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OBILIASI XAPAKTEPHCTUKA JEKAPCTBEHHOT O TIPETIAPATA™

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

To6pamunun-Tea, 300 mMr, pacTBOp Uil MHTATSALUAN

2. KAYECTBEHHBIA U KOJTUYECTBEHHBIA COCTAB

JleiicTBytoIIIee BEIIECTBO: TOOPAMHUIIHH.

Kaxxnas ammyna conepxut 300 mMr TobpamMuIiiHa.

[TonHblii MepeyeHb BCIIOMOTaTENbHbIX BEIIECTB MPUBEICH B pasjaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

PactBop a1 nHransanui.

[Tpo3pauHblii pacTBOp OT OECLIBETHOTO JI0 )KEITOT'O IIBETA.

4. KIIMHUYECKHUE JAHHBIE

4.1. Tloxka3aHu$sl K IPUMEHEHHUIO

[Tpenapar ToGpamuniua-TeBa Mmoka3aH K IPUMEHEHHUIO Y B3POCIBIX M JIETEH B Bo3pacTe OT 6 1o 18 ser
JUTSL TIPOJIOJDKUTEIILHOTO JICUCHHS] XPOHUYECKOW JIETOYHOW WH(EKIMH, BBI3BAaHHOW Pseudomonas
aeruginosa, y Nalli€HTOB ¢ MYKOBHCLIMJIO30M.

4.2.  Pexxum 103MpOBaHUs U CNIOCO0 MPUMEHEHHUS

[Ipenapat To6pamunuu-TeBa npeaHazHAYEH TOJBKO JIsI HHTATSILIMOHHOTO MPUMEHEHUS Y B3POCIbIX U
nerelt crapiue 6 net!

BBoauth npemnapat napeHTepaIbHO HENb35.

Jleuenue npenapatrom ToOpamunuH-TeBa MOMKHO MPOBOJUTHCS BPadyOM, UMEIOIIMM OMBIT JIEUEHUS
MalMEeHTOB C MYKOBHUCIMJ030M, M B COOTBETCTBUU C O(HUIMAIBHBIMU PEKOMEHIALUAMU IO
MPUMEHEHHIO aHTUOAKTEPUATHHBIX MPENapaToB.

PexxuM no3upoBaHusa

Pexomenoyemasn 0o3a ons 63pocivix u demeii cmapute 6 iem

HeOymnaiizepHas HHraisaIus B3pOCibiM U 1eTaM - 110 300 Mr (comepKuMoe 0THOPA30BOM IJIACTUKOBOM
aMIIyJbl) 1Ba pa3a B CyTKU B TeUeHHE 28 THEH, He3aBUCHMO OT Macchl Tella nanueHTa. HTepsan Mexay
MHTQBIIUAMU TIperapara JoJKeH ObITh okono 12 uacos. [locne mpoBeneHust 28-IHEBHOTO Kypca
nedeHus npenaparoM ToOpamuiinH-TeBa nmocineayomuil nepepsB B IPUMEHEHUH Npenapara JI0JKeH
coctaBisITh 28 nmHei. CiemyeT cTporo coOJto/aTh BBINICYKAa3aHHBIN PEXHM JICUCHUs, depenys 28-
JTHEBHBIE KYPChl aKTUBHOM TE€paIUH C MOCIEAYIOMNUM 28-THEBHBIMU NIEpEPhIBAMU (OIUH UK JICUCHUSI:
28 nHeit nedeHus u 28 aHel 0e3 JIeueHus).

Tepanusa TOOpaMULIMHOM JOJKHA TPOAOKATHCS [IUKIAMH B TEYEHHE TOTO BPEMEHH, KOT1a 10 MHEHHUIO
Bpaya MalMeHT NOoJy4yaeT KIMHUYECKYIO MOJIb3Y OT BKJIIOYEHUS TOOpPAMUIIMHA B CTAHAAPTHBIA PEXKUM

neuenus. Ilpu yxynamieHuu JnerodyHo (yHKIHMHM, HEOOXOJUMO pPAaCCMOTPETh HEOOXOIUMOCTD
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MPUMEHEHHUSI JIONOJHUTENIbHON aHTHOAKTepuanbHON epanm/f: e nbkon -5 oot -Pseidomonas

aeruginosa.

Oco0ble rpynibl MalueHTOB

Tlayuenmuvr cmapweti 6o3pacmuoti epynnol (> 65 1em)
ToOpaMuILMH cieayeT NPUMEHATh ¢ OCTOPOXKHOCTBIO y MALMEHTOB CTaplie BO3PAaCTHOM IpyIIbl, TaK
KaK y HAX MOXXET OBbITh CHIDKEHA (DYHKIIHS 1oueK (cM. paszaen 4.4).
THayuenmor ¢ noueunoi HeOOCMamoyHOCmvio
ToOpaMuIMH cleAyeT NPUMEHSTh C OCTOPOYKHOCTBIO Yy MAIlMEHTOB C YCTAHOBJIEHHBIMH WIIH
IpearoaaraeMbIMM HapyIEeHUSIMUA (YHKLIMU IToYeK. B cirydae pa3BuTus HepOTOKCHYECKOTO IeCTBUSA
npueM mnpenapata ToOpamuuuH-TeBa cieqyeT NpeKpaTuTh A0 TEX MOp, IMOKa CHIBOPOTOYHAs
KOHIICHTpALUsl TOOpAaMHIIMHA HE CTAHET HIUXKe 2 MKI/MII (cM. pasnen 4.4).
Iayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCbIO
DddekTuBHOCTh U 0€30MMaCHOCTh MPUMEHEHHUST TOOPAMHIIMHA Y TTAIIUEHTOB C HAPYIIEHUSIMH (DYHKITMH
nedyeHu He wusydanucb. OpHako TOOpamMHIMH He MeTabonusupyercss (epMeHTaMHu IIeYCHH,
ClIeZIOBAaTENIbHO, M3MEHEHUsI CHUCTEMHOW OMOJOCTYIIHOCTH Mperapara y HalMeHTOB € TEYCHOYHOMH
HEI0CTaTOYHOCThIO MaJIOBEPOSATHBI.
Ilayuenmor nocne mpancnianmayuu
D¢ dexTuBHOCTH U 6E30MACHOCTH MPUMEHEHHUS TOOpAMHIIMHA Y MAIUEHTOB MOCJIE TPAHCIUIAHTAIIUN HE
U3Y4aIIUCh.
Macca mena
Jloza mpemnapata HE 3aBHCUT OT Macchl Tena. Bce manMeHTsl AOMKHBI NPUHUMATh WHIASLMU
COZICP)KMMOT0  OJIHOPA30BOM IIACTMKOBOM ammynbl mpemapara ToOpamunmu-TeBa (300 wr
ToOpaMuIiMHa) 2 pa3a B CyTKH.

eTH
be3onacHocth 1 3¢ dekTruBHOCTL ToOpamunH-TeBa y aeteit B Bo3pacte ot 0 10 6 JIeT He YCTaHOBJICHBI.
JlaHHBIE OTCYTCTBYIOT.

Cnoco0 mpuMeHeHus

Nurangiumonno. CoaepKUMoO€ OJHOW aMITyJbl HCMOJB3YIOT OJHOKpaTHO. OIHOPa30BYIO aMmysy
ClIelyeT OTKPBIBATh HEMOCPEACTBEHHO NEPET NCIIOIb30BAHUEM.

Maxkcumanvnas cymounas 0o3a

MaxkcumanbHast IepeHoCHMasi CyTOYHas 1032 TOOpaMUIIMHA 10 HACTOSIIEr0O MOMEHTA HE YCTaHOBJICHA.
[Ipenapar ToOpaMHIIMH NTPUMEHSIIOT WHTAISIHMOHHO C IOMOIIBI0 WHTAIATOPOB — HEOYIan3epoB.
Copepxumoe ammyiabl HEOOXOIMMO TOMECTHTh B pe3epByap HeOynai3epa, HHTAISAIUIO CIETyeT
IPOBOJUTH B TEUCHHE MPUMEPHO 15-Tu MuHyT. Mcnonp30BaTh MOKHO MEPEHOCHOH HeOymaiizep s

MHoropazooro ucnons3zoBanust PARI LC PLUS ¢ noaxoasiimum komnpeccopom. Kommnpeccop nonmxeH
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oBecreunBaTh CKOpOCTh MOTOKa B 4 — 6 m/muH w/un Betpbdite Hasserttd 5 1102017 kit npu

npucoequHeHnn K HeOymnaitzepy. Ilepen ucmonp3oBaHMEM JIEKAPCTBEHHOTO IMperapara HeoOXO0IUMO
MPOYUTATh HHCTPYKIIMIO TPOU3BOANTEINS HeOyaiizepa u KoMIpeccopa.

[Tanment Babixaer mnpenapar ToOpamuuuH-TeBa MOCPEACTBOM HHIAALMM 4epe3 MYHALITYK
HeOyaiizepa B MOJIOKEHUU CUI WK cTos. VIcnonbp30BaHue 3aK1Ma Ha HOC MOKET MIOMOYb MallUEHTY
aplmate yepes poT. Ilpu mpueme ToOpamMHIMHA Ba)KHO, YTOOBI MALIMEHT MPOAOIDKAN MPOBEICHHE
¢usnorepanuu OpraHoB TpyaHoW kieTkd. Ilo Mepe HEOOXOAMMOCTH MOTYT TNPUMEHSATHCS
COOTBETCTBYIOILIME OpOHXOAWIATATOPbl. EciaM NanMeHThl MOJIydaloT OJHOBPEMEHHO HECKOJIBKO
IIPENApaToB MO TEPAaMK OPraHOB ABIXaHMS, PEKOMEHAYETCS IPUMEHATh X B CIEIAYIOLEM MOPAIKE:
OpoHxoauIaTaTop, (U3MOTEpanusi OPraHOB TPYAHOM KIETKH, WHBIC JIEKAPCTBEHHBIC NpEnaparhl,
IpUMEHsIeMbIe TOCpeCTBOM UHTassimii U ToOpamuniuH-Tesa.

