ot 29.08.2022 N2 20175
(NOCNEOOBATENEHOCTE 0001)

OBIIAA XAPAKTEPUCTHUKA .

COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA
TUTELIUKIIMH, 50 mr, nuodunuszar aias OpUTOTOBICHHUS KOHLIEHTpaTa JJS MPUTOTOBIICHHS

pactBopa st uHy3Hid.

2. KAYMECTBEHHBINA U KOJTMYECTBEHHbBINA COCTAB

JlelicTByrolee BENIECTBO: TUTCLIUKIIVH.

Kaxnprit ¢akon comepkut S0 M TUTEIIUKIIMHA.

I mn pactBOpa moOCi€ NEPBOHAYAIBLHOIO PA3BEICHUS PACTBOPUTENIEM coaepkUT 10 mr
TUT'CHHHUKIINHA.

BcnomorarenbHrbie BCIICCTBA, HAJIMYUC KOTOPLIX HAAO YYHUTHIBATHL B COCTABC JICKAPCTBCHHOI'O
npenapara: HaTpuil (cM. pasaen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
JIno¢unusar A IPUTOTOBJICHUS KOHIIEHTpATa ISl IPUTOTOBJICHUS PAcTBOpa I HHY3HIA.

JInodunuzupoBaHHbBIN MOPOLIOK WM OPUCTAsi Macca OPaHKEeBOT'0O I[BETA.

4. KINMHUYECKUE JAHHBIE
4.1. Iloka3aHus1 K NPUMEHEHHUIO
[Ipenapar TUI'ELIMKJIMH mnoka3zan K NMPUMEHEHUIO y B3pPOCHBIX U JETEW B BO3pACTE CTapIle

8 meT.

Bspocnvie
e OcnoxxHeHHbIE MH(PEKINN KOKU M MATKUX TKAHEH.
e  Oco)XxHEHHBIE MHTPaa0IOMUHAIbHbBIE HHPEKITUH.
e BuebonbHUYHAS THEBMOHUS.
He npumeHnsercs [uist 1edueHus: CHHAPOMA JUa0eTUYECKON CTOIbI, TOCIUTAIbHOW THEBMOHUY UIIH

ITHEBMOHHUH, CBSI3aHHOM C UCKYCCTBEHHON BEHTWISIUEH JIETKUX.

Jemu cmapwe 8 n1em

e (OcnoXHEHHEIC I/IH(l)eKI_[I/II/I KOXKM W MATKUX TkaHeun. He IMPUMCHACTCA JIA JICYHCHHA



ot 29.08.2022 N2 20175
CHH/IPOMa IHA0CTUIECKOH CTOIIBL. (NOCNEOOBATENEHOCTE 0001)

COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

e  Oco)XxHEHHBIE MHTPaa0IOMUHAIbHbBIE HHPEKITIH.
TurenukIMH MOKa3aH K NPUMEHEHHIO B CIydyasX, KOIJa aJbTEpPHATHBHBIC AHTUOMOTHKH He

noaxodT.

4.2. Pe:kuMm 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

PexxuM 103upoBaHus

HavanbHas nosa s B3pocnbix cocrasiser 100 mr, nanee mo 50 Mr gepe3 kaxzable 12 yacos.

Kypc neuenus:

® TIpU OCJOXKHEHHBIX HH(PEKIUSIX KOXKH M MATKHX TKaHEeH, a TaKkKe OCIOXHEHHBIX
WHTpaabIOMUHAIIBHBIX HHPEKIMsIX 5—14 nHei;

e  TIpy BHEOOJBbHUYHON MTHEBMOHUU 7—14 mHEH.

[IpoIOKUTETEHOCTS  JICUCHHSI OTMPENEISIETCS TSOKECThIO M JIOKaTu3anuer WHQEKIun |

KJIMHUYECKOM peakIuei nanyuenTa Ha JICUCHHE.

Oco0ble rpyInel NAKUEHTOB

Tleuenounas nedocmamoynocmo

[TariueHTaM ¢ JIETKOM U CPEHEH CTETIEHBIO TSHKECTH MEUCHOYHOM HETOCTAaTOUYHOCTH (KJIacChl A U
B no knaccudukanuu Yaitna-I1e10) He TpeOyeTcss KOPPEKIHS T1035I.

VY ManueHToB C TSAKENOH MeYeHOYHOUW HeTocTaToYHOCThIo (Kinace C mo knaccudukanuu Yaitn-
[Ib10) cnenyer cuu3uTh 03y npenapara Ha S0 %. Hauanbnas no3a npenapara TUT'ELIUKJIMH
nomkHa coctaBiaTh 100 mr, a B MOCHEOYIOMIEM IMpenapar MPUMEHSIOT MO 25 MI Kaxable
12 4gacos. ITpu npumenenun npenapata TUI'ELIUKIIMH y nmanueHToB ¢ TSAXKEION MEYEHOYHOU
HEJOCTAaTOYHOCTHIO HEOOXOIUMO COONIOAATh OCTOPOXKHOCTh M KOHTPOJIMPOBATH PEAKIUIO

nanucHTOB Ha JICUCHUC.

Toueunas neoocmamounocmeo
ITanpenTaM ¢ IMOYEYHOM HENOCTATOYHOCTBIO M ITAIlMEHTaM, HaXOIAIIMMCS Ha reMoJuajin3e, He

TpeOyeTCst KOPPEKIUS 03I

Hauuenmbl NOJ2HCUI020 80o3pacma

Koppekius 10361 HE TpeOyeTcs.

CTH

BbezomacHocTh 1 3 (HEeKTHBHOCTE y JETEH B BO3pACTE 10 8 JIET HE YCTAHOBJICHBI.



COOTBETCTBYET QKCNEPTHOMY QOTHETY
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TurenukinH NPUMEHSAIOT y AeTeid B Bo3pdcTe 8 g (W CFAPLIeH HQGIP| | KQHOYTHTALMA | CO

CHEINAIMCTOM, 00JIAJAIOIINM OMBITOM JICUSHUS WH(EKIIMOHHBIX 3a00JCBAaHUU. | UTCITUKINH HE
cleyeT TPHUMEHSTh y JeTel B Bo3pacTe Miaamie § JIeT H3-3a HEIOCTaTKa JaHHBIX 00
3¢ dexTuBHOCTH U OE30MAaCHOCTH TIpernapara y JaHHOW TPYIIbI, a TaKKe BBUIY H3MCHCHHS
OKpacku 3y00B (cM. pazzaen 4.4).

Joza nns gereii B Bo3pacte 8—11 ner cocraBmser 1,2 mr/kr kaxasie 12 gacoB. MakcuManbHas
nIo3a 50 Mr TUrenmuKINHA Kaxaple 12 gacos.

Ho3a nns nereid B Bo3pacte 12—17 ner cocrabisier 50 Mr TUrenukiIMHA Kaxable 12 4acos.
BryTpuBeHHass HHPY3Usl TUTEIUKIMHA JOJDKHA MPOAOKATECSA B TeueHne 30—60 MUHYT KaXKIbIe
12 gacos.

Cnooco0 npuMeHeHus

[Tpenapar TUI'ELIUKJINH npeanasHayeH i1 BHYTPUBEHHOTO KalleJIbHOTO BBEJEHUS B TEUCHUE

30-60 muH.

[penapar TUT'ELIMKIIMH BBOAWTCS BHYTPUBEHHO 4Yepe3 OTIACIbHYIO MH(Y3MOHHYIO CHCTEMY

win T-o0pa3Hblil KaTerep.

WHCTpyKIIMM MO NPUTOTOBJICHUIO JIEKAPCTBEHHOIO Mpenapara mepe NMPUMEHEHHEM CM. B

pazzaene 6.6.

4.3. llpoTuBONOKA3aHUS
['MnepyyBCTBUTENFHOCTh K THTEIMKIMHY MM K aHTHOMOTHKAM Kjlacca TETPAIMKIMHOB, WU K

JT1000MYy M3 BCIIOMOTaTeIbHBIX BEIIECTB, IEPEUUCICHHBIX B pa3zene 6.1.

4.4. OcoOble ykazaHHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

Oco0snle yKa3zaHus

YToObl yMEHBIIUTH Pa3BUTHE PE3UCTCHTHOCTH M obecrneunTh 3¢P(HEKTUBHOCTh TEparuu,
HeoOxonumo ucnonb3oBaTh npenapar TUTELIUKIIMH Tonbko anst jeueHHss MHQEKIMOHHBIX
3a00JIeBaHN, BBI3BAHHBIX MUKPOOPTraHM3MaMH1, YyBCTBUTEIBHBIMH K IIPETapary.

Jlns BbIOOpa M KOPPEKUMN aHTHOAKTEpUAIbHOW TEparuy MO BO3MOXKHOCTH CIIEAYeT MPOBOAUTH
MHUKPOOHOJIOTUYECKY0 MIEHTHU(PUKALNMIO BO30YAUTENSI U ONPENEIATh €ro 4yBCTBUTEIBHOCTh K
turenuknuny. [lpenapar TUI'ELHUKJIMH Moxxer wucnonb3oBatbes Ui SMIUPHUECKON

aHTHOAKTEPUAIBHOW MOHOTEpAanuu 10 MOJIYYEHHUS PE3yIbTaTOB MUKPOOHOIOTMYECKHX TECTOB.



