MUHUCTEPCTBO 3/IPABOOXPAHEHMU S
POCCHMCKOMH ®EJIEPAIIMA
WHCTPYKLMS [10 MEJIMIIUHCKOMY ITPUMEHEHUIO
JIEKAPCTBEHHOI'O ITPETTAPATA

Iwrpurab® | MHH3IIPAB POCCHH
Perucrpauuonnblii Homep: JII1-002823 J O "OOVC oné’ 1501210
Toprosoe HanMeHOBaHHE. DMTPUTAO® cor 'lALUb A H!

MesKIyHApOIHOE HeNATEeHTOBAHHOE HAMMEHOBAHHE! 3MTpni1ﬂTa6uH o
JlekapcTBennas ¢opma: TabIeTKH, HOKPHITHIC MICHOYHOH 000104KOM
Onucanue

Tab6eTKH, OKPHITHIE IULIEHOYHON 0060JI0YKOi OBATbHBIC, ABOAKOBBITYKIIBIE HEI0r0 MM MOYTH
6enoro nsera. Ha nonepeunom paspese tabnerka 6e10ro uim 6€10ro ¢ KeITOBAaTbIM OTTEHKOM
1BETA.

Cocras

eiicmeyrouiee eeugecmeo:

OMTpuLHTaObUH 200 Mr

Bcnomozamenwnvle seugecmea:

SApo: Kpaxmai NpexenaTHHU3MPOBAHHBIA - 12,0 MI, KpEeMHHS MOKCH/I KOJUIOM/IHBIA (a9POCHII
mapka A-300) - 2,0 Mr, KpockapMeIuio3a HaTpus - 12,0 mr, nakro3a - 118,0 mMr, MaruHus creapar -
4,0 Mr, 11eJUT0103a MUKpOKpHCTaLTHueckas - 40,0 mr.

[IneHoynas 060j104Ka: TIHMAPOKCHIPONMIMETHILELI0N03a (runpomemniosa) - 8,7  Mr,

kormoBu0H - 0,3 Mr, Makporos 6000 - 1,74 mr, Tansk - 0,3 Mr, THTaHa qUoKcu] - 0,96 Mr.
dapmakoTepaneBTHYeCKasi rpynna: nporusosupycaoe [BUY] cpexncrso.

Kox ATX: JOSAF09

®apMaKoJ0rH4ecKHe CBOHCTBA

Dapmakodunamuka

OMTPUIUTAOMH — 3TO CHHTETMYECKMI HYKJICO3MIHBIA aHANOr UMTHAMHA, pocdopuiampyercs
KJIETOYHBIMH (hEpPMEHTaMH 710 3MTpHUMTabuH 5’-Tpudocdara. DMrpuuuTabun 5’-tpudocdar
MHrMOMpYeT aKTHBHOCTb 0OpaTHOM TpaHckpunrtassl BUY-1, koHKypupys ¢ HaTypajJbHbIM
cyGCTpaTOM 1€30KCHTHIMH 5’ -TprudochaToM M Yepes BKIIOYEHHs B 0Opa3yIoILyOCs BHPYCHYIO
JIHK, uto npHBOAMT K O0OpbIBYy wuemd. IMTpuumTabuH S'-tpudocdar ssisercs cnabbim

uHrHGuTOpOM «, P, €, monumepassl JIHK 1 MutoxonapuanbHo#t y-nonumepasst JHK.



Ilpomueosupycrnas aKkmugHochb

IIpoTHBOBUpYCHAs AKTHBHOCTb IMTPHULMTAOMHA OTHOCHTENBHO JIaDOPATOPHBIX M JOHOPCKUX
mrammoB BUY-1 oleHuBanach Ha KOJOHHMSX KJIETOK JIMM(oOIacTOHI0B (KI€TOYHAS JIMHHUA
MAGI-CCRS) u MoHOHYKJI€apHBIX KiieTok nepudepuyeckoit kpoBu. ECso (ECso- KoHIEHTpanus
npenapata, Heobxoaumas s noaasienus 50% BHpycoB), Haxonmunack B npezenax ot 0,0013 xo
0,64 mxmois (0,0003-0,158 mr/mi).

DMTPUIUTAOUH TIPOSBUI IPOTHBOBHPYCHYIO AKTHMBHOCTH OTHOCHTENIBHO KYJIBTYPhl KIETOK
noxrunoB BUU-1 noarunos A, B, C, D, E, F, G (ECso cocrasuia 0,007-0,075 MKkMOIIB), M OKa3al
BBIOOPOYHOE yrHeTaromlee aeiicTBre Ha HekoTopble mTamMmbl BUY-2 (EC50 cocrasuia 0,007-
1,5 MKMOIIB).

B uccieoBaHMAX KOMOMHALMI NPenapaToB SMTPUIMTAONHA C HYKICO3HIHBIMH HHTHOMTOpaMU
obpaTHO# TpaHCKpunTasbl (aGakaBup, JIAMHBYIHH, CTaBYIMH, 3aJbIUTabMH, 3HIOBYIHH),
HEHYKJICO3HIHBIMM MHrMOMTOpaMH OOpaTHOM TPAaHCKPHNTA3bl (1eNaBUpAMH, 3(aBUpeHs,
HEBHMpAIMH) U HHTHOUTOPaMH IpOTeassl (aMIpeHaBUp, HeMb(GUHABHD, PHTOHABHP, CAKBUHABHD)
HabJII0/1aJICS IOTIOJIHUTEIbHBIA CHHEPIHYECKHH QD QeKT.

IIpOTHBOBMPYCHAs aKTHBHOCTh OMTpHLMTaOMHAa N VIVO u3ydanach B  KIMHHYECKHX
HCCIIEI0BAHUAX, TALIMEHTHI [I0JIy4aIi MOHOTEPAIIHIO SMTPULIMTAOHHOM B 103€ 25- 400 MI' B CYTKH
B Teuenue 10-14 aueit. Habmomancs 10303aBUCHMBIN IPOTHBOBHPYCHBIN 3Q(EKT co cpeIHuM
cumkennem PHK BUU-1 na 1,3 logio B mo3e 25 mr 1 pa3 B cytku 1 Ha 1,7 logio 1 1,9 logio B 103¢
200 Mr oguH WM [Ba pa3a B CyTKH.

Pezucmenmnocmo

U3 KyabTyphbl KJIETOK M iN ViVO OBbUIH BbIAEICHBI IMTPULMTAOMH-pe3ncTeHTHbIE wTammbl BUY.
I'eHOTMIIHYECKHI aHAlW3 ATUX IITAMMOB II0Ka3aj, YTO CHI)KEHHE 4YYBCTBHTECIBHOCTH K
SMTpULMTa6HHY GBUIO CBA3aHO C MyTalueil reHa o0paTHo# Tpanckpunrtassl BUY B kogoue 184,
YTO B CBOIO 0YEPE/Ib MPHBEJIO K 3aMELIEHHI0 aMHHOKHCIIOThI METHOHHHA Ha BAJIMH WJIK U30JICHIIMH
(M184V/I).

DMTpunuTabuH-ycroiunsble mraMMbl BUY Obuin OOHApyKeHbI Y HEKOTOPBIX IAMCHTOB,
NPUHMMABIIMX ~OMTPULUMTAOMH B  MOHOTEpalmMM MIM B KOMOWHAUMM C  JAPYTHMH
AHTHPETPOBUPYCHBIMH TIpenapaTaMu. B KIMHMYECKMX HCCIICJOBAHUAX BHPYCHBIC LITAMMBI Y
37,5% paHee He JICYEHHBIX NMALUMEHTOB C BUPYCOJIOrMYECKOH Heyaauel o0iajann CHHKXECHHOH
YyBCTBUTEIBHOCTBIO K SMTPHLMTAa0MHY. ["€HOTHIIMYECKMIA aHAW3 3THX LITAMMOB I10Ka3al, 4TO
CHIJKCHHE YyBCTBHMTEIBHOCTH K SMTPULHTAaOHHY OBLIO CBA3aHO ¢ MyTamued M184V/I B rene
obparHoii TpanckpunrTassl BUY.

