MUHUCTEPCTBO 3JIPABOOXPAHEHUAPOCCUUCKOU ®ETEPALTNA
MHH3OPAB POCCHH

A-003527 ~ 250316
COTACOBAHO

Mo MEAMLIMHCKOMY TPUMEHEHMIO IEKapCTBEHHOrO Npenapara

HUHCTPYKIIUA

COBAJIBAHA
PerucTtpannonnblii Homep:
Toprosoe nazBanue: CoBaibau
Me:xayHapoaHoe HeMaTeHTOBaAHHOEe HAHMeHoBaHue: coocOyBup
JlexapcrBeHHasn popma: TabNeTKH, NOKPBITbIC NICHOYHON 060oN0UYKOH

COCTAB

| Tabnetka cogepxuT:

deucmeyowee sewyecmeo: copocdysup 400,0 mr;
6CROMO2aMeNbHbIC BEULeCBA.

Anpo rabnerkm:

mMaHHuTOoN 360,0 Mr, ue/mumnoao3a MUKpoKpucTanauyeckas 356,0 Mr, Kpockapmeniosa HaTpus
60,0 Mr, kpeMHHs OWOKCUA Koanouanbli 6,0 Mr, Maruusa cteapar 18,0 mr;

O6onouka TabneTku:

Onappaii 1l xenteiit 36,0 Mr, cofepxatuii: nonusuHuUIOBEIH cnupT (40,0%), THTAHa QUOKCHL
(23,33%), makporon (20,20%), Tanbk (14,8%), kpacutens xenesa okcua xentbii (1,67%).

OINNUCAHHUE

KarncynoobpasHele TabieTkH, NOKPEITHIE TJIEHOYHOM 060/104KOH XKENTOrO 1[BETA, C TPABHPOBKOH

“GSI” Ha oHo# cTopoHe M «7977» Ha apyroii.
DOAPMAKOTEPAIIEBTUYECKAS I'PYTIIIIA: npoTHBOBUPYCHOE CPEACTBO

Kon ATX: JOSAX]1S5.
®APMAKOJIOT'MYECKHUE CBOUCTBA

dapmakoaHHAMHKA




MexaHH3M JeNCTBUS

CodocbyBup sBasieTcss NMaH-TeHOTUMUUECKUM uHrﬁGMTopOM PHK-3aeucumoi PHK-nonumepassi
NS5B Bupyca renatura C (BI'C), neobxoaumoii ans pennukauuu supyca. CodocOysup —
HYKJICOTHIHOE TPONEKApCTBO, KOTOPOE MOABEPraeTcs BHYTPHKIETOYHOMY MeTabonusmy, B
npouecce Kotoporo gopMmupyercs GapMakonoru4ecku akTHBHBIM aHanor ypuauH Tpudocdarta
(GS-461203). C nomousto NS5B nonumepasst GS-461203 MoXeT BCTpPauBaThCs B CTPOAULYIOCS
uernouky PHK BI'C u pefictBoBaTh Kak oOpeIBaTeNb LENMW. IDTOT AKTUBHBIA MeTabOMUT
codocbysupa (GS-461203) nopaensan akTHBHOCTL Nonumepasbl reHotunos 1b, 2a, 3a u 4a BI'C
B KOHUEHTpauuax, Bbi3biBaBwnX 50 % wnrubuumio (ICsg), B ananasone ot 0,7 no 2,6 MKMOb.
AxTvBHBIH MeTabonuT codocbyrupa (GS-461203) He unrubupyer nomumepassl JHK u PHK

yenoBeKa KK nonumepasy MuToxonapuansHoit PHK.

ITpoTHBOBHpPYCHAast aKTHBHOCTH

B uccnenoBanusx ¢ ucnonb3oBanueM penankoHoB BI'C 3nauenus 3¢ dekTHBHOR KOHUEHTpaUUH
(ECso) codocOyBHpa npOTHB MOMHOPAa3MEPHbLIX PEruIMKOHOB rexHotunos la, 1b, 2a, 3a u 4a
cocraunun 0,04, 0,11, 0,05, 0,05 w 0,04 mxmone, COOTBETCTBEHHO, a 3HauyeHus ECs
codocObyBrpa NMpPOTUB XUMEPHBIX PEITIMKOHOB reHoTuna |b, HecywMXx nocnefoBaresbHOCTH
NS5B u3 rerHoruno 2b, 5a unu 6a, coctasunu 0,014 - 0,015 mxmons. Cpeaxee 3HaueHue
ECso% SD cogocbyBupa B OTHOLIEHHH XHMEPHBIX PEMJIMKOHOB, HECYLIHMX MOCNEA0BATENBEHOCTH
NS5B u3 knuuuveckux wu3onatoB, coctapuio 0,068 +£ 0,024 Mxmone ans  reHoTuna la;
0,11 +£0,029 mxmons  ans redoruna lb; 0,035+ 0,018 MxMons ans  reHotuna 2 W
0,085 + 0,034 mxmons ans reHotuna 3a. [TpoTHBoBUpYyCHas aKTUBHOCTE codocbyBupa in vitro B
OTHOLIEHUH MEHEe 4YacTO BCTpeYaeMbIX reHoTHNnoB 4, S U 6 6bina aHANOrMYHOM aKTHBHOCTH B

OTHOIIEHHWH TeHoTHTIOB 1, 2 W 3.

He Habmoaanock CyuiecTBEHHOTO W3MEHEHHWS NMPOTHBOBMPYCHOH akTHMBHOCTH codocOyBupa B

npucytcTBUH 40% CHIBOPOTKH YENOBEKa.

Pe3uCTEHTHOCTD

B xynromype xnemox

TToHWKeHHas YyBCTBHTENBHOCT K co(ocOYBHpPY accouMMpoBalach ¢ TEpPBHUYHON MyTauuei
S282T B NS5B Bcex uccnenoBanusix reHotunos pernvkono BI'C (1b, 2a, 2b, 3a, 4a, 5a u 6a).
CailiT-HanpaBNeHHbIH MyTareHes noaTeepan, 4to Mytauns S282T B pennukoHax 8 reHOTHIIOB
OTBETCTBEHHA 3a CHWXKeHWe B 2-18 pa3z yyBCTBHUTENBHOCTH K codocOyBHpY M YMEHbLIEHHE

crocobHOCTH BUpYca K penaukauuu Ha 89-99% no CpaBHEHHIO C COOTBETCTBYIOLIUM BHPYCOM
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aukoro Tuna. PekombGuuanTtHas NSSB noaumepasa u3 rexotunos lb, 2a, 3a un 4a,
3kcripeccupyroutas 3ameny S282T, npoAeMOHCTPUpPOBala TIOHWKEHHYIO YYBCTBMTENBHOCThL K
akTHBHOMY MeTabonuty codocbyeupa (GS-461203) no CcpaBHEHUIO C aHANOTHUYHLIMU

nmojauMepasaMu ANKOTO THIA.

B KnuHuyeckux uccnedo8anusx

M3 991 nauwmenTa, nosy4aswero codocOyBup B pamkax KIUHWUeckMX wuccnegosanuii (KW),
226 nauvenToB ObulM 0TOOpaHbI AN aHanM3a Pe3UCTEHTHOCTH BCIEACTBHE BHUPYCONOTHYECKOH
He3(hGEKTUBHOCTM WNKW  JOCPOYHOTO TNpEKpalleHWs TpHEMAa HCCICAYEeMOro Tnpenapara |
koHuentpauuu PHK BI'C>1,000 ME/mn. M3menenust nocnenoBatensHocted B NS5B mo
CPaBHEHHIO C HCXOJAHBLIM TMOKa3aTeNneM OUeHWNU y 225 u3 226 MauueHTOB, NPH 3TOM JaHHbBIE
rny6oKkoro CekBeHHWpoBaHWA (MOporoBoe 3HaueHWe aHanw3a 1%) monydeHst y 221 w3 3THX
nmauueHToB. MyTtauus S282T, oTBeTcTBEHHAs 3a YCTOWYHBOCTE K codocOyBupy, HE Onpeaensnach
HH Y OAHOTO M3 3THX MAalMEHTOB HH METOAOM I1y6OKOro CeKBEHUPOBAHHS, HU NMONYAALKOHHOIO
cexBeHHpoBaHusa. Mytauusa S282T 8 NS5B Obina BbISBiIEHa Y €IWHCTBEHHOTO TALMEHTa,
nojiydaBuiero MoHotepanuio npenaparom Cosanbau. Myrauus S282T BozpaTvnach K OHKOMY
TUNMY B TeYeHWe clelylouux 8 Hemens, U uepe3 |2 Hejens nocje NpeKpalleHUs TEPanuu He

onpeaenanacbe METOAOM I'J'Iy60KOI'0 CEKBEHHPOBAHMUA.