COOTBETCTBYET QKCNEPTHOMY QOTHETY
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AHTHOMOTHKHY, NPUHAUICKAIINE K KIACCy TIMIMILHKINAQB]| AVBOD CTRYKEYPHOS TXOZUCTBP, C

antuOuotrukamu knacca TterpauukiauHoB. [lpemapar TUI'ELWKJIMH wmoxer BbI3bIBaTH
HE)KEJaTeNIbHbIC PEaKIH, CXOJHBIC C HEKENaTeJbHBIMU PEaKIUsIMH Ha aHTHOMOTHUKM Kiacca
TEeTPAUUKINHOB. TakuMu peakuusMd MOTYT OBITh MOBBIIICHHAS CBETOYYBCTBUTEIBHOCTH,
BHyTpUYEpeNHasi TUIIEPTEH3Us, NMaHKpeaTUT U aHTHaHaOOIWYecKoe NeCTBHE, MPHUBOJIALIEE K
MOBBIIICHUIO COJEPKaHMsI a30Ta MOYEBHMHBI KPOBM, a30TEMHHM, auUA03y W runodocdareMun.
[Ipumenenne mnpenapara THUIELIUKJIMH y nanueHTOB € WM3BECTHOM  IMOBBIINIEHHON
YYBCTBUTEIHHOCTHIO K aHTUOMOTHKAM TETPALIMKIMHOBOTO PsiJia MPOTUBOIMIOKA3aHO.
Anadunaktrnueckue/aHapUIAKTOUIHBIE PEAKIMU, B TOM 4YHCIC aHa(UIAKTHUYECKHH IIIOK,
OTMEYAIOTCS MpPHU TNPUMEHEHUHM TNPAKTUYECKH BCEX AaHTUOAKTEPHAIBHBIX CPEACTB, BKIIOYAs
TUT€LIUKJIHH.

[TaniuenTsl, y koTopbix Ha Gone nedeHus npernapatom TUT'ELIUKIIMH oTmevaroTcst n”3MEeHEHHS
pe3yNIbTaTOB IEUYEHOYHBIX TECTOB, JOJDKHBI HAOMIONATHCS JJIi CBOEBPEMEHHOTO BBISIBICHHS
NPU3HAKOB  HAPYIIEHWH  (QYHKIUMU TEYEHU (3apETUCTPUPOBAHBl  CIUHHYHBIC  CIy4au
3HAYUTEIbHBIX HApyIICHUH (YHKIMM TEYeHH M TMEYEHOYHOW HEeIOCTaTOYHOCTH) M OLEHKH
COOTHOIIIEHUS TIOJB3bl M pUCKa TpoaoukeHus Tepanuu npenaparom THUIELMKIIMH.
HesxxenaTenbHble peakliud MOTYT Pa3BUBAThCS YKe MOCIIE TOT0, KaK Tepanus ObLia 3aBeplieHa.
O¢pdexkTrBHOCT, U 0€30MACHOCTH TUTEUMKINHA Y MAMEHTOB C TOCHHUTAJIBHON MHEBMOHHUEH He
ObuIa IOATBEpKICHA Pe3yIbTaTaMH KIMHUYECKUX UCCIICIOBAHUM.

[IceBmoMeMOpaHO3HBIN KOJUT PA3IUYHOM CTEMEHHW TSHKECTH OTMEUaloT TMpU  TIpHEME
MPAKTUYECKH BCEX aHTHOAKTepUalbHBIX IMpEnaparoB, BKIOYas TUTeUukiInH. HeoOxoaumo
YUUTBHIBaTh BO3MOXKHOCTh TaKOr'o JMAarHo3a B ClIydae BO3HUKHOBEHHUS IUaped BO BpPEMs WIIHU
nocie 3aBeplueHus JiedeHus. Ilpu mojo3peHnn Ha amapero, accoruupoBaHnyio ¢ Clostridium
difficile, wnu TOATBEPXKICHUW JAHHOTO JMarHO3a MOXKET TOTPeOOBaThCA MpEKpaIecHue
UCIIOJIb30BAaHUsI AHTUOMOTUKOB, KPOME TE€X, YTO Ha3HAUEHBI AJIS JICUeHUs UH(EKIIUHU, BEI3BAHHOM
Clostridium difficile.

Ilpn  Hazmauenunm  mnpemapata  TUI'ELIHUKJIMH  namuertaMm ¢ OCIIO)KHEHHBIMHU
MHTPaaOJOMUHAIBHBIMU MH(MEKIMUSIMH BCIIEICTBUE MPOOOJIEHUS KUIIEYHUKA, WM MallMeHTaM C
HAQUMHAIOIIMMCS CENCHUCOM WJIM CEeNTHYECKUM IIOKOM CJelyeT o00s3aTelbHO pPaccMOTPETh
11e51eco00pa3HOCTh MPUMEHEHUS] KOMOMHUPOBAHHON aHTHOAKTEpHATIbHON TEpartu.

[Ipumenenne mnpenapara TUIELIUKIJIMH, kak m10060ro Apyroro aHTHOMOTHKA, MOMKET

CIocoOCTBOBATh M30BITOUHOMY POCTY HEBOCHPHUHMUHBBIX MHUKPOOPTraHU3MOB, BKIIIOYask TPUOBI.
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Bo Bpemst JedeHHs MAMCHTHl NOJDKHBI HAXOMUTHCA | QA | APHCTAREHBIM . KQHTpprem: Hpu

JTUATHOCTHKE CYNEepUH(EKITUN CIIeAYET MPUHSATH HAIJIEKAIUE MEPHI.

Brnusinue xonectaza Ha (hapMaKOKWHETUKY THTCIIUKINHA HE YCTAHOBICHO. DKCKPELHS C JKETUbI0
cocTaBisieT mpuom3uTenbHO 50 % OT 00IIel dKCKpelnH TUTeHHKINHA. [103TOMY MamueHTsl ¢
XOJIECTa30M JIOJIKHBI HAXOAUTHCS 10/ HAOJII0IEHUEM Bpaya.

OneIT MpUMEHEHUs] TUTCHUKIMHA TSl JIeYeHUS] WH(EKIWA y MalueHTOB C COMYTCTBYIOIIMMHU
3a00JIeBaHUSAMH TSDKEJIOTO TEUCHUSI OTPaHUYEH.

[IpumeHeHre TUTELMKIMHA BO BpeMsl pa3BUTHUS 3yO0OB (BTOpas MOJOBHMHA OEpPEeMEHHOCTH,
MJIaJIEHYE€CTBO U AETCKHI BO3pacT A0 8§ JIET) MOXKET MPUBECTU K MMOCTOSHHOMY M3MEHEHHUIO 1IBETa
3y00B (’KENTO-CEpPOBATO-KOPUYHEBBIN). DTa HEXKeNaTelbHas peakius sBIsIeTCs Ooyiee 4acToit
IpU JOJITOCPOYHOM NPUMEHEHUU TETPALMKINHOB, HO OTMeYajach U IIOCJIE MHOTOKPATHBIX
KpPaTKOCPOUYHBIX KypCOB Tepanuu. Takxke coolIanock o rumnorasuu smanu. Ecnu mpemapar
TUT'EHUKJIMH npumensiercss Bo Bpems Il wmmm III Tpumectpa OepeMeHHOCTH, CIEIyeT
COOOINUTH MAIMEHTKE O OTCHIIMATHHOM PHUCKE IS TUIO/IA.

[Ipumenenne turemukiauaa Bo II wmm III Tpumectpax OepeMEHHOCTH, B MIIAJICHUYECCKOM U
JIETCKOM BO3pacTe J0 8 JIET MOXKET BbI3BaTh 0OpaTHMOe MHTHOMpOBaHHE pocTa KocTel. Bce
TETPAIMKIMHBI 00Pa3ylOT CTAOMJIbHBIA KOMIUIEKC C KaJIbIIMEM B 000N (opMHUpYIOIIEH KOCTh
tkaHu. Ecimm npenapar TUI'ELHUKJIMH npumensiercs Bo Bpemst II wmmm III Tpumectpa
OepeMEeHHOCTH, cIIelyeT COOOUINTh MAIMEHTKE O MOTEHIIMAIBHOM PUCKE JUTS TI0AA.

HmeroTcst cooO1eHust 0 pa3BUTUU OCTPOro NMaHKpeaTuTa Ha (poHe MpUMEHEHUs TUTEeUUKINHA, B
HEKOTOPBIX CIIy4asiX C JIeTaJbHbIM HCcX0oA0M. HeoOxoaumMo MpOosBISATH OCTOPOXKHOCTH MpPH
npumenennn npenapata TUI'ELIMKIIMH y nauueHToB ¢ IOJ03pEHUEM Ha OCTPBIA MAaHKPEATUT
(KTMHUYECKUE CHMIITOMBI WJIM COOTBETCTBYIOIIME HM3MEHEHUsS JIa0OpaTOPHBIX IOKa3aTesei).
H3BecTHO O ciyyasix pa3BUTHUSL OCTPOrO MaHKpeaTHTa y MAlMEHTOB, HE MMEBLIMX (HDaKTOPOB
pUCKa pa3BUTHS JaHHOrO 3aboseBaHus. OOBIYHO CHUMITOMBI NAHKpeaTUTa HMCUY€3al0T IOCTe
OTMEHHI mpenapara. HeoO0XxoIuMo y4uThIBaTh BO3MOKHOCTh OTMEHBI MIpernapaTta y MarueHTOB ¢
CUMIITOMAaMH MaHKpeaTuTa.