AHanu3 Ha PE3UCTEHTHOCTH BhUIENeHHBIX mrTamMmoB BUY-1 npoBoamics y BCEX NAlMEHTOB €
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TOATBEpIXK/ICHHOi BUpyconoruueckoit neyaadeit (PHK BUY-1 >400 xonwit/mi k Heaene 144 umm
paHee), y4acTBYIOIIMX B KIMHHYECKHX MCCJIEOBAHMAX M IOJY4aBIIMX IMTPHLIUTAOHH,
TeHopoBHp M d(aBupeH3 MO0 3MHOBYAMH/TamuBYIMH M Oddasupens. Haubonee dacto
HaGIIOATHCh MYTALMM PE3UCTEHTHOCTH K 3(aBHPEH3Y, KOIMYECTBO KOTOPHIX OBUIO CXOXHM
MEXKIy TpyNnamu Jedenus. MyTauus aMHHOKHMCIOTHOH 3amensl M184V, accouuupoBaHHas ¢
PE3UCTEHTHOCTBIO K SMTPHULMTa0MHY M JAMHBYIMHY, Habmonamack y 2 u3 19 mauueHTos,
MONYYaBIIMX SMTpULMTaOMH ©u TeHodoBup, u y 10 w3 29 nauMeHToB, IONYYaBIIMX
NaMUBY/IMH/3u0BYMH. Ha OCHOBE CTaHIapTHOrO rE€HOTUIMYECKOrO aHAIM3a HA NMPOTHKCHUH
144-HeaenbHOTo HecaeoBaHuA 934 HU y O/IHOTO NalkKenTa He BbiABieHo MyTanuu BUY-1 K65R.
Ilepexpecmnas peucmenmmuocnts

BhIsiBICHA TEPEKPECTHAs PE3MCTEHTHOCTb K OMNPEECICHHBIM HYKICO3HIHBIM HHIMOMTOpaM
0OpaTHOH TPAHCKPHUNTA3bl. DMTPUIMTAOMH-DE3UCTCHTHBIC ImTamMmbl (M184V/I)  Obum
TEPEKPECTHO PE3UCTEHTHBIE K JIAMUBY/IMHY M 3aJIbLIMTa0MHY, HO COXPAHHIIH YYBCTBHTEILHOCTH
KyJAbTyp KIETOK K AMIAHO3WHY, CTaBYIAMHY, T€HODOBHPY, 3UIOBYAHHY M HEHYKICO3HIHBIM
MHTHOUTOpaM 06paTHON TPAaHCKPHIITA3bl (IeaBUpAHHY, YaBHpeH3y U HeBUpanuHy). HlITamMMel
BUU-1, kotopsie umenan myraumio K65R, BbI3BaHHYIO iN VIVO abakaBUpOM, AMIAHO3HHOM,
TeHO(DOBHUPOM M 3a/ILIUTAGHHOM, TIPOSBIISIIM CHIDKEHHYIO YyBCTBHTEIBHOCT K MHTHOUPYHOLIEMY
NEHCTBHIO SMTpUIMTaOMHA. BuHpychl ¢  MyTauusaMH, TPHBOJAIIMUMH K  CHHDKCHHIO
YyBCTBHTENBHOCTH K CTaByauHy M 3upoByamny (M41L, D67N, K70R, L210W, T215Y/F,
K219Q/E) wm munanosuny (L74V), coXpaHsin 9yBCTBHTEIBHOCTE K SMTpHIMTabuny. BUY-1 ¢
mytamueit K103N, cBA3aHHO# ¢ pe3UCTEHTHOCTBIO K HEHYKJICO3HIHBIM HHTHOUTOpaM 00paTHOM
TPaHCKPHUINITa3bl, ObUIM YyBCTBHTEIbHBI K OMTPHLIMTAOUHY.

dapmakokunemuka

DapMaKOKHHETHYECKUE CBOMCTBA SMTPULMTAONHA OLCHHBATHCH Y 3110POBBIX J0OPOBOJIBLCE H
BUY-unduuuposannbix sui. Ilokasarenn (apMaKOKMHETHKH ObUIM CXOXHMH B JaHHBIX
HOMYJIALHUAX.

Ab6copbyus u buooocmynnocmo

ITocne mnepopaibHOrO BBEAEHHS OMTPHIMTAOMH OBICTPO BCACBIBACTCS, JOCTUras IHKa
KOHIEHTpauuu depes 1 -2 waca. [locie MHOrOKpaTHOro mnepopambHoro mpuema 200 mr
surpuimrabuna 20 BUY-uHOHUMPOBAHHBIMM  MAUMEHTaMH  YCTOHYMBAsA —MaKCHMalbHa
[U1a3MeHHas KoHIeHTpanusa sMTpuimurabuna (Cmax) cocrapider 1,8+0,7 MKI/MI # 1UI0IMa/b MOX
KpHBOil «koHUeHTpauus-Bpems» (AUC) cocraBiser 10,0+3,1 mxr 9/min. Cpenuss ycroiuupas
KOHIIGHTpalMs B Tiasme yepe3 24 uyaca mociae npuéma cocrasuser 0,09 mkr/mui. Ilocne

MHOTOKPAaTHOTO BBEJICHHS SMTPULMTAONHA B Iuana3oHe 103 25-200 Mr papMaKOKHHETHYECKHE
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I0Ka3aTeIH YBEIMYHBAIUCEH IIPOTNIOPLIHOHATIBHO BO3PACTAHUIO [I03BI.

Bnusnue nuwu Ha écacviéanue

[Iumra He OKa3bIBAET 3HAUMMOTO BIMAHUA Ha OHOJOCTYITHOCTh SMTPHIMTaOKMHA.

Pacnpedenenue

Casi3pIBaHHE SMTpUIMTaGHHA ¢ GelKaMu ruia3Mbl desoBeka in Vitro cocrasnser menee 4% u He
3aBHCHT OT KOHILIEHTpAIMH, KoTopas npessimaet npezesst 0,02-200 mxr/mir. CpejiHee OTHOIICHHE
KOHIIGHTpAIIMH TIperiapata B IUIa3Me M KpoBH coctasiser npumepro 1,0. CpepHee OTHOIICHHE
KOHIIEHTPALIMH TIpenapara B CEMEHHOM JXHAKOCTH M TUIa3Me COCTaBISET NpUuMepHO 4,0.
Kaxxyumiics 00beM pacnpeleseHus [0cie BHYTPHBEHHOTO BBEJIEHHA OMTpHUHMTAaOHHA
cocrasisger 1,4 + 0,3 ng/kr, 4TO CBHUJETEILCTBYET O PaCHpOCTPAHEHHH IIperapara I0 BCEMY
OpraHu3My 4epe3 BHYTPH- U BHEKJIETOYHBIE XKHUIKOCTH.

Memabonuzm

B uccienoBanuax in Vitro 6e10 mokasaHo, 4TO 3MTPULMTAONH HE MHTHOMPYET M30(epMEHTHI
cucremel CYP 450. Buotpanchopmanus SMTPHIMTAOHHA BKIIOYAET OKHCICHHE THOJIOBOM
rpynisl ¢ o6pa3oBanueM 3-CyIb)OKCHA JHaCTEPEOMEPOB (IPUMEPHO 9% J103bI) U KOHBIOTALIMIO
C ITIOKYPOHOBO#M KHMCJI0TOM ¢ 0bpasoBanuem 2-O-rmokyponuaa (mpumepHo 4% n03bi). /Ipyrue
MeTaboIUThI He ObUTH HACHTH(UIIMPOBAHBI.

Buigeoenue

Ilocre BBeCHHS PaAMOAKTHBHO MeueHoro 14 -smrpuuuTabuna npumepHo 86% ero BeaeAeTCs
¢ Mouoii ¥ pumepHO 14% - ¢ kanom. 13% BBeneHHOMH 1035l ObLIO 0OHAPYKEHO B MOYE B BHJIC
IPENOIaraeMbIX METabOIHTOB.

TMoueuHbli KIMPEHC SIMTPULIMTaOMHA NPEBBIIIAT KIMPEHC KPEaTUHHHA, YTO CBHAETEIBCTBYET O
KOMOMHHPOBAHHOM /IMMMHALIMM SMTPHUUTAONHA ITyTeM KIIyOOUKOBOH (DHIBTPALlMK ¥ aKTHBHOH
KaHAIILIEBOH CeKpelMn. BO3MOXHBI KOHKYPECHTHBIE B3aMMOOTHOLIEHHS 3a MIOYEYHBIH KIHPCHC C
JPYTMMH COEANHEHUSMHU, KOTOPhIE TAKXKE BHIBOAATCS [OYKAMH.

O6uas cKopocTh BbiBeAeHHs dMTpunMTabuna coctapiaser 307 mu/muu. Ilocne mepopaabHOro
IIpHEMa MEPHOJ MOTYBBIBECHHS IMTPUIMTaOHHA cocTaBisieT okono 10 Jacos.
DapMaKoOKUHEMUKA 8 0COOBIX 2PYRNAX NAUUEHM 08

Ilon

MdapMaKOKHHEYHYECKUE IOKA3aTEIN IMTPULIMTAOMHA ObLIIM OJIMHAKOBBIMH Y MY)KUHH H KCHIUH.
Paca

[Ipy HCHONB30BaHMM OSMTpULMTaOMHA HE OBLIO 3aperMCTPUPOBAHO (apMaKOKMHETHICCKHX

pasIMuKil CpeIH MPeJICTaBUTENCH Pa3HbIX PACOBBIX IPYIIIL.



Toocunou ospacm

Jlaunble 110 GapMakOKMHETHKE IMTPULMTAONHA Y NALMEHTOB CTapiue 65 JeT OTCYTCTBYIOT.
3abonesarnus nevenu

dapMakOKHHETHKA SMTPHIMTaOMHA Y IIAlMEHTOB C IEYCHOYHOH HEJOCTaTOYHOCTBIO, HE
MH(UIMPOBAHHBIX BHPYCOM rematuta B, He u3ydanach. ®apMakOKHHETHYECKHE TapaMeTphl
SMTpULMTA0UHA Y MALUEHTOB C XPOHHYECKHM BHPYCHBIM renaTtuToM B ¢Xo/HbI ¢ IapaMeTpamy,
OnpejieIsieMBIMH Y 37I0pOBBIX 100poBosIbIieB 1 BUY-HHGHUIHPOBAHHBIX TIAIMECHTOB.