JIse mytauun NS5B, L159F u V321A, 6biu onpeneneHsl B 00pa3iiax HECKOJIBKMX NMalMEHTOB C
resotunom 3 BI'C B nepuoj peuuausa nocne npexpauienus repanuu B pamkax KW. U3menennit
B )EHOTHTTMYECKO# YYBCTBUTENBHOCTH K copocOyBUpY UK pUOABUPHHY B U30JIATaX MALMEHTOB
¢ TAKMMH MyTauuamu He obHapyweno. Kpome toro, myraunun S282R wu L320F onpenensnuce
METOAOM TNYOOKOTO CEKBEHMPOBAHHUA BO BPEMS JICYECHUA Y MALMEHTa C YaCTHYHBIM OTBETOM Ha

TEPAIULO Nnepen TpchnnaHTauueﬁ. Knunnueckas 3HaUMMOCTE 3THX JAHHBIX HEW3BECTHaA.

Bnusnue ucxonusix nonvMopdusmos BI'C Ha 3¢ deKTHBHOCTD NEeYeHuUs

ITpy aHanuse BAWSAHUA MCXOIAHBIX TONUMOPPU3MOB Ha WMCXON Tepanuu He Habnropanock
CTAaTUCTHYECKU 3HAYMMOM CBA3M MexJy Hanuuuem moboro ucxoaHnoro Bapuanta NSS5B BI'C

(mytauus S282T) u 3¢ HeKTHBHOCTBIO IEUEHUS.

I'Iepcxgecmaﬂ PE3UCTCHTHOCTH

Pennukonsl BI'C, skcnpeccupyromme Mytauuio S282T, oTBeuaroinyio 3a YCTOWYMBOCTH K
copocOyBupy, OBITH MONHOCTEIO YYBCTBUTENBHBI K APYIPMM KilaccaM TpernaparoB IJis Je4eHHus
renatuta C. CodocbyBup coxXpaHsain akTHBHOCTh B OTHOLUCHUM BUpYCOB ¢ myTauusmu L159F u

L320F B rene nonumepasbl NS5B, cBA3aHHBIX C YCTOWYMBOCTBIO K APYFrHM HYKJIEO3WAHbIM
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nurubutopaM. CopochyBup MOMHOCTBEIO COXPAHAN CBOKO aKTHBHOCTH B OTHOWICHWH MYTaLW,
CBSI3aHHbIX C PE3UCTEHTHOCTHIO K APYT'MM NMPOTHBOBUPYCHBLIM TIpENapaTaM npsMoro AeHCTBUs C
pa3NUYHBIMU MEXaHU3MaMW AEHCTBUSA, TAKMM KaK HEHYKJIEO3UAHEIM UHTHOUTOpaM MOJTMMepasbl

NS5B , uurnburopam NS3 nporeazst 1 HHrHOuTOpam NSSA.

OddexktuBHocTs codocbyBupa oOueHMBanach B MATH  MCCIEJOBAHWAX C  Y4acTHEM
1568 naunenToB B Bo3pacte or 19 no 77 ner ¢ xporuueckum renatitoM C (XI'C), BbI3BaHHBIM

BHpYCaMH reHoTUroB oT 1 110 6.

Hemu

He yctanoBnexa appekTuBHOCTE W 6€30MacHOCTE NMpUMeEHeHHs npenapata CoBanean y AeTeN U

NnoJpocTKOB B Bo3pacte 10 18 sner. JJaHHbIE OTCYTCTBYIOT.

d)apmalcoxu HETHKA

CodocbyBup — HYKNEOTHAHOE TIPONEKAPCTBO, KOTOPOE TMOLBEPracTcs WHTEHCHBHOMY
meTabonuzmy. AKTHBHBIA MeTaGonut, obpasylowmiics B renatounTax, He obOHapyXMBaeTcs B
nnasme KpoBu. OcHoBHOW (>90%) merabonut, GS-331007, He aktuBeH. OH (opmupyercs

MOCPEACTBOM MOCIEA0BaTENbHBIX W NapaiebHbIX MyTek 00pa30BaHHa akTUBHOro MeTabonuTa.
BcacsiBaHne

TMocne npuema BHYTPE codocOyBup GBICTPO BCachiBaICA, a €ro MAaKCMMallbHas KOHUEHTPALWS
(Cmax) B nua3me kpoBu jocruranach 4yepes 0,5-2 4 BHE 3aBUCUMOCTH OT BENMYWHBI NPUHATOM
103bl. Cpyax HeakTHBHOrO MeTabonuta (GS-331007) B nna3Me KpoBM JocTuranace yepes 2-4 u
nocne npuema npenapara. [To pesynsratam nonynasLUHOHHOTO aHaTH3a HAapMAKOKMHETHYECKHX
JaHHLIX Y NaUKEHTOB ¢ reHoTHnamu 1-6 BI'C, 3nauenuna nnowanu noa KpMBo#i «KOHLUEHTpaUWs-
Bpems» (AUCqo.24) codocBysupa u HeaktuHoro metabomwta (GS-331007) B paBHOBECHOM
cocTosHuH Gbia paBHa 1010 Hrewac/mi u 7200 Hrewac/mn, coorBercTBeHHO. [To cpaBHEHHIO CO
3noposbiMu fo6posonbuamu, AUCq.4 codocbysupa u HeakTusHoro meta6onuta (GS-331007) y

nauueHTos ¢ XI'C 6b1a Ha 57% Beiile ¥ Ha 39% HUXE, COOTBETCTBEHHO.

IMpuem codocbyBupa B OLHOKPaTHOM J03€ CO CTAHOAPTH3UPOBAHHON NHIIEH C BBICOKHM
COAEpPIKaHHEM JKHUPOB 3aMEAIANl CKOPOCThb BcachiBaHus codocbyBupa. TTonHoTra BcachiBaHMA
codocbysupa yBenuuuBanace npumepHo B 1,8 pas, npu 3ToM Habnomanochk HE3HAYUTENBHOE

BJIHAHHUE Ha Cmax- anCM NMUUIK € BBICOKUM COACPAKAHUEM XKHUPOB HE BJIMSINI HA 3KCMNO3HUUIO

HeakTuBHOTO MeTabonura (GS-331007).




Pacnpejienenue

Codocbysup He apaseTcs cybCTpaTOM TMEYEHOWHEIX TPAHCMOPTEPOB, BKITKOYAs TEpeHOCAUWH
oprannueckre aHuoHel TpaHcnoptTHeid nonunentha (OATP) 1Bl wunu 1B3. Tlomeeprasce
aKTUBHOH CEKPELUMH TOYEYHBbIMHM KaHanblaMM, HeakTHBHbIM Metabonut (GS-331007) ne
ABNAETCS HU CyOCTPaTOM, HU WHIMOWTOPOM MOYEHHBIX TPAHCTIOPTEPOB, BKIIKOYAS TEPEHOCHUK
oprauuyeckux aHuoHoB (OAT) | uau 3, unu nepeHocumk opranuuyeckux katuoHos (OCT) 2,
6enKkoB MHOXECTBEHHOM nekapcTBeHHOM pesuctenTHocTh (MRP2), ramkonporenHa P, Genka

PE3UCTEHTHOCTH paka MosouHoH xene3sl (BCRP) unu 6enka-nepeHocunka MATEL.