Ho nauvana tepanuu npenapatom TUI'ELIMKIIMH, a Takke peryispHO BO BpeMs Tepanuu
ClielyeT KOHTPOJIMPOBAThH MMapaMeTphbl CUCTEMbI CBEPTHIBAHUS KPOBH, BKIIIoUas puOpuUHOTeH (CM.
paszen 4.8).

B mnpocnekTuBHOM aHaiHM3€ pPE3yNbTAaTOB KIMHUYECKHX HCCIIECAOBAaHUM OBUIO OTMEYEHO
HEKOTOPOE yBEIWYeHHWEe OOIIeH JeTaTbHOCTH (T.€. CMEpPTh OT JIIOOBIX TMPUYMH) B TPYIIE

ManucHTOB, IMOJY4YaBIIHUX TUICHUKIMWH, IO CPaBHCHHIO C l"pyHHOI\/'I ManucHTOB, ITOJIy4YaBIIHUX
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nperaparsl cpaBuenus. [losromy mpenapar [UT'ELIMKUHAH pomoxes TPRMOHATECH | TOMBKO| B

ClIy4asix OTCYTCTBUs aJIbTEPHATUBHOMN TEPAINHU.

BcnomorarenbpHbIE€ BelllecTBa

[Ipenapar TUT'ELIUKJINH coxepxxut Hatpuii. J[aHHBIN Npenapar cCOAEpKUT MeHee 1 MMOJb

(23 Mr) HaTpus B 5 MJI KOHIIEHTPATA, TO €CTh 110 CYyTH HE COACPIKUT HATPHSI.

eTH
JlaHHBIE O IPUMEHEHUU TUTELUKINHA y JIeTeil orpaHuueHsl. [losToMy nmpumeHeHnue mpenapara
PEKOMEHZIOBAaHO B TEX CHUTYyallWsX, KOTJIa aJbTePHATUBHAs aHTHOAKTEpHaJbHAs TEparus
HEJIOCTYITHA.

TomHoTa W pBOTA SBISIOTCS CaMBIMH PACIpOCTPAHEHHBIMU HEXENATeIbHBIMU PEaKIUsIMH Y
nereit ¥ moapocTkoB. CienyeT oco0oe BHUMaHHE YICIUTh PUCKY JeTHAPATALUH.

Boib B 0051acTH )KMBOTA - YaCTO BCTPEUAOIASCS HEXKETaTeIbHAs PEaKIHs Y ACTEH, TaKKe KaK U
y B3pocibix. CleayeT y4uThIBaTh, YTO 0OJh B OOJACTH XHBOTA MOXET OBITh CBS3aHA C
pa3BUTHEM MaHKpeaTHTa. B ciyyae pa3BUTHs MaHKpeaTUTa TEpamusl TUTEHUKIMHOM JOJDKHA
OBITH MpPeKpalleHa.

Jlo Hawanma Tepanuy THTCIMKIMHOM, a TaKKe PpEeryJsipHO BO BpeMs TEpaluH CIeayeT
KOHTPOJMPOBATh (PYHKIIMOHAIBHBIC MPOOBI TIEYCHH, MapaMeTPhl CHCTEMBI CBEPTHIBAHHS KPOBH,
reMaTOJIOTHUECKUE MMapaMeTphbl, KOHIEHTPAIMIO aMHIJIa3bl U JIUIA3bI.

TurenukiIvH He cleqyeT NMPUMEHATh y JAeTed B BO3pacTe Miafmie 8 JeT M3-3a HeJoCTaTKa
JTaHHBIX 00 3(ddexTrBHOCTH W 0E30MacHOCTH Tpemnapara y JaHHOW TPYIIbI, a TakKKe BBHIY

W3MEHEHUS OKpacku 3y00B (cM. pazzaensl 4.2 u 4.8).

4.5. BzammopeiicTBHe ¢ JPYrHMH JICKAPCTBEHHBIMH IMpenapataMd M JApyrue BHABI

B3aHMOJAEHCTBUSA

Bapdapun

[Ipu comyTcTByMOmEM NPUMEHEHUH TUTCHUKIMHA U BapdapuHa (OJAHOKPATHOW J03bI 25 Mr)
HaOmromaeTcst cHuKeHue kiupenca R-sapdapuna u S-sapdapuna Ha 40 % u 23 %, 1 noBbIILIEHUE
wiomaad Moja KpuBoil «koHueHTpauus — Bpemsi» (AUC) Bapdapuna Ha 68 % u 29 %
COOTBETCTBEHHO. MEXaHU3M TaKOro B3aMMOJAEUCTBUS 10 HACTOSALIETO BPEMEHU HE YCTAHOBIIEH.
[TocKONIBbKY TUTEHMKIMH MOXKET YAJIHHATH Kak mporpoMOuHoBoe Bpems (I1B)/mexaynaponnoe
HopMmanu3oBanHoe oTHomeHne (MHO), Tak u akTMBUPOBaHHOE YaCTHYHOE TPOMOOILIACTHHOBOE

Bpems (AUTB), mnpum mnpumenenun npemnapata TUIEIHUMKIJIMH ogHoBpemeHHO C
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aHTUKOAryJIsTHTAMU HEOOXOAMMO BHUMATENIBHO CICHWTh( Ba [PCYIHTATAME) [CONTBCTCTBYIOMUX

KOaryJsiuoOHHBIX 1po0. Bapdapun He n3MeHseT (papMaKOKHHETHYECKUH MTPOQUIb TUT SLIUKIMHA.

MHruOuTopsl WM HHIYKTOPEI H30epMEHTOB CUCTEMBI LIMTOXpoMa P450

TurenukiIMH HE MOJBEpracTcsi MeTaboIM3My TTOCPECTBOM M30(DEPMEHTOB CUCTEMBI IIUTOXPOMA
P450. TloatoMy oOXHAaeTcs, YTO AKTUBHBIE BEIIECTBA, MOJABISIONIME WIM HHIYLUPYIOUIUE
aKTUBHOCTh M30()epMEHTOB cHUCTeMbl wLuTOXpoma P450, He OyayT U3MEHATh KIHPEHC
TUTCIIUKIINHA. B CBOIO Oqepem;, TUTCIHUKIINH BpH,Z[ JIN OKaXET BJIIUJAHUC Ha M€T8.6OJII/13M
YKa3aHHBIX TPYII JIEKAPCTBEHHBIX COSTUHEHUH.

WccnenoBanus in vitro moka3aid, 4TO TUTCIMKINH HE TI0JIaBIII€T METa00IM3M, OTIOCPEI0OBAHHBIHN

CIEYIOIIUMH IecThio m3odepmenTamu nmuroxpoma CYP: 1A2, 2C8, 2C9, 2C19, 2D6 u 3A4.

ﬂI/II‘OKCI/IH

TUrenuKIMH B PEKOMEHIYEMOH J03€ HE BIMICT Ha CKOPOCTb M CTENEHb BCACBIBAHWS WM
knupeHc aurokcuHa (0,5 Mr ¢ mocieayronuM Ha3HadyeHHEeM B CyTodHOM mo3e 0,25 wmr).
JlurokcuH He wu3MeHseT (apMakOKMHETHYeCKUi mnpodwib TurenukinHa. IlosTomy mnpu

MPUMEHEHUN TUTEHUKINHA COBMECTHO C JUTOKCHHOM KOPPEKIIHS 103bI HE TpeOyeTcsl.

NHrnOuTopsl/MHAYKTOPEI P-rimmkonporenya

OpnHoBpeMeHHOE MPUMEHEHHE MHTHOUTOpOB P-rimkomnporenHa (Hampumep, KETOKOHA30J1a WM
UKJIOCIIOPUHA) WM HHAYKTOpoB P-rmukonporenmHa (Hampumep, pupamMIMIdHA) MOXKET

HOBIUATH HA (apMaKOKUHETUKY TUTCLIUKITMHA.

IIepopanbHbIe KOHTPAICITUBEI

[Ipy npuMeHeHUH aHTHOMOTHKOB OJHOBPEMEHHO C TEPOPAJbHBIMU KOHTpAlleNTHUBAMHU

3¢ (HEeKTUBHOCTH KOHTPAIIENTUBOB MOXKET CHUXKATHCS.

Jlpyrue knaccbl aHTUOMOTUKOB

B wuccrnenoBaHusx in vitro aHTaroHW3M MEXAY THUTCHUKIMHOM M JPYTHUMH aHTHOMOTHKAMH,

MMpUHaJIC)KANIMMHA K 4aCTO IIPUMCHACMEBIM KilacCaM, HE Ha6moz{anc;1.