Ilomiaropast HHCTPYKIMS IO TEXHUKE BBEJICHUS

IIpucomosnenue npenapama 0 uH2ANAYUU

1. HeoOxoaumo TIIaTEIbHO BHIMBITH PYKH BOJON C MBUIOM.

2. Kaxnoe came u3 Goabru coaepxut 4 ammysbl. s OTKpBITHS callle pa3pe3atoT UIH Pa3phIBaloT,

JOCTAIOT aMIyJly U KJIaAyT caiie U3 (oJIbru B XOJIOAWIbHUK.

2 napaamnyn

I P

3. Tlomemarot yactu HeOynaizepa PARI LC PLUS Ha uncroe u cyxoe OymMa)XHOE WJIM TKaHEBOE

MOJIOTEHIIE:
a. Bepxwuss gacTe HeOymaiizepa
b. Hwxnss gacts HeOynaiizepa
c. Kpsika kiamana Baoxa
d. MyHAmTYK ¢ KJIarlaHOM
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(NMOCNEOCBATENEHOCTE 0004)

e. TpyOxa.

3/4

4. CHHMaIOT BEpPXHIOIO YacTh HeOymaif3epa ¢ ero HWKHEW 4acTu MyTeM BpallleHUs] BEpXHEH YacTu
NPOTHB YacOBOW CTPENKH M 3aTeM IOJHSIB €€ MOMEIIA0T BEPXHIOI YacTh HA TOJOTEHLE H
HIDKHIOIO YacTh HeOylaii3epa CTaBsT TakKe BEPTUKAIBHO Ha MOJOTEHIIE.

5. CoenuHSIOT OXMH KOHEI] TPYOKM C OTBEPCTHEM il BBIXOJa BO3AyXa KOMIIpeccopa.

HeoOxomumMo yoemuThest, 9To TpyOKa CHANUT IJIOTHO, 3aTEM BKJIFOUUTE KOMIIPECCOP B PO3ETKY.

6. OTKpBIBAIOT aMIyJly, YAEPKUBas HUKHIOIO YacTh OJHOM PYKOM U OTKpPYyYHMBas BEPXHIOIO YaCTh
npyroit pykoil. Heobxonumo co6uro1aTh 0CTOPOKHOCTh, YTOOBI HE BBIAABUTH aMITYIly 0 TeX

op, TOKa MaIMeHT He OYAEeT TOTOB MOMECTUTH €€ COJIEPKUMOE B HUKHIOIO YacTh HeOymaiizepa.

7. Bce congepxuMoe aMIyJibl TOMEIIAIOT B HIDKHIOIO YacTh HeOyIaii3epa.
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8. Bo3BpamaroT Ha MECTO BEpXHIOIO 4acTh HeOynaiizepa. IloBopaunBaiOT BEpXHIOI YacTh IO
4acOBOM CTpEJIKe O TeX IMOp, IIOKAa OHA He OyAeT HaJeKHO yCTAaHOBJIEHA HAa HMXKHEH 4acTH
HeOynaizepa.

9. TlpucoenuHSIOT MyHIIITYK K BHIBOJHOMY OTBEpPCTHIO HeOynaiizepa. CHIIBHO Ha/aBIMBAIOT Ha
KPBILIKY KJIallaHa BJ0Xa, IIOMECTHUB €¢ TeM CaMbIM Ha MECTO B BEpXHEHl uacTu HeOynaizepa.
Kppinika kianaHa Bjoxa BepxHel yacTu HeOynaii3epa J0JKHa CUJIETh INIOTHO (CM. HHCTPYKIIHIO
10 PKCITyaTanuu Bamrero Heoymnaiizepa PARI LC PLUS).

10. [ToncoenuusrOT CBOOOIHBIN KOHEI TPYOKH K pa3zbeMy BO3yX03a0OpHHMKa Ha HIDKHEH 4acTu
HeOynaiizepa, nepxa HeOymaii3ep B BEpTUKAIBHOM MOJOXKEHUU. [ITOTHO HAacCaKUBAIOT TPYOKY
Ha pa3beM BO31yX03a00pHHKA.

Ilpuem npenapama

Iﬂb'bl;l. ////
i i =20

l-‘_ 4-/':—

1. Bxirowarot koMIpeccop.
2. HeoOxomummo yOeauThbes, YTO U3 MYHAIITYKA BBIXOJUT CTaOMIIBHBINA a3po3oiib. Eciu aspo3ons

OTCYTCTBYET, IPOBEPAIOT BCE COEAUHEHUS TPYOOK U MPaBUIBHOCTH padOThI KOMIIpECCOpa.

ctp. Su3 19



COOTBETCTBYET 3KCMEPTHOMY OTUETY
2023 Ne 7420

- ] HI-
oT 1404 2023

2 (MOCNEOQBATENEHOCTE 0004)
=
TR \
=) |
.
N/
U

3. HaL[I/IeHT AOJIKEH CECTh UJIW BCTAaTh B BEPTUKAJIbHOM ITOJIOKECHUH TaKUM 06p330M, 9TOOBI OH MOT

HOpMAJIbHO JbIIATh.

3/4

——
_

el

I
| I

8

E

4. TloMemaroT MYHAIITYK MEXY 3yOaMu U BepXHEH MOBEPXHOCTHIO A3bIKa. J[pIIIaTh HEOOXOAUMO
4yepe3 poT (MOTYT MOHAT0OUTHCS 3aKUMBI 711 HOca). BaxkHO He OJIOKMpOBATH MOTOK BO3TyXa
SI3BIKOM.

5. Wuramsamuio npoaoypKaloT A0 TeX HOop, MOoKa He OyOeT M3pacxXo/0BaH BECh JIEKApCTBEHHBIH
npernapar, 1 ad3po30Jb 0oJbIle He OyAeT 00pa30BhIBATHCS.

6. Heobxomummo ounctuth M mpoxae3uHpuimpoBats Bam HeOymaitzep mocie jedenus. Hemwsst
WCIIOIb30BaTh TPS3HBIA WM 3acCOpPeHHBINM HeOynaizep. He cremyer nmaBath HeOyinaiizep B
MOJIb30BAHUE APYTUM JTFOISIM.

Ha mnpuem Bcero mpenapara OOJDKHO yXOAWTH mpuMmepHo 15 wmuHyr. OO0 OKOHYaHHH
BPEMEHH MHTAJSIIIMY COOOIINT U3MEHUBIINICS 3BYK HeOynaizepa. Eciu Heo0XoaumMo — mpephIBaeTech,
KOr'/1a, HalpuMep, HE0OXO0AUMO OTKALUIATHCS WM OTJOXHYTh BO BpEMS MPOLIEIypPhl JI€UEHUs, IPU 3TOM
KOMIIPECCOP BBIKJIIOYAIOT Il COXpaHeHus mpenapara. s Toro, 4To0sl BO30OHOBUTH JieU€HHE, CHOBA

BKJIFOYAIOT KOMIIPECCOP.
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4.3. IlporuBomokazaHus

—  TUNEPYYBCTBUTEIBHOCTh K TOOpaMHMLMHY, IPYT'MM aMUHOTJIMKO3WJAaM WM K JII0OOOMYy U3
BCIIOMOTI'aTCJIbHBIX BCHICCTB, IICPCUUCIICHHBIX B Pa3/ICJIC 6.1.
4.4. OcoOble ykazaHusi 1 MepPbl IPEI0CTOPOKHOCTH NPHU NPUMEHEHUH

O01IMEe OpeaVIIPEKICHUS

ToOpaMuniiH clieyeT NPUMEHSATh C OCTOPOXKHOCTHIO y TAIMEHTOB C YCTAaHOBICHHBIMU WU
MpeIoiiaraeMbIMU HapyIICHUSIMH (DYHKIIMM TOYEK, CIyXOBOIO W/MJIM BECTHOYISpHOTO amrmaparta,
HapyLICHUSIMA HEPBHO-MBIILIEYHON NIEPEaut, a TAKXKE C CUIIbHBIM aKTUBHBIM KPOBOXapKaHBEM.
CrnemyeT THIaTeIbHO KOHTPOJIMPOBATH (YHKITHIO MMOYEK U YEPEITHBIX HEPBOB (BOChMas Mapa 4epernHo-
MO3TOBBIX HEPBOB) Yy MAIlMEHTOB C YCTAHOBICHHBIMH HIIU MIPEIIOIAracMbIMU HAPYIICHUSIMHA (YHKITHH
MOYEK, a TAKXKE y TeX MalMeHTOB, Ybsl (PYHKIIMS MMOYEK M3HAYaIbHO OblIa HOpMajbHOW, HO BO BpeMs
JICYEHUS Yy HHUX MOSIBWINCH MpPHU3HAKW HapylieHus (QyHkuuu mouek. [loaTBepikaeHue yxynuieHUsS
¢byHKIMK TIOYeK, (YHKIMA BecTHOYISAPHOIO ammapata W/WIM CHIDKEHHE cliyxa TpeOyeT OTMEHBI
npernapaTa i KOpPEeKIUU J036I.