Hemckuii 6o3pacm

dapmakoKMHETHKA SMTpULIMTaOKHA Y JeTeif (B Bo3pacTe oT 4 Mecswes 10 18 yer) comocraBuma ¢
TaKoBOH y B3pocibix. OcHOBBIBasch Ha nokaszarenax AUC, ObUIo 10Ka3aHO, YTO MPHMCHCHHE
smTpuuMTabuHa y aered B jgo3e 6 Mr/kr (MakcumanbHo 200 Mmr) obecreyuBaeT CXOXHE
IUIa3MEHHBIC KOHIIEHTPAlMH y B3POCHBIX TALMCHTOB, INPHHUMAIOIIMX IMpemapar B
pexomenayemoi 103e 200 Mr. Bbu1o nMpoBeIEHO OTKPHITOE HECPABHUTEIBHOE HCCIIEI0OBAHHE, B
X0le KOTOPOro HM3ydaauch (apMakOKHHETHYECKHE IapaMeTpbl OSMTpuimTabuHa y 20
HOBOPOJK/ICHHBIX, YbH MaTepH 6putn BUY-nHbHIMpOBaHHBIMU. B TeYeHHE NEPBHIX TPEX MECALICB
KU3HH (¢ | HEJe M KHU3HHM 10 3 MECALIEB) JIETH MOJTYYHIIM [Ba 4-IHEBHBIX Kypca SMTpHLHTa0HHA
B 7103€ 3 MI/KI' B CYTKH. JTa J103a COCTaBJIsUIa IIOJIOBHHY OT 0700PEHHOM J103bl UL MJIA/ICHIICB
crapme 4 mecsues xu3Hu (6 mr/kr). IlomydeHHble muasMenHsle KoHueHTpauuu (AUC) y
MJIaJICHIIEB 10 3 MecsleB ObuIM nMoa00Hb! HabmoaaeMbiM y BUY-uHQUUMPOBAaHHBIX B3POCIIBIX U
neTeii cTapiie 4 MecsleB IPU IPUMEHEHHN SMTPHIIMTa0HHA B 103€ 6 MI/KT.

3abonesanus novexk

TIpu uccneoBaHuu (papMakOKMHETHYECKOro MPOduIs SMTPULMTaOMHA Y GOJIBHBIX C Pa3IHYHOMN
CTEIEHBI0 MOYEYHOH HemocTaToyHocTd (> 80 MuI/MMH - HOpManbHas (GyHKIMA mnodek, Oe3
camwxenns CK®; 50-80 mu/mun - terkoe camxenne CK®; 30-49 mi/MHH - yMEPEHHOE CHHKCHHE
CK®; < 30 ma/mun - 1sokenoe cHikenne CK®; <15 miu/MuMH - TepMHHAIbHAs MOvYeYHas
HEZ0CTaTOYHOCTh, TpeOyrolias MPOBEACHHE IeMoauann3a) ObUIO MOKa3aHo, YTO IOKa3aTeNH
IUTa3MEHHOH  KOHIEHTpalMu UM  paccuutaHHoe 3HaueHue AUC npemapara oOpartHO
MPONOPIHMOHATLHEI YPOBHIO KIMpPEHCa KpeaTHH#HA. Tak, y MalMeHToB ¢ HOPMaIbHOH QyHKLMEH
oYeK CpeHee 3HaYeHHE + CTAHAAPTHOE OTKJIOHEHHE KOHIEHTPALMM SMTpULMTaOMHA ObUIO
11,8 £ 2,9 MKr u/MJ1, y TAUMEHTOB C JIETKOM, YMEPEHHOH U TAKEJIOH CTENEHbIO CHIKCHHUA CKD -
19,9 + 1,1, 25,0 £ 5,7, 34,0 + 2,1 MKr 4/MJI COOTBETCTBEHHO.

IMoxa3aHusl K IPHMEHEHHIO

Jleuenne BMY-1 wundexkuumn y B3pocabix H fAeteid (B cocTaBe KOMOMHHPOBaHHOH

AQHTHPETPOBUPYCHOM TEPAIINH).



IIpoTHBONOKAa3aHUA
e [loBbImIeHHAsA YYBCTBUTECIIBHOCTD K KOMIIOHEHTAM IIpernapara.
e [lepuoxa rpyaHOro BCKapM/IMBaHHU.
e Jlern Muazme 3 JIeT M ¢ Maccoi Tena MeHee 33 Kr (Ui JaHHOH JIEKapCTBEHHOH (OPMBI).
e OJHOBpEMCHHOE TNpPHMEHEHHE C KOMOMHMPOBaHHBIMHM IIpellapaTaMH, COJACPKAIIMMH
SMTPULMTAOMH, @ TAK)KE C IAMHUBYIHHOM, 3aILUTaOMHOM.
o JlebuuMT NaKTa3bl, HENEPEHOCHMOCTD JIAKTO3bI, TIIFOK030-TaaKTO3HasA MababcopOums,
TaK KaK MpenapaT COAEPKHT JIAKTO3y.
C 0CTOPOKHOCTHIO
e Tloxwoii Bo3pact (ctapuie 65 1er).
o IloyeyHas HEJOCTATOYHOCTH C KIIMPEHCOM KpeaTHHHHA MeHbIe 50 MII/MHH.
e 3aboneBaHHs NEYCHH.
e OjHOBpEMEHHOE MPHUMEHEHHE C MpenaparaMH, BHIBEJICHHE KOTOPBIX OCYIIECTBIIACTCH
MyTEM aKTHBHOM KaHAJIbIIEBOM CEKPELIMH.
e bepeMEeHHOCTS.
IlpuMeHenue npu GepeMEHHOCTH M B IIEPHOJ IPYAHOr0 BCKAPMJIHBAHHUS
Bepemennocmn
Biausinue — SMTpuuMTabMHa ~— Ha  pa3BUTHE  BPOXKJAGHHBIX  Manbpopmamui WM
eTanbHOI/HEOHATANBHOM TOKCHYHOCTH Mason3ydeHo. [IpumMenenue SMTpULMTa0HHa BO BpeMs
GEpEMEHHOCTH PEKOMEH/YeTCsl TOJIbKO NpH KpaiHed HeoOXOAMMOCTH, B TeX CIy4asX, KOraa
OXHMIaeMasi I10J1b3a JIJIs MaTE€PH MIPEBBIIAET BO3MOKHBIA PHCK JUIA IJI0/A.
Ilepuoo rakmayuu
BbUIO MOKa3aHO, YTO SMTPULMTAOUH MPOHMKAET B rpyaHoe Monoko. BUU-unuimpoBaHHbM
KCHILIMHAM HE PEKOMEH/IYIOT KOPMHTB TPY/BIO C LEIBIO MPEAYINPEXICH S PUCKa IOCTHATAIbHON
nepenaun BUY. ITockonsky smrpunurabus 1 BUU-undexius npoHUKaOT B TPyAHOE MOJIOKO,
IPyAHOE BCKAPMIIMBAaHUE NIPOTHBOIIOKA3aHO.
DepmunbHocmb
WccreoBanus Ha )KHUBOTHBIX HE OKA3a/IM BIMAHHUS SMTPHIUTA0HHA Ha (epTHIBHYIO QYHKIHIO.
Cnoco® npuMeHeHHs U /103b1
BHyTph, HE3aBUCHMO OT NpHEMa ITHIIH.
Bspocnvie: pexomenioBaiHas 103a — 200 mr BHYTpb 1 pa3 B CyTKH.
ITayuenmu! ¢ maccoii mena 6onee 33 ke: pekoMeHI0BaHHas 103a — 200 Mr BHYTpb | pa3 B CyTKH.
B cioyyasx, Korja Ono3JaHue B IPHEME OYEePEIHOH 103l SMTPHUUTA0HHA, COCTABHIIO MCHES
12 yacoB, cieayeT MPUHATH MPONYIIEHHYIO A03y KaK MOXHO CKOpee, Janee BO30OHOBHTH
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OOBIYHBIA PEXHM JI03MPOBAaHMs mperapara. Ecid omo3gaHHe B IPHEME SMTpHIMTaOHHA
cocraBuiio Gosiee 12 4acoB, TO MPOMYIIEHHYIO 03y MPHMHUMATh HE CIEAYET, CEAyIomas 103a
IMTPHLIMTAOWHA IPUHUMAETCS B OOBIYHOE BPEMS.

[Ipy BO3HMKHOBEHHH pPBOTHI B TCYCHHE dYaca IOCIE NpHEMa SMTPUIMTAOHMHA, HEOOXOAMMO
IIOBTOPHO MPHHATH SMTPHIIMTA0MH B Ha3Ha4YeHHOH 103¢. Ecnu ppoTa Bo3HMKIIa Gosiee ueM yepes
1 gac mocie npuema mnpernapara, He0OXOIUMOCTH B IIPHEME JONOIHUTEILHOM 103l HET, IPUEM
CJICYIOIICH 103BI IPOHCXOIHUT COTTIACHO MPEATHCAHHOMY IpadHKy.

AHTHPETPOBHPYCHAs Tepanus MOKa3aHa, KaK MPaBHIIO, B TEYEHWH BCEH KU3HM. JlmMTenbHOCTD
Teparmy SMTPULIMTAOUHOM OIPE/IENIAETCA HHAUBHUIYAIbHO JIEYAIIUM BPaYoM.

Ilayuenmsl ¢ HapyweHuem GYyHKYUU novex

[Ipy Ha3Ha4YeHMH SMTPULMTAOMHA MALMEHTaM C MOYEYHON HEI0CTAaTOYHOCTHIO HalJII01aeTCs
3HAYUTEIBHOC YBEIMYCHHE BO3JCHCTBHA Npenapara. Y NAlMEHTOB C KIMPCHCOM KpeaTHHHHA
<50 MI/MHH PEKOMEHIYeTCs yBEeIM4YMBaTh MHTEPBAJl BBEICHHMsA Ipenapara, HCIoib3ys
PEKOMEHIAIMH, U3JI0KEHHbIE B TabmuLe 1.

