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1. HAUMEHOBAHHME JIEKAPCTBEHHOI'O ITPEITIAPATA

Hopunerem, 500 Mr, mOpoIIOK JiJIs1 TPUTOTOBJICHUS pacTBopa Ak HHPY3Ui

2. KAYUECTBEHHbBINA U KOJIMYECTBEHHBIN COCTAB
JelicTBytoliee BEUIECTBO: TIOPUIICHEM.
Kaxnpriii (aaxon cogepsxut 500 mr gopurneHema (B BHIe MOHOTHPATA).

BcnomorarensHbie BCIICCTBA OTCYTCTBYIOT.

3. JEKAPCTBEHHAS ®OPMA
[Toporiok A MPUTrOTOBIEHUS pacTBOpa A HHDY3UH.

Kpucramimaeckuii Hopomok oT 6€710ro Win Mo4TH OEIoro 10 CJIerka )KeIToBaTOro IIBETa.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHusi K NPUMEHEHHIO

[Tpenapat /lopunenem nokasan K IpUMEHEHHIO Y B3pOCIBIX crapiie 18 ser.

I/IH@CKHHOHHO-BOCH&JII/ITGHI)HBIC 33.6OJIGB3.HI/I$I, BbI3BAHHBIC YYBCTBUTCIIbHBIMU K IOOPUIICHECMY

MHUKPOOpPIraHu3MaMu:

— BHYTpI/I6OJ'H>HI/I‘-IHaH (HOBOKOMI/IaJ'IBHaSI) IMHCBMOHMS, BKJIFOYUas IMHCBMOHHIO, CBA3AHHYHKO C

UCKyCCTBEeHHOU BeHTWsiuuen aerkux (MBJI);

— OCJIOKHEHHBIE MHTPaa0JOMUHAIIbHBIE HH(DEKITUH;

— OCJIOXKHCHHBIC I/IH(i)eKHI/II/I MO‘ICBBII[CJ'IHTGJ'II:HOﬁ CHUCTEMBI, BKJIIOYaAa OCIIO’KHEHHBI |

HEOCJIO)KHEHHBIN MUETOHEPPUT U CIydau C COMYTCTBYIOIIEH OakTepreMueil.
4.2. Peskum 103MPOBaHNS M CI0CO0 MPUMeEHEHHUs

PexxuM 103upoBaHusd

Hwxe B Tabnuie mnokazaH pEKOMEHIYEeMbIH CHOCO0 TPUMEHEHHS U JO03bl IIpernapara

Hopunenem.

Nudexunn Ho3za YacroTa Bpewms JnmuTenbHOCTD

BuyTtpubonsHuyHas

uHy3ul uHby3uHu (4) Tepanuu**

(HO30KOMHATbHA ) 500 mr nnu Kaxnpie 8 1 1 nu 4 g* 7-14 nueir**

IMTHEBMOHUS, BKJTIFOYAs 1000 mr
CBSI3aHHYIO C MCKYCCTBEHHOM
BeHTIsImen serkux (MBJI)

OcI10KHEHHBIE 500 mr Kaxnpie 8 1 1 5-14 gueii**

MHTpaab 0MUHAIbHbBIE
UHEKIIH




COOTBETCTEYET JKCMNEPTHOMY OTYETY
ot 07.02.2023 N2 2338 2
(MOCNEOCBATENEHOCTE Q003
OcI10XHEHHBIE uHpeKIH
MOYEBBIIEIIUTEILHON 500 mr Kaxneie 8 1 1 10 mHeir**§
CHCTEMBI, BKJIIOYAs
MeI0HEHPUT

* JInst neyeHWs MAlUMEHTOB C HO30KOMHAJIBHOM MHEBMOHHUEW PEKOMEHAYIOTCS HH(Y3UH C
no3upoBkord 500 mr B Tedenwe 1 4. [lpm Hammuum pucka HHPUIMPOBAHUS MEHEe
YyBCTBUTEIHHBIMA MUKPOOPTaHU3MaMU PEKOMEHIYIOTCSI MH(Y3UU B TeueHue 4 4.

Jlnst JiedeHust MaleHToB ¢ MOBBIMICHHBIM KirpercoM kpeatuauHa (CrCl) > 150 mu/mun) wim/u
¢ uHOGEKUMSIMH, BBI3BAHHBIMU TPaMOTPHUIATENBHBIMU HEe()EPMEHTHPYIOIIMMHU OaKTepUSIMU
(manpumep, Pseudomonas spp. wim  Acinetobacter spp.) pexkomeHayroTcs HHPY3HH C
no3zupoBkor 1000 Mr B Teuenue 4 u.

Jns nedeHuss NaMEeHTOB CO CPEAHEH CTEMEHBIO MOYEYHOM HEAOCTATOYHOCTH PEKOMEHIYIOTCS
uHy3un ¢ no3upoBkod 500 Mr kaxkaple § 4, JUIA JICYCHUS MAIUEHTOB C TSHKEIOW CTENEHBIO
MOYEYHON HEJOCTATOYHOCTH peKOMEHAYI0TCs HH(pY3uu ¢ 1o3upoBkoii 500 mr kaxzapie 12 4.

** JITUTENbHOCTh ~ TEpallid  BKJIIOYAET BO3MOXHBIA IMEpPEeXoJ Ha  COOTBETCTBYIOIIYIO
NEpPOpAIbHYIO TEpanui0 I1ocjae, KaK MUHUMYM, 3-JIHEBHOM IapeHTEpalbHOM Tepanuu,
BbI3BaBILLIEH KIMHUYECKOE YiydllleHHe (IIpU IEepexoJe Ha IEepPOPAIbHYIO0 TEpamnuio MOKHO
Ha3Ha4yaThb (PTOPXWUHOJIOHBI, MEHULWJUIMHBI HIMPOKOTO CIEKTpa ACHCTBHS B KOMOMHAIMH C
KJIaBYJIAaHOBOW KHCIIOTOM, a TaK)Ke aHTUOMOTUKH 10001 (hapmMakoTepaneBTUUECKON TPYIIIbI).

§ Y manueHTOB ¢ COIYTCTBYIOLIEH OakTepueMHUel UIMTETbHOCTh TEPAaUuN MOXKET JOCTHTaTh
14 nueit.

OOblyHasT  MPOJOIDKUTENBHOCTh  JICYCHHS  MAIMeHTOB, CTPAJAIOIIUX  HO30KOMHUAIBHON
THEBMOHUEMH, BKIIIOYasi THEBMOHUIO, CBSI3aHHYIO C UCKYCCTBEHHOM BeHTU sMe gerkux (MBJI),
cocTaBisieT oT 7 nmo 14 gHell W MOJDKHA 3aBHCETh OT TSHKECTH 3a00JI€BaHMsA, JIOKAIU3aLUH
MH(pEKINY U KIMHUYECKOTO OTBETa MalueHTa Ha jedeHue (cMm. pasnen 4.4.). Ha ocHoBanuu
pPe3yNbTaTOB KIMHUYECKUX HCCIEAOBAHUN CIeUaIiNCcTaM B 00JIaCTH 3/paBOOXPAHEHUS CIEAyeT
paccMOTpeTh BOMPOC OO0 YCTAaHOBJIEHMM JJIUTENBHOCTH JiedeHus mnanueHtoB ¢ HWBJI-
aCCOIIMUPOBAHHOM IMHEBMOHHUEH Oosiee 7 qHEH.

Onucanue 60cCMano81enHO20 pacmeopa

[Ipu pactBopennu conepxkumoro ¢uakona B 10 M Boabl UIsl WMHBEKUIUN 0Opazyercs
OJTHOpPOJIHAsI CYCNEeH3Ms Oel0oro WM Moutd Oenoro 1Bera, CBOOOJHO MPOXOJAINAsi B IIIPHUIL
yepe3 uriry Ne 0840.