KonnenTpanuo ToOpaMuiinHa B CHIBOPOTKE KPOBU CIEAYET ONMPEAETSATh TOJIBKO B KPOBH, B3STOH U3
BEHbI, a HE B KPOBH, B3STOU U3 Majblla. DTO CBSA3aHO C TE€M, UTO ObLIO YCTAHOBIIEHO, YTO MOMAaJaHUE HA
KOXY MaJIbLIeB IIpernapaTa Mpy MOAr0OTOBKE U MPOBEACHUH MHT AU C TOMOIIbIO HeOyaizepa MOXKeT
MIPUBECTH K JIOXKHOMY YBEIIMYCHHIO MMOKA3aTeNeil MpH OmpeAesieHuH KOHIEHTPAIUA TOOpaMUIIMHA B
KPOBH, TaK KaK MBIThE PYK MEpea MPOBEACHHEM B3ATHS KPOBH HE MOXKET MOJHOCTHIO YIIAIHThH
MOMABIINK Ha MaJbLbl TOOPaAMUIIH.

Bponxocnazm

[Ipy MHTANSIIMOHHOM BBEJEHUU JIEKAPCTBEHHBIX IMPENapaTroB MOXKET pa3BHBATHCS OpPOHXOCMA3M, O
BO3HUKHOBEHHUU KOTOPOTO COOOIIANIOCH TaK)Ke U MPU HEOYINai3epHON HHTAISIIINKA TOOpaMUIIHA.
HeOymnaiizepHas wHTQISAIMS TEPBOM 10361 mpemnapara ToOpamunuH-TeBa MODKHA MPOBOAMTHCS MO
KOHTpPOJIEM Bpaya U ¢ BBEJCHHUEM OpOHXOIMIaTaTopa A0 UHTATISIUN TOOpaMULIMHA B TOM CiIydae, eciu
pUMEHEHHEe OPOHXOIMIAaTaTOPa YK€ BXOIMIIO B CXeMy JiedeHus nanuenTa. Jlo u nocie HeOymaiizepHon
uHTAIAIMK npenapara ToOpamuninH-TeBa cienyer ompenenstb o0beM (GOpPCHPOBAHHOTO BHIIOXA 3a
nepByto cekyHny (O®B1). Ecmu pasButre OpoHXOcCmazMa IIOCJI€ HWHTAISAIMU TOOpaMUIIMHA
HaOII0JaeTCsl Y MAIMEHTOB, HE MOJTyJYalomnuX OPOHXOIMTHYECKYIO Tepanuto, To onpenencaue ODB1 1o
Y TIOCTIe MHT AN TOOpaMUIIMHA HEOOXOAMMO TIOBTOPHUTH C MIPUMEHEHHEM OpOHXOMIIaTaTOpa Mepe
uHramsnued toopamuraa. [losBnenne OpoHxocmazmMa Ha (oHe MpUMEHEHHs] OpOHXOAMIATATOPA
MOKET YKa3blBaTh Ha alJIepruueckyio peakuuio. IIpu mogo3peHrMn Ha auiepruyecKyro peakluio
npuMeHeHue npernapara ToOpamunuH-TeBa cieayeT npekpaTtuth. s KynupoBaHUs OpoHXocmazma
CIIEYeT MPOBOJUTH COOTBETCTBYIOIIYIO OOIIECIPUHSATYIO TEPAIHIO.

HepBHO-MBIIIICYHBIS 3a00JICBaHMS
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3a00JIeBaHUSAMH, TAKUMH KaK MTAPKUHCOHU3M WUJIH APYTUE COCTOSIHUS, XapaKTEPU3YIOLIHeCsS MBIIIIEYHON
c1aboCThI0, BKITIOYAS TSDKEIYIO TICEBIOMAPAIMTHUECKYIO MUACTEHUIO (myasthenia gravis), TOCKOIbKY
AMHHOTJIMKO3H/IBI MOTYT YCHJIMBATh MBIIICUYHYIO cI1a00CTh M3-3a TOTEHIIMAIBHOTO Kypapenog00Horo
a¢ddexTa Ha HEPBHO-MBIIICYHYIO TIepeavy.

HedpoTokcHYHOCTD

HGCMOTp}I Ha TO, 4YTO IMpU MNAPCHTCpAJIbHOM BBCACHUW AMUHOTJIHMKO3UIAOB BO3MOXHO HX
He(POTOKCUYECKOE IEHCTBUE, BO BpeMs MPOBEICHUS KIMHUYECKUX HCCIEeI0OBAaHUN C TOOPaMULIMHOM
JI0Ka3aTeNbCTB €ro He(POTOKCUYHOCTH TMOTYYEHO He OblI0. Y TMAalMEeHTOB C YCTaHOBJICHHBIMU WIIH
IpearnogaraeMbIMM HapyIIeHUsIMH (DYHKIIMM TIOYEK Mpernapar cieqyeT NMPUMEHATh C OCTOPOKHOCTBIO
MOJlT KOHTPOJIEM KOHIIGHTPAalMd TOOpaMHUIIMHA B CHIBOPOTKE KpOBH, HAlpuUMep, OINpPEaeisTh
KOHIEHTPALKIO0 TOOpaMUIIMHA B CBIBOPOTKE KPOBH IOCII€ MHTASILIUM ABYX WUJIH TPEX /103, YTOOBI MOKHO
OBLIO MPU HEOOXOAUMOCTH CKOPPEKTUPOBATH J103Y, a TAKXKE C TPEX-YEThIPEX JTHEBHBIMU UHTEpBAIaMU
BO BpeMms JedyeHHs. B ciaydae u3MeHeHHMs (QYHKIMU TOYEeK HEOO0XOAMMO 4Yalle OIpelessTh
KOHIICHTPALMU TOOpaMMILIMHA B CHIBOPOTKE KPOBH M KOPPEKTHPOBATH JMOO 1103y, MO0 MHTEPBAJIBI
MEXK1Yy MHTATSAIUAMHA 103. [[aneHTsl ¢ TSKeNnor MoYeyHON HEeIOCTaTOYHOCTBIO, T.€. C KOHIEHTpAIuen
KpeaTUHHHA B CBHIBOPOTKE KpoBU >2 Mr/mi (176,8 MKMOJB/T), B KIMHUYECKUE HCCIEAOBAHUS HE
BKJItoYanuch. COBpeMEHHasl KIMHUYECKAas NPAaKTHKAa PEKOMEHAYET IMPOBOJUTH OLEHKY HCXOJHOU
GyHKIIMU TOYeK mepen JiedeHrneM. Kpome 3Toro, ciemyeT MepUoJUYecKH MPOBOAUTH MOBTOPHYIO
OLICHKY (DYHKIIMH TOYEK, PErYISIPHO KOHTPOJIUPYS KOHIIEHTPAIIMM MOYEBUHBI U KPEaTHHUHA B KPOBH,
10 KpaitHel Mepe, Kk Ible 6 TIOJHBIX IUKJIOB Tepanuu ToopamuiinaoM (180 queit neuenus). Eciu ects
JI0Ka3aTenbCcTBAa HE(POTOKCUYECKOTO JCHCTBUS, JI€YCHHE TOOPAMULIMHOM CJIelyeT MPEKPaTUTh A0 TeX
1op, TOKa MUHUMAJIbHAS CBIBOPOTOYHAsI KOHIIEHTpAIH TOOpaMHIIMHA HE CTAHET HUXKE 2 MKI/MIL. 3aTeM
Tepanuio TOOPaMUIIMTHOM MOYKHO BO30OHOBUTH I1OCII€ KOHCYNbTALUU ¢ BpauoM. COCTOSIHUE TAllUeHTOB,
MOJIYYaAIOIUX OJHOBPEMEHHO MapeHTEPabHYI0 aMUHOTJIUKO3UIHYI0 TEepanuio, MTOJIKHO CTPOTro
KOHTPOJMPOBATHCS M3-32 PUCKA KYMYJISATUBHOM TOKCUYHOCTH. MOHUTOPUHT (P)YHKIIUHU ITOYEK OCOOEHHO
BaXXCH IJIA MALUCHTOB ITOKHUJIOT'0 BO3PACTA, Y KOTOPBIX MOKCET UMCTLCA CHUKCHUC (byHKI_[I/II/I IIOYCK, UTO
MOKET HE TPOSIBISITbCS B pe3yJibTaTaX OOBIYHBIX CKPUHUHIOBBIX TECTOB, TaKUX KakK OIpE/AeTICHHE
KOHIIEHTPALlMi MOYEBHHBI UJIM KPEaTUHUHA B CHIBOPOTKE KpoBU. bonee nHbOpMaTUBHBIM MOXKET OBITH
onpeJielIeHUE y MallUeHTOB 3TOM BO3pAaCTHOM KaTEropuu KJIMpeHca KpeaTUHUHA.

CHGI[YGT HCCIICAO0BAaTh MOYY Ha HOpCAMCT YBCIHMYCHUA OSKCKPCLUU 66.]11(3., IIOABJICHUA KIIETOK H
umuHapoB. Crenyer MEepUOIUYECKH MPOBOAUTH OMNpENElIeHHEe KOHILIEHTpAallMM KpeaTWHHWHA B
CHIBOPOTKE KpPOBH WM KJIMpEHCa KpeaTHHUHA, 4TO Oojiee MpPEeArnOuYTUTENIbHO, YeM OIpeesieHue
KOHIOCHTpAallK MOYCBHUHBI B KPOBHU.

