COOTBETCTEYET f-_' K li_: __ EPTHOMY OTUETY

ot 12.05.2025 N= 11950

yHcTPykyg! O EACEATENEHDCTS 0002)

1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

JInnezoaua Kanon

PerncrpanuoHHblii HOMep:

Toprosoe HaumeHoBaHue: JInnezonua Kanon

MexayHapoaHoe HeMATEeHTOBAHHOE WM IPYNIIHUPOBOYHOE HAUMEHOBAHUE  JIMHE30JIH /T
JlekapcTBeHHas popMa: TaOJICTKH, TOKPHITHIE TUICHOYHON 000JI0UKOM

Cocras

1 TabneTka, HOKpHITas TNICHOYHOH 000104K0#, 600 MI' COIEPKUT:

eticmeyrowee sewgecmeo: muresonus 600,00 mr.

Bcnomocamenvnvie eewjecmea: kpaxman Kykypy3Heii 40,00 Mr, kpockapmesio3a HaTpHs
38,00 mr, manuuton 54,00 mr, marausa cteapat 8,00 mr, noBuaon K-30 20,00 mr, nemiono3a
Mukpokpucramumyeckas 100,00 mr.

Inenounas obonouka: Onaapaii 6enpiid 26,00 Mr, B TOM Uuce:

TUIIPOMEIIO3a (THAPOKCUTIPOMTMIMETUIIIEILTION034) 8,775 MT, TUIPOJIO3a
(THIPOKCUTIPOITHIIIIEILTIONI032) 8,775 MT, TaJIbK 5,200 MT, TATAaHA  JUOKCUI
3,250 wmr.

Onucanue

TabneTku oBajbHBIC JBOSKOBBIMYKIIbIE, TTOKPHIThIEC IIEHOUYHOW 000JI0UKONM OENoro WM MOYTH
Oenoro nBeta. Ha momnepeunom paspese — moutu Oenoro mBeTa.

dapmakoTepaneBTHYeCKAs] TPYNNA. aHTHOAKTEPHAIBHBIC CPEACTBA CHUCTEMHOTO JICHCTBUS,
JIpyrue aHTHOAKTepUaTbHBIE CPEICTBA

Kon ATX: JO1XX08

DapMaKoJIOrHyecKoe 1eHcTBHe

DapMaKoAUHAMHKA

Jlune3onmuy, CHHTETHYECKHMU aHTHOAKTEPHAIBHBIN TMpenapaTr, OTHOCHUTCSI K HOBOMY KJlaccy
NPOTHBOMHUKPOOHBIX CPEJICTB, OKCA30JMJINHOHAM, aKTUBHBIX IN VItr0 B OTHOIICHHH a3pPOOHBIX
TPaMITIOJIOKHUTEIBHBIX OaKTepHii, HEKOTOPBIX TPaMOTPHUIATENLHBIX OaKTepui M aHaIPOOHBIX
MHUKPOOPTaHU3MOB. JINHE30JIM] CEIEKTUBHO MOIABIISIET CHHTE3 OeNKa B 0aKTepHAX TOCPEICTBOM
CBSA3BIBaHMA C  OakTepuadbHBIMM  puOOCOMaMU U  TpedoTBpalieHus  00pa3oBaHUS
(GYHKIIMOHATBHOTO WHUIMUPYIOHIEro Komruiekca 70S, sSBISIOMIETOCS Ba)XKHBIM KOMIOHEHTOM
mpolecca TPaHCIALUY TIPH CUHTE3e Oelka.

YyBCTBUTEJIbHOCTH

[Tpenapat akTuBeH IN Vitro u in vivo



COOTBETCTEYET 3K
ot 12.05.

(nocneno Ei.-i.TEJ;I EHOCTE 0002)

I"paMII0JIOKHUTEILHEIC 33[)0651

MY OTYETY

Enterococcus faecium (Bkitoyast mTaMMbl, pe3UCTEHTHBIC K BAHKOMHIIUHY)
Staphylococcus aureus (Bkiro4asi METUIIMILTHHPE3UCTCHTHBIC IITAMMBI)
Streptococcus agalactiae

Streptococcus pneumoniae (BKjIrouast IoJIMPE3UCTEHTHBIE ITAMMBI)
Streptococcus pyogenes

Jpyrue MUKPOOPraHu3MbI

M. tuberculosis
[Tpenapat akTHBEH iN Vitro

FDaMHOJIO)KI/ITCJII)HBIG 33D06I>I

Enterococcus faecalis (Bkirodast mTaMmbl, pe3UCTCHTHBIC K BAHKOMUIIMHY)
Enterococcus faecium (mmrraMMbl, 4yBCTBUTENIbHBIC K BAHKOMHUIIHHY)
Staphylococcus epidermidis (Bkirouast METHIHIITMHPE3UCTEHTHBIC IITAMMBI)
Staphylococcus haemolyticus

CTpenToKoKKH rpymibl Viridans

I'paMoTpuIIaTEILHEIC 33D06BI

Pasteurella multocida

Pe3ncreHTHBIE K TMHE30JIM 1Y MUKPOOPraHU3MBbI
Haemophilus influenzae

Moraxella catarrhalis

Neisseria spp.

Enterobacteriaceae spp.

Pseudomonas spp.

Pe3ncreHTHOCTD

MexaHu3M JeiCcTBUS JIMHE30JUAa OTIIMYAETCS OT MEXaHHU3MOB JIEHCTBHSI MPOTHMBOMHUKPOOHBIX
[pernapaToB JAPYrux KIAccoB (HAaNpUMeEp, aMHHOIJIMKO3HMJIOB, OeTa-JTakTaMoB, aHTarOHHCTOB
donueBoil  KUCIOTHL, TIUKONENTH]IOB, JIMHKO3aMUJOB, XHUHOJOHOB, pU(aMUIINHOB,
CTPENTOrPaMHMHOB,  TETPALMKIMHOB U  XJIOpaM(pEHMKOJIa), TOITOMY  IEpPeKpecTHOH
PE3UCTEHTHOCTH MEXAY JIMHE30JIMAOM U 3THUMM IIpernaparamMu He cyuiectByer. JInnezomun
AKTMBEH B OTHOIICHWHM IIATOT€HHBIX MHKPOOPTaHW3MOB, KaK YYyBCTBUTENIBHBIX, TaK U
PE3UCTEHTHBIX K 3TUM IIpenaparaM. PE3HCTEHTHOCTh IO OTHOIICHHIO K JJUHE30IUAY Pa3BUBACTCS
MEJIJIEHHO — IyTeM MHOroctajuitHoi myramuu 23S pubocomansHoit PHK u mpoucxomut c

yacroroii Meree 1 x 10°—1 x 10712,



ot 12.05.2025 N= 11930

(NOCNEQCBATENEHOCTE 0002)

DapMaKOKHHETHKA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Bcacvisanue

[locne mpuema BHYTPb JHMHE30JUJ OBICTPO M HWHTCHCHUBHO BCACHIBACTCS M3 IKEITYIOYHO-
KHUILIEYHOTo TpakTa. MakcuMasbHas KOHICHTpAUUs JIHHe30Maa B m1a3Me KpoBH (Cmax) - 21,2
MI/J1, CpEIHUI NEepUO BPEMEHHU /0 JOCTHKCHUS! MAaKCHMAIbHOW KOHICHTPALMH JIMHE30 1A B
KpoBH (TCmax) - 2 4, abCOIOTHASE OMOJOCTYITHOCTB cocTaBisieT 0koo 100%.

[Tpuem nuImy He BIUSET HAa BCAChIBAHUE JIMHE30JIMa. PaBHOBECHAs KOHIIEHTpAIIHS JIMHE30JIH 1A
B KPOBH JJOCTHTaeTCsl Ha 2 JICHb IpUeMa.

Pacnpeoenenue

OOBvem pacripenerneHusi JIMHE30JMAA TPH JIOCTH)KEHUH PABHOBECHOW KOHLIEHTpAIMH Yy
3JI0POBOTO B3POCIIOTO YEJIOBEKa COCTaBIsET B cpepHeM 40-50 1, 94TO MpUMEPHO PaBHO 0OIIEMY
COZIep’KaHMIO BOJBI B opranusme. CBs3biBaHuE ¢ Oenkamu Iuta3Mbl - 31% W He 3aBUCHT OT
KOHILICHTPALIUH JIMHE30JI1/1a B KPOBH.

Memabonusm

YcranoBiieHo, uTo U30pepMeHThI IuTOXpoMa P450 He y4acTBYIOT B MeTa0OIM3Me JTHHE30INA
in vitro. JluHe3onua HE WMHrHOMPYET M HE MOTCHIMPYET AaKTHBHOCTh KIMHHYECKU BaXKHBIX
uzodepmenToB uroxpoma P450 (1A2, 2C9, 2C19, 2D6, 2E1, 3A4).

MeTtabonnueckoe OKHCIEHHE MPUBOJUT K OOpa3oBaHHUIO ABYX HEAKTUBHBIX METaOOIMTOB —
THIIPOKCUATWITIINIMHA (OCHOBHOM MeTaboJMT y deloBeKa, oOpasyeTcss B pe3yibTare
He(EpMEHTATUBHOTO TPOLIECCa) U aMUHOITOKCHYKCYCHOW KHCIOTHI (0Opa3yercsi B MEHBILIMX
KonnyecTBax). Takke OMUCaHbl Jpyrue HeaKTUBHBIE METa0OIHUTHI.

Buigeoenue

Brenoueunslii KIupeHc cocTaBisieT okosio 65% kinupeHca auHezonuaa. C yBenmudeHUueM J03bI
JMHE30JMJa OTMevaeTcss HeOoJbIas CTelNeHb HEIMHEWHOCTH KIUpeHca. OTO MOXKeT
OOBSICHATBCS CHUIKEHHEM I[IOYE€YHOTO M BHEMOYEYHOro KIMpPEeHca TpU BBICOKOH J103€
muHe3ouaa. OHAKO pa3imuuvsl KIMpPEHCa HEBEIMKH W HE BIMSIOT Ha KaKYIIUICS TMEPHUOI
TTOJTyBBIBEICHUSI.