Ta6muua 1. Koppekuus 10361 SMTPHIMTAOUHA Y TAIIMEHTOB € MOYEYHOH HEJ0CTATOYHOCTHIO

Knupenc kpeaTuHuHa, MJI/MHH
<15 m/mMuH
>50 mu/MuH 30-49 mi/MuH 15-29 mn/Mun WIH
remoauanuz*
200 Mr kaxzabie 200 mr kaxasie | 200 mr kaxasie | 200 Mr kaxsie
200 mr 244 48 4 72 4 96 4

*Ecni npueM SMTpUIMTaOMHA MPHUXOJUTCS Ha JIEHb I'eMOJHalu3a, Ipernapar NpHHUMAKT 3a
12 gacoB 10 ceaHca.

BesonacHocTh M 3G(PEKTMBHOCTh JaHHBIX PEKOMEHAALMIl 10 KOPPEKIMH HHTEPBAJIOB MEXIY|
IpMeMaMH TIperapara y MalHeHTOB C MOYeYHON HEeJOCTaTOYHOCThI0 He ObUIa KIMHHYECKH
OlIEHEHA. Y 3THX MALMEHTOB CJIEYeT IPOBOUTH OCTOSHHBIN KOHTPOIIb (QYHKIIMH ITOYEK.
JlaHHBIE O J03MPOBAHMH SMTPUIMTAOMHA y MAIMEHTOB C TEPMHHAJIBHON CTaaueHl MOYEeHHOU
HEJIOCTaTOYHOCTH, HAXO/IAIIMXCA Ha APYTUX GopMax aualiu3a, OTCYTCTBYIOT.

V nereit KOppeKis HHTEpBaIa IIPHEMa KaricyJl SMTPUIIMTAOMHA 10/KHA IIPOBOAUTHCS 110 TEM XKe
IIPUHIIMIIAM, YTO H Y B3POCIIBIX.

Iayuenmol ¢ Hapywienuem QyHKyuu nevenu

JlaHHBIE O KOPPEKIMH PeXMMa J03UPOBAHUS Y MALMEHTOB C HAPYLICHHUAMH (QyHKIMH NEYEHH
OTCYTCTBYIOT. TeM He MeHee, Ha OCHOBAaHHH CBCICHHH O HE3HAYHTEIBHOM MeTabonn3me

IMTPHULMTAOUHA M €ro IKCKPELHMH MOYKaMH, HEOOXOJMMOCTh B KOPPEKIMM [03bl y JaHHOH



TOMYJIAIMH GOTBHBIX TIPEICTABIAETCS MAIOBEPOATHOM.

ITanuentsl ¢ ko-undexuueir BUY u renarurom B npu mpekpamieHHH JICYCHHS MpernapaTtom
JIOJKHBI HAXOIMTBCSA 0/1 TIATEIbHBIM HaOII0ICHHEM Ha IpeIMET 000CTPEHHUS IeNaTuTa.
Ioowcunvie nayuenmaot

[IpumeHenue 3MTpULIMTabHHA y MALMEHTOB cTapiie 65 jer He usydanocs. [Ipenapar y naHHoH
KaTeropuu OOJIBHBIX CIIETYeT IPUMEHSATh C OCTOPOKHOCTBIO, BCIIEICTBHE BO3MOXKHOT'O CHHIKCHUA
BBIJICTTHTEIILHOH (DYHKIIMH IICYCHH.

Ilepeno3upoBka

O pa3BUTHH BO3MOXHBIX I0OOYHBIX PEAKIUi IPH IPUMEHEHHH SMTpUIMTabuna B 1o3e 1200 mr
coobmanocs B OJHOM M3 HccienoBaHuid. /laHHpIe 1MOOOYHBIC PEaKIMM OCBSAILIEHBI B pasjecie
«ITo6ouHoe neicTBUE.

B ciydae mepefo3MpOBKH MALMEHT JOJDKCH HAXOAMTHCA 10/ HaOJIIOJCHHUEM UlA BBIABICHHUS
BO3MOHBIX IPU3HAKOB MHTOKCHKALMU. B ciydae HEOOXOAMMOCTH NMPUMEHAETCS CTaHAapTHAs
TIOJIEPIKUBAOILIAs] TEPAIIHA.

C 1OMOIIBIO TeMOJMAIN3a BHIBOAMTCA OKoyio 30% oMmrpuuurabuHa B TEYEHHE 3-4acOBOTO
nepuoaa remoaManusa. He u3ydeHa BO3MOXXHOCTb BBIBEIEHHsS SMTPULIMTAOMHA C MOMOLIBIO
[IEPUTOHEATIBHOTO HAJIH3a.

IToGounoe aelicTBue

Kpamkoe onucanue npoguns 6ezonacnocmu

B xiuHMYeckHX uccienoBaHusx y BHU-uHQUUHMPOBAHHBIX B3pOCIBIX, Haubojee 49acro
BCTPEYAIOIIMMHUCS HEXKENATEIbHBIMU PEAKIHAMHU IIPH IIPHMEHEHHH SMTPUIIMTa0HHA ObLIH iHapes
(14,0%), ronosnas 6omb (10,2%), moBeimienne ypoBHs KpeatnHkuHasel (10,2%) u TomHOTa
(10,0%). ITpoduns HexenarenbHbIX peakunii y BUU-unduimpoBaHHbIX AeTel ObUI CONOCTaBUM
C TaKOBBIM y B3pOCIbIX HauueHToB. IIpu 3ToM, y HHX 6oJiee 4acTO pErHCTPHPOBAIHCH TAKME
HeXeJaTebHbIE peaKiuu kKak anemus (9,5%) 1 M3MEHEHHe LBETa KOKH (YCHIICHHE TMIMEHTALMH)
(31,8%).

YV namuentoB ¢ BUY-uHpekimel KoMOMHMpOBaHHAs aHTHPETPOBHPYCHAsA  Tepanus
COMPOBOX/IANACh NEPEpacrpe/eieHHeM KHPOBOi TKaHM B OpraHusme (unoauctpodus) (cm
pazzaen «Ocobble yKa3aHH»).

Takxe coobuanoch 06 060CTpeHHH renatura y nmauneHToB ¢ KouHpexkuneidn BUY n Bupycom
renatuta B mpy oT™MeHe Tepanuu sMTpuIMTaOHHOM (CM. paszen «Ocobble yKasaHHs).

O1eHKa YacTOThI BO3HHKHOBEHHUS MOOOYHBIX peaklUil IPOU3BE/ICHa Ha OCHOBAHMHU CJICTYIOIIMX
KpHTepHeB: oueHb yacto (> 1/10), yacto (o1 > 1/100 o < 1/10), Hewacro (ot > 1/1000 xo < 1/100),

penxo (ot > 1/10000 xo < 1/1000), oyens penko (< 1/10000), yacrora HeH3BECTHA (maHHBIE TIO
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OLICHKE YaCTOTBI OTCYTCTBYIOT).

Hapywenus co cmopomnsl Kposu u tumM@amu4eckol cucmembpl.; 4acTo - HEUTPONICHUS; HEYacTo -
aHEMHSL.

HapyweHus co cmopoHbl UMMYHHOU CUCmeMbl: YacTo - aJJICPIrHYCCKHE PCAKIIUH.

Hapywenus co cmoponsl d#ceny00yHO-KUueyHo20 mpakma: 04eHb 4acTo - JAHapes, TOLUIHOTA,
YacTo - MOBBIIIEHHE AKTHBHOCTH aMHJIa3bl, BKJII0Yasi IOBBIIICHHE aKTHBHOCTH ITaHKPEATHYECKOM
AMHJIa3bl; [IOBBINICHHE aKTHBHOCTH JIUITa3bl CHIBOPOTKH, PBOTA, O0JIb B KUBOTE, MCIIETICHSL.
Hapywienus co cmopoHsl HepeHoU cucmemsl: O4YEHb YAaCTO - TojoBHas 00ib, 4acTo -
TOJIOBOKPYXKEHHE.

Hapywenus co cmopomsl ncuxuku. 4acto - 66CCOHHHIIA, IaTOJIOTHYECKHE CHOBU/ICHHS.
Hapywienus co cmopoHbl nevenu u JHcenyesblé00Auux nymeti. 4acto - MOBBILICHHE aKTHBHOCTH
acnapratamusotpancdepassl (ACT) w/mnmu ananuHamunotpascdepassl (AJIT) B ceiBopoTKe,
runepOunupyoHHeMus.

Hapywenus co cmoponsl obmena eewjecms: 4acTo - THIEPTPHITMIEPUIEMHSA, TUIIEPTIIHKEMHUS.
Hapywenust co cmoporbl KOXCU U NOOKONCHbIX MKaHel: 4acTo - BE3HKYI0OyIUIe3Has ChIllb,
IyCTyJIe3Has ChIllb, MAKYJIONAIMyJIe3Hast ChIllb, ChIMb, 3y, KPalIWBHHULIA, N3MEHEHNE L(BETa KOXKH
(ycHIIeHHE TUTMEHTALMH); HEYacTO - aHTHOHEBPOTHYECKHHI OTEK.

Hapywenus co cmopoHbl CKelemHOo-MblUedHOU U COCOUHUMENbHOU MKAHU. OYEHb 4YacTo -
[OBBILIEHHE AKTHBHOCTH KPEATHHKHHA3BI.

