MUHUCTEPCTBO 3/IPABOOXPAHEHUSI POCCUNCKOM ®EJIEPALIUNA

NHCTPYKIIUA
110 MEJJMITMUHCKOMY TTPUMEHEHMIO HEKABCTBEHH@F@“HPEH?%P#TA—"«-—-—«
3UBOKC" MHH3IPAB POCCHH

Pezucmpauuonnsiit Homep: I1 NO12549/01 200722

COrIACOBAHO

|
{
|
'{
|
{
|

Topzo6oe naumenosarnue npenapama: 3UBOKC"

Memdynapoduoe HeNnameHmoB8aHHoe uiu 2pynnupoeoinoe HaumMeHoeaHue: JTINHC30JINL

Jlekapcmeennas gpopma: TabIETKU MOKPBITHIE MIEHOUHON 000J104KOH

Cocmas

1 Tabnerka MoKphITask IJICHOYHOU 000JIOUKON COJICPIKUT:

Jleticmesyiowee seugecmeo: manezonut — 600 mr;

Bcnomozamenvivie eujecmaa: KpaxMail KyKypy3Hblit 60 Mr, HeJU0/103a MUKPOKpUCTaIInYeCKast
117,6 mr, runiposio3a 12 mMr, kapOOKCHMETHIIKpaxMasl HaTpHsl 42 mr, maraus creapar 8,4 mr;
Inenounas o6onouka: Bock kapHayoekuit 0,0336 mr, Onajpaii Genpiid YS-1-18202-A (turana
mmoken 31 %, runpomerniosa 63 %, makporoia 6 %) 21 mr.

Onucanue

OBaJIbHbIC JIBOSKOBBIMYKJIbIE TAOJIETKH, MTOKPBITHIE IJICHOYHOH 000JI0YKO# 0eJyIoro WJIM TOYTH
Geloro 1BeTa, ¢ rpaBUpoBKoii «ZY V» Ha 0/HO# cTopone U «600» - Ha Ipyroii.

(Dapmakomepaneemuueaw}l pynna: AHTHOMOTHUK-OKCA30JIUIMHOH.

Koo ATX: J01XX08

®APMAKOJIOTHYECKHUE CBOMCTBA

Dapmakoounamuka

JIMHE30/M/1, CHHTETHUYECKHI aHTHOAKTepHaJIbHbIA Ipenapar, OTHOCHTCS K HOBOMY Kiaccy
MPOTHBOMHKPOOHBIX CPEJICTB, OKCA30JMMHOHAM, aKTUBHBIX i1 Vilro B OTHOLICHHH a9POOHBIX
PAMITOJIOKHTETBHBIX OaKTEpHif, HEKOTOPBIX TPaMOTPHIATENLHBIX OAKTEpUi M aHadPOOHBIX
MHKPOOPraHM3MOB. JIMHE30/M/l CENEKTHBHO MHIHOMpYeT cuHTe3 Oenka B Gakrepusx. 3a cuer
CBS3bIBAHMS € OaKTepUalbHBIMM  puUOOCOMaMH  OH  MpeJoTBpamaeT  oOpasoBaHue
(YHKIMOHAILHOTO HHUIIMUPYIOLIEro KomIuiekea 70S, KOTOPBIi SBIISIETCS BaKHBIM KOMIIOHCHTOM
nporecca TPaHCIISIMU IPU CUHTE3e Oelika.

YyBCTBUTEILHOCTD

Jlune3o0ma akTUBEH in Vilro v in vivo
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['pamMnoJi0KUTEILHBIC aBDO6bI

Enterococcus faecium (6K1104as ulmammbl, pe3ucmenmnbole K BAHKOMUYUHY)
Staphylococcus aureus (6K1104as MeMUYUILIUHPESUCMEHMHbLE wmammb)
Streptococcus agalactiae

Streptococcus pneumoniae (6k1104As NONUPESUCHIEHMHbIE wmammbt)

Streptococcus pyogenes

JIMHEe30JIM aKTUBEH N Vilro

['paMI110J10KUTETILHBIC 33];)061)1

Enterococcus faecalis (6k1104as ulmammbl, pe3ucmenmible K BAHKOMUYUHY)
Enterococcus faecium (uumammol, 4y6cmeumenbHvle K BAHKOMUYUIY)

Staphylococcus — epidermidis — (6xkaovas  memuyuiiunpesucmennmioie wmammbot)
Staphylococcus haemolyticus

Streptococcus spp. rpynnsl Viridans

[‘pamoTpuIlaTEIbHBIC a3p061>1

Pasteurella multocida

PesucrenTHbIE K JIMHE30JIUY MUKPOOPraHU3Mbl

Haemophilus influenzae
Moraxella catarrhalis
Neisseria spp.
Enterobacteriaceae spp.

Pseudomonas spp.

Pe3ucTeHTHOCTD

MexaHn3M JIeHCTBHAs JIHHE30JIM/Ia OTJIMYAETCs OT MEXaHM3MOB JICHCTBHS IPOTHBOMUKPOOHBIX
TpenapaToB JIPYTUX K1accoB (HAampUMep, aMMHOTIMKO3H/IOB, OeTa-IaKTaMoB, AHTarOHHUCTOB
donmMeBoll  KHUCIOTBI,  IJIMKONEHTHIOB,  JMHKO3AMH/OB,  XHHOJIOHOB, prdaMULITHOB,
CTPENTOrPAMHHOB,  TETPAIMKINHOB W xjaopamMpenuKosia),  MO3TOMY  EpPeKpecTHOH
PE3MCTEHTHOCTH MEXJIy JHHE30JIMIOM M STHMH INpenaparami HE CyIIECTBYCT. Jlunesonuz
AKTUBEH B OTHOIIEHWUW IATOT€HHBIX MHUKPOOPraHM3MOB, KaK YyBCTBHTCIbHBIX, TaK H
PE3UCTEHTHBIX K OTHM IperaparaM. Pe3ucTeHTHOCTh 110 OTHOLICHHIO K JIMHE30JIM/Ly pasBUBACTCA
MEJUIEHHO [yTeM MHOTOCTa/MHHON MyTamuu 23S pubocoManbHOH PHK u mnpoucxoaut ¢
yactoroii menee 1 x 107 -1x 1071

dDapmakoKunemuka

BcachiBanue

ITocne IpueMa BHYTPb JIMHE30JIHA/ 6I>ICTpO M HWHTEHCHUBHO BCACbIBACTCs M3 KEJIYAO0YHO-
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KHUIIEYHOIo TpakTa. MakcuMaibHasi KOHIIEHTpAIUs JIHHEe30/m1a B Tiasme kpou (Cmax) — 21,2
MTI/J1, CpeJIHUi TIepUOJI BPEMEHH JIO JIOCTHIKEHUSI MAKCUMAJIbHOM KOHIEHTPAIMK JIMHE30JIU/1a B
kpoBu (TCmax) - 2 4, abcoroTHas 61o10CTYNHOCTE cocTaBiisieT 0koyio 100%. [Ipuem nunm ne
BJMSICT Ha BcachbIBaHWE JIMHE30JMJa. PaBHOBecHass KOHIIEHTpalUsl JIMHE30JMJa B KPOBHU
JIOCTUTAETCsI Ha 2 JIEHb IIpUeMa.

Pacnpenesienue

O0Obem pacripesiesieHust TMHE30/IM/1a MPH JIOCTUKEHUHU PAaBHOBECHON KOHIIEHTPALUH Y 3710pOBOTO
B3pOCIIOrO uesioBeKa cocTanisieT B cpejiieM 40-50 J1, 4TO IpUMEPHO PaBHO OOLIEMY COJEPKAHHIO
BOJIbI B opranusMme. CBsi3biBaHWE ¢ OeJIKaMU IJ1a3Mbl KPOBU cocTaBiisgeT 31% U He 3aBHCHT OT
KOHIIEHTPAIlMU JIMHE30JI1/1a B KPOBU.

MeTtabosm3m

YcraHoBieHo, uTo u3opepMenTsl nutoxpoma P450 He yuacTByIOT B METabOIM3ME JIMHE30JIU/1A in
vitro. JluHe30MJT HEe WHTUOMpPYEeT M HE MOTEHUMPYET AKTMBHOCTh KIMHMYECKH BaXKHBIX
n3zodepmenToB mToxpoma P450 (1A2, 2C9, 2C19, 2D6, 2E1, 3A4).

Meraboueckoe OKHCIEHHE MPUBOIMT K OOpA30BAHUIO JIBYX HEAKTHUBHBIX META0OJIUTOB -
THJPOKCUATUIITIMIIMHA (OCHOBHOM MeTaloJIMT y uyesoBeka, oOpasyercss B pesyJibTare
HeepMEHTaTUBHOTO TIpoIlecca) U aMHHOITOKCHMYKCYCHOM KHCIOTHI (0Opa3yercss B MEHBIIUX
KosmyecTBax). Takke onmucanbl Ipyrue HeaKTUBHbIE METAOOIUTHI.