Oco0ble TPVIIILI TAIUEHTOB

Tayuenmoi ¢ Hapywenuem yHkyuu novex
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VY manmueHToB ¢ KJIMPEHCOM KpeaTMHUHA >
MAIUEHTOB CO CPEAHEH CTENEeHBI0 MOYEYHOHW HEAOCTATOYHOCTH (KJIMPEHC KpeaTWHWHA
or > 30 10 < 50 mu/mMuH) n03a JIOpUIIeHEMa JOJDKHA cOCTaBisATh 250 Mr kaxnapie 8 4. Y
MAlMeHTOB C TSDKEJIOH CTENEeHBI0 IIOYEYHOM HEIOCTAaTOYHOCTH (KJIMPEHC KpeaTHHHHA
ot >10 o < 30 mu/mMuH) 103a JOKHA paBHATHCS 250 Mr kaxabie 12 u.

Jns manmeHToB ¢ pekomenayemon no3oi 1000 mr kaxapie 8 4, B Buae 4-4acoBoid mH(Dy3uH,
71032 JJOJKHA OBITh TAK)K€ CKOPPEKTUPOBAHA: TIPU CPEIHEH CTENEeHH IMOYSYHON HEJ0OCTATOYHOCTH
— 500 Mr xaxiaple 8 4, MPU TSKEIOM CTENEHU MOYEYHOM HegocTaTOYHOCTH — S00 Mr Kakible
12 4.

Tayuenmuwi, Haxooawuecs Ha ouanuse

PekoMenmanuu mo go3upoBaHuio mpenapara JlopuneHeMm y MalMEHTOB, HAXOMASIIMXCS Ha

,I[J'IHTCJ'ILHOﬁ 3aMECTUTEILHOMN MOYSYHOM TCpalinu, IIpuBCACHLI B Ta6J'II/II_[C.

JnutenpHas OneHeHHBIN Hoza Yacrora Bpewms Joctuxenue
3aMEeCTUTENbHAS CrCl BBEIECHUS uHpy3un a6 LIEJIEBOTO
IIO4€YHas Tepanus (MI1/MHH) IIOKa3aTelst

(MUHHUMAaJTbHAS
UHTHOUpYyromas
KOHIICHTpAI,
MUK)
[IponomxkutenbHas
BEHO-BEHO3HAast <30 mu/muH | 250 Mr | Kaxgele 12 4 44 <1 MKr/MII
reMoUIbTpaIUs
[IponomxurensHas
BEHO-BEHO3HAas <S5wmia/muH | 250 Mr | Kaxaeie 12 4 44 < 1 MKr/ma
reMoInaQpuIbTPALHS
[IpogomxutensHas
BCHO-BEHO3HAas 5-30 500 mr | xaxawie 12 g 44q <1 MKr/™MI
remMoauaduIbTpalus MJI/MUH

? ¥V mauueHToB C OCTPOH MOYEYHOW HENOCTATOYHOCThIO M HAXOMAALIMXCS Ha JIUTEIbHON
3aMECTUTEIbHON MOYEUHOW Tepanmuu peKoMeHAyeMoe Bpems uHQYy3uM cocTaBiuser 4 d,
YUUTBIBasi BO3MOKHOCTD MOBBIIIEHUS SKCTPAPEHAILHOTO KJIMpEeHca KapOareHeMoB y al[MeHTOB
C OCTPOM MOYEUHOU HETOCTATOYHOCTHIO.

° V nmanmeHToB ¢ XpOHMYECKUM HapyllleHHeM (GYHKIMHU MOYeK ¥ HAXOMANIUXCSA Ha JTMTETbHOM
3aMECTUTEIbHON IMOYEYHOH Tepanuu BO3MOXHO TpoBeleHHe |- uiau 4-yacoBoil HMHQY3UH.
Cornacao nanabiM OK/D]], nady3us B TeueHue 4 94 MOKET ObITh 00JIee IPEATOYTUTETHHOM JIJIst
TOr0, 4TOObI MAaKCUMHU3HUPOBATH MPOLIEHTHOE BpEeMs B T€UEHHE MHTEpBaia JI03UPOBAHHUA, KOI/Ia
KOHIIGHTpalusi JIOpUIIEHEMa B IUIa3Me€ MPEBbIIACT MHUHUMAJIbHYIO HHTHOUPYIOIIYIO
koHueHnTpauuto (% T > MUK). Pekomennanun no nozuposanuto npu MUK > 1 mr/min He ObutH

YCTAHOBJICHBI JIA }1J'II/ITG.]'H>HOI71 MMOYCYHON 3aMECTHUTEILHOMI TE€pAIIMKu HM3-3a BO3MOXKHOI'O
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HAaKOIJICHUs JOpHIIeHeMa M MeTabosuTa purncieM-M-1. Pexkomenayercs mma*e“},nmn
MOHUTOPHHT 0€30IaCHOCTH Uil TAlMEHTOB, HAXOMIIIMXCS Ha JUIMTEIBHON IMOYEeYHOH
3aMECTUTENIBHOW TEepamnuM, W3-32 OrPAaHUYECHHBIX KIMHUYECKUX JI@HHBIX W BO3MOYKHOTO
MOBBILICHUS] CUCTEMHOM SKcro3uiuu gopuneHeM-M-1 merabGonuta. B Hacrosiiee Bpemsi HET
nocTatouHoil  mHpopManuu A GOPMYNIHMPOBAHUS  PEKOMEHJAIM A MAIMEHTOB,
HaXOJAIIMXCS Ha APYTHX BUAAX AUAIIN3A.

Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu

VY Takux ManueHTOB He TpeOyeTcss KOPPEKLUHU J03bI.

Iayuenmur nodicunoco eospacma

Y MOXHIIBIX MAIUEHTOB, (DYHKIHS MOYEK KOTOPBIX COOTBETCTBYET UX BO3PACTY, KOPPEKIHH
JI03bI HE TpedyeTcsl.

Cnoco6 IIPUMCHCHUA

BnytpusenHo.

4.3. IIpoTuBONOKA3aHUSA

['MnepuyyBCTBUTENBHOCTh K JOPHUIIEHEMY WIM JpyruM KapOameHemam, a Takxke K Oera-
JAKTaMHBIM aHTHOMOTHKAM.

Herckuii Bo3pact a0 18 ner.

4.4. OcoOble ykazaHMsl M1 Mepbl Pe0CTOPOKHOCTH NPH NPUMEHEHUH

Oco0ble yKazaHus

VY manueHToB, MOJIyyarolMX OeTa-JlakTaMHble aHTMOMOTHKH, MOTYT BO3HHMKaTh CEphbE3HbIE, a
MHOTJIa U JIETaJbHbIE PEaKlUU TMIEepYyBCTBUTENbHOCTU (aHadumakTuueckue peakuuu). [lepen
HAYyaJoOM JICYEHMsI JIOPUIIEHEMOM TalleHTa HEOOXOIMMO TIIATENBbHO PACCIPOCUTH O TOM,
HAOJII0JIAIMCh JIU Y HETO paHee PeaKkIMy TMIepYyBCTBUTEIBLHOCTH Ha JIpyrue KapOarneHeMbl Win
Ha OeTa-TaKTaMHble aHTUOMOTHKH. B cilydae BOZHUKHOBEHHUS PEaKIMK TUIEPUyBCTBUTEIBHOCTH
Ha JIOPUIIEHEM ero HeoOXOJIUMO cpa3y K€ OTMEHHUTbh M MPOBECTH COOTBETCTBYIOIEE JEUCHHE.
CepbesHble peakuu THIepuYyBCTBUTENBHOCTH (aHAPUIAKTUUYECKUM IOK) TpeOyIOT MPOBEIEeHUs
HEOTJIO)KHOM Tepanuu, BKJIIOYAIOIIEH BBEACHHE TIJIIOKOKOPTHUKOCTEPOUJOB U MPECCOPHBIX
aMHHOB (SNMHE(PHUH), a TaKKe MPOBEIEHUE IPYTUX Mep, BKIIOYAIOUIMX OKCUT'€HOTEPaIluio,
BHYTPUBEHHOE BBEJIEHHE JKUAKOCTEH, a Takxke, MpU HEOOXOAMMOCTH, AHTUTUCTAMUHHBIX
MIpenapaToB, U NOAepKaHUe MPOXOIUMOCTH JbIXaTeIbHBIX MyTEH.