JIuHe30/M1 y MallMeHTOB ¢ HOPMaJIbHOW (PyHKIMEH MOYeK M MpU MOYEYHOW HETO0CTaTOYHOCTH
JETKOM W cpeqHel CTeneHM BBIBOAWTCS MOYKaMH B BHJE THIpoKcHdTWIrIMuuHA (40%),
aMHHOATOKCHYKCycHOM KucioThl (10%) u B HemsmenenHoMm Buuae (30-35%). Kumeunnkom
BBIBOJMTCS B BHJE THAPOKCHATHITIUIMHA (6%) M aMHUHOITOKCHYKCYCHOW KHUCIOTHI (3%).
JIuHe30/M/] B HEW3MEHHOM BHJIE TIPAKTUYECKN HE BEIBOJUTCS KHIICUHUKOM.

[Tepuon nmonyBBIBEICHHS JIMHE30JIM/Ia B CPEIHEM COCTABIIAET 5—7 4.



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 12.05.2025 N= 11930

(NOCNEQCBATENEHOCTE 0002)

DapMaKOKHMHETHKA B OTJICILHBIX IPYHIIaX IAIIMEHTOB

llayuenmul ¢ noueunoi HedOCMamMoOUHOCMbIO

[Tocne oaHOKpaTHOrO MpHemMa JuHe3o0duaa B Jo3¢ 600 Mr manueHTamMu ¢ TSHKEJIONW MOYeYHOU
HEJO0CTaTOYHOCThIO (KiupeHc kpeatuHa <30 MII/MHMH) KOHIEHTpAlusi ABYX €ro OCHOBHBIX
MeTab0JINTOB BO3pacTaja B 7—8 pas.

Onnako yBemuuenus AUC (tuiomags 10X KPUBOW  «KOHIICHTPALMSI-BPEMS») HCXOIHOTO
npernapara He HaOmoganock. HecMoTpst Ha TO, 4TO MPHU TeMOJUATN3€ BBIBOAMIOCH HEKOTOPOE
KOJIMYECTBO OCHOBHBIX METa0O0JINTOB, UX KOHIIEHTPAIUS B IJIa3Me KpoBu mocie npuema 600 mMr
JUHE30JIUJa U TPOBEINCHHUS MPOLEAyphl JHalii3a OCTaBajlaCh CYIIECTBEHHO  BBIIIE
KOHIIEHTpAallMd B KPOBH Y TAIMEHTOB C HOPMAalbHON (YHKIMEH Mo4YeK, Jerkoh Wiu
CPEIHETSKENI0N NOYEYHOW HEIOCTATOYHOCTBIO.

Tlayuenmoi ¢ neuenoyHoU HeOOCMAamo4HOCMbIO

Nmerorcs orpaHUYeHHbBIE JaHHbBIC, YTO Y MAIIMEHTOB C JIETKOM M CPETHETSDKENON MeueHOYHOM
HegocTaToyHOCThIO (Kmacc A u B mo knaccudukanuum Yaiina-IIe0) dapmakokuHeTHKa
JUHE30JIuJja U JBYX €ro OCHOBHBIX METaOOJIUTOB HE WH3MeHseTcs. PapMakOKMHETHKA Y
MAIMEHTOB C TSHKEJION MEeYeHOYHOW HenocTaToyHOCThio (kimacc C mo knaccuduranuu Yaina-
[Ipr0) He wu3yudanacb. OAHAKO, TOCKOJBbKY JIMHE30JHA METa0oIU3upyeTcs HePepMEHTHBIM
nyTeM, TO HE OXKUAAETCS 3HAYMMOI0 HapyIIeHUs ero MeraboiM3mMa Npu IEeYEeHOUHOM
HEJ0CTaTOYHOCTH.

Jlemu u noopocmku

Y  mnomgpoctkoB (12—-17 1ner) QapMakoKMHETHKa JIMHE30JIMJa, MPUHATONO B J103€
600 Mr, He oTauYasach OT KHMHETUKM Y B3pociblX. Takum o00pa3oM, NpHU Ha3HAYCHHUH
nojgpoctkam 600 Mr nmHe3onuAa Kaxasle 12 4 ero KOHIEHTpauus OyJeT Takod xke, Kak y
B3pPOCJIBIX ITPY Ha3HAYEHUH TOH K€ JO3BI.

Tayuenmul nodxxcunozo 6o3pacma

VY manueHToB B Bo3pacte 65 neT u crapiie ¢apMaKOKHMHETHKA JIMHE30JUa CYIIECTBEHHO HE
U3MEHSIETCA.

Tlayuenmxu dcenckozo nona

VY JKeHUIMH 00beM pachpeieleHHs JTMHE30UAa HECKOJIBKO HIDKE, YeM Y MYXKUHH; Y HUX TaKKe
Ha 20% CHI)KEH CcpelHUU KIMpEHC MpH pacdere Ha maccy Tena. KoHueHTpanus JuHe30Iuaa B
IUIa3Me KPOBM KEHIIMH BBIIIE, YeM y MYKYHMH, YTO MOXKET OTYACTU OOBSCHATHCS PA3TUUUIMHU
Macchl Tena. OgHako, MOCKOJIbKY NEPHO MOJIYBBIBEIEHUS JIMHE30/IMIA Y MY)KUUH U >KEHIIUH
CYILIECTBEHHO HE OTJIMYAeTCs, HET MOBOJA OKUIATh MOBBIIICHUS KOHLIEHTPALUU JTUHE30JIua B

1a3Me KPOBHU KEHILMH BbIIIE IEPEHOCUMOI0 YPOBHS, TaK UTO KOPPEKIMH 103l HE TpeOyeTcs.



COOTBETCTEYET f-_' K li_: __ EPTHOMY OTUETY

ot 12.05.2025 N= 11950

(NOCNEOOBATENBLHOCTE 0002)

IToka3anusi K NPUMEHEHUI0

Jleyenne MH(EKIMOHHO-BOCTIATUTENBHBIX 3a00J€BaHUM, €CIIM M3BECTHO WJIM I0J03PEBAETCH,

YTO OHU BbI3BAHBl YYBCTBUTEIbHBIMU K JIMHE30JUAY a’3pOOHBIMH M  aHA3pOOHBIMU

IPaMIIOIOKUTEIbHBIMM ~ MUKPOOpPraHu3MaMu  (BK/IIOYass MHQEKLUUH, CONPOBOXKIAOIIUECS

OakTepuemMuen):

e BHEOONBHMYHAS  [HEBMOHHS, BbI3BaHHas  Streptococcus  pneumoniae  (Bkjrodas
NOJMPE3UCTCHTHBIC IITAMMBbI), BKJIIOYasi CIy4daw, CONPOBOXAAaeMble OaKTepUEMHUEH, WU
Staphylococcus aureus (ToJibko METULMIUIMHYYBCTBUTEIIBHBIC IITAMMBI);

® TOCIUTaJIbHasA [THEBMOHU, BbI3BaHHAas Staphylococcus aureus (BKirOUas
METHLIWUTMHYYBCTBUTENIBHBIE W METHIIMJUIMHPE3UCTEHTHBIE ITaMMBI) Wim Streptococcus
pneumoniae (BKJIroYask MOJUPE3UCTCHTHBIC IITAMMBI);

® OCJOXXHEHHble MH(EKLUU KOXKU M MIATKMX TKaHeW, BKIOYas MH(EKUUU HpU CUHIPOME
IMa0eTUYECKOW  CTOMbI, HE  CONPOBOXKIAIOIIMECS  OCTEOMHUEIUTOM,  BbI3BaHHbBIE
Staphylococcus aureus (BKiIOUast METULHUUIMHYYBCTBUTEIIbHBIE u
METHLMJUTMHPE3UCTEHTHBIE IITaMMBbI ), Streptococcus pyogenes u Streptococcus agalactiae;

® HEOCJIOXHEHHbIe MH(MEKIMU KOXHM M MSITKMX TKaHel, BeI3BaHHBbIC Staphylococcus aureus
(TOJIBKO METUIMJUTMHIYBCTBUTEIIBHBIC IITAMMBI) Tl Streptococcus pyogenes;

e wuH(pekuu, BeI3BaHHBIe ENterococcus faecium (mramMMel, pe3UCTECHTHBIE K BAHKOMHUIIMHY), B
TOM YHCIIE, COTIPOBOXKAAIOIINECA OaKTepUeMHUe;

e B COCTaBe KOMOMHUPOBAaHHOM Tepamuu TyOepKyses3a JIETKHX, BbI3BAHHOIO IITaMMaMH
Mycobacterium tuberculosis ¢ MHOkeCTBEHHO#! JIEKaPCTBEHHOH YCTOWYHUBOCTBIO.

IIpu onpenenenum, sBisiercs au npenapat JInaesonua KaHOH MOAXOIAIINM JIEYEHUEM, CIEAYET

IIPUHUMATh BO BHUMaHUE Pe3yJIbTaTbl MUKPOOHOJIOTHYECKUX HUCCIIEAOBAaHUHN MM MH(OpMAIHIO

O PpacIpOCTPAHEHHOCTH PE3UCTEHTHOCTH K aHTUOaKTepuaidbHBIM IpenaparaM Cpeau

IPaMITIOJIOKUTEIbHBIX OakTepuil. JIMHE30IMA HE aKTUBEH MPOTUB HH(EKIHH, BBI3BAHHBIX

IrpaMOTPHULATEIbHBIMU [IaTOr€HAMM. IIpu [IOI03PEHUH W MIOATBEPKICHUU

IpaMOTPULIATENIFHBIX TAaTOT€HOB JIOJDKHA OBITh HayaTa creuupuyeckas Tepanus MpOTHB

IrPaMOTPULATENBHBIX MUKPOOPTaHNU3MOB.