BriBenenue

BHernoueuHplii KIMPEHC COCTABIISAET OKOJIO 65 % kimpeHca jguHe3oau/a. C yBeJIMYEHUEM J103bl
JIMHE30JI1M/1a OTMeYaeTCs: HeOOJIbINask CTENCHb HEJIMHEHHOCTH KIIMPEHca. JTO MOXKET 00OBACHATHCS
CHMDKEHHEM TMOYE€YHOrO W BHEIMOYEYHOIO KJIHMpEHCa TPU BBICOKOW Jl03e JuHe3oamuaa. OHaKko
pazyinyKsl KJIMPEeHCa HEBEJIMKH U HE BIUSIOT HAa KXY IIUICS IEPUOJL 1Oy BbIBE/ICHUS.
JIMHE30/1M)1 y MAIMEHTOB ¢ HOPMAJIbHOW (PYHKIMEH MOYEK U MpH MOYEUHON HEJIO0CTaTOYHOCTH
JIETKOM W Ccpe/Hedl CTEMEeHM BBIBOJMUTCS IMOYKaMH B BHJE ruapokcudTwirmiuHa (40%),
aMUHOATOKCHYKCycHOU KucioTel (10%) u B HeusmeHeHHom Buje (30-35%). Kumeunukom
BBIBOJIUTCSI B BUJIE THJIPOKCUITHITIIMIIMHA (6%) U aMHHOATOKCUYKCYCHOM KUCIIOTHI (3 %).
JluHe30M/1 B HEU3MEHEHHOM BH/I€ TIPAKTHYECKHU HE BBHIBOJIUTCS KHIIIEYHHUKOM.

[lepuo1 mosyBbIBEICHUS JIMHE30JIM/1a B CPEJIHEM COCTABIISIET S-7 4.

cDapMak‘()k'unemuka 6 0MOeJIbHbIX epynnax ndyueHmoes

[TaneHThl ¢ MOYEYHOH HEJIOCTATOUYHOCTRIO

ITocne opnoxkparHoro mnpuéma 600 Mr nMHe3oMJa NHAlMEHTAMH C  TSOHKEJIOW IOYEUHOM
HEJIOCTAaTOYHOCTBIO (KiMpeHe KpeaTuHuHa <30 MJI/MHH) KOHIEHTpalMs JBYX €ro OCHOBHBIX
mMeTaboMuTOB BO3pactaia B 7— 8 pa3. Oxanako ysenmyenus AUC (momaap mojx KpUBOH

«KOHLIEHTpAIUsI-BpEMsI») MCXOHOI0 mpenapara He Hadmojairock. Hecmorpst Ha To, 4TO IpH
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reMOJIMAJIN3E BBIBOJUIIOCH HEKOTOPOE KOJIMYECTBO OCHOBHBIX METa0OJIUTOB, X KOHIICHTpAlUs B
miasMe KpoB rocie nprema 600 Mr JIMHe30I1/1a U POBE/ICHHS IIPOLICY PbI /IMajii3a 0OCTaBalach
CYILIECTBEHHO BbIIIE€ KOHIEHTPAIMH B KPOBHU Yy NAIlMEHTOB C HOPMaJIbHON (DYHKIIMEH ITOYeK,
JICTKOW WJIM CPEJTHETSKEJION MOYE€YHOU HE0CTaTOYHOCTHIO.

HaIlI/ICHTbI C IIEYEHOYHOM HEJA0CTATOYHOCTHIO

MMeroTcst orpaHUUeHHbIE JaHHbIE, YTO Yy TAIMEHTOB C JIETKOH M CPEJHETSHKEION MeYCHOYHOM
HejocTaTouHoCThi0 (kmacc A u B no kimaccudukarmu  Yaitna-IIsio)  dpapmakokuHeTHKa
JIMHE30JIM/1a U JIBYX €0 OCHOBHBIX METa00JINTOB He n3MeHseTcs. PapMaKOKHHETHKA JINHE30/IM/1a
y MAIMEHTOB C TSKENOH MeueHouHoi HegoctatouHocThio (kinace C no knaccuukanun Yania-
I1p10) He n3yuanach. OJHAKO, TTOCKOJILKY JIMHE30JIM META0OIU3UPYETCs HEPEPMEHTHBIM Ty TeM,
TO HE 0’KUJIAETCS 3HAUMMOr0 HapyUICHHs ero MeTaboIM3Ma IPU NEYCHOYHOM HEJI0CTaTOYHOCTH.

JleTy ¥ NOJAPOCTKHU

Y nompoctkos (12— 17 ner) papMakoKHHETHKA JMHE30/IMIa, IpUHATOro B o3¢ 600 Mr, He
OTJIMYAIach OT KHHETHKH Y B3pOCbIX. Takum 00pa3om, mpH HasHaueHuH nojapoctkam 600 mr
JMHE30JIM/1a Kax/ple 12 9 ero KoHIeHTpalus Oy/1eT TaKo# e, KaK y B3pOCIIbIX TPU Ha3HAYCHUU
TOM XK€ J03bl.

[loxuiibie

V HOXKHIbIX [alMeHTOB B Bospacte 65 et M crapuie (apMakOKMHETHKA JIMHE30JIu/1a
CYIIECTBEHHO HE U3MEHSETCS.

Kenuynbl

V skeHIMH 00beM pacrpe/IeIeHus! JINHE30JI1/1a HECKOJIBKO HUIKE, YeM y MY)KUHMH] y HUX TaKXKe Ha
20 % CcHMXKEH cpeJHMIi KIMpEHC MpH pacyere Ha Maccy Teia. KoHUeHTpanus JuHe30/IuIa B
[1a3Me KPOBM JKEHIIMH BBIIIE, Ye€M Y MY)KYHH, YTO MOXET OTYACTH OOBACHATHCS PAITHYUSIMU
maccbl Tesia. OJiHaKko, MOCKOJIBKY MEPUO/l MOJYBBIBEICHHS JIMHE30JIU/a Y MYXKUUH U JKCHILUH
CYIIECTBEHHO HE OTJIMYAETCS, HET M0BOJIA OXKM/ATh MOBBIIMICHHS KOHIEHTPALMH JIMHE30/I1/1a B

KPOBH JKEHIIMH BhIIIE IEPEHOCUMOTO YPOBHS, TAK YTO KOPPEKIIMH JI03bI HE TPEOyeTCs.

IMOKA3AHUS K IPUMEHEHHUIO

Jleuenue HHQEKIIHOHHO-BOCTIATUTENILHBIX 3a00J1€BaHUH, €CIIM U3BECTHO WITH 110/I03pEBACTCH, YTO
OHH  BBI3BAHbI  UYBCTBHTENBHBIMM K  JIAHE30JHAY  a’pOOHBIMH M aHa’pOOHBIMH
IPaMIIONIOKUTENLHBIME ~ MHKPOOPTaHU3MaMH  (BKJIIOYas MH(EKIHH,  COMPOBOXKIAIOLIMECH
OakTepueMuei):

- BHEOOJIBbHUYHAS ~ITHEBMOHHMS, BbI3BaHHas  Streptococcus — pneumoniae  (6KNI0YAs
NONUPe3UCENMIbIe WMAMMbL), BKITIOYas CIydad, COINPOBOXKIAIOIIMECS OakTepUeMHUCH, HIH

Staphylococcus aureus (moibko MEMUYUILIUHYLYECNEUMEbHBLE ULMAMMbL);
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- rocrnuTajibHas ITHEBMOHMS, BbI3BaHHas Staphylococcus aureus (6xni0uas
MeMUYUILIUHYYECMEUMEIbHbIE U MEMUYWIIUHPEe3UCeHmHble wmammsl) WA Streplococcus
pneumoniae (8K10YAsL NONUPEIUCTNEHMHbLE ULMAMMbL);,

- OCJHOXHEHHBIE WH(EKIMH KOXHM M MITKUX TKaHEH, BKIOYas MHQEKUUH IPH CHHIPOME
JAMabeTHYECKON CTOIBI, HE CONPOBOX/IAIOUIMECS OCTEOMUEIHUTOM, BbI3BaHHBIE Staphylococcus
aureus (6KMI0YAS MEMUYUWIIUHYYECMEUMETbHbIE U  MEMUYULIUHPE3UCTNeHMHbIe  UMAMMbL),
Streptococcus pyogenes nnu Streptococcus agalactiae;

- HeOCJIOKHEHHBIE MH(PEKIIMN KOKH U MSTKUX TKaHel, BbI3BaHHbIC Staphylococcus aureus
(MOJIbKO MEMUYULIUHYYBCMBUMEIbHbIe Wmammbl) WA Streplococcus pyogenes;,

- uH(EKINH, Pe3UCTEHTHBIE K BAHKOMUIIMHY, BbI3BaHHBIC Enferococcus faecium, B TOM YHCIIE,
COIPOBOJK/IatoLMecs: OaKTepueMuen.

[Ipu onpenenennnu, spusercs i npenapar 3MBOKC® nomxomsmuM jedeHueM, clieayer
NPUHUMATh BO BHUMAHKE Pe3yJIbTaThl MUKPOOHOJIOrHYECKUX UCCICOBAHUN MIIM HHPOPMALHIO O
pacipoCTPaHEHHOCTH  PE3UCTEHTHOCTH K aHTHOAKTepHaJbHBIM  IIpernaparam  Cpejiu
rpamIIoJIOKUTETBLHBIX OAKTEpUi.