Codocbysup npumeprHo Ha 85% cBasbiBaeTca ¢ Genkamu nnasMbl KpOBM 4YenoBeka (AaHHbIE
ex vivo), ¥ CBA3bIBAHWE HE 3aBUCHT OT KOHLEHTpAUWW npenaparta B auanasone 1-20 mxr/mi.
Heaxtneueiid metabonut (GS-331007) B MuHMManbHOW CTeneHM cCBasbiBaeTcs ¢ Genmkamu
nna3Mbl KpoBHM Yenoseka. [Tocne onHokparHoro npuema 400 mMr ['4C]-co¢loc:6ysupa 3[00pOBLIMU
NOBPOBONBLAMY, COOTHOWIEHWE pPaaWOAaKTHBHOCTH 'C B  KPOBH/MNA3Me  COCTABASET

npubausutensHo 0,7.
MeTabonuam

CodocOyBHp HHTEHCHBHO MeTaboNU3UpyeTC B MeucHH ¢ GopMHupoBaHUeM (hapMaKOTOrHYECKH
aKTMBHOTO  HyKineosuaHoro  (ypuauHoBoro)  awanmora  tpudochara  (GS-461203).
MeTtabonuueckuit nyTh AaKTUBAaUWW BKJIIOYAET MOCNEAOBATENbHBIA THAPOJM3 MOJIEKY/bI
kapbokcunacTepasel karencuHoM A (CatA) unu kap6okcunacrepasoii 1 (CES1) u pacuennenue
dochopamuaTa HYKIEOTHA-CBA3LIBAIOMMM BenkoM | ¢ rucTuauHOBBIMK Tpragamu (HINTI) ¢
nocaeayomuM ¢dochopunupoBaHieMm nyrem OHOCHHTE3a NUPUMUAMHOBONO HYKJIEOTHA.
Hedochopunuposanue npuBoaUT K 00pa3soBaHHIO HYKIEO3WAHOrO HeakTHBHOTO (>90%)
meTabonuTa, KOTOpBIi HEe MOXET ObiTh TMOMHOCTBIO pedocdopunuposad, w He obnaaaer
akTuBHOCTBIO NpoTus HCV in vitro. Codocybeup u Heakrusubiii metabonur (GS-331007) we
aBnsloTcs HU cybcrpatamu, HW uHruburopamu UGTIA] wmm u3odepMeHTOB UMTOXpoMa

CYP3A4, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS6.

Tocite  omHokpaTHoro, mepopanshoro npuema 400 Mr ["“C]-codocbysupa, cucTemuas
skcnosuuug copocbysupa u neakTusHoro Metabonura (GS-331007) coctasuna npumepto 4% u
>90%, COOTBETCTBEHHO, OT CMCTEMHOH 3KCMO3WLMH MaTepuana, CBS3aHHOTO € MpenapaTrom

(cymma AUC coocbysrpa u ero MeTaboTHTOB ¢ KOPPEKUHEH Ha MOJIEKYJIAPHYIO Maccy).




BriBegeHue

TMocne oaHoKpaTHoro mepopanbHoro npuema 400 mr ['*C]-codocGyBupa cpeaHee obuee
BBIBEIEHUE pPaMOaKTUBHOW 03Bl cocTaBuno 6onee 92 %, npu atom npubnusurtensHo 80 %,
14% w 2,5 % BBIBOAWIOCH TMOYKAMH, KHILIEYHWKOM W JIETKWMH, COOTBETCTBEHHO. Bonpluas
yacTb [03bl codocOyBupa, BbIBOAWMAs MOYKaMM, NPEACTAaBNANAa HEAKTHBHbIN MeTabonut
(GS-331007) (78%), Ttorma kak 3,5% sBeiBogunock B Buae codocbyBupa. OTH aaHHBIE
TOKa3bIBAIOT, YTO TMOYEYHBIH KIHPEHC SBNSETCS OCHOBHBLIM MYTEM BLIBEAEHWS HEAKTUBHOIO
merabonura (GS-331007) ¢ npeumyliecTBEHHOH aKTUBHOW cekpeuued. CpeaHud nepuoa
nonyBeiBeicHUA codocbyBupa u HeakTHBHOro metabonura (GS-331007) cocrasnsier 0,4 yaca u

27 4acoB, COOTBETCTBEHHO.

YeraHOBAEHO, 4TO NMpU npueme Hatowak codocbysupa B pozax ot 200 mr oo 400 mr AUC

codocbysupa u HeakTHBHOTO MeTabonuta (GS-331007) npakTHYECKH MPONOPUHOHABHA 103€.

(DaQMaKOKHHCTHKa Y 0cobbIX rpynmn nauueHToB

Hemu

INapamerpsl dapmakokuHeTHkH codocbyBupa u HeakTHBHOTO MeTabonuta (GS-331007) y neteit

HE YCTaHOBJIEHBI.
Ioowcunere nayuenmor

VY nauuentoB ¢ XI'C nokazano, 4To B BO3pacTHOM AHanaszone oT 19 ao 75 ner BO3pacT He
OKa3blBaJl KIMHWYECKH 3HAYWMOTO BIMAHUA Ha 3KCMo3uuWio codocOyBupa W HEAKTUBHOIO
merabonuta (GS-331007) . B pamkax KM yactora oTBeTa y nauneHTOB B BO3pacTe OT 65 JieT u

CTaplue ¥ y MOJIOAbIX NauUeHTOB ObITH CXOKUMM.
Ilon u paca

He yCcTaHOBNEHO KIMHMYECKM 3HA4YMMBIX pasiuuuii B napametpax (apMaKOKMHETHKH

codocOyBupa W HeaKTUBHOrO MeTabonKTa B 3aBUCHMOCTH OT MOJIA ¥ pachl NaLUEHTOB.
TToveunas nedocmamourocms

ITo cpaBHeHMIO ¢ MauMEHTaMW C HOpManbHOW (QyHKUMel noyek (KmMpeHc KpeatuHuHa, KK,
>80 Ma/mMuH), He WHUUHpoBaHHBIMH BI'C, npu moyeyHoH HELOCTATOMHOCTH JIETKOH, CpeaHe
v Taxenon crenenu TaxecTH, AUC.ins codocOyBupa Gbina Bhillie, COOTBETCTBEHHO, Ha 61%,
107% w 171%, a AUCq.ins HeakTuBHOTO MeTabonnta (GS-331007) 6bina Bbiwe Ha 55%, 88% u

451%, COOTBETCTBEHHO. Y MAaUHEHTOB C XPOHWYECKOH MOYEYHO HegocTaroyHocTeo (XTTH) no
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CPaBHEHWIO C mauueHTamu ¢ HopMmainbHOW ¢yHkumeHd novek AUCq.in¢ codocbyBupa Oeina Ha
28% Bbilwe, ecnu codocObyBup npuHMManu 3a | 4 A0 ceaHca remMoauanusa, U Ha 60% Bbie,
ecnu cobocOyBup nMpuHUMany uyepez 1 yac nocne ceanca remoguanuza. AUCq,r HEaKTHBHOTO
metabonurta (GS-331007) y naumentoB ¢ XITH 6610 HEBO3MOXXHO JOCTOBEPHO ONPEAEITHTE.
OpHako MOaHHbIC MOKa3blBAalOT, Kak MWHUMYM, |0-kpatHoe M 20-kpaTHOoE YyBENUuCHHUE
3KCMo3uUMK HeakTuBHoro wetabonuta (GS-331007) y nauwentoB ¢ XITH mnpw npueme
codocbyBupa 3a | yac no ceaHca remoauanusa wiu npu npueme codocbysupa yepes | yac
nocne ceaHca reMOAMaNn3a, COOTBETCTBEHHO, MO CPABHEHWIO C MAUMEHTaMU C HOPMalbHOM

dbyHKuuei noyek.