IIpoTruBoONOKA3aHUSA

® [OBBIIIEHHAs! YyBCTBUTEIBHOCTD K JIMHE30JIUAY U/UIH JPYTUM KOMIIOHEHTaM Ipernapara;

e JeTCKHIA BO3pacT 10 12 jieT (B BUAY HEBO3MOKHOCTH a/IEKBATHOTO TIO00pa 103b1);

e JleTCKU{ Bo3pacT 110 18 JieT mo mokazaHMio: TyOepKyse3 JIETKUX, BbI3BaHHBIA HITaMMaMH

Mycobacterium tuberculosis ¢ MHOKeCTBEHHOI JTeKapCTBEHHOM YCTOMYHUBOCTHIO;



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.05.2025 N= 11930

i Moratidiidata A v B

(manpumep, (eHemuH, H30KapOOKca3Hua), a TakKe B TEUCHHE [JIBYX HEACNb IOCIe

e OJHOBpPEMEHHBIH IpUEM C INpernapaTaMu, UHLCUOU
MPEKpaIIeHHs TprueMa Ha3BaHHBIX TPErapaToB.
[Ipr OTCYTCTBMHU TIIATETHLHOTO HAOIMIOACHHS 32 MAIICHTAMH U MOHUTOPUHTA apTepUATBHOTO

JABJICHUSI HE CIIeTyeT Ha3HAYaTh JIMHE30JIH /I

® [IallUeHTaM C HEKOHTPOJUPYEeMOW apTEepUaIIbHON THUIlepTeH3HeH, (HEeoXpOMOIUTOMON,
TUPEOTOKCUKO30M,  KapUUHOWJHBIM  CHHAPOMOM,  OWIIOJSIPHBIM  pPacCTpOICTBOM,
11130aQPEKTUBHBIM PACCTPOMCTBOM U OCTPBIM COCTOSTHUEM CITYTaHHOCTU CO3HAHMS,

® [alMEHTaM, IMOJIYYAIOIIUM CIIEAYIONIME THUIIBI MPETapaToB: aIPCHOMUMETHKH (HAIpUMep,
nceBaoddenput, (EHWINPOMAHONAMUH, OJNHHEPpPUH, HOpANHHEPpUH, HO0OYTaMUH),
nopaMHHOMUMETHKHN (Harmpumep, 1o(GaMuH), HHTHOMTOPBHI 0OPATHOTO 3aXBaTa CEPOTOHHUHA,
TPUIMKIMYECKHE aHTHICTIpeccanThl, aroHucThl SHT1-penentopoB (TpUITaHbl), METICPUIHH
WK OyCIUPOH.

C 0CTOPOKHOCTBHIO

Hayuenmui ¢ NOYEUHOU He0OCMAmoOYHOCHbIO

BCJIGI[CTBI/IG HeI/I3yT~I€HH0ﬁ KJIMHAYECKON 3HAYMMOCTH ABYX TICPBUYHBIX MeTa00IUTOB
JIMHE30JIMJa Yy IalUuCHTOB C TSDKEJION ITOYeYHOH HCOJOCTATOYHOCTBIO, JIMHC30JIHN[ OOJIZKCH
HCIIOJIb30BATHLCA C OCTOPOKHOCTBIO Y TaKUX IMAIITUCHTOB, U TOJIBKO €CJIM IIpEAIIoIaracmMas 1oJjib3a
IMPEBLIIACT HOTCHIII/IaJ'II)HI)II\/'I PHUCK.

Taxxxe HeT JAaHHBIX IO MNPHUMCHCHUIO JIMHE30JIM[Aa Y MNAaOUCHTOB, HaXOAAIIHUXCA Ha
aM6y.TIaTOpHOM MNEPUTOHCATIBHOM [IOHUAJIN3C WJIN APYIrUuxX aAJbTCPHATUBHBLIX METOJAAX JICYHCHUSA
MOYEYHOMU HEOOCTATOYHOCTH.

Hayuenmui ¢ newenounoU He0oCmamo4HOCmbio

HNmeroTcs OIrpaHMYCHHBIC KIIMHUYCCKHUEC NAaHHBIC, pCKOMCHAYIOIUEC UCIIOJB30BATh JIMHC30JIUA Y
TaKUX TIIAlIUCHTOB TOJIbLKO B TOM CJIydac, C€CJIM IpcaAnojaracMasl I110Jib3a IIPCBLINIACT
MOTEeHIIAIbHBIN PHUCK.

Hayuenmui ¢ cucmemuvimu qubeKuuﬂmu

JIuHe30Muy MOJIKEH HCIOJIb30BATBECA C OCTOPOXKHOCTBIO Yy MAIMEHTOB C CHCTEMHBIMU
UHQEKIUAMH, TMPEJICTaBIAIOUIMMUA PUCK IS KU3HH, TaKUMU KakK HMH(EKLIHHU, CBS3aHHBIE C
BEHO3HBIMM KaTeTepaMH B OTACICHUAX UHTEHCUBHOM TE€paNuH.

OpHoBpeMeHHOE IpUMEHeHne ¢ OynpeHop(UHOM (OTAETBHO UM B KOMOMHAIIMHU C HAJJIOKCOHOM)
MOJKET MPUBECTU K Pa3BUTHIO CEPOTOHMHOBOIO CHHIpoMa (CcM. pasnensl «B3aumonelcTBue c

IPYTHMHU JICKApPCTBEHHBIMH CpeicTBaMu» U «Oco0bIe YKa3aHHS»).



COOTBETCTEYET f-_' K li_: __ EPTHOMY OTUETY

ot 12.05.2025 N= 11950

vanofI9GHEAORATERHOCTE 0002

IIpumeHnenune npu 6epeMEeHHOCTH M B IIEPH O/

[Ipumenenne nuHE30MMAa TpPH OEPEMEHHOCTH BO3MOXKHO TOJBKO B CIOy4asX, €CJIH
mpernoiaraeMasi mojib3a Tepanuu sl MaTepy MPEBOCXOIUT MOTSHIIMATBHBIA PUCK TSI TLIOJA.
HewsBecTHO, BBIIENSETCS JIM JIMHE30JIUJ C TPYAHBIM MOJIOKOM, IO3TOMY B TIEPUOJ TEparuu
JMHE30JIMIOM, PEKOMEHTYETCSI OTKa3aThCsl OT TPYAHOTO BCKAPMITUBAHHUSL.

Cnoco6 npuMeHeHusl U 10361

[IpemapaT MOXHO MPUHUMATH KaK BO BpeMs €Ibl, TaK U MKy nmpremamu numy. [lanueHTos,
KOTOPBIM B Hayaje TepaluH JIMHE30JHM] Ha3HAYMIM BHYTPUBEHHO, B JaJbHEUIIEM MOXHO
MIEPEBECTH Ha JICKAPCTBEHHBIC (POPMBI IMHE30JIMIA ISl TIpUEMa BHYTPb, TIPU 3TOM MOJI00P T03bI
He TpeOyeTcs, T.K. OMOIOCTYITHOCTh JIMHE30JIU/Ia IPU TprueMe BHYTPh cocTaisieT moutu 100%.
[TpoaomKUTETEHOCTD JICYCHHS 3aBHCHT OT BO3OYAHUTENS, JIOKATU3AIUN U TSOKECTH WH(EKIHH, a
TaKKe OT KIIMHUYECKOT0 A deKTa.

Bspocasble u netu (12 jieT U crapiie, ¢ Maccoli Tesia He MeHee 40 xr)

Iloka3zanus Pa3oBas no3a Pexomennyemas
(BKiIIOYast MH(EKIUH, COMPOBOKAAIIIHECS M KPAaTHOCTh | MPOA0/LKATEIbHOCTD
OakTepueMueii) BBEICHUA JIeYeHU s
BHEOOJIbHIYHAS THEBMOHHS, BBI3BAHHAS 600 mr 10-14 nueid
Streptococcus pneumoniae (BKIIIOUAs BHYTp®
MOJMPE3UCTEHTHBlE [ITAMMbI), BKIIouas clydam, | K&KAbE 124
COITPOBOKIAFOIIUECS OakTepueMueii, WIIH
Staphylococcus aureus (TOJbKO — METHIMJUIUH-
YYBCTBUTEIbHBIE IITAMMBbI)
TFOCIIUTAJIBHAS [THEBMOHUS, BBI3BaHHAs 600 mr 10-14 nmeit
Staphylococcus aureus (BKITFOUAST BHYTpE
METHINIUTMHYYBCTBUTEIbHBIE u | Kakapie 124
METHIMJUTUHPE3UCTCHTHBIE IIITAMMBI ) WIH
Streptococcus pneumoniae (BKITIOYAst
MOJIUPE3UCTCHTHBIC IIITAMMBI)
OCJIOKHEHHBbIE MH(PEKINH KOXH W MITKHUX TKaHEH, 600 mT 10-14 gueit
BKJTI0Yass HH(PEKIMK MPH CHHIPOME THA0CTHUCCKON BHYTPb
CTONBI, HE COMPOBOXKIAIOIIMECS OCTEOMHUEIUTOM, | Kaxable 12 4
BbI3BaHHbIe  Staphylococcus aureus (Bxirouas
METHIMJUTHHYYBCTBUTEIILHBIC u
METHIMJUTUHPE3UCTCHTHBIE IIITAMMBI),
Streptococcus ~ pyogenes  uiam  Streptococcus
agalactiae
HEOCJIO)KHEHHbIE HWH(MEKIIMH KOXU ¢  MATKUX 600 mr 10-14 nueit
TKaHel, BeI3BaHHbIe Staphylococcus aureus (Tomabko BHYTPb
METHUIMLTHHIYBCTBUTEIIBHBIC IIITAMMBI ) UK | Kakaple 12 a
Streptococcus pyogenes
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undexumn, BeiBaHHble Enterococcus  faecium [\ ™M600wr - = ETADS A

(IwTamMMbl, PE3UCTEHTHBIE K BAaHKOMMIIMHY), B TOM BHYTPb

qHCIIe, COMPOBOXKAAIONINECS OaKTeprueMueit Kaxzple 12 4

Bspocnbie: npu TyOepkyiie3e JIeTKMX, BbI3BaHHOM IntamMamu Mycobacterium tuberculosis ¢
MHO’KECTBEHHOM JIEKapCTBEHHON ycToiunBOoCThI0O — 600 Mr 1 pa3 B CyTKM € JJIUTEIBHOCTBIO
Tepanuy B UHTEHCUBHOMU (haze 24 Henenu.

[ToxumbpIM manueHTaM KOPPEKIUK 1035l He TpeOyeTcs.

[TarueHTaM ¢ MOYEYHON HETOCTATOYHOCTBHIO: KOPPEKIUU JI03bI HE TpebyeTcs. B cBsizu c TeMm,
yro 30% nuHe30IuIa yAauseTcsl MpU reMoAHaliu3e B TEUYEHHE 3 4acoB, JIMHE3O0JU[ JOJKEH
MPUMEHSTHCS [1OCIIe TPOBECHUS IMain3a NalMeHTaM, HyKIal0IUMCS B HEM.

