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MUHHUCTEPCTBO 3/IPABOOXPAHEHMS POCEFIFERON GENERATHAR

MHCTPVYKILIA
[10 MEJIMIIUHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI'O IIPETIAPATA
BEKJIYPU™

PerncrpanuoHHbIii HOMep:

Toprosoe HauMeHoBanue: Bexiypn

Mesk/IyHAPOIHOE HeNATEHTOBAHHOE WM IPYNIIHPOBOYHOE HAMMEHOBAHME: PEM/IECHBHUD
JlexapcrBennasi gopma: THODUIM3AT JUTs TIPUTOTOBJICHUS KOHIEHTPATA JUIS TIPUTOTOBJICHHUS!

pacTBOpa JUIst HHPY3uit

COCTAB

1 ¢naxon comepKuT™:

oeticmeyiowee seujecmeo pemaecusup — 100 mr;

gcnomozamenvuvle  éeujecmea:  Oeranexca  cynbpoOytuinar  Hatpus — 3000 Mr;
XJIOPHCTOBOIOPOIHASI KHCIIOTA ¥ HATPHSI THIIPOKCH]I .S JI0 1eneBoro pH.

* KonuyecTBo JEMCTBYIOIIErO U BCIIOMOTraTeIbHBIX BEILECTB YKazaHo 0e3 5 % u30biTKa.

OIIUCAHHUE
JInopuIM3MpOBaHHbIA MOPONIOK WM YIUIOTHEHHas Macca OT Oeloro Wium modtd Oesnoro o

JKCJITOT'O IIBETA.

DOAPMAKOTEPAINIEBTUYECKAS I'PYIIIIA: npoTHBOBHPYCHOE CPEJICTBO.
KOJI ATX: JOSABI16.

®APMAKOJIOT'HYECKHE CBOMCTBA
dapmakoIUHAMHKA

MexaHu3M OeHCTBHS

PemyiecuBup  sBJsIeTCS  @JIGHO3MHOBBIM ~ HYKJICOTHIHBIM  IIPOJIEKAPCTBOM,  KOTOPOE
MeTaboIM3UpyeTcsl B KJIETKaX opraHu3Ma ¢ oOpazoBaHHEM (DapMaKOJOIHMYECKH aKTHBHOTO
MmetabonuTa Hykiaeosuarpudocdara. Pempecusupa tpudocdaT BHICTYNIAET B KAYECTBE aHAIOra
anenosuaTpudochara (ATD) u kouKypupyet ¢ npupoaubiM ATd-cyOcTpaTom 3a BKIIOYEHHE B
Gopmupyrommecss PHK-ierin ¢ momompio PHK-3aBucumoit PHK-nonmumepassr Bupyca SARS-
CoV-2, 4To IPUBOUT K 3aJIepKaHHOMY OOpPBIBY IIelH BO Bpems perumikaiuu supycuoit PHK. B

KAueCcTBE JOIMOJHUTEIILHOTO MeXaHHW3Ma JICHCTBHs pemjecuBHpa TpUdochaT MOXKET TakKe
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uHrEoOupoBath cunte3 BupycHor PHK nocie ¢e BCTnaHBalgﬁﬁ‘%%‘a‘}ﬁ%}g:ﬁ%w%@éynmam

CUMTBHIBAHUS € TIOMOIIBIO BUPYCHOI MOIMMEpPasbl, 4TO MOKET IIPOUCXOJUTH TIPU O0JIee BHICOKHX
KOHILIeHTpanusx HykieotnaoB. Korma pempecusupa tpudochar npucyTCTBYeT B MATPUYHOM
PHK Bupyca, 3¢ $eKTHBHOCTh BCTpAaUBAHHs KOMIUIEMEHTAPHOTO HYKJICOTH/IA CHHIKACTCS, TEM

caMbIM HHIHOMpYst cunTe3 BupycHoii PHK.

[IpoTHBOBHPYCHASI aKTUBHOCTD

PemiecuBUp TPOSIBIISUT IPOTUBOBUPYCHYIO AKTUBHOCTbB i1 Vilr0 B OTHOIICHHH KIMHHYECKOTO
usossta Bupyca SARS-CoV-2 B mepBHUHBIX SHHUTEIHATBHBIX KIETKAX JBIXaTeIbHBIX ITyTEH
yejioBeKa ¢ MoJlyMakCHMallbHOM 3¢ pexTuBHOM KoHeHTparmeit BemectBa (ECso) 9,9 M uepes
48 wyacoB ¢ MOMEHTa Hauajia JieueHHs. PemjecuBup HHIUOMpOBAI PEILUIMKALMIO BHpYCa
SARS-CoV-2 B HenpepbIBHBIX KIJIETOUHBIX JIMHUSAX SIUTEIHAIBHBIX KIETOK JIETKHX YelIOBeKa
Calu-3 u A549-hACE2 ¢ ECso 280 HM uepe3 72 waca ¢ MOMeHTa Hauana jedenus u 115 M
yepe3 48 yacoB ¢ MOMeHTa Havalsla Jie4eHHs, cCoOTBeTcTBeHHO. 3HaueHnus ECso pemaecuBupa B
orrorrenun SARS-CoV-2 B kietkax Vero cocraisiii 137 HM uepe3 24 yaca u 750 HM uepes
48 dYacoB ¢ MOMEHTa Hadaja JedyeHus. XJopoxuHa ¢ocdar okasbpBal J10303aBHCHMOE
AHTarOHUCTUYECKOE BIIMSHUE HA INPOTUBOBUPYCHYIO AKTHBHOCTH PEMJIECHBHMpA, KOIJa JBa
npernapara COBMECTHO WHKYOMpOBAJINCH B KJIMHMYECKHM 3HAUMMBIX KOHIIEHTpAIMAX B KJIETKaX
HEp-2, uHGUIMPOBAHHBIX PECIUPATOPHO-CHHIIMTHAIBLHBIM BUPYCOM. boiiee BBICOKHE 3HAYEHUS
ECso pemaecuBupa HaOIIOMAIMCh MPU YBEJIMYCHHH KOHIEHTpAIMU XJIOpoXuHa (ocdara.
[ToBbleHHEe KOHIIGHTpAMK XJIOpoXuHa (ocdaTta CcHIXKAIO 00pa3oBaHHE peMIECHBHpA
tpudochara B kierkax AS549-hACE2, HEp-2 u B HOpPMalbHBIX SNHUTEIHAIBHBIX KIETKaX
OpOHXOB YeJI0BeKa.

[To pe3ynabTaraM UCHBITAHUHN in Vilro PEMAECUBUD COXPAHSI aHAJIOTHYHYIO IIPOTUBOBUPYCHYIO
AKTUBHOCTH (M3MeHeHHe B < 1,5 paza) B OTHOLICHUU KIMHUYECKHUX M30JSITOB IITaMMOB BUpyca
SARS-CoV-2, conepxamux 3ameny P323L B BupycHOI nmoimmepase, BKIIFOYas ITaMMbl Ajibga
(B.1.1.7), bera (B.1.351), 'amma (P.1) u Jlenpta (B.1.617.2) no cpaBHeHuto ¢ 0oiyiee paHHEH
muaueit  SARS-CoV-2  (nmuuus A). Dtu pesynbraThl OBUIM  IOJYYEHBI € IOMOLIBIO
ummyHodepmenTHOro TBepaodasznoro aHanuza ELISA mis Hykineokarncuaos (M. Tabmuity 1).
Tab6mna 1: IlporuBoBHpYycHAasi AKTHBHOCTH pPeM/IeCHBHPA B OTHOIIEHHH KJIHHHYECKHUX

H30/1TOB mMTamMMoB BHpyca SARS-CoV-2

Jluunsi SARS-| MecTto nepBoro Homenknatypa | OcHOBHBIE ECso CHuxeHne
CoV-2 00Hapy:KeHHUsI BO3 3aMEeHbI pemMaecHBHpa BOCIIPHHM-
M), YHUBOCTH
MOBTOPHOCTH (n)
A CLIA - — 116 (6) 1,0
B.1.1.7 BesnnkoOpuranus Anba P323L 177 (3) 1,5*
B.1.351 IOAP bera P323L 117 (3) 1,0°
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P.1 Bpasiius Tamma p323\ XOAHHEIRYIS e 13dg gk
B.1.617.2 Wunns JlenbTa P323L, 46 (4) 0,4°
G671S
a N3MeHeHne mnokasartelisi B ],5 pasa HE SBJIAETCA 3HAYUMBIM. CHUxKeHue BOCHpMHM'—!HBOCTI/] HE

Ha0J110/1aJ10Ch HU Y OZIHOTO U3 LLITAMMOB BHpYCa.

Pe3ucreHTHOCTD

KimHuueckne JaHHble 0 pasBuTHH pesucreHTHOCTH BHpyca SARS-CoV-2 Kk pemjecuBupy

OTCYTCTBYIOT.

B kynbrype KieTok Obum oToOpans! n30518Thl SARS-CoV-2 co CHIKXCHHOH BOCTIPHMMYHBOCTHIO
K pemjecuBupy. B xome ojamoro u3 orbopoB ¢ npumenenuem (GS-441524, ncxonHOro
HYKJICO3H/1a PEM/IECHBUPA, ObLIH 0OHAPYIKEHBI Iy IB BUPYCOB, IKCIPECCHPYIONIMX KOMOMHAIMH
AMMHOKHMCIIOTHRIX 3aMeH Ha V166A, N198S, S759A, V7921, C799F u C799R B BUpyCHOH
PHK-3aBucumoit PHK-niomimepase, KoTopble crioco0cTBOBAIM H3MEHEHMIO KonuenTparuu ECso
B 2,7-10,4 pasa. [Ipu BBeIeHHH 3aMEH I10 OT/EIBHOCTH B PEKOMOMHAHTHBIN BUPYC TUKOTO THIA
METOJIOM CalT-HANPaBICHHOTO MyTareHesa HaOJIOJaloch CHHIKEHHE BOCIPUUMYUBOCTH K
pemaecusupy B 1,7-3,5 pasa. B xozme BTOporo orbopa ¢ HCIOJIB30BaHHEM pEMJICCHBHpPA H
moimsita SARS-CoV-2, comepxamero 3ameny P323L B BupycHOH mnonmmepase, Oblia
oOHapy’XeHa OJlHa aMHHOKHCIIOTHAsS 3amMeHa Ha V166L. PexkoMOMHaHTHBIE BUPYChI C 3aMCHOM
tosbko Ha P323L wmm P323L m V166L nemoHcTpHpoBaid M3MEHEHHE BOCIPHUUMYHBOCTU K

pemyecuBupy B 1,3—1,5 pa3, cOOTBETCTBEHHO.