OTOTOKCHUYHOCTH
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COOTBETCTBYET SKCNEPTHOMY OTYETY

TOOpaMUITTHOM, HAOTIOAATUCh YMEPEHHO BhIpaXECHHAS TUIMOAKY3Us M BEPTHUTO. B IPYruX KIMHHYECKUX
WCCIICTOBAHMSIX TOKCHYECKOTO BO3JCHUCTBUS Ha CIIyX, OIMpPENeIseMOro Mo anobaM MalMeHTOB Ha
CHIDKEHHUE CITyXa WJIM C MTOMOLIBIO ayTMOMETPUH, HE HAa0JII01aJI0Ch.

B OTKpBITBIX MCCIEIOBAHUSX U MPU MNOCTPETMCTPALIMOHHOM MPUMEHEHHH Yy HECKOJIBKHX IMallUEeHTOB,
paHee IMTENIbHO WJIM OJHOBPEMEHHO NOJIYYaBIIMX AMUHOIIMKO3HMIbl BHYTPHUBEHHO, Pa3BUBAJIOCH
CHUKECHUE CIIyXa.

Bpau nomxkeH yuuTbIBaTh BO3MOKHOCTH TOTO, YTO aMUHOTJIMKO3HUIbI MOTYT BBI3bIBaTh BECTUOYIISPHYIO
U KOXJIEApHYIO TOKCUYHOCTh U JIOJDKEH OLIEHMBATh (DYHKILHIO CIyXa Ha MPOTSHKEHUHM BCETO Mepuoaa
nedeHus mpermapatom ToOpamunuH-TeBa. Y MalMEHTOB C MOBBIMIEHHBIM PUCKOM OTOTOKCHYECKOTO
JEUCTBUSA U3-3a MPEALIECTBYIOLIEH TPOIOKUTEIBHON CUCTEMHOM Teparii aMUHOTIIMKO3UIaMH MOXKET
noTpeboBaThCs MPOBEJCHHE OIICHKH CTyXa JI0 Hayalla Tepanuu ToOpaMuiinHoM. Bo3HHKHOBEHUE 1IymMa
B ylmiax TpeOyeT OCTOPOXHOCTH, MOCKOJBbKY OHO IMpPEACTaBIseT OO0 CUMITOM OTOTOKCHYECKOTO
neiicteus. Ecnm mammeHT cooOImaer o IymMe B yImiaX WM CHHKCHHH CIyXa BO BpeMs Tepamnuu
aAMUHOTJIMKO3U/IaMHU, BPa4 JOJKEH PACCMOTPETh BOIPOC O HEOOXOAUMOCTH MTPOBEICHUS Ay AHOMETPHH.
Korna 310 BO3MOXHO, peKOMEHIyeTcs, YTOObl MPOBOAMIUCH IMEPUOJUYECKHE ayTUOMETPHUYECKHE
UCCIIEIOBaHMS MallMeHTaM, MOJIYYarollMM IOCTOSHHYIO TEpamuio U, MO 3TOW MpPUYMHE, OCOOEHHO
MALMEHTAM C BBICOKUM PUCKOM OTOTOKCHYECKOTO JEHCTBUS.

[TarmeHTsl, MoOgydYarOUMe OJHOBPEMEHHO MAPEHTEPAIbHYIO TEPANUI0 aMHUHOTJIMKO3UIAMH, HOJIKHBI
KOHTPOJINPOBATHCA, KaK NALMEHTHI TOBBIILIEHHOTO PUCKA, YUUTHIBASI PUCK KyMYJISATUBHOU TOKCUYHOCTH.

KpoBoxapkaHnne

WHransiuus pacTBOpPOB € IMOMOIIbIO HeOyraif3epa MOMKET BbI3BaTh KaluieBod pediekc. Jledenue
npenaparoM ToOpamunuH-TeBa MaMEHTOB C AaKTUBHBIM TSDKEIBIM KPOBOXapKaHbEM JIOJKHO
IIPOBOAMTHCS TOJBKO B CIIydae, €CIU MPEUMYLIECTBA OT JICYCHHS ITPEBBIIIAIOT TOTCHIIMAIBHBIE PUCKH
Pa3BUTHA JONOJHATEIBHOIO KPOBOTCUCHHS.

MukpoOHasg PE3UCTEHTHOCTh

B KIMHHUYECKMX HCCIIEOBAHUSAX Y HEKOTOPHIX MAIMEHTOB, IMOJIYYaBIIMX JieueHHE HeOynai3epHbIMU
MHTAIAIUAMA TOOpaMHUIIMHA, PA3BUBAJIOCH MOBBIIIEHNE MUHUMAIBHO UHTHOUPYIOIIEH KOHIIEHTPAIH
(MHK) aMUHOTTIUKO3UIOB JIJIsl TECTUPYEMBIX MMTAaMMOB P.aeruginosa. IMeeTcst TeOpeTHUYECKUN PHUCK
TOr0, 4TO y MAalfMCHTOB, MOJIYYaroIInuX JICUCHUC H€6YHaﬁ3€pHBIMH HUHTaJIAUAMA T06paMI/II_[I/IHa, MOXKET
pPa3BUTHCS PE3UCTEHTHOCTH IITAMMOB P.aeruginosa X BHYTPUBEHHO BBOJUMOMY TOOpaMHUIIMHY (CM.
pasznmen S5.1).

B knMHMYECKHUX HCCIEeOBaHMUSIX HE OBUIO JaHHBIX O MAlMEHTaX ¢ WHOEKIUSIMH, BBI3bIBAEMBIMU

Burkholderia cepacia.
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CMEPTHOMY OTYETY

B3aHMMOAEHCTBUSA

B kinuHWYeCKMX MCCIEAOBAHUAX TIPU COBMECTHOM MPUMEHEHHH HeOylal3epHbIX HWHIaSAIHHA
ToOpaMuIIMHA C  JICYEHUEM  JIOpHa30i  anbda, MYKOTUTHKaMH, P2-aJpeHOMHMETHKAMH,
WHTAISAUOHHBIMU  TTFOKOKOPTUKOCTEPOUAAMHU, JPYTHMH TIEPOPATbHBIMA ¥ TMapeHTepPaTbHBIMU
AHTUOMOTHKAMH, aKTUBHBIMU B OTHOIIEHUU P. Aeruginosa, npodunas 6e30macHOCTH ToOpaMUIIMHA HE
OTJIMYAJICS OT TAKOBOTO B KOHTPOJIHHOMU TpYTIIIE.

Crenyer u3beratb OTHOBPEMEHHOTO U/UM TOCTEIOBATEIbHOIO  NPUMEHEHHUS  WHTAJSIMOHHOTO
ToOpaMHUIIMHA ¢ TIpenapaTaMu, 00JIaAaI0IUMH He(PPOTOKCUIHOCTHIO UM OTOTOKCUYHOCTHIO.
HekoTtopeie nuypeTuku MOTyT YCWJIMBAThb TOKCHMYHOCTH AMHMHOTJIMKO3HMJIOB IMyT€M HM3MEHEHHUS HUX
KOHIICHTpAlluid B CHIBOPOTKE KpoBU M TKaHsX. [Ipernapat ToOpamunmH-TeBa He cieayeT IpUMEHSTH
OJHOBPEMEHHO ¢ (pypoceMusioM, 3TaKpHHOBOM KHCIOTOM; a TakKe C BHYTPUBEHHBIM BBEICHUEM
MOYEBHHBI WM BHYTPUBEHHBIM BBEJICHUEM U MEPOPATHHBIM MPUEMOM MaHHHUTONA. [lepedncieHHbIe
HUKE MperapaThl TAKKe MOTYT YBEJIMYUBATh MOTECHIIMATBHYIO TOKCHYHOCTh BBOJIMMBIX MapeHTEPaIbHO
aMUHOTJIMKO3UI0B: aM(poTepuliud B, neganoTud, UUKIOCIOPHH,  TaKpOJIUMYC,  MOJTMMHKCUHBI
(BO3MOXKHO ycuiieHue HedpoTokcuuHOro 3¢ (deKra), COeAMHEHUS IUIATUHBI (BO3MOXKHO YCHIICHUE
HE(PPOTOKCUYHOTO U OTOTOKCHYHOTO JICHCTBHUS), a TaK)Ke aHTHXOJMHACTEpasHble IMpemnapaTrsl U
OOTYJIOTOKCHH (BO3/ICMCTBHE HA HEPBHO-MBIIICUHYIO IIepeaavy).

4.6. DepTUIBLHOCTDH, 0EPEMEHHOCTD U JIAKTALMUS

bepemeHHOCTD

OTCYTCTBYIOT [IOCTaTOYHbIE JAaHHbIE IO MPUMEHEHHUIO HHTASIUN ToOpaMulLMHA y OepeMeHHBIX
XKeHIIUH. VccnenoBanus, MpoBEICHHbBIE HA )KUBOTHBIX ¢ IPUMEHEHHWEM MHTANSIIUA TOOpaMHIIMHA, HE
BBISIBUJIA Y HETO TEPATOrE€HHOTO AecTBUA. OJHAKO TpU JIOCTHXKEHHMH BBICOKMX KOHLIEHTpalUi
AMHUHOTJIMKO3U 0B B KPOBU 6epeM€HHbIX JKCHIIINH BO3MOXHO HGGH&I‘OHPI/I}ITHOG BO3HCﬁCTBH€ Ha 11101
(Hanpumep, pa3BUTHE BPOXKIAEHHOU TIyXxoThl). Ecim mpemapar ToOpamunun-TeBa mpuHMMaeTcs BO
BpeMs OepeMEeHHOCTH, WM BO BpeMs JieueHus npenaparom TobpamuuH-TeBa y maliueHTKH HACTyMaeT
O0epeMeHHOCTh, MAalMEeHTKa JOJDKHA OBITh MPOMH(OPMUPOBAaHA O CYIIECTBOBAHWUHU MOTEHIMAIHLHOTO
pHUCKa s TJ10/1a.