I/IHI‘I/IGI/ITODBI KaJJbITMHCBPHUHA

OI[HOBpeMeHHOG IMPUMCHCHUC TUICHUKIIMHA U I/IHI‘I/I6I/ITOpOB KaJIbIIMHCBPpHHA, TAaKUX KakK
TAaKpOJMMYC U HUKIIOCIIOPHWH, MOXET NPHUBECTU K IMOBBIIICHUIO MHUHHUMAJIBHBIX KOHHGHTpaHI/Iﬁ

UHTMOUTOPOB KalblIMHEBpHMHA B Iula3Me KpoBu. ClieoBaTenbHO, BO BpeMsl  Tepamnuu
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TUTCLMKIIMHOM CIICyeT KOHTPOJIMPOBAaTh KOHLCHTNIWAN [MHIMORLOPQB | KajIbUHHCBPAHY | B

IU1a3Me KPOBH, UTOOBI M30€kKaTh Pa3BUTHSI JIEKAPCTBEHHON TOKCHYHOCTH.
eTu

HccnenoBanust B3aMMOICHCTBHS TPOBEICHBI TOJIBKO Y B3POCIIBIX.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

Pe3ynbrarhl HcclieOBaHUM Ha >KMBOTHBIX IOKA3bIBAIOT, YTO THUTCLHMKINH MPOHUKAET dYepe3
mIaneHTy M oOHapyxkwuBaeTcss B TKaHsx Iuioga. [Ipemapar TUI'ELHUMKIJIMH, xak u apyrue
aHTHOaKTepualbHblE Tpenaparbl Kiacca TETPAUUKINHOB, MOXXET BbI3bIBAaTH HEOOpaTUMOE
M3MEHEHHUE [IBeTa MOJIOYHBIX 3yOOB M 00paTUMOE MOIaBIIeHUE POCTa KOCTEH IpH MPUMEHEHUH B
teuenue Il u Il TpumectpoB GepemenHocTu (cM. pazaen 4.4). Ilpu npuMeHEHUH TUTCIUKINHA
HA0JI0/1AI0Ch CHUYKEHUE MACChl IJI0/1a Y KPBIC U KPOJIMKOB (C COOTBETCTBYIOIIMMHU 3aJePKKaMU
B occudukanmmmu) (cMm. pazgen 5.3). B mepuoxm OepeMEeHHOCTH TPUMEHEHHE IIpemapara
TUTELIUKJIMH nomycThMO NUINb B Ciiydae KpailHel HeoOXOIUMOCTH, KOTJa IOJib3a JIs
MaTepH MPEBOCXOIUT BO3MOXKHBINA pUCK s Tuiofa. OnbITa MPUMEHEHUS TUTCLMKINHA B TIEPUO/]
pPOJIOB HET.

Jlakranus

JIaHHBIX O MOCTYIUICHUH TUTEIUKIMHA B TPYJHOE MOJIOKO y 4elioBeKa HeT. MMeronuecs: JaHHbIe
UCCIeI0BAHU I (hapMaKoIMHAMUKNA/TOKCUIHOCTH Ha  JKHBOTHBIX MOKa3aJu, 4TO
TUTCLIUKJIMH/METa0O0IUTHl BBIIEISIOTCS B IpyaHOe MoJIoKO. [Ipn HE0OXOAMMOCTH MpUMEHEHUS
TUTELIMKJIMHA B IEPHUOJ] JJAKTALIMU CJIEyeT IPEKPaTUTh TPyIHOE BCKapMJIMBaHUE.

DdepTUabHOCTD

BnusHue turenukimHa Ha (QEpTHIBHOCTH Yy YeJIOBEKa HE wu3y4anoch. JlokimHUYeckue
UCCICNOBAHNUS TUIEUUKINHA, IPOBEAEHHBIC Ha KpbICaX, HE YKa3blBalOT HAa HEraTMBHOE

BO3/IeiicTBIE HAa (DePTUIIBHOCTD WU PENPOIYKTUBHYIO CITIOCOOHOCTb.

4.7. BiausiHHe Ha cNOCOOHOCTH YNPABJATH TPAHCNOPTHBIMH CpeAcTBAMH M padoTaTh C

MEXaHU3MaMH

HccnenoBanus BIUSHUS TUTCLMKIMHA Ha CIOCOOHOCTH K YIPaBJICHUIO TPAHCIIOPTOM U paboTe ¢
MEXaHU3MaMu HE MNPOBOAWIKCH. [lallMeHThbl, MOJydaronue TUTEHUKIWH, MOTYT HUCHBITHIBATDH
TOJIOBOKPY)KEHHE, KOTOPOE MOXKET TMOBIHUATH Ha CIOCOOHOCTh K BOXJICHUIO U HCIIOIH30BAHHIO

MCXaHU3MOB.
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4.8. HexxenaTesibHbIE peaKIIUU

Pesrome npoduiis 0esonacHocT

Haubonee wacto nHabmiomarorcst tomHoTa (29,9 %) u psora (19,9 %), koTOopbie OOBIYHO
BO3HHUKAIOT B Havaje JIeYeHUs (B TIEPBBIA MIIM BTOPOU JICHb JICYCHHUs) U B OOJIBIIMHCTBE CITy4YacB
UMEIOT JIETKOE WJIM CPEeNHETsDKeNIoe TedeHune. [[puanHoii mpeKpanieHus Tepaniuy TUTCIUKINHOM
yaine Bcero sBsumch TomHoTa (1,6 %) u pora (1,3 %).

TabauyHOE pe3roMe HEXKENATEIbHBIX PEAKIINH

HesxenarenbHble peakiiy MPEACTABICHBI 110 OpraHaM M CHCTeMaM B KiacCH(UKAIUU: OYCHb
gacto (>1/10), gactro (>1/100, Ho <1/10), Hewacto (>1/1 000, HO <1/100), peaxo (>1/10 000, HO
<1/1 000), ouenp penko (<1/10 000), yacTora HEeU3BecTHA (HA OCHOBAHUH UMEIOLTUXCS JAaHHBIX

OIICHUTH HEBO3MOKHO).

Yacrora HexenarenbHbie peakyuu

Hapymenus co cTopoHbsl KpoBU 1 TUM(AaTHUECKON CUCTEMBI

Yacro YBennueHne aKTUBHPOBAHHOTO YaCTUYHOTO TpoMOoruiacTuHOBOro BpemeHu (AUTB),

yBenuueHne npoTpoMouHoBoro Bpemenu (I1B), anemusi, TpomMOoOIUTONICHHS

Heuwacro Dozunodunus, ysenrmueane MHO

Penxo TI'mnodubprHOoTeHEMMSI

Hapyuienust co cTOpoHbl HIMMYHHOM CHCTEMBI

YacroTa AnadunakTruueckre/aHadIaKTOUIHbBIC PEaKIIuu
HEHU3BECTHA

HapymeHI/m MeTad0aM3Ma U TUTAHHS

Yacro CHIKEHME allleTHTa

Hapyuienust co cTOpoHbI HEPBHOM CUCTEMBI

Yacrto T'onoBoKpyKeHHE, TOIOBHAsS 00JIb

Heuacto N3BpailieHue BKyca

Hapymenuns co cTopoHbI cocyZi0B

Yacto Dnedur

Heuacto Tpombodaedut

HapymeHI/m CO CTOPOHBIL }_II:IXEITGJ'ILHOI;’I CHUCTCMBI, OPraHOB I‘pyZ[HOfI KJICTKHU U CPEAOCTCHUA

Yacto ITHeBMOHMS

KemynouHo-kutieyHsle HapyIIECHHUS

Ouenb yacto | TomHoTa, pBOTA, AMAPES

Yacto Boxas B xxuBOTE, MHICIICIICUS
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R

Heuacro Ocrtppiii IaHKpeaTuT (NMOCNEOOBATENBHOCTE 0001)

COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

HapymeHI/Iﬂ CO CTOPOHEI INICYCHHU U KCITYCBLIBOAAIUX IIYTCHU

Yacto [NoBbIIeHNe akTUBHOCTH acniapTaraMuHoTpancdepassl (ACT), MOBBIIEHHE aKTUBHOCTH
anannHaMuHoTpaHcdepassl (AJIT)*, runepOunupyOuneMust

Heuacto Kenryxa

YactoTa BeipakeHHble HapyIIeHHUs (GYHKIMU IEYCHH M IEYCHOYHAs! HEAOCTaTOYHOCTh, X0JIECTa3

HEH3BECTHA

HapymeHI/m CO CTOPOHBI KOXHU U IMMOAKOKHBIX TKaHe#

Yacto 3y, CHIb
Yacrora Tspxenple KOXKHBIC peakiiny, BKITtodas cuaapoM CtuBeHca-/>koHCcoHa
HEU3BECTHA

HapymeHI/m CO CTOPOHBI IMMOYCK U MOUYCBBIBOAAIINX HyTeﬁ

Heuacto BarunanbHbIi KaHAUA03, BATUHUT, JIEUKOpes

OO01mve HapyIICHHUS U PEaKIINK B MECTE BBEICHHUS

Yacro AcTeHHs, 3aMEIUICHHOE 3a)KHBJICHHWE paH, aOciecc, MH(EKIHMH, pPEakldd B MECTE
BBECHHSA, CEIICUC
Heuacto Bocnanenue, 60omb, oTek U (IEOUT B MECTe HHBEKIUH, O3HOO, CENTUYECCKHU IIOK,

aJIIeprUIecKre peaKifnu

JlabopatopHble ¥ HHCTPYMEHTILHBIC JIAHHBIC

Yacto TloBEIIIIeHHE a30Ta MOYCBUHEI KpOBHU, IMOBBINICHUEC aKTUBHOCTHU H.[eJ'IO‘IHOﬁ (bOC(baTEBBI B
IJ1a3MC KpOBHU, NOBBIIICHUC dKTUBHOCTU daMUJIA3bI, THTTIONPOTCUHCMUA
Heugacto TloBeiIeHNE Kp€aTHHMHA B KPOBU, TMIIOKAJIBIUEMUA, TUTIOHATPUCMU A, TUTIOTTIMKEMUA

* moBbImenne akTuBHOCTH AJIT u ACT ormedanu yaiie 1mocie OKOHYaHUs Tepanuy mpenapaTomM
TUT'ELHAKJINH.