B KyIbTHBHPYEMBIX KIETKaX YCTOMYMBOCTH K PEMJECHBHPY C HCIIOJIb30BAaHHEM BHpYCa
renatuta MbIIM (KOPOHABUPYC TIPHI3YHOB) OIpejesisuiach pa3BUTHeM JBYX 3ameH (F476L u
V553L) B PHK-3aBucumoit PHK-nomimepase Bupyca B ocraTKaX, COXPaHMBIIUXCS BO BCEX
KOPOHABUpyCax, 4YTO CIIOCOOCTBOBAIO 5,0-KpaTHOMY CHHMIKEHHIO BOCIHPHHUMYHMBOCTH K
pemzecusupy. Ilpu BBenenun ananornysbix 3amex (F480L n V557L) B o6pasen Bupyca SARS-
CoV ObUI0 TPOJIEMOHCTPUPOBAHO 6-KPATHOE CHHKEHHE BOCIHPHMMYHMBOCTH K PEMJICCHBHDPY B
KyJIbTHBUPYEMBIX KJIETKax, a ImaToreHHocTh BUpyca SARS-CoV Ha MblmuHOH Mojenu Obuia

ocJradeHa.

[lpy WHIAMBHIyaTbHOM BBEJICHHH B pekoMOuMHaHTHBIA BHpyc SARS-CoV-2, kaxnas u3
coorBercTByrommx 3ameH Ha F480L um VSS57L mnpuBoauna K 2-KpaTHOMY CHHIKEHHIO

BOCTIPUUMYHMBOCTH K PEMJIECUBUDPY .

dapMaKOKNHETHKA

dapMaKOKHHETHYECKHE CBOMCTBA pEMJIECHBHPA H3YYAIUCh HA 370POBBIX JI0OPOBOJIBLAX.

Jlannsie o papmakokuHeTrke y namuentoB ¢ COVID-19 orcyTcTByIOT.
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BcacbiBanue

DapMaKOKUHETHYECKNE MapamMeTpbl PeMICCHBHpA 1 €ro 11pe00J1aIaloIero MUpPKyIUPYIOUEro
vetabomuta GS-441524  OlEHHBATNCH Y 3/I0POBBIX  B3POCIBIX J0OPOBOJIBIEB. [Tocne
BHYTPHBEHHOTO BBEJICHHSI PEMJICCHBUPA B3POCIBIM ITHKOBAs KOHICHTpAlHs B ILIA3ME KpOBH
HAGIIOAACh B KOHIE MH(Y3HH HE3aBUCHMO OT JIO3BI M TIOCIE HTOr0 OBICTPO CHUIKANACH C
[IEPHOJIOM TOJyBbIBEJICHHs: OKono 1 wvaca. MakcnmalbHble  KOHICHTpaliH MeTabosuTa
GS-441524 B 1urasme KkpoBu Habmojanuck depes 1,5-2,0 1aca mocie Havana 30-MHHYTHOM

uH}Yy3UH.

Pacnopenienenue

Pemziecuup npumepHo Ha 93% cBs3bIBaeTCs ¢ OelKaMu IIa3Mbl YEI0OBEKa (naHHBIE €x-Vivo) CO
cBobGoHOM (pakuueit ot 6,4 10 7,4%. Cpa3piBaHHE HE 3aBUCUT OT KOHICHTPALMH IIperiapara B
nmanazone or 1 10 10 MKM, OTCYTCTBYIOT NPH3HAKH HACBIICHUS CBA3BIBAHMSA PEMICCHBUPA.
[locne oamokparHoro BBegeHus 150  wmr ['“C]-meueHHOr0  peMJIeCHBHpA  3J0POBBIM
J0OpPOBOJIBIIAM OTHOIIEHHE ['*C]-pa/oaKTHBHOCTH B KPOBH K IUIa3Me cocTapjisio okono 0,68
yepes 15 MUHYT mocie Havyana MHQY3HH, yBEIMYMBAIOCH C TEYECHHEM BPEMEHH, NOCTHIas
orsomenust 1,0 uepes 5uacos, 4TO yKa3biBaeT Ha Jud@epeHIraTbHOe pPacIpe/IeieHue

pemaecuBupa u €ro MeTa0O0JIMTOB B IUIA3ME UM KJIETOYHBIX KOMIIOHEHTAaX KpPOBH.

Metabonu3m

PeMjiecHBUp 3KCTEHCHBHO MeTaboiu3upyercs 10 (apMakoJOrHIecKd aKTHBHOIO aHaora
nykneosuarpudocdara GS-443902 (obpasyercs BHYTpUKIETOYHO). IlyTh MeTab0IMUECKOH
AKTHBAIIMM  BKJIFOYAET THJPOJIM3 OCTEpa3amy, KOTOPBIA IIPHBOAMT K  0Opa3soBaHMIO
npomeskyTouHoro merabomura GS-704277. Pacmensenne docdopamuata ¢ MOCIETYIOMUM
dochopunmuposanrem  BexeT K - 00pa30BaHMIO  aKTHBHOTO  Tprdochara (GS-443902.
Jlepochopunuposarue Bcex  (GocHOpUIMPOBAHHBIX METAO0OTUTOB MOKET —IIPHBECTH K
obOpaszoBannio Hykieo3uaHoro Meradomura (GS-441524, KOTOpBIE MOXKET IIOBTOPHO HE
s dextuBHO PochoprnupoBathest. Mcenenobanue OanaHcoM Mace y 4eloBeKa TakxkKe yKasbiBacT

Ha HATMYKE B TJIa3Me HeMIeHTU()HIMPOBAHHOTO OCHOBHOTO MeTaboauTa (M27).

BriBesienue

Tlocyie OHOKPATHOTO BHYTPHBEHHOTO BBeseHus 150 mMr '*C-MedeHHOro pemiecHBUpa CpeHuit
o0muii ToKasarellb BBIBEJIEHHUS 103l cocTaBuil 92%, Ipu 5TOM BBIBCJICHHUE Yepe3 MOYKH U
KHIIIEYHUK COCTaBHIIO 0K0JI0 74% u 18% coorBeTcTBeHHO. OCHOBHAS YacTh JI03blI PEM/ICCUBUPA,
BBIBOJMMASL C MOYOH, cocrtosia u3 Mertaboymra GS-441524 (49%) m 10% cocrasisit
peMIECHBAP. DTH JAHHbBIC MOKA3BIBAIOT, YTO MOYEYHBIH KIMPEHC SIBISICTCS OCHOBHBIM IIyTEM

BoIBefieHUsT Meraboimra (GS-441524. Meauana KOHEYHOrO IIE€pPHOJ@  IOJIYBbIBEJCHHS

4
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pemuaecuBupa ¥ Meraboimmra (GS-441524 cocmnmma'::Br%‘fwjﬁ(?ﬁ%ﬂ#éﬁ,ggdzlm3%19%7 YaCOR

COOTBETCTBEHHO.

Oco0ble rpyInbl NalMEeHTOB

Ion, paca u eo3pacm

q)apMaKOKHHeTI/I‘leCKPIC pasimiuns 'y JIroJieun pa3Horo 1oJia, pacbl U BO3pacTa HE OLICHUBAJIUCH.

JHemu

[onynsitmonnele  (papMakOKMHETHUECKHE MOJIETH PEMICCHBHPA M €r0  IUPKYJIHPYIOLIHX
merabonutoB (GS-704277 u GS-441524), pazpabotaHHbie ¢ HCIOIL30BAHUEM OOBEIHHEHHBIX
JIAHHBIX HUCCIICIOBAHMI Y 3/10pOBBIX JOOPOBOJIBLEB, a TaKXkKe Y B3pocibIx U jaeteit ¢ COVID-19,
MCTIOJIb30BAIUCH Ul TIPOrHO3MPOBaHMs (hapMaKOKMHETHYeCKOro Bo3zeiictBus y 50 gereil B
Bo3pacte > 28 nmeit g0 < 18 et m Becom > 3 kr. CpejiHee reoMETPHUYECKOE BO3/IEHCTBUE
(AUCtau, Cmax M Ciau) Y 9THX TAIMEHTOB B OTHOLICHWH BBEIEHHBIX /03 OBLIO BBILIE JUIS
pemaecusupa (ot 44% 1o 147%), GS-441524 (ot -21% no 25%) u GS-704277 (ot 7% 1o 91%)
10 CPABHCHHIO C COOTBETCTBYIOIIMMHM MOKA3aTEISIMH Y B3POCIBIX TOCHHTAIN3HPOBAHHBIX

naireHToB ¢ COVID-19. VBenuueHnue He CUUTATOCH KITHHHYECKH 3HAUHMBIM.

IHoyeunas neoocmamounocme

Onenka dapmakoxuHeTHKH pemjiecuBupa u metabosura GS-441524 y mamueHToB ¢ MOYCYHOMH
HEJ/IOCTATOYHOCTBIO HE IPOBOAMIACE. PeMIEeCHBUD B 3HAYHMTEILHOM CTEIEHH HE BBIBOJUTCS B
HEU3MECHEHHOM BHJIC C MOYO0i, HO €ero 0cHOBHOM MeTaboymt GS-441524 BBRIBOUTCS 1TOUYKAMHU, U
coJiepkaHne MeTabOJIMTOB B ILIa3M€ TEOPETHYECKH MOXKET YBEJIHYMBATLCS y MAIMEHTOB C
HapyienueM QyHKiuu noyexk. BenomorarensHoe BemecTBo Getanexca cyib(hobyTHiaT HaTpus
BBIBOJIUTCS ITOYKaMH U HAKAIUTMBACTCS Y NMALMEHTOB CO CHUKEHHOM (yHKuuHei moyek. [Tpenapar
Beknypu'= He cleayeT Ha3HAYATH [AMEHTAM C pPacyYeTHOM CKOPOCTHIO  KITyOOYKOBOIH

dunsrparmu (pCK®) <30 mn/mun/1,73m2.

