsopannas ¢ yuetom 10361 uedronosana reomerpuyeckas cpenHsas AUC Obiia ysenu-
yeHa B 1,26 pas, 2,5 pa3 u 5 pa3 y 106poBOIbLEB ¢ HAPyLIEHHEM (yHkumn noyex serkoii, yme-
PEHHOM W TSKEJION CTENEHU THKECTH COOTBETCTBEHHO B CPABHEHHH CO 3J10POBBIMU J100POBOJIb-
LMK C HOpMabHO# (yHKLMe# noyek. COOTBETCTBYOLIAS FreOMeTpHYECcKast cpeansiss AUC,
HOpMaJIM30BaHHas C y4eTOM J103bl Ta300aKTama NoBbILaiack npumMepHo B 1,3 pasa, 2 pasa u

4 pasa. Y nauMeHTOoB ¢ TEPMUHAIBHOM CTaAMEl 104EYHOM HE0CTATOYHOCTH, HaXO/SILLMXCS HA
FEMO/IMA/IN3e, IPUMEPHO JIBE TPETH BBOAMMOI [103bI Lie(TONI03aHa+Ta306aKTaMa BbIBOIMIIOCH
npu remozuanuse. Jlns nopaepxanus CHCTEMHOTO BO3/IEHCTBUS., COOTBETCTBYIOLIEH HOpMaJib-
HO# (hyHKLIMH NoYeK, HeoGX0MMa KOPPEKLIHS 103bI (CM. paszaen «Cnocob npumeHeHus u 1o-
3bI»).

YBeIUUYCHHBIN OYEYHBIH KIMDEHC

[Ipu nocnenyrommx oaHOKpaTHbIX 1-4acoBbIX BHYTPHBEHHBIX MH(Y3usX nipenaparta 3epbakca®
3 r (uedronosan 2 r + tazoGaktam 1 r) y Tsken0601bHbIX Mawuentos ¢ Cler >180 mu/mun
(N=10) 3HaueHHs cpeaHero TepMUHANBHOTO Neproaa MOJTyBbIBEACHHUS Le(TOI03aHa U Ta300akK-
Tama cocTapisnm 2,6 4 u 1,5 4 cootBercTBeHHO. KOHUEHTpaLmu cBoGoAHOTO uedrosno3aHa B
nyia3mMe KpoBH Oblu Bhite 8 MKI/Mi1 B TeueHne 70% 8-4acoBoro MHTEpBaJia J03MpPOBaHHUs, KOH-
LEHTpalMK cBOOOAHOrO TazobakTama GbLM Bhile | MKI/Mi B TeyeHne 60% 8-4acoBoro UHTEp-
Bana 103uposanus. Koppekuus 1o3bi npenapara 3ep6akca® npu yBeaMUeHHOM MOYSUHOM KM~
PEHCE y MAaLMEHTOB C HO30KOMHAJIbHOH MHEBMOHHEI He TpebyeTcs.

Hayuenmer ¢ napywenuem ynkyuu nevenu

[Tockonbky nedronozan+razobakram He MOJIBEpraeTcsi MeTaboIM3My B MEYEHH, MOKHO OXKH-
Aath, YTO HapylIEHHE (yHKLNH NEYEHH HE JJOJDKHO BJIMATH HA CUCTEMHbI KJIMpeHe LedTososa-
Hat+Tazobakrama. Koppekuus no3el nedronozana+razobakrama y MAllHEHTOB ¢ HapYILIEHUEM
(yHkumMu neyeHn He TpeGyercs (cM. paszen «Cnocob npuMeHeH s 1 103b1»).

Hoswcunvie nayuenmor

[To nanHbIM noMy ISLMOHHOTO apMakoKHHETHYECKOTO aHaNH3a uedronozanatrazobakrama
KAMHAYCCKHM 3HAYMMOTO OTKNIOHeHHs AUC B 3aBUCHMOCTH OT BO3pacTa He Hab1i04a/10Ch. Kop-
peKLHs 10361 MpenapaTa 3epbakca® B 3aBUCUMOCTH TOIBKO OT BO3pacTa He Tpedyercs. Koppek-
Lus 103kl npenapara 3epOakca® y noKMIbIX NALMEHTOB J0JKHA OCHOBBIBATLCS Ha byHKLHKM
noyek (cM. paszien «Crocob npuMeHenus u J103BI»).

Ionosas npunaonescrnocme

[To nannbiM nonynsionHoro papmakokuHeTHYECKOTO aHATM3a uedrososanatrazobakrama He
Ob110 0OHAPYKEHO KITMHUYECKH 3HAUMMbIX pazmnuunii AUC s uedronosana u tazobakrama.
Koppexkiust 10361 B 3aBUCHMOCTH OT nona He Tpebyercs.

Pacoeaa npunaonencnocme
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[To nanHBIM oMY IAUHMOHHOTO hapMaKOKHHETHUYECKOTO aHau3a LedTos03aHa+TazobakTamMa He
ObL110 0OHApYKEHO KIMHUUYECKH 3HaYMMbIX pasnuunii AUC ans neronosana+rasobakrama
CpE€/IM NaLMEHTOB €BPONEOM/IHOM pachl B CPABHEHHMH C NMalMeHTaMu JIpyrux pac. Koppekuus 1o-
3bl B 3aBUCMMOCTH OT PacoBOi NPUHAIEIKHOCTH He TpedyeTcs.

Hemu

bezonachocts u addexTHBHOCTL MPpUMeHeHMs Npenapata y feTeil He YCTAHOBIEHDI.

INOKA3AHMUSI K IPUMEHEHUIO

[Ipenapar 3epbakca® nokasau mis nedeHus ey OMX MHOEKLMH, BLI3BAHHbBIX Uy BCTBUTE b
HBIMH K LiedTo/103aHy+Ta306aKkTaMy MHKPOOPraHM3MaMH, y NalMeHToB B Bo3pacte 18 et u
crapiie:

. OcnoxHeHHble HHTPaabJOMHHANIbHBIE MH(EKLIMHU

[Ipenapar 3epbakca® B KOMOMHALMHK C METPOHHMIA30/10M MOKA3aH [UIsl JIEYEHHs OCI0KHEHHBIX
MHTPaaldI0MHMHAIbHBIX HHOEKLMH, BBI3BAHHBIX CJICAYIOLIMMH IPAMOTPHLIATEIbHBIMH M FPaMIIO-
JIOKHTEJIbHBIMU MUKpOOpranusmamu: Enterobacter cloacae, Escherichia coli, Klebsiella
oxytoca, Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa, Bacteroides
fragilis, Streptococcus anginosus, Streptococcus constellatus n Streptococcus salivarius.

. OcnokHeHHbIE MHPEKLMM MOYEBBIBOSILMX My TeH, BKIIOYAs NHeNoHeppUT

[Tpenapar 3epbakca® nokasan s leeHMst OCI0KHEHHBIX MHDEKLMI MOYEBBIBOISALINX 1Ty TEil,
BKJIIOYast MTHENIOHE(PUT, BBIZBAHHBIX ClIEYIOIMMH IPaMOTPHLIATEIbHBIMU MUKPOOPraHH3MaMH:
Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis v Pseudomonas aeruginosa.