[IpumensTh npenapat npu OEPEeMEHHOCTH CIEAYeT TOJIbKO B TE€X Clydyasx, KOTJa MoJib3a JUisl MaTepH
MIPEBBIIIAET MOTEHIUAIBHBIN PUCK JJIA IIJI0/1A.

Jlakranus

Haxopammiics B CHCTEMHOM KpOBOTOKE TOOpaMHMIIMH TIpU €ro MNapeHTepaJbHOM BBEICHHUU
JKCKPETUPYETCA B TPyAHOE MOJOKO. Heu3BecTHO, NPUBOAUT JM HMHTATALMOHHOE IPUMEHEHUE
TOOpaMHUIIMHA K CO3JaHUI0 KOHIIEHTpAIMil ToOpaMHUIIMHAa B KPOBH, JOCTaTOYHBIX JJISl TOrO, YTOOBI OH

OIMPCACIIAIICA B TPyAHOM MOJIOKC. OI[HaKO H3-3a MOTCHIUAJILHOTO pPHUCKa pa3BUTHUA OTOTOKCUYCCKOI'0O U
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CMEPTHOMY OTYETY

MPEKPATUTh TPYJHOE BCKApMIIMBAHUE, UIIH MIPEKPATUTh JeueHue npenaparom Tobpamunus-Tesa.
4.77. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeACcTBaMH W padorath ¢

MEXaHM3MaMH

He npoBoauitochk rcciae1oBaHnui 10 BIMSHUIO Mperapara Ha CIoCOOHOCTh YIPABIISITh aBTOTPAHCIIOPTOM
1 paboTaTh C MEXaHU3MAMHU.

Ha ocHOBaHMM JaHHBIX O HAOJIIOIABIINXCS HEXKETATEIbHBIX JIGKAPCTBEHHBIX PEAKIIHSIX MaJIOBEPOSTHO,
YTO TOOPAMHIIMH MOXKET TOBJHATH Ha CIOCOOHOCTH YIPABISATH ABTOTPAHCIIOPTOM H paboTaTh ¢
MexaHu3MamMHu. TeM He MeHee B CBS3H C BO3MOXXHOCTHIO BO3HHMKHOBEHHS TOJOBOKPYKEHUS W/WIA
BEPTUTO, COHJIMBOCTH IIPU YIPABJICHUH ABTOTPAHCIOPTOM WM pabOTe ¢ MEXaHH3MaMU CJICIyeT
co0JII0JaTh OCTOPOKHOCTb.

4.8. HexeaareJbHble peaKIUU

Pesrome mpoduiist 6e300acHOCTH

B xoHTpoNMMpyeMbIX KIMHUYECKHX HCCIEIOBAHUSAX, TPOBEICHHBIX C TOOpPAaMUIIMHOM, HanOoJIee 4acTo
BCTPEYAIONIUMHICS HEXETaTeTbHBIMH PEAKIIMSIMU OBUTH HEXKEJIaTeNIbHBIC PEAKIIUU CO CTOPOHBI OPTaHOB
IbIXaHus (Kanesb U qucdonwst). B Ipyrux KOHTPOIUPYEMBIX HCCIIEIOBaHUAX JUC(HOHUS U IIIYM B yIIax
ObBUTH €IMHCTBEHHBIMH HEXenarenbHbIMU d(dexTamu, HAOTIOAABIIUMUCSA Y JOCTOBEPHO OONBIIErO
MPOLIEHTA MAIMEHTOB, MOJIy4aBIIUX JiedeHne ToopamMuiinaoM (13 % B rpymnme ToOpaMUIIMHA IPOTUB
7 % B xoHTponbpHOM rpynne) u (13 % B rpynne toopamuiiuHa npoTuB 0 % B KOHTPOJIBHOW TpyMIe),
COOTBETCTBEHHO. DTH MH30/IbI IIyMa B yIIax ObUIM MPEXOISIIMMHE, Pa3peliainch 0e3 MpeKpaieHus
Teparnuy TOOPaMHUIITHOM M HE aCCOLIMUPOBAIIUCH C MIOCTOSIHHBIM CHIKEHHEM CITyXa, OIPEIe/IIeMbIM Ha
aynuorpamMme. PUCK BOBHUKHOBEHHUS IITyMa B yIIIaX HE YBEIMYUBAJICS MPU OBTOPHBIX LUKIIAX JICUCHUS
TOOPAMHITUHOM.

B OTKpBITOM HCCIEIOBAaHUN U TIPU TIOCTPETHCTPAIMOHHOM MPHUMEHEHHH y HECKOJIBKHX TAIlMEHTOB C
aHaAMHE30M TNPEIIIECTBYIOMIETO UIUTETFHOTO MPUMEHEHHUS WU OJHOBPEMEHHOTO BHYTPHUBEHHOTO
BBEJICHUSI aMIHOTJIMKO3UI0B HAOII0OJAIOCh CHIDKEHUE cityxa (cM. pazzaen 4.4).

[TapenTepanibHOE BBEACHHE aMHHOTIIMKO3HMIOB aCCOIMHPOBAJIOCH C THIIEPYYBCTBUTEIBHOCTHIO,
OTOTOKCHUYHOCTBIO U HE(PPOTOKCUIHOCTHIO (CM. pazaeinsl 4.4).

TabnuuHoe pe3rOMe HeXKeNaTelIbHbIX PeaKIMi

HexenarenbHble peakinu ObLIM CTPYHNIMPOBAHBI IO CHCTEMHO-OPTaHHBIM KJIACCAM B COOTBETCTBUU C
KJIaccu(puKanue MEeIMIIMHCKOTO CJIOBapsi MO0 HOpPMaTUBHO-TIpaBoBou naearenbHocTH (MedDRA) u
KJIaCCU(PUITMPOBAHBI TI0 YaCTOTE BO3HMKHOBEHHUS cCienyromuM obpaszoM: vacto: (> 1/100 u < 1/10);
Hevacto (> 1/1000 u < 1/100); peaxo (> 1/10000 u < 1/1000); ouens peako (< 1/10000), gacroTa

HCHU3BCCTHA (HGBOBMO)KHO no M“MCHOIHUMCA JAaHHBIM OIPCACIUTL YaCTOTY BCTPCHACMOCTU
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HEeXeaTeIbHOU peakiuu). B Tabnuiie Huxe mpeacTaBiIeHbI Hekggh;eﬁgrgp‘egﬁw ﬁ&%ﬂ}%ﬂéﬁﬂﬁem

B KJIMHUYECKHX HCCIeI0BaHuAX npenapara Toopamunus-Tesa.

CucTeMHO-OpraHHbIi
HesxkenarenbHas peakumsi Yacrora
KJiace
Nudexunn u nHBa3un ['pubkoBrie  wHGpekMu, KaHauao3 | Hedacro
MOJIOCTHU pTa
Hapymenust co ctoponsl | ['onoBHas 6onb Heuacro
HEPBHOM CUCTEMBI
Bepturo, rumnoakysust (cHmwkenue | Hedacto
Hapymiennst co CcTOpoOHBI | ciiyxa), HEHPOCEHCOPHAsi TYTOyXOCTh
opraHa ciryxa v jabupunta | (cm. pazzaen 4.4)
Hapymenust co croponsl | Kamens, nuchonus Yacto
JBIXaTEIbHOMN CUCTEMBI, | YMCHBIIICHHE oorema | Hewacro
OpPIraHOB I'PYJHOU KIETKU U | (OPCUPOBAHHOTO BBHIIOXA, TUCITHOD
CpENOCTEHUs (ompIlKa), XpUMBI TPU  JBIXaHUH,
KpOBOXapkaHbe, 00JIM B POTOIJIOTKE,
NPOAYKTUBHBIA Kallenb (Kamenb C
MOKPOTOM )
KenynodHo-KuieyHbie IM'unepcekpernus cmonbl | Hewacto
HapylIeHUs (TOBBILIIEHHOE CIIIOHOOT/IETICHUE),
TJIOCCUT, OONM B BEPXHUX OTIENAX
’KUBOTA, TOLIHOTA
Hapymenust co croponsl | Ceilb Heuacrto
KOXH U MOJKOKHBIX TKaHeH
O6mme  HapymeHuss © | AcTeHus, 4yBCTBO auckomdopra B | Hewacto
peaKkiuu B MECTE BBEJICHUSI | TPYIHOM KJETKE, CyXOCTh CIM3HCTBIX
o0oJouex
JlaGopaTopHsble u IToBbIIEHHE akTuBHOCTH | Heudacro
WHCTPYMEHTAJIbHbBIC TpaHCaMHHa3 B KPOBU
TaHHbIE

HexenarenpHbie p€akuuu, MpCACTaBJICHHLBIC B Ta6m/1ue HW>KE, OCHOBAaHbI Ha 06’I>GILI/IH€HHI)IX

MOCTPETUCTPALIMOHHBIX JAaHHBIX, TOJIYYEHHBIX C TpenapaTamMyd Juisi HeOynai3epHON Tepamuu,

COJIEp>KaIMH TOOPAMUIIUH.