Ilevenoynas neoocmamoynocmo
Onuenka papmMakOKMHETHKH pemaecHBrpa 1 Metabomta GS-441524 y nanmeHToB ¢ me4eHOYHOMH

HEAOCTAaTOYHOCTHIO HE IPOBOJIHIIACK. Ponb nmeuenu B Mmetabosmsme peMICCUBHpa HECU3BECTHA.

Bszaumooeiicmeue ¢ opyeumu npenapamamu
Pemuecusup uurubuposan msopepmenr CYP3A4 in vitro (cm. pazuen «Bzaumooeiicmeue ¢
opyaumu nekapcmeeHnoiMu cpeocmeamuy). Pemaecusup unu ero Merabomutsr GS-441524 u

GS-704277 B ¢u3noNOrMUECKM AKTHBHBIX KOHIEHTPAIMSAX (B PABHOBECHOM COCTOSIHHH) HE
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urrnouposamu usopepmentsr CYP1A2, CYPLB6 CYP2(’,;§.X@§Y°P§‘@5j'@%i%l@gﬁ%W2D6

in vitro. PeMiecHBHp He SBJISETCS BPEMEHHBIM HHIHOMTOPOM (pepMEHTOB CYP450 in vitro.
Pemyecuup unymuposai uzopepment CYPIA2 u, BO3MOXHO, CYP3A4, no ne CYP2B6 in
vitro (cM. pasuen «Bzaumooeticmeue ¢ Opy2umu JiekapcmeeHHblLMu cpedcmeamuy).

JlaHHble in  Vilro yKasblBalOT Ha OTCYTCTBHE KIMHUYECKH 3HAYMMOIO WHTUOMPOBAHUS
ypuamaaudocdarrioxypornnTpancdepasst UGTIA3, UGT1A4, UGT1A6, UGTIA9 wim
UGT2B7 pemuecusupoM wimm ero Merabomutamu GS-441524 u GS-704277. Pemaecusup, B
oTarure oT cBoux Metadbosmtos, maruduposan UGTIAL in vitro.

EAMHCTBEHHBIM (hepMEHTOM, METaboIIH3M KOTOPOr0 MOKHO ObLIO OOHAPYKUTH IS GS-441524
u GS-704277, 661 UGTIAS.

PemjiecuBUp HWHIHOWUPOBAT TPAHCIOPTHHIEC TIOJMICHITH/Bl OPraHMYeCKUX aHHOHOB OAT3,
MATEL, OCT1, OATP1B1 u OATPIB3 in vitro (cM. paszuen «Bszaumooeiicmeue ¢ Opyeumu
JIeKAPCMBEHHBIMU CPEOCBAMU).

PeM/ICCHBHD H €ro MeTaboJMTEl B (JU3HOIOrHYECKH aKTHBHBIX KOHIEHTPAIUIX HE HHIHOHPYIOT

P-IJIMKONIPOTEHH 1 GEJIOK PE3UCTEHTHOCTH paka Mosiounoi xkenessl (BCRP) in vitro.

MOKA3AHUS K IPUMEHEHUIO
Jleuenue HoBoM KopoHasupycHoit nupexiu (COVID-19):
ey B3POCIBIX M MOAPOCTKOB (B Bospacte oT 12 110 18 net ¢ mMaccoii Tena ne menee 40 Kr) ¢
ITHEBMOHHEH, TpeOyIoImeil JIOMOIHATENBHOH OKCHIeHOTEpalui (HU3KOMOTOYHAS I
BBICOKOIIOTOYHAS OKCHI€HOTEpAnusi WIN JAPYrHe METOJIbl HEMHBA3MBHOW BEHTHJISAIUU B
Havae JICYCHUs),
e y B3pOCIBIX H N0IPOCTKOB (B Bo3pacte oT 12 10 18 net ¢ maccoit Tena ne menee 40 kr) ¢
HOBBIIEHHBIM puckoM mporpeccuposanus COVID-19 1o Tsokenoit CTeneHu, KOTOPhIM

HE Tpe6yeTc;1 JIOTIOJITHUTEJIbHASA OKCUTCHOTEPAIIH .

NMPOTUBOIIOKA3AHUS

e IloBbleHHAs YyBCTBUTEIBHOCTh K JICHCTBYIONIEMY  BELIECTBY WM  JIPyTOMY
KOMITOHEHTY Ilperapara.

e Jlerckmii Bospact g0 12 ser ¢ wmaccoii Tenma MmeHee 40 kr (3Q(EKTHBHOCTH U
0€30MacHOCTh He YCTAHOBIICHBI JUIS JIAHHOHU TTOITYJISIIAHN).

e Pacuernas ckopocth Kiy6oukoBoi ¢punsrparuu (pCK®) <30 mun/mun/1,73 M.

e Vposenb anannHamuHoTpancdepassl (AJIT) >5 BepXHHUX rpaHHIl HOPMBL

e bepeMeHHOCTD.

e [lepuoj rpyJHOrO BCKapMIJIMBaHHUSL.
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C OCTOPOKHOCTBIO

o Tlouibie TanMenTs! crapiie 65 aet (eM. paszen « Ocobvie yKasanus).

MPUMEHEHME T0IPM BEPEMEHHOCTH W B IHEPHOJ TI'PYJAHOI'O
BCKAPMJIMBAHUS

bepemennocThb

llaHHbIe O IIPUMMEHECHUH peMACCUBHUpA Y 6€p8MeHHbIX JKEHIIUH OTCYTCTBYIOT MJIA OIPaHHYCHBL.
UccnenoBanuii Ha >XUBOTHBIX B OTHOIICHUH perOﬂyKTHBHOﬁ TOKCUYHOCTH HEIOCTATO4YHO.

PemjiecuBHp IIPOTHBOIIOKA3aH BO BpeMsl OEpPEMEHHOCTH.

JKeHImuHbI JETOPOJHOTO  BO3pacTta  JOJDKHBI UCIIOJIB30BATh S(b(bCKTI/IBHble CpeacTBa

KOHTpAICIIIIUK BO BpEMSI JICUCHUSI.

['pynHoe BCKapMJIMBaHUE

HensBecTHO, BBIACISETCS JIM PEMJICCMBUD C TIPYAHBIM MOJIOKOM, KaKOBO €r0 BIIMSIHHEC HaA

pe6eHKa, HaxXoIsIIerocs Ha rpy JHOM BCKapMJIMBaHWH, HIIH BJIMSHUC Ha BI:Ipa6OTKy MOJIOKa.

B HccenoBanusx Ha XHBOTHBIX MeTaboimut GS-441524 (anasor HykiIeo3uaa) Obu1 0OHApyIKEH
B KPOBH KpBICAT, HAXO/ISIIMXCS HA BCKAPMIIMBAHKU MOJIOKOM KPBIC, IOJIyYaBIIMX PEMICCHBHD.
CJle/I0BaTEIbHO, MOXHO TIPEINIOJNOKATh HAIMYME OKCKPEIHH PEMJECHBUpPAa W/HIM  €ro

MeTabO0IUTOB C MOJIOKOM KOpMSIIUX XHUBOTHBIX.

M3-3a BO3MOKHOCTH II€pejlaudl BHpyca MIIAJEHIIAaM C OTPHIATEIbHBIM pe3yJbTaToM Ha
SARS-CoV-2 1 HekelnaTelnbHBIX PEaKkiuil Ha Ipenapar, HEOOXOIMMO IPUHSATH PELICHHE O
IIPEeKpalieHuH TPYIHOTO BCKApMIMBAHUS MM O IPEKPALICHUH/BO3/ICPKAHIUA OT Teparuy
PEMJIECHBHPOM € YYETOM IOJB3bI IPYJHOTO BCKApMIMBAHHs JUls peOEHKa W MOJIb3bI Teparuu

JUIA JKEHITHUHBI. PeMIICCI/IBHp ITPOTHUBOIIOKA3aH B MEPUO/] I'PYAHOI'0 BCKapMIIMBAHMS.

DepTHIbHOCTD

JlaHHBIC O BIMSHUE PEMIECUBUPA Ha PENPOLYKTUBHYIO (YHKIHIO Y YeI0BEKa OTCYTCTBYIOT. Y
CaMIIOB KPBIC JIeYeHHE PEMJIECHBIUPOM HE BIMSUIO Ha CHapUBaHUE UM GepTUILHOCTh. OJIHAKO, Y
KPBIC-CAMOK HaOJII0IAIOCh HapyleHHe GepTuiIbHOCTH. 3HAUMMOCThb 3THX JTAHHBIX JUIS 4eJI0BeKa

HCEU3BCCTHA.

CIHOCOBb INTPUMEHEHUS U 103bI
JInounmsar pemiecuBUpa MpeHasHadeH Uil BHYTPUBEHHON HH(Y3HH 1OCIIE€ BOCCTAHOBIICHUS
H TTOCJIE/TYFOINETO pa3Be/ICHUsI.

3anpereHo BBOIUThH MPenapar BHY TPUMBILIEYHO.



COOTBETCTBYET 2KCNEPTHOMY OTUETY
ot 18.04.2023 N= 7450

[TanueHTsI, [10JIyJarolue peMIECUBUDP, JIOJIKH mxonmw%ﬂﬁ&%ﬁ@lﬂ%ﬁ? IBSBS:’

HpHMCHﬂTB npemnapar cienyer B ciydasx, Korja ecCTb BO3MOKHOCTb KYIIMPOBAHHUS TSIKCIIBIX
peaxunﬁ TAIIEPYYBCTBUTEIILHOCTH, B TOM YUCJIC aHa(bI/IJIaKTI/I'-IeCKI/IX peaxuni/i.