. Ho3sokomuasbHas nHEBMOHMS, BKITIOYAsH BEHTUIIATOP-ACCOLIMMPOBAHHYIO THEBMOHHIO
[penapar 3epbakca® nokasaH juisi le4eHUs HO30KOMHUATBHON MHEBMOHMH, BKIIOYAS BEHTHIIS-
TOP-aCCOLUMNUPOBAHHYIO THEBMOHHIO, BBI3BAHHYIO CIIEYIOLIMMH [PAMOTPULIATEILHBIMU MHKPO-
oprauusmamu: Enterobacter cloacae, Escherichia coli, Haemophilus influenzae, Klebsiella oxy-
toca, Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa u Serratia
marcescens.

Jlist npe/lynpexkieHst pasBUTHS PE3UCTEHTHOCTH y GaKTepHii U coXpaHeHHs! spdekTuBHOCTH
npenapara 3epbakca® U Apyrux aHTHOAKTEPUALHBIX NPENapaToB npenapar 3epbakca® ciey-
CT MPUMCHSTE TOJILKO B CITyyae, KOT/1a 10Ka3aHo WM ¢ BBICOKOH 0JIeH BEPOATHOCTH MpPEANoa-
raeTes, YTo MHQEKLIMs BbI3BAHA YyBCTBUTEILHBIM K MPENApaTy MUKPOOPraHu3Mom. B ciyyae
Hanuuus MHOPMALMK O BO3OYIUTENE H €ro 4yBCTBHTENBHOCTH, CIICAYET YUHTHIBATH TH JaH-
HbIE NpH BLIOOPE MM M3MEHEHNH aHTHGAKTepualIbHOM Tepanuu. B ciiyuae oTcyTeTBHS Takux
JlAHHBIX BBIOOPY SMIIMPUYECKO# TEpariu MOTYT COCOGCTBOBATE JAHHbIE O JOKAILHOM SIH/Ie-

MHOJIOTHH U MOHUTOPUHIC€ YYBCTBUTEILHOCTH 6aKTCpHﬁ.
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ITPOTUBOITIOKA3AHUSA

. ['mnepuyscTBuTEIBHOCTD K LEpTONO3ANY, TazobaKTamMy MM K J060My M3 BCrioMora-
TEJIbHBIX BEIECTB.

. [ToBbIlIEHHAs YyBCTBUTENBHOCTE K uedanocropuHam.

. Tsikenble peakuun runepuyBCTBUTENLHOCTH (Hanpumep, anadunakTHYECKHE peakiim,
TAKCJIbIC KOXKHbBIC PEaKLMK) Ha 000# Apyroi aHTHOMOTHK Ki1acca GeTa-1akTaMoB (Hanpumep,

NMEHULIW/IJIMHBI UK Kap6aﬂeHeMbl).

C OCTOPOXHOCTBHIO
° Hapymenus ¢pynkumu nouex.
. Hetsokenbie peakunn runepuysctBuTensHocTH Ha 1060 Jpyroi anTuOMoOTHK GeTa-

JIAKTaMHOM IpyINbl (HANpUMeEp, NEHULTUHBI WK KapOarneHemsl).

. Mnapes, Boiseaunas Clostridium difficile ( aHaMHese).

° [loxunoii Bospact (cm. paznen «Cnoco6 MPUMEHEHHS U 103b1»).

INPUMEHEHHE IIPU BEPEMEHHOCTH U B IEPUOJ I'PYAHOI'O BCKAPMJIU-
BAHMUSI

bepemennoctn

JlanHbie 0 npuMeHeHuu tedTonosana+Tazobakrama y GepeMeHHBIX JKeHLWMH oTcyTeTBYIOT. Ta-
300aKTaM NPOHMKAET yepe3 M1aueHTapHslii 6apbep. HenssectHo, npouukaet nu uedrosozan
4epe3 nialeHTapHslii Gapbep.

Hccnenosanus tazobaktama Ha )UBOTHBIX NIPOICMOHCTPUPOBAJIU PENPOAYKTHBHYIO TOKCHY-
HOCTb Oe3 TepaToreHHbIx shdekToB. UccienoBanms uedTo103aHa Ha MbIILIAX U KPBICAX HE BbI-
ABUJIM PENPOAYKTUBHOH TOKCHMYHOCTH WJIM TEPATOreHHOCTH. BBeeHe uedTonozaHa Kpicam Bo
BpeMs OEPEMEHHOCTH M JIAKTALIMHU GbLIO CBSI3aHO CO CHIDKEHHEM aKyCTHYECKOM peaKlnu ucryra
Y IOTOMCTBA MY KCKOro nosia Ha 60 IeHb nociie poxkaeHus.

[Ipenapar 3ep6akca® cnenyer NPUMEHSTH BO BpeMs OEPEMEHHOCTH TOJILKO B TOM Cllyyae, eciiu
O)HnlacMasi 1oJib3a JICYEHHUs U1l MaTepH MPEBBIIIACT MOTEHUATbHbI pHCK [UIs o,
Ilepuoa rpyaunoro Bekapmansanus

Her cBenennii o nponnkHosennu ueronosana+rasobakTaMa B rpyaHOE MOJIOKO KOPMSIIIHX
KeHLMH. Henb3s uekiouarts puck s HOBOPOXACHHBIX/TPYAHBIX feTel. Peruenue o Heo6xo-
AMMOCTH NPEKPAILCHHUS IPYAHOTO BCKAPMIIHBAHHS MITH MpeKpaleH s/ IPUOCTAHOBKH TpHeMa
Npenapara 105KHO OBITh PUHATO, YUHTBIBas MOB3Y FPYAHOTO BCKapMJIMBaHHs peGeHKa 1
MOJIb3y Npernaparta 1jis MaTepu.

CIIOCOB MPUMEHEHMSI U 10361
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[Ipenapar 3epbakca® BBOAMTCS B3POC/IBIM MalueHTaM (>18 niet) myrem BHYTpUBEHHON HHY-
3uM B TeueHue | yaca kaxabie 8 yacoB. [1po0IKUTENLHOCTD JIEYEHHUSI 3aBUCHT OT CTEINEHH TH-
)KECTH W JIOKAJIM3alMK MHPEKLIMOHHOTO MPoLecca, a TAKXkKe KIMHHUECKOW U MUKPOOHOJIOTrHYe-
ckoii s dexruBHOCTH (cM. Tabnuiy 6). Pexxum 103upoBaHuUs y MALMEHTOB ¢ KIIMPEHCOM Kpea-
tuHMHA (Cler) >50 mu/mun npeacrasied B Tabnuue 6.