JIMHE30M/1 He aKTHBEH NPOTHB WH(EKIMI, BBI3BAHHBIX ITPaMOTpHIIATeIbHBIMH NTaToreHamu. [Ipu
MOJI03PEHUH WM TOJTBEPXKICHHM TPAMOTPHIIATEIILHBIX I1aTOTCHOB JIOJKHA OBITH Hayara

crnierduyeckas Tepanus MIpOTUB IPaMOTPULIATEIIBHBIX MUKPOOPIaHH3MOB.

IMPOTUBOITOKA3AHUSA

[ToBbIlieHHAst 4yBCTBUTEIBHOCTD K JIMHE30JIUJy W/WIIK JIPyTUM KOMIIOHEHTaM IIpernapara.
OJIHOBpeMEHHBIN MPUEM JIMHE30JIH/IA C TpernapaTaMu, HHIMOUPYIOIUMHE MOHOAMUHOKCH1a3bl A
v B (manpumep, (eHensut, n3okapOoKkcasu/l, CeJIernjIMH, MOKJIOOEMHU]T), a TAKIKE B TEYEHHUE 2
HeJIeJIb 110C/Ie TIPEeKpallieH sl TpueMa Ha3BaHHbIX IIPENaparoB.

[Ipu oTcyTCTBHM THIATEIBHOTO HAOJIOJIEHMS 3a MALMEHTAMH U MOHHMTOPHHIA apTEPUAILHOrO
JIaBJICHUS HE cJie/lyeT Ha3HavyaTh JIMHE30JIU/L:

- [andeHTaM ¢ HEKOHTPOJIMPYEMOW apTepualibHOW TUIepTeH3ued, (eoXpoMOLUTOMOMH,
TUPEOTOKCHKO30M, KaplMHOUTHBIM CHHJIPOMOM, OUIOJISIPHBIM paccTpoicTBOM,
mm30ad(HEeKTUBHBIM PacCTPORCTBOM M OCTPBIM COCTOSIHUEM CITy TAHHOCTH CO3HAHMS;

- TalMeHTaMm, MOJIyYarolIuM CIIEYIOIIME THUIIbI IPEnaparoB: aJpPeHOMHUMETHKH (HalpuMep,
nceBaode/iput,  (QeHWwImponaHoiaMuH,  SUUHEYPHUH,  HOpANUHEPpPUH,  JOOYTaAMHH),
n0(haMHHOMUMETHKH (Hampumep, JodgaMHuH), UHTHOMTOPHI OOpaTHOrO 3axBara CEpPOTOHHMHA,
TPULIMKIINYECKHE aHTH IenpeccanThl, aroHucTsl S-HT1 penentopos (Tpunransl), MENEpUIMH HIIK
OyCIUpOH.

Jlerckuii Bo3pact J1o 12 neT (BBH/1y HEBO3MOXKHOCTH aJI€KBATHOIO 110/100pa /103b1).
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C OCTOPOKHOCTBIO

HCIL[LIEHmbl ¢ NOYe4HOU HeOQOCMAMOYHOCHIbIO

BenenctBue  HeM3y4eHHOM  KJIIMHMYECKOHW 3HAYMMOCTH  JIBYX TEPBHYHBIX METa0OJHMTOB
JMHE30/M/Ia Y TAIMEeHTOB C TSDKEJIOW TMOYEYHOH HEJOCTAaTOUYHOCThIO, JIMHE30IH]] JIOJIKEH
UCII0JIL30BATBLCS ¢ OCTOPOKHOCTBIO Y TAaKUX MAIIMEHTOB, H TOJILKO €CJIU Tpe/inojaraemMas mojib3a
IPEBbIIACT MOTEHIMAIBHBIH pUCK. Takke HET JaHHBIX 10 MPUMEHEHHWIO JIMHE30JIMIa Y
MAlMEHTOB, HAXOJAIIUXCs Ha aMOyJaTOPHOM TEPUTOHEATHbHOM JIHAIN3e WM  JIPYTHX
aJIbTEPHATUBHBIX METO/IAX JICYCHHSI OYCUHON HEJOCTATOUHOCTH.

Hauueztmw C NeYeHOYHOU HeOQOCMAMOYHOCHIbIO

Mmerorest orpaHuyeHHbIE KIMHUYECKUE JaHHbIE, PEKOMEH/IYIOIIHE UCIIOJIB30BaTh JIMHE30U] Y
TaKMX [allMEHTOB TOJBKO B TOM cClly4ae, €CJIM [peJroiaraeMas I10Jb3a [PEBbIIIACT
[MOTEHUUAJILHBIA PUCK.

Hlayuenmol ¢ cucmemuovimu und)exuwl.uu

.HI/IHC?IOJ'II/IJI JOJDKCH HCIHOJIb30BaTbCsd € OCTOPOXKHOCTBIO Yy TIMAUCHTOB C€ CHCTCMHBIMU
I/IH(beKIlI/ISIMI/I, OPEACTaBIIAONIMMA PUCK JUJId JKHU3HHU, TaKUMHU KakK I/IH(beKIII/II/I, CBsA3AaHHBIC C

BCHO3HbIMHU KAaTCTCPAMH B OTACIICHUAX WHTCHCUBHOM TCpalruu.

INPUMEHEHUE IIPU  BEPEMEHHOCTH W B [IIEPUOJA TIPYJHOI'O
BCKAPMJINBAHMUSI

HcenenoBannii 6€30macHOCTH MPUMEHEHUS JIMHE30JIU1a TpU OEpEeMEHHOCTH HE MPOBOJINIIOCH,
mosToMy npumenenue npenapata 3MBOKC® npu 6epeMeHHOCTH BO3MOXKHO TOJBKO B CIIydae,
€CJIM TIpeJoJiaraeMas 11oJib3a OT TEpanuu Uik MaTepPU MPEBOCXOIUT MOTEHIIMATBLHBIA PUCK JIS
io/1a.

HewusBectHo, BbLIensieTcsl JIM JIMHE30JIU ¢ TPYJIHBIM MOJIOKOM KOPMSIIUX JKCHIIHH, TTOTOMY
CJIEZlyeT MPEKPaTUTh I'Py/HOE BCKAPMJIMBAHUE TPU HA3HAYCHHMM Mperapara MaTepd B MEPHOJ

JIAKTaluu.

CI1OCOb TPUMEHEHUSA U 103bI

IIpenapat MOKHO IPUHUMATB KaK BO BPEMS €/Ibl, TAK ¥ MEX/1y IIPHEMaMH TTHIIIH.

[TaneHnTOB, KOTOPHIM B HaYaJIe TEPAITUH MIperapaT Ha3HAYWIIA BHY TPUBEHHO (B/B), B JIajIbHEHIIIEM
MOXHO II€PEBECTH Ha JII00YIO JIeKapcTBEHHYI0 (hopMy Ipernapara JJisi IpueMa BHYTPb, IPH 3TOM
110100p 710361 HEe TpeOyeTcs, T.K. OMOAOCTYITHOCTD JINHE30JIUA TIPH TIPUEME BHYTPb COCTaBIISET
noutu 100%. IIpo1o/KuTeIbHOCTD JIeYeHUs 3aBUCUT OT BO30YAUTEIS, JIOKATH3AIUN B TSHKECTH

UH(EKIMH, a TAaKXKe OT KIMHHYECKOro s dekra.
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Bi3pocable u getu (12 jer ¥ crapiie)

ITokazanus (BKIIIOYAs uHpekuu,

CONPOBOXK/TIatoIMecs: OakTepueMuen)

PazoBas no3a

Pexomennyemas
POJIOJDKUTENILHOCTh

JICUCHHU A

- BHEOOJIbHMYHASI TTHEBMOHMS, BbI3BaHHas
Streptococcus ~ pneumoniae  (6Kkn04as
RONUPe3UCMeHmHble  UMAMMbl), BKJIIOYast
cilydau, COTPOBOXKIAOLIHECS
Oaktepuemucii, uim Staphylococcus aureus
(monvko MEMUYUITUHYYECMEUMENbHBLE
umammol);

- TOCHMTaJIbHAs IHEBMOHHUS, BbI3BAHHAs
Staphylococcus aureus (6xn104as
MEMUYUIIUHYYECMBUMETbHbLE u
MEMUYUILIUHPEIUCEHMHbIE ULMAMMbl) WA
Streptococcus ~ pneumoniae  (6xinouas
ROJUPe3UCMEHMHbBLE ULMAMMbL);,

- OCJIOKHEHHBIE MHPEKIMHU KOXKU U MATKHX
TKaHe#, BKJIF0Yast MH(EKIMU TIPH CHH/IpOME
JTMa0eTHYECKOM CTOIIBL, HE
COITPOBOXK/IAIOIIHECS OCTEOMHUEITUTOM,
BBI3BaHHbIE Staphylococcus aureus
(6KMI0YAsT MeMUYUITUHYYBCMEUMETIbHbIE U
MEMUYULIUHPEIUCMEHMHbIE  UWMAMMDb),
Streptococcus pyogenes nm Streptococcus

agalactiae;

600 wMr BHYTpb

Kax<iple 12 u

10 - 14 nuen

- HEOCJIO)KHEHHbIE HMH(MEKIUH KOXH H
MSTKHMX TKaHel, BbI3BaHHbIe Staphylococcus
aureus (monbko
MEeMUYUWILTUHYYBCMBUMEIbHbIE  UMAMMbL)

i Streptococcus pyogenes

B3pocisie: 400 mr
BHYTPb*  Kaxble
124

[Toxpoctku: 600
MT BHYTPb KaX/Ible

124

10 -14 nuent
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- uHpeknun, pesucreHTHele K | 600 Mr BHYTpb
BAaHKOMHIIMHY, BbI3BaHHBIE FEnterococcus | Kax/ple 12 9 14 -28 nueit
faecium, B TOM 4YHCIIE, COMPOBOXK/IAIOIIUECH

OaKkTepUEeMHUEH.