Tabanua 2: Pexomennyemaﬂ 1032 peMaecCHBHpa LI B3pPOC/IbIX H NOAPOCTKOB

B Bujie BHYTPHBEHHOH HHDY3HH

B3pocabie MoapocTtku (B Bo3pacte o1 12 10 18
JieT ¢ maccoii Tena He menee 40 kr)
Henn 1 200 mr 200 mr
(0AHOKpATHAsi HATPY304HAasl 1032)
Jenn 2 u najiee (0IMH pa3 B CYTKH) 100 mr 100 mr

Tabauna 3:  TIpoao/KHTEJILHOCTD JIeYeHH

B3pocabie MoapoceTku (B Bo3pacte oT 12 10 18
JeT ¢ maccoii Tesia He meHee 40 Kr)

[TaumeHThl ¢ NHEBMOHMEI, EsxenHeBHO He MeHee S 1Hel u E’keIHEBHO He MeHee 5 1Heil U He
TpedyIolleii OKCHIeHoTepanuu He dosiee 10 aneii. 6oJiee 10 aHeii.
[TalueHTbl, KOTOPbIM He TpedyeTes: ExenHeBHO B TeueHHe 3 IHEH, EsxeiHEBHO B TeueHUe 3 aHeH,
OKCHIeHOTepanusi ¥ KOTopble HauMHas Kak MOKHO paHblie HauMHas KaKk MOXKHO paHblie Mocie
HMEKT NOBbIIEHHbII PHCK rnoc/e noCTaHOBKH AMarHo3a nocraHoBky anartosza COVID-19 u B
nporpeccupoBanus COVID-19 xo COVID-19 u B Teuenue 7 Heil TeueHue 7 AHel noce nosiBieHus
TSI7KeJI01i CTeneHu MocJie MOsIBJICHUS CHMITTOMOB. CHUMITOMOB.

JInodumzar Bewtypu' mocie pacTBOpeHHst B 19 Ml CTEpUIBHOM BOABI UL UHBEKIUH
pas6asnsor B 0,9% pacTBope HaTPHs XJIOpHAA (CM. oapasaen «/Ipuzomosienue pacmeopa ol
uHghy3uuy) W BBOJAT B BUje BHyTpuBeHHOH uH(Y3un B Teuenue 30-120 muuyt. CKOpOCTH
BBeIeHHs mpesicTaBiiena B TaGmuue 4. Tlocre npoBeaeHus HH(Y3UHM TPOMBIBAIOT HH(Y3HOHHBIH
mermok He Menee, yeM 30 mi 0,9% pacTBOpoM HATpusi XJIOpPUZA, KOTOPBIH TaKXe BBOIAT
nanmenTy, uToObl yOemuThes, 4TO HeoOXoaMMmas J03a Mpernapara BBEACHA IOJIHOCTHIO.
IIpemapar Bekimypu' He cleayeT BBOJWTH OJHOBPEMEHHO C JIDyTMMH [peraparamu.

CoBMECTHMOCTH C Jpyrumu pactBopam, noMumo 0,9% pactsopa HaTpHs XJIOpH/IA, HEU3BECTHA.

Tabmmma 4: Pexomenayemasi CKOpPOCTh BBeJI€HHsI BOCCTAHOBJIEHHOIO W Pa3BeJIeHHOI0
auouau3aTa peMINCHBHPA /Il NPHIOTOBJIEHHS KOHIEHTpAaTa /UIsl NPHrOTOBJIEHHS
pacTBopa Juist HHQY3Hil 1151 B3POCIBIX H HOAPOCTKOB B Bo3pacte oT 12 10 18 ser ¢ maccoii

Tesia He meHee 40 kr.

O0bem nady3HoHHOr0 Memka | Bpems BBeenus Cxopocthb BBeIeHHS
30 muH 8,33 mu/MuH
250 M 60 MuH 4,17 mur/MmuH
120 Mmun 2,08 mur/mMuH
30 muH 3,33 Mi/MuH
100 mn 60 MuH 1,67 mi/mMuH
120 MuH 0,83 mur/mMuH




COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 18.04.2023 N 7450
(Bxoaswmi M3 N24213959)

IIpuroroBiicHUE pacTBOpA JUIs I/IHd)V?)I/Iﬁ

[IpuroToBETE PACTBOP IS HMHQY3MM B aCENTHYCCKHX YCIOBHSX B TOT JKC JICHb, KOTA4
3aIUIAHMPOBAHO BBEJIEHUE Ipenapara. PemjecuBup ciieyeT NpoBEpATh BU3YaIbHO HA MPEIMET
HAJIMYHs TBEP/IBIX YACTHIL ¥ H3MEHEHHsI 11BETA [I€PE/l BBEJICHUEM, KOT/Ia 9TO TMO3BOJIAIOT pacTBOP
u Kouteittep. IIpy HaTMUMK JTHOOOTO M3 NEPEUNCIICHHBIX H3MCHEHHUH CIICYET yTUIN3HPOBATH
pacTBOP ¥ IIPUTOTOBUTH CBEXKHM.
Jlnoduimsar HeoOGXOMMO BOCCTAHOBHTE 19 MII CTEPUIIbHOI BOJBI JUISL MHBEKIHMH U PasBECTH B
pactope 0,9 % xyopujia HaTpHs JUIs MHBEKIHI, IPEXKJIe YEM Ha4YaTh BHY TPUBECHHYIO HHDY3HIO
B Teuenne 30—120 MunyT.
Boccmanosnenue
U3BjekuTe HEOOXOIMMOE KOJIHYECTBO OIHOIO030BBIX (JIAKOHOB M3 yrakosku. JIis Kaxaoro
(naxona:
e B acenTHUecKMX YCIOBHMSX BOCCTaHABIMBAIOT JHO(UIM3AT  peMJIECHBHpA  JUIA
[IPUTOTOBJICHHS KOHIEHTpATa JUls HPUTOTOBICHMS pacTBOpa s MHY3ui, no0apisis
19 M CTEPHIIBHOM BOJIBI TSI HHBEKIMH B KaKIbIH (IIAKOH, MCIONIB3YSI IIIIPHIL B UITTY
TIOJIXO/IAIET0 pa3Mepa.
o Vrummsupyiite (IakoH, eciii BakyyM BO ()IaKoHe He 3a0UpaeT CTEPHIIbHYIO BOJY
JUISL ”HBEKIUH BO ()I1aKOH.
e lcnonp3yiiTe TOJNBKO CTEPHWJIbHYIO BOAY JUId MHBEKIMHA JUIs BOCCTAHOBJICHHSA
muodum3ara peMaecHBHpa.
e Hememienno Berpsixaute (iiakoH B TedeHue 30 cekyH 1.
o Jlaiite comepxumMoMy (iakoHa OTCTOSIThCS OT 2 JI0 3 MUHYT. B pesynbrare IOIKeH
HOJTY YU ThCS TIPO3PAYHbINA PACTBOP.
e Ecmu cojepxumoe (pIakoHa MOJIHOCTHIO HE PACTBOPSETCS, BCTPAXHHUTE (DIIAKOH €Ie pas
B Teyenue 30 ceKyH/I U JaiiTe COAePKUMOMY OTCTOSITBCS B TEUEHHE 2—3 MUHYT.
e IloBTOpsiifTe 5Ty mpouEAYpY IO Mepe HEOOXOAMMOCTH, IIOKa COJAEPKUMOE (rakoHa
MOJTHOCTBIO HE PACTBOPUTCSI.
e Ocmotpute (akoH, 4ToObl YOEIUTHCS, YTO KPBIIIKa KOHTEHepa He UMeeT JIe(EKTOB, 1
pacTBOp HE COJEPIKHUT TBEPBIX YACTHII.
e Pa3BenuTe cpasy mocie BOCCTAHOBJICHUSI.
Paseeoenue
JInst  mpefoTBpalieHHs  CIyYaHOM  MHKpPOOHOH  KOHTAMMHAIMM — CIIEAyeT — CcoOJoaTh
OCTOPOXKHOCTH. IlOCKOJBKY B JIaHHOM IIpemapare He COJEpKAarcs KOHCEPBAHTBI WU

HpOTPIBOMPIKpO6HI:-I€ KOMIIOHEHTBI, IIPUTOTOBJICHUE WTOTOBOIO pacTBOpa Ui NapCHTEPaIbHOI'O



COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 18.04.2023 N= 7450

{ S 5 Iy oo
BBCJICHUS H606XO)II/IMO OCYIICCTBIIATH adEITHYCCKUM BKWSMq 3 ’f‘l’&z 1§§3ﬁ%)KHOCTI/I

JIeKapCTBeHHBIf:I rpenapar peKOMEHIYCTCs BBOJIUTH HE3aMEJIMTEIILHO IOCIIC TPUTOTOBICHHM.

Bspocavie u nodpocmiu (6 6ospacme om 12 0o 18 nem ¢ maccot mena He meree 40 ke)
e MWcnons3yst Tabmumy 5, ompexemnte obbem 0,9 % pactBopa HaTpust XJIOpHAa JUIA

HH'I)CKI.IHﬁ, JIJISL U3BJICYCHHAS U3 I/IHCI)ySI/IOHHOI‘O MEIIKa.

Ta6muma 5: Pexomenayemble HHCTPYKIHMH 110 PA3BEICHHI0 — BOCCTAHOBJICHHDBIH
peviecusup, JHOGUIM3AT IS NPHIOTOBJIEHHsI KOHLEHTPATa JUlsl NPHIOTOBJICHUS

pacTBopa st uHdys3mii

O6bem nenoabzyemoro | Oobem, nojIeKaM Al H3BJIEYEHHIO
UH(]Y3HOHHOI0 MelKAa ¢ H 0TOpAChIBAHHIO H3 Heo0xoaumbli
Mo3a 0,9 % pacTBopom ungysnonnoro memka ¢ 0,9 % o0bem
peM/ecHBHPA HATPHS XJIOPHIA pacTBOPOM HATPHS XJIOpH/A BOCCTAHOBJICHHOI'O
peMecHBHPA
200 mr 250 mn 40 mn 2 x 20 mn
(2 pnakona) 100 ma 40 mn 2 x 20 mn
100 mr 250 M 20 ma 20 mn
(1 pnakon) 100 mn 20 ma 20 ma

[IPUMEYAHUE: O6wem 100 M MokeT OBITH HCHOJIB30BaH JUIS IAIMEHTOB C CEPbE3HBIM
orpaHuyeHreM oObemMa MoTpedIseMOoil JKHIKOCTH, HAPUMEP MPH OCTPOM DPECIHPATOPHOM
JIACTPECC-CHHPOME WJIU II0YE€YHON HEAOCTATOYHOCTH.

e Usmiekure u orOpockre HeoOXoauMmblil 00bem 0,9 % pactBopa HaTpHs XJIOpHJIAa M3
uHQY3HOHHOTO ~ MeINKa, corjacHo labmmie 5, MCHONb3ys INNPUIl M HITY
COOTBETCTBYIOLIETO pa3Mepa.

o U3Biexkure HEOOXOJMMBIH 00BEM BOCCTAHOBIEHHOI'O PEMJIECHUBUPA, MCIOJIB3YS LIIPUIL
COOTBETCTBYIOIIETO pasmepa, cornacHo Tabmune 5. OTOpochTe HEUCIIOB30BAHHBIH BO
¢rakoHe ¢ peMIeCHBUPOM OCTATOK.

e Ilepenecute HEOOXOMMMBIH 00BEM BOCCTAHOBJICHHOTO PEMIECHBHpPA B BHIOpAHHBIA
WH(Y3UOHHBIN MEIIOK.

e OcropokHo TepeBepuute maker 20 pa3s Juis HepeMelInBanys pactBopa B makere. He
BCTPSIXUBAUTE.

e [lpuroToBiieHHBIH pacTBOp cTabWIIeH B TedeHHe 24 JacoB IIPH KOMHATHOM TeMIepaType

(or 20 mo 25°C) mnm B Tedyenue 48 uvacoB B XOJIOIAMIBHHUKE TPH TEMIIEpAaType OT

2 no 8 °C.