Tabnunua 6. Pexum no3upoBanus npenapara 3epbakca® y nauMeHTOB ¢ KJIMPEHCOM KPeaTHHU-

Ha >50 Mi/MUH

Tun uadexunn Ho3a Yacrora | Bpems uudysun | IlpogoskureabHocTn
JIeYeHH st
OcnoxHeHHble UHTpaab- l5r KaXk/ible 1 yac 4-14 nuei
JOMHUHaJIbHbIe UHpEK- 8 yacosn
uun*
OcnoxHenHble uHpekuun | 1,5r KaXKJble | yac 7 nueu
MOYEBBIBOISLINX MYTEMH, 8 yacos

BKJIKOYas nueaoHepur

HosokomuanbHas nHee- 3r KaXK/1ple 1 yac 8-14 nuent
MOHMSI, BKJIKOYAsl BEHTHU- 8 yacon
JIATOP-aCCOLMUPOBAHHYIO

NMHEBMOHHIO

* B KOMOMHALMK ¢ METPOHKMAa30710M 500 M BHYTPUBEHHO Ka)K/ble 8 4acoB.

Oco0bl€ rpyIbl NALMEHTOB

Cxema 0o3uposanus y nayuenmos ¢ Hapyuienuem ynKyuu nouex

Jl1si naumeHTOoB ¢ KIMpeHCOM KpeaTuHuHa 50 MII/MHH U MeHee HeoBX0auMa KOPPEeKLHSsI 103bI.
BapuaHTbl Koppekumu 10361 ¢ yueTom GyHKUMM Nouek niepeunciesl B Tabauue 7. Y naimen-
TOB ¢ U3MEHEHHON (yHKUHMEH NOYeK CleyeT, 10 MEHbIUE MEpE, eKeHEBHO KOHTPOJIMPOBATH

nokasatenu Cler 1 COOTBETCTBYIOMMM 0GPa30M KOPPEKTHPOBATH 103y npenaparta (cM. pasjen

«Ocobble ykazaHus»).

Tabnmua 7. Pexomenayembiii pexum 103MpoBanus npernapara 3epGakca® y MaLMUEeHTOB C KJIH-

peHcoM KpeatuHuHa <50 MJ/MHUH

Pacuernbiii Cler, OcaoxHenHbIe HHTPaas10- Ho3oxoMuanbHas nHeBMOHHS,
MJI/MuH* MHMHaJ/IbHbIe HHPEKIHH H BKJIIOYAsi BEHTHJISITOP-
OC/I0KHEHHbIe HHPEKIHH MoYe- ACCONMHPOBAHHYIO ITHEBMO-
BbIBOJASLIHX NyTeil, BKJIIOYAas HHIO* *
nueaoneppur**
30-50 750 mr (500 mr 1 250 mr) Baytpu-  |1,5 r (1 r 1 0,5 r) BHyTpHBEHHO
BEHHO KaXKjble 8 yacos Kaxk/ible 8 yacos
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15-29

375 mr (250 Mr u 125 mr) BHyTpH-
BEHHO KaX/ible 8§ yacoB

750 mr (500 mr u 250 mr) BHYTpH-
BEHHO KaXK/ble 8 yacoB

TepmuHanbHas cra-
JIUs TIOYEYHOU He-
JAOCTaTOYHOCTH,
Tpebytolas rnpose-
JIEHUS reMo/iManu3a

OnHokpaTrHas Harpy3ouHas 103a
750 mr (500 mr u 250 mr) ¢ nocie-
JYIOLIEH NMOUIEPIKUBAIOLLEH 1030#
150 mr (100 Mr u 50 mr), BBOAM-
MO# BHYTPUBEHHO Kax/ible 8 yacos
B TEYEHHE OCTABLIErOCs NepHoa
nie4YeHus (B JHU NPOBEICHUs reMo-
JMajin3a 03y ClieyeT BBOJUTh KaK
MOXXHO paHbLI€ M0C/Ie 3aBEPLICHUS
ceaHca reMo/idasiusa)

OnHokparHas Harpy3o4Has 103a
225r(1,5ru 0,75 r) ¢ nocneny-
HOLIEH MOAJIEPKHUBAIOILEH /1030H
450 mr (300 mr u 150 mr), BBO-
JUMOM BHYTPUBEHHO KaXK/1bi€

8 yacoB B TeueHHe OcTaBIIErOCs
nepyo/ia JieyeHus (B JAHU MpoBe-
JACHUSA FeMO/IMain3a 103y Clielyer
BBOJIMTh KaK MOXXHO paHblLiIe Mo~
CcJle 3aBepLICHUs ceaHca reMo/Iu-
aau3a)

* Cler paccumThiBaeTcs ¢ nomorupio gopmysl Kokpodra-Tonra
** Bee 10361 npenapara 3epbakca® BBOAAT B TeueHue | yaca.

Pexomenyemoit 1030 y NaLHeHTOB ¢ TEPMUHANLHOM CTaMell OYEUHOI He0CTATOYHOCTH Ha

FeMO/IMann3e sABJAETCA OJIHOKpaTHasi Harpy304Has 103a npenapara 3epbakca® 750 mr (500 mr

uedrosnosana + 250 mr tazobakTama) ¢ noceayioei NoIepKHBAIOLLEH 10308 npenapara

3epbakca® 150 mr (100 Mr uedronosana + 50 Mr Tazo6akTama), BBOAMMOIi Kax/bie 8 4acoB B

TCYCHHC OCTABLUEIOCs Kypca JICYCHHUS. B Cl1y4dac remoauanunsa 103y HeO6XOﬂPlMO BBOIUTH Cpaszy

K€ MOCJIE 3aBEPLUCHHUS CeaHca iMaju3a.

Hapywenue ¢ynxuyuu nevenu

Koppekiws 103b1 1151 nauueHToB ¢ HapylueHueM (GyHKLMK [e4YeHH He TpedyeTcs.

Hemu

IpdexkTHBHOCTB K 6€30MaCHOCTb IPUMEHEHHS Nperapara 3epbakca® y naleHTOB B BO3pacTe

no 18 net He ycTaHOBJIEHBI.

Hoostcunvie navuenmeol

ITo JaHHbIM NOMYJIAUAOHHOIO Q)apMaKOKMHeTl/l‘-leCKOFO aHaJiu3a ue¢Ton03aHa+Ta3o6aKTama

KITMHUYECKU 3HAYUMOro oTKJIoHeHUs1 AUC B 3aBUCUMOCTH OT BO3pacTa HE Ha6mo,aanoc1>. KOp-

pekums /103bl npenapata 3epbakca® B 3aBUCHMOCTH OT BO3pacTa He TpeOyeTcs.

nOCKOIIbe MalMUCHTBI MOXKKJIOr0 BO3pacra ¢ Oonbiuei BEPOATHOCTHIO UMEKOT CHHUIKEHHYIO

(byHKU.I/HO MOYeK, Clenyer CO6J'"OIlaTb OCTOPOIKHOCTH MMpH Bbl60pe J03bl, TAK)KE PEKOMEHI0BaH

MOHHMTOPHHT YHKUMK NoYeK. JIIsi I0XKUIbIX NALMEHTOB C HApyLIEHHEM (GyHKUMH M0YeK HeOO-

XO0AUMa KOPppEKLUHUs 10361 (CM. noapasaci «Cxema JAO3UPOBAHHUS Y MMALIUEHTOB C HapyumicHHUEM

GyHKLMH 10YeK»).