Bo Bpemst Tepanuu kapOameHeMaMy, BKJIIOYas JOPHUIIEHEM, COOOLIANOCH O CIydasX pa3BUTHUS
cynopor (cm. paszzmen 4.8.). B KIMHUYECKUX HCCIEIOBAaHMIX JOpUIIEHEMA CYJOpOTH wHalle
HaOJIIOaMNCh y MAIMEHTOB C HMCXOJHBIMU 3a00JIEBaHMSAMM IEHTPAJIbHOW HEPBHOM CHCTEMBI
(ITHC) (nampumep, UHCYIBT WM CYJOPOKHbIE MPUIIAJKU B aHAMHE3€), HApYUICHUSIMH (QYHKIIUU

MOYEK W MPH UCIOJIB30BAaHUU 103, TpeBbIaBIKX 500 mr.
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[TceBmOMeMOpaHO3HBII KOMUT, BhI3bIBaeMblil &
(doHE MITUTENBHOTO MPUMEHEHHS, TaK W 4epe3 2—3 HEeNeNU TMOCie NPEKpaICHHs JICUCHUS;
MPOSIBJISICTCSL  JUApeei, JICWKOIIMTO30M, JIMXOpPAaKoH, OoJsIMH B JKHBOTE (MHOT/AA
COTNIPOBOXIAIOITUMHUCSA  BBIJICJICHUEM C KaJOBBIMH MaccaMH KpoBU H  ciusH). llpum
BO3HUKHOBEHUU 3TUX SIBJICHUH B JIETKUX CIIy4asX JIOCTATOYHO OTMEHBI JICUCHUS U MPUMEHEHUS
MOHOOOMEHHBIX CMOJI (KOJIECTUPAMUH, KOJECTHIOJN), B TSKEIBIX CIydasX IOKa3aHo
BO3MEIIICHHE TTOTEPHU JKUJIKOCTH, DJICKTPOJIMTOB U OelKa, Ha3HAYCHHE BAHKOMUIIMHA BHYTPb WIIN
MeTpoHHIa30J1a. Henb3si MpUMEHSITh JIGKAPCTBEHHBIE CPEICTBA, TOPMO3SIINE MEPUCTATBTUKY
KHUIIIEYHHKA.

Crnenyer u30erarb NIUTEIBHOTO JICUCHHUS JOPUIICHEMOM ISl MPEIOTBPALICHUS W30BITOYHOTO
Pa3MHOXKEHHUS PE3UCTEHTHBIX K HEMY MUKPOOPTaHU3MOB.

[lepen  mpuMeHeHueM  mpemapara  pPEeKOMEHIYeTCs  MPOBECTH  OaKTepHOJOTHYECKOe
uccienoBanre. HeoOxomumo o0TOOpaTh COOTBETCTBYIOIIME OOpasibl JUIsl  MPOBEICHUS
0aKTEPHUOIIOTHYECKOTO UCCIICAOBAHUS C LIEIBbIO BBIICIICHHS BO3OYAUTENCH, NX UACHTU(DUKAIINH U
ompefieNieHusT WX YYBCTBUTEIBHOCTH K JopurieHeMy. Ilpu OTCYTCTBUM TaKMX JaHHBIX
SMIUPHUYECKUN BBIOOp TpenaparoB CleAyeT NPOBOAWTh HAa OCHOBAHUM  MECTHBIX
AMUJEMHUOJIOTHYECKUX JIAaHHBIX U MECTHOU CTPYKTYPBI UYBCTBUTEIBHOCTH MUKPOOPTaHU3MOB.

I[JII/ITeJIBHaﬂ 3aMCCTHUTCIIbHAA MMOYCYHAaA TCparua

Okcno3unust MeTtabonuTa jgopurneHeM-M-1 y DanMeHTOB, HAaXOIAIIMXCS Ha JUIMTENbHOM
3aMEeCTUTENbHON MOYEYHON Tepamuu, MOXKET OBbITh MOHMXKEHA JI0 YPOBHs, JUIS KOTOPOI'O HET
JIAHHBIX 0 0E30MacCHOCTH MPUMEHEHHs Tperapara in Vivo. /laHHbl MeTaOOIMT HE TPOSBISET
MUKpPOOHOJIOTUYECKON aKTUBHOCTH, W Jpyrue BO3MOXKHbIE (hapmakosoruueckue 3¢ exTs
Heu3BecTHbI. [loaTOMy 17 TalMEeHTOB, HAXOASIIMXCS Ha JJIUTEIbHOM 3aMecTUTEIbHOU
MOYEYHO! Tepanuu, PeKOMEHIyeTCsl TIaTeIbHbIII MOHUTOPUHT TOOOYHBIX 3P (EKTOB.

HMBJI-acconmnnpoBaHHast THEBMOHUS

HccenenoBanue ¢ ydyacTreM MallMEHTOB, TOCIUTAIN3UPOBAHHBIX B TEYEHUE HE MEHee 5 AHEH, y
KOTOpbIX  auarHoctupoBaHa VBJI-accomuupoBaHHass  NTHEBMOHMS, HE  IOATBEPIUIIO
3 PEKTUBHOCTH 7-THEBHBIX KYpcoB jaopurnieHeMa (o 1 r B Bujae 4 yacoBbIX MH(Y3UH Kaxkble
8 4) mo cpaBHeHHIO ¢ 10-ITHEBHBIMH KypcaMH HMMHUIEeHeMa-luiactaTiHa (mo 1 r B Buae 1-
yacoBbIX HHOQY3uil kaxzable 8 ). OObIYHASs NPOJIOJDKUTEIBHOCTh JICUEHUS MAlMEHTOB C
BHYTPUOOJIBbHUYHON NMHEBMOHUEH, Bkitouas VBJI-acconuupoBaHHYl0 MTHEBMOHHIO, COCTABIISET
7—14 nHelt m ompexesseTcs CTENEHbIO TSHKECTH 3a00JieBaHUs, JIOKanu3anued HHpekuuun u
KJIMHUYECKHM OTBETOM IMAIMEHTa Ha JiedeHue (cM. paszzen 4.2.).

4.5. B3amMmopeiicTBHMe ¢ [PYrMMH JIEKAPCTBEHHBIMH IIpenaparamMM H JApyrue BHABI

B3aNMO/1eCTBUA
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[TpoGeHenwT KOHKYPUPYET C JOPUIICHEMOM 3d-KaHaibHeByIo—cekpeHHo—B—HOHax—H cm{,}mw
MOYeYHBIH KimMpeHc nopunieHema. IIpobenenun ysenmuuBaer AUC nopumenema Ha 75 % u
nepuo MoiyBbIBeeHUs U3 IiasMbl Ha 53 %. [losromy He pexkomMeHayeTcs OAHOBPEMEHHO
MPUMEHSTH IPOOEHEIH/T U TOPUIICHEM.

JlopunieHeM HE MHTUOMPYET OCHOBHBIC M30(EPMEHTHI CUCTEMBI IUTOXpoma P450, u mostomy,
CKOpee BCEero, He B3aMMOJACHUCTBYET C MpenapaTaMu, KOTOpble META0O0IM3UPYIOTCS YKa3aHHBIMU
depmentamu. JlopureHeM, cyas IO pe3yibTaTaM HCCICIOBaHHi IN Vitro, He oOmamgaer
CIOCOOHOCTBIO MHAYIUPOBATH AKTUBHOCTH (PEPMEHTOB.