*[Ipu 1pueMe BHYTpb MAlMEHTHI NPUHUMAIOT JHOO JMHE30IM1 B (opme TabIETOK, OO0
JIMHE30JIH/T JIJISI IPUTOTOBJICHUS! CYCIIEH3UH Ul TPUeMa BHYTPb

Toocunvle nayuenmol: KOPPEKIUU J103bl HE TpeOyeTes.

Iayuenmol ¢ no4euHou HedOCmamo4HoCmblo: KOPPEKIUH J103bl He Tpedyercs. B ¢Ba3u ¢ Tem, 4To

30% nuHe3oIMAa yAaiseTcss MpH TeMOJUai3e B TEYEHHE 3 4YacoB, JIMHE30JMJI JIOJDKEH
MPUHUMATHCS TIOCIIE TIPOBE/ICHUS IMaIM3a NallUeHTaM, HYKIalOIMMCS B HEM.

Hayuenmoi ¢ neYeHo4Ynou He0OCmMamo4HOCmMblO: KOPPEKIHUHU JO3bI HE Tpe6yeTc51.

IMOBOYHOE JIEUCTBUE

Yacrora 100049HBIX 5((EKTOB, TNPHUBEJICHHBIX HIXKE, ONpeessiach COOTBETCTBEHHO
cneayromemy (kimaccudukanus BceMHpHON OpraHum3anyu 37paBOOXPaHEHHs ). OYEHb 4YacTo
(>1/10), wacrto (>1/100 - <1/10), meuacro (>1/1000 - <1/100), pexko (>1/10000 - <1/1000), ouenn
peaxo (<1/10000), yacToTa Heu3BecTHA (110 UMEIOLIMMCS JAHHLIM OIEHUTH YacTOTY Pa3BUTHUS
HEBO3MOXHO).

HexenaresbHble sBICHHS, CBA3aHHBIC C MPHUEMOM JIMHE30JIW/a, ObIBAIOT OOBIYHO JIETKOW WM
CpelHell CTeleHH BBIPAKEHHOCTH. Yaine OCTajJbHBIX OTMEYAIOTCsS Juapesi, rojoBHas OoJb,

TOHIHOTA, pBOTA.

B3pociibie nanueHTol

Hupexuuonnvie u napazumapmsie 3a601e6aHuA: 4acTo — KaH1J103 (B TOM 4YHUCIIE, KaH/H/03
II0JIOCTH pTa, BarMHAJIbHBIA KaHJJ103), TPHOKOBbIE MH(MEKIMU; HEYACTO — BArMHUT; PEIKO —
KOJIUT, BbI3BAHHBIN IPUMEHEHHEM aHTHOUOTHKOB (B T.4. ICEBIOMEMOPAHO3HBIN KOJIMT)*.
Hapywenua co cmoponsl Kposu u JUMPaAmu4eckoi cucmempl: 4acto — TPOMOOLMTONICHUS ™,
aHeMMs*; HeuacTo — MaHLMUTONEHHUS™, JeliKoneHus™®, HEeHTPONEeHUs, YO3UHOPUINS; PEAKO —
cujiepobIacTHas aHeMus ¥ ; 4acTOTa HeW3BECTHA — MHEJIOCyTIpeccHs™.

Hapywienus co cmopoHsl UMMYHHOI CUCMEMbI: PEJIKO — aHapuIaKcus ™.

Hapywenusn co cmoponst 0omena éeuiecme U NUMAHUA: HEYACTO — TUIIOHATPUEMHUS; PEJIKO —
JTAKTOAIM103* .

Hapywenua ncuxuku: 4acto — OeCCOHHULA.

Hapywenus co cmopoHsl HEpeHOU CUCHIEMBbI: YAaCTO — TOJOBHAs 00Jb, I'OJOBOKPYKEHHUE,

He4yacTo — cyjaoporu*, mepudepuyeckas Heiponatus™, M3MEHEHHE BKYCOBBIX OLILYIIEHUH,
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THIIOCTE3HsI, TTAPECTE3Hsl; YaCTOTa HEU3BECTHA — CEPOTOHUHOBBINA CHHIPOM.

Hapywienus co cmopoHbl 0p2aHa 3peHuA: HE4acTo — HeHponaTHs 3pUTEIBHOrO Heppa™,
3aTyMaHeHHoe 3peHue™; peaKo — mnosiBieHue JeeKToB MoJjel 3peHus™; yacToTa HEM3BECTHA —
HEBPUT 3PUTEIILHOIO HepBa*, MOTeps 3pEHHs*, M3MEHEHHE OCTPOThI 3PEHUS™, H3MEHEHHE
I[BETOBOI'O 3peHus ™.

Hapywenus co cmoponst op2ana ciyxa u 1a0upunmnble HapyueHua: HevacTo — 3BOH B yIax.
Hapywenus co cmoponsl cepoya: He4acTo — apuT™Mus (TaxuKap/us).

Hapywenus co cmoponst cocy0os: 4acTo — MOBbIIIEHUE apTEPHAIBLHOIO JIaBJIeHHs ; HEYaCTO —
TpaH3UTOpHAsl UIlleMuYeckas araka, (iedut, TpoMbodaeduT.

Hapyuwienus co cmopoHsl x#ce1y004HO-KUMEeYH020 MPAKma: 4acto — pBoTa, jiuapesi, TOIHOTa,
JIOKQJIM30BaHHas WM TeHepalu30BaHHas 00Jib B 00J1aCTH JKUBOTA, BKJIIOYas Clia3Mbl B JKHUBOTE,
3a1op, JAUCIENCHs; HEYacTo — Cla3Mbl B KUBOTEH, B3yTHE JKMBOTA, M3MEHEHHE 1[BETA A3bIKa™,
MAHKPEATHT, TaCTPUT, CYXOCTh BO PTY, INIOCCHUT, KHUJIKUH CTYJI, CTOMATUT, MPOYHUEC HAPYIICHUS
COCTOSIHHUS s3bIKa; PEJIKO — ITOBEPXHOCTHOE M3MEHEHHUE IBeTa 3y00B™.

Hapywienus co cmoponsl nedeHu u Hceandesblg00AuUX nymeit: 4acTo — N3MEHEHHUE PE3yIbTaToB
(YHKIMOHAILHBIX TECTOB MEUYCHH, MOBBIIICHHE aKTUBHOCTH (PEPMEHTOB IIEYEHHU (B TOM YHCIIC,
ananunamunorpancdepassl (AJIT), acnapraramurorpancdepassl (ACT), menounoit Gocdarasp
(I11d)); HeuacTo — MOBBIIIEHHE KOHIIEHTPALIUK 0011ero OunupyOouHa.

Hapywenus co cmoponst Koxcu u ROOKONCHBIX MKAHEN: 4acTo — 3yJi, ChIIL*; HEYacTo —
OyJuIe3HbIC TOPAXKEHHsI KOXKH, TSHKEIbIE KOJKHbIE HEKeJIaTeJIbHbIE PEaKIMK, aHTHOHEBPOTHYECKUH
orex®, KpalnWBHHIA, JEPMATUT, TOBBIIICHHAs IOTIUBOCTb, PEIAKO-  BaCKyJIUT MpPU
TUIEepYyBCTBUTENBHOCTH™; YacTOTa HEM3BECTHA — TOKCHYECKHH SIMACPMAIBHBIA HeKpoius®,
cunipom CtuBenca-Jxoncona*, anonenus.

Hapywenus co cmopoHsl HO4EK U MOY€E8bI600AUUX NYMEU: YACTO — ITOBBIIIEHHE KOHIICHTPAIIUH
MOYEBHMHBI B KPOBH; HEYACTO — IIOYEYHAsl HEJOCTATOYHOCTb, IOBBIIIEHHE KOHIEHTPALMH
KpeaTHHUHA B IJIa3Me KPOBHU, TIOJIHY PHSL.

Hapywenusn co cmoponsl noi106bix 0p2ano6 u MOJIOYHOU Hcee3bl: HEYaCTO — HapyIICHHUs CO
CTOPOHBI BJIarajiuiiia U ByJIbBBI.

Ob6ugue paccmpoiicmea u HApyWieHusa 6 Mecme 66e0CHUA: YacTo — JINXOPaJIKa, JIOKaIu30BaHHas
00J1b; HEYaCTO — 03HOO, YTOMJISIEMOCTb, JKaX/1a.