[puroroBaenne pacTeopa 1isi BHYTpHBeHHBIX HHY3Hii

Ka)l(llblﬁ (b.ﬂaKOH Mpe€aHa3sHA4Y€eH TOJbKO JJIs OJAHOKPATHOI'O UCIOJIb30BAHUS.

[Ipenapat 3epGakca® He copepkHuT GaKTEPHOCTATHYECKOTO KOHCEpBUpYIOLIEro BelecTsa. Pac-

TBOP JUlst MH(Y3HH ClIelyeT rOTOBUTD B aCENTHYECKHX YCIOBHSIX.
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Huempyxyus no npueomosinenuto pacmeopa

Conepnmoe Kax/10ro (aakoHa ¢ npenapaTom pacTBOPSIOT nyTem gobaBieHus 10 M1 BOAbI 1is
uHbeKLHii nin 0,9% pacTBopa HaTPHs XJIOpHUA UT HHBEKIHI. OCTOPOKHO BCTPAXUBAIOT (hiia-
KOH J10 pacTBOpeHUsi npenapata. O6beM MOJyYEHHOTO MEPBUYHOTO PacTBOpa Bo (jiakoHe co-
crapiisieT okosio 11,4 mi1. KonueHTpatus npenapara B iepBM4HOM pacTBOPE COCTABIISIET OKOJIO
132 mr/mn (88 mr/min nedronosana u 44 mr/mi tazobakrama). PacTBOp MOKET XpaHUThCS BO
¢naxone 10 1 yaca, pacTBOp Helb3s 3aMOPAXKUBATh.

[TonyyeHHBIH [EPBUYHbINA PACTBOP HEJb3s UCI0JIL30BaATh JU1s1 BBEACHMUS.

Jlnst IpUroToBeHNs HEOGXONMMOI 1031 U3 (IIAKOHOB C NIEPBUYHBIM PACTBOPOM [PENApaTa 13-
BJIEKAIOT 00beM, yKka3aHHbIi B Tabauue 8.

Tabauua 8. [purorosnenue 103

Jo3a npenapara 3epbakca® M3Bnekaemblit 00beM NEPBUYHONO pacTBOpa
(uedronozan+razobakram)
3r2rulr) 2 ¢nakona no 11,4 ma kaxkablii (Bce coepsKuMoe BYX
(h1akoHOB)
225r(1,5ru0,75r) 11,4 mn onHoro daakona (Bee copepxkumoe paakoHa) u
5,7 mx BTOpOTrO (hstakona
1,5r(1ru0,5r) 11,4 mz1 (Bce coaiepxkuMoe 01HOro hiiakoHa)
750 mr (500 mr 1 250 mr) 5,7 mn
450 mr (300 mr u 150 mr) 3,5 M
375 mr (250 mr u 125 mr) 2,9 Mn
150 mr (100 Mr u 50 mr) 1,2 M1

H3piieueHHBIH 00beM 106aBasioT B MH(Y3MOHHBIH Memok, comepxkatmii 100 M 0,9% HaTpusi
XJIOpHAA ISt HHBEKLMI WK 5% pacTBOpa AEKCTPO3bl 1/l MHbEKLIMIA.

[oToBbIit MH(Y3MOHHBIH pacTBOp clie/lyeT HCMOIb30BaTh B TeueHHe 24 4acoB NpHu XPpaHEHUH NpH
KOMHATHO# TemMriepaType uiln B TeueHne 7 Heil IPH XpaHeHHH B X0J10MIbHUKe npu 2-8 °C,
pacTBOP HEJb3s 3aMOPAXKHUBATD.

[Tepen BBeseHHEM HEOGXOIMMO IPOBECTH BU3YalbHBIi OCMOTP FOTOBOTO pacTBOpa /IS BbisIBJIE-
HHs B3BCLICHHBIX YaCTHLL MM U3MEHEHHH OKpacku. PacTBop fo/mkeH ObiTh po3paunbiM. [[Bet
pacTBopa rnpenapara 3epbakca® BapbUpyeTCsi OT GECLBETHOTO 10 CBETIIO-KEITOr0, M3MEHEHHE
LBETa B OTHX MNpeJie/lax HE BIMAET Ha aKTUBHOCTD Ipenapara.

®DapmaneBTHYECKas COBMECTUMOCT Mpenapata 3epbakca® ¢ apyrumu JIEKapCTBEHHBIMHU Tpe-
naparamu He ycraHoBsieHa. [Ipenapart 3epbakca® Helb3si CMELIMBATD HJIH BBOMTH BMECTE C
JHOOBIMH JIPYTMMH JIEKAPCTBEHHBIMMU TPENapaTamHu.

IMOBOYHOE JIEUCTBUE

Pestome npoduis 6ezonacnocru

B 3 dase KOHTpONMpYyeMBIX KIMHHYECKHX HCCIENOBAHMIA C MperapaTom CpaBHEHUs npernapar

3epOakca® 1715l IeYeHUs: OCTOKHEHHBIX MHTPAAGIOMUHAIBHBIX MH(EKUUIA U OCIOKHEHHBIX HH-
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(hexunit MOUEBBIBOAAIIMX MyTel (BKIIOYAs nHenoHeppuT) npumenscs y 1015 nauneHTos B Te-
yeHue 710 14 aHeii B 1o3e 1,5 r BHyTpUBEHHO Kaxcable 8 4acoB, MPU HEOOXOAMMOCTH ¢ KOPpeK-
LMEH J103b] OTHOCUTENIBHO (DYHKLIMHK MOYeK.

HauGonee yacThiMu HexenaTe bHbIMU peakumsaMu (>3% B 00bEIMHEHHBIX JaHHbIX MCC/IE10BA-
HUH 3 a3kl MPH OCITOKHEHHBIX HHTPAA0IOMUHAIBHBIX MHPEKLMAX M OCTOKHEHHBIX HHPEKIIHX
MOYEBbIBOAILMX MYTEH, BK/IHOYAs NUETOHE(PPHUT) Y NALMEHTOB, MOIyYaBLIKX Npenapat 3epOak-
ca®, ObiIM TOWIHOTA, rOJI0BHas 60Jib, 3aMop, AMapesi U IMXOPa/iKa, KOTOpbIE, KK MPaBHII0, Oblix
JIETKOM WM/ CpPeHEN CTENEHH TAKECTH.