OcHoBHoiT HeakTHBHEIH MeTabonuT (GS-331007) MoxeT 6bITh 3D HEKTHBHO yAaANIEH € MOMOUIBIO
remoauanusa (knupeHc cocrasnser okono 53%). Tlocne 4-yacoBoro ceaHca remoaManusa
BBIBOAMTCS mpuMepHo 18% OT mnpuHSTONW MA03BI npenapata. Y NaUUEHTOB C TOYEYHOM
HEJ0CTaTOYHOCTLIO JIErKOM WM CpeAHel CTeMeHblo TAXKECTH He TpebyeTcs W3MEeHEeHHs A03bl
npenapata. bezonacuocte npumeneHus codocOyBHpa He OLIEHWBANM Yy MAUMEHTOB C MOYEYHOM
HEOCTATOYHOCTBIO TSXKENOW CTEMEHH TAKECTH M TMALWEHTOB C TEPMWHANBHOW CTaauei
NMOYEYHOMW  HeaocTaToyHOCTH  (cMm.  paspenbl «Cnoco®  npuMeHeHuss ©W A03bI» W

«ITpoTrBONOKa3aHUAY).
ITeyenounan nedocmamouHocme

[To cpaBHenHIo ¢ naunenTamu ¢ HopManbHoi dynkuuei nevenn AUC24 codocbysupa Gbina Ha
126% w 143% BblE Y MALWCHTOB C TMEYEHOYHOH HEAOCTATOYHOCTBIO CPEHHEH W TAXKENOM
creneHu TsxkecTH, a AUCq.24 HeakTuBHOTO MeTabonnTa (GS-331007) Gbina Buiwe Ha 18% u 9%,
cooTBeTcTBeHHO. [TonynaunonHsii aHanu3 papMaKOKUHETUYECKUX JaHHEIX y nauneHTos ¢ XI'C
nokasaj, 4TO UMPpPO3 HE OKa3blBal KIWHWYECKH 3HAYMMOrO BIHWAHMUA HA IKCTO3UUMUIO
copocbyBupa u HeakTHBHOro Metabonuta (GS-331007). V mnauveHTOB € [EYEHOYHOMH
HEOCTATOYHOCTBIO JIEMKOW, YMEPEHHOH M TMKENOW CTEMEHH THKECTH HE PEKOMEHIYETCS

U3MEHATH 103y codocOyBupa.

B3auMocBs3b hapMakoKUHETUKU/ hapMakoAMHAMUKU

beino mokaszano, 4To 3PPEKTHBHOCTE JIeHEHHS B BWAE OBICTPOrO BHPYCOJOTHYECKOTO OTBETA,
KOppeNupyeT ¢ BEIWYHHOW OJKCNo3HUMK codocbyBupa W HeakTuBHoro Mertabonura (GS-
331007). Tem He MeHee, HH OIMH M3 3THX NapaMeTPOM HE ABASETCS OCHOBHBIM CYppOTaTHbIM

mMapkepom Ans oueHkH 3¢ pextuBHocTH (CBO12) npu npriMeHenun TepanesTuueckoi no3st 400

MT.




MNOKA3AHMUS K IPUMEHEHUIO

IMpenapat CoBanban NOKa3aH K MPUMEHEHWI0O B KOMOMHAUMMW C APYTMMH JIEKapCTBEHHBIMH

npenaparamu Ans neyexus XpoHuwyeckoro renatuta Cy B3pocnbIX NalMeHTOB.

I[TPOTUBOINIOKA3AHUA

[ToBbilIeHHAA YYBCTBMTENBHOCTE K codocOyBUpy WAW MoOOMY OpYroMy KOMMOHEHTY

npernapara;
BepeMeHHOCTS;

Hetckwuii Bospact no 18 ner (3dbpexTBHOCTE H 6€30MaCHOCTE HE YCTAHOBNEHA Y IaHHOM

nonynsuun);

[MoyeyHas HemocTaTouyHOCTh Tsxenoi crenewu TsxectH (KK<30 wmn/mub) wnm
TEPMUHAJIbHAs CTaZMs MOYEYHOH HEAOCTaTOYHOCTH, Korja HeoOXOAWMO TpOBeIeHHE

reMoaunanusa (6e30nacHOCTh He YCTAHOBNEHA Y JAHHON MONYNALUHHK NALKWEHTOB);

CoueranHoe uuduuuposanne Bupycamu renmatuta C u B (BI'C/BI'B) (oTcyTrcTByroT

JlaHHble 0 NpHMeHeHrH npenapata CoBanban Y AaHHOM NONYASLUWH NaLHEHTOB);

JlexoMnieHCHpOBaKHBIA  UMppo3 reueHd  (3ddekTuBHOCTE W Ge3onmacHoOCTs He

YCTaHOB/IEHA Y JAHHOW TIOMYIAUWY MaLHEHTOB);

VY nauueHToB, NONYHalOUIHX MOUIHBIE WHAYKTOpHI P-rnukonporewna (Hanpumep,
pudaMnuunH, 38epoboil npoasipaBneHubll [Hypericum perforatum), kapbamasenus u

denurToun, penobapburan, okckapbazenuH).

C OCTOPOXHOCTBIO

VY naunenTtoB ¢ redotunom 1,45 u 6 BI'C, paHee nony4yaBWwIHX NPOTHBOBHPYCHYIO
Tepanuio, 0cobeHHO B cny4asX, KOTAa WMETW MecTo OauH W Gonee (axkTopoB,
MCTOPHYECKM CBA3aHHBIX C HMU3KOW 4acCTOTOH OTBETOB Ha JieyeHWe WHTephepoHOM
(pacnpocTpanenHbli Hubpo3/UMppo3 NeveHn, HCXOAHO BLICOKAS KOHUEHTpALMS BUpYCa,

HerpouaHas paca, Hanuuue He-CC annenu resoruna IL28B).

Y Nau1eHToB, 0JIHOBPEMEHHO NPWUHMUMAIOWMX APYrHe MPOTUBOBUPYCHbIE Mpernaparhl

Ang nevenus renatuta C (Hanpumep, Tenanpesup uiu Gouenpesmp).




-V nauueHTOB, nony4aromux kombuHauuio npenaparos Copansau v Jlaknuuza, Ha QoHe

COMYCTBYIOILEH TEpanuu aMUOJapOHOM.

NPUMEHEHUE IIPM BEPEMEHHOCTH M B IHEPHOJA TIPYAHOI'O
BCKAPMJIMBAHHUSA

BepemeHHOCTB

Het nocratounbix gaHHbiX (MeHee 300 nexonoB GepemMeHHOCTEH) 0 NMpUMEHEHUH codocOyBupa
Bo Bpems GepemenHocTH. HeobxonuMo mzberate nmpumeHeHus npenapara CoBanbiu BO Bpems

GepeMeHHOCTH.

Pe3yneTaThl JOKNTMHWUYECKHX WMCCNENOBaHWA HE OOHApYXHUNW MpSAMYK WK ONOCPENOBaHHYH)
PENPOAYKTUBHYIO TOKCUYHOCTL codocOyBupa. TIpumeHeHHe MAKCHMMAIbHBIX JI03 Y KpbiC M
KPONUKOB HE BBISBWJIO BIMSHUA Ha BHYTPHYTpoOHOE paszBuTHe Tofa. Tem He MeHee, Hellb3s
MONHOCTBIO OLEHHTb AEHCTBHE MpEleibHbIX KOHUEHTpauuit codocOyBupa y KMUBOTHBIX M

COOTHECTH €70 C ACHCTBHEM PECKOMEHAYEMBIX KIWHWYCCKHUX 103 Y YEJIOBEKA.

Ilpumenenue npenapama Coeanvou 6 rkombunayuu ¢ pubaGupuHom uau nizuxHmepgeporom

anogha/pubasupurnom

OpHako ecnM OAHOBPEMEHHO ¢ cohocOYBUpPOM NpHMEHAETCA PHOaBUPHH, TPUMEHHMBI
MPOTHBONOKA3aHUA K MpHUMEHEHWI0 pubaBupuHa BO BpeMs OepemMeHHOCTH (CM. Takxke
MHCTPYKLIHIO TO mpuMeHeHuto pubaBupuna). B cnyyasx, koraga npenapat Coanban
npumeHseTcs B KoMOuHaUUK ¢ pubaBUPUHOM UAKM C NaruHTepdepoHoM anbda/pubaBupUHOM,
HeoOXO0ANMO TIPEANPHHATE Bce HEOOXOAMMEIE MEpbl I NMpexynpexaeHus GepeMeHHOCTH Y
NMAUKHEHTOK W MapTHEPLl MYXYHH-NALMCHTOB. Y BCEX 3KCMEPUMEHTANIbHLIX JXHBOTHBIX TpPH
NpUMeHEHWH pubaBUprHa ObIIK OTMEYEHBI BHIPAKEHHBIE TEPATOreHHBIE W/WITH AMOPHOTEHHEIE
shpoextel (cm. pasgen «Ocobble ykazaHua»). JKEHIMHB C COXPAHEHHBIM JETOPOJHBIM
MOTEHLHANIOM MW WX MapTHEPHI JOKHBI NPUMEHATE 3P deKTHBHBIE METOABI KOHTpALENUUH B
NMEPUOA JICHEHHA U TMOCIE Er0 OKOHYAHHS B TeYeHHe HeOOX0AMMOro NepUoaa BpEMEHM, COrTIaCHO
PEKOMEHAAUMAM NPH NPUMEHEHWU puOaBUPHHA (CM. MHCTPYKIUIO TI0 MPUMEHEHUIO pubaBupHHa

AJS NOTONHUTENLHOM HHDOPMAUWH).