[TarueHTaM ¢ MEYEHOYHON HEIOCTATOYHOCTHIO: KOPPEKLIUHU A03bI HE TpeOyeTcs.

ITob6o4uHoe neiicTBHe

HexenarenbHple SBICHHS, CBS3aHHBIC C MPUEMOM JIMHE30JIMa, OBIBAIOT OOBIYHO JIETKOH WU
CpeoHEel CTeneHU BBIPAKEHHOCTH. Yalle OCTaabHBIX OTMEYaloTcs Auapesi, rojloBHas OOIlb,
TOILIHOTA, PBOTA.

Uacrota 10004YHBIX 3((EKTOB, TNPUBEACHHBIX HIKE, OMNPEICIIaCh COOTBETCTBEHHO
ciaenyromeMmy (kinaccudukanust BcemupHOW oOpraHuzanuu 3ApaBOOXPAaHEHHUs): OUYEHb YacTo
(>1/10), gacto (>1/100 - <1/10), meuacro (>1/1000 - <1/100), penxo (>1/10000 - <1/1000),
oueHb penko (<1/10000), yacTora Heu3BecTHA (HA OCHOBAHMM HMMEIOIIUXCS JTAHHBIX OLIEHUTh
HEBO3MOKHO).

B3pocible nanuesTsl

Hnpexyuu u uneasuu

yacmo: KaHAaua03 (B TOM 4HCIie, KaHIUA03 MOJIOCTH PTa, BATHHAIBHBIN KaHAMI03), TPHOKOBBIE
WH(DEKINA; Hewacmo: BaTHHUT; pedKo. KOIUT, BEI3BAHHBIN MPUMEHEHUEM aHTHOMOTHUKOB (B T.H.
NICEBIOMEMOPAHO3HBII KOJHUT)™*.

Hapywenus co cmoponul kpogu u tumgamuueckou cucmembl

yacmo: TPOMOOIUTOTICHUS ™, aHEMHUSI*; Heuacmo: aHIIUTONICHUA ™, IEHKOTIEHUS ™, HEUTPOTICHUS,
203UHODUINS; pedKo. cuiepoOIacTHAs aHEMUS*; uacmoma HeuzeecmHa. MUEIOCYIIPECCHS ™.
Hapywenus co cmopoHbl uMMYHHOU CUCmeMbl

peoko. aHapuIIaKCus*.

Hapywenusa memabonuzma u numanus

Heuacmo. TUTIOHATPUEMHSI; peOKo. JTAKTOAINI03*.

Icuxuueckue Hapyuienus

yacmo: OECCOHHUIIA.
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Hapywenus co cmoponvl nepénoti cucmembl

yacmo: TOJOBHas OO0lb, TOJOBOKPY)KEHHE, Heuacmo. cypoporu®*, mnepudepuueckas
HelpornaTus™®, W3MEHEHHE BKYCOBBIX OUIYIICHWH, TUIOCTE3Usl, NAapecTe3us; uacmoma
Heus8ecmHa.: CEPOTOHUHOBBIN CHHIPOM.

Hapywenus co cmoponvl opeana 3pernus

Hewacmo: HEWpONaTHs 3pUTENFHOrO HepBa*, 3aTymaHeHHoe 3peHHe™; pedko: TOSBICHHE
neeKToB ToJe 3peHus™; uyacmoma HeuzgecmHa: HEBPUT 3PUTEIBHOTO HepBa*, moreps
3peHHS ™, U3MEHEHHE OCTPOTHI 3PCHUS ™, U3BMEHEHHUE IIBETOBOTO 3PCHUS ™.

Hapywenus co cmoponul opeana ciyxa u rabupunma

Heuacmo: 3BOH B yIIax.

Hapywenus co cmoponul cepoya

Heuacmo. apuTMUs (TaXUKapaus).

Hapywenus co cmoponul cocydos:

yacmo'’ TIOBBIIICHUE apTepUAILHOTO JABICHHS, Heuacmo:. TPAH3UTOpHAs WIIEMHYecKas araka,
¢dnedut, TpomMO0GIeOUT.

JKenyoouno-kuweynvle Hapyulenus

yacmo: PBOTA, JAMApEs, TONIHOTA, JIOKAIM30BAaHHAs WM TeHepalu30BaHHas 0o0jb B 00JacTu
’KMBOTA, BKTIOYAs CHA3Mbl B KHBOTE, 3a10p, AUCIENCHS; Heyacmo: CTa3Mbl B )KMBOTe", B3ryTHe
KMUBOTA, U3MEHEHHE I[BETa s3bIKa*, MAHKPEATHT, TaCTPUT, CyXOCTh BO PTY, TJIOCCHUT, MKHUIKHHA
CTYJ, CTOMAaTHUT, NpPOYME HAPYLIEHHUS COCTOSIHUS $3bIKA; pedKo. MOBEPXHOCTHOE H3MEHEHHE
1BeTa 3y0oB*.

Hapywenus co cmopoHbl neyenu u sHceniesbl8o0auux nymeti

yacmo: W3MEHEHHE pe3yNbTaToB ()YHKIIMOHAIBHBIX TECTOB TICUCHH, MOBBIIICHHE aKTUBHOCTH
bepMeHTOB NeYeHU (B TOM qucie, aTaHMHAMUHOTpaHCchepassl (AJIT),
acnapratamunotpancdepassl (ACT), menounoi ¢ocdarassr (LILD)); weuacmo: moBblIeHHE
KOHIIEHTpaIuu 001ero OuinpyounHa.

Hapywenus co cmopoHbl Kodicu u NOOKONMCHBIX MKAHel

yacmo' 3ya, ChIlIb™*; Heuacmo: OyJIe3HbIe MOPAKEHUS KOXKHU, TSKENIbIe KOXKHbBIE HeXKeJlaTelIbHbIe
peaKkuy, AHTMOHEBPOTHUYECKUH OTEK™, KpaluBHUIA, IEPMATHUT, MOBBIIMIEHHAs MOTJIUBOCTS;
DpeoKo’ TOKCHUECKH dMuiepManbHbIi Hekponns*Y; cunapom CtuseHca-JkoHcoHa*®, BacKynuT
IIPY THIIEPYYBCTBUTEILHOCTH *, aJlOTICITHSI.

Hapywenus co cmopoHvl mMbluieuHoll, cKelemHoll U cOeOUHUMeNbHOU MKAHU

peoko: padbaomuoans*A,

Hapywenus co cmoponvl nouex u mouesvi8005auux nymeil

Yacmo: MOBBIIICHUC KOHICHTPAMU MOYCBHUHBI B KPOBH,; Hewacmo: MO4YCYHas1 HCAO0CTaTOYHOCTb,

9



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 12.05.2025 N= 11950

M; BATENEHOCTE 0002)

{noc
IOBBIIICHUE KOHIIEHTPALlUU KpeaTHHUHA B IIJIa3Me KDOBI/I,HITOJ'I

Hapywenus co cmoponvl penpo0yKmueHoU cucmembsl U MOJIOYHBIX Jicele3

Heuacmo: HapyUIEHHs CO CTOPOHBI BJIarajuIla U BYJIbBHI.

Obwue HapyweHus u peakyuu 8 Mecme 8e0eHus

yacmo: MUX0pajka, JOKaJIM30BaHHas 00Jb; Heuacmo: 03HOO, yTOMIISIEMOCTb, KaX/1a.
Jlabopamophvie u uncmpymenmanvHule OanHble

yacmo: OTKJIOHEHHE OT HOPMBI TOKaszaresnedl (yHKIMHM TeUYeHH, MOBBIIICHHE KOJMYECTBa
HENUTpoUIOB, 703UHO(PUIIOB, CHIKEHUE TeMOrTIO0NHA, TeMAaTOKpUTa WM YHClla SPUTPOLIUTOB,
MOBBILICHHE WM CHI)KCHHE KOJUYECTBa TPOMOOLIMTOB WM JIEHKOIMTOB, IOBBIIICHUE
aKTUBHOCTH  JIAKTATJIETHUAPOT€HA3bl, KPEAaTMHKWHA3bl, JIMMA3bl, aMUJIA3bl, IOBBIIICHUE
KOHIICHTPAllMM TJIOKO3bl HE HATOIIAK, CHIDKEHHE o0Imero Oenka, anbOyMuHa, HATPHs WA
KaJbIUsl, TIOBBIIIICHUE WU CHI)KCHHUE Kallusi WM TUIPOKApOOHATOB; Heyacmo: OTKIOHEHHE OT
HOPMBI TE€MAaTOJIOTMYECKUX I[IOKa3aTesieil, MOBBIIICHUE COJCP>KaHUS HATPUS WMIU KalbLUsi B
Ma3Me KpOBH, CHIDKEHHME KOHIICHTPALMM TJIFOKO3bl HE HATOIIAK, MOBBIIMICHUE WM CHUKEHUE
XJIOPHJIOB KPOBH, TIOBBIIIICHHE KOJTMYECTBA HEHTPOPHUIIOB.

* HexenarenbHble peakiiy, BBISIBJICHHbBIE B TIOCTPETUCTPALIMOHHOM TIEPUOIE.

Y Yactora HekenaTeNbHBIX SBICHUIA, MpeJICTaBICHHAs OIEHOYHOM BepXHeul rpanuueit 95%
JIOBEPUTEIIBHOTO MHTEPBAJIA, PACCUNTAHHOM ¢ ucnojib3oBaHueM «IIpaBuia 3».

# HexenaTenbHble peaKkiMy «CIa3Mbl B KMBOTE» ONpeNeNAioTcs mo knaccupukanun MedDRA
KaK TEPMHUH HIHKHETO YPOBHS, a HE MPENOYTHTEIbHBIA TEPMUH.

A Cwm. pasgen «OcoOble yKa3aHHs».

Crnenyromnue mobounsie 3G (GeKThl MpY MPUMEHEHUH JIMHE30JIU/1a B PEIKUX CIIy4asiX OTHOCUIIUCH
K KaTeropuu Cepbe3HBIX: JIOKaM30BaHHAs O0ib B 00JacTH JKUBOTA, TPAH3UTOPHAS
UIIEMUYECKas aTaka, apTepuaibHasi THIIEPTEH3US.