B 3 dase KOHTpoNMpyeMbIX KIMHMYECKMX MCCIIE0BAHMil C MPENapaToM CpaBHEHWs Mpenapar
3epbakca® /15t ieveHHs HO30KOMHAITBLHOM TTHEBMOHMH NpUMeHsics Y 361 nmawmenta ¢ npoaoJ-
XKMTEJILHOCTBIO Tepanuu 10 14 aHei B 103€ 3 I BHYTPUBEHHO KaX/ble 8 4acoB, NpH HEOOXOM-
MOCTH € KOPPEKLIMEHN [103bl OTHOCUTEBHO (PYHKLIMHU MOYEK.

HauGonee yactbiMu HexenatenbubiMu peakumsamu (>5% B uccnenoBaHusx 3 Basbl IpH HO30KO-
MMAIbHOH TTHEBMOHHMH, BKJIKOYas BEHTHIIATOP-aCCOLMMPOBAHHYIO MHEBMOHMIO) Y MALHEHTOB,
nosty4aBiux npenapar 3epbakca®, Obin Mapes, noBsiueHue aktuBHocTH AJIT (anaHuHAMK-
HoTpaHcdepassl) 1 ACT (acnapraramunoTpaHcdepassl), KOTopbie, KaK MpaBHIio, ObITH 1erKoii
WJIK CPE/IHEHN CTETEHH TSKECTH.

Pestome nexcenamensusix peakyuii

Hepeuens nexcenamenvuvix peakyuii npu 0c10MiCcHeHHbIX UHMPAAGIOMUHATBHBLY unghexkyu-
AX U OCOHCHEHHBIX UHPEKUUAX MOUEEbIGOOAUUX Nymell, 6KII0ONAA nuelonedpum, u npu
HO30KOMUATIbHOU NHEGMOHUU, 6KIOYAA 6CHMUTAMOP-ACCORUUPOBAHNYIO NHECMOHUIO.

Huxe nepeunciennl HexenatebHble peakiuy, 3aperucTPUPOBAHHBIE B XO/€ KIMHMUYECKMX HC-
cinenosanui npenapara 3epbakca®. HesxenatenbHble peakuuu K1acCUMDULMPOBAHbI [0 CHCTE-
MaM OpraHoB W yactore: 4acto (=1/100, <1/10), neuacto (>1/1000, <1/100).

Hugpexyuonnsie u napazumapuvie 3aboneeanun

Hacmo. konur, Be3Bannsiit Clostridium difficile’.

Heuacmo: kanaui03, B ToM 4mciie opodapuHreanbHblii i BY/1bBOBArMHANbHbII ', KOJIMT, BbI3BaH-
Heiid Clostridium difficile', rpu6koBas MHpEKLHA MOUEBBIBOISIINX nmyTei', uHdeKLms, Bb3BaH-
Hast Clostridium difficile®.

Co cmoponbst Kposu u numpamuueckoii cucmemor

Yacmo: TpombouuTos'.

Heuacmo: anemus’'.

Co cmoponbi oomena eewgecme u numanun

Yacmo: runokanuemus'.

Heuacmo: runeprinkemus', runomarunemus’, runopocdaremus'.



Co cmoponsl ncuxuku

Yacmo: Gecconnuua', Tpepora’.

Co cmoponst nepenoii cucmempi

Yacmo: ronosHas 601b', ronookpysketue’.

Heuacmo: viinemudeckuii uucy et

Co cmoponst cepoya

Heuacmo: gubpnnnsums npeacepanii', raxukapaus', crenokapaus'.

Co cmoponwi cocydoe

HYacmo: cHmKeHWe apTepuaNbHOro AaBaeHus .

Heuacmo: dne6ur', BeHo3ubIit TpomGo3'.

Co cmoponsi Ovixamenvnoii cucmemt, opzanos 2pyonoii kiemxu u cpedocmenusn

Heuacmo: nucnnon’.

Co cmoponbt scenydouno-kumeunozo mpaxma

Yacmo: Tommora', quapes®, 3anop', pora’, 6016 B skHBOTE .

Heuacmo. ractpur', B3mytne xmuBora', aucnencus’, METEOPH3M', NapanuTHUecKasi KMIIeuHas
HEMPOXOAMMOCTS .

Co cmoponst Koscu u nookosicnvix mranei

Yacmo: cuinp'.

Heuacmo: xpanuBHuua'.

Co cmoponst nouex u mouesvieoonugux nymei

Heuacmo: wapymenue GpyHKuum nodek’, moueunas He10cTaToOqHOCTS .

Obuwue paccmpoiicmea u napywenus 6 mecme esedenusn

Hacmo: nuxopajka', peakunu B Mecte BBeicHMs .

Jlabopamopusie nokazamenu

HYacmo: noBbilIEHUE aKTUBHOCTHU AJIT?, ACT3, MOBBIMIEHUE aKTUBHOCTU TpchaMldHa32, U3me-
HeHue 1abopaTOpHBIX ToKasaresneil QYHKUMH TMeYeHH>, MOBBILCHHE AKTUBHOCTH LLEJIOYHOH
docdarasbi’, noBbieHe akTHBHOCTH ramma-riy TaMuiITpaHcgepasbi’,

Heuacmo: nonoxurensHelit  Tect Kym6ea®, nosbimenne aktusnoctu I'TTII (ramma-
rJYTaMHITPAHCTIENTHAA3b!), TOBBILICHHE AKTUBHOCTH LIEIOYHOI docdarasel’, nonoxurens-
Helit Tect Ha Clostridium?®.

! Cnetmduuno s NpuMeHeHus npenapara 3epbakca® B 103e 1,5 r BHYTPUBEHHO Kax/ble 8
HacoB NpH OCJIOXKHEHHBIX WHTPAaOJOMHHAIBHBIX MHOEKLMSIX U OCIOKHEHHBIX MHPEKUMIX MO-

HEBBIBO/IALIMX MyTeH, BKIIOUAs MUETOHEYPHT, C IPOJOIIKHUTEILHOCTBIO Tepanuu 10 14 nueit.
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? CrieunuyHO 115 NPUMEHEHHS! npenapara 3epbakca® B 103e 3 r BHYTPMBEHHO Kax/bie 8 ua-
COB IpH HO30KOMHMaJIbHOH MHEBMOHHMH, BKJIKOYask BEHTHJISITOP-aCCOLUMUPOBAHHYIO THEBMOHMIO, C
MPOAOJKUTENILHOCTBIO Teparuu 10 14 qHei.

3 [IpUMEHHMO A BCeX MOKA3aHMit: OCIOKHEHHbIE MHTPaabI0oMUHaJIbHbIE UHPEKLIMH, OCI0XK-
HEHHbIC HH(EKLMKM MOYEBBIBOALINX TMyTei, BKIIOUAs MTHETOHEDPHT, U HO30KOMHAJIbHAS TTHEB-
MOHMUsl, BKJIIOYasi BEHTUJIATOP-aCCOLIMMPOBAHHYIO ITHEBMOHHIO.