Brusanue na pe3yiomamst 1a00pamopHsIX U UHCMPYMEHMAIbHBIX UCCIE006AHUN. YACTO —
OTKJIOHEHHE OT HOPMBI TOKa3aTesieil (YHKIMH [1EYCHH, MOBBIIICHHE KOJINYecTBa HEUTPODHUIIOB,
503MHO(MIIOB, CHI)KEHHE FeMOTJIO0MHA, FeMaTOKPUTA HJIM YUCIIA SPUTPOLIMTOB, IIOBBIIICHUE HITH
CHMDKEHHEC  KOJMYECTBA  TPOMOOIIMTOB  WJIM  JICHKOIIMTOB,  IOBBIIICHHE  AKTHBHOCTH

JIAKTaTACruAporeHas3bl, Kp€aTuHKMHA3hI, JIMIIa3bl, aMHUJIa3bl, IOBBIIICHUEC KOHIICHTPAIIUH TI'NTFOKO3bI
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HEe HATOIAK, CHMKEHHME 00mero Oenka, ajlbOyMHHA, HATPUS WM KaJIbLMs, NOBBIIICHHE HIIH
CHUIKEHUE KaJIUsl MJIM THAPOKApOOHATOB; HEYACTO — OTKJIOHEHHE OT HOPMbI FeMaTOJIOTHYECKUX
TOKasaresieil, TOBBIIIEHHE COJICPKAHUS HATPUS MM KajbliMg B IUIA3ME KPOBHU, CHMIKCHHE
KOHILIEHTPALMK TJIIOKO3bI HE HATOIIAK, TOBBIIIEHUE WM CHU)KCHHE XJIOPH/IOB KPOBH, IIOBBLIICHHE
KOJIMYECTBA PETUKYJIOIUTOB, CHU)KEHHE KOJIMYECTBA HEUTPODHUIIOB.

* Hexenare/bHbIE PEaKIMH, BBISBIEHHbIEC B IOCTPETHCTPAIIHOHHOM MIEPHO/IE

# HexenaTe/bHble peakilMy «CHa3Mbl B )KHBOTE)» ONpeessiores 1o knaccupuxauu MedDRA
KaK TEPMHUH HUKHETO YPOBHSI, a HE NPEJNOYTUTEIILHBIH TCPMHH.

Crenyrome modounbie (pGEeKThl IPU NIPUMEHEHHH JIMHE30JI1/1a B PE/IKUX CllydasX OTHOCHIMCH
K KaTeropyu Cephe3HbIX: JIOKAIM30BaHHasi 00JIb B 00J1aCTH XKHUBOTA, TPAH3UTOPHAS HIIEMUYCCKas
aTaka, apTepuajbHasi THIIEPTEH3US.

B KOHTpOJIMPYEMBIX KIMHUYECKMX MCCIIENO0BaHUAX, B KOTOPBIX JIMHE30JH] [PUMEHSICH
MakcuMyM 28 nHeil, Toibko y 2% TalMeHToB pasBuBanach aHemus. llpu npumeneHuu
HE3apEruCTPUPOBAHHOIO TIperapara B paMKax HpOrpaMM paHHEro J0CTyna Juis MalMeHTOoB C
KU3HEYTPOXKAIOMUMA  MHpekimsiMu, y 2,5% (33/1326) nauueHToB, KOTOpPBIC MOJIyYaiH
auHe3ounl < 28 JHel, pa3BHBajach aHEMHs, B TO BpeMs KakK MPH IMPUMCHEHHH JIMHE30JM/a
Oouble 28 jauei, anemus pasBuBaiachk y 12,3% (53/430) manueHTos.

COOTHOIIICHHE CIIy4aeB pa3BUTHs aHEMHH, TpeOYIOIIel IepeluBaHus KpPOBH, COCTaBUIO 9%
Cpe/IM MalMeHTOB, MOJTyYalomuX jJuHe30am1 < 28 jueit (3/33), u 15% (8/53) B Tex ciyyasx, Koraa
JIMHE30JIM/1 TIPUMeHsun Oosee 28 JHEMH.

Jlaunble Mo 6e30MacHOCTH, TOJTyYEHHbIE B KIMHUYECKUX UCCIIeI0BaHuAX ¢ yuacTueM Oosee 500
NAIMEHTOB JIETCKOro Bo3pacTa (¢ poxaeHus 10 17 jer), He yKa3blBalOT, YTO NPOQuIb

0€e30MacHOCTH JIMHE30JIMAA JIJIS JIETEH OTJIMYAETCS OT HpO(i)I/IHH 0e30IacHOCTH JJIsI B3pPOCJIbIX.

IMEPEJO3UPOBKA

O ciyuasx INepeIo3UpPOBKH JINHE30J 1A He coolmmanoch. PexoMenyercs CHMITOMaTHYECKOe
JiedeHne (B TOM 4MCIie HEOOXOAUMO TI0/UIEPKUBATH CKOPOCTh KiTyOoukoBO# (GuibTpanuu). Her
JIAHHBIX OTHOCHUTEIILHO YCKOPEHUS BBIBEJICHUS JINHE30JIM/A TIPH NIEPUTOHCATIBHOM JIHAIN3E UIIH

remonepdysuu. [Tpumepro 30 % nrHe30H1/1a BBIBOJAUTCS B TEUEHUE 3 YACOB IPH IEMO/IHATIU3E.

B3AUMO/IEMCTBHUE C JIPYTUMHU JIEKAPCTBEHHBIMHA CPEICTBAMU

VeranoBiieHo, uTo u3odgepMenTsl uToxpoMa P450 He yyacTBYIOT B METabOJIM3ME JIMHE30IH/IA iN
vitro. Jlune3onuJi He HWHTHOMpPYeT W HE IMOTEHLUPYET AaKTHBHOCTh KIMHHYECKH BaXKHBIX
mzopepmentoB muroxpoma P450 (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). Takum obpaszom, He

oxunaercs CYP450-uHaylMpPOBAaHHOTO B3aUMOJICUCTBHUSI TIpH IpueMe JmHesonuzaa. [lpu
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0JTHOBPEMEHHOM TTPMMEHEHHH JinHe30mHa | (S)-Baphapuua, KOTOPbIA B 3HAYHTEILHOH CTCICHH
metabommsupyercs  usodepmerntom  CYP2C9,  (apmMakoKWHETHYECKHE  XapAKTEPHCTUKH
BappapnuHa He MeHsroTCsa. Takue mnpernaparbl, Kak Bapdapud M (EHUTOHH, SBISIONIHECH
cyberparamu mzopepmenta CYP2C9, MOKHO NPHMEHSITH OJJHOBPEMEHHO C JIMHE30JHI0M Oe3
KOPPEKIIUH JI03bI.

HHI‘H6I/ITODBI MOHOAMHUHOKCH/1A3bI

JIuHE30/M/1 SBISETCS HECEIEKTHBHBIM 00paTUMbIM HHITHOMUTOPOM MOHOAMHUHOKCH/IA3bl, TIOATOMY
Y HEKOTOPBIX MAIMEHTOB, TOJIYYAIONIMX JTHHE30JIML, MOXKET OTMEUAThCsl YMEPEHHOE 00paTuMoe
YCHJIEHHE NPECCOPHOTO JEHCTBHS nces0osheopuna u penuiponanoiamund. B cisH ¢ 5THM
PEKOMEH/IyEeTCsl CHHKATh HadasbHbIE J103bI CJIEAYIOIMX IPYII MPErnapaToB: apeHOMUMETHKH
(Harpumep, 1iceBa0ddepuH, GeHUIponaHoIaMiH, SMuHedpuH, HopInuHepuH, 100y TaMKH),
n0(paMUHOMUMETHKH (Hanpumep, nopaMuH) ¥ B JaJIbHEHIIEM OCYLIECTBIATH MOAO0OP 03Bl
TUTPOBAHUEM.

B wuccnenoanusx I, 11 u Il ¢a3sl He orMevasioch pa3BUTHS CEPOTOHMHOBOIO CHHIpPOMA Y
MalMEeHTOB, MMOJYYaBIINX JIMHE30JIU] COBMECTHO € CEPOTOHHHEPIrHYCCKUMHU IperapaTamMH.
Coobmanocs 00 0YeHb PEJKHX CIIOHTAHHBIX CIIydasiX pa3sBUTHS CEPOTOHHHOBOIO CHH/IpOMA IpH
OJIHOBPEMEHHOM TIPUMEHEHHUH JIMHE30JMH/1a U CEPOTOHMHEPIHUYECKUX IIPenaparoB (cM. pasziel
«ITporuBonokazauus» 1 «OcoOble yKa3aHUsm»).

[Ipy  OJIHOBPEMCHHOM TPUMEHEHHH C  d3MPEOHAMOM W 2eHMAMUYUHOM  W3MEHECHHs
(apMaKOKMHETUKH JIMHE30JIU/1a HE OTMEYAIOCh.

Pupamnunun BeisbiBan cHwkenne Cmax u AUC suHesommaa B cpennem Ha 21 % u 32 %,

COOTBETCTBCHHO.