Obwue paccmpoiicmea u HapyuweHus 8 mecme 86e0eHUs. 4acTo - 60JIb, aCTEHHS.

Onucarue omoenbHblX HexcenamenbHblx peaxuud

H3zmenenue ysema xooicu (ycunenue nuemenmayuu): ViaMeHeHue 1IBETa KOXKH, NPOsABJIAIOIICECS B
BHJI€ TMIIEPIIMIMEHTALMH JIaJJOHeH W/WIH CBOJA CTOMNBI (IOJOIIB), B LEJIOM MPOTEKAET JIErKO
OECCUMIITOMHO, KJIMHHYECKas 3HAYUMOCTh MHHUMaJIbHA. MeXaHU3M pa3BUTHA HEH3BECTCH.
Jlunuowt, 1unoducmpogus u memabonuyeckue HapyuieHus

KoMOuHMpOBaHHAas aHTUPETPOBMPYCHAs Tepamus Oblia CBfA3aHa C  METabOIMYCCKHMH
HapyIICHHSIMH, TAaKHMH KaK THIIEPTPHUITMUEPHIEMHS, THIEPXOJICCTCPUHEMHUSA, HHCYINHOBAs
PE3HCTEHTHOCTD, THIIEPIIIMKEMHS U runepiakraTemus (cM. paszien «Ocobble yKasaHus»).
KoMOMHHpOBaHHAass aHTHPETPOBHPYCHAs Tepalus CONPOBOXKAAIAch IepepacnpeIe]eHHeM
)XMPOBOH TKaHH B opranuzmMe BUY-nHOUUMPOBAHHBIX MAlMEHTOB (JIMIIOAUCTPO(HS), BKIIOYAs
YMEHBIIEHHE BBIPAKEHHOCTH TOJKOKHOHW JKHPOBOM KIJIETYaTKH Ha KOHEYHOCTAX M JIMILE,
yBeIMYeHHE 06beMa BHYTPHOPIOIIHOTO H BUCIIEPAIBHOTO XKHPA, THIIEPTPOPUIO MOJIOYHBIX JKele3
M HAKOIUIGHHE XHpA B JOPCOLEPBUKAIBHON obnactu («ropb OyiiBomay) (cM. pasaen «Ocobbie

YKa3aHUA»).



Cunopom 80cCMaHO8NEHUS, UMMYHUMEMA

Hauano KoMOMHHUPOBAaHHOM aHTUPETPOBUPYCHOH Tepanuu y BUY-nHGHUMPOBaHHBIX NALMEHTOB
¢ Takenoil hopMod MMMYHOAE(HIMTA MOKET CHPOBOLHMPOBATH Pa3BHUTHE BOCIIAIMTENbHOM
peakuuy Ha hoHe OECCHMITOMHOM MM OCTATOYHOH ONMIOPTYHHCTHYECKOH MHpekimu. Taxke
coobuianock 06 ayTOMMMYHHBIX HapylleHUsX (Takux kak Oone3ns I'peiiBca); 0HAKO, JaHHBIE O
BPEMEHH Hayala TAaKHX SBJICHUH CHIIBHO PAa3HATCHA, H 3TH CIy4ad MOIJIM MMETh MECTO CITyCTH
HECKOJILKO MECSIIEB TI0C/Ie Hayasa ieueHus (cM. pasjen «Ocobbie yKazaHHs»).

Ocmeonexkpos

Coobmanock 0 ciydasX OCTEOHEKpO3a, B YAaCTHOCTH, y IAIMEHTOB C OOIIEM3BECTHBIMU
¢bakropamu pucka, mno3aHed craguedi BUY-undexuyum WaM  UIMTENBHBIM - IPHEMOM
KOMOWHHPOBAaHHON AaHTUPETPOBUPYCHOM Tepanuu. YacToTa BOSHMKHOBEHHS YKa3aHHOTO SIBJICHUS
HeusBecTHa (cM. pasaen «Ocobbie yKa3aHum»).

Jlemu

B KIMHHMYECKHX MCCIIEI0BaHMAX M060YHbIE 3(Q(eKThI penapara y AeTed U B3pOCIbIX OO0JIbHBIX
ObuUIM CcXOXMMHM. Yalie BCEro OTMEYAIOCh Pa3BHTHE THIICPIMIMEHTAIMH. JlOMOIHHTEIBHOM
HEXKeNaTeIbHON PEaKIUeil, BhIABICHHON B KIMHHYECKHX MCCIIEI0BAHHAX Y IeTeH, Obl1a aHeMusl.

Ilpyaue ocobvle 2pynnvl nAyuermos

Ilayuenmul noscunozo sospacma

Uccnenosanne sMTpUIIMTa0MHA CPEIM MALMEHTOB B BO3pacTe cTapuie 65 JeT He MPOBOAMIOC.
IManmeHTsl MOKKWIOro Bo3pacta B OOJbIIEH CTENEHHM CKIOHHBI HMETh IOHMXEHHYIO IOYEYHYIO
(GyHKIHMIO, TOITOMY BO BpeMs JICYCHHs OSMTPHIUTAOMHOM OTOH TIONYISALHMH HEOOXOAMMO
co6m01aTh 0c00YI0 0CTOPOKHOCTH (CM. pasjen «Crocod MPUMEHEHHs H 103b1»).

Iayuenmvi ¢ Hapyweruem GyHKyuu novex

IToCKONBKY —3KCKpelHs OSMTpHLHUTa0MHAa OCYIIECTBIACTCS IOYKAMH, €ro  BO3JCHCTBHEC
YBEJMUMBAETCS y NALUEHTOB C [I0YEYHON HE0CTATOYHOCTBIO. [IpH NpHMeHeHnH SMTpHLMTaOHHA
NalMeHTaMH ¢ KJIMPEHCOM KpeaTHHHHA <50 MJI/MHH HE00X01MMa KOPPEKIIMSA 1035l H HHTEPBAJIOB
MEK1y IpEeMamu npernapara (cM. pazzaen «Crnocob NpUMEHEHHS U 103bD»).

BUY u ecenamum B

[Ipoduns HexenaTeNbHbIX peaklUi y M[alUeHToB ¢ auar€o3oM KomHpexkuuu BHUY u
XpOHMYECKHH renatuT B comoctaBuM ¢ TakoBbiM, Habmojaommmes y BUU-unbuunposanHsix
6e3 remarura B. Opasako, B NONyIslUMH [aLMEHTOB C KouH(exkuueH, Oonee uaere
PErHCTPUPOBAIOCH TMOBbIIeHHE ypoBHs TpaHcamuuas (AJIT, ACT).

Obocmpenue zenamuma nocie ommevl 1e4eHuUs.

V BUY-uHpUUMPOBAHHBIX MALKMEHTOB C KOMH(eKIHelH Bupyca remarura B, mocie OTMEHBI
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[preMa SMTPHLUTAOMHA, BO3MOXKHO 000CTpEHHE IelaTUTa.

B3aumojieiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEJCTBAMH

HccnenoBannue BO3MOXHBIX JIEKAPCTBEHHBIX B3aUMOEHCTBUH IIPOBOAMIIOCH TOJBKO Y B3POCIIbIX.
In vitro, sMTpunnTabHH He MOAABIST METab0JIH3M IIPENapaToB, KOTOPHIH OCYIIECTBIACTCS Yepes
omHy u3 yenoBedyeckux uzopopm muroxpoma CYP: 1A2, 2A6, 2B6, 2C9, 2C19, 2D6 u 3A4.
DMTpUIUTAOMH HE MHTHOMPOBAJ MPOLECC IIIOKYPOHM3ALMH, OCYIIECTBIAEMBIH MOCPEACTBOM
¢bepmenta ypuaun-5'-audpochormokyponunrpancdepassl. Ha OCHOBaHHM STHX JaHHBIX H
M3BECTHOIO MYTH BBIBEICHHS SMTPHLMTAOMHA BO3MOXKHOCTh MOTEHIMAILHOIO B3aHMOICHCTBHS
SMTpHULMTabMHA C JPYrHMH JIEKapCTBEHHBIMH IperapaTaMH 4epe3 cucremy umuroxpoma CYP
HEBEJIHKA.

DOMTpULMTaOUH BBIBOAMTCS TPEMMYIECTBEHHO Mo4YKaMH. OJIHOBPEMEHHOE MPUMEHEHHE
SMTpHIMTa0HHA C MpenapaTaMu, KOTopbie 0ciabiaioT QYHKIMIO MOYEK WM KOHKYPHPYIOT 3a
AKTHBHYI0 KaHAIbLIEBYK) CEKPELHIO, MOXET IPHBECTH K IMOBBILIEHHIO KOHLEHTPALUHH B
CBHIBOPOTKE KPOBH 3MTPHLMTaOMHA W/WIIM JIPYTHX IPENapaToB, KOTOPbIE BBIBOAATCS MOYKAMH.
Ilpr Ha3HAYECHUH SMTPUIMTAOMHA B KOMOMHAIMH C 3UI0OBYJAMHOM, HHMHABUPOM, CTaBYIHHOM,
(bamMuMKI0OBHPOM U TeHO(OBHPA AH30NPOKCHI PyMapaTOM HE BBIABIECHO KIMHUYECKH 3HAYUMBIX
(apMaKOKMHETHYECKHX B3aMMO/ICHCTBUH YKa3aHHBIX IPENapaToB H SMTPHLHTa0MHA.