B KOHTponHMpyembIX KIWMHUYECKHX HWCCIEIOBAHUAX, B KOTOPBIX JIMHE3OJH TPUMEHSIICS
MakcUMyM 28 pHell, Tonpko y 2% manueHTOB pa3BUBajach aHeMus. llpu npuMeHeHuun
HE3apEeruCTPUPOBAHHOIO TperapaTa B paMKax MporpaMM PaHHEro JOCTyIa sl MalUeHTOB C
KUBHEYrpoXKaommmMu  uHpekuusaMu, y 2,5% (33/1326) mnamnueHToB, KOTOpBIC MOIYYalu
nuHe30Mua < 28 JHEH, pa3BUBAIIACh AHEMHS, B TO BpPEMs KakK MpU MPUMEHEHUHU JIMHE30IUIa
Oonbiie 28 gHei, anemus pazsuBaiack y 12,3% (53/430) narueHTos.

CooTHOIIIEHHE CITydaeB Pa3BUTHUS aHEMHH, TPEOYIOIIEH MepenruBaHus KPOBH, cocTaBUiio 9%
Cpeau MalMeHTOB, moiydarmux auHezonua < 28 mueit (3/33), u 15% (8/53) B Tex ciydasx,

KOT/Ia JIMHE30JIU] IpUMEHsUTH Ooiee 28 THE.
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€TH

JlanHbIe 110 OE€30MACHOCTH, MOJTYYCHHBIE B KIIMHMYECKUX UCCIICOBAHMSIX ¢ ydactueM Oonee 500
NAaIMEeHTOB JIETCKOro Bo3pacta (¢ poxkiaeHus a0 17 7er), He YKa3bIBalOT, YTO NPOQPHIHL
0€30I1aCHOCTH JIMHE30JIWAA U1 AeTel oTiIndaeTcs OT npoduiist 6€30MacHOCTH U1l B3pOCTIbIX.

B xone mpoBeaeHus MHOrOLEHTPOBOIO, IPOCIEKTUBHOIO, PaHIOMHM3MPOBAHHOIO JBOHHOIO
cienoro, TUanebo KOHTPOJMPYEMOTO HCCIENOBaHMS 1O OLEHKEe JPPEKTHBHOCTH U
IIEPEHOCUMOCTH PEKMMa XMMHOTEPANNH, BKIIIOYAIOLIETO IpenapaT JMHE30IU, Y HalleHTOB C
TyOepKyJIe30M JIETKUX C MHOYKECTBEHHOM JIEKapCTBEHHOW YycToiumBocThio M. tuberculosis,
ObUIN BBISBIICHBI HEXKEJIATEIIbHbIE PEAKLIUU:

Hapywenus co cmopoHnul Kposu u tum@amuyeckoi cucmembl

yacmoma Heuz6ecmHa: AaHEMHSL, YJ03UHODHITHSL.

Hapywenus co cmoponwl nepgnoti cucmembi

yacmoma HeuzgecmHa: TOJIOBHas 00Jb, CYJOpPOrH, TPEMOp pPYK, UYYBCTBO OHEMEHHS B
KOHEYHOCTH, HEBPAITUs TPOMHUYHOTO HEpBAa, T'€HEPAIM3OBAHHBIN CYIOPOKHBIA MPHUIATOK,
NOTEpsl CO3HAHMSIL.

OHOOKpUHHbBLE HAPYWEHUS]

yacmoma HeuzeecmHa: TANIOTUPEO03, NMOBbIIeHUE YpoBHs TTT .

Tcuxuueckue napyuienus

yacmoma  Heuzgecmna:  OECCOHHMIA, TAPOKCU3MAJIbHOE TPEBOXKHOE  PacCcTPOUCTBO,
IUIAaKCUBOCTb, TPEBOTA, PACCTPOICTBO SMOLIMI U TTOBEICHUS.

Hapywenus co cmoponul opeana cayxa u aabupunma

yacmoma Heu3eecmua: CHUKEHHUE C1yXa, 3BOH B yIlIax.

Hapywenus co cmoponul cepoya

yacmoma HeusgecmHa. CUHYCOBas apUTMMs, HAJDKEIyJI0OYKOBas 3KCTPACHUCTOJMS, CHU)KEHUE
cermeHTa ST Ha 3JEKTpOKapIUOrpaMme.

Hapywenusi co cmopoHbl 0bixamenbHou CUcmembl, 0peanos 2pyOHOU KIemKU U CPe0OCHeHUs
yacmoma Heu3gecmua: Kaueyb ¢ MOKPOTOM, KaTapalibHbIN pUHO(QAPUHTHUT.
Kenyoouno-xuweunvie napywienus

yacmoma Heuzéecmua: OONb B BIMTacCTPUM, IUCHENCUYECKHE SIBICHUS, TOIIHOTA, PBOTA,
3PO3UBHBIN T'ACTPUT.

Hapywienus co cmopoHbl neuenu u sHceniesbl8o0auux nymeti

yacmoma Heu36ecmHa: MOBBIIIEHUE aKTUBHOCTH (PEPMEHTOB IIEUEHH, T€aTOTOKCHYHOCTb.
Hapywenus co cmoporul Kodicu 1 NOOKOICHBIX MKAHE

uacmoma Heuzeecmua. 3y KOXXHBIX ITOKPOBOB, MEAUKAMCHTO3HOC aKHEC.
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. . 10 B A HOCTS 00027
Hapywenus co cmoponvl mvluieunot, ckenemHoy u coed%um’e}g i %KEEEE HOCTL 0002)

yacmoma HeuzgecmHa: ApTPaIThs, 60JIb B CyXOKHITHSIX.

Hapywenus co cmoponbl nouexk u Mouegblo0aujux nymei

yacmoma HeuzgecmHa: TUNEPYPUKEMUs, HEPPOTOKCUUHOCTb.

Hapywenus co cmopoHbl penpoO0yKmuHoU cucmembvl U MOJTOYHBIX Jcele3

yacmoma Heu3eecmua. TaaaKTopesl.

Obwue napyweHus u peakyuu ¢ Mmecme 68e0eHUs.

yacmoma Heu3gecmHa: OTBpAIIEHUE K IMHILNE, MOTepsl anmneTrura, (GpedpuiabHas TemIieparypa,
IOKPAaCHEHHUE 110 X0y ITOJIKOXKHBIX BEH.

Jlabopamophvie u uncmpymenmanbHvle OaHHblE

yacmoma HeuzgecmHa: CHIKEHUE KOHIICHTPALIMH KaJlusl B TIa3Me KPOBH.

Ilepeno3uposka

Hert coobuienuii o cirydasx nepero3upoBKH.

[Ipy HEOOXOOMMOCTH TPOBOAAT CHMIITOMAaTHYECKYIO Tepanuio (B T.4. HEOOXOAMMO
MOJIICP)KUBATh YPOBEHb KiIyOOoukoBoil ¢unbrpanun). IIpumepro 30% 10361 BBIBOAWTCS B
TeyeHue 3 4 mpu remojuanuie. Her naHHBIX 00 yCKOpPEHHMH BBIBEICHHs JIMHE30JHMAa IpU
IIEPUTOHEATBHOM JIalIN3e UM remonepdysun.

B3aumopeiicTBHE ¢ APYrUMH JIEKAPCTBEHHBIMH CPEACTBAMH

YcranoneHo, uto u3odepmeHTs! 1uToXpoma P450 He ydyacTByroT B MeTaOosM3Me JTUHE30IuIa
in vitro. JluHe3onua He MHIHOMPYET W HE MOTEHIUPYET aKTHBHOCTh KIMHHYECKH BaXKHBIX
nzopepmentoB nuroxpoma P450 (1A2, 2C9, 2C19, 2J16, 2E1, 3A4). Takum o6pa3omM, He
oxunaercst CYP450-uHayMpoBaHHOTO B3aMMOACUCTBUS MPH MPUMEHEHHH JmHe3onmuaa. [Ipu
OJTHOBPEMEHHOM TpUMEHeHHH JuHe3oauaa u (S)-BapdapuHa, KOTOpPBIH B 3HAYUTEIBHOU
creneHy Metabonusupyercs nopepmentoM CYP2C9, papmMakoKMHETHUECKHE XapaKTEPUCTHKH
BappapuHa He MeHstoTca. Takue mnpenapaTsl Kak BapdapuH U (EHUTOMH, SBISIOLIHECS
cyoctparamu m3odepmenta CYP2C9, MOXHO MPUMEHSTh OJHOBPEMEHHO C JIMHE30JHIOM 0e3
KOPPEKIUH JI035I.

I/IHTI/I6I/ITODBI MOHOAMHMHOKCH 1a3bI

JluHe3onuy SIBISIETCS HECENCKTHBHBIM OOpAaTUMBIM HHTHOMTOPOM MOHOAMHHOKCHJIA3bI,
MMO3TOMY Yy HCKOTOPLIX MAIMCHTOB, IMOJYYAarOIIUX JIMHC3O0JUIA, MOXET OTMCUATHECA YMEPCHHOC
oOpaTuMoOe YCHJIGHHE TMPECCOPHOTO NEUCTBHS ncedlodghedpurna U penurnponanoramuna. B
CBSI3M C JTHUM, PEKOMEHAYETCS CHIDKATh HadalbHbIE O3Bl CICAYIOIIUX TPYII MPErnapaTroB:
aIpeHOMUMETUKH  (Hampumep,  TnceBaoddenpuH,  (QeHUImponaHoIaMHH,  SNUHEDPHH,
HOp3MUHEDPHUH, T00yTaMHuH) HO0()aMHHOMHMETHKU (Hampumep, AodpamMuH) M B JajdbHEHIIEM

OCYIIECTBIISTH MOAOOP 10361 TUTPOBAHHUEM.
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B wuccnemoBanmsax I, II, III ¢da3er HE oTMedqIoCh pé%;n-hEgé_bB%‘omg%;é Eﬁ}%ﬁ';')ﬁa \%

MalUEeHTOB, TMOJIYYaBIIMX JIMHE30JIU]I COBMECTHO C CEPOTOHHHEPTMUECKHUMH IperapaTaMu.
OnHako OBUIO HECKOJBKO COOOIIEHHMH O Ppa3BUTUM CEPOTOHMHOBOTO CHUHApPOMa Ha (oHe
MIPUMEHEHHUS JIMHE30JI1/1a U aHTHICTIPECCAHTOB-CEIIEKTUBHBIX HHIMOUTOPOB 0OpAaTHOTO 3axBaTa
CEpOTOHHUHA.