Ilocse 3aBepimenns uudy3uu IpomMoiiTe Memok He Meree, yeM 30 M1 0,9 % dusnonoruyeckoro

pactBopa.
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 18.04.2023 N= 7450

[lockoabKy mpenapar He COJAEPXKUT KOHCEDBAHTOB, W%&?@&H&ﬁﬁﬁfi?' HO HE

HCITOJIb30BaHHbIN pacTtBOp, HIXA PacTBOP, OCTaBIIIMMICS 1OCJIE BBEACHUS, JOJDKECH OBITH

YTHAJIM3UPOBaH COOTBETCTBYIOIIIUM CII0coOOM.

Oco0Oble IPYIIILI TAIMEHTOB

Iayuenmul nodcUI020 603pacma
V nanueHToB crapiie 65 JIeT KOPpEeKIHusl JI03bl peMJECHBHpa HE Tpebyercst (CM. paszern

«Dapmarono2uiecKue c60UCmea).

Ilayuenmeol ¢ HapYUWEHUSMU QYHKYUU NOYEK

Onerka (papMaKOKHHETHKH DPEMIECHBHPA Y TAlMEHTOB € IOYCYHON HEJOCTATOYHOCTBIO HE
nposouiack. Ilanuentst ¢ pCK® >30 mu/mun/1,73 M? TIPMHUMAIH PEMJICCHBUP JUISl JICUEHHS
COVID-19 6e3 xoppekinuu J03bl. PemjecuBup TMPOTHBOIIOKA3aH MAalMCHTaM C pCK®
<30 mu/mun/1,73 M? (cM. pasaensl «Papmaroxkunemuxay, «lIpomusonoxkazanus» u «Ocobvie

VKA3aHUS ).

ITayuenmoi ¢ HapyuleHUAMU PYHKYUU NeYEeHU

Onenka (papMaKOKMHETHKH PEMIECHBHpPA Y MAlMEHTOB ¢ MEYCHOYHOW HEJOCTATOYHOCTHIO HE
npoBojunack. HewsecTHo, TpeOyercs JM KOPPEKIMs JI03bI MAlMEHTaM C IEYCHOUHOH
HEJI0CTATOYHOCTBIO (CM. pasziensl «Papmakokunemuxa», «lIpomusonokasanus» u «Ocobvie

VKA3AHUAY ).

Jlemu
besonacnocts 1 3()(EKTHBHOCTH PEMIECHBHpA Y JIETEH B BO3pacTe MIIA/IIIE 12 ner 1 ¢ maccoi
tesa menee 40 Kr He ycTaHOBIEeHbI. J[aHHbBIE OTCYTCTBYIOT.

Iayuenmoi ¢ ummyHooepuyumom

BesonmacHocTh ¥ 5(GQEKTHBHOCT PEMIMCHBHApPA y IAIMEHTOB C HMMYHOJEHUIMTOM HE

yCTaHOBJIEHBI. JIOCTYIHBI TOJIBKO OIpaHHYEHHbIE JaHHBIE (CM. pasjien «Jco0bie yRasanua).

IMMOBOYHOE JIEMCTBUE

BBH/ly OrpaHHYEHHOrO OIBITA KIMHHYECKOTO IPHMEHEHHs PEMJIECHBUpPA IPH NPUMCHCHUH
npernapara MOTyT pa3BUBAThCSI HEXKeJIaTelIbHbIE PEaKIMK (BKIIKOUYas CEPhEe3HBIC HEXelaTeIbHbIC
peakiuu), 0 KOTOpbIX paHee He coobmanock. Mudopmanus o 06e3011aCHOCTH pemecuBHpa
KpaliHe OrpaHWuYeHa, W OHA MO-TIpeKHeMy coOupaercs. HecmoTpst Ha TO, YTO NPUYHHHO-
CNE/ICTBEHHAs CBA3b HEW3BECTHA, COOOMIAIOCH O pa3BUTHM HEXKENATEIbHBIX SBICHHM,

OIIMCaHHBIX HHIKC. HOCKOJ’II:Ky CYLIECTBYET BCPOSATHOCTH BO3HHUKHOBEHHS  CICAYIOIIHX
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 18.04.2023 N= 7450

{ - b ] FLEL 8]
HeKeNaTelIbHBIX Peakinii Ha JIEKapCTBEHHBIH [Ipernapar. ch@ﬁ‘?&fﬂﬁg‘réﬁ%w&)ﬁhpomm

COCTOSIHME ITAIlMCHTOB M IPHHUMATb COOTBETCTBYIOIIME MEPLI, B TOM Yucie MpeKpaicHue

IpHMEHEHH s TIpenapara, py 00HapyKeHUH JHOOBIX OTKIOHEHHH.

HauGoJiee 9acTo BCTPEUAIOIIEHCs HeKenaTebHOW peakiueil y 3710pOBbIX J0OPOBOJIBIEB OBLIO
noBbIIEHHE  akTHBHOCTH  TpaHcamunas  (14%). Haubomee — wacTo BCTpEYAIOLIEHCS

HexenarebHoi peakuueil y napento ¢ COVID-19 Obuia Tonmnora (4%).

HexenarenpHble peakiuy, repedncienusie B Tabmuie 6, MpeJcTaBIeHbl MO Kiaccam CHCTEM
oprafHoB u yactoTe. YacTora onpe/ernsiiach ey omnm o6pazom: oueHb yacto (>1/10); uacto
(ot >1/100 1o <1/10); newacro (ot >1/1000 mo <1/100); peako (0T >1/10000 mo <1/1000);

yacToTa HEU3BECTHA (HC MOJKET OBITh YCTaHOBJICHA Ha OCHOBAaHNH HUMCIOIIUXCS I[aHHbIX).

Ta6auna 6: TabMIHbBI CIHCOK HeJKeJATEIbHBIX PeaKuuii

Yacrora HexenaTepHas peakuus

Hapywenusi co cmoporsl UMMYHHOU CUCTEMbL

Penxo TUIICPYYBCTBUTEIIBHOCTD

YacroTa HEU3BECTHA anauIaKTHYECKas peaKils, aHapUIaKTHIECKUH 110K

Hapywenust co cmoponbl HepeHOU CUCMEMbl

Yacro roJioBHas 00JIb

Hapywenus co cmoponwt cepoya

YacTtoTa HEM3BECTHA cuHycoBast OpauKapus™®

Hapywienus co cmopomul Jiceiy00yHO-KUmeuHo20 mpakma

Yacto TOILIIHOTA

Hapywienus co cmoponsl neveHu u Jiceiyesbl6005uux nymeu

OueHb 4acTo IOBBIIIICHNE aKTUBHOCTHA TpaHCaAMHHA3

Yacrora HEM3BECTHA IeyeHo4yHass He10CTaTOYHOCTh

Hapywenus co cmopomnbl KOJCU U NOOKOJUCHBIX MKAHEU

Yacto CBIIb

Jlabopamopuvie u uncmpymenmanvHvie OaHHble

Ouenb yacTo yJUTHHEHUE TPOTPOMOUHOBOTO BPEMEHH

Oobwue paccmpoiicmea u HapyuieHus 6 Mecme 66e0eHUs

Penxo nH(Y3HOHHBIE peakiuu (TUIOTEH3Ms, TOILIHOTA, pPBOTA,

HOTIIMBOCTb, TPEMOP)

* CoobWANOCh B TOCTPErHCTPAlMOHHOM nepuote. OOBIMHO COCTOSHHE HOpMaiu3oBanoch Ge3
JIOTIOJTHUTEILHOTO BMEIIATENILCTBA B TeueHne 4 Hel Nnociie nocyieIHero BBE/ICHUsI peMIeCUBHPA.
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COOTBETCTBYET 3KCMNEPTHOMY OTYETY
ot 18.04.2023 N= 7450
(Bxopswmia M3 N24213933)