Y 3710poBBIX 1OOPOBOJIBIIEB JOPUIICHEM CHIKAJl KOHILIEHTPAIMIO BaJbIIPOCBON KHUCIOTHI B
wiasme 10 cyorepanesruueckoro 3HaueHust (AUC BasIbIIpOEBOM KUCIOTHI OBICTPO CHIYKAJIACh HA
63 %), uTO TaK)KE COIJacyercst ¢ pe3ysibTaTaMH, MOJYYSHHBIMH JUIS IPYTrHX KapOareHeMOB.
dapMaKOKMHETHKA JIOpUIlIEHEMa TIpU STOM HE HU3MEHsIach. lIpu OIHOBpPEMEHHOM TIpueMe
JOpUTICHEMA W BAJIBIIPOCBOM KHCJIOTHI WM BajbllpoaTa CEMUHATPUS CJIEIYEeT TPOBOJHUTH
MOHHTOPHHT KOHIIEHTPAIlMU TOCIEIHUX U PACCMOTPETh BO3MOXKHOCTH HA3HAYCHUS JIPYrOro
JICUYCHUS.

[Ipemapat Henb3s CMEMIMBATh C JAPYTUMHU JIEKAPCTBEHHBIMU CPEICTBAMU M pAcTBOpaMH, 3a
uckmouearem 0,9 % pactBopa Harpus xmopunma, 5 % pacTBopa IEKCTPO3BI M BOJIBI IS
WHBEKIAN.

4.6. ®epTHIBHOCTD, 0ePEMEHHOCTD U JIAKTALHS

bepemeHHOCTD

HmeroTcss orpaHWYCHHBIE KIIMHUYECKUE JaHHBIC O MPUMEHEHUH JOpHUIICHEMa y OepeMEHHBIX
KeHIMH. [loTeHIManbHBIA PHUCK IS TUIOAA Heu3BecTeH. [lpm OepeMEHHOCTH MPUMEHSIOT
TOJILKO B CITy4ae, eIl MpernoaraemMas mojb3a Uil MaTepH MPEBBIIIAeT MOTEHIMATBHBIA PUCK
JUTS TITIOJA.

JlakTanus

[Tpr HEOOXOMMOCTH MPUMEHEHHS JIOPHUIICHEMa B TIEPUOJT JIAKTAIIMH HEOOXOIUMO TPEKPATUTh
TpyIHOE BCKapMIIBaHHE.

4.7. Bausinde HAa CHOCOOHOCTH YNPABJSTH TPAHCHOPTHHIMHU CpeACTBAMH M padoTath ¢
MeXaHU3MaMH

HccnenoBanuii 1Mo BIMSHUIO JIOpUIIEHEMA Ha CHOCOOHOCTH YIPaBISITh TPAHCHOPTHBIMU
CpeICTBAMH ¥ 3aHATHE JPYTHMH IOTCHIIMAIHLHO ONACHBIMH BHUJAMH JCSATCIBHOCTH,
TpeOYIOMIMMH TOBBIIIEHHOW KOHIIEHTPAIIMM BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX PEAKIIHiA,
HE TMPOBOAMIOCH, HO, YUUTHIBas Mpoduiab OE30MacHOCTH Tpernapara M Haludhe MOOOYHBIX
3P PEKTOB CO CTOPOHBI HEPBHON CHCTEMBI, CIIEAYET OOpaTUTh BHUMAaHHE Ha BO3MO)KHOE BITUSTHHE

Ipernapara Ha BbIIlI€yKa3aHHbIE (PYHKIIUH.
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4.8. Hexkenare/ibHbIE peaKINU

PesroMe HexxenaTeabHbBIX PeaKIi

YacToTy HexenarenbHbIX 3PPEKTOB KIacCuUIMPOBATIH CIETYIOLIM 00pa3oM:

oyeHb yacto: > 1/10;

yacro: > 1/100 — <1/10;

HevacTto: > 1/1000 — <1/100;

penko: > 1/10 000 — <1/1000;

oueHb peako: > 1/100 000 — <1/10 000;

4acTOTa HEU3BECTHA (HA OCHOBAaHMM MMEIOIIKXCS TaHHBIX OLIEHUTh HEBO3MOXKHO).

Hapywenusa co cmopoust Kposu u Jaum@amuyeckou cucmemyl. HeYaCTble (IEPHOA
HOCTPErUCTPALIMOHHOTO TPUMEHEHHS): HEUTpOoneHHsl, TPOMOOLIUTOIIEHUS!.

Hapywenusa co cmoponbt umMmyHHOU cucmemsl: HEYACTbIE: PEAKLUU T'MIIEPUYBCTBUTEIBHOCTH
(ana¢mIakTHYECKHE Peakluu); OYeHb pelkue (MEpUo] MOCTPErHCTPAMOHHOTO MPUMEHEHHS):
TOKCHUYECKHH 3MuaepMaIbHbli HEKpoau3, cuHipoM CtuBeHca-/[)KOHCOHa.

Hapywenusa co cmoponvl mepsnoui cucmemvl: OYEHb YACTble: TOJIOBHAas 00Jb; 4YacToTa
HEHU3BECTHA: CYJOPOTH.

Hapywenus co cmopoHul cocy0og: dacTele: Giedunrt.

Kenyoouno-kuweunwvle HapYyWeHUsA: qacThle: TOILIHOTA, nuapes; HEeYacThle:
IICEBIOMEMOPAHO3HBIHN KOJIUT.

Hapywenus co cmopoHbl Kodicu u n0OOKONMCHBIX MKAHel. YaCTbIe: 3y/l, ChIIb.

Ilpoyue: wyacTble: KaHAWJI03 CIU3UCTONW OOOJOYKM TMOJOCTH PTa, BarMHaJbHBIA KaHIUIO3,
MOBBILICHHE aKTUBHOCTH NE€YEHOYHBIX ()EPMEHTOB.

Coo0111eHne 0 mMoI03pEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

BaxxHo coo0mare 0 MMOJ03peBaeMbIX HEXKENATeNbHBIX PEaKIUsAX IOClie pPEeTUCTpalluu
JIEKapCTBEHHOTO Tpernapara ¢ 1eIbl0 00ecredeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«IOJIb3a — PHUCK» JICKAPCTBEHHOTO TNpemapara. MeauIUHCKUM pabOTHHUKAM PEKOMEHIYEeTCs
co00IIaTh O JIOOBIX TOJI03PEBAEMBIX HEKENATEIbHBIX PEAKIMAX JICKAPCTBEHHOTO IMperapaTa
yepe3 HallMOHAIbHBIE CUCTEMBI COOOIICHUS O HEKEIaTeNbHBIX PEaKIIHSIX TOCyIapCTB — YJICHOB
EBpa3uiickoro 53K0OHOMHUYECKOTr0 COI03a.

Poccuiickas @enepanus

Anpec: 109012, Mocksa, CnaBstHCKas 1iomab, 1.4, cTp. 1

®denepanbHas cryx0a Mo Haa30py B cdepe 3npaBooxpanenus (Poc3npasuanzop)

Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Calr. https://www.roszdravnadzor.gov.ru
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4.9. Ilepeno3npoBka
Habmroganuce ciiydau MOSIBIEHUS NAIyJIO-3PUTEMATO3HOM CBIIM IIPU BBEAECHUU JOpUIIEHEMA
BHYTPUBEHHO KarejbHO B J103¢ 2 T Kaxable 8 4 B TeueHue 10—-14 aneit. [lanyno-spuremarosznas
CBIIb Mpoxouia B Tedenue 10 qHei mociue npekpalieHus IpuMeHeH s J0pUIieHeMa.