[Ipy onHOBpEeMEHHOM TMPUMEHEHHM C a3TPEOHAMOM U TEHTAMHUIMHOM HW3MEHEHUE
(hapMaKOKUHETHKH JIMHE30JIH1a HE OTMEYaJIOCh.

Pudammunun Be3bpiBan cHmkEHHE Cmax 1 AUC numHezonmuma B cpeanem Ha 21% u 32%
COOTBETCTBEHHO.

JluHe3om cienyer € OCTOPOXKHOCTBIO MPUMEHSTh OJHOBPEMEHHO ¢ OymnpeHoppuHOM
(oTmenbHO WM B KOMOMHAIMM C HAJOKCOHOM), TaK KaK IOBBIMIAETCS PHUCK Pa3BUTH
CEpPOTOHUHOBOTO CHHJIPOMA, MPEJICTABIIAIONIECTO MOTCHIIMAIBHYIO YIPO3Y [ )KU3HH (CM. pa3aen
«Oco0ble yKa3zaHUs»).

Oco0ble ykazaHust

CmepmHocmyb y nayuenmos ¢ kamemep-accoyuupo8anHblMu UH@eKyusmu

B oTKpBITOM HCCIEI0BAaHUU CPEIU TSHKETOOO0IBbHBIX MAIIUEHTOB C BHYTPUCOCYAUCTHIMH KaTeTep-
ACCOLIMMPOBAHHBIMU HMHGEKIHUSIMH OBLJIO OTMEUYEHO IMPEBBINICHUE JIETANbHOCTU Yy TMAlMEHTOB,
MOJTy4aBIINX JIUHE30JIU I, o CpPaBHEHUIO c MalyeHTaMu, MOJTy4YaBITUMU
BaHKOMUITMH/TUKIIOKCalWJUTHH/oKkcaumutne - [78/363  (21,5%) mnpotuB  58/363  (16,0%)].
OcHOBHBIM (DaKTOPOM, OKa3bIBAIOLIUM BJIUSHHE HAa YPOBEHb CMEPTHOCTH, OBLI CTaTyC
TPaMITIOJIOKUTENHFHON WH(PEKIINNA B UCXOJHBIII MOMEHT BpeMeHu. [lokaszaTens JieTanbHOCTH ObLI
CXOX CpelH MaIMeHTOB, HH(MEKIIUU y KOTOPBIX OBUIM BBI3BAHBI TOJHKO IPAMIIOIOKHUTEIbHBIMU
MUKpoopranusMamu (otHomeHue mancos 0.96; 95% noseputenbublii natepsain: 0.58-1.59), Ho
Ob11 3HaunTensHO BhIIE (p=0.0162) B rpymnmne nuHe30IuAa, KOTAa OOHAPYKUBAIUCH U JIPYTHE
MUKpPOOPTaHU3MBI, WM UX HE YyAaBalloCh OOHApY)XUTh Ha HadyallbHOM JTamne (OTHOIIEHHE
maHcoB 2.48; 95% noseputenbHblii nuHTEpBa: 1.38-4.46). Hanbonpmmii qucbaanc oTMeUeH BO
BpeMs JICYCHHS W B TEUeHHWE 7 JHEHW Toclie OKOHYAaHWs aHTHOWOTHKOoTepanmuu. B Xome
WCCJICIOBAHMs B TPYIIE JIMHE30IHMIa OOJNbIIe MAlMEHTOB MPHUOOpETaNd rpaMOTpHUIlaTeIbHBIC
MUKPOOPTaHU3MBI U BIOCIEACTBHH MOTHOAIN OT MH(EKIIUHN, BEI3BAHHON IPpaMOTPUIIATEIbHBIMU
MHUKPOOpPTraHW3MaMH, WIH TOJAMUKPOOHBIX wuHGeknuii. Takum o0pa3zom, B ciydae
OCJIOKHEHHBIX HMH(EKIUA KOXKU MU MITKHUX TKaHEH JMHE30IHa CIeAyeT HCIOIb30BaTh Yy
MAIMEHTOB C M3BECTHOM WJIM BO3MOXKHOW KO-MH(EKIHUEH TpaMOTPUIIATEIbHBIMU OpPTaHU3MaMU,
TONIBKO €CIM HeT aJbTePHATUBHBIX BapuUaHTOB JedeHus (cM. pazaen «[lokazanus K
NPUMEHEHHIO»). B 3THX ciydasx mNOKa3aHO OJHOBPEMEHHO JONOJHHUTENbHOE MpPHUMEHEHUE

[penapaToB, AEHCTBYIONIMX Ha IPaMOTPULIATENIbHYI0 MUKPOdIIOpYy.
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(NOCNEOOBATENBLHOCTE 0002)

Muenocynpeccus

Y HEKOTOpBIX MAalMEHTOB, NPHHUMAIOIINX JHUHE30JM], MOXET pPa3BUThCS oOOpaTtuMas
MUenocynpeccuss (¢ aHeMuel, TpPOMOOIMTONCHUEH, JICWKONEHHEH W TaHIMTOICHUEH),
3aBHCSIIAS OT MPOJOJDKUTEIBHOCTH Tepanuu. TpoMOOIMTONEHUS MOXET 4Yalle BO3HHKATh Y
MAlMEHTOB C TSHKEJION MOYEYHOW HEJOCTATOYHOCThIO, HE3aBUCUMO OT IPUMEHEHHUsS y MalueHTa
reMojuanus3a, U y NAaUUEHTOB C MEYEHOYHOM HENOCTATOYHOCTBI) CPEAHEH WM TSKEIOU
CTeNeHU. Y MOXKMUJIBbIX MalMEHTOB TaKXe MOBBIIICH PUCK Pa3BUTHS JAHHOTO COCTOsiHUA. B cBsi3n
C 9TUM B Ipoliecce JIeYeHHUs] HEeOoOXOJUMO MPOBOAUTH MOHUTOPUHI IMOKazaTeie KpOBH Yy
MAlKEHTOB C MOBBIIIEHHBIM PUCKOM Pa3BUTHS KPOBOTEUEHUS, MUEIOCYIIPECCUEN B aHAMHE3E, C
TSDKEJIOW TMOYEYHOM HEJAOCTATOYHOCTHIO WM NEYEHOYHOM HEJNOCTATOYHOCTBI) CPEAHEH WM
TSDKETION CTEeNEeHW, a TakXKe NP OJHOBPEMEHHOM NPUMEHEHUH IPEenapaTroB, CHIKAIOIINX
TeMOIVIOONH WJIM KOJMYECTBO TPOMOOIMTOB WM MX (DYHKIHMOHAIbHBIE CBOWCTBA, a TaKXke y
NAIMEHTOB, TONy4YaloUINX JHHE30JuA Oonee 2 Heaenb. JIuHe30mua y TakuxX MAalKMEHTOB
MIPUMEHSETCA TOJIbKO B TOM CJydae, KOTr/a BO3MOXKEH THIATEIbHBI MOHUTOPHHT Te€MOTJI00MHA,
KOJIMYECTBA JICHKOIMTOB U TpoMOOUUTOB. ECciiu BO BpeMs Tepanuu JIMHE30JIUIOM Pa3BUBACTCS
BBIpaXCHHAs] MUETIOCYIIPECCHS, JICUEHUE JTOJKHO OBITh MPEKPAIEHO, €CIIA TOIBKO MPOJI0KEHUE
Tepanuu He CYUTAeTCs aOCONIOTHO HEOOXoIuMBIM. B 3TOM ciiyuae HEOOXOIMM HMHTEHCHUBHBIN
MOHUTOPHUHT TOKa3aTejeil KpOBH M COOTBETCTBYIOIIee JeueHue. Kpome Toro, pekoMeHmyercs,
yTOOBI aHANM3 KPOBH (B TOM 4YHCIIE, ONpEEICHUE IeMOTIO0NHa, KOJUYECTBA TPOMOOIIMTOB U
JICHKOIMTOB (C pacuyeToM JEUKOUUTAPHON (OPMYIIbI)) MPOBOAUIICS €KEHEACTHHO Y MAIUEHTOB,
MOJIyJarOU[UX JIMHE30JIMJ HE3aBUCHMO OT IOKa3zaTeled MCXOAHOro aHaiu3a KpoBu. boiee
BBICOKAsl YaCTOTa PA3BUTHS TSKEIOW aHEMHHM OTMEYEHA ) MAI[UEHTOB, MOJYYaBIIUX JIMHE30JIH]T
0oJIbIlle MaKCUMAJIBHO PEKOMEHIOBAHHOW MPOJIOJDKUTEILHOCTH B 28 JHEW. DTHUM NalueHTaM
yame TpeOoBaloch mepenuBaHue KpoBu. Choyyam  cuaepoONacTHOM  aHeMMHM — OBLTH
3aperuCTPUPOBAHBI B MTOCTPETUCTPAIIMOHHOM Teprojie. B OONbIIMHCTBE CIy4aeB JUIUTEIHLHOCTh
Tepanuy JUHE30JIUJ0M MpeBblmaia 28 aHei. Y OOJBIIMHCTBA TMAlMEHTOB MPOSBICHUS OBLTH
MOJIHOCTRIO WJIM YaCTHYHO OOpaTUMBI TOCJE TPEKpAIIeHUs JICYCHHS JIMHE30JUI0M c/0e3
CHenupUIecKoro JeUeHUs] aHEMHH.

AHmubuomuK-accoyuupo8annas ouapest u Koaum

VYV manueHToB, TPUHUMAIONTUX aHTHOAKTEPUATBHBIC MperapaThl, BKIIOUYAs JIMHE30JUI, CIeAyeT
YYHUTHIBATh PUCK PA3BUTHS MICEBIOMEMOPAHO3HOTO KOJIUTA PA3IMYHOMN CTETICHHU TSHKECTH.