I'pynHoe BckapmanBaHKue

He u3BecTHO, MpoHUKatoT 11 codocOYBUP W ero MeTabonuTel B TpyAHOE MONOKO YENIOBEKa, XOTA

B JOKJIIMHHYECKHX HCCACAOBAaHUAX YCTAHOBJICHA IKCKPELIUA MeTaboIUTOB ¢ FPYAHBIM MOJIOKOM.




HOCKOHBKy PUCK Anas nnona/uosopoxmcrmoro HENB34 WUCKIIKOYUTB, TIpenapar CoBansay He

CNEAYET MIPUMEHATL B MNEPUOA rPYAHOIr0 BCKapMiIUBaAHUA.
BiusHue Ha penpoayKTUBH HKLUHIO

Hdanubie o BnauaHuM mipenapata CoBanbAM Ha PenpoOAYKTHBHYIO (YHKUHIO 4YenoBeka
OTCYTCTBYIOT. B HccnenoBaHMAX Ha )KUBOTHBIX HE YCTAHOBJICHO HeBNAaronpuATHOrO BAWSHUA Ha

PENpPOAYKTUBHYIO YHKLIKIO.
CIIOCOBb TPUMEHEHMA ¥ 1036l
lns npuema BHYTpE.

Jleuenne npenaparom CoBanbau A0MKHO HAYUHATHECS W KOHTPOJIMPOBATECS BPAuOM, HMEIOLUM

OMNbIT NEYEHUA XPOHUHECKOTIO renaTtura C.

Onny Tabnerky, 400 mr, npenapara CoBanbau peKOMERAYETCS NMPUHUMATh OJMH Pa3 B CyTKH, BO
BpeMa ejbl. TabneTky Heo6X0AMMO MpOrNaTLIBATE LENIWKOM, 3anuBas BofoH. TabneTku Henb3s

Pa3’X€BbIBATHb UITH pa3iaMblBaTh.

Ecniu onozpnanue B npueme npenapata CoBanblM cocTaBulio MeHee 18 wacoB, nauuesty
CNEYET KaK MOXHO CKOpee TIPUHATE OUEpefiHYIO 03y, a 3aTeM NMPOAOKUTE OOBIUHbIN NpHEM

nipenapara.

Ecnu ono3nanue 8 npueme npenapara Coanbau coctaBuio 6onee 18 yacos, nauueHTy cieayer

NOJAOXAaTh U MPUEM CINEAYIOLIEH TabneTKu OCYWECTBUTE B obeIyHOE BpeMA.

Ecnu Y MNalue€HTa BO3HHKJIA pBOTA B TEYEHHE 2 yYacoB mocne npueMa npenapara COBaJIB,[IH,

HeoOX0oAUMO MPHHATL €LUE OAHY A03Y npenapara.

Ecnu y nauvenTa BO3HMKNa pBOTa cmycTs 2 4aca mocie npuema npenapata CoBanbaW, HET
HeoOXOAWMOCTH B NpHEME elle OAHOW A03Bl Mpenapata (BcackiBaHWe Gonblueil yacTH 036l

npenapara MpOHCXOAMT B TEYEHUE 2 YACOB).

IlIpenapam Coeanvou donxicen npumeHamsca 8 KOMOUHAYUU ¢ OPYZUMU NIeKAPCMEEHHbIMU

npenapamamu.

MoHotepanus npenaparom CoBaneau He pekoMeHayercsi. JlekapcTBEHHBIE TIpenapaTsi,
PEKOMEHAYEMbIE K COBMECTHOMY MNpPUMEHEHWIO ¢ npenapatoM COBanbAM, U ANMTENLHOCTH
KOMOWHUPOBAHHOW Tepanuu npeacrasiensl B Tabauue 1.
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Tabnauna 1. JlexkapcTeeHHBIE TNpenaparsl, peKOMEHIyeMBIE K COBMECTHOMY TNpPHMEHEHHIO ¢

npenapatoM CoOBanbau, U AIUTENbHOCTb KOMOMHHPOBAHHOM TEPANHK

[Monynsuus nauneHToB* Tepanus JIIUTENbHOCTD

Cosanbu +
12 vepens™®
pubasupuH + narukTepdepoH anbda

Cosanbau + pubaBuput
[TauneHTbl ¢ XpOHUYECKHM

renatutom C renotunos 1,4, 5
unu 6

Tosnbko ANs TPUMEHEHUS Y TTAUKHEHTOB, 24 nenenv
KOTOpbIE HE TIEPEHOCAT WM HE MOIXOAAT ANs
. Tepanuu naruaTepbepoHoM anbda (cm.
paznen «Ocobwie ykazaHusy)

IMTaunenTsi ¢ XPOHHUYECKHUM

Cosansau + pubasupun 12 nenmens’
rematutom C reHotuna 2

Cosanbau +
m 12 Hepens®

AUMEHTBI C XPOHUUYECKUM pUGABHPHH + M3rHATEpdEpOH anbda
. renarurom C reHotuna 3

Cosanbau + pubaBupuH 24 venenu
TTauueHTbl ¢ XpOHUYECKUM Jlo
renatutom C, oxxuaaroime Cosanbau + pubaBupnn TPaHCNAHTaUNH
TPaHCIJTAHTALHHU NEYEHH neYeHn”

* BxmoyaeT NauneHToB, OAHOBPEMEHHO HHQHLMPOBAHHEIX BUPYCOM HMMYHoOaedHumTa yenoseka (BUY).

. a. [Ins nayuenmos ¢ xpowuyeckum zenamumom C zewomuna 1, xomopeie pawee nonysanu mepanuio,
omcymcmeyiom OauHvie 0 Kombunupogawnoi mepanuu npenapamom CoeaneOu, pubasupurom u
nazunmepgheporom anvgha (cm. pasoen « Ocobore ykazanuan).

b. Cnedyem yuumvigamv 603mocHoe npodienue mepanuu ceepx 12 nedens u 0o 24 Hedens, ocobeHno Ons
mex noOzpynn NnayueHmos, y Komopuix umelomcs oOuH unu bonee pakmopos, UCMOPUYECKU CEAIAHHBIX C
6onee HUZKOU Hacmomou omeema Ha Mepanuio Ha OCHoGe unmepgepona (Hanpuaep, pacnpocmpaneHbii
¢ubpo3s/ yuppos, evicokuii UCXOOHbLI YpOBeHs BUPYCHOU HA2py3Ku, HezpoudHaa paca, Hanuyue ne-CC annenu
2ena [L28B, npedwiecmeyrowuii Hynegoii omgem Ha mepanuio n32unmep@epoHom ansgha u pubasupuHom).

¢. Cmompume nudice pasden « Ocobble 2pynnbl nAYueHnmoe» — NAYUEHMbl, ONCUOAIOUfUE MPAHCHAGHMAYUU
neyexu.