B cnywae mnepeno3upoBKM CleAyeT IpPEKpaTUTb BBEACHHME JOPUIIEHEMA U  IMPOBOAMTH
NOJICP’KMBAIOLIYIO TEPAINMI0 O €ro IOJIHOIO BBIBEACHMSI U3 OpraHusMma nodkamu. JleueHue
NEepe03UPOBKHU COCTOUT B MPOBEIECHUH OOIIeH MOoIAep >KUBAOIIEH CHMITOMAaTHYECKOM Tepanui,
BKJIIOYAIOIIEH MOHHMTOPUHI OCHOBHBIX (DM3MOJIOTHUECKUX I[OKa3aTejaeil u HallloJeHue 3a
KJIMHUYECKUM COCTOSIHMEM TNauueHTa. [lopumneHeM ypamsiercs W3 OpraHusMa C IIOMOIIBIO
reMouain3a Win JJIUTEIbHON 3aMECTUTEIbHOM ITOUYEUHOM Tepanuu, OJJHAKO B HACTOSAIIEE BPEMs
HET JOCTaTo4HOM wuHpopManmuu 00 HUCHOJB30BAHUM TEMOJMANIM3a WIA JAJIUTEITbHON

3aMECTHUTEILHON MOYSCYHON TCpallku IIpH IICPECAOZUPOBKE JOPUIICHEMA.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. @apmakoauHaMHuYecKHe CBOHCTBA

dapmakoTepaneBTHUECKasi TpyMna: aHTHOAKTepUabHbIE CpEICTBA CHUCTEMHOIO JEeHCTBUSA;
Ipyrue 6eta-JaKTaMHble aHTUOAKTEpUaIbHbIE CPECTBA; KapOareHEMBI.

Kox ATX: JO1IDHO04

MexaHu3M ASHCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/Ie Sd)(beKTbI

JlopuneHeM — CHHTETMYECKHH KapOaneHeMOBBIH aHTHOMOTHK IIMPOKOTO CHEKTpa JEHCTBHS,
CTPYKTYpPHO OJM3KHUIA JpyrUM OeTa-JTaKTaMHBIM aHTUOMOTUKAM.

JlopurieneM 00j1alaeT BBIPAKEHHOW AaKTHBHOCTBIO N VILr0 B OTHOMICHHHM ad3pOOHBIX |
aHa’pOOHBIX T'PAMIIOJIIOKHUTENBHBIX W TpaMOTpHUIaTeNnbHbIX Oaxktepuil. Ilo cpaBHeHUIO C
UMHUIICHEMOM M MEPOIIEHEMOM OH B 2—4 pa3a akTHBHee B OTHOWIeHHH PSeudomonas aeruginosa.
JlopurieHeM  Oka3bIBaeT  OakTepUIMIHOE JAEHCTBHE IyTeM HapylleHHs OHOCHHTE3a
OakTepuaabHOW KJIE€TOYHOW cTeHKM. OH HHAaKTUBHPYET MHOTME BaKHbIE MEHUIIWIUIMH-
cessbiBatomiue 6enku (IICH), u 3To BeAeT k HapylIEHUIO CUHTE3a KJIETOYHON CTEHKU OaKTepuit U
nocienyoomeil rubenn OGakTepuanbHbIX KJeTok. Jlopumenem oOnagaer HauOOJIBIIUM
apdunurerom B ortHomenuu I[ICH Staphylococcus aureus. B kierkax Escherichia coli u
Pseudomonas aeruginosa mopuneneM npovHo cBsizbiBacTcs ¢ [ICB, KOTOpbie y4acTBYIOT B
nojaepxkaHuu HOpMbl OaKTepUATHLHON KIETKH.

OmeITHI IN VItro mokasaiy, 4To JOpHUIIEHeM ciiabo yrHeTaeT NeHCTBHE JAPYTHX aHTUOMOTHUKOB,

TaKXXe ero AeHCTBUE HE YTHETACTCA ApYTUMU AHTHOMOTHKAMH.
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OrnucaHbl aJINTUBHAS AKTHBHOCTh WM CIAOBIN - cHHEPFH3M-€-aMHKaAHHHOM H “wv@lcacaunnem
B OTHomieHWu Pseudomonas aeruginosa, a Takke C JalNTOMHIIMHOM, JIHHE30JHIOM,
7eBO(IIOKCAIUHOM U BAHKOMHUIIUHOM B OTHOLICHUH IPAMITIOJIOKHUTEIbHBIX OaKTepHUil.
Mexanuzmobi pesucmenmnocmu

MexaHu3Mbl PE3UCTEHTHOCTH OakTepwii K JOPUINCHEMY BKIIOYAIOT €r0 WHAKTUBAIUIO
dbepMeHTaMu, THAPOIM3YIONIMMH KapOarmeHeMbl, a TakKe MYTAaHTHBIMU HIIM TPUOOPETCHHBIMU
[ICh, cHMWXEeHHE MPOHUIIAEMOCTH Hapy>KHOH MeMOpaHbl M aKTHBHBIM BBIXOJ JOpPHUIICHEMa W3
OaxkTepuaIbHBIX KIETOK. JlopulieHeM YCTOWYHMB K THAPOJIN3Y OONBIIMHCTBOM OeTa-lakramas,
BKJIFOYAst NEeHULIMIITUHA3BI u e aIoCopruHAa3HI, KOTOpbIE BBIPA0aTHIBAIOTCS
TPaMITOJIOKUTEITFHBIMA U TPaMOTPULIATEIBHBIMU  OAKTEPUSMHU; HCKIIOUEHUE COCTABISIOT
OTHOCHUTEIIbHO peikue OeTa-lakTaMasbl, ClIOCOOHBIE THAPOIN30BATh JOPUIICHEM.
PacnipocTpaneHHOCTh MPUOOPETEHHON PE3UCTEHTHOCTH OTAENBHBIX BUJOB MOXET BapbUpPOBATh
B Pa3HBIX TeorpaduIecKX PETHOHAX U B pa3HOE BPEMs, M IO3TOMY OYCHB T0JIe3Ha HH(POpMAITUs
0 CTPYKTYp€ MECTHOM PE3UCTEHTHOCTH, OCOOCHHO MPH JICYCHUH THKENbIX nHpekuil. B ciayyae
HEOOXOUMOCTH CIIeAyeT 0OpamaTbcs 3a COBETOM K MUKPOOHOIJIOTaM, €ClIi CTPYKTypa MECTHOMN
PE3UCTEHTHOCTH TaKOBa, YTO MPHUMEHEHHE KOHKPETHOrO Mperapara, Mo KpailHeill mepe, mpu
HEKOTOPBIX THITAX HWH(ECKIUH, BHI3BIBACT COMHEHHUSI.

K JOPUIICHEMY YYBCTBUTCJIbHBI:

Obvluno yyscmeumenbHvle 8UObL

I'pamnonoxuTenbHbie a3po0bl:  Enterococcus faecalis, Staphylococcus aureus (imTammbl,
YyBCTBUTEIbHBIE K  MeTHnwuinHy),  Staphylococcus
epidermidis (mTamMMbl, YYBCTBHTENIbHBIE K METHUIMUINHY),
Staphylococcus haemolyticus (mTamMMbl, 4yBCTBHTEIbHBIC K
METHIIILTHHY), Streptococcus agalactiae (Bkitovast TaMMel,
PE3UCTEHTHBIE K MaKpOJIHIaM), Staphylococcus
saprophyticus, Streptococcus intermedius, Streptococcus
constellatus, Streptococcus pneumoniae (Bkiro4asi IITaMMBI,
PE3MCTEHTHBIE K MEHHIWUIMHY HWIH  1e()TPHAKCOHY),
Streptococcus pyogenes, Streptococcus viridans (Bkirodas
[ITAMMBI, YMEPEHHO YYBCTBHUTEIBHBIE M PE3UCTEHTHBIE K
MEHUIIWITUHY ).