JlaboparopHas oueHka

IIpu neuennn npenapatom 3epbakca® BO3MOXKEH MOM0KUTETbHbII pe3yJbTaT MpsiMOro TecTa
Kymbca. B kivHuyeckux nccnenoBaHusX MpH JIeYeHHH OCIOKHEHHbIX MHTpaab0MHHaJIbHBIX
MHPEKUMH U OCTIOKHEHHBIX MHPEKIMIT MOYEBBIBOASILIMX MyTeH 4acToTa CEPOKOHBEPCHH T10 pe-
3ynbTatam npsamoro tecta Kym6ea y nauuentos, nonyyaswmx npenapat 3epGakca®, coctapis-
na 0,2%. B KIMHMYECKHX MCCIIE/I0BAHMAX MPH JICYEHHHM HO30KOMMATBHON MMHEBMOHMH 4acToTa
CCPOKOHBEPCHH 1O pesy/ibTatam npamoro tecra KymbGea y nauuentos, noyuasimx npenapar
3epbakca®, cocrasnsna 31,2%. B KIMHHYECKMX MCCIEI0BAHNAX HU B OJIHOM M3 TpYI JICUEHUs
He ObLIO NPU3HAKOB NEMOJIH3A y MALMEHTOB, Y KOTOPBIX Obi MOJIYYEH MOJIOKUTENIbHBIN pe3yJib-
Tat npsimoro tecra Kymbea.

IEPEJIO3UPOBKA

Hudopmauns o cyyasx nepenosuposku npenapara 3epbakca® OTCYTCTBYET.

Haueiciuas ognokpathas n03a npenapara 3epGakca®, KOTOPYIO BBOJHJIM 3710POBBIM 100pO-
BOJIbLIAM B KJIMHUYECKUX MCCNIEI0BaHUsX, cocTaBsiia 3 r+ 1,5 r uepronosana+razobakrama.

B ciyuae nepenosuposku npenapara 3ep6akca® CJIE/IyeT €ro OTMEHHUTh U MPOBECTH 0b1Lee
nofnepxkuBatoLLee eyeHue. [Ipenapar MoKeT BBIBOAMTBLCS NPU NPOBEACHUH FeMOIMaJIH3a.
[puGausurensro 66% nedronosana, 56% razobakrama 1 51% MetaGonnTa Ta306aKTama MI
ObLIM y/1a/IeHBI TTyTEM reMonaIIN3a.

B3AUMO/IEUCTBUE C IPYTUMM JIEKAPCTBEHHBIMH CPEACTBAMMU

Ha ocHose pesysibratos in vivo u in vitro viccienoBanmii He MPEIOoJIaraeTcsi CyILEeCTBEHHBIX Jie-
KapCTBCHHBIX B3aMMOJICHCTBHIA Mexk1y npenapatom 3epGakca® u cyGerpatamu, MHrUOUTOpaMu
M MHIYKTOpamMH u30¢epmeHTOB LuToxpoma P450 (CYP).

Hccrenosanus in vitro npopemonctpuposanu, 4to uepronosaH, TazobakTaM U MeTaGONUT Ta30-
bakrama M1 He unruGuposanu msodepmentsr CYP1A2, CYP2B6, CYP2C8, CYP2(9,
CYP2C19, CYP2D6 unu CYP3A4 u ne uHayuupoBaiu uzodepmentst CYP1A2, CYP2B6 wiu
CYP3A4 B TepaneBTHyeckux KOHUCHTpaLMsX B 1j1asme KposHu. 1o pesynbraram kamHuyeckux
MCCIIC0BAHMH HE MPEANIOIAraeTCs JIeKAPCTBEHHBIX B3aMMOACHCTBHIA, CBSI3AHHBIX ¢ MHIUOUpO-

BaHueM uzopepmentoB CYP1A2 u CYP3A4 npenaparom 3epbakca®.
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Ledronosan u tazobakram He sBastoTCS cyberparamu P-riavkonpotenta uiam Genika yeroiun-
BOCTH paka MoJsiouHo# xene3bl (BCRP), u Tazobakram He sBasercs cyGcTpaTom [uisi TpaHcop-
tepa OCT2 in vitro B TepaneBTHYECKHX KOHLEHTPALMAX B M11a3Me Kposu. MccnenoBauus in vitro
NMPOACMOHCTPHPOBAIIH, YTO LE(PTOI03aH HEe MHTMOUPOBa TPAHCTIOPTEPBI: P-raukonpotenn,
BCRP, OATP1BI, OATP1B3, OCTI1, OCT2, MRP, BSEP, OATI. OAT3, MATEI unu
MATE2-K B TepaneBTHueckux KOHLICHTpaLusX B n1asme kposu. Mccaenosauus in vitro npose-
MOHCTPHPOBAJIH, 4TO Ta300aKTaM 1 MeTaboNUT Tazo6akTama M1 He MHrHGUpOBaK
P-rnvkonporenn, BCRP, OATP1BI, OATPI1B3, OCTI1, OCT2 unu BSEP TPaHCNOPTEPHI B Te-
PaneBTHYECKUX KOHUEHTPALMAX B TJ1a3Me KPOBH.

Tazobakram siBnsercs cyGerpatom OATI u OAT3. In vitro Tazobaxram uHruobuposan OATI u
OATS3 rpancnoprepsi yenoBeka co 3Hauenuem ICso 118 Mxr/m 1 147 Mkr/ma COOTBETCTBEHHO.
B KiuHMuecKuX MceIIe10BaHMAX 0IHOBpEMEHHOE npUMeHeHre uedroiozana+razobakrama c
cyberpatom OATI u OAT3 pypocemMuaom He YBEJIMYUIIO B 3HAYUTE/ILHOM CTENEHHU DKCIO3HU-
1Mo pypoceMuzia B miasme KpoBH (COOTHOIIEHHS cpeHero reoMeTpuueckoro Cmax 1 AUC co-
craBuiv 0.83 1 0,87 coorBercTBeHHO). OHAKO aKTHBHBIE CyOCTaHLMM, KOTOPbIE MHTHOUPYIOT
OATI nnu OAT3 (nanpumep, npobenerm), MOTYT MOBBIIATH KOHLEHTPALIMIO Ta300aKTaMa B
niasme kposu. OTHOBpeMEHHOE NPUMEHEHHE Ta306aKTama ¢ uHruéuropom OATI1/OAT3 npo-
OEHeLMI0M MPOIEMOHCTPUPOBAIO YBETHYEHHE nepuo/a noJyBbiBeIeHUst Tazo0akTama Ha 71%.
B uccnenosanusax in vitro npogemonctpuposano OTCYTCTBHE aHTarOHM3Ma MeX1y LedTo03a-
HOMFTa300aKTaMOM H IpyrHMH aHTHOAKTePUATbHBIMK TperapaTaMmm (Hanpumep, mepore-
HEMOM, aMUKaLIMHOM, a3TPEOHAMOM, JIEBO(IIOKCALIMHOM, THTCLIMKJIMHOM, pH(aMITHHOM, JTHHe-
30JIMI0M, 1aNTOMHULMHOM, BAHKOMMIUMHOM W METPOHHM/1a30710M).