Hoza pubaBuprHa B koMbuHauuu ¢ npenapatoM CoBanbau OMpeenseTcs, WCXOAR W3 Macchl
tena nauyueHTa (<75 kr = 1000 Mr u >75 xkr = 1200 mMr), a npenapatT NMPUHUMAETCS BHYTPb BO

BpEMSA €Ll B iBa NIpUEMa.
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JlaHHBIE O COBMECTHOM TNPUMEHEHHM C APYrMMH TMPOTWBOBUPYCHBIMU Tpenaparamu s

neuyenus renatuta C cMoTpuTe B pazaene «Ocobrie ykazaHuay.
Hzmenenue 0o3vi
He pexomenayercs cHuxaTh 103y npenapara CoBanbau.

Ecnu codocOysup npumeHsierca B komMOMHauuu ¢ naruHtepdepoHom anvda, W y nauueHTa
pa3Builach cepbE3Has HeKenaTeNbHas peakuus, NOTEHUHANbHO CBA3aHHaA C NMIruHTepdepoHOM
anb(a, TO 103y NOCNECAHErO CNEAYET YMECHbLWNUTD WK NPEKpaTHTh €ro npueM. Jns nonyyeHus
JIOTMOJHUTENBHON UHGOPMALMK O BO3ZMOXKHOCTH CHUKEHWR 03Bl W/UIW NpeKpaLieH|n Tepaniu
naruHTepdepoHoM aneda cmoTpure «MHCTPYKUHIO MO MEAULIMHCKOMY NMPUMEHEHHIO Npenapara

naruHTepdepoH anbday.

Ecnu y naumenTa pa3Buiachk cepbé3Has HeXenaTe/lbHas peakuus, NMOTEHUHWABHO CBA3aHHasd C
pUOaBUPUHOM, TO CIIEAYET YMEHBIIWTH 103y pybaBUpUHA WM TPEKPaTUTh €ro NMpUMeHeHMUe,
€CNIU NPUEMIIEMO, 10 TOMO MOMEHTA, KOFAa HEeXeNaTenbHas peakuus HCUE3HET WIIH YMEHbLIUTCS
e€ TaxecTb. B Tabauue 2 npuseieHsl pekOMEHIALUHH MO W3MEHEHHIO 0361 pubaBUpHHA U ero
OTMEHE, C YYETOM KOHLEHTPAUWW FreMOrnobuHa M COCTOSHHUS CEPAECYHO-COCYAMCTON CUCTEMBI

nalyeHTa.

Tabauua 2: PyKoBOACTBO MO W3MEHEHHIO 10361 pHOaBUPHHA TTPH €r0 COBMECTHOM NMPHMEHEHHH
¢ npenapatoM CoBanbau

JlaGopaTopHble 3HA4eHUS Chusurb a03y pubasupuna go 600 | OTMeHUTH NpueM
Mr/CyTKH ecan: pubaBupHHa ecn:
KoHueHnTpauus remornobuna y <10 r/mn <8.5 r/an

nauueHToB 6e3 3abonesanus cepaua

KonueHTpauus remornobuna y CHHXEHHE KOHLIEHTPAUMH <12 r/an, HecMOTpPS Ha
nauueHTos ¢ 3abonesaHneM cepaua B | reMornobuHa Ha >2 r/[u1 B TEYEHHE | NPMMEHEHHE Npenapara B
| aHamHe3e B CTabUILHOM COCTOSHHUU mo6eIX 4 Hepmenk Tepanuu TeueHue 4 Helens B

TIOHW)XXEHHOW N03¢e

ITocnie oTMeHbl pubaBHpHHa BCNEACTBHE OTKJIIOHEHHS OT HOPMBI abopaTopHOro TokaszaTens
MM  PpasBUTHA KIMHUYECKMX CHMMTOMOB, MOXHO mnonpo6oBaTte BO30GHOBHTE Tepanuio
pubasupunom B nose 600 mr/cyrku, a nanee ysenuuuth 103y A0 800 Mmr/cytku. OnHako He

PEKOMEHYETCs MOBKILIATE 03y pubaBUpHHa 10 nMepBoHauansHOM A0361 (1000 Mr — 1200 mr B

CYTKH).
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Ommena mepanuu

Ecnu NpEKpaleHo TPUMEHEHUE JpYrux JIEKapCTBEHHBIX TMIpETNapaToB, Ha3Ha4YaBLIWXCA B
KoMOUHaUWU ¢ npenapaTtom COBBJ’IB}IH, TO CNEAYET OTMEHUTE U TEPAIUIO MpenapaTom Coeanpau

(cM. pasgen «Ocobbie yKazaHUs»).

OcoOble rpynmbl NauHeHToB

Toowcunvre nayuermer
He tpebyeTcs H3MEHATH 003y Npenapara y NOXHbIX NauueHTOB.
Tloyeynan nedocmamourocmeo

He Tpebyerca w3MmeHATH po3y npenapata CoBaibAM Yy MAUMEHTOB C  [MOYEYHOH
HEJIOCTATOYHOCTBK)  JIeTKOW WM cpellHed  cTeneHblo  TskecTH. be3zonacHocts M
COOTBETCTBYIOWAs [03a npenapata COBalbAM HE YCTAHOBIECHHI Y MAUUEHTOB C TMOYEYHOM
HEJ0CTAaTOYHOCTBIO Tsxkenol creneHu TskecTH (KK <30 Mn/MHH) MAM TepMUHaNBLHOW cTaguein
MOYEYHOMN HEJ0CTaTOYHOCTH, Tpebyroueit NMpOBEAEHHA reMoiManu3a (cm™.

pazaen «PapMakOKMHETHKAY).
Teuenounas nedocmamoyrHocms

He Tpebyercs wu3MeHaTe no3y npernapata CoBaibAW Yy TAUWUEHTOB C TMEYEHOYHOMH
HEeIOCTATOYHOCTEIO NIETKOH, CpelHeH WM TsKeno# creneHH Tsxectd (knace A, B unu C no
wkane Yauna-TTeto-Typkorr). BesonacHocts W 3ddexTuBHOCTs, npenapata CoBanbau y

NauMEHTOB C ICKOMNEHCHPOBAHHBIM LIMPPO30M MEYEHU HE YCTAHOBJICHA.
ITayuenmel, odcudaiowyue mpancniaHmayuu nevyeHu

an ONpeAeNI€EHHH ANMUTENBHOCTH TMNpPUMEHEHHUA TIpernapara CoBanpau Y TNaUuUeHTOB,
OXHAaIHX TPaHCIINIaHTAlUHKO TEYEHH, HeobXoaHuMOo PYKOBOACTBOBATHCA OLICHKOH

COOTHOLUCHHWA NMONb3bl-pHCKa ANIA KOHKPECTHOrO nauMeHTa.

Hemu

besonacHocTs ¥ 3QPEKTUBHOCTE Tepanuu npenapatoM CoBanbaW y AETe€H W MOAPOCTKOB B

BO3pacTe Monoxe |8 1eT He yCTaHOBNEHBl, JaHHBIE OTCYTCTBYIOT (cM. pasaen

«IIpoTHBONOKa3aHUAY).
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NMOBOYHOE JEACTBHUE

0630p npoduns 6€30NacHOCTH

Haubonee wactele HexenarenbHble nekapcTBeHHblie peakunn (HJIP), kortopeie Obinu
saperncTpuposansl B Xxofe KW, cooTBeTcTBOBanM u3BeCTHOMY npodumo 6Ge3onacHoCcTH
pubaBupuHa W naruuTepdepoHa anbda Ge3 MOBLILIEHHA HACTOTHI WM TAKECTH OXKMAAEMBIX

HIIP.

N3-3a pazeutus HJIP nedenue npexpatunu |1,4% nauueHToB, nonyuaewux miauebo, 0,5%
MauKeHToB, noay4aswux codocbysup + pubaBupun B Teuenue 12 Hepens, 0% nauueHTOB,
nony4apmnux codocbysup + pubaupuu B Teuenue 16 nenens, 11,1% nauueHTos, nosy4aBmux
marunrepdepon ansda + pubaBupuH B TeueHue 24 Heaenb, U 2,4% MauMeEHTOB, MOJY4YaBIINX

codocbysup + naruntepdepoH anboa + pubaBupuH B TeueHue 12 Henens.