Onucanue OTACIBHBIX HEKEIATCIbHBIX PEAKIIMI

Peaxyuu, xapaxmepHnvie 0151 aHmubuomuxos
[TceBmomMeMOpaHO3HBIN KOTUT

Obwas remanvHocmo

B xone oObenmHEHHOTrO aHalW3a KIMHWYECKMX JaHHBIX 13 wmccnemoBanuii 3 u 4 ¢aspl 1Mo
NPUMEHEHUIO TUTEIUKIIMHA 10 3apETHCTPUPOBAHHBIM U HE3aPETHCTPUPOBAHHBIM IMMOKA3AHMSIM,
BBISIBJICHA OoJbINast o0IIasi JeTalbHOCTh (T.€. CMEPTh OT JIOOBIX MPUYMH, B TOM YHCIEC HE
CBSI3aHHBIX C JICYCHHEM) y MAIlMEHTOB C TSKEIBIMU MHGEKIHSIMHU, MOJYyYaBIIUX TUTCHUKIUH.
OO6miasi JeTalbHOCTh Yy MALMEHTOB, MOJIyYaBIIUX TUTEUUKINH, cocTaBmwia 4 % (150/3788),
npenapatsl cpaBHeHUs — 3 % (110/3646), pa3HuIla OTHOCUTEIBLHOTO PUCKA JIETAIBHOTO UCX0a —
0,6 % (moBepurensHbId nHTEpBaAT (JJN): 0,1-1,2). [IpuunHbl MOBBIIIEHUS 00IIEH TETATEHOCTH Y

ManucHTOB, IMOJNTYyYaBIIWX TUICHUKIIMH, HC YCTAHOBJICHBI. B OejaoM JICTAJIBHBIC HMCXOABI OBLIH

10




COOTBETCTBYET QKCNEPTHOMY QOTHETY
ot 29.08.2022 N2 20175
pe3yIbTaToOM YXYAUICHWS TCUYCHUs WH(CKLH, OCIONHOHIH |HHQCKIMH K |COMYTETBYIOMIHX

3200J1€BaHUM.

eTu
JlanHble NpUMEHEHHUs] TUTELUKIMHA Y JeTed OrpaHuyeHbl IBYMS (PapMaKOKMHETUYECKUMU
UCCJIEIOBAHUSIMU U OJHHMM OTKDBITHIM KIMHMYECKUM HCCIEAOBaHHEM Ha HEOONbIION Tpyme
neteil. HOBBIX MM HEOXUJTAHHBIX JAHHBIX MO 0€30MacHOCTH Mpenapara B 3TUX HCCIEIOBAHUIX
HE OBLJIO BBISBIICHO.

B oTkpeiTOM (papMakOKHHETHYECKOM HCCICAOBAaHUU C OJHOKPATHOM ACKAJlallMed 103bI
0€30MacHOCTh TUTEIMKINHA HCCIeqoBaach Ha 25 TalMeHTax JAETCKOTro Bo3pacta (oT 8 10
16 net), KoTOphle HENaBHO NepeHecau HHpekunonHoe 3adoneBanue. [Ipoduns HexenaTeaIbHBIX
peakiuii y neteil ObUT B IIETIOM CXO0XK C TAKOBBIM Y B3POCIIBIX.

be3omacHoCTh THUTENUKIMHA OblIa TaKKe HCCIeoBaHA Ha 58 MaIMeHTax JEeTCKOro BO3pacTa
(8=11 nmer) ¢ OCHOXKHEHHBIMH HWH(PEKIUSIMH KOXHM M MITKUX TkaHed (15 mamueHToB),
OCIIO’)KHEHHBIMH HMHTpaabJJOMUHATBHBIMU HHMEKIusIMH (24 manueHTa) Wi BHEOOTHHHYHOM
nHeBMoHueH (19 marmenTtoB). IIpoduns HexenaTenbHBIX peakuuil y 3TUX 58 MalMeHTOB ObLI
TaKUM e, KaK W Yy B3pOCIBIX, 3a HCKIIOYeHHEeM TOIHOTH (48,3 %), pBoTHl (46,6 %) U
MOBBILICHUS YPOBHS JIMMA3bl B I1a3Me KpoBH (6,9 %), KOTOpble OTMeUaIiCh y AeTel Yalle, 4ueM y

B3POCIIBIX.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHbBIX PCAKIINAX

BaxxHo co001m1aTh 0 Mo03peBaeMbIX HeKeNaTeIbHBIX PEaKIUsIX MOCIIe PETUCTPalliy IIpernapaTta ¢
Henbl0  O0eCHeueHHs HEMPEepbIBHOTO MOHUTOPUHTA COOTHOIICHUS «IOJb3a — PHUCK»
JIEKapCTBEHHOTO Mpenapara. MeauIMHCKUM pabOTHUKAM PEKOMEHYeTCsl COOOIIaTh O JIIOOBIX
MI0JI03PEBACMBIX HEXeNaTeIbHBIX pPEeaKkIUsaX JEKapCTBEHHOTO IpernapaTa 4yepe3 HallMOHAJIbHbIC
CUCTEMBl COOOIIEHMSI O HEXeNaTeIbHBbIX peakIUsiX TOoCyIapcTB — wWieHOB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccniickas @enepanvs

109012, r. Mocksa, CriaBsiHCKasl IIiomiaab, 1. 4, crpoenue 1

®denepanbHas cinyx0a mo Haa3opy B chepe 3apaBooxpanenus (POC3IPABHA/JI30P)

Tenedon: +7 (499) 578-02-63

MHuorokananbHbii Tenedon: +7 (499) 578-06-70

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Anpec B uHTepHETE: Www.roszdravnadzor.gov.ru
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(NOCNEOOBATENEHOCTE 0001)

4.9. Ilepeno3npoBka
He ommcana. BHyTprBeHHOE BBelIeHHE TUICIMKINHA 30POBBIM J100poBoibiaM B go3e 300 mr
npu 60-MUHYTHOH POJODKUTEIBHOCTH BBEACHUS MIPUBOIIIIO K YYAIICHHIO TOIIHOTH M PBOTHL.

['emonanu3 He oOecTieunBaET yJaleHUs TUTCIIUKINHA.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTUUYECKas Tpymmna: AHTHOAKTEpUANbHBIE CpPEJICTBa CHCTEMHOIO JICHCTBUS,

TETPALUKIINHBIL.
Koo ATX: JO1AA12

MexaHu3M IeHCTBUS

AHTHOMOTUK TUIeLMKIIMH MPUHAJICKUT K KJIACCY MNIMLUMILUKIMHOB, CTPYKTYPHO CXOJHOMY C
TeTpanukiInHamMu. MHrubupyer tpancisauuio Oenka y Oakrepwii 3a cuer cBsi3biBaHus ¢ 30S-
cyobenuuuLeil puOOCOMbI M OJOKMPOBAaHUS MPOHUKHOBEHHs MosieKyn amuHoarmi-TPHK Ha
A-caliT puOOCOMBI, YTO MPENATCTBYET BKIIOUEHUI0 AMHUHOKHCIOTHBIX OCTaTKOB B pacTyILUe

MENTUIHBIE LIENH.

CuuTaercs, 4TO TUTCHHUKINH 00JamaeT OakTepuocTaTUYecKuMH cBoicTBamu. I[lpu 4-kpatHoii
MUHUMAIBHON TonaBisitonieit kormnentpanuu (MIIK) turenukinmaa HaOIIOAANIOCh YMEHBIIICHHE
Ha J[Ba MOpsAKa yuciaa KoJoHui Enterococcus spp., Staphylococcus aureus n Escherichia coli.

MexaHu3M pa3BUTHS YCTOMYHUBOCTHU

TI/IFGI_II/IKJII/IH MOKET HpeO,Z[O.HeBaTB aBa OCHOBHBIX MEXaHHU3Ma pe3I/ICTeHTHOCTI/I
MHUKPOOPIaHU3MOB, HAOIIOAaEMbIX B OTHOLICHUU TETPAIMKIMHOB: PHOOCOMANBHYIO 3aLIUTY H
AKTHUBHOE BBIBEJCHHE.