He pekoMeHIyeTcs OIHOBPEMEHHOE IPHMCHCHHE OSMTPHLHTaOMHAa C KOMOMHMPOBaHHBIMH
rpenapaTami, COAEPKALIMMKU IMTPULUTAOMH, a TAKKe JAMUBYIMH, 3aILUMTa0MH Ul JICYECHHUS
BUY-undexuun.

Oco0ble ykazanus

Obwue

OMTpHLMTAOMH He PEKOMEHYETCS NPUMEHATh B KaueCTBE MOHOTEpanmuH Juis jgedeHus BUY-
undexuun. Ilpemapar J0/DKEH INPUMEHATBCA TONBKO B KOMOMHAIMH C  APYTHMH
AQHTHUPETPOBOBUPYCHBIMHU TPENApaTaMH.

DMTpULMTAOUH HE ClIeAyeT Ha3Ha4yaTh OJHOBPEMEHHO ¢ KOMOMHHPOBaHHBIMH IIperapaTamu,
KOTOPHIE COEPKAT B CBOEM COCTaBE SMTPUIMTAOMH MM C IpenapaTaMu, KOTOphIE COJepiKaT
JIaMUBY/IMH (M3-32 €r0 CXOACTBA C SMTPULIUTAOMHOM).

OTCYTCTBYET OINBIT IPUMEHEHUS IMTPUIUTAOHHA Y TALMEHTOB ¢ HE3(HEKTUBHOCTHIO TEKYLIETO
PeKXMMa Tepanuu Wik ¢ HeaGHeKTHBHOCTHIO HECKOJIBKHX PeXXHMOB Tepanuu. Cnenyer cobnoaars
OCTOPOXKHOCTh NPH HA3HAYECHHH HOBOIO PEXKHMa TEpAlHH MAalMEeHTaM ¢ HeI()(PEKTHBHOCTHIO
paHee IPOBEACHHOM TeparHH.

Jlakmamayuodos/zenamomezanus co cmeamo3om

IIpu NIpUMEHEHMH aHAJIOrOB HYKJICO3H/IOB, B TOM YHCJIE€ SMTPHLMTA0MHA, B BHIE MOHOTEPAIIHH
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WIH COBMECTHO C JPYTMMH aHTHPETPOBMPYCHBIMH IIperapaTamy, ObUIM cooOlmeHus o
BO3HMKHOBEHMH JIAKTATALlM/103a ¥ BHIPAXKEHHOI'O YBEJIMYEHHUS IEYCHH CO CTEATO30M, BKIIIOYas
JieTanbHble CTydad. BOIBIIMHCTBO TakuX CiiydaeB HaOmonanock y keHIMH. OxupeHHe |
NPUMEHEHHE HYKJICO3HI0B JUIHTEIBHOTO ACHCTBHS MOTYT SABJIAThCA (akropamu pucka. C 0coboit
OCTOPOYKHOCTBIO CIIEYeT NPUMEHATh AHAIOrM HYKJICO3MJIOB Yy TALMEHTOB C H3BECTHBIMH
daxTopamu pucka 1pu 3a00JIeBaHHH NIEUECHHU, OJHAKO TaKME CiTydau ObUIM 3apErHCTPUPOBAHBI Y
NalMEeHTOB M 0e3 Hamuyus H3BECTHBIX (pakropoB pucka. IIpu mnosBiIeHHMH y mNalMeHTa
KJIMHUYECKMX WJIM J1ab0paTOpHBIX MPU3HAKOB JAKTAaTalM103a WM ABHOM IEMaTOTOKCHYHOCTH
(KOTOpBIE MOT'YT BKJIIOYATh YBEINYECHHE NIEYEHH M CTEATO3 JaXKe MMPU OTCYTCTBHU BBIPAXKEHHOIO
HOBBIIICHHUS YPOBHS TPAHCAMMHA3), JICYCHHE IIPENIAPATOM CIICYeT PEKPATHTb.
Onnopmynucmuyeckue ungexyuu

V NanueHToB, MOJYYaloIMX SMTPHIUTAONH WM APYTHE aHTUPETPOBUPYCHBIC MPEIIapaThl, MOTYT
Pa3BHTHCS OMIMOPTYHHCTHYECKHE MHQEKLUMH WM PYTHe OCIOKHCHHSA, MO03TOMY OHM J0JIKHBI
HAXOIMTHCS 101 TIIATEILHBIM HaOII0IEeHEM Bpada, HMEIOLIEro onbIT teyenns BUY- nndpexunmu.
Hapywenue ¢yynkyuu novex

OMTPULMTAOMH BBIBOAMTCA M3 OPraHW3Ma MPEHMYIIECTBEHHO TOCPEACTBOM KIyOOuKOBOM
(UIBbTpalMK W AKTHBHOW KaHAIBLEBOH cexpernHy. IIpy HasHAueHHH SMTPHIMTA0MHA [TAlHEHTaM
C TOYEYHOH HEJOCTATOYHOCTHIO (KIMpEHCOM KpeaTHHMHa <S50 MI/MHH), B TOM 4HCIE C
TEPMUHANBHOM CTajuell XPOHMYECKOH MOYEYHOH HEI0CTaTOYHOCTH, Tpebyrowei anannsa,
PEKOMEH/IyeTCs yBEIMYIMBATH MHTEPBAIl BBECH s npenapara (cM. paszaen «Crnocod npuMeHeHHs
U JI03BI»).

Cnenyer co6I0OIaTh OCTOPOKHOCTh INPH OJHOBPEMEHHOM NPHMEHEHHWH OMTpHLUMTaOHHA C
TpenapaTaMi, BBIBOISLIUMHCS ITyTEM AKTUBHOHM KaHAJIbLEBOH CEKPeLMH H3-32 BO3MOKHOIO
PHCKA TIOBBINICHHMS KOHIEHTPAMM B CBHIBOPOTKE KPOBHM JMTpPULMTaOMHA H/HIH JPYrux
TIpenaparoB, OSKCKPETHPYIOLIMXCS TOYKaMM (CM. pasjen «B3auMOeicTBHE C JApYrHMH
JIEKapCTBEHHBIMU CPE/ICTBAMUY).

Hapywenue ¢pynkyuu nevenu

V [aiMeHToB, B aHAMHE3€ KOTOPBIX €CTh YKa3aHHsA Ha HAIMYME MEYEHOYHON HEJ0CTaTOYHOCTH,
BKJII0Yasi GOJILHBIX ¢ XPOHHYECKHM aKTUBHBIM I'€IIaTHTOM, YBEINYHBACTCS PHUCK BOSHUKHOBCHHUS
HapylmeHuil (QYHKUMM TI€4eHH TPH TNPOBEJEHHUH KOMOMHHPOBAHHOM AQHTHPETPOBUPYCHOM
tepanuu. IlanMeHThl ¢ XPOHHYECKHM BHPYCHbIM renatutoM B u C npu mpHeMe HECKOJIBKHX
AHTHPETPOBUPYCHBIX IPENAPATOB, HAXOAATCS B TPYTINIE TIOBBIICHHOTO PUCKA HEOIArONPHATHOTO
BJIMSIHMS HA TI€YEHb C BO3MOKHBIM JIETATbHBIM HCXO0M. 32 TAKUMH MALMEHTAMH JI0JDKHO BECTHCh

TIIATCJIbHOEC HaGJI}OIICHHC, KakK KJIIMHUYECKOE, TaK U naGopaTopHoe.
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B ciydae o6ocTpenus 3a00JeBaHMii [EYCHNH Y TaKMX IAIMEHTOB JIOJDKHA OBITH paccMOTpeHa
BO3MOYKHOCTb NPEPHIBAHUA MM OTMEHBI JICYEHHU.

Iayuenmoi, 00Ho8pemento unguyuposannvie BUY u eupycom 2enamuma B

In vitro, smTpuiMTabUH akTHBEH MPOTHB BHpYyca renarura B. TeM He MeHee, MalTOU3y4CHHBIMH
ocTaroTcs Bonmpockl 06 3dpekTHBHOCTH U 6€30MacHOCTH SMTPHLMTAOWHA MPHU MPUMEHEHHH Y
nanuentoB ¢ koungpexumeir BUY u HBV. IlpumeHenne >MTpunMrabuHa y INALMEHTOB C
XPOHMYECKHM TenaTuToM B MoxeT mpuBecTH K pasBuTHIO YMDD-MyTanui, KOTOpbIe Takxke
HabJII01al0TCs IPHU Tepanuu JJaMuByIHHOM. Y MDD-myTtanuu 06yciaBiuBalOT pe3MCTEHTHOCTD K
SMTPUIUTAOUHY U JIAMUBY/IUHY.