ITpenapar CoBansau M3y4anH, B OCHOBHOM, B KOMOWHAUMYU C puOABHPUHOM B COYETAHWW WU
6e3 maruntepdepona anbda. Ha poHe 310H KOMOMHHUPOBAHHOK Tepanuu He HACHTHOULIMPOBAHBI
HIJIP, cneunduunsie ans codocbysupa. Hanbonee yactsimu HIIP, oTMEYEHHEBIMH Y TAUHEHTOB,
nonydaBwux codocbysup u pubaBupuH, unu codocOysup, pubaBupuH U naruHTEpdepoH

ansda, 661U yTOMIAEMOCTE, FONOBHAA 60Nb, TOWIHOTA H OECCOHHMUA.

Cneayrowne HIIP wpentuduumposansl npu npumereHun codocbyBupa B kKomMOMHauuu ¢
pr6GaBUPHHOM MM B KOMOHWHALMK ¢ NaruHTepdepoHom aneda/pubasupunom (Tabnuua 3). HIIP

CrpynnupoBaHbl HHXXE€ COrjlacHO KjiaccaM CHCTEM W OpraHoB H 4HacTOTE€ BO3HHWKHOBCHHA.

YacToTa HeXenaTeNbHBIX peaklWi onpeaensiach B COOTBETCTBHH CO CNEAYyIOUIEH TpaJauunei:
o4yeHb vacto (=1/10); wacto (=1/100, <1/10); Hewactro (=1/1000, <1/100), peako (=1/10000,
<1/1000), unu ouens peaxo (<1/10000).




Tadnauua 3: HIIP, upeHTHUUKMpPOBAHHbIE NPU NMpUMEHEHUU codocbyBupa B KOMOUHALIUY €
pubaBUPUHOM MU ¢ N3ruHTepdepoHoM anbda/pubaBuprHOM

Yacrora

codocOyBup + pubaBupun

codochyBup + naruntepdepon aanda

+ pubaBupuH

" Hrpexyuonnvie u napasumapnvie 3a60neeanua..

L A o

Yacto

| Ha30hapuHTUT

|

Hapywienusi ¢o.cmoponsr Kpogu u aumiamuueckou cucmemol: . |

R v

i

OueHb YacTo

CHMXEHUE KOHLEHTpaLWH
reMoraoouHa

aHeMHA, HEHTPOTEHHS, CHIKEHHE
yucna nuMQOLUTOB, CHIKEHWE YHUCNa
TpombouuToB

YacTo

aHEM U3

- Hapywienus co.cmopoHsl 06MeHa 6euecme u numanus;: ...~

OueHb YacTo

CHWXKEHKE anneTuTa

Yacto CHWXeHWE Macchl TeNla
Hapywenus ncwxuxu: . o7 e R e
QOueHb YacTo OeccoHHHLa 6eccoOHHMLA

JIETIPECCHSA, TPEBOXKHOCTB
YacTo Jenpeccus P s ’

Hapywenusi co cmopone: HepeHOU cucmenbi.

BO30yKaeHue

QOueHb 4acTo

rojioBHas 60Ib

FOJIOBOKPYXEHUE, rOJIOBHAsA 6onb

YacTo

HapyWweE€HNUE BHUMaAHUA

MUIpEHb, YXYAUICHUE NMaMATH,

Hapywenus co cmoponst opzana spenus:

HapYyHEHHWE BHUMAHHUA

Yacto

HEACHOE 3pEHUE

" Hapywenus co cmopotv ObIxamensHow Cucmembl; 0p2anos 2pyoroud KNemKu u CpedoCcmenus.

OyeHb YacTo

OJBIIUKA, Kauwenb

Yacto

OJIBILIKA, OJBIIKA NPH PU3UUECKOH
Harpyske, Katuesnb

OABIIKA NPU PU3HHECKON Harpyske

Hapywenus co cmoponbl J#Ceiy004HO-KUMEHHO20 MPAKMA.: = = = i 7= =

OueHb yacTo

TOWHOTA

AHapes, TOUIHOTa, pBOTa

YacTo

lIHCKOMd)OpT B XXUBOTC, 3anop,
AUCNENCUA

3anop, CyXocThb BO pTY,

racTpo33odareanbhblii pediokc
FymENG S Lt L

OueHb YacTo

NOBLILIEHHE KOHLUEHTPaLUH
H6unupybuHa B KpOBH

TNOBBLILIEHHUE KOHLUCHTPAUWH

Hapyuienus ¢o'cmoponsi KOJCU. U NOOKONCHLIX mKaneid: " *1 i f. i

6unupybuHa B KpOBU

QOueHb YyacTo

CBINb, 3y

Yacto

aJoneums, CyXoCcTh KOXH, 3y

anoneyud, CyxoCTtb KOXH

Hapywienus co cmoponst ckenemuo-Melue ot CUCTEMbl U COCOUHUMENLHOU MKAHU. = -

OueHb 4acTo

apTpanTus, MUaNTHA

Yacro

apTpanrus, 6onb B CNUHE,
MBILIEYHEIE CMa3Mbl, MHAITHS

6016 B CITUHE, MBILUCYHBIC Cla3Mbl

Cucmeniine RapyWenia U OEnoNcHeN i § MeCHE Goedenicr




codocOyBup + naruuTepdepon aabpa

YacroTa codocOyBup + pubaBUpHH
Saclysup+p P + pnbaBHpHH
03HO006, YTOMJIAEMOCTS,
YTOMIAEMOCTD,
OueHb 4acTo rpunnonoaobHoe COCTOAHHE,
pa3zapaXxuTenbHOCTh
pa3paXKUTENbHOCTE, 60Nb, TUXOpaaKa
Yacto nUXopajaka, acTeHUs 60716 B Ipyan, aCTCHHUA
P

Ipyrue ocobble rpynnel NaUHEHTOR

Covemannas ungpexyus BUY/BI'C

Mpoduns GesonacHoctu codocbyBupa U pubaBUpUHA y NALMEHTOB C COYETAHHOH MHpEKUMEN
BUY/BI'C 681 aHalOrM4eH TaKOBOMY Yy TaUWeHToOB, WHOWUMpoBaHHbIX TONeko BIC,

nony4aBumx copocbysup u pubasrpun B xone KH.
IMayuenmel, odcudarowue mpaHcnianmayuu neveHu

IMpopune Gezonachoctu codocOyBupa u pubaBupuna y naumentoB ¢ XI'C oxuparoumx
TpaHCNAaHTaLMK TeveHu Obll CXOXKHM C TAaKOBbIM Y TAUUEHTOB, TMony4aBwnX cohocOysup u

pubasupuH B xoae KH.

Onucanue OTACJBHBIX HEXENATENBEHBIX JIEKADCTBEHHBIX geaKguﬁ-

Bpaduxapous u bnoxada cepoya

Beinu cnydad pasBWTHS BeIpOXEHHOW Opanukapauu u Gnokaisl cepaua rpW NPUMEHEHUH
KoMOuHauuu npenapatos CoBansan ¥ Jlaknun3a (1aknaTacBUp) B COYETAHHWU C aMHOLNApOHOM
WWAKM  OpYrMMM  NEKapCTBEHHBLIMH TpenapaTtaMH, 3aMeUISIOLMMHM  4YacTOTY CEpAEYHBIX
coKpauleHuit (cMm. pasaens! «BsaumogedcTBue ¢ APYTMMM JIEKapCTBEHHBIMU CPEACTBAMU» H

«Ocobbie ykazaHus»).
INEPEJO3HPOBKA

Haubonblueit, nOKyMeHTanbHO 3adMKCHpOBaHHOM H030# codocOyBupa Obina OAHOKpaTHas,
cBepxTepaneBThyeckas no3a codocOysupa 1200 wmr, npumensemas y 59 310poBEIX
nobposonsues. Ha goHe npuema 310k 10361 Npenaparta He 6610 0OTMEYeHO HeoXHAaHHBIX HIIP,
Bce BoisiBneHHble HJIP Ob11M CXO0XK MO CBOEH 4AaCTOTE M THAXKECTU C TAaKOBBIMHU Y NauMueHTOB

rpynmnsl nuaue6o u rpynmnet copocbysupa (400 mr).