Bbuta IpoIeMOHCTpHUPOBaHA TIEPEKPECTHAS PE3UCTEHTHOCTh MKy TUTCIIHMKIMH ¥ MUHOITUKITHH
PE3UCTEHTHBIMU U30JIATaMu B rTpymnne Enterobacteriaceae, omnocpenoBanHas 3G IIOKCHBIMU
HacocaMy, O0OECTIeYHBAIOIIMMH MHO>KECTBEHHYIO JIGKAPCTBEHHYIO YCTOHYMBOCTH. OTCYTCTBYET
MepPeKpecTHass PE3UCTCHTHOCTh, 0OOCHOBAHHAS MUIICHBIO JICHCTBHUS, MEKIY THTCIUKIUHOM H
OONBIIMHCTBOM KJIACCOB aHTHOHMOTHKOB.

TUrenUKIMH MOABEPraeTCs BO3JIECHCTBUIO XPOMOCOMATBHBIX PQIFOKCHBIX HACOCOB Proteeae n

Pseudomonas aeruginosa. B 1enom, MUKpOOpPTaHU3MBI, MpHHAUICKAINE K rpynne Proteeae

12
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(Proteus spp., Providencia spp. u Morganellafspp.), MGHeS)HYBEIBITE/LHB K| THT QUHKITIHY) YoM

npyrue npexacraButenu Enterobacteriaceae. 11oHMKEHHass 4yBCTBUTENBHOCTH MPEACTABHTEICH
00enx TpyYII K TUTCIUKINHY 00yCIOBIIEHA CBEPXIKCIIPECCHEH reHa HecTIeU(PHUIHOTO aKTUBHOTO
BbIBesieHUs AcrAB. OnmcaHa moHWXKEHHAs YyBCTBUTEIBLHOCTh K TUTCHUKINHY U Acinetobacter

baumannii.

Kourpoabusie 3Hauennsg MIIK

Hwuxe nepeuncnensl koHTposbHble 3HaueHuss MIIK, ycranoBnennelie EBpormeiickoit paboueit
TPYIIION TTO TECTUPOBAHUIO YyBCTBUTENBbHOCTH K anTHONOTHKaM (EUCAST).

Staphylococcus spp. S <0,5 mr/m u R >0,5 mr/n (S — uyBcTBUTENBHBIE, R — pEe3UCTEHTHHIC);
Streptococcus spp., kpome S. pneumoniae S <0,25 mr/n u R >0,5 mr/i;

Enterococcus spp. S <0,25 mr/a u R >0,5 mr/i;

Enterobacteriaceae S <I™ mr/n u R >2 mr/n;

Bue 3aBucumoctu oT Buaa Bo30yautens S <0,25 mr/n u R >0,5 mr/m.

) OTmeueHa cHUKEHHAs aKTMBHOCTH TUTELHUKIMHA in Vitro npotus Proteus, Providencia w
Morganella spp.

TurenukiuH aoka3ain CBO 3(G(EKTUBHOCTh I JICYCHHS HHTPAadJOMUHAIBHBIX WH(MEKITUH,
BBI3BAHHBIX  aHa’pOOHBIMH  OakTepusiMu,  He3aBucMMO  OoT  mokasarenmeir  MIIK,
(dapMakOKUHETUYECKHNX/(hapMaKOAUMHAMUUECKUX TapaMeTpoB. B CBs3M ¢ BBIIIECKa3aHHBIM
KoHTposbHble 3HaueHnus MIIK He nmpencrasiensl. Cnenyer oTMEeTUTh MKMpokuil quanazon MIIK
TUTELMKJIMHA A1 MUKPOOPTaHU3MOB, MPHUHAUISKAIMX K poaaM Bacteroides u Clostridium, B
psize caydaeB IPEBbIIIAIONINE 2 MI/JI.

NmMetoTcss mumib OrpaHUYCHHBIE JAaHHBIE O KIMHUYECKOW 3(PPEKTUBHOCTH TUTCHHUKIMHA IPHU
OYHTEPOKOKKOBBIX MH(EKIUsx. TeM He MeHee, IMoKa3aHa IMOJIOKHUTENbHAS Peaklus Ha JICUYCHHE

TUTEIUKIMHOM TTOJIUMUKPOOHBIX MHTPAA0JOMUHAIBHBIX MH(EKITHA.

YyBCTBUTEILHOCTD

PacripocTpaHeHHOCTh MPUOOPETEHHOW YCTOMYMBOCTH Y OTIENBHBIX BHUIOB OAKTEPHl MOMKET

BapbHUPOBATh B 3aBUCUMOCTH OT BPEMEHH U TeorpapuuecKoro NoJ0KEeHHUS.

qyecmeumemmocmza MUKPOOP2AHU3MOE K MUceYUKITUHRY

YyBCTBHUTEIbHBIE K TUHTEHUKJINHY MUKDPOOPraHU3MbI

I'pamMriosiokuTeIbHBIE 23DOOLI:
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Enterococcus spp.t (NOCNEOCBATENBHOCTE 0001)

1
(LN

Enterococcus avium

Enterococcus casseliflavus

Enterococcus faecalis* (Bkmoudasi 4yBCTBUTEIbHBIC K BAHKOMHITUHY IIITAMMBI)

Enterococcus faecalis (BkITt0uasi pe3UCTEHTHBIC K BAHKOMUIIMHY IIITAMMBI)

Enterococcus gallinarum

Staphylococcus aureus™ (BKIOYasi METUIIMJUTMH-9YBCTBUTEIHHBIC W PE3UCTEHTHBIC IITAMMBI)
Staphylococcus  epidermidis (BKJIIO4asi METUIWIJIMH-UYBCTBUTEIIbHBIE M PE3UCTCHTHBIC
HITAMMBI )

Staphylococcus haemolyticus

Streptococcus agalactiae™

I'pynmna Streptococcus anginosus* (Bxmrodas S. anginosus, S. intermedius u S. constellatus)
Streptococcus pyogenes™

Streptococcus pneumoniae™® (IEHUIIUJUTMH-IYBCTBUTEIHHBIC IIITAMMBI )

I'pynina Streptococci viridans

I'pamoTpHuItaTeIsLHbBIE a9POOLL:

Aeromonas hydrophilia
Citrobacter freundii*
Citrobacter koseri
Escherichia coli*
Haemophilus influenzae*
Haemophilus parainfluenzae
Klebsiella oxytoca*

Legionella pneumophila*

AHa’pOOBbL:

Clostridium perfringens’*
Peptostreptococcus Sppf
Peptostreptococcus micros’ *

Prevotella spp.

Buabl, v KOTOPLIX BO3MOKHO PA3BUTHE IPHOOPETEHHOH YCTOWYNBOCTH

I'pamoTpuLIaTENBLHBIE 23DO0BL:

Acinetobacter baumannii
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Burkholderia cepacia (MOCNEOOBATENEHOCTE 0001)

Enterobacter aerogenes
Enterobacter cloacae™
Klebsiella pneumoniae™
Morganella morganii
Providencia spp.

Proteus spp.

Serratia marcescens
Stenotrophomonas maltophilia

AHa’pOOBbL:

Bacteroides fragilis group’

Muxkpoopranu3mbl, 00J1aJA101IHE IPUPOTHON VCTOMYNBOCTLIO:

I'pamoTpuLIaTENBLHBIE 23DO0BL:

Pseudomonas aeruginosa

* BU/bI, IO OTHOIICHHWIO K KOTOPBIM B KIMHHUYCCKHX HCCICAOBAHUAX IMPOACMOHCTpHUPOBaHA
YAOBJICTBOPUTCIIbHAA aKTUBHOCTD.

T em. Boime mozpasaen «KonTponbHble 3Hauenns MITKy.

t ceponorus.

5.2. ®DapmakoKHHeTHYECKHE CBOMCTBA

AOGcopOnus

[TockONIBbKY TUTEUUKIMH BBOAST BHYTPUBEHHO, OH XapakTepusyercs 100 % OHOZOCTYIHOCTBIO.

Pacnpenenenue

[Tpu konnentparusax ot 0,1 7o 1,0 MKI/MJI CBA3BIBAaHUE TUTEIUKIIMHA ¢ OCJIKaMH TUTa3MBI in Vitro
BapbupyeT npubnuzutensHo ot 71 % g0 89 %. B ¢dapmakoknHETHYECKMX HCCIENOBAHUAX Y
YKUBOTHBIX U JIFOJICH MOKA3aHO, YTO TUTCHUKIIUH OBICTPO pactpeeNsieTcs B TKaHsIX.

B opranusme uenoBeka paBHOBECHBIH 00bEeM paclpeAeseHus THreuKiInHa coctaBui ot 500 1o
700 1 (7-9 n/KT), 4TO MOATBEPKIAET SKCTCHCUBHOE pacipeiesieHne TUTCIUKINHA 3a TIpeiesiaMu
IJ1a3Mbl M HAKOIUJIEHUE €0 B TKAHSX.

JlaHHBIE O CIIOCOOHOCTHM THUTEIMKIMHA TPOHMKATH 4epe3 reMaTod’Huedamnueckuii 6aprep B

OpTraHru3Me 4CJIOBCKA OTCYTCTBYIOT.

PaBHoBecHas makcumanbHasi KOHUEHTPAUUS (Cssmax) TUTEHMKIMHA B TUIa3Me€ KPOBU COCTaBMIIA

866+233 ur/mn npu 30-MuHYTHBIX HHOY3UAX U 634+97 Hr/Mi npu 60-MUHYTHBIX HUH]Y3HUIX.
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COOTBETCTBYET SKCNEFTHOMY OTHETY
ot 29.08.2022 N2 20175
Ilnomans nmox kpuBoil «koHueHTpauus-BpeNsD» (AUQG)egs gocmapung (23494850 Trroyac/pmi.