OCOBBIE YKA3ZAHUA

CMepTHOCTH YV MAIMEHTOB C KaTeTep-aCCOLMUPOBAHHBIMU I/IHd)CKI_II/IHMI/I

B OTKpHITOM HCCIIEI0BAaHUH CPEJIH TSKETO000bHBIX NAIIMEHTOB ¢ BHY TPUCOCY IMCTBIMU KaTeTep-
acCOIMMPOBAHHBIME MH(EKIUSIMU ObUIO OTMEUYEHO IIPEBBLILIEHHE JICTAIBHOCTH Y MAlMEHTOB,
TOJTY YaBIINX JTMHE30JIU]I, 1o CpPaBHEHHIO o narueHTaMHu, TIOJTy YaBIIMMHU
BaHKOMUIMH/MKJIOKcaluine/okcatmuie - [78/363  (21,5%) mnportuB  58/363  (16,0%)].
OcHOBHBIM  (JaKTOPOM, OKAa3bIBAIOIMM BJIMSHHUE HAa YPOBEHb CMEPTHOCTH, OBLI CTATyC
IPaMIIOJIOKUTENLHON HHPEKIMA B HCXOAHBIH MOMEHT BpeMeHH. [lokasaTens eTaibHOCTH ObLI
CXO0XK Cpe/IU MAIlMeHTOB, HHPEKIUH Y KOTOPBIX ObLIM BBI3BaHbI TOJILKO TPAMITOJIOKUTEIbHBIMH
MuKpoopranuzmamu (otHomenue mancoB 0.96; 95% nosepurenbHblii untepsai: 0.58-1.59), Ho
Obu1 3HaunTeNIbHO Bhime (p=0.0162) B rpymnme JMHE307M/1a KOrJa 0OHapyKUBAJMCh U JIPyTHE

MMKPOOPraHU3MBbl, HIIH UX HE yIaBAJIOCh OOHAPYKUTh HA HAYaJIbHOM STare (OTHOIICHHUE IIaHCOB
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2.48; 95% nosepurenbublii uHTepBaN: 1.38-4.46). Hauboupimuii aucbananc oTMedeH BO BpeMsl
JIEYEHHUs U B Te4eHue 7 JIHEeH nociie OKOHYaHusl aHTUOMOTHKOTepanuu. B xojie ucciieioBanus B
rpynie JuHe30/1/1a O0JIbIle MalMeHTOB IPUOOpETaIn TPaMOTpHIIATEeIbHbIE MHKPOOPTaHU3MbI U
BIIOCJIE/ICTBMM NOrHOaIM OT MH(EKIIUH, BEI3BAHHON IPpaMOTPHILIATEIbHBIMA MHUKPOOPTaHH3MaMH,
WJIH TTI0JIMMUKPOOHBIX MHpeKImid. Takum o0pa3oMm, B ciiydae OCIOKHEHHBIX HHPEKIUN KOKH
MSATKHAX TKaHEeH JIMHE30JI1 /1 CII€yeT UCII0JIb30BaTh y MAIlUEHTOB C U3BECTHOW MJTH BO3MOKHOM KO-
MH(EKIMeH rpaMOTpHIIaTeIbHBIME OPraHU3MaMH, TOJIBKO €CJIH HET allbTEPHATHBHBIX BAPUAHTOB
neyenus (cm. pasaen «llokasanusy). B atux ciyyasix nmokazaHo oJiHOBPEMEHHO JIOTOJIHATEIBHOE
IPUMEHEHME TIPENaparoB, ASHCTBYIOMIUX HA IPaMOTPUIIATENIbHY IO MHKpOdIOpY.

Muenocypeccus

Y HEKOTOpHIX MalMEHTOB, MPUHUMAIOIIMX JIMHE30JIHJ, MOXET pa3BUThCS oOpaThMast
MHEJIOCYTIpeccus (C aHeMHuel, TPOMOOIIMTONICHUEH, JICHKOTIEHHEH M TAaHIIUTOTICHUEH ), 3aBHCIIast
OT MPOJOKATEIIBHOCTA Tepanuu. TpoMOOIUTONEHUsSI MOXKET Yallle BO3HUKATh y MAIlHEHTOB C
TSOKEJION MOYCYHOM HEI0CTATOYHOCTBIO, HE3aBUCUMO OT IPUMEHEHHUs y TallMeHTa I'eMO,/IHalIn3a,
Uy NMaIlMEHTOB € NIEYCHOYHOW HEJOCTATOUYHOCTBIO CPE/IHEH WM TSKENION CTereHH. Y MOMKHIIBIX
MAlMEHTOB TAK)KE MOBBIIIEH PUCK Pa3sBUTHS JAHHOTO COCTOSHMS. B CBs3M ¢ 3TUM B mporecce
JIeYeHH sl HEOOXOIMMO TPOBOMTH MOHUTOPHHT MOKA3aTelIe KPOBH Y MALMEHTOB C MOBBIIIECHHBIM
PHCKOM Ppa3BUTHS KPOBOTEUEHUS, MHUEJIOCYIIpeccHeil B aHaMHe3e, C TOKEJIOW I[MOYEYHOU
HEJIOCTATOYHOCTBIO MJIM II€YEHOYHOM HEJ0CTATOYHOCTBIO CPEAHEH WM TSOKEJIOW CTENEHH, a
TAK)KE TIpH  OJHOBPEMEHHOM IIPUMEHEHMH I[IpPEnaparoB, CHUKAIOUUX T'eMOIVIOOMH WM
KOJIMYECTBO TPOMOOIMTOB MM HX (YHKIHMOHAIbHbIE CBOWCTBA, a TaKXKe Yy MalMEeHTOB,
TOJIyYaroIuX JIMHE30M 1 Oosiee 2 Heenb. JIMHe30m1 y TakuxX MalueHTOB PUMEHSIETCS TOJILKO
B TOM Cllyyae, KOIZla BO3MOXEH THIATEIbHbI MOHHTOPUHI TIeMOrJIOOWHA, KOJMYECTBa
JIEHKOLMTOB ¥ TPOMOOLMTOB. EcCii BO BpeMsi Teparuu JTHHE30JIH/I0M Pa3BUBACTCS BbIPAKECHHAs
MHEJIOCYTIPECCHs, JIEYEHUE JJOIDKHO OBITh IIPEKPAIEHO, €CIIU TOJIBKO MPOJIODKEHUE TepaIiii He
CUMTAETCS abCOMOTHO HEOOXOAUMBIM. B 9TOM citydae HEOOXOMM MHTEHCUBHBIH MOHHUTOPUHI
MOKa3aTesicii KPOBH M COOTBETCTBYOLIEe JieueHHe. Kpome Toro, pekoMeHyercsi, YTo0bl aHaIu3
KPOBH (B TOM 4YHMCIIE, OIpeJIe]IeHHe TeMOrJIO0NHA, KOJINYecTBa TPOMOOIIMTOB M JIEHKOIMTOB (C
pacyeTom JICHKOUUTApHON (HOPMYJIbI)) IPOBOJIUIICS €KECHE/ICNIBHO Y MAllMEHTOB, MOJYYaroIuX
JIMHE30JIM] HE3aBHCUMO OT IIOKa3aTesiel MCXOJHOIro aHajiu3a KpoBH. bosiee BbIcOKas yactoTa
pa3BUTHS TSKCJIOH AHEMUM OTMEYEHa Yy TMAllMeHTOB, IOJYYaBIIUX JIMHE30JIH)[ OOJIbIIE
MaKCHMaJIbHO PEKOMEHJIOBAHHOW MPOJOJDKUTEILHOCTH B 28 JHEH. DTHM mamueHTaMm dyarie
TpeboBanoch nepenupanre kpou. Ciryyan cuiepoOIacTHON aHEMHUHU ObLIM 3apErUCTPUPOBAHBI B
HNOCTPErUCTPALIMOHHOM Nepro/ie. B O0IbIIMHCTBE CllydaeB JUIMTEIbHOCTD TePAIMK JINHE30JIHI0M

npesbimana 28 jaHed. Y OoJbIINHCTBA NAIIMEHTOR MPOSIBICHUS ObUIM MOJHOCTHIO MIIM YaCTHUHO
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06paTI/IMI>I ITOCJIC MMPECKpAICHUA JICYHCHHU A JINHE30JIU10M c/6e3 Cl'IeLlI/I(i)I/I‘{CCKOFO JICUCHUS aHCMUMU.

AHTI/I6I/IOTI/IK-aCCOHI/II/IDOBaHHaﬂ JUapesd U KOJIMT

Y nanMeHToB, MPUHUMAIOMIMX aHTHOAKTEepHANIbHBIE TIpenapaThl, BKJIIOYas JTHHE30M]L, CIeyeT
YUYHMTBIBATH PUCK PA3BUTHS IICEBJOMEMOPAHO3HOTO KOJIUTA PA3IMUHOM CTENEHH TKECTH.

O cnyvasx nuapen, csizaunoit ¢ Clostridium difficile, coobmanoch B CBSI3M ¢ UCHOJIb30BAHUEM
NPAKTHYECKH BCEX AHTHOAKTEPHAJILHBIX IPENapaToB, BKIIOYAs JMHE30JHA. TsDKECTh Juapeu
MOJKET BapbUPOBaTh OT JIETKUX (hopM 110 TskenbIX. JleueHne aHTuOaKTepUaIbHBIMU IpeNapaTaMmu
HapyIaeT HOPMalbHYIO MHUKPO(IOpY KHIIEYHHMKA, YTO MPUBOAUT K H30BITOUHOMY pOCTY
Clostridium difficile. Clostridium difficile BbipabaTbiBaeT ToKCHHBI A ¥ B, KOTOpBIE NPUBOIAT K
pa3BuTHIO Juaped, cBssaHHoi ¢ Clostridium difficile. VI30bITOYHOE KOJIMYECTBO TOKCHHOB,
BbIipabaTbiBaemoe mrammamu Clostridium difficile, MoxeT BBI3BaTh IOBBIIIEHHE JIETAIBLHOCTH
Cpe/id NAlMEeHTOB, TaK KaK Takue MHQEKIUH MOTYT ObITh YCTOMYHMBBI K MPOTHBOMHKPOOHOM
TEpAlUK, a TaKXKe MOXKET NOTpeOOBAThCS KOJOHAIKTOMUS. Hesb3si MpUMEHSThH JIeKapCTBEHHBIE
CpeACTBa, TOPMO3SIIHE NEPUCTAIBTUKY KHIIICUHUKA.