KPOBHU U

auMdaTHIecKou

CucTeMHO-OpraHHbI| He:xkenarenbHas peakuust Yacrora

KJIACC

Nudexnuu u naBa3uu Jlapunrur Penxo
I'pnOkoBbIe WHQEKIMH, KaHAUI03 Ouenb penko
MOJIOCTHU pTa

Hapymienust co cTopoHsl JInmpoanenonaTus OueHb penko
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CHUCTCMBI

JCNEOCBATENBADC TS 0004

Hapymenust co cTopoHsl
MMMYHHOU CUCTEMBbI

PeaKHI/II/I THIICPUYYBCTBUTCIBHOCTH

OueHb penko

Hapymenus AHopekcus Penxo
MeTaboIM3Ma U MUTAHUS
Hapymienust co cTopoHsl ['onmoBokpykeHHe, TOJIOBHAs O0Jb, Penxo

HEPBHOU CHUCTEMBI

adoHus (moTeps roiaoca)

COMHOJICHIIUS
COHJIMBOCTb )

(maTomoruueckas

OueHb penko

Hapymenuns co cTopoHbl
oprasa ciyxa
nabupuHTa

[lym B ymax, CHH)KEHHE ciiyXa (CM.
paznen «OcoObie yKazaHUsD)

Penko

3aboneBaHus yxa, yIIHbIE 00JIH

OueHb penko

Hapymenuns co ctopoHbl
JbIXaTE€JIbHON CUCTEMBI,
TPYIHOM  KIETKU H
CpenoCTeHUs

Kamens, ¢apunrur, aucdonus, Heuwacro
JTUCITHO? (OBIIITKA)
Bponxocnasm, 4yBCTBO AUCKOMbOpTa Penxo

B TPYAHOH KIJIETKE, HapylICHUE
(GYHKIMK JIETKUX, KpPOBOXapKaHbE,
HOCOBOE  KPOBOTEUEHHUE,  pUHHUT,
OpOHXMaJIbHAsl aCTMa, IPOJYKTUBHBIN

Kamenb (Kameinb ¢ MOKPOTOH )

['unepBenTHIALNS, TUIIOKCHS,

CUHYCUT

Ouensb penko

KenmynouHo-KuIeyHbIe
HapyIICHUS

Jucre3ust  (M3BpaiieHue  BKyca),
W3BS3BICHHUS B TOJIOCTH PTa, PBOTA,
TOIIHOTA

Penxo

JHuapesi, 0011 B )KMBOTE

OueHb penko

Hapymenune co ctopoHbl
KOXH M  TOJKOXHBIX
TKaHEen

CpI1b

Penko

Kpanusnauua, 3yn

OueHb penko

Hapymienust co cTopoHsl
MBIIIIEUHOM, CKEJIETHOM
u COCIUHUTEIHLHOM
TKaHU

Bonb B cinue

OueHb penko

OO6mme HapymieHuss u
peakiuu B MeCTe
BBEICHUS

ActeHusi, mupekcus (MOBBIIICHUE
TEeMIIepaTyphl Tena), 00Iu B TPyIHOM
KJIETKE, 0OJIH, TOIIHOTA.

Penxo

UyBCcTBO 00111€TO HETOMOTaHUS

OueHb penko

JlaGopaTopHsble
UHCTPYMCHTAJIbHBIC

JIaHHEBIE

CHuxeHue mokazateneil (QyHKIMH
JIETKUX

Penko
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COOTBETCTBYET SKCNEPTHOMY OTYETY

HaGmropanuce cnenyromue AONMOTHUTEIbHBIE HeXelaTelbHble 3((EKThl, HEKOTOPble M3 KOTOPBIX
TaKXKe SBJSIOTCS YacTO BCTPEYAIOLIMMMCA TIOCIENCTBUSIMU OCHOBHOTO 3a00JI€BaHMs, HO IpH
BO3HUKHOBEHUU KOTOPBIX HE OBUIO BO3MOXXHOCTH MCKIIIOYMTH NPHUYUHHO-CIEACTBEHHYIO CBS3b C
MHTSIIMOHHBIM BBEJCHHEM TOOPAMUIIMHA: M3MEHEHHUE I[BETa MOKPOTHI, MH(EKINU IbIXaTeIbHBIX
IIyTE€H, MUAJITUs, ITOJIMIIBI HOCA U BOCIIAJICHUE CPEAHETO yXa.

COO6I.H€HI/IG 0 MOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno coobmarh 0 MoJo3peBaeMbIX HEXKEIATeNbHBIX pPeaKlMsX MOCJIe PEerucTpaluu Ipenapara c
[[eTbI0 00ECTIeYeHHSI HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIICHHSI «I10JIb3a — PHUCK» JIEKAPCTBEHHOTO
npemapata. MeIUIMHCKEM pPAaOOTHHKAM PEKOMEHAYETCsl COO00IaTh O JIOOBIX T0I03PEBAEMBIX
HEKeJIaTeJIbHBIX peaKusaX JEKapCTBEHHOIO IMperapara 4yepe3 HallMOHAJIbHbIE CHCTEMbI COOOIIEHHUS O
HEXKeJIaTEJIbHBIX PEaKusiX rocyAapcTB — WieHOB EBpa3uiickoro SKOHOMHYECKOTO CO03a.

Poccuiickas @enepanus

109012, r. Mocksa, CiaBsiHcKasi muiomaib, 1. 4, ctp. 1

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (PoczmapaBaanzop)

Tenedon: +7 (800) 550-99-03

OnexrponHas noura: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMaIIMOHHO-TEIEKOMMYHUKAITMOHHON cetn «MHTepHeT»: https://roszdravnadzor.gov.ru/

4.9. Ilepexo3upoBka

CuMITOMBI

[Ipy WHraJXsSMOHHOM BBEACHHHM TOOPAMHUIIMH UMEET HH3KYI0 CHCTEMHYIO OHOMOCTYIMHOCTD.
CuUMIITOMOM TMEPeI03UPOBKH MOXKET OBITh CHUIIbHASI OCUILIOCTH r0JIOCa.

[Ipu cmygaitHoM BHYTPUBEHHOM BBEJIeHUH TIpenapara ToOpaMuiinH-TeBa MOTYT pa3BUTHCSI CHMITOMBI
Y MPU3HAKH TEPEO3UPOBKH MAPEHTEPATHLHO BBOJMMOTO TOOpPAMHIIMHA TaKHe KaK TOJOBOKPYXEHUE,
IIyM B yliax, BEPTUTI'0, CHUKCHUC CJ1yXa, B HaCTHOCTHU CHUXKCHUC BOCHPUATHUS 3BYKOB BBICOKUX TOHOB,
peCIMpPaTOPHBIN TUCTPECC-CUHAPOM C JIBIXaTEIbHON HEAOCTATOYHOCTHIO, OJI0Kaa HEPBHO-MBILICUHOMN
neperayu, a TaKxke HapyuieHre GyHKIUHU Mmodek. [ OIleHKU CTeNeHu Mepe103upOBKU TOOpaMHUIIHA
BO3MOXXHO OIIPCACIICHNC KOHICHTPAIlUN T06paMI/II_II/IHa B IJIa3MC KpPOBHU.

HOCKOHBKY T06paMI/II_[I/IH IJI0XO BCACBIBACTCA U3 HCIIOBPCIKICHHOI'O KCIIYAOYHO- KUIICYHOTO TpPAKTa,
Mpu  CIydyalHOM TMpOTJIaThIBAHWU TMpernapata ToOpamunuH-TeBa €ro TOKCHYECKOE JCHCTBHE
MaJlOBEPOSATHO.

JleueHnne

B cnydae nepeno3upoBku ToOpaMHIITHA HEOOXOAUMO 00ecIednTh HAOII0AeHNE 32 OOMBHBIM, a TAKKe

HAa3HA4YUTHb COOTBETCTBYIOINYIO CUMIITOMATUYCCKYIO TCPAIIUIO, BO3MOXXHO IMMPOBCACHUC IrEMOJUaIn3a.
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COOTBETCTBYET SKCNEPTHOMY OTYETY

Tobpamunun-TeBa u mpoBecTu uccieqoBanue GYHKIUU MOYEK. B ciydae pa3BUTHA MEpeI03UPOBKU
MHTSIIIMOHHOTO TOOpaMHIIMHA CIeIyeT YYUTHIBATh BO3MOXKHOCTD TOT'O, UTO OHA MOXET OBITh CBA3aHA
C €ro B3aUMO/JICICTBHEM C IIpenapaTraMu, U3MEHSIOIUMHY (3aMeUIIOIMMH) BhIBEIEHUE TOOpaMHIIMHA
U3 CUCTEMHOTI'0 KPOBOTOKA, MJIM C APYTMMH JIEKapCTBEHHBIMHU IIpenaparamu (cM. paszen 4.5).

5. ®APMAKOJIOTUYECKHUE CBOVMCTBA

5.1. @apmaxkoanHaMH4YecKHe CBOMCTBA

Dapmaxomepanesmuieckas —2pynna. aHTHOAKTEpUAIbHBIE CpEJICTBA CHCTEMHOrO  JICHCTBUS,
AMUHOTJIMKO3U/BL; IPYTrue aMUHOTJIMKO3U/BL.