Bcem BUY-HHOUIMPOBAHHBIM TAIIMCHTAM IIEpe] HAyaJoOM aHTHPETPOBHPYCHOH TEpanuH
PEKOMEH/IYETCs MPOBECTH aHAIM3 Ha HanuyMe Xxponuyeckoro remaruta B. Coobmanocs o
BBIPOKEHHOM PE3KOM 000CTpEHHH remnartuta B y manueHToB, 0JHOBPEMEHHO MHOHIIMPOBAHHBIX
BUY u HBV, koTOpbie MPEKpaTHIH MPUMEHATh SMTPHLUTAOMH. Y NalMEHTOB, OJIHOBPEMEHHO
unpuuuposanusix BUY u HBV, KoTopble NIpeKpaTHIH IPEMEHEHHE SMTPUIIUTaOUHA, QYHKIIHIO
IICUECHH CJICAYeT KOHTPOJIMPOBATh KIMHHYCCKUMHU U JTaOOpaTOPHBIMH METO/IAMHM, IO KpaiHEH
Mepe, Ha MPOTSHKEHWH HECKOJbKMX MecsueB. IIpy HEoOX0AMMOCTH ClelyeT Hayarh JICUCHHE
renatuta B. V 6G0JBHBIX ¢ TSKEIBIM 3a00JeBaHHEM IMEYeHH (LMPPO30M) HE PEKOMEHJIYETCs
IIpeKpamarh JIeYeHHe, MOCKOJIbKY BO3HHKILEE MOCIE OTMEHBI Tepanmuu 0OOCTpeHHE rernaTuta
MOJKET MPUBECTH K JEKOMIIEHCALUH (QYHKIIMH NIEYECHH.

Ilepepacnpedenenue NOOKONICHO-HCUPOBOU KILeMYAMKU

VY NalMEeHTOB NPH NMPUMEHEHHH KOMOMHHPOBAHHON aHTHPETPOBHPYCHOH Tepanuu HaOIoaaiu
rnepepacrpe/ieeHue MOAKOKHO-KHPOBOH KIIETYAaTKH, BKJIIOYAs IMOTEPIO TMOAKOKHON JKHPOBOH
KJIETYATKH Ha KOHEYHOCTSX W JIMIE, YBEJIHYeHHe 00beMa BHYTPHOPIOIIHOTO M BHCIEPATbHOIO
)KMpa, THIEPTPOPHUIO MOJIOYHBIX XKeEJIe3 W HAKOILUICHHE JKHPAa B JIOPCOLEPBHUKAIBHON 001acTH
(«rop6 OyiBonay), a TAKXKe MOBLILIEHHE KOHIIEHTPALIMH JIMITMIIOB B CBIBOPOTKE U YPOBHS IUTHOKO3bI
B KpoBH. ClielyeT OTMETHTh, YTO TAKME HEXeJaTeJIbHbIE PEaKIWH, KOTOPBIC YacTO Ha3bIBAIOT
aunogucTpodueii, Moryr HaOIIOZAThCS NPH TPUMEHEHHH BCEX IpErapaToB M3 KJaccoB
MHTUOUTOPOB MPOTEa3bl U HYKJICO3UAHBIX HHTHOMTOPOB 00PaTHON TPAHCKPHUIITAa3bl HAKOILICHHBIC
JIAHHBIE CBHMJIETEIHCTBYIOT O CYILIECTBOBAHHH Pa3IMYMN MEX1y OT/AEIbHBIMU MPEACTaBUTEIIAMH
YKa3aHHBIX KJIAaCCOB IIPENapaTtoB B CIOCOOHOCTH BbI3bIBATH 3TH HEXKENIATEIbHbIC PEAKIHH.
TTOBBIIEHHBIH PUCK JHNOAUCTPO(GHH 00YCIOBICH HHIMBHIYAIbHBIMU (AaKTOPaMu, TAKHMH KaK
craqus BUY-uHpeKMH, [OXKWIOH BO3pAcT, INAlMEHTOB, H (AKTOpaMH, CBS3aHHBIMH C
JNIEKApCTBEHHBIM TPENAapaToM, TaKUMH Kak OOJIbIIas MPOIOJKHTENLHOCT aHTHPETPOBUPYCHOMH

TE€palMu U BbI3BAHHBIC 3TUM HApPYIICHHA Merabonau3ma. MexaHu3m pa3sBUTHUA U JOJIIOCPOYHBIC
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5(p(deKThl JaHHBIX M3MEHEHHH Heu3BecTHBI. KimHHyeckoe obcie10BaHHE JO/DKHO BKIIKOYATh
OlICHKY (M3MYECKUX MPU3HAKOB IEPepacrpe/ieieHHs KUPOBOH Tkauu B opranusme. Ciexyer
oOpalath BHHMaHHe Ha [I0KA3aTe ! JIMIIUI0B CHIBOPOTKU KPOBH HATOIAK U HA YPOBEHb IIFOKO3bI
B KpOBH. JIMCIMIMAEMHIO CIICIyeT KOPPEKTHPOBAaThb B COOTBETCTBHH C KIHHHYCCKHMH
PEKOMEH1aHAMH.

Cunopom 60ccmaHoBIeHUs UMMYHUMema

Coo0manoch 0 CHHIPOME BOCCTAHOBJICHHS MMMYHMTETa Y MAlMEHTOB, MOJTy4aBIIMX
KOMOMHHPOBAHHYIO AHTHPETPOBHPYCHYIO TEPAITHIO, BKIIOYAIONIYIO0 SMTPULIMTAOUH. B HavanbHOi
(aze KOMOMHHPOBAHHOTO AHTHPETPOBHPYCHOTO JICUEHHs y IAMEHTOB, UMMYHHas CHCTEMa
KOTOPBIX pEarupyer Ha JIeYCHHE, BO3MOXKHO Pa3BUTHE BOCIIAIMTEIbHOM PEAKI[MU HA 3aME/IICHHBIC
WM OCTaTOYHBIE ONMOPTYHHCTHUeckMe HHpexkuun (MHbeKunH, BhI3BaHHBIE Mycobacterium
avium, IUTOMeraJoBUpyCcHas HH(EKIHUs, THCBMOHKS, BbI3BaHHas Pneumocystis jirovecii (PCP),
WM TyOepKyJie3), 4YTO MOXKeT NOTpeOoBaTh JaJbHEHIIEro 00CIe10BaHMs U JICYCHHS.

Taxke coobmanoch 06 ayTOMMMYHHBIX 3aboneBaHusx (Hampumep, Oonesns I'peiisca,
TIOMIMMHO3HT, CHHApoM [uiieHa-Bappe), BO3HMKHOBEHHE KOTOPHIX HPOMCXOAMIO Ha (oHe
BOCCTAaHOBJIEHMSI MMMyHHTeTa. OIHAKO BpeMs MOSBICHUS JAHHBIX 3a00J€BaHUH 3HAYHUTEIBHO
BapbUPYET U MOKET HAOJIOIATHCS Yepe3 MHOTO MECSILIEB I10C/IE Havalla JICYECHHS.

Ocmeonekpos

XO0Ts OSTHOJOTMS OCTEOHEKpPO3a CYHMTAeTCss MHOrO(aKkTOpHOH (BKJIKOYas HCIOJIb30BAaHUE
[TIIOKOKOPTHKOCTEPOHO/IOB, YIIOTPEOJICHHE aJIKOrojs, HalM4ue TKEIOH HMMYHOCYNPECCHH,
GoJiee BBICOKHIT HHIEKC MacChl Tea), Ciydal OCTEOHEKPO3a PErHCTPHPOBAIMCH OCOOEHHO 4acTo
y mnauueHtoB ¢ mnporpeccupytoumeii BUY-undexuued w/uiam npu  AIMTENBHOM TpHEME
KOMOMHHPOBAaHHOW aHTUPETPOBUPYCHOW Tepamuu. IlamuenTam cieayeT peKOMEH0BaTh
obpamarbcsi 32 KOHCYIbTAallHeH K Bpady NP TOABICHMM JIOMOTHI HiM 0oiM B CycTaBax,
CKOBAHHOCTH B CYCTaBax WM 3aTPYIAHEHHSX B JIBUKCHUMU.

Mumoxonopuanvnasn oucynkyus

In vitro u in Vivo 6pUI0 MOKa3aHO, YTO HYKJICO3HIHBIC M HYKJICOTHIHBIC aHAJIOTH MPHBOIAT K
MOPAKEHUIO MHMTOXOHAPMI pasnnuHoil crenenu. Iloctynanu cooOweHns O pasBUTHH
MUTOXOHApHANbHbIX auchyHkimii y BUY-oTpuaTeNbHBIX HOBOPOXKICHHBIX, MOABEPIHIIMXCA
BHYTPHYTPOGHOMY M/MJIM TIOCTHATAJILHOMY BO3/ICHCTBHIO aHAJIOTOB HYKJI€03HA0B. OCHOBHBIMH
HEXEIaTeIbHBIMU ABJIEHHAMH, O KOTOPBIX COOOIMIAJIOCh, OBUIH IeMaTONIOrHYECKHE HapyIICHHA
(aHeMMsI, HEHTPOIICHHUS) U METabOIMYECKHE HAPYIICHUs (THIIEPIAKTaTEMHS, THIIEPIIMIIA3eMHu).
OTH SBICHHS YaCTO HOCAT KPAaTKOBpeMeHHbIi xapaktep. IToctynanu coobuieHns 0 HEKOTOPBIX

HEBPOJIOTMYECKUX HAPYLICHUAX, KOTOPBIE HAYHHAIHCH IMO3/1HEC (FHHCpTOHPIH, Cya0pory,
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NOBE/JCHYECKHE HapymieHus). Ha cerogHsmmHMH JIeHb  HEM3BECTHO, ABJIAIOTCS  JIH
HEBPOJIOTMYECKHE HAPYIICHHs BPEMEHHBIMH WJIM TOCTOAHHbIMH. Bce nerw, moaseprimecs
BHYTPHYTPOOHOMY BO3/IEHCTBHIO HYKJICO3HIHBIX WJIH HYKJICOTHIHBIX aHaIoroB, naxe BUY-
HETaTHBHBIC HOBOPOXKIEHHbIC, B Cllyyac IPOSBICHHA COOTBETCTBYIOUIMX IPH3HAKOB WIIH
CHMIITOMOB JIOJ)KHBI HaXOJMTHCSA TOJ1 TIIATEIbHBIMH KIMHUKO-1a00paTOPHBIM HAOIIOICHHEM U
IPOUTH TIIaTelbHOE O0CIeOBaHNE Ha IPEAMET BO3MOXKHOIO HAJIHWYUS MHTOXOHAPHAIBHBIX
u3MeHeHui. VMMeronuecs MaHHbBIC HE BJIUAIOT HA TEKYIIME HAlMOHAJIbHBIE PEKOMEHIALMH T10
npumenennio  BUY-nonoxurebHbIMH ~ OEPEMEHHBIMH  JKEHIIMHAMH  aHTUPETPOBHPYCHOM
Tepanuu C Uesbo MpoQHIaKTHKU BepTHKanbHOH nepegayn BUY.