['pamoTpunaTeIbHBIE a3POOBI: Citrobacter diversus, Citrobacter freundii (Bxirouas
[ITaMMbI, HEIYBCTBUTEIbHBIC K edTasuaumy), Enterobacter

aerogenes, Enterobacter cloacae (Bkiro4as IITaMMBI,
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influenzae (Bkiroyas IITaMMBI, TPOAYHHpPYOLUME OeTa-
JIJaKTaMa3bl, HWJIM PE3UCTCHTHBIC K aMIIMIWIUIMHY IITaMMBI,
KOTOphIC HE BhIpabaThIBalOT OcTa-iakramasel), Escherichia
coli (BkiIrOYast MTaMMBbl, PE3UCTEHTHBIC K JICBO(IIOKCALIMHY U
HMITaMMBI, MPOAYIHUpYIOKE OeTa-TaKTaMasbl PacuIMpEeHHOTO
cuektpa), Klebsiella pneumoniae* (Bkirouast mITAMMBI,
npoayuupytomrie ESBL), Klebsiella oxytoca, Morganella
morganii,  Proteus  mirabilis  (Bkiarowas  mITaMMBI,
nponymupytoumme ESBL), Proteus vulgaris, Providencia
rettgeri, Providencia stuartii, Pseudomonas aeruginosa*
(BKJIIOYAsl IITaMMBbl, PE3UCTEHTHbIE K UepTazuaumy),
Salmonella spp., Serratia marcescens (Bkjrodasi IITaAMMBI,
HEUYYBCTBHUTENBHBIC K e Ta3uaumMy), Buzbl poaa Shigella.

AHa3pOOBI: Bacteroides fragilis, Bacteroides caccae, Bacteroides ovatus,
Bacteroides  uniformis, Bacteroides thetaiotaomicron,
Bacteroides vulgatus, Bilophila wadsworthia, Bumsr poaa
Clostridium, Peptostreptococcus magnus, Peptostreptococcus
micros, Buasl poga Porphyromonas, suasl poga Prevotella,
Sutterella wadsworthenis.

Pesucmenmmnuvie MUKPOODp2AHU3MbL

['pammonoxurensubie a3poobl:  CTadUIOKOKKH, PE3UCTEHTHBIE K METHIUJUINHY;
Enterococcus faecium.

['pamoTpuaTeTHHBIE a9POOBI: Stenotrophomonas maltophilia, Legionella spp.

>|<BI/I,I[LI, B OTHOHICHUH KOTOPLBIX TOPUIICHEM ObLII aKTUBEH B KITMHUYECKUX HNCCIICOOBAHUAX.

[TproOpeTeHHy0 pe3UCTEHTHOCTh MOTYT UMETh:!

Burkholderia cepacia, Acinetobacter baumannii, Acinetobacter spp., Pseudomonas aeruginosa.

5.2. ®apMaKOKHHeTHYECKHE CBOHCTBA

KOHI_ICHTpaI_II/II/I AOpUIICHEMA B IJIa3ME: CPCAHUEC KOHLICHTPALUU B IJIa3ME (MF/J'I) AOPUIICHCMA

nocie oAHOM 1-dacoBoil u 4-uacoBoil BHyTpuBeHHON uHGYy3uu 500 mMr u onHo¥l 4-uacoBoit

uH(y3uu 1 T Moka3aHbl HUXKE B TaOIHIIE.

Cpeonue koHyeHmpayuu 0opunenema 8 niasme nocie 66e0eHusi 0OHOU 003bl

Jlo3a u nurensHOCTh HHDY3UN Bpewms ot Hauana uady3un (4)
CpenHsisi KOHIIGHTpaIys B 1a3mMe (Mr/mn)
0,5 1 2 3 4 6 7 8 9
500 mr B TeueHue 1 4 20,21 20,9 | 6,13 |2,69| 1,41 | 0,45 - 0,13 -
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500 mr B Teuenue 4 4 4,01 | 5,70 | HF26+-812+853—+1H43—+0,78 0,28
1 T B Teuenue 4 4 780 11,6 151]169]183 298 [1.66| — | 0,55

®dapmakokuHeTrKa aopurnieHeMa (Cmax — MakcHMalibHas KOHIEHTpanus B 1asme u AUC —
IUIONIA/lb TOJ KPUBOM «KOHIEHTPALUA-BPEMS») SIBISAETCS JTUHEHHOW B J030BOM JHAara3oHe
500 mr — 1 r npu BHYTpUBEHHOW MH(Y3UU B TeueHne | niam 4 4. Y manueHToB ¢ HOPMaJIbHOM
¢yHkuueil modyek He OOHAPY)KEHO MPU3HAKOB KyMYJIALMU JOPUIICHEMA IOCIIE MHOTOKPATHBIX
BHYTpHBEHHBIX HH(Y3uit S00 mMr uiu 1 r kaxasie 8§ 4 Ha npoTspkeHun 7—10 qHEH.
®apMakOKMHETHKA JOpUIIEHEMa HOCUT JIMHEHHBIN XapakTep: B Auanazone 103 500 mMr — 2 r npu
BBEJICHUU B BHJIE BHYTPHBEHHOW HMH(]Y3uM mponoxkurenbHocThio 1 4 m 500 mr — 1 r npu
BHYTPUBEHHOU MHPY3UH TPOJAOIKUTEITBHOCTHIO 4 4.

DapMaKOKMHETUYECKUE XapaKTePUCTUKU JOPUIIEHEMA MPU OJHOKPATHOM BBEIEHHUH [mocie 4-
4acoBOoil MHQY3MH]| Yy B3pOCIBIX C KHCTO3HBIM (UOPO30M COOTBETCTBYIOT aHAJOTHYHBIM
napameTpam Jis B3pOCibIX 0e3 KucTto3Horo ¢pudposa. He mpoBoauioch Hauiekamux X0poIio
KOHTPOJIMPYEMBIX HCCIIEJOBaHUH 0e30macHOCTH U 3()(PEeKTHBHOCTH TOpUIIEHEMA Y MAIIIEHTOB C
KHCTO3HBIM (prOPO30M.

Pacupenenenue

CpenHsisi cTeleHb CB3BbIBAHUS JOPUIICHEMA ¢ OelIkaMH I1a3Mbl cocTaBisiia 8,1 % u He 3aBucena
OT €ro KOHIICHTpAIMK B Tu1azmMe kpoBu. OOBEM pacmpeselieHuss paBeH MpHOIH3UTEbHO 16,8 11,
410 OJM3KO K 00bEMY BHEKJIETOYHOHM >XKuAKOocTH y uenoBeka (18,2 ). JlopureneM xopolio
MPOHUKAET B Pl TKaHEH W OWONOTUYECKUX IKUAKOCTEH, Hampumep, B TKaHU MaTKH,
PETPOINEPUTOHEANBHYIO KHUIKOCTh, TKAHU MPEACTATEIbHON JKeJle3bl, TKAaHU JKETYHOTO Iy3bIps U
MOUy, JIOCTMrasi TaM KOHLeHTpauui, npespimatromnx MWK (MuHMManbHas uHruOupyromas
KOHIICHTpAIs).

BI/IOTDaHC(bODMaHI/IH

buotpanchopmanus nopuneHeMa B MUKpOOHOJIOTUYECKH HEAKTUBHBIN METaOOIUT MPOUCXOAUT
NPEUMYIIECTBEHHO MMOJ JeWCTBHEM neruaponentuaasbi-l. In vitro wadmomancs meraboau3m
nopuneHema noj nedctsueM uzodepmentoB cucrembl CYP450 u apyrux ¢epMeHTOB Kak B
IIPUCYTCTBHH, TaK U B orcyrcTBud HAJID.