Bo3moxnocTh pasButus auapeu, csazannoit ¢ Clostridium difficile, nomkHa paccMaTpuBaThes y
BCEX IALMEHTOB C JMapeei, 10cie/0BaBIIei 3a MCIOJIb30BaHUEM aHTHOHOTHKOB. TiiarenbHoe
MEJIMIIMHCKOE HAaOJII0IEHHE B TEYEHHUE 2 MeCs1eB HE0OX0IMMO MallUeHTaM, IEPEHECIITMM JIHAPEIO,
csizannyto ¢ Clostridium difficile mocne BBesieHUsi aHTHOAKTEPUAIILHBIX IIPENIAPATOB.

Ilepudepuueckast HelponaTusi U HEUPOIATHS 3PUTEJILHOIO HEPBa

Coobmanoch 0 nepudepuyeckord HelponaTtuu, a TaKKe HEHpONmaTHH 3PUTEIBLHOr0 HepBa U
HEBPUTE 3pUTEJILHOIO HEPBA, KOTOPHIE HHOT /1A IPOTPECCUPYIOT J0 NMOTEPH 3PEHUS, Y MALIUEHTOB,
KOTOpBIE 10JIyYalld JICUEHUE JTMHE30JIUI0M; OTH COOOIIEHUS UMEIT MECTO, B IIEPBYIO OUYEPEb, Y
NAlMEHTOB, I10JIy4aBIIUX JICYEHHE HA MPOTSIKEHUU NIEPUOJIOB BPEMEHH, KOTOpPbIE ObUIM OOJIbIIE
MaKCUMaIbHOW PEKOMEH0BAHHOM MPOI0JDKUTEILHOCTH JICUEHUs], COCTaBIsIoIEH 28 THei.

ITpu nosiBieHUM CUMIITOMOB yXyAILEHUS 3PUTEIIbHON (DYHKIIMH, TAKUX KAK U3MEHEHHE OCTPOTHI
3pEHHsi, M3MEHEHUE LBETOBOIO BOCIPUATHUS, 3aTyYMaHEHHOCTb, Je(EeKThl TMOJIeH 3peHws,
PEKOMEH/IyeTCsl CPOYHO 00paTUThCs K OTaIbMOJIOTY JUlst KOHCyJbTanuu. ClietyeT MpoBOIUTh
MOHHUTOPHUHI 3PUTEIbHON (YHKIMM y BCEX MAIMEHTOB, MPUHUMAIOIIUX JIMHE30JIU/ B TEYEHHE
JUIMTEJILHOTO BpemeHu (Ooniee 28 naHeii), a Takke y BCeX MAlMEHTOB ¢ BHOBbL IMOSBUBIIHMHCS
CHMIITOMAaMH 3pUTEIBHBIX HAPYLIEHUN HE3aBUCUMO OT MPOJOJDKUTEILHOCTH Tepanuu. B ciryyae
pa3BuTHs nepudepruecKoil HeliponaTii U HEHPONaTHH 3PUTEIHLHOTO HEPBa, CIIEAYET OIEHUTH
COOTHOILIEHUE PHUCK/NOJIb3a MPOAOJDKEHUS] TEPAlUy JIMHE30JIUIAOM Yy STHUX MAIlMEHTOB. Puck
pa3sBUTHs HEHPOIIATHH BBIIIIE, €CJIN JIMHE30JIU/] IPUMEHSIETCS Y TTAIIHEHTOB, KOTOPBIC HCITOJIB3YIOT
B HACTOSIIIEE BPEMs MJIM KOTOPbIE HEJIABHO IPUHUMAJIA aHTUMUKOOAKTepHaIbHBIE TIperaparhl st

JedYeHus TyoepkyJiesa.
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JlakToaru 103

B cBsi3u ¢ npuMeHeHneM IMHE30JM/1a COOOMAIOCH 0 JTaKToalu 03¢, [lainenTsl, y KOTOpBIX Ha
¢one npuema IMHE30NMIA BO3ZHMKAET IOBTOpHAs TOIMIHOTA MIM PBOTA, OOJIb B JKHUBOTE,
HEOOBSACHUMBIH alMI03 MJIM OTMEYACTCs CHH)KCHHE KOHIEHTPAIMH I'MIPOKapOOHAT-aHHOHOB,
TpeOYIOT THIATEILHOTO HAOJIIOACHHS CO CTOPOHBI Bpaya.

MHTOXOHﬂDHaJIbHaﬂ ,Ill’IC(bVHKIII’ISI

Jlunesomun wHrubupyer cuHre3 Oeika MHUTOXOH/ApHWit. [loGounble >(ekThl, Takue Kak
JIAKTOANM/I03, aHEMHUsi W HeWponatus (nepudepuueckas WX 3pPUTEIBHOTO HEpBa), MOTYT
BO3HUKHYTb B pe3yjibTare dTOr0 TOPMOXKEHHUs; 93TH  dPdexTsl  sBstoTcs  Oosee
pacrpocTpaHCHHBIMHU, KOT'la Ipernapar Ucrosb3yercs 0oJibiie, yem 28 JIHei.

Cynoporu

Coobmanock 0 cypoporax y NarUeHTOB, IPHHAMABIIHUX JIMHE30JIM/L, IIPH 3TOM B OOJILIIHHCTBE
CJIy4acB B aHAMHE3€ UMEJIOCh YKa3aHHUE Ha CyIOPOT'H HJIK HAJIMUne (PaKTOPOB PUCKA UX PA3BUTHSI.
Y nanueHToB HEoOXOAMMO coOpaTh IOJPOOHBIN aHAMHE3, KACAOUIMICS TIPEIIECTBYIOIHX
3MU30/0B CYI0POT.

MHruoutopsl MOHOAMUHOKCHIA3bI

JIunesonu)t saBisieTcss 0OpaTUMBIM HECEICKTHBHBIM HHTHOUTOPOM MOHOaMUHOKcH a3kl (MAO);
OJIHAKO B J103aX, IPUMEHSIEMBIX Ui aHTHOAKTEpUAJIbHOW Teparnuu, OH HE MPOSBIACT
anTujienpeccanTHell 3¢ dekt. MMeroTcs oueHb OrpaHWuYCHHBIC JIaHHBIE W3 HCCIIEA0BAHUIA
JIEKapCTBEHHBIX B3aMMOJICHCTBUI U B OTHOIIECHUU O€30MAaCHOCTH JIMHE30JIH/Ia TIPU TPUMCHEHUH
y DalMeHTOB € OCHOBHBIMM 3a00JICBAHUSMH W/WJIM TIPH OJIHOBPEMEHHOM PUMECHEHHH
JICKapCTBCHHBIX IIPENapaToB, KOTOPbIE MOIYT IOJBEPrHYTh HUX PHUCKY, OOYCIOBJICHHOMY
unruouposanneM MAO. CrenoBarenbHO, IPUMEHEHHE JIMHE30/IM/Ia HE PEKOMEH/IYETCS B DTHX
00CTOATENBLCTBAX, KPOME CIIy4yaeB, KOTJIa BO3MOXKHO MPOBEJICHHE TINATEILHOTO HAOIIOAEHHS U
MOHHUTOpPHHIA [alMeHTa, IOoayvalomero npemnapat (cMm. pasaensl «lIpoTtuBonokazanus» u
«B3aumoieiicTBHE € IpyTUMH JIEKAPCTBEHHBIMH CPEJCTBAMEY ).

CepoTOHUHOBBIA CUHIAPOM

Coobmanoch 0 CIOHTAHHBIX CIIy4asX Pa3BUTHS CEPOTOHHHOBOIO CHHJPOMA, CBSI3aHHOIO C
OJIHOBPEMCHHBIM MPUMEHEHUEM JIMHE30JIM/Ia U CEPOTOHMHEPTHYECKHUX IpenaparoB, BKIIOYas
AQHTHUJICTIPECCAHTRI, TaKME KaK CEJIEKTHBHBIC WHIMOMTOPBI 0OpaTHOroO 3axBara CEpPOTOHHUHA
(CMO3C) u ommouasl (cM. pasgen «llporuBomnokazanusi» u «B3aumojelcTBUE ¢ JpYyrUMHU
JICKapCTBECHHBIMH cpeJicTBaMu»). [Ipyn HE0OX0/IMMOCTH NpUMEHEHHs MperapaTa B COYCTaHUM C
CEJIEKTMBHLIMH MHTHOUTOpaMH 00paTHOTO 3aXBarta CEPOTOHUHA CIIELYET IOCTOSHHO HA0II0AaTh
3a MMalUCHTAMHU C [ICJIBIO BBISBJIEHUS IIPU3HAKOB U CUMIITOMOB CEPOTOHUHOBOT'O CHH/IPOMA, TaKUX

KaK HapylleHHWe KOIHUTUBHOW (YHKIHMM, THICPIUPEKCHs, runeppeieKCusi W HapylIeHHE
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KOOP/IMHALIMU JIBUKECHUH.