OCOBbIE YKA3AHUS

Peakumnn runepuyBcrBHTeIBHOCTH

Bo3moXkHO pa3BUTHE TAXKEbIX U B PEIKHX CIyuasnx NeTanbHbIX (anadunakTHYECKHMX) peaKLHii
TUNEpYyBCTBUTEILHOCTH (cM. pasaensl «[TpoTuBonokazauusy» u «To6ouyHoe aencreuer). [pu
BOSHUKHOBEHHH TSKCIIbIX a/IEPrHYECKUX PeakLuii BO BpeMs IpUMeHeHHs e Ton03a-
HatTazobaKTama, npernapar cieyeT OTMEHHTD 1 MPEANPHHSATL COOTBETCTBYIOLIHE MEPHI.
[launenTsl ¢ runepyyBCTBUTENBHOCTBIO K LedanocnopuHam, NeHUUMIIMHAM MK pyrum GeTa-
JIAKTAMHBIM aHTHOMOTHKAM B aHAMHE3€ MOTYT TaK¥Ke ObITh TUIEPYYBCTBUTETLHBIMU K 11E(TONO-
3aHy+razobakTamy.

Lledronosan+rasobakram npoTHBoNokasaH nauMeHTam ¢ TUNEePYyBCTBUTENLHOCTBIO K e TO103a-
HY, Ta3oDaKTaMy Wi tedanocropuHam B aHaMHese (CM. pazaen «IIporuBornokasanus»).
Legronosan+raszobakram Taksike NPOTHBOMOKA3AH NALMEHTAM C TSKE/bIMH peaKUMAMH rUnepyys-

CTBUTEJILHOCTH (HAMPUMED, aHa(UIAKTHYECKMMHU PEaKLIMSIMH, TKEJBIMA KOYKHBIMH peaKkuMsIMK) K
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JIHOOBIM JIDYTHM THIIaM aHTUOMOTHKOB GeTa-1aKTaMHOJ rpynnbl (Hanpumep, NEHULMIUTMHAM WITH
kapbanenemam) (cM. pasaen «[1poTHBONOKa3aHKs»).

Criestyer cobmoaaTh OCTOPOKHOCTS MPH NPHMEHEHHH uedronosana+trazobakrama y nalmueHToB ¢
MOOBIMH /IPYTMMH THNIAMU PeaKLMii TMMEpUyBCTBHTENLHOCTH K MTEHHLALIHHAM KN ApYTUM
OeTa-nakTaMHBIM aHTHOHOTHKAM B aHAMHe3e.

Biusnue na pynkuunio noyex

Y nauueHTos, nojyyaBimx uedTo03an+Ta306aKTam, HabIIOAAT0CH CHUKEHHE byHKuMK no-
Yek.

Hapymenne pynxuun nouex

Pexum no3uposanus uedronosana+rasobakrama HeOGXOMMMO KOPPEKTHPOBATH C yYETOM
}yHKLMHK noyexk (cMm. pazaen «Cnocod npumeHeHus 1 no3b1», Tabnuua 6).

B kimnmnyecknx ucenenosannsx apdekTHBHOCTS nedron03ana+TazobakTama Gbiia HIKe y na-
LIMEHTOB € yMEPEHHbIM HapylIeHHeM QyHKLMM NOYEK B CPABHEHMH C MALMEHTAMHU ¢ HCXOAHO
HOpMaIbHOM QyHKUMEH MoYek Wik ¢ HapyeHHeM (BYHKLMH NOYek Jerkoil CTeNeHH THkecTH. Y
MALMCHTOB ¢ HCXOAHBIM HapyIIEHHEM (GyHKLMH TOYEK ClIeyeT PeryIspHO OTCIIEKUBATD JTOObIE
M3MEHEHMs (PYHKLIMH MOYEK B XO/I€ JIEYEHHS U TIPH HEOOXOAMMOCTH KOPPEKTUPOBATh /103y Lie-
¢ronosana+trazobakrama.

OrpanuyeHHOCTh KIMHHYECKHX JaHHBIX

MMMyHOKOMIPOMETHPOBAaHHBIE NALIMEHTBI M MALMEHTHI ¢ THKEJIOM HeHUTponeHuei ObLIK Hc-
KJIFOYEHBI U3 KIIMHUYECKUX MCCIIEI0BAHUIA.

B KIMHKUY€ECKOM HCCie1oBaHMM Y MALMEHTOB ¢ OCTOKHEHHBIMH MHTPaabJOMHUHAJIbHBIMHU HH-
exumsamu naubosiee pacnpocTpaHeHHBIM MArHO30M Obijia nepdopalus 4epBeoOpa3HOro oT-
POCTKa WK NepranmneH MKy napHblii abeuecc (420/970 [43,3%] nauuentos), u3 KOTOPBIX Y
137/420 (32,6%) ncxoano Gbin auddy3ubiii neputoHut. [Ipumepro y 82% Beex naumeHToB B
neeneosannu ouerka no wkane APACHE I (wkana oueHkn ocTpeIX M XpoHHYeCKHX GbyHKLK-
OHasbHBIX u3MeHeHu# 1) Gpina <10, 1 2,3% nauueHToB HCXOHO UMeTH Gakrepuemuro. Y kiu-
HHYCCKH OLICHMBACMBIX MALIMEHTOB YaCTOTA KJIMHMYECKOTO U3JICUEHUs NPH PUMEHEHHM uegTro-
no3aHatTazobakrama coctaBuia 95,9% y 293 nauuenTos B BO3pacTe Muaaie 65 ner u 87,8% y
82 nauueHTOB B Bo3pacte 65 et uiu cTapiue.

HatHbie 1o KIMHUYECKO#H b dekTHBHOCTH Y NalKWEHTOB C OCJI0)KHEHHBIMU HHPEKLMAMU HHK-
HUX MOYEBBIBOJSLIMX MyTeH OrPaHUYEHBDI.

B panpomusipoBanHoM KIMHMYECKOM HCCIEI0BAHNN ¢ AKTUBHBIM KoHTpoJem 18,2% (126/693)
NOMyYJISILIMK NMALIMEHTOB ¢ MUKPOOHOJIOTHUYECKOH OLIEHKOM MMETH OC/IONHEHHBIE UHpexuun
HIDKHHX MOYCBBIBOASILIMX My TeH, BKMoYas 60/126 nauneHToB, KOTOpbie NPUHUMAH uedrosno-

3aH+Ta300aKTaM. Y 0JIHOro 13 3THX 60 NaLKEHTOB UCXOAHO ObLIa OakTepuemus.
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Huapes, sbizBannas Clostridium difficile

[Ipu npumenennn uedronosana+razobakrama GblM 3apEerCTPUPOBAHDI CITyYaH aHTHOMOTHKO-
aCCOLIMMPOBAHHOIO KOJIMTA U NICEBOMEMOpaHO3HOTO KoauTa (cm. paszaen «ITobounoe aeii-
CTBHE»). DTH BH/1bl HH(EKLIMU MOTYT IO CTENEHHU TSKECTH BApLUPOBATh OT JIErKHUX J10 ONMACHbBIX
Anst ku3HU. [TosTOMy BakHO paccMaTpuBaTh BOBMOXKHOCTB TAKOTO IMArHO3a Y MalMEHTOB C
AMapeei, BO3HUKILEH Ha GoHe MM nocsie npuMeHeHus Ledronosanatrazobakrama. B otux ciay-
4adx CJIe/lyeT OLCHUTh BO3MOXHOCTD MPEKPAILEHHUS Tepanuu LedToI03aHOM+Ta300aKTaMOM U
NPUMEHEHHMS MOJICP)KUBAIOIINX MEP BMECTE C HA3HAYEHUEM CTIELU(PUYECKOrO JIEUEHHUs B OT-
Howenuu Clostridium difficile. [lpoTMBONOKa3aHo NpUMeHEHHE PENapaToB, TOPMO3SILUKX T1e-
PHCTANIbTHKY KHIIEYHHKA.