OIuMUHAIMA

JlopunieHeM >JIMMUHUpPYETCSI B OCHOBHOM IOYKaMU B HEU3MEHEHHOM BHJE. Y 3JI0pOBBIX
MOJIOZIBIX B3POCIBIX CpPEIHHI KOHEUHBIN IepHOJ IOTYBBIBEJACHUS AOPUIEHEMa M3 IIa3Mbl
COCTaBJIIET OKOJIO | 4, a KIMpPEHC U3 IUIa3Mbl paBeH npumepHo 15,9 n/4. CpeaHuil moyeuHbIi
kiupeHc cocraiger 10,3 n/4. BennunHa 3TOro mnokaszaTens, Hapsy CO 3HAYUMBIM CHHXKEHHEM

OJIMMUHAUMA JOPHUIICHEMA ITPU €T0 BBEACHUHN OJHOBPEMEHHO C Hp06eHeHI/IHOM CBHUACTCIILCTBYET
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O TOM, YTO JOPHIICHEM IIO/IBEPracTCsi KaK KFyOorHoBoH ¢,mLTpau*m FaKk—H—HOYCIHOH
CeKpeluu. Y 3JI0POBBIX MOJIOABIX B3POCIBIX, MOJYyUYUBIIMX OJHY A03Y (500 mr) nopunenema, 71
% 1036l OOHApYKEH B MOYE B BHJIe HEU3MEHEHHOTO JopurieHema, u 15 % — B Bue MetabosuTa ¢
OTKPBITBIM KOJIBIIOM COOTBETCTBEHHO. [lociie BBeeHHUS MOJOIBIM 310POBBIM B3pPOCIBIM OJHOMN
1036l (500 Mr) paguoakTUBHO MEYEHHOTO JOpUIleHEMa B Kaye Obuto oOHapykeHo meHee 1 %
o011el paiOaKTUBHOCTH.

Tlayuenmsi ¢ noueunoii HeAOCMamMoOyYHOCMbIO

ITocne BBenenus oxuoi 10361 (500 Mr) mopureHemMa manueHTaM ¢ JISTKOH (KIIMPeHC KpeaTHHUHA
51-79 wmn/muH), cpemHeit (kiaupeHc kpeatuHuHa 31-50 MI/MHH) W TSOKENOW (KIUpEHC
kpeatnHnHa < 30 MJI/MHH) cTeneHpl0 noueyHOM HemoctarouHocTd AUC  yBenuumiach
COOTBETCTBEHHO B 1,6 pasa, 2,8 paza u 5,1 pa3a, no cpaBHenuto ¢ AUC y 310pOBBIX JIOJEN C
HOpMaIbHOU (pyHKIIMEH Mmouek (KiupeHc KpeatuHuHa > 80 mu/muH). Jlo3y qopuneHema cieayer
CHIKATh y ITALIMEHTOB CO CPEIHEN U TSKEIIOU CTEIEHbIO ITIOYEYHON HEAOCTaTOYHOCTH.
THayuenmoi ¢ HapyweHuaMU PYHKYUU NeYeHU

B Hacrosimee BpeMs HeT JaHHBIX O (apMaKOKHMHETUKE JOpUIIEHEMa Yy TAalMeHTOB C
HapylIeHusAMH (QYHKIUU medeHu. [lopuneHemM MpakTUYecKH HE MOJIBEpraeTcsi MeTadoiu3My B
NIEYEHH, W TO3TOMY INPEANOIaraeTcsi, 4To HapylieHne (YHKIMH STOr0 OpraHa He JOJDKHO
BJIMSTH Ha €ro (apMaKOKUHETHUKY.

Toowcunvie nayuenmoi

[To cpaBHeHMIO C MOJOJBIMU B3pOCIBIMH, y MOXWiIbIX Jogei AUC nopunenema Oblia
yBenuueHa Ha 49 %. DOTu H3MEHEHUsT OOBACHAIOTCS TIJIaBHBIM 00pa3oM BO3PACTHBIMU
U3MCHEHHSIMU KJIMPEHCA KPeaTHHUHA. Y MOXKHIIIBIX MAIlMEHTOB ¢ HOPMaJIbHOM (JUIs MX BO3pacra),
(GyHKIMEN ovek 103y JopulleHeMa CHUYKATh HE HY>KHO.

Tlonosvle pasnuuus

V sxenmuH AUC nopunenema Oblia Ha 13 % Gosblie, yeM y My>KUHH.

MyXurMHaM U XKEHIIMHAM PEKOMEHIyeTCs BBOJUThH OJJUHAKOBBIE J0O3bI JOPUIIEHEMA.

Pacosas npunaonesxcrnocmo

[Tpu mpuMeHeHUN JaHHOrO Mpernaparta cpeu pa3HoOOpa3HbIX PACOBBIX TPYIN HE HAOII0ANOCh
3HAUUTENBHOIO PACXOXKJIEHUS B KIMPEHCE AOPHUIIEHEMA, MO3TOMY KOPPEKTHPOBaTh 103y HE

PEKOMEHTYeTCS.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeueHb BCOMOraTeIbHbIX BelIeCTB
OTCyTCTBYIOT.

6.2. HecoBMecTHUMOCTH
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JlaHHBI JIeKapCTBEHHBINH IMpemnapaT He CleayeT—eMeHHBaTh—e—ApPYyFHMH M\apcrsem:},mm
mpernapaTam, 3a UCKIIFOYSHUEM YIIOMSHYTBIX B pasnede 6.6.

6.3. Cpok roaHocTH (CpOK XpaHeHHsl)

3 rona.

YcaoBus XpaHEHHS T'OTOBOI'O pacTBOpa: IIOCHe I[O63.BJICHI/ISI K MOpOHIKY OOpUIICHCMA

CTEpUIbHOW BOIBI 1 MHbeKIMN win 0,9 % pacTBopa HaTpus XJIOpHUJA CYCIIEH3UI0 MOXKHO
XpaHUTH BO (prlaKkoHE B TeUCHHUE | 4 mepes ee pa3BeieHneM HH(Y3MOHHBIM PaCTBOPOM.

Hwxe B Tabnuie ykazaHbl CPOKM XpaHEHMs JopHIeHema nocie paseneHus 0,9 % pactBopom
HaTpus xyopuaa win 5 % pacTBOPOM AEKCTPO3bl B YCIOBMUSIX UX XpPaHEHUs NPU KOMHATHOMN
TEMIICPATYpPC UJIN B XOJIOAUJIbHUKE.

XpaHeHue I/IHd)VSI/IOHHLIX PAacTBOPOB, IPUI'OTOBJICHHBIX Ha 0,9 % pacTBOpe HATPUA XJIOPUIA MIIH

5 % pacTBOpE ASKCTPO3bI:

PazbaBurens Bpems crabunbpHOCTH (1)

KomHuarnas remneparypa 2—8 °C (X0JIOANITBHUK)
0,9 % pactBop HaTpus xyuopuna | 12 72*
5 % pacTBOp IEeKCTPO3BI* * 4 24*

* [Tocne n3BIEUEHHS U3 XOJIOAUIBLHUKA WH()Y3UOHHBIN PACTBOP JOJKEH OBITH BBEJICH MAIUEHTY
B TEUEHHE pa3pelICHHOTO BPEMEHU XpaHEeHHs IMpH KOMHATHOW Temmeparype. [lpu sTom
CyMMapHO€ BpeMsl XpaHEHMsI pacTBOpa B XOJOAWJIbHUKE, BPEMs COTpPEBaHMs pacTBopa 0
KOMHATHOW TeMIlepaTypbl MU BpeMsl BBEJEHHUS pacTBOpa NAIMEHTY HE JIOJDKHO MPEBBINIATH B
o0111el CI0’KHOCTH JIOITYCTUMOT0 BPEMEHU XPaHEHUs B XOJIOIWIbHUKE.

**5 9% pacTBOp JEKCTpPO3bl HE JOJDKEH HCIOJb30BaThbCsAd JJIsi  BBEACHUS HUHQY3ui
JUIUTEIBHOCTHIO Oosiee 1 4.

s coxpaHeHMs] MHUKpPOOHOJIOTMYECKON YMCTOTHI MPUTOTOBIEHHOTO pacTBOpa €ro Cieayer
UCIOJIb30BaTh HEMEUIEHHO. B ciiyuae HE00X0IMMOCTH XpaHEHUsl pacTBOpa OTBETCTBEHHOCTh 32
COXpaHEHHE MHKPOOHOJOTHYECKOH YHUCTOTHI JIKUT Ha JHIE, TOTOBAIIEM WA XpaHSIIIEM
pacTBop.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH MPH XPAHEHUH

XpaHuTh IpHU TemnepaType He Boiiie 25 °C B OpUrHHAIBLHON yIakoBKe ((prakoH B mauke).
VYcnoBus xpaHeHHs 110CIE BOCCTAHOBIIEHUS JIEKAPCTBEHHOT'O MpenapaTa cM. B paszene 6.3.