OnucaHue OTACJbHbIX HEXKEIATCIbHbIX PEAKIIN

IToewiutennvlil yposenb Mmpancamunas

B HccleOBaHHAX Y 3/10POBBIX J100pOBOJIBIEB, [OIyYaBIIMX PEMICCHBHP, OTMEHAIOCH
nosbienne yposueit AJIT, acnmapratamuHoTpancdepasbl (ACT) nnm oboux moxasareneii 1-i
(10%) wnnu 2-it (4%) crenenu. B paHJIOMH3HPOBAHHOM JBOWHOM  cjiernoM  Iuianedo-
KOHTPOJIMPYEMOM KIMHHYECKOM HCCIICJIOBAHMHE Y [AlUCHTOB C COVID-19 nosblenue
yposreit ACT u AJIT moGoit creneHn THKECTH (>1.25 x pepxuuii npeaen Hopmel (BITH))
nabmonanock y 33% u 32% mauMeHToB, MOJIY4YaBIINX PEMIAECHBUP, M0 CPABHEHHIO € 44% u
43% namuenToB, noyuasmux mwiane6o. Iosbimenne ACT u AJIT >3 crenenu (> 5.0 x BITH)
Habmonanocs y 6% u 3% NalMeHToB, NOMyYaBlnX PeMICCHBHD, M0 CPABHEHHIO C 8% u 6%
NALMEHTOB, TOJYYaBIIMX IUIaneo, COOTBETCTBEHHO. B paHIOMHM3MPOBAHHOM OTKPBITOM
MHOTOIIEHTPOBOM  KJIMHHYECKOM HCCIIEJIOBAaHUM Y TOCHUTAIU3MPOBAHHBIX MALUCHTOB C
Tskenoii gopmoit COVID-19, nouyyaBumx pemaecusup B tederne 5 (n = 200) w10 gueit
(n = 197), noesienne yposueit ACT u AJIT moGoii crenenn TsoKecTH HAaOIIOAANIOCH y40% n
42% TalMeHToB, COOTBETCTBEHHO. M3MeHenre 1abopaTopHbIX MoKasaresiel >3 CTeneH: B BUIE
nosemennst ACT u AJIT mabmonanock y 7% mNalMeHTOB, MOJIyYaBIIMX pemuecusup. B
PAHOMH3MPOBAHHOM  OTKPBITOM ~ MHOTOLEHTPOBOM — KIIMHHYECKOM — MCCIENOBAHUH Y
rocnutanuzupoBannbix nanpeHToB ¢ COVID-19 cpenneii TsOKECTH, MOMYYaBIIMX PEMICCHBHIP
B Teuenne 5 (n = 191) mm 10 ameit (n = 193) no cpaBHenuio co crangaprom tepanuu (n=200),
nosemmenne ACT u AJIT mo6oii crenenn TsokecTd HaOmonanoch y 32% u 33% nanueHTos,
TMONMyYaBIIMX PEMIECHBAP, COOTBETCTBEHHO, M y 33% u 39% manueHToB, IOJyYaBIIAX
crauzapt tepanuu, cooterctBenno. [lopimenne ACT n AJIT >3 crenenu Habmoznanoch y
2% u 3% NamMeHToB, IOAyYaBIIMX peMaecuBuUp, U Y 6% u 8% NauueHTOB, MOJTyYaBLIMX
CTaHapT Teparuu, COOTBETCTBEHHO.

Veenuuenue npompomobuno6o2o epemenu

B kimHuueckoM uccnenosanun y nanueHtoB ¢ COVID-19 uacrora mpoJIOHrHpOBaHHOTO
nporpomburoBoro Bpemenu win MHO (mpenmmymiecTsenHo 1-2 creneHu) Oblla BbIIIE Y
VYACTHUKOB, IMOJIYYABIIAX PEMJECHBHUD, IO CPABHEHHIO C YYAaCTHUKAMM, NPHHHMABIIMMH
maane6o, NpH ATOM MEXIy [BYyMs TpylIamMd He HaOII0Jaloch PpasHHUIBl B 4acTOTe
BO3HHUKHOBEHHs KpoBoTeueHuit. [Ipu npuMeHeHnH pPeMIeCHBHPA KIMHHYECKH LENIeco00pasHo
IIPOBO/IUTH KOHTPOJIb IPOTPOMOMHOBOTO BPEMEHH.

B pamkax Jpyroro HCCieJIOBaHHs 4acTOTa YBEJIHYEHHs MPOTPOMOMHOBOIO BPEMEHH HIIH
MHO 6bia cxoKeil y MalMeHToB, MOIyYaBIIMX PEMIECHUBHD, U Y MAIHEHTOB, MOTyYaBIIMX

rutaiedo.
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COOTBETCTBYET 2KCNEPTHOMY OTUETY
ot 18.04.2023 N= 7450
(Bxopmwmit M3 N=4213933)

Jlemu

Orenka 6e3onacHocti pemaecusupa y aeteit ¢ COVID-19 ocroBana Ha JIAHHBIX OTKPLITOTO
KIMHAYECKOr0 HMCCIIE0BaHMs, B KOTOPOM MNPHHSIIH yyacThe 53 MalUeHTa, MOJydaBLINX
peMIECHBHD (CM. pasjien « PapMaKonoeuieckue Cotucmea). HaGmo1aemMble He)KeaTe/IbHbIe
peakiuK COOTBETCTBOBAIM TAKOBBIM B XOJI€ KIHHHYCCKUX UCTIBITAHUI peMJIECUBUpPA Y

B3POCITBIX.

NEPE/IO3UPOBKA

He 3aperucTpupoBaHbl CIydad OCTPOH MEPEI03UPOBKH PEMJIECHBUPOM Y HCIIOBEKA. B cinyuae
[epEI03MPOBKH PEM/IECHBIPOM JIEYCHHE JIOJDKHO BKIOYATh OOIIHE MOUICPKUBAIOIIME MEPEI, B
TOM YHCIIe KOHTPOJIb JKU3HEHHO-BKHBIX QYHKIMH 1 HAOIIO/ICHUE 32 KIIMHUYECKUM COCTOSHHEM

nanuenTa. CrenuduuecKuii aHTHI0T PEMIECHBHPA OTCY TCTBYCT.

B3AUMO/IEMCTBHE C IPYTUMU JJEKAPCTBEHHBIMU CPEJACTBAMHU

dapMakoJIMHAMUYECKUE B3an MOJICHCTBHUS

OJIHOBpPEMEHHOE MPHMEHEHHE PEMIECHBHPA ¢ XIOpoXHHa (HochaTtom Wil IHAPOKCHXIOPOXHHA
cyib(aToM He PeKOMEH/TyeTCsl U3-3a aHTAarOHW3Ma, HabmoiaeMoro in vitro. CyHmecTByeT pHCK
CHIDKEHHMSI IIPOTHBOBUPYCHOM AKTHBHOCTH IIPH COBMECTHOM IIPUMEHCHHH PEMJICCHBHpA C

XJIOPOXHUHOM MJIA THAPOKCUXITIOPOXHUHOM.

dapMaKOKMHETUYECKUE B3aUMOICHCTBUSI

Brusinue Opyaux 1eKapcmeeHHblX NPEenapamos Ha pemoecusup

[To jaHHBIM UCCIIEAOBAHUIL in Vilro peMIECUBHD SIBISETCS cyOCTpaToM JUlst 3cTepas B IUIa3Me H
tkausax u g uzodepventa CYP3A4, a taxke TpaHCHOPTHOI'O INOJMICNTHAA OPraHWYCCKUX
anmonos OATPIB1 wu tpancnoprepoB  P-rmmkomporenna.  GS-704277 * (metaboauT

pemaecusupa) spisercst cyoerparom uist OATP1B1 n OATP1B3.

BbU10 1MpOBE/ICHO HCCleI0BAaHHE B3aUMOICHCTBUS PEMICCHBHPA ¢ JIPYTHMHU JICKAPCTBEHHBIMA
npenapatamu. B Tabnuie 7 0000weHsl (papMakOKMHETHYECKHE S(PEKThI HCCIeTyeMbIX

NpenapaToB Ha pemaecuBup i ero Metaboantsl GS-704277 u GS-441524.

Tabauna 7: Bausinme APYrux JeKapCTBEHHBLIX MPENapaTroB Ha peMeCHBHD H €ro
metabouThl GS-704277 u GS- 441524

Jlo3npoBKa Bansinue HA KOHUEHTPAUHH PexomeHaauMH 1o
JIEKAPCTBEHHOI 0 JIEKAPCTBEHHOI0 Nnpenapara COBMECTHOMY
npenapara (mr) CpeaHee OTHOLLIEHHE NpUMEHEHHIO
(90% noBepuTelIbHBIN HHTEPBAI)
pemaecuBup: Cpax 149%
[{uknocnopux AUC¢ 189% KoppektupoBka 103bl
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200 mr onHOKpaTHO | GS-704277: Conex 15]% (Bxonswmif B3 s haded)
AUC;y 1197% 0JIHOBPEMEHHOM
GS-441524: Cua 17% MPUMEHEHUN C
AUC, o HHruOUTOpaMu

OATPIBI1 u OATP1B3

He oxxupaeTcs HUKaAKUX B3aUMOJIeICTBHI MpH 5
HE TPEOYETCA.

OJIHOBPEMEHHOM MPHMEHEHHHN peM/IeCHBHpa C
unruoutopamn OATPIB1/1B3 w/unn P-gp.

pemjecuBup: Chax 113%
Kapbamasenun AUC; 18% KoppekTupoBka 103bl
300 mr 1Ba p/a GS 704277 G “ pemiecuBupa npu
AUC;¢ PN 0/THOBPEMEHHOM
GS-441524: Cm\ — NMPUMEHEHUH C
AUC;y 117% CHJIbHBIMU MHIYKTOpaMH

CYP3A4 w/unu P-gp He

He oskuaaercst HUKaKnX B3auMOAeHCTBHI NPH _
TpedyeTcs.

O/IHOBPEMEHHOM MPUMEHEHHH PEM/IECHBHIPA C CHITbHBIMH
uaykropamu CYP3A4 unn uuruduropamn CYP3A4.

”pll.\l&.“l{llIHL‘I MCCJICIOBAHUE B3aUMOICHCTBUS MPOBO/IMJIOCH HA 3I0POBLIX ,'IOGPOBOQII;lllL\.

Brusinue pemoecusupa Ha opyaue 1eKapcmeeHHble npenapamol

B YCHOBHSAX in Vilro PeMIECHBHp SIBIISICTCS MHTHOMTOPOM H30(epMeHTa CYP3A4, UGTIAI,
MATEI1, OAT3, OCT1, OATP1B1 u OATP1B3. [loka He OyayT mojry4eHbl COOTBETCTBYIOIIUE
K/IMHAYECKUE JIAHHBIC, COBMECTHBIH IPHEM PEMIMCHBHpA C UyBCTBHTEIBHBIMH CyOCTpaTamu
5TUX (PEPMEHTOB W/WIH TPAHCIOPTEPOB CJEAYET paccMarpuBaTbh ¢  OCTOPOXKHOCTHIO.
Pemuecuup unaynuposan uzopepment CYP1A2 u, Bosmoxno, CYP3A in vitro. CoBvecTHOE
pUMEHEHHEe PEMJIECHBHpPA C MpernapaTamMu, KOTOpble SBISIOTCS cyOcTpatamMu H30(epMEeHTOB
CYP1A2 umu CYP3A4, ¢ y3kuM TepalieBTHYECKHMM HHIEKCOM MOXXET IMPUBECTH K IOTEPE MX
3 PEKTUBHOCTH.