O ciyuasx nuapewn, cesazanHou ¢ Clostridium difficile, coobmanoce B cBsI3u ¢ UCTONB30BaHUEM
MPAKTUYECKH BCEX aHTHOAKTEpUANBbHBIX MPENapaToB, BKIOYAs JTUHE30NIUI. TsSKecTb AMapen
MOKET BappUpOBaTh OT Jerkux Gopm g0 Tsxkenbix. JledeHne aHTHOaKTEpUaIbHBIMU

npernapaTaMy HapylaeT HOPMAJIbHYI0 MUKPOQIIOPY KUIIEYHUKA, YTO MPUBOJIUT K U30BITOUHOMY
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pocry Clostridium  difficile. Clostridium diffidile_eepHGatsBaet LoKCHHEE A-ir B, Ko ropsre

NPUBOJAT K pa3BuTHIO nuapew, cBsizaHHoit ¢ Clostridium difficile. M30biTounoe komuuecTBo
TOKCHHOB, BbIpabarsiBaecmoe mrtammamu Clostridium difficile, mMoxxeT BbI3BaTh MOBBIIICHHUE
JETaTbHOCTH CPEIU TMAIMeHTOB, TaK Kak Takue HH(EKIUU MOTryT OBITh YCTOHYMBHI K
NPOTHBOMUKPOOHOH Tepamuu, a TaKkKe MOXKET IOTpeOOBaThCsl KOJIOHIKTOMUS. Henbss
NPUMEHSTH JICKAPCTBCHHBIC CPECTBA, TOPMO3SIIHE IEPUCTATBTUKY KAIIICUHUKA.

Bo3moxkHOCTh pazButHst muapew, cBsizannoi ¢ Clostridium difficile, nomkua paccmarpuBatbes y
BCEX MAIMEHTOB C JUapecii, MOCIeI0BaBIICH 3a UCIIOIB30BAHUEM aHTUOMOTHUKOB. TmiaTenbHOe
MEIUIIMHCKOE HAOJIOJCHWE B TEYECHUE 2 MECSIEeB HEOOXOIMMO NalMeHTaM, IEPEeHECIIUM
nuapeto, ceszannyto ¢ Clostridium difficile mocne BBenenust anTuOakTepranbHbIX MPENapaToB.
Ilepughepuueckan netiponamus u Hetlponamusi 3pumenIbHO20 Hepea

Coobmanoch 0 mepudepuveckoil HelponaTuu, a TakXKe HEHpONaTHU 3PHUTEIBHOTO HEpBa U
HEBPUTE 3PUTEIILHOTO HEPBA, KOTOPBIC MHOT' 1A TIPOTPECCUPYIOT JI0 IOTEPU 3PCHHS, Y TIAIIUEHTOB,
KOTOPBIC MOJIYYaIH JICUCHHE JTMHE30IUI0M; 3TH COOOIICHHS UMEIIA MECTO, B IIEPBYIO OYEPE/b, Y
NAIMEeHTOB, MOJIYYaBIINX JCUCHUE HA MPOTHKCHUU MTEPHOI0B BPEMEHHU, KOTOPbIE ObLIH OOJIBIIIE
MaKCHMaJIbHON PEKOMEHI0BaHHOM MPOAOJIKUTEIILHOCTH JICUCHUSI, COCTABIIAIONIEH 28 THEH.

[Ipu MosIBJIGHUHM CHMITTOMOB YXY/ILICHUS 3pDUTEIBHON (PYHKIIMHU, TAKHX KaK H3MEHEHUE OCTPOTHI
3peHHs, W3MEHCHHE I[BETOBOTO BOCIPHUATHS, 3aTyMaHEHHOCThb, JAe(EKThI IMOJCH 3peHus,
PEKOMEHIYETCSI CPOYHO OOPaTUTHCS K OPTaIbMOJIOTY i KOHCyIbTauu. CiaenyeT npoBOIUTh
MOHHUTOPHHT 3PUTEILHON (PYHKIIMM y BCEX IMAIMCHTOB, MPUHUMAOIINX JIMHE30JUI B TCUCHUE
JUTATENILHOTO BpeMeHH (Oonee 28 1HEl), a TakKe Y BCEX MAIMEHTOB C BHOBb MOSBHBIIUMUCS
CHUMITTOMAaMH 3PUTEIBHBIX HAPYIICHUH HE3aBUCHMO OT MPOJAOJDKUTEILHOCTH Tepanuu. B ciydae
pa3BuTHUs nepudepuueckod HEMpONaTUU U HEHPOIaTUU 3PUTEIHHOTO HEPBA, CIEAYET OIEHUTH
COOTHOIIIEHUE PHUCK/TIONb3a TPOJOJDKCHUS TEPaluu JIMHE30JHIOM Y JTHX TMalUeHTOB. Puck
pa3BUTHsI HEHpPONMATHUH BBINIE, €CJIM JIMHE30JIUJ TPUMEHSCTCS Yy TAIMEeHTOB, KOTOPhIC
UCTIONB3YIOT B HACTOSAIIEE BPEMS HIIM KOTOpbIE HEJABHO MPUHUMAIN aHTHMHKOOAKTepHaIbHBIC
npenapaThl IS JISYeHUs TYOepKyJie3a.

Jlakmoayuoos

B cBsi3M ¢ mpUMEHEHHEM JIMHE30JIUa COOOIIAIOCh O JakToaruo3e. [1aleHTsl, y KOTOPhIX Ha
doHe mpreMa JMHE30HMIa BO3HMKAET IMOBTOPHAs TOINHOTA WM pPBOTA, 0OJb B JKHUBOTE,
HEOOBSICHUMBIN aIMI03 WK OTMEYAeTCs CHIDKEHHE KOHIIEHTpAIMH THAPOKapOOHAT-aHHOHOB,
TPeOYIOT TIIATEIHLHOTO HAOIFOICHUS CO CTOPOHBI Bpaua.

Mumoxonopuanvuas oucgynkyus

Jlunezonmua wuHrHOUpyer cuHTe3 Oenka MuTOXOHApUH. I[loOounbie 3¢ (deKTh, Takue Kak

JAKTOAIM03, aHEMHUsT M HeWponaTus (mepudepuyueckas WIA 3pUTEITLHOTO HEPBA), MOTYT
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BO3HUKHYTh B  pe3yJbTaTe€ »dSTOr0 TOPMOXKEHHS; IZHI;%WE%%R?IHEEE%J&Q g8 ee

pacrpoCcTpaHeHHBIMH, KOT/Ia IIPEnapar UCIoIb3yeTcs Ooblie, yeM 28 nHei.

Cyoopoeu

CooOmranocs 0 cyaoporax y MaiueHTOB, MIPUHUMABIINX JIMHE30IUI. IPU 3TOM B OOJIBIIUHCTBE
ClIy4aeB B aHaMHE3€ HMEJIOCh YyKa3aHHE Ha CyJOpOTH WM Hajauuue (aKTOpOB pUCKA HX
pa3BuTHsA. Y TAIMEHTOB HEoOXoauMo coOpaTh MOAPOOHBIM aHAMHE3, KacaroIIUucs
IIPEIIECTBYIOLIUX IU30/10B CyI0pOr.

Hneubumopol monoamunoxcuoasol

Jlunezonuy siBisieTcss 0OpaTUMbIM HECEIEKTUBHBIM MHTUOUTOPOM MoHOamMHHOKcHa3bl (MAO);
OJTHAKO B [103aX, MNPHUMEHSAEMBIX JUIsI aHTHOAKTEpPHUAIBHON TEparmuu, OH HE MPOSBISIET
aHTuaenpeccaHTHeli 3Pdexr. MMerTcss oueHb OrpaHUuYCHHBIC JAaHHBICE W3 MCCIEIOBAHUUN
JICKapCTBEHHBIX B3aMMOJCHCTBUI M B OTHOIIEHUU 0€30MacHOCTH JTMHE30JIUIAa PH IPUMEHEHUU
y TMalMeHTOB C OCHOBHBIMHU 3a00JIEBaHUSAMHU W/UIU TP OAHOBPEMEHHOM MPHUMEHEHUU
JICKApCTBEHHBIX TPEMapaToB, KOTOPbIE MOTYT TIOABEPTHYTh HX PHCKY, OOYCIOBICHHOMY
uHruouposanrneM MAO. CnenoBaTenbHO, IPUMEHEHUE JIMHE30IM/1a HE PEKOMEHIYEeTCs B 3THUX
00CTOSITENBCTBAX, KPOME CIIy4aeB, KOTJIa BO3MOXKHO MPOBEACHHUE THIATEILHOTO HAOIIOIEHUS U
MOHHMTOPHMHTA MAalMEHTa, MOoJydYaroliero mnpemapaT (cM. paszzaensl «lIpoTuBomokazaHus» u
«B3anMoelicTBHE C IPYTUMU JIEKAPCTBEHHBIMU CPECTBAMMU).

Cepomonunoswiii CuHOpoMm

Coo01manoch 0 CIOHTAHHBIX CIIydasX Ppa3BUTUS CEPOTOHMHOBOTO CHHIPOMA, CBS3aHHOTO C
OJIHOBPEMEHHBIM TMPUMEHEHHEM JIMHE30JH/1a U CEPOTOHUHEPTUYECKUX MPEernapaToB, BKIHOYAsS
AQHTHUJICTIPECCAHTDI, TaKWe KaK CEJEKTUBHbIE HHIMOMTOpPHI OOpaTHOrO 3axBaTa CEpOTOHMHA
(CHO3C) u omwmounsl (cM. pazaensl «lIpoTuBomokazanus» u «BzaumonencTBue ¢ APyruMu
JIEKapCTBEHHBIMU CpeacTBaMu»). [Ipr HEOOXOAMMOCTH MpPUMEHEHUs TpenapaTa B COYETaHUH C
CEJICKTUBHBIMUA MHTUOMTOPAMU OOPAaTHOTO 3axXxBaTa CEPOTOHHMHA CIIEAYeT MOCTOSHHO HAOII0IaTh
3a MalMEeHTaMM C IIeJIbI0 BBISBJICHMSI MPU3HAKOB M CHMIITOMOB CEPOTOHMHOBOTO CHHIPOMA,
TaKUX KaK HapylIeHHe KOTHUTUBHOW (DYHKITUH, TUTICPITHPEKCHS, THIIEpPEeIICKCHs M HapyIIeHUE
KOOPJMHAIINY JTBUKCHHIA.

B cnydae mosiBleHUs NaHHBIX CHUMIITOMOB CIIEyeT OTMEHUTh OJMH WU 00a TMPUHUMAaEMBIX
npenaparta. [Ipu nmpexpaileHuu npreMa CepoTOHMHEPIHYECKOTo CPeCTBAa MOTYT HaOII0JaThCs
CUMITOMBI CHHJIPOMA «OTMEHBI».