Kog ATX: JO1GBO1

MexaHu3M IeUCTBUS

ToOpamuLMH SIBISIETCS aMMHOTJIMKO3MIHBIM aHTHOMOTHKOM, NPOAYLHPYEMBbIM TIpubamMu BHUAA
Streptomyces tenebrarius. OCHOBHOI MEXaHU3M €r0 JCHCTBUS - yTHETEHHE CUHTEe3a Oellka B MUKPOOHOH
KJIETKE, YTO NMPHUBOAUT K HAPYLUICHUIO NMPOHUIAEMOCTH KJIETOYHOM MEeMOpaHbI, €e MOBPEKACHUIO U
nocienyromel rTuoen 6akTepruaaIbHON KISTKH.

dapmakonmHamuyeckue 3P HEKThI

AKTHUBEH B OTHOILIEHHUU IIUPOKOTO CIEKTpa TPaMOTPULIATENIbHBIX MHUKPOOPraHU3MOB, BKJIIOUas
Pseudomonas aeruginosa (cuHeTHOMHYIO Nanoyky). bakTepunuaHbsie KOHIIEHTpAMU TOOpaMHULIMHA B
OTHOIIEHUU Pseudomonas aeruginosa paBHbl WU HECKOJBKO TMPEBBIIAIOT MHUHUMAaJIbHbIE
uHTrHOupyromme konneHrpaunu (MUK).

IIpedenvuvie 3navenus MUK

VYcranoBneHnbsle mnpenenpHbie 3HaueHus MUK s mapeHTepallbHOrO BBEACHHS TOOpaMHUIIMHA
HENPUMEHUMBI Ui €ro HWHTaJsIuOHHOro BBeneHus. [Ipm MmykoBucHHMIO3e MOKpoTa o6nagaer
WHTHOUPYIONUM JIEHCTBUEM HAa MECTHYIO OHOJOTHYECKYI0 aKTUBHOCTh aMHUHOTJIMKO3UIOB MpPH HUX
HeOymaifi3epHOM BBEIEHUU. B CBA3M C 3TUM MpU HUHTAISAIUN TOOpaMUIIMHA MAJIE Pa3BUTUS €rO
0aKTEepUOCTaTHYECKOTO H OaKTEpHUIIMIHOTO JeHcTBHs Ha P. aeruginosa HeoOX0oAMMO, 4YTOOBI
KOHIICHTpaIlUs TOOpaMHIIMHA B MOKPOTE TPUOIM3UTENBHO B 10 1 25 pa3, COOTBETCTBEHHO, ITPEBHIIIIAIIA
MUK, ycTaHOBJIEHHBIE [UIsl €0 NApEHTEPAIBbHOrO BBENEHHUA. YCTaHOBJIEHO, uTo y 90 % u y 84 %
MAIMEHTOB, MMOJIYYaBIIUX HHTAISIMA TOOpAMUIIMHA, JOCTUTAINUCH €ro KOHIEHTPAIlMd B MOKPOTE,
cootBeTcTBEHHO B 10 pa3 u 25 pa3, npebimarommie MUK 1 BBIICIEHHBIX y HUX IITaMMOB P.
aeruginosa.

Y OonpIIMHCTBA TAIMEHTOB, y KOTOPBIX BBIACISUINCH INTaMMbl ¢ BenuumHamu MUK s
MapeHTEePAIbHOTO BBEACHHUS TOOpAMHIIMHA BBINIE MPEACTbHBIX 3HAYCHHM, BCE K€ JIOCTHTaiach
KJIMHUYEcKasl 1M0JIb3a IPU HHTAALUAX TOOpaMHUIIHA.

qyecmeumeﬂbﬂocmb MUKDPOOP2AHU3MOB
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WHTQSAIUNA  CIeyeT C OCTOPOKHOCTBIO TMOAXOMUTh K OIPENCICHUI0 YYBCTBUTEIHHOCTH WIIH
HEYYBCTBUTEIHHOCTH MHKPOOPTaHM3MOB B cllydyae TpUMEHEHUs HeOynai3epHoil Tepamuu
TOOPAMUITUHOM.

B knmuHMYeCKMX MCCIeNOBAHUSIX C MHTASIITAOHHBIM TOOPAMHUITMHOM OOJIBIIMHCTBO MaIueHToB (88 %)
C KIMHUYECKMMHU u3onatamu P.aeruginosa ¢ ucxoanbiMu 3HadyeHusMu MUK toGpamurmna < 128
MKI/MJI TIOKa3aJIH YTy4IlIeHUEe JIETOYHON (YHKIIUU TIOCTIE JICYSHUS] TOOPaMHUIIMHOM. Y TAIIHEHTOB CO
mTammaMu P.aeruginosa ¢ ucxogabiMu 3HadeHusMu MUK toOpamwummHa > 128 MKr/mi mMenach
MEHbIIIasi BEPOSITHOCTh €r0 KJIMHUUECKON 3(heKTUBHOCTH.

Ha ocHOBaHWM HNaHHBIX in Vitro W/WIM OMNbITa KIWHUYECKUX HCCICIOBAHUA MOXHO OXHUIATh
CIIEYIOIIYI0 YYBCTBUTEIBHOCTh K TOOPaMUIIMHY Y MHKPOOPTaHU3MOB, AaCCOIMUPYIOMINXCA C
JIETOYHBIMU HMHGEKUUAMUA MpPH MYKOBUCIUIO3E: B TPYIIY YYBCTBUTEIbHBIX K TOOpPAMHUILIUHY
MHUKPOOPTaHU3MOB BXOIAT Pseudomonas aeruginosa, Haemophilus influenzae, Staphylococcus aureus,
HEYYBCTBUTEIBHBIMU SIBISIOTCS Burkholderia cepacia, Stenotrophomonas maltophilia, Alcaligenes
xylosoxidans.

Jleuenre TOOpaMUIITHOM B KJIMHHUECKUX UCCIIETOBAHMX TOKA3aJI0 HEOOIBIIOE, HO YETKOE YBEIHMUEHUE
MUK ToGpamuiinHa, aMUKalHa ¥ T€HTAMUIIMHA JUTSI IPOTECTUPOBAHHBIX KJIMHUYECKUX U30JISATOB P.
aeruginosa. Kaxpie TOMOTHUTEIBHBIE 6 MECSIIEB JICUSHUS] IPUBOIWIH K IIOCTETICHHOMY YBEIHYCHUIO
MUK, mnomoOHOMY MO BeIMYMHE TaKOBOMY, HAONIOAaBIIEMYyCsi B TEUYEHHE O MECsIeB B
KOHTPOJIMPYEMbIX KIMHUUYECKUX uccienoBanusx. Haubonee pacrnpocTpaHEeHHBIM MEXaHU3MOM
PE3UCTEHTHOCTU K aMHHOIVIMKO3MJaM, HaOJI0AaeMbIM Yy HU30JTOB P. aeruginosa, BBIIEIEHHBIX Yy
XPOHUYECKH WH(MUIIUPOBAHHBIX MAIIMEHTOB C MyKOBHUCIIHIO30M, SIBJISIETCSI PA3BUTHE HETIPOHUIIAEMOCTH
€e KJICTOYHOI MeMOpaHbl, MPUBOIINEE K OOMICH MOTepe YyBCTBUTEIHPHOCTH MUKPOOPTaHH3Ma KO BCEM
amMuHorMKo3uAaM. Takke ObUIO MMOKa3aHo, YTO U30JATHI P. aeruginosa, BblACICHHBIE Y MAIIUEHTOB C
MYKOBHCIIH/I030M, TPOSBISUIM aJaNTUBHYIO PE3UCTEHTHOCTh K AaMHUHOTJIUKO3WIAM, HIJs KOTOpOM
XapaKTepHO BOCCTAHOBIICHUE YyBCTBUTEILHOCTH MUKPOOPTAHU3MOB TIOCJIC yIaJICHHsI aHTUOMOTHKA.

Kimmanueckas 3dhdhekTHBHOCTE ¥ 0€30I1aCHOCTD

B KoHTponmupyembIX KIMHHUYECKMX HCCIEJOBaHMIX JeueHue mnpenaparom ToOpamunuH-TeBa,
MIPOBEACHHOE C YePEAYIONIMMUCS ITUKIIaMU: 28 JHEH HHTAAIMOHHOTO premMa rpenapara (rmo 300 mr 2
pasza B cyTkH) 1 28 aHel 6e3 mpuema Ipernapara, IpUBOANIIO K yIyUIISHHIO JETOYHON (DYHKIMH, TIPH
3TOM pPEe3yJbTaThl MOAECP>KUBAINCH BBIILIE UCXOIHOTO YPOBHS Kak BO BpeMs 28 - THEBHBIX NEPHOJOB
Tepanuu, Tak U BO BpeMs 28-1HEBHBIX [IEPHOJ0B 0€3 TepaIuu.