Hnpopmayua ona nayuenmos

Bo usbexaHue OCIOKHEHHH SMTPHULMTAOMH NPUMEHSIOT IMOJ KOHTPOJIEM Bpaya, MMEIOIIEro
onbIT, BeaeHus BUY-uHUIIMpOBaHHBIX NMAIHEHTOB.

IMTaimeHTOB HEOOXOAMMO MPEAYNPEAUTh, YTO UM HE CIECAYET OJAHOBPEMEHHO CAMOCTOATEIBHO
IPUMEHATH ApYyrue npenaparbl. HeperynspHbli npueM mpenapara MOXeT IPHBECTH K Pa3BUTHUIO
YCTOWYHBOCTH BUPYCA U CHIXKCHHIO Q) (PEKTUBHOCTH JICYCHHUA.

[TaumeHToB ceayeT MHGOPMUPOBATH O TOM, YTO TEPANHi IMTPULMTAOHHOM HE CHHMIKAET PUCKA
nepemayn BUY apyrum nrosM 1pH MOJIOBBIX KOHTAKTaX WIIH NIEPEIMBAHMU KPOBH M II03TOMY HE
OTMEHSET HEOOX0AMMOCTH COOIIOICHUS COOTBETCTBYIOIIUX MEP IPEIO0CTOPOIKHOCTH.
Ilpumenenue y 0co0ObIX rpyni NauMeHToB

Hemu

DdpdexTHBHOCTH U 6E30MaCHOCTh NMPHUMEHEHHS SMTPHIMTaOMHA y MAalMEHTOB B BO3pacTe OT
4 mecsneB 10 18 ner wu3yyanmach B KJIMHHYECKMX HCCiefoBaHMAX. (DapMaKOKMHETHKA
SMTpHIMTaOHHA H3YYaIach TAKXkKe Ha HOBOPOXKIEHHBIX 0T BUY-unduumposannsix Marepeid. Bee
HOBOpPOXIeHHbIC ObUTH BY- HeraTHBHBIMH 110 OKOHYaHHHU HCciIe10BaHus. OIHaKO 3THX JaHHBIX
HEJJOCTATOYHO JUIA OLEHKM 3(P(EKTMBHOCTH OSMTPHLMTAOMHA B KauyecTBE NPO(PUIAKTHKH
mepefayu  BUpyca OT Marepu peGeHky, a Taioke Jedenns BHUY-mnduumpoBaHHBIX
HOBOPOJKJCHHBIX JICTCH.

Ioowcunoti 6o3pacm

B KJIMHHYECKHX MCCIIEIOBAHUAX SMTPULIMTA0OMHA HE Y9aCTBOBAJIO J0CTATOYHOIO KOJIMYECTBA I
B BO3pacTe 65 NeT U cTapiie /Ui ONpe/e/ieH s Pa3IMyuii B OTBETE HA TEPAIMIO MEXIy HUMH H
nunaMu 6osee Mosozoro Bospacra. Ciaeayer ¢ OCTOPOKHOCTBIO MOAOMPaTh 103y /UL MOKHIIBIX
MalMEHTOB, YYUTHIBAs OOJIBIIYIO YaCTOTY HAapyHIICHHH (YHKLHMHM IE€YEHH, [IOYCK WIK CepAua, a
TAaKXKe COMYTCTBYIOLINE 3a00I€BaHHs HIIM TIPUEM APYTHX JIEKAPCTBEHHBIX CPEICTB.

Hapywenue ¢pynxyuu novex

1)



PekoMeHI0BaHO yBETHYCHHE HHTEPBaIa MKy IPHEMaMH IIpernapara y NalMeHTOB ¢ KIHPEHCOM
KpearnHuHa MeHee S0 MJI/MHH WIM C TEPMHHAIBHOH CTaaMeH MO4Ye4HOH HEI0CTATOYHOCTH,
TpebOyromei auanusa (cM. paszaen «Crocobd MpUMEHEHHUS U 103b1»).

Biiusinue Ha cOCOOHOCTD YNPaBJAATH TPAHCIIOPTHBIMH CPeICTBAMH H MeXaHH3MaMH

He mnpoBoauinch cHeLMaibHble HCCICAOBAHHUS BIMAHUS OMTPHUMTaOMHA Ha CrOCOOHOCTH
YIPABIATh TPAHCIOPTHBIMH CPEACTBAMH M APYrHMHM MexaHu3MaMmu. O/IHaKO IIpH OLEHKE
CIOCOOHOCTH Tal[ME€HTa YIPABIATh TPAHCIIOPTHBIMU CPEIACTBAMH M JIDYTHMH MEXaHM3MaMH,
HEoOXO0MMO TPHUHHUMAThL BO BHHUMAHHE €ro oOlIee COCTOSHHME M XapaKTep HEeXelaTeabHbIX
peaKIuii, CBA3aHHBIX C IPUEMOM Ipernapara. [lalueHTsl A0/DKHBI ObITH TPOUH(POPMHPOBAHBI O
BO3MOXHOM T'OJIOBOKPYXKCHHH TPH JICYEHHH IMTPHLIUTAOMHOM, IIPH BO3ZHUKHOBEHHH KOTOPOIO
CJIE/IyeT BO3/IEPXKATHCS OT BHINOTHEHHUS YKa3aHHbBIX BHJIOB JAEATEILHOCTH.

®opma BbINYCKA

TabneTku, MOKphITHIE MIIEHOYHON 060104KoM, 200 Mr.

Ilepsuunas ynakoexka 1ekapcmeeHH020 npenapama.

ITo 10 Tabnerok TOMEMIAIOT B KOHTYPHYIO SYCHKOBYIO YNaKOBKY M3  IUICHKH
NOJIMBUHUIIXJIOPUAHON ¥ (OJIBIH ATFOMUHHEBOH NEYaTHON JTAKMPOBAHHOM.

ITo 30, 60, 90 win 120 TabneTok moMem@aT B 0aHKY MOIMMEPHYIO U KPBILIKON HaTATHBAEMOMH C
KOHTPOJIEM 11epBOro BCKpbITHs. CBOOOAHOE IPOCTPAHCTBO 3aIlOIHSAIOT BATOM MeIMIMHCKOM. Ha
0aHKH HAKJIEHBAKOT ITHKETKH M3 OyMard 3THKETOYHOW WJIM TIHMCYEH, MM M3 TOJMMEPHBIX
MaTepHaIoB, CAaMOKJICIOLIHECS.

Bmopuunaa ynakoeka nexapcmeennoz2o npenapama.

ITo 3, 6 win 10 KOHTYPHBIX AYEHKOBBIX YIIAKOBOK BMECTE C MHCTPYKIMEH IO NMPUMEHEHHIO
IIOMEIAIOT B MAYKy M3 KapTOHA I MOTpeOUuTenbeKoi Taphl. [lauku moMemanT B IpynnoByo
YIIaKOBKY.

ITo 1 Ganke BMECTE C MHCTPYKIMH [0 MPUMEHEHHIO TMOMEIIAIOT B MauKy M3 KapToHa. Ilauku
IIOMEIAIOT B TPYIIIOBYIO YIAKOBKY - KOpoO U3 ropHpOBaHHOIO KapTOHA.

Ycii0BHs XpaHeHUs

XpaHHTh B 3alMIICHHOM OT CBETa MECTE IIPH TeMiiepaType He Boime 25 °C.

XpaHUTh B HEJIOCTYITHOM JUISl IETEH MECTE.

CpoK roaHocTH

4 roma. He uCriosib30BaTh 110 HCTEYECHUH CPOKA, YKa3aHHOI'O Ha YIIaKOBKE.

YciaoBusi 0THyCKA

OTIyCKaloT 0 peLEnTy.
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IIpousBoauTen

AO «Dapmacunres», Poccus.

AJlpec Ipou3BOJICTBEHHOM Miomaaku: r. Upkyrck, yi. P. JlrokcemOypr, a. 184.

Biiajiesieny perncTpauHoOHHOro yaocToBepeHus/Opranu3anusi, NPHHHEMAOWAS NPeTeH3HH
ot norpebuTesei

AO "®apmacunres", Poccus, 664040 r. Upkytck, yi. P. JliokcemOypr 184,
Ten: 8-800-100-1550, www.pharmasyntez.com.

‘ Bune-npe3uaeHT no Ka4ecTBy U

PEryJIATOPHBIM BOIIPOCaM Ko Mansix H.IO.

118 JOKYHENTOB

AO «DapmacuHTE3»
PRrHCTPAUNK
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