B ciyyae nosBieHHs JIAHHBIX CHMIITOMOB CIIEJyeT OTMEHUTb OJMH MM 00a IPUHUMAEMBbIX
npenapara. [Ipy mpekpaiieHns npueMa CepoTOHHHEPrHUECKOTro CPeCTBA MOTYT HAOIKOAAThCs
CUMIITOMBI CHH/IPOMA KOTMEHBD».

['nnonarpueMus

VY HEKOTOPBLIX MALMEHTOB, MOJYYABUIAX JIHHE30JH I, HAOIIONAINCh THIOHATPUEMHs U / WM
CHHJIPDOM HeaJIeKBaTHOM cekpenuu aHTuamyperuueckoro ropmona (SIADH). Pexomenjtyercs
PEryJisspHO KOHTPOJMPOBATh YPOBEHb HATPUSl B CBHIBOPOTKE KPOBH y IIOXKHIBIX JIIOJCH, Y
MAlUEHTOB, MPUHUMAIOIINX JTAYPETHKH, U Y JIPYTHX ITAMEHTOB ¢ PUCKOM FMIIOHATPUEMHH.

OxpamuBanue 3yOHOU dMaIu

Coobmanoch 0 ciydasx 00paTuMOro MoBEPXHOCTHOTO N3MEHEHHs OKpAIIMBaHHs 3yOHON SMallu
IIPH KCIIOJIHb30BAHUH JIMHE30JIUAA. JlaHHbIe M3MEHEHUsI OKpaIlUBaHUs YyJIAJISJIMCH TIOCPE/ICTBOM
podecCHOHATBHOTO OYHILECHHS 3yOOB.

['unorimkemus

Coo061manoch 0 ciydasx CAMITOMATHYECKOM THITOTJIMKEMUH Y TTAIIUEHTOB ¢ caXapHbIM JIMa0eTOM,
I10JIyYaBIINX JIMHE30JIU/T OJTHOBPEMEHHO C MHCYJIMHOM HJIH TUIIOTTIMKEMUYECKUMH IIpenapaTtamu.
XOTst IPUUMHHO-CJIC/ICTBEHHAS CBSI3b MEXK/Ty TIPHEMOM JIMHE30JIM/1a U Pa3BUTHEM IMITOTIMKEMHH
HE YCTaHOBJIEHA, MAIMEHTOB C caXapHbIM JHabeToM HeoOXOJUMO IpeayNnpexaaTh o
BO3MOXKHOCTH Pa3BUTHS THIIOTTTMKEMHH. B cilyyae BOZHMKHOBEHHs THUIIOTIMKEMUH HEOOXO0MMa
KOPPEKIIUS JI03bl HHCYJTMHA/THIOTIMKEMUYECKUX IIPErapaToB UM OTMEHbI JIMHE30JIU/1a.

HDI/IMCHGHI/Ie C NIPOAYKTAMHU ITUTAHUS, OorarbIMH THpaAMUHOM

[larmentam clielyeT pEeKOMEHJIOBAaTh OTKa3aTbCs OT IIpHeMa OOJIbIIMX KOJUYECTB IHUIIH,
coJiepallieii THpaMuH (Takue, KaK KpacHO€ BHHO, CO3PEBIIMH ChIP, HEKOTOPBIE AJIKOTOJbHBIE
HAIMUTKH, KOITYEHOE MsICO, IKCTPAKTHI JPOAOKEH, MPOIYKThl M3 (PEPMEHTUPOBAHHBIX COEBBIX
0000B, Take KaK COEBbIN COYC).

Cynepundexims

KiuHMYeCKHX HMCCIeI0OBaHMM, U3ydaBinX 3(dekT nmpuMeHeHHs JTUHE30JIM/1a Ha HOPMAJIbHYIO
MHUKPO(DIIOpY OpraHu3Ma 4ejaoBeKa, He POBO/IUIIOCH.

[Ipumenenne aHTHOAKTEPHATILHBIX IIPENApaTOB MHOTIA MOXKET IIPUBOJIUTD K YCHIIEHHOMY POCTY
HEBOCITPUUMYMBBIX K HEMY MUKPOOPTraHU3MOB. B KIIMHUYECKHUX HCCieI0BaHUsIX ObUIO MTOKa3aHo,
YTO MPUMEPHO Y 3% MalMEeHTOB, MOJTYYaBIINX PEKOMEH/IOBAHHBIE J103bI IMHE30JI1/1a, Pa3BHBAJICS
KaH/TH/103, ACCOIMUPOBAHHBIN € TIPHEMOM aHTHOUOTUKOB. [IpU BOSHUKHOBEHUH CyNepHHDEKIIUH
Ha (oHe mpHeMa JMHE30JIHJa ClieJlyeT MPUHUMATh COOTBETCTBYIOUIME MEpbl MEIMIIMHCKOIO
XapakTtepa.

Kinauueckue uccieIoBaHust
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BezonacHocTb # 5GQEKTHBHOCT IPUMEHEHHUS JIMHE30JH/1a JUIMTEIBHOCTBIO Oosee 28 Hei He
YCTaHOBJICHBDI.

B KOHTPOJIMPYEMBIX KIMHMYECKAX HCCIEIO0BAaHUAX HE MNPUHUMAIN Y4acTusl MalMEHThI ¢
CHHJIPOMOM  «/IMA0ETHYECKON CTOMbI», MPOJIEKHAMHM MM HIICMHUYCCKHMH HApYIICHUAMM,
TSDKEJTBIME 0’KOTaMU MJIM TaHIPEHO3HBIMHU TopaXkeHUssMH. TakuM 00pa3oM, OMBIT MPUMCHEHUS

JIMHE30JIM1a B TEpAIllUHU STUX COCTOSIHUM OrpaHUYCH.

BJIUAHUE HA CIHOCOBHOCTDb YIIPABJIATH TPAHCIHOPTHBIMU
CPEJICTBAMU, MEXAHU3MAMH

Bo Bpemsi JieueHHs JIMHE30JMJOM YIPABISTH TPAHCIOPTHBIMM CPE/JICTBAMH, CHCHHATBHOH
TEXHUKON WJIM 3aHUMATbCs JICATEIIbHOCTBIO, CBSI3aHHOW C  IOBBIIICHHBIM PUCKOM, HE
pekoMenyeTcsi. [1aiMeHToB ciielyeT npeaynpeuTh O BO3MOXKHOCTH Pa3BUTHs FOJIOBOKPYKEHUS
VJTH CUMITTOMOB HapyLIeHus 3peHus (Kak onucano B paszenax «Tobounoe aeiicreue» u «Ocobdbie

yKa3aHus»).

®OPMA BbIITYCKA

Tabnerku 1MoKphITHIE TICHOUHOH 000510uK0# 600 M.

10 tabserox B 6uucrep u3 [IBX/amom. Gposbru.

1,2,3,5, 6 umu 10 6iiucTepoB BMECTE ¢ MHCTPYKIHMEHN 110 IIPUMEHEHUIO TOMEIIAIOT B KAPTOHHYIO
nauKy.

[Ipu ynakoBke Ha OO0 «HT®D «ITOJIMCAH»: mo 10 tabneTok B KOHTYPHOH sS4€HKOBOU

YHAKOBKE M3 MIEHKU MOJIMBUHUIXJIOPUIHON U (OJILIU aIOMUHHUEBOI.
1 KOHTYPHYIO SYEHKOBYIO YIIAKOBKY BMECTE ¢ MHCTPYKIHMEH 110 MPUMEHCHHUIO TOMEIIAIOT B MAYKy

U3 KapTOHA.

YCJIOBUSI XPAHEHUSA
XpanuTh npu Temreparype He Bbie 30 °C.

XpaHUTh B HEJIOCTYITHOM JUIsl JIETEH MecCTe.

CPOKTOJHOCTH
3 rona.

He npumensams no ucme4eHuu cpoka 200Hocmu.

YCJIOBHUS OTITYCKA
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OTrycKaroT 10 perenty.

IMPOU3BO/UTEJIb

[aitzep Papmackrorukans IndaCu, [Tyspro Puko.

Anpec: Km 1.9, Poyn 689, Bera baxa, ITyspro Puko 00693

000 «HTD®D «ITOJIMCAH», Poccuiickas ®enepanus.

Anpec: 192102, r. Cankr-IletepOypr, yi. Canosa 1.72, kopn.2, dt. A.
OPIAHM3ALIUSI, IPUHUMAIOIIASI IPETEH3UU ITOTPEBUTEJEN:

000 «Idaiizep HunoBauum» (B ciaydyae mnpousBoactsa «lldaiizep PapmachioTHKa3
Da2nCuy»):

123112 Mockaga, [Ipecnenckas Hao., 1.10

bl «bamns na HabepexHnoit» (biok C)

Tenedon: (+7 495) 287-5000

dakc: (+7 495) 287-5300/287-5067

WU

000 «<HT®®D «JTIOJJUCAH» (B ciyuae nmpousBojictBa OO0 « HTOD «[TOJIMCAH»):
192102, r. Cankr-IlerepOypr, yu. CanoBa 11.72, kopi.2, JuT. A.

Tenedon: (+7 812) 448-22-22

PykoBoiuTeIb 0T/I€N1a perucTpaluu Ocunosa C. A.
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