Buorpancdopmarus

B cpennem, menee 20 % TurenukivHa moaBepraercs meradonusmy. OCHOBHBIM BEIIECTBOM,
0OHapy)XCHHBIM B MOYE WM KaJjie, ObI HECM3MEHEHHBIM THUTCIHMKINH, OJHAKO OBLIN OOHAPYKEHBI
TaK)Ke TIIOKYPOHU, N-alleTHIIbHBII METa0OIUT U SITUMEDP TUTELIMKIINHA.

TureuukIMH HE TMOJABIAET MeTaboNHM3M, OMOCPEAOBAHHBIM  CIEAYIONUMHU  IIECTHIO
uzopepmentamu uroxpoma P450 (CYP): 1A2, 2C8, 2C9, 2C19, 2D6 u 3A4.

Turenuknaun He okasbsiBaa HAJI® 3aBucumocts B nogasiaeanu CYP2C9, CYP2C19, CYP2D6 u
CYP3A, w3 dYero MOXHO 3aKJIIOYUTh OTCYTCTBHE HEOOpaTUMOTO WHTHOMTOpA OSTHUX

U30(epMEHTOB.

DIMMUHALUSA

OtmeueHo, uTo 59 % Ha3HauE€HHOM 103l BHIBOAUTCS Yepe3 KUIIEYHUK (TIpU 3TOM OO0JIbIlas 4yacThb
HEU3MEHEHHOT0 TUTeIIMKIMHA [TOCTYIAET B XKeub), a 33 % BBIBOIUTCS TOYKAMHU.
JononHuTenbHbIE TYTH BBIBEACHUS — TJIIOKYPOHUAAIMS U JKCKPELUHs HEU3MEHEHHOTO
TUTELUKIIMHA TOYKAMH.

OO0mmii KIMPEHC TUTCNHMKINHA TOoCiIe BHYTPUBEHHOW WHOY3um coctaBiser 24 m/gac. Ha
MOYEYHBIN KIMpPEHC Npuxoautcs npudnusutensHo 13 % ot obmero kinupeHnca. TUreUKINH
XapaKkTEepU3yeTcsl  MOJMAIKCIOHEHIMAIbHBIM  BBIBEACHHUEM U3  CBIBOPOTKH,  CPEAHHI
TEPMUHAJBHBIN TEPUOJ TOJIYBBIBEECHUS M3 CBHIBOPOTKM MOCJE Ha3HAYEHUsT MOBTOPHBIX 03
cocraBisieT 42 yaca, OJHAKO HAONIOAAIOTCS 3HAUMTEIbHBIC WHAWBHIyalbHbIE pa3iauuusd. B
UCCIIEIOBAHUSIX in Vitro C WCIOJBb30BAHUEM KIETOYHOW JIMHUM C THUIEPIPOIyKIHeH
P-rnukomnporenHa ObUIO YCTAaHOBIIEHO, YTO TUTCLIMKIIMH SIBIISIETCS CyOCTpaToM P-rimkonporenHa.
Bo3MoxHBIM  BKJIaJ  TPaHCIOPTA, OINOCPENOBAHHOIO P-IIIMKONPOTEMHOM, B  JIEUCTBHUE

THUI'CIIUKJIMHA HCU3BCCTCH.

IleueHOYHAS HEAOCTATOYHOCTD

VY mauueHToB C JIETKUMH HApYIICHUSMH (DYHKIUH TME4YeHH (apMaKOKMHETUYECKUH MPOQHIIh
OJIHOKPATHOM /03Bl TUTEIUKINHA He u3MeHseTcsi. OIHAKO y MAIMEHTOB CO CPEIHETSIKEIBIMHU H
TSOKETBIMH HapymieHusMu pyHkiuu nedenn (kiaacc B m C mo knmaccudukanuu Yaina-I1sio)
0o0mUi KIMPEHC TUTCHHMKINHA ObUT CHIKEH Ha 25 % u 55 %, a mepuon moayBBIBEICHHS

yBenuueH Ha 23 % u 43 % cCOOTBETCTBEHHO.
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 29.08.2022 N2 20175
Iloyeynas HEJIOCTATOYHOCT (NOCNEOOBATENEHOCTE 0001)

Y mnanmueHToB ¢ IMOYEYHOW HEAOCTAaTOYHOCTBIO (KJIMpEeHC KpearnHuHa <30 MI/MUH)
(dbapMakOKMHETHUECKUN TPOGUIH OTHOKPATHON 03Bl TUTCIIMKIMHA HE U3MEHSIICS, B TOM YHUCIIE
1 Ha (oHEe reMoAran3a. Y MAIMEHTOB C TSHKEIONW moueyHo HemoctatouHoCcThio AUC Oblia Ha

30 % Oounblile, 4eM y MAMEHTOB ¢ HOPMaJIbHON MOYEUHOHN (YHKIIHEH.

JInna mosKmjioro Bo3pacra

q)apMaKOKI/IHGTI/IKa TUTCHHUKIIMHA Y MOXWJIBIX B HCJIOM HC OTIIMYAJIIACh OT APYIrUX BO3PACTHBLIX

TPy
IMon
KJII/IHI/I‘-IGCKI/I 3HAYHUMBIC pasnnqml KnnpeHca TUTCIIUKIINHA y My)K‘II/IH U JXKCHIIWUH HC

YCTAHOBJICHBI.

Paca

Kinpenc turenykinHa He 3aBUCUT OT Pachl.

Macca Tena

Knupenc, B Tom yucine HoOpMaIn30BaHHBIN 10 Macce Tena, 1 AUC 3aMeTHO HE pa3iuyaiuch y
MalMEHTOB C pa3HOM MAaccoM Tena, B TOM YMCIIE MpeBblmaronen 125 kr. Y naiueHToB ¢ Mmaccou
tena Oonee 125 kr Benuunmaa AUC Obuta Ha 25 % Huxe. [laHHBIC O MalMeHTaX ¢ Maccoul Teia

6onee 140 Kr OTCYTCTBYIOT.

5.3. JlaHHbIe JOKJIUHNYECKOH 0€30MacHOCTH

B JOKIMHUYECKHX MCCIEN0BAaHUAX 0e30macHocTH *C-MedeHbI TUTEHMKIMH MPOHUKAT Yepes
IUTAIIGHTY W OOHApYXHBAJICA B TKaHAX IUIOAQ, B TOM YHCIIE B KOCTHOH TKaHU. Y KpBIC H
KPOJIMKOB HAaO0JII0/1aJIoCh HEOOMBIIOE CHIKCHHE MACChI IJI0JIa M TOBBIIICHHE YaCTOTHI MAallbIX
aHOMAJIMI pa3BUTHUA CKeleTa (3aJep)kka occu(UKanuy KOcTeil) mpyu Ha3HAUYE€HUU TUTEIUKIMHA
IPU SKCIO3UIIMU, MPEBBIIABIICH 3KCHO3UIMIO Y YEJIOBEKa MPU MPUMEHEHUHU CYTOYHOU J103bI
npermapata B 4,7 u 1,1 pa3, ocHoBeiBasch Ha 3kcno3uiuu (AUC) y Kpbic ¥ KpPOJHUKOB

cooTBeTcTBEHHO. He oOHapy»eHo TepaToreHHoro 3¢ ¢ekra TUreuKINHA Y KPBIC WK KPOJIUKOB.

6. PAPMAIIEBTUUYECKHUE CBOVICTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

JlakTO3BI MOHOTHAPAT
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COOTBETCTBYET QKCNEPTHOMY OTYETY
ot 29.08.2022 Ne 20175
1 M pactBop Hatpust ruapokenza (st koppekinn pH) (Mo NE NOBATENEHOCTE 0001)

5,

1 M pacTBOp XJIOPHUCTOBOIOPOAHOM KUCIOTHI (A1 Koppekuuu pH)

6.2. HecoBMecTHUMOCTE
JlaHHBINA JIEKApCTBEHHBIM TIperapar He CIeAyeT CMENIUBaTh C JPYTHMH JICKapCTBCHHBIMHU

npernaparamu, 3a UCKIIOUYEHUEM YIOMSHYTHIX B pasjeie 6.6.

[Ipu npumenenun uepe3 T-oOpasuelni karerep npenapat TUI'ELHUMKJIMH necoBmecTum c
amdorepumHoM B, amdorepunimHom B nmmocomanbHbBIM, AMazenamMoM, 330MENpazoyioM H

OMCIIPa3ojIoM.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

.HI/IOd)I/IJII/I3aT JJIA TIPUTOTOBJICHHU A KOHIICHTPATA JJIA MIPUT'OTOBJICHUA PACTBOPA AJIA I/IHd)V3HI>'I

2 rona.