Her nmoxazarenbcTB TOro, 4TO MalMEHTHI, MOTy4yaBlIke ToOOpaMHIMH A0 18 MecsleB, MOJABEPraluch
OomnpiieMy pucky uHuuupoBaHUs B. cepacia, S. maltophilia win A. xylosoxidans, 1em Morio Obl

OXHUOAThCA Yy MNAUCHTOB, HC IMOJYy4YaBIIUX JICUCHUSA T06paMI/II_[I/IHOM. 13 MOKpPOTBI MMAaIUCHTOB,
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MOMYYaBIIMX TOOPAMMIMH, 4allle BHICEBATICH MHKpOOPFAHIsMEL-Biftd —Asperdilhi;” "oiaxo

KIMHUYECKHE  OCJOXHEHHUS, TaKkue KaK aJJIeprMYecKuii  OpOHXOJETOYHBIH  acmeprusuies,
PETUCTPUPOBAIUCH PEAKO M OBLIIM COTIOCTABUMBI 10 YACTOTE C TAKOBBIMU B KOHTPOJIBHOM IpyTIIie.

eTu
B knMHMYECKUX UCCIIeJOBaHUSIX, TPOBEIEHHBIX C TOOPAMHUIIMHOM, OTCYTCTBYIOT JIaHHBIE O IPUMEHEHUH
Ipenapara y aered muaauie 6 jier.
5.2. ®apmakokuHeTHYeCKHE CBOHCTBA

AOcopO1ys 1 pacupeaelICHue

[Tocne HeOymnaif3epHOTro BBEICHHUS Y 6 MAIIMEHTOB C MYKOBHUCIIUI030M CpEHEE 3HAUeHHE a0COTIOTHOM
OMOMOCTYMHOCTH COCTaBIsUIO okoyo 9,1 % ot no3el. CucremHas aOcopOuusi NpH WHTAISALUAN
TOOpaMHUIIMHA SBJSETCS OYEHb HU3KOM C HE3HAUUTENbHBIM TOCTYIJICHUEM HHTAIHPYEMOTO
ToOpaMHUIIMHAa B CHCTEMHbI KpoBOTOK. IlpumepHo 10% wmaccel ToOpamuimHa, MepBOHAYAILHO
pacibUIEHHOTO ¢ IOMOIIBIO0 HeOynai3epa, ocakaaeTcsl B JeTKUX, a ocTaiabHble 90 % 1100 ocTaioTes B
HeOymaif3epe, MO0 B POTOTIIOTKE M MPOTIATHIBAIOTCS, INOO BBIABIXAIOTCS B OKPYKAIOIIYIO CPEIY.
KonueHntpanuus B MOKpOTe: 4epe3 eCsATh MUHYT MOciie MHransuuu nepBoi ao03el 300 mr mpemnapara
Tobpamunme-TeBa cpeHee 3HaUeHNE KOHIICHTPAIMK TOOpaMHUIIMHA B MOKPOTE COCTABIISLIO 695,6 MKT/T
(mnamnazon ot 36 10 2638 MkT/T). TOOpaMUIIMH HE HAKAIIMBAETCS B MOKPOTE; rociie 20 Heenb Tepanuu
npemapatoM ToOpamuiinH-TeBa MO BBIICYKa3aHHOW CXeMe CPEIHSISI KOHIEHTpAILlUs TOOpaMHUIIMHA B
MOKpOTe B TedeHue 10 MUH 1ociie HHTasIu cocTaisa 716,9 Mxr/tr (nuana3on ot 40 1o 2530 MKr/T).
Hab6mronanace Bbicokass BapuaOeIbHOCTh KOHIIEHTpAIMii ToOpaMuiiiHa B MOkpoTe. Yepes 2 4 mocie
MHTSIIMNA KOHLIEHTpAUs ToOpaMHMIIMHA B MOKPOTE CHIXKajach mpuOimsutensHo 10 14 % ot ero
KOHIIGHTpalUU, onpenensieMoit uepe3 10 MUH nociie HHTaNISIIIH.

KonuenTpanus B ChIBOPOTKE KPOBH: CpEHEE 3HAYCHHE CHIBOPOTOUYHOM KOHIIEHTpAIMH TOOpaMHUIIHA
yepe3 1 4 mocne wHTamsanuu ogHoM mo3bl 300 mr mpemapara ToOpamwuiuH-TeBa y ManueHTOB C
MYKOBHUCIHI030M cocTaBisuia 0,68 Mkr/mn (auamazon: ot 0,06 mxr/mi o 1,89 mxr/mi). [Tocme 20
HeJeNb Tepanuu TOOpPaMHIIMHOM [0 BBIIICYKAa3aHHOW CXeMe CpelHee 3HAYCHHE KOHIICHTPAINH
TOOpaMHITMHA B CBIBOPOTKE uepe3 1 1 mociie BBeAeHus mpenapara coctapisuio 1,05 MKr/mit (quamnas3oH:
OT HIDKE TIpeiesia KOJMYECTBEHHOTO onpenenaeHus 10 3,41 Mxr/mi).

DJIMMUHAINS

DnuMUHAIHS TOOpaMUIIHA, BBOJUMOTO C TTIOMOIIBIO HHTAJSIUN, HEe n3y4anack. HeabcopOupoBaHHBIN
TOOpaMUIMH MOCJIE €r0 UHTASIUH, 10-BUAUMOMY, BBl BOJUTCS C OTKAUIUBAEMON MOKPOTOH.

6. dapMmaneBTHYECKHE CBOICTBA

6.1. IlepeueHb BCIOMOraTeJbHBIX BelIECTB

Harpus xnopun

Cepnas xucnota 10 % (s koppexuuu pH)
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5 M Harpus ruapokcun (a1 koppekuuu pH)

Boga ni1st nHBEKIIUN

6.2. HecoBmecTumocTh

B cBsi3u ¢ 0TCyTCTBMEM HCCIETOBAHNI COBMECTUMOCTH, TaHHBIN JICKAPCTBEHHBIN MpenapaT He CIIeTyeT
CMELIMBATh C IPYIMMH JIEKAPCTBEHHBIMU IIpeniapaTaMu B HeOynaiizepe.

6.3. Cpok rogHocT (CPOK XpaHeHus )

3 roxa.

Cartre u3 Gosbru (B OTKPBHITOM MITH 3aKPBITOM BUJIE) MOTYT XpaHUThCS Ipu Temnepatype a0 25°C o 28
JTHEH.

6.4. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUH

XpaHuth B xonoauwibHuKe (2-8 °C). XpaHUTh B OpUTHHATILHON YIakoBKe (cate u3 Qojiabru).

6.5. Xapakrep u cofep:kaHHe NEPBUYHONH YIIAKOBKH

ITo 5 M mpenapaTa B ammyJie U3 MOJUATUIIEHA HU3KOM TJIOTHOCTH.

2 ammynel cmasHel B ONOK. 2 OyioKka 3amasHbl B camle U3 JIAMUHHPOBAHHOM  (onbru
(mommatunentepedranar (I19T), monudtrinen Hu3koi wiotHoctu (ITDHIT), anromuHMiA).

[To 14 came (56 amiysn) BMecTe C JMCTKOM-BKJIQJIBIIIEM B KaPTOHHOW MaykKe ¢ KOHTPOJIEM MEPBOTO
BCKPBITHS.

6.6. OcoOble MepbI NPEAOCTOPOKHOCTH IPH YHUYTOKEHHUH HCI0/Ib30BAHHOI0 J1eKAPCTBEHHOI 0
npenapara Ui 0TX0/0B, MOJYy4YeHHBIX MOc/Ie IPUMEHEeHHs JTeKAPpCTBEHHOr0 Npenapara u Apyrue
MAaHUITYJISIIMH C TIPenapaTom

ITockonbKy mpenapaT He CONEP’KAT KOHCEPBAHTOB, €r0 CIEAYET UCIOJIb30BaTh Cpa3y IOCIIE BCKPBITHS
CTepwibHONW ammysbl. JIro0oe KOJIMYEeCTBO HEUCHOJIb30BAHHOIO pacTBOpa cpa3y IOJDKHO OBITh
YTWIM3UPOBAHO U HE COXPAHATHCS JJIs ITOCIEAYIOLIErO IPUMEHEHHS.

[Tpumenenus mpenapara ToOpamuuuH-TeBa ciieayeT MPOBOAUTH C COOTIOAEHUEM OOLICTIPUHSATHIX
ITMTMeHUYEeCKUX cTa”aapToB. HeOymnaiizep HOKEeH HCIIONIb30BaThCs TOJIBKO OJHUM MAlMEHTOM U OBbITh
YHUCTBIM U UCHPaBHBIM. Ero HEOOXOIMMO PEryssipHO OYMIIATh U Je3uHpuuupoBats. MHpopmanuio no
OUMILEHUIO M Je3MH(EeKIHH HeOynaiizepa CM. MHCTPYKIMIO IO HCHOJIb30BAHMIO, NMPUIATAEMYyI0 K
HeOymaif3epy.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

N3panis

Tesa ®@apmanesruueckue [Ipennpusatus Jlta.

124 Isopa A-Hesua Cr., Tens-ABus 6944020

7.1. IlpeacraBuTeib AepKaTe/isi PerUCTPALMOHHOIO YI0CTOBEPEHMSI

[IpereH3uu norpedbuUTeseil caeayer HanpasJisTh 10 aJIPECY:

Poccuiickas @enepanus

00O «TeBay»
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Ten. +7 (495) 644 22 34
®axkc +7 (495) 644 22 35
info@teva.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JTATA MNEPBUYHOM PETHMCTPAIIMM (IIOATBEPXKJIEHUS PEIUCTPAILIMN,
HEPEPETUCTPAIIUN)

JlaTa nepBoii perucTpanmu:

10. JATA IEPECMOTPA TEKCTA

OOmrast  xapakTepucTHKa  JIEKApCTBEHHOro  mpemapata  ToOpamuiuH-TeBa  gocTymHa  Ha
nHpopMallMOHHOM TopTasnie  EBpasuiickoro SKOHOMHYECKOrOo coro3a B HH(POPMAIMOHHO-

KOMMYHUKaIIMoHHOU cetn «MHTepHeT» https://eec.eacunion.org/
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