JlexcameTason siBisercs cyberpatom uzopepmenta CYP3A4, u, X0Ts peMIeCHBUP HHTHOUPYET
uszopepment CYP3A4, u3-3a OBICTPOTO BHIBEJICHUS pPEMJIECHBHpA IMOCIE BHYTPUBEHHOIO

BBEJIEHUSI OH BpsiJI JIM OKAXET 3HAYUTEIIbHOC BIIMSIHHAC HA KOHIICHTpAIIUIO JIEKCaMeTa30Ha.

OCOBBIE YKA3ZAHUSA

I[IpuMeHeHMe npenapara BO3MOXKHO TOJIBKO B YCJIOBHSIX CTAIlMOHAPHOW MEIUIIHHCKOH IOMOIIIH.
Ipu paseumuu no6ouno20 Oelcmeus HeodX00UMO coobuyams 00 >5mom 6 YCMAHOGIEHHOM
nopsioke Olis OCyuecmeienus. meponpuamuti ho gapmaxonaosopy. Jlo Hadana NPUMEHEHHU
npenapara Bexaypu HeoOX0JMMO IpPeIOCTABHTh MHCHMEHHYI0 MH(OpPMALMIO NaueHty o0
5hPeKTHBHOCTH Tpernapara U PUCKax, CBA3aHHBIX C €0 NMPUMEHEHUEM (B TOM 4HCIIC O PHCKe
BJIMSIHUS HA SMOPHMOH ¥ TUIOJT) M TIOJIyYHTh IIUCBMEHHOE COIJIacHe Ha IPUMEHEHHE Ipernapara.
BBH/ly OrpaHHYEeHHOTrO OIBITA KJIMHHUYECKOIO NPUMEHEHMS PEMJICCHBHPA M BO3MOXKHOCTH
Pa3BUTHS HEKEJATENBHBIX PEAKIUii (BKIIFOUAs CePbe3HbIE HEXKENAaTEbHbIE PEAKIHH), O KOTOPBIX

paHee He coo6manocr>, ciIeAyeT TIATEIbHO KOHTPOJIUPOBATE COCTOSIHUC NAIIMCHTOB C IIOMOIIBIO
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KJIMHAYECKOT0 HAOIOJICHuss W MOHMTOpPHHEA na60paT5%§'E&q-Lﬂ'&<;ﬂ§r@ﬁ%g1:thecmo

JNEHKOIMTOB, JeiikouuTapHas (opMysia, YPOBEHb TeMOIJIOOHHA, TEMATOKPHT, KOJIHHYCCTBO
TPOMOOIMTOB, KOHIEHTPAIMsl KpeaTHHUHA, TIII0KO3a KPOBH, o6mmit 6umapyoun, AJIT, ACT,
menounas (pocdarasa, npoTPOMOMHOBOE BpEMs M T.J.) BO BPEMs JICUCHMST PCM/ICCHBUPOM.
JlanHple 1a00paTOPHBIX aHAIM30B HEOOXOAMMO OLCHHMBATH Ha exxeqHeBHoi ocuose. Ilpu
0GHapyKeHHUH IHOOBIX HEXKeNaTelbHbIX Peakiui Ha done IneueHus, BBEJCHHE IMperapaTa
JIOJDKHO OBITH TIPOJOJDKEHO TOJBKO B TOM Cllydyae, €CIM YCTaHOBJICHHAs TCPAlCBTHICCKAd
11013 TIPEBBIIIAECT PUCKH.

VuuTHIBas BO3MOYKHOE PAa3BUTHE OCTPOH MOUYEUHO HEIOCTATOYHOCTH, HEOOXOMMMO EKEAHEBHO
JO W BO BpeMs BBEJEHMs IIperapara OLECHHBATh (YHKIMIO IMOYEK, a TakKe TIIATEIbHO
KOHTPOJIMPOBATh COCTOSHHUE IAI[MCHTA.

VuuThIBas BO3MOKHOE PA3BUTHE MEYEHOYHOM HE0CTATOYHOCTH, HEOOXOMUMO EKEJIHEBHO 10 1
BO BpeMsl BBEJEHMs Ipemapara OLEHMBAaTh (QYHKIHMIO TIEUCHH, a TaKiKe TIIATCIHHO
KOHTPOJIMPOBATH COCTOSIHKE MalenTa. Ecm y nauenta HabII0Aar0TCs CHMIITOMBI MEUEHOYHOM
HEOCTATOUHOCTH WM OTKJIOHEHHst Jaboparopueix —rokasareneii (m3menenme MHO,
COZlepKaHusl KOHBIOTHPOBAHHOrO OHIMpYOMHA WM IIEIOYHOH ¢docdarazp) COBMECTHO C
nosbimieareM AJIT, To euenre peMIeCHBUPOM JIOJDKHO OBITH IPEKpPAIeHO.

VuuThiBas BO3MOXKHOE pa3BUTHE HWH(Y3UOHHBIX pEaKluid (TMIIOTEH3Us, TOLIHOTA, pPBOTA,
NOTJIMBOCTh, TPEMOpP) HEOOXOAMMO TINATEILHO KOHTPOJIMPOBATH COCTOSHME IAlMCHTa H
HEME/UICHHO TIPEKpaTHTh IpUeM I[pernapara W HPUHATh HEOOXOAMMBIC MEpBI, €CiH

Ha0JIIO A0 TCS KaKue-Iu00 OTKJIOHEHUSI.

B cooTBercTBMM ¢ OOJBIIMHCTBOM CJIy4aeB IPUMEHEHMs IIpernapara B KIMHHYECKHX
UCCIICJIOBAHUSX HA CErOAHSIIHUN JIeHb, PEMJIECUBUP B IEJIOM CIICAYET MCIOJIb30BaTh JUIs
nevyenus uapexknun COVID-19 Tskenoi crenenu y MarueHToB, Y KOTOPhIX HACHIIECHHE KPOBH
KHCIOPOJOM  cocTaBiseT <94% (mpu JIBIXaHWM KOMHATHBIM BO3JYXOM) H TpedyeTcs

JIOITOJIHUTEJIbHAA ImoJada KUCJIOpoJaa.

I'MepuyBCTBUTEILHOCTD, BKIIFOYAs I/IH(bYSI/IOHHI)IC 1 aHaQUIAKTHYECKUE PEaKIIUi

Peakiyy TUNepdyBCTBHTENLHOCTH, BKIIOYas WHQY3MOHHBIE M aHAQUIAKTHYCCKUE DPEaKIUH,
HaOMIOanuCh BO BpeMs M IOCIe BBeJeHHs pemjecuBupa. llpusHaku ¥ CHMITOMBI MOTYT
BKJIIOYATH TMIIOTEH3UIO, THIIEPTEH3MIO, TaxXUKApAHIO, OpajMKapuIO, TMIIOKCHIO, JHUXOPAJIKYy,
OJIBIIIKY, XPHUIIbI, AHTHOHEBPOTUYECKUH OTEK, Chlllb, TOIIHOTY, PBOTY, NOTJIHUBOCTH H JIPOXKb.
MO3KHO TIPEATOJIOKHUTH, 4TO Ooslee MeUTeHHas MH(Y3Hs ¢ MAKCUMAJTbHBIM BPEMEHEM BBEICHUS
10 120 MuHYT criocoOHa MpeI0TBPAaTUTh PAa3BUTHE BBINICYKa3aHHBIX MPHU3HAKOB U CUMIITOMOB.

Heo6X0MMO ~ OTCIIEKMBATh COCTOSIHME —TAIMEHTOB HA TPEIMET Pa3sBUTHsS — PeaKiHid
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’ - 3 B2 M=y aTel
TUIEpYyBCTBHTEIBHOCTH BO BpeMsl M IIOCIC OKOanHHH"%’fz@hMﬁn p@ﬁ%&@@@a‘*‘%o mepe

KJIIMHHYECKON uenecoo6pa3Hocm. Ecnmn nogBisitoTCs NpU3HAKA U CUMIITOMBI KIMHHUYCCKH
3HAYUMOM peaxknuu TUIEPYYBCTBUTEIILHOCTH, ciielyeT HEMEIJICHHO IPEeKpaTUuTh IIPUMECHEHUEC

pemMaecuBrpa U Ha4daTb COOTBETCTBYIOIIEE JICUCHHEC.

[TanpeHTsI € [I0YEUHOM HEAOCTATOYHOCTHIO

HakoIleHHe BCIIOMOTATeIbLHOro BelecTa Oerajexca cyiabdoOyTuiara HATpusl B IMOYEYHBIX
KAHAJBIAX MOJKET OCIOKHHTH TEUEHHE ITOYEYHON HENOCTATOUHOCTH. B XO/e NOKIMHAICCKUX
JiccreIoBaHmii  OBUIO OOHApY)KEHO, YTO PEMJIECHBHD OKas3blBAaeT BIMSHMC Ha IOHYCHHBIC
KaHATBIB!. KIMHUYeCKHe HCCIeIOBAHMS ¢ yYacTHEM TAl[MEHTOB C NOYEYHON HeI0CTaTOYHOCTHIO
He mpoBomuuck. Y Beex mnaruento pCK® jomkHa ompeaensThes /0 Havada MPUMCHCHUS
peMJieCMBHpa M BO BpeMs €ro TPHMEHCHHs B  COOTBETCTBHH  C KJIMHHYECKOH
nesnecoodpasnocTeio.  IIpumeHenne mpemnapara Bexnypu' =y TAIMEHTOB C IIOYEYHOH

He0cTaTogHOCThI0 Tsokesoi crenenu (pCK® <30 mun/mun/1,73 M%) TIPOTHBOTIOKA3aHO.