HeuyBcTBHTEILHBIE MHKPOOPraHH3MbI

[Mpumenenne uedronosana+razobakrama MOXKET ClIOCOGCTBOBATE YPE3IMEPHOMY YBEITHYEHHIO
NOMy/ISILMK HEYYBCTBUTEIbHBIX MUKPOOPraHu3moB. [1pu Bo3HUKHOBEHHHU CynepuH(EeKLIUU BO
BPEMSI MJIK TOCJIE JICYEHHUS, CIIEYET NPEANPUHATL COOTBETCTBYIOLIHE MEPHI.
Lledpronosan+razobakram He akTHBEH B OTHOLUEHHH GaKTepHii, MOy LMPYIOLMX GeTa-
JlaKTaMa3bl, KOTOPbIE HE HHIMOUPYIOTCA Ta306aKTaMOM (CM. paszaen «DapMakoIHHAMHKA).
CepoxonBepensi no pesy/ibTaTaM NPsIMOro aHTHII06Y.IHHOBOIO TecTa (npo6a Kym6ca) u
NOTEeHUHAIbHBIH PHCK reMOJIHTHYECKOH aHEeMHH

[Tpn npumenenny uedronozanatrazobakrama BO3MOXKEH NOJOKHTENBHBII pe3y IbTaT MpsIMOTo
aHTur100yaMHoBoro tecta (ITAT). Yactora cepokonBepcuu no pesyiabratam [1AT y nauuenros,
nosy4aBLInX Ledrono3an+razobakram, cocrapisna 0,2% B KIMHMYECKUX HCCeI0BAHUSX. B
KITHHUYECKMX MCCTIEIOBAHMSX HE ObLIO MPU3HAKOB FeMOJIH3a Y MALMEHTOB, Y KOTOPBIX ObLI M0~
Jly4€H MOJI0KUTENbHbIN pe3ynbTaT [TAT npu neuenun.

Conep:kanue HaTpus

B xaxnom dakone npenapara conepsxurcs 10,0 mmosns (230 mr) Hatpus. Conepxumoe dako-
Ha ¢ nipernapaTom, pactBopenHoe B 10 ma 0,9% pacTBopa HaTpust XJ0pua JUIsl UHBEKLHIA, CO-
aepxkuT 11,5 MMoib (265 Mr) HaTpusi. DTO CiieayeT yYUTBIBATH NIPH JCYEHHH NALMEHTOB, KOTO-
pbie COOJIFOAAIOT IMETY ¢ OTPaHMYEHHEM HATPHS.

BJIUSIHUE HA CIIOCOBHOCTbD YIIPABJISITh TPAHCIIOPTHBIMHU CPEACTBA-
MU, MEXAHU3MAMHU

[penapar 3epGakca® MoKeT OKa3biBaTh HE3HAUYMTEILHOE BIMSHHE HA CIIOCOGHOCTS ynpaBJisTh
TPAHCMOPTHLIMU CPEICTBAMH U paboTath ¢ Mexanusmamu. [locsie npumenenus npenapara 3ep-

Gakca® MOKeT BO3HHKHYTh IOJIOBOKPYKEHHE (CM. pazzen «IloGouHoe neiicTBre»).
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®OPMA BBIITYCKA

[Toporwok juist NPUroTOBIEHHs KOHLIEHTPATA JUIsl [IPUrOTOBJEHUS pacTBopa ist MHDY3Hii
1000 mr + 500 wmr.

[1o 1000 mr uepronosana u 500 mMr tazo6akrama Bo hriakoH U3 GecLBETHOrO cTeka Tuma |
(EBp.®.. ®.CILIA) BMecTHMOCTBIO 20 MII, YKYNIOPEHHBIH Pe3MHOBOI MPOGKOH 1 0GKaTHIil atio-
MHUHHMEBBIM KOJINAYKOM C MJIACTUKOBOM KPbILICUKOH.

[To 10 nakoHOB BMeCTE ¢ HHCTPYKIIMEH 110 IPUMEHEHHUIO B KAPTOHHYIO NayuKy. Moxer NpUCyT-
CTBOBAaTh KOHTPOJIb BCKPBITHS YIIAKOBKH.

YCJ10BUsI XPAHEHUS

XpaHHTh B 3aLMIIEHHOM OT CBETa MeCTe NpM Temnepatype ot 2 10 8 °C.

XpaHUTb B HEIOCTYITHOM /U1 JIETel MecTe.

CPOK I'OAHOCTH

3 rona.

He ucnosnb30Bath o WeTeueHnn cpoka roJHOCTH.

YCJIOBHUSA OTITYCKA

Ornyckatot mo peuenry.

IOPHIMYECKOE JINIO, HA UMsI KOTOPOT'O BBIJTAHO PETMCTPAIIMOHHOE
YAOCTOBEPEHHUE

000 «MC/1 ®apmacerotukanc», Poccus

INPOU3BOJAUTEJIb

IIpousBeaeno:

Crepu-®apma JIJIC, CLLIA

Steri-Pharma, LLC, USA

429 S. West Street, Syracuse, NY 13202, USA

Beinyckaromuii KOHTPoIL KavecTBa:

Crepu-®apma JIJIC, CIIIA

Steri-Pharma, LLC, USA

429 S. West Street, Syracuse, NY 13202, USA

UIH

D®APEBA Mupabeib, ®panuus

FAREVA Mirabel, France

Route de Marsat Riom, Clermont-Ferrand Cedex 9, 63963, France

IMPETEH3UM TIOTPEBUTEJIEN HATIPABJISITh 11O AJIPECY:

000 «MC]] ®apmacbioTHKAIC)

ya1. Tumypa @pynse, 1. 11, ctp. |
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r. Mockasa, Poccus, 119021
Tei.: (495) 916-71-00
(axc: (495) 916-70-94

o e

OIBY

M3 PO

SKCIIEPTHBIN OTYET
NEVCTBUTEJIEH JJ1 JAHHONA

BEPCHH JOKYMEHTA

00000000069

IIADETH

14,4187
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