OnHOBpeMeHHOE MPUMEHEHHUE JTHHE30uAa U OynpeHoppuHa (OTAENbHO WM B KOMOWHAILIUU C
HAJIOKCOHOM) TaKXe MOXeT NPHUBECTH K Pa3BUTHUIO CEPOTOHMHOBOrO cUHApoma. Eciam Takoe
OJIHOBPEMEHHOE MPHUMEHEHUE SBISIETCS KIMHUYECKH OOOCHOBAaHHBIM, CIIEAyeT 00ecleyuTh

TH.[&TCJ'IBHBIﬁ KOHTPOJIb 3a COCTOAHHEM ITAlIMCHTOB, OCOOCGHHO B Hayaje JCYCHHSI U npu
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MOBBIMICHUX T03bI (CM. pasnen «B3anmoencTue ¢ np&ﬁ&ihﬂ@&%@fﬁ&ﬁﬂﬁﬂf%é_ﬁfhﬂﬁﬁ»)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Paboomuonus

Coo0manocs 0 cinydasx pabaoMuonm3a Mpu MpUMEHEHUH JuHe3onuaa. Ecnu HabmomaroTcs
MPU3HAKK WJIM CUMIOTOMBI pabloMHOJIN3a, MPUEM JIMHE30JIHIa CIeAyeT MPEeKpaTuTh U HayaTb
COOTBETCTBYIOILYIO TEPAIHUIO.

T'unonampuemus

Y HEKOTOpBIX MAalMEeHTOB, IMOJTYYaBIIUX JMHE30JU ], HAOTIOJAINCh TUIOHATPHEMHUS H/WIN
CHHJPOM HEaJeKBAaTHOW CeKpelnuu aHTuanyperndeckoro ropmona (S1ADH). Pekomenmyercs
PEryJispHO KOHTPOJUPOBAaTH YPOBEHb HATPHUS B CBHIBOPOTKE KPOBH Yy MOXKWIBIX JIIOJEH, Y
MAIUEHTOB, IPUHUMAIOIIUX TUYPETHKH, H Y IPYTUX MAIUEHTOB C PUCKOM THITOHATPUEMUHU.
Oxpawuearue 3y0HOU dManu

Coo0mranock 0 ciiydasx 00paTUMOTro MOBEPXHOCTHOTO U3MEHEHHS OKpAIlIMBaHuUs 3yOHON 3Maiu
IPYU UCMOJb30BAaHUM JIMHE30IM1a. J[aHHbIE U3MEHEHUS! OKPAIllMBaHUs YIAIsUIMCh MOCPEACTBOM
po(heCcCHOHATTLHOTO OYHIIECHUS 3YOO0B.

T'unocnukemus

CooOmanioch 0 ciay4yasx CHMIITOMATUYECKOM THIMOMIMKEMHH Yy TAIllMeHTOB C CaxapHbIM
nuabeToM, MONTYYaBIIUX JIMHE30JIH OJHOBPEMEHHO C MHCYJIMHOM WM THIOTJIMKEMUYECKUMU
npermapaTamMu. XOTs PUIHHHO-CIICCTBECHHAS CBSA3h MEXy TPHEMOM JIMHE30JIU/a U Pa3BUTHEM
TUTIOTJIMKEMUM HE  YCTAaHOBJICHA, IMAIMCHTOB C CaXxapHbIM JUabeTOM  HEOOXOIAMMO
penynpexaaTh O BO3MOXKHOCTH pa3BUTHs TUIMOTIMKEMUU. B cioydae BO3HUKHOBEHHS
TUTOTJIMKEMHH HEOOXOAUMa KOPPEKIHs 103bl HHCYJIMHA/TUMOTIIMKEMUYECKHUX MPErnapaToB WIH
OTMEHBI JINHE30JIH/IA.

Ipumenenue c npodykmamu numanus, 602amvimMy MUPaAMUHOM

[TaruenTam crneayeT peKOMEHIOBAaTh OTKa3aThCS OT MpHeMa OONBIIUX KOJHMYECTB IHIIH,
coJlepkalieil TupaMuH (Takue, Kak KpacHOE€ BHHO, CO3PEBIIMH CHIP, HEKOTOPHIE aTKOTOJIbHBIE
HAITUTKH, KOITYEHOE MSCO, DKCTPAKTHI JPONOKEH, MPOIYKTHI U3 (HEPMEHTHPOBAHHBIX COCBBIX
0000B, TaK€ KaK COEBBII COYC).

Cynepunghexyus

Knunndeckux uccrienoBanuii, nzydaBmux >Q(ekT mpuMeHeHHs TUHE30JIUa Ha HOPMaJbHYIO
MUKPOQIIOPY OpraHn3Ma 4elioBeKa, He MPOBOTUIOCE.

[TprMeHeHne aHTHOAKTEPHATBHBIX MTPEapaTOB MHOT/IA MOXET TPUBOJIUTH K YCHIICHHOMY POCTY
HEBOCIPUUMYHBBIX K HEMY MHKPOOPTaHM3MOB. B KIMHMYECKHX WCCIEAOBAHUAX OBLIO
MOKAa3aHO, YTO MpUMEpHO Yy 3% MaIlMeHTOB, MOTYYaBIINX PEKOMEHIOBAaHHBIE O3Bl TMHE30IH/IA,
pa3BUBAJICS KAaHIUI03, ACCOLMMPOBAHHBIMN C NMpUEMOM aHTHUOWOTHKOB. [IpM BO3HMKHOBEHHHU

cynepuHdekuud Ha ¢GoHE MpHeMa JTUHE30JuJa ClIeAyeT MPUHUMATh COOTBETCTBYIOLIUE MEPbI
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MEIUITMHCKOTO XapaKTepa.

Knunuueckue uccnedosanus

bezonacHocTh 1 3¢ (HheKTUBHOCTh IPUMEHEHHUS JTMHE30JIUA JUIUTEIBHOCTRIO OoJiee 28 mHEH He
YCTaQHOBJICHBI.

B KOHTpOiMpyeMBIX KIMHUYECKUX HCCIEAOBAHUAX HE IPUHUMAIM YYacTHs MAlUEHThl C
CHHIIPOMOM «/IMA0ETUYECKOH CTONBI», MPOJESKHIMH WIM HWIIEMHYECKUMHU HapyIICHUSIMH,
TSDKETIBIMU 0)KOTaMM WJIM TQHTPEHO3HBIMU MOpaKEHUSAMH. TakuMm 00pa3oM, ONBIT IPUMEHEHHUS
JMHE30JIM/ia B TEPAIIU 3TUX COCTOSHUN OrpaHUYEH.

BiinsiHue Ha coCOOHOCTH YNPABJISITh TPAHCIIOPTHBIMH CPEACTBAMH, MeXaHU3MAMHU

B nepuon nedeHus ynpaBieHHE TPAHCIOPTHBIMU CPEACTBAMHU U 3aHATUS IOTEHLMUAIBHO
OTAaCHBIMHU BHJIAMH JIESITEIBHOCTH, TPEOYIOIIMMHU TOBBIIICHHON KOHICHTPAlMW BHUMAHUS W
OBICTPOTBI ICUXOMOTOPHBIX PEeaKLUi, He PEKOMEHIYIOTCS.

dopMa BBIIIYyCKA

TabneTku, MOKPHITHIE IICHOYHON 00010uKOM, 600 MT.

[To 10 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IUICHKHM NOJHMBHHUJIXJIOPHIHONW M
(G oJIbTH aTIOMHUHUEBOM IMEYaTHOMN JIAKUPOBAHHOM.

ITo 1, 2, 3 KOHTYpHBIX SYEHKOBBIX YyHakoBKM 1Mo 10 TabieTok BMeCTe ¢ MHCTPYKLHEH IO
IMPUMEHEHHUIO ITOMEIAI0T B AUYKy U3 KapTOHA.

YcaoBust XxpaHeHust

[Tpu Temneparype He Bbie 25 °C B ymakoBKe IPOU3BOAUTEIS.

XpaHUTh B HEJJOCTYITHOM JIJISl JIeTel MecTe.

Cpoxk rognocTu

3 rona.

He npuMeHsTh O HCTEYEHUHU CpOKa FOJHOCTH.

YcaoBus ornycka

Otnyckaercs Mo perenTy.

Baagenen permcrpanoHHOro yaocropepeHusi/Opranusanusi, NpUHUMAIOIIAS NPeTEH3UH
norpeoduTeseH

3A0 «Kanondapma npogaxmny, Poccuiickas deneparnys

141100, MockoBckast 0011., r.0. lI[&1koBo, 1. [I{é1koBo, yi. 3apeunas, a. 105.

Ten.: +7 (495) 797-99-54.

OnektpoHHbIH anpec: safety@canonpharma.ru

Ionyuums OononnumensvHele 0aHHvle O npenapame, HANPAsUMb NPEeMeH3UI0 Ha e20 Kavecmeo,

6€30l’laCHOCWIb, C0061/1/;ul’l’Zb 0 HedfcelamelbHblX 1eKApPCMeEEeHHblX peaKyUusix MOMNCHO no mezzeqbouy.‘
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+ 7 (800) 700-59-99 (6ecmnarHas nuHus 24 yacp) WIn H!ar!:l;ﬁ-'l'g W&‘aﬁ%@&%ﬁ& 1';| H’pg;z:'xene

«[Tonutrka B 00J1aCTH KayecTBay - «be30MmacHOCTh MpemapaToBy.

IIpousBoaurenn
3A0 «Kanondapma npojakiiny», Poccuiickas deneparus

Ilpouzeoocmeo comoesoii 1ekapcmeeHHou hopmbi:

MockoBckas 00:1., T.0. lllénkoso, r. lll€nkoBo, yi. 3apeunas, ctp. 1055, . 16.

llepsuunas ynakoexa:

MockoBckas 00:., r.0. lllénkoBo, r. [ll€nkoBo, yiu. 3apeunas, ctp. 1055, k. 16.

Bmopuunas (nompebumenvckas) ynakosxka:

MockoBckas 00:1., T.0. lllénkoBo, r. [ll€nkoBo, yi. 3apeunas, ctp. 1055, . 16.

BbznyCKaiou;m? KOHMpOJib Kauecmea.

MockoBckas 00:1., T.0. lllénkoso, r. [ll€nkoBo, yin. 3apeunas, ctp. 105b, k. 11.

Ten.: +7 (495) 797-99-54.

www.canonpharma.ru
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