[loBbllIEHHE YPOBHS TpaHCAMHUHA3

[ToBbIIIEHHE AKTUBHOCTH TpaHCaMHMHA3 HAOMIOJAlOCh B KIMHMYECKHX HCCIICOBAHMAX
peM/IeCHBHpPa, B TOM YHCIE Y 3J0POBBIX JT0OPOBOIBIEB M IAIKMEHTOB C COVID-19. Ilepexn
HAYaJIOM TIPUMEHEHHs PEMJIECHBHPA CIIEIyeT OllEHUBATh (YHKIIMIO [IEUCHH Y BCEX MAIMEHTOB 1
KOHTpOJIMPOBATh €€ BO BPEMs JIEYCHHS B COOTBETCTBHM C KIMHHYECKOH IMPAKTHKOM.
KiMHIYeCKHe MCCiIeIOBAHMS PEMIIECHBUpA Y TAIMEHTOB ¢ NMEYEHOYHON HEJI0CTaTOYHOCTBIO HE
[IPOBO/IAIINCH. PeMIECHBHUD Clie/TyeT IPUMEHSTh Y NAlMeHTOB ¢ HapyIeHHeM (yHKIMHA NIeYeHH,
TOJIBKO €CJTH OTEHIHAIbHAs T0JIb3a IPEBBIIIACT NOTEHIUATbHBIA PHCK.

[Tpumenenue npenapara Bexnypu' y namuentos ¢ ypoBHeM AJIT >5 BepXHuX rpaHHIl HOPMBI
IPOTHBONOKA3aH0. PeMecuBup clielyeT OTMEHUTH MAallieHTaM, Y KOTOPhIX BO BPEMS JICHCHU
pemecuBupoM yposerb AJIT mojHiMaeTcs >5 BEPXHUX IPaHUIl HOPMBI (BBEICHHE Npenapara
MOXKeET ObITh B0300HOBIeHO, Koryja AJIT cramer <5 BepXHHX TpaHMIl HOPMBI) HWIH IPU
nosbimenny AJIT, KoTopoe COIpPOBOKAACTCS IPU3HAKAMH MM CHMITOMAaMH BOCHAICHUS
[IeYCHH WM yBEJIMYEHHEM KOHBIOTHPOBAHHOTO OmimMpyOMHA, MOBBIIICHACM aKTHBHOCTH
meno4yHoi Qocdarassl WM MOBBINEHHEM MEXKIyHApOJHOI0 HOPMATU30BAHHOIO OTHOIICHHUS

(MHO) (cMm. pasaen « PapmakoKuHemukay ).

Puck CcHWXEHHsS NIPOTUBOBHPYCHOM aAKTHMBHOCTH IIPH OJHOBPEMEHHOM Ha3HA4YE€HHU C

XJOPOXUHOM HJIHA THAPOKCUXITIOPOXHUHOM

CoBMeCTHOE NPUMEHEHHE PEMJICCHBHpA € XJIOpoXHHa (ocdarom WM THAPOKCUXIOPOXHMHA
cynb(aroM He pEKOMEHJIyeTcss Ha OCHOBAaHMM JIAHHBIX in  Vilro, JEMOHCTPHPYIONIMX

AHTArOHUCTHYECKOE JICUCTBUE XJIOpOXHMHA Ha BHYTPHUKIICTOYHYIO MeTa6OJII/I‘leCI(yIO aKTHBAIIUIO
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{ g oih B ':! Y s 21 aagn
M TPOTHBOBHPYCHYIO aKTHBHOCTH pemjecubupa (CMm. \FApRAM Daplictcovinittuxay  w

«Bsaumodeiicmeue ¢ Opy2umu 1eKapCmEeHHbIMU CPEOCMBAMUY).

ITanueHTrl ¢ PIMMVHOIled)I/II_II/ITOM

B mnacrosiee BpeMs HET SICHOCTH, JIOCTAaTOYHO JIH 3 jHe| JedeHus Ui IAalMEHTOB C
HMMyHO}IC(bI/ILIPITOM, C IIPOJIOJDKUTEIIBHBIM BbIJICIICHHEM BHUpYycCa. CyLHCCTByeT HOTCHHH&JII)HBI?I

PHCK pa3BUTHUS PE3UCTCHTHOCTH. HOCTYHHBI TOJIBKO OTpaHUYCHHBIC JTAHHBIC.

[larMeHThl MOXKUIOr0 BO3pacTa

PeMlecHBAp ClIElyeT NPUMEHSTh € OCTOPOXKHOCTBIO TIOJI TOCTOSHHBIM HAOIOJCHHEM 3a
COCTOSIHMEM TIAIMEHTA. B IeoM, y MOKHIBIX ITAlHeHTOB MOXET HaOIIONAThCs CHIKEHHE
dusmosnormueckux (yHKIMH, Oojee BBICOKAs YacTOTA COMYTCTBYIOUMX 3a00NCBAHHME MK

IEPCHECCHHBIC paHee 3a00JIeBaHUS.

BJIMSAHUE HA CIIOCOBHOCTb YIIPABJISITD TPAHCIIOPTHBIMU
CPEJICTBAMU, MEXAHU3MAMHU
Uudopmarys 0 BIMSHAM Ha CIOCOOHOCTH YIPABJIATH TPAHCIOPTHBIMU CPEIACTBAMH M

MEXaHu3MaMH OTCYTCTBYET.

®OPMA BBIITYCKA
JIno(unu3aT JUIS NPUTOTOBIEHMsS KOHIIEHTpAaTa JUlsi IPUTOTOBICHMs PAcTBOpa Ui UHQY3Hii,

100 mr.

[To 100 mMr mpemapara BO (hJIaKOH MPO3PAYHOro OECIBETHOrO CTEKia THNA | BMECTHUMOCTBIO
30 M1, yKYNOPEHHBIH pPE3UHOBOH IPOOKOH, YIUIOTHEHHBIH aIIOMHUHHEBBIM KOJIAYKOM C
OTpPBIBAIOIIENCS TIACTHKOBO# KpbitKoii Tiia «Flip-offy.

ITo 1 ¢makony BMeCTE ¢ HHCTPYKIMEH 10 IPUMEHEHHUIO B ITAYKe KAPTOHHOM.

IIpu émopuunoii ynaxoeke npenapama na OAO « Dapmemanoapm-Jlexcpeocmeay

ITo 100 mMr mpemapara BO (hpJIaKOH IPO3PAYHOTO OECIBETHOIO CTEKJa THIA I BMECTHMOCTHIO
30 M1, YKYNOpEHHBIH pE3UHOBOH NPOOKOM, YIUIOTHEHHbBIH aTIOMHHHEBBIM KOJIAYKOM €
OTPHIBAIOIIEHCS TIACTHKOBO# KpbIikoi THia «Flip-offy.

ITo 1 ¢akony BMecTe ¢ HHCTPYKIMEH IO NPUMEHEHHIO B IIaYKe KapTOHHOW C KOHTPOJIEM

HIEPBOTO BCKPBITHSI.

YCJIOBUS XPAHEHUSA
Xpauuth npu Temneparype He Boiie 30 °C.

XpaHUTH B HEJIOCTYITHOM JUIS JIeTel MecTe.
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(Bxogmwmin M3 N24213959)

CPOK I'OJTHOCTH
2 roja.

He IIPUMEHSATH 110 HCTCYCHHH CpoKa ro{HOCTH.

YCJI0BUS OTIIYCKA

OTrmycKaroT 110 PENenTy.

BJIAJIEJIEI] PETUCTPAIIMOHHOTI'O YIOCTOBEPEHUSA

I'unean Caiierncus Vatepremmnn Jlt., BennkoOpuranus / Gilead Sciences International Ltd., UK
®uayspe bununr, 'panra [lapk, I'paiit D6unrron, KemObpumk CB21 6GT, Benukobpuranus /
Flowers Building, Granta Park, Great Abington, Cambridge, CB21 6GT, UK

NMPOU3BOJUTEJIb

IIpouz600cmeo 20mo6oll 1ekapCmEeH O (hopMblL U NEPEULHAL YNAKOBKA:

Jixy6umant XommcerepCrup JUIC, CIIIA / Jubilant HollisterStier, LLC, USA

3525 H. Peran Ctpur, Cnokeiin, mrar Bammnrron, 99207, CIIA / 3525 N. Regal Street,
Spokane, WA 99207, USA

Bmopuunast ynakogka u 6binyckaiuyuil KOHMpoJb Ka4ecmsa:
I'unean Caitercus Aiteraun FOCu, Upnanuus / Gilead Sciences Ireland UC, Ireland
AitJludit busnec sun Texmonomku Ilapk, Kappurroxmmi, rpaperso Kopk, Wprmanims /

IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

OPI'AHM3ALIMS, IPUHUMAIOIIASA ITPETEH3UN INNOTPEBUTEJIENA

Ionyuums  Oonoanumenvuylo uHgopmayuio o npenapame, d makdice HAnpasumv  c60uU
npemensuu u UHPOPMAYUIO O HENCENAMENLHBIX AGICHULX MOJICHO NO AOPecy:

000 «I'unean Caitencus Pamay

Poccuiickas ®enepanus, 125196, Mocksa, yi1. Jlecnas, 1. 9

Ten.: +7 (495) 139 95 00

E-mail: drugsafety.russia@gilead.com

Ipu émopuunoii ynaxoske npenapama na OAO «@apmcmanoapm-Jlexcpedcmeay

IMPOU3BO/IUTEJIb
IIpouse00cmeo 20mo6oil 1eKapCmeeHHoll (hopMbl U NePEUUHAS YNAKOBKA:

Jixy6unant XommcrepCrup JIJIC, CIIIA / Jubilant HollisterStier, LLC, USA
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3525 H. Peran Crpur, Crokeiin, mrar BanHITOH, 992'@}’50@%“/?'%%%?41‘3]?1&%%1 Street,

Spokane, WA 99207, USA

Bmopuunas ynaxkoska u 6bInycKaiouuil KOHMpoib Ka4ecmea.
OTKpHITOE aKIIMOHEPHOE OOIUIECTBO "®apmcranaapr-Jlexcpenctsa’ (OAO "®apmcraniapt-
Jlexcpenctra"), Pocenst

Kypckas 0611., . Kypek, yi. 2-s Arperatnas, ji. 1a/18

Opeanusayus, nPUHUMAIOWAs npemen3uu nompeoumenei.

OTKpHITOE AKIIHOHEPHOE OOLIECTBO "®apmcrangapr-Jlekepenctea’ (OAO "®apmcraniapT-
Jlexcpencrna')

305022, Pocenst, Kypekas 0671, T. Kypek, yir. 2-st Arperathas, 1. 1a/18

Ten./dpakc: (4712) 34-03-13

www.pharmstd.ru

Crapumii cienuaiucT oTaeNa mo
PerucTpaiiin JIeKapCTBEHHBIX CPEJICTB
000 «I'unean Caitencus Pammay
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