KoHIIEHTpAT ¥ OPUTOTOBIEHHBIA pacTBOD Ul nHG y3Ui

MoryT XpaHuUThCS TpH KOMHaTHOM Temmeparype (He Bbime 25 °C) He Oonee 24 dyacos
(KOoHLIEHTpAT — BO (pyIakOHE 0 6 YacoB, OCTaBILEECs BPeMs — B BHJI€ IPUTOTOBICHHOTO PacTBOpa
s uHQy3uit). B ciydae, ecnim Temmeparypa xpaHeHus Bbime 25 °C, KOHIEHTpAT CledyeT
UCIIONIb30BaTh HeMemIeHHo. Cpa3y nocie pa3BelleHHs KOHLeHTpaTa ¢ nomoibio 0,9 % pactBopa
HaTpus xjuopuaa win 5 % pacTBOpa AEKCTPO3bl I UHBEKIUH, WU pacTBOpa PuHrepa makrar
MPUTOTOBIICHHBIA PAcTBOP AJsi MH(PY3UU MOKET XPAaHUTHCS B XOJOIWIBHHUKE MIPU TEMIIEpaType

ot 2 1o 8 °C ne Oomnee 48 yacos.
6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPH XPAHEHU U

Xpanuth 1ipu Temmneparype Huxe 25 °C. XpaHuTh B OpUTHHAIBHOM YIIAaKOBKE (TTauke/KOpoOKe).

VcnoBust XpaHeHHsT MOCJIE BOCCTAHOBIICHMS JIEKAPCTBEHHOTO IIpenapara cM. B pazzene 6.3.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH

[To 50 Mr neiicTByIOIIEro BemecTBa BO (JIaKOHBI OECIIBETHOTO CTEKJA 1-TO THAPOJIMTHYECKOTO
KJ1acca BMeCcTUMOCTbi0 6 My, 10 mu wim 13,5 M1, repMETUYHO YKYNOPEHHBIE PE3UHOBBIMU
OpOMO-O0YTHIIOBBEIMH MPOOKAMU M 00KaThIe KOJIMaYKaMi KOMOMHUPOBAHHBIMHE (U3 aTFOMUHUEBOM
(OJBIY U MIACTMACCOBBIX KPBIIIEK U3 MOJUIPOIUICHA).

1, 5 umu 10 ¢rakoHOB C TpemapaToM BMECTE C MHCTPYKIIMEH MO MEAUIIMHCKOMY MPUMEHEHUIO

(JTMCTOK-BKJIABIIT) TIOMEIIAIOT B TTAYKy U3 KapTOHA.
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COOTBETCTBYET QKCNEPTHOMY QOTYETY
ot 2008 2022 N2 20175
10, 50 ¢makoHOB ¢ mpenapaToM ¢ NPUIOKEHHEM UHCTYKUMH] [10] MEIHIIEHCKONY, IIPUMRHEHHIO

(JTMCTOK-BKJIAMIBINI) B KOJMYECTBE, PABHOM KOJUYECTBY (DIIAKOHOB, MOMEIIAIOT B KOPOOKY W3

KapTOHa (7Sl CTallHOHAPOB).

6.6. OcoOble Mepbl TNPETOCTOPOKHOCTH TNPH  YHHUYTOXKEHHMHM  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpenapara MJIH  OTX0A0B, MNOJYYEHHBIX IOcjde TPHUMEHeHHs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUMYJIALIUHU ¢ PenapaToM

WHCcTpYKINS 0 NPUTOTOBICHUIO PACTBOPA M BBEJICHUIO Ipenapara

Ilpuecomosnenue

Ilepen npumeHeHueM cieAyeT BOCCTAaHOBUTh COJACPKHMOE Kaxaoro ¢uiakoHa Ipenapara
TUT'EHUKJINH ¢ nomombio 0,9 % pactBopa Hatpusi xjopuaa uid 5 % pacTBopa JAEKCTPO3BI
JUIslL UHBEKIUH, WM pacTBopa PuHrepa mnakrat B KoaumdectBe 5,3 M i NOJIy4YEHUS
KOHIIGHTpaTa C KOHIEHTpainuend TturenukiauHa 10 mr/mi. drakoH OCTOPOKHO BpAIIAIOT [0
IIOJIHOT'O PaCTBOPEHUS TIperapara.

5 MII KOHIIEHTpaTa MEepPeHOCAT BO (DJIAKOH C pacTBOpPOM Uit MHQPY3ui eMkocTbio 100 mur (s
10361 100 Mr HeoOXOAMMO B35ATh KOHLEHTpPAT U3 2 (hIakoHOB, Ui 103bI 50 MI' — W3 OJHOTO
(rakoHa). MakcumalibHasi KOHIEHTpalKs KOHEYHOTO pacTBOpa JUlsl BHYTPUBEHHON MHQY3UU HE
JIOJDKHA MpeBbIIaTh 1 Mr/min.

Konyenmpam: npo3payHblii OT KEIATOrO 0 OPAHXKEBOT'O LiBETa pacTBOp. Eciau pactBop nmMeer
JpYrodl LBET WM B HEM OIPENEISAIOTCS BHIMMBIE BKJIIOYEHMS, €r0 HCIOJIb30BAaHUE HE

JIOTTyCKaeTCsl.

Beeoenue

[penapar TUT'ELIUKIIMH BBOAWTCS BHYTPUBEHHO 4Yepe3 OTIACIbHYIO MH(Y3MOHHYIO CHCTEMY
win uepe3 T-oOpassbiii katerep. Eciaum BHYTpUBEHHBIH KaTeTep HMCIOJIB3YETCS UL
II0CJIEIOBATEIbHOTO BBEACHUS HECKOJIBKMX JIEKAPCTBEHHBIX IIPENapaToB €ro HEoO0XOAUMO
npoMbITh nepea uHdysueir npenapara TUTELIUKIIMH ¢ momoursio 0,9 % pactBOpa HaTpus
xjaopuna, 5 % pacTBopa AEKCTPO3bl AN WMHBEKIMH WM pacTBopa Punrepa nakrar. I[lpu
NpOBEICHUN UHQPY3UU CJEIyeT YYUThIBATh HECOBMECTHMOCTh THUIEIHMKINHA C JPYTUMH
npenaparamu (pasuen 6.2).

CoOBMECTHMOCTL € JICKAPCTBECHHBEIMH IIpenapaTaMyd M PacTBOPHUTEISIMU IPU OJHOBPEMEHHOM

BBEJICHUU
[Ipenapar TUTELUKIIMH coBmectum ¢ 0,9 % pactBopoM HaTpusi xjopuaa, 5 % pacTBopom

JEKCTPO3bI IS MHBEKIMI WM pacTBOpoM Punrepa makrart. [lpu BBenenun vepes T-oOpa3Hblit

19



COOTBETCTBYET QKCNEPTHOMY QOTHETY
ot 29.08.2022 N2 20175
karerep npenapat TUIEHIUKIINH, pactBopehinbiit B 04 % pagTBope HITPFLL X IOPHAR, W) 3 7o

PacTBOPC ACKCTPO3bI JIA I/IH’beKI_[I/II\/’I, COBMCCTHUM C aMHUKaIlMUHOM, I[O6yTaMI/IHOM, JOITaMHHOM,
TCHTAMUIIUHOM, TaJIONCPUI0JIOM, PAaCTBOPOM PHHFGpa JIAKTaT, JJUAOKAWHOM, MCTOKJIOIIPAMUJI0M,
MOp(GUHOM, HOpPINMUHEPPUHOM, MHUIEPANUIUTMHOM/Ta300aKTaMOM  (JIeKapcTBEeHHass ¢dopma,
comepxarias dTWieHauamuHTeTpaanerat — OJ[TA), kamus xjgopuaom, mpornodosiom,

PaHUTUIMHOM, TEOQUIITUHOM M TOOPAMULITHOM.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Poccuiickas @enepanus

000 (ITPOMOMEJ PYC»

129090, r. Mocksa, npocriektr Mupa, nom 13, ctpoerne 1, opuc 13
Ten.: +7 (495) 640-25-28

E-mail: reception@promo-med.ru

7.1. IlpeacTaBuTe/Nb JEpsKATEs] PETHCTPALMOHHOIO YI0CTOBEPEHHA

IIperen3uun norpedbuTeeil cueayeT HanpaBiIsaTh [0 aJIPECY:

Poccuiickas @enepanus

000 «I[TPOMOME/]] PYC»

129090, r. Mocksa, npocriektr Mupa, nom 13, ctpoerne 1, opuc 13
Ten.: +7 (495) 640-25-28

E-mail: reception@promo-med.ru

Kpyrinocyrounsrii TenedoH ropsueii InHaun GpapMaKkoHaa30pa:

8-800-777-86-04 (6ecmiaTtHoO)

8. HOMEP PETUCTPAIMOHHOTI'O YAOCTOBEPEHHUA

9. TATA NEPBUYHOM PETMCTPAIIMA (MOATBEPXKJIEHWSA PETMCTPAILIMU,
HEPEPETUCTPAIIUN)

JlaTa nmepBoii perucTpaiuu:

10. JATA IIEPECMOTPA TEKCTA
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OO0mass  xapakTEepUCTHUKA JICKAPCTBEHHOTO

COOTBETCTEYET GRCIHTEFTHOMY OTYE
atT 28 08 2022 M2 20175
npenappga (| TATERUKAVH 1 caocmymsa; 1 Ha

Iy

uHPOpMAlMOHHOM TopTanie EBpa3uiickoro 53KOHOMHUYECKOTO COH3a B HH(OPMAIIMOHHO-

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

21