6.5. XapakTep u cojep:kaHHe MEPBUYHOI YIAKOBKH

[To 500 Mr nelicTByrOIIEro BemieCTBA BO ()IAKOHBI M3 MPO3PAYHOr0, OECIBETHOTO CTEKIa 1-TO

TUAPOJIUTUYCCKOI0 KJjlacCa BMCECTHMOCTBIO 20 MJI, TCPMETHUYHO YKYIHOPCHHBIX Hp06KaMI/I
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PE3NHOBBIMU, 00KATHIMU KOJIMAYKAMU ATFOMUHHEBHIVMHHAH KO HcaMHt I\W.lﬁmmpcnamn,n.{h
ATIOMUHHUEBBIMH C IJTACTMACCOBBIMU KPBIIIKAMHU.

1 pnakoH ¢ UHCTPYKLIMEH O MPUMEHEHHIO IIOMENIAIOT B MMAYKy U3 KapTOHA.

6.6. Oco0Oble Mepbl NPeIOCTOPOKHOCTH NPH YHUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WJIM OTXO0A0B, TOJYYEHHBIX TOcCJe NpPUMEHEeHHs
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUMYJIAIUHU ¢ PenapaToM

MHCTPpYKIIMH 110 IPUTOTOBJICHUIO PACTBOpA U O6DaH_IeHI/IIO C HUM

Ilpuecomosnenue 003wt 500 me pacmeopa 0151 un@y3uti:

— Ilopomok popurnienema pactBopsitoT B 10 M1 CTepuiabHON BOABI IS MHBEKIUN WU
0,9 % pacTtBOpa HaTpUs XJIOpU/A.

— BusyanbHO IpOBepsIIOT CYCIIEH3UIO HAa HAJIMYKE B HEM BUIMMBIX TOCTOPOHHUX YacTHII (JaHHAS
TOTOBAs CYCIIEH3US HE UCTIOIb3YeTCs JUIS IPSIMOTO BBEICHHUS).

— T'OTOBYIO CYCIEH3WIO TIPH IOMOIIM INIPHIIA U WIJIBI JTOOABISAIOT B WH(DY3MOHHBIA TaKeT
(OyThuKy), comepxammit 100 M 0,9 % pactBopa Hatpus xjopuaa uinu 5 % pactBopa
JEKCTPO3bl, U aKKypaTHO MEPEMELINBAIOT J0 MOJIHOTO PACTBOPEHHUSI.

Ilpuecomosnenue 003wt 250 me pacmeopa 0ns unghy3uil 0Jisi NAYUEHMOB CO CPeOHel U MANCENOU
cmenenblo NOYeyHo HeOOCMAmMoOYHOCIU.

— Ilopomox popurnienema pacTBopsitoT B 10 M1 CTepuiIbHOM BOABI JUII HUHBEKIUWA WIIH
0,9 % pacTBOpa HaTpUs XJIOpHUIA.

— BusyanbHO IpOBEpsIIOT CYCIIEH3UIO Ha HATMYUE B HEM BUIMMBIX TOCTOPOHHUX YacTHIl (IaHHAs
TOTOBAs CYCIIEH3HS HE UCTIONB3YETCS JUIS IPSIMOTO BBEJICHHUS).

— T'OTOBYIO CYCIEH3WIO TIPH ITOMOIIM INIPHIIA W WTJIBI JTOOABISIOT B WH(DY3MOHHBIA TaKeT
(6yTteUIKY), comepkammii 100 ma 0,9 % pacrtBopa Hartpus xjopuaa wid 5 % pacTBopa
JIEKCTPO3bl, U aKKYpPaTHO MEePEMENINBAIOT 10 MOJIHOTO pacTBopeHus. OTOuparT 55 M pacTBopa
u3 MHQPY3MOHHOTO MMakeTa WM OYyTBUIKM M BbIOpachiBalOT (B OCTaBIIeMcs OOBEME pacTBOpa
coaepxutcs 250 MT topuneHemMa).

Onucanue 60cCMano81eHHO20 pacmeopa

[Ipu pactBOopenuu conepxkumoro ¢uakona B 10 Mi Boabl [UIsl WHBEKUUN 0Opaszyercs
OJIHOPOJHASI CYCIEH3Us OeNoro WM MOYTH Oenoro IBeTa, CBOOOAHO MPOXOASIIAs B IIMPHUI
yepe3 uriry Ne 0840.

HUnghysus

Wudy3nonHble pacTBOPHI npenapara JlopumneHnem BappupyIOT OT MPO3PavyHOro U OECIBETHOTO /10
MIPO3PAYHOTO U CJIETKA KEJITOBATOr0 pacTBOpa. Bo3MokHbIE pa3nuyus B IBETHOCTH PacTBOpa HE

BIIUSIOT Ha KAYECTBO MPOTYKTA.



COOTBETCTE ~ ET _3' KCTE F"[ Iji:'_ My OTU 1E5'|' Y

e Anm
ot 07.02.2023 Nz 2338

(NOCNEQCBATENEHOCTE 0003)

Wu(y3noHHBIN pacTBOp Mepell BBEICHUEM BU3YRALHO-HPOBEPHOT Ha-0TCYTCTBHEO MEXAHHISCIHX
BKIIIOUCHUH, U TIPH OOHAPYKEHUU TIOCIICTHUX, OTOPAKOBBIBAIOT.

Ymunuzayusn

Hewcrions30BaHHBIA pacTBOp JOpPUIIEHEMA M JIPYrH€ OTXOJbI HEOOXOIMMO YTHUJIM3HPOBATH B

COOTBCTCTBHUH C MCCTHBIMU Tpe60BaHI/ISIMI/I.

7. AEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

[Ty6imynoe akmuoHepHOe oO0mecTBO «AkmuoHepHoe Kypranckoe o0IIECTBO MEIUIIMHCKUX
npenaparoB u uzaenuii «Cunres» (ITAO «Cuntes»)

640008, Kypranckas o6u1., r. Kypran, npocnekt Konctutyuuu, a. 7

Tenedon: +7 (495) 646-28-68

e-mail: info@binnopharmgroup.ru

7.1. IlpencraBuTe b AepKaTesisi perucTPAllHOHHOIO YAOCTOBEPEeHH s

IIpereH3uu HOTDC6HT€JI€I>1 HAaIrpaBJIATH I10 aApECy.

Poccuiickas @enepanus

[Ty6maHOe akIroHepHoe 001IecTBO «AKIMoHepHoe Kypranckoe o011ecTBO METUIIMHCKUX
npenaparo u u3nenuit «Cunres» (ITAO «Cunres»)

640008, Kypranckas o6., r. Kypran, npocnekt Koncrutynuuu, a. 7

Tenedon: +7 (495) 646-28-68

e-mail: info@binnopharmgroup.ru

8. HOMEP PETHCTPAIIMOHHOT'O YIOCTOBEPEHUSA
JITI-Ne(001798)-(PT-RU)

9. IATA IEPBUYHOM PETUCTPAIIMUA (TOATBEPXKJIEHUSA PETUCTPAIINH,
MNEPEPETUCTPALINN)
Mara nepsoii peructpanuu: 09.02.2023

10. JATA NEPECMOTPA TEKCTA
OOmast  XapakTepuCTUKa  JIGKApCTBEHHOTro  mpemnapata  Jlopumenem — JOCTynmHa  Ha

I/IH(I)OpMaI_II/IOHHOM nopraje EBpaSHﬁCKOFO O9KOHOMHYCCKOI'0O COr3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYyHHKaIMoOHHOM cetu «HTepHeT»: http://eec.eaeunion.org/