Cneumduueckuit antuaoTt ans npenapara CoBanbau oTcyTcTBYeT. B cnyuae nepeao3upoBku 3a

nalLMeHTOM HeoOXoanMo HabmoaaTe ans CBOECBPEMEHHOTO BBIABJICHHWSA NMPU3HAKOB TOKCHYHOCTH.
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Jleuenue mepefo3upoBkH npenapatom CoBanbAW BKIIOYaeT oOWIME TOANEPKUBAKOLIHE
MEPONpHATHS, B TOM 4YKHCIEC MOHUTOPMHI TIOKa3aTeNel J>KW3HEHHO BaXHBbIX GQYHKUHH M
KNWHUYECKOIO COCTOSHUA NauueHTa. I eMoananu3 MoxeT 30 pekTHBHO ynanute (kaupeHc 53%)
OCHOBHOM HeakTuBHBIM MeTabonuT (GS-331007) u3 kpoBu. CeaHc reMoaHaIN3a ATUTENBHOCTHIO

4 yaca ynanan 18% ot npuHATO# 103kl Npenapara.

B3AUMOJEMCTBUE C APYTUMHU JEKAPCTBEHHBIMHA CPEJICTBAMHU

CodocbyBup asnserca cybcTparom nepeHocuuka P-rimukonporenHa W Genka pe3sUCTEHTHOCTH
paka monouHoit xenesbl (BCRP), Torna kak ero neaktusHblii Metabonut (GS-331007) — ne
sBnsieTcs. JlekapcTBEHHBIE MpenapaThl, MOLIHBIE WHAYKTOPBI P-TIWKONpPOTEHHA B KMILEYHHUKE
(nanpumep, pugpamnuyun, 38epoboii npoOLIPAGNEeHHbIN, Kapbamazenun u (HeHumoun), MoryT
TIOHWXKATh TJIA3MEHHYIO KOHUEHTpaLuio copocOyBupa, MPUBOAS K CHUXKEHUIO TEpaneBTHYECKOM
a¢dekTuBHocTH npenapara CoBanbAu, MO3TOMY HE ClEAYeT WX MPUMEHSTH ONHOBPEMEHHO C
npenapatoM CoBanbau (cM. pasgenst «lIpotuBonokazanus» ©H  «Ocobble  ykazaHusa»).
CoBmecTHOe npuMeHeHue npenapata CoBaneA¥ € JIEKApCTBEHHBIMM  MpenapaTami,
wHrubutopamu  P-rmukonporemna w/mnu  BCRP, Moxer nossiwate KOHUEHTpaUHIO
codocOysupa B mnasme 0€3 OAHOBPEMEHHOTO YBEIWYEHWA KOHUEHTPAMH HEAKTHBHOTO
metabonura (GS-331007). Takum obpasom, npenapat CoBaabAM MOXHO [PUMEHSTH

OHOBpPEMEHHO ¢ UHrubuTopamu P-rivkonporenHa u/unu BCRP.

CodocbyBup 4 HeakTuBHbI Metabonut (GS-331007) He sBnsoTes UHrUOUTOpamMu
P-rnukonporenna u BCRP, mnoatomy He mnpeanonara€tcs TMOBBIIEHUS JKCMO3WLKWH

NEeKapCTBEHHBIX TIPENaparoB, KOTOPLIE ABAAIOTCA CyOCTpaTaMu 3THX NMEPEHOCYHKOB.

BHyTpuksieTouHas akruBauua mertabonusma codpocbysupa onocpenyercs ruaponason ¢ HA3KOH
apHUHHOCTBIO W BBICOKOH aKTMBHOCTBIO, @ TAKXKE TYTAMHU HYKJICOTHAHOTO (hochopunnuposanus,
Ha KOTOpbIE COBMECTHOE MPUMEHEHME APYTIUX JIEKAPCTBEHHBIX MPENapaToB TNPakTUYECKU HE

BITUSET.

[pyrue B3aumoaeicTBUS

B Tabnuue 4 Huxe npusegeHa WHPOPMALMUS O NEKAPCTBEHHOM B3aWMOJEHCTBHH Tpenapata
CoBanbau ¢ BO3MOXHLIMK CONYTCTBYIOLIUMH NEKapCTBEHHBIMU cpeacTtBamu (rme 90%
noseputenbHbld MHTepBan (M) oTHOWEHHS CKOPPEKTHPOBAHHBIX CPEAHWX TEOMETPHYECKHX
(GLSM) 6bin He u3meHeR “»”, yBenuueH “1”, Wnu ymeHblueH “|” 10 CpaBHEHWIO C 3apaHee

YCTAHOBJICHHBIMU IrpaHuLlaMHK 3KBHB&J’ICHTHOCTH). B Ta6nnuy HC BKJITHOYCHBI BCC MPETIapaThl.
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Tabauna 4: BzaumoeiicTeus Mexxay npenaparom CoBanbiu ¥ ApYTHMK JIEKAPCTBEHHBIMU

npenapataMmy
JlekapcTBeHHbIR Banauue Ha PexomeHaauus NpH  COBMECTHOM TpPHMEHEHHM C
npenapar KOHUEHT Pauuu npenaparom CoBajaban
(TepaneBTUYeckas | npenapara.
rpynna) Cpeanee oTHOWeHHE
(90% noBepHTENbLHBIH
unTepBan) ana AUC,
Cm:y Cmin.‘b
AHAJIENITHKH
Monagunun B3aumojieicTBHE HE [MpeanonaraeTcs, 4YTO TIPH COBMECTHOM TIPHMEHEHHH
M3y4anoch. npenapata CoBanbad C  MOAAQUHMNOM  CHHXKAETCH
ITpednonazaemca: KOHUeHTpauns cogocbyBupa, 4TO TPHBOAHT K CHHKEHHIO
1 Codocbysup TepanesTHyeckod 3 (eKTHBHOCTH npenapata Cosanba.
| GS-331007 Takoe COBMECTHOE NPUMEHEHHE HE PEKOMEHAYETCA.
AHTHAPUTMHKH
AMHRONapoH B3aumoneicTeHE HE [TpuMeHeHWe aMWOZApOHa JOMYCTHMO  TOMBKO  MpH
U3yyanoch. OTCYTCTBUM ANbTEPHATHBHBIX MeTOAOB neueHus. [lpu
. NPUMEHEHHH aMHONApPOHA B COYETaHHW C KOMOWHauwel
npenapatoe Cosampam ¥ JlakiMH3a peKOMCEHIYeTCA

oco6eHHO TIaTeNbHbIH KOHTPONb (cM. pasnens! «ITobouHoe
aevictue» U «Ocobble ykazaHuay).

ITPOTHBOCYLOPOXXHBIE ITPEITAPATH!

Kapbamasenux BaaumoneiicTeue He IMpennonaraerca, 4YTO TNpPH COBMECTHOM TIPHMEHEHWH
deHnTonH H3y4anocs. npenapata Copansau ¢ kapbamazeniHOM, (EHUTOMHOM,
®enobapburan Ilpednonazaemes: ¢deHobapbuTtanoM wuAM  OKCKapDa3enHHOM  NOHWXKAETCHA
OxckapbazenuH { CodocOysup KOHUeHTpauus codocOyBupa, YTO NMPUBOAMT K CHUKEHUIO
1 GS-331007 TepaneBTnyeckoi 3¢dekTusHocTu npenapata Cosanbau.

Takoe COBMECTHOE NMPHMEHEHUE HE PEKOMEHTYeTCA.
. TMpenapar CoBanbaH HE AOIKEH NPUMCHATBECA B COYETAHWH

¢ kapbaMazenuHoM, deHHTOHHOM, (eHobapbuTanom wmu
okckap6a3enuHoOM, MOWHLIMH  WHAyKTOpaMu P-gp B

KHUWEYHHKE.
ITPOTHBOI'PHEKOBKIE AHTHEHOTHKH

Pudabyruu B3aumopeiicTede He TMpeanonaraercs, 4YTO MPH COBMECTHOM NPHMEHEHHH

Pudamnuunn U3Y4anoch. npenapata Cosanean ¢ pupabyTHHOM uay pHpaneHTHHOM

PudaneHTun ITpednonazaemcs: MOHHKAETCA KOHUEHTpauus copocOyBrpa, 4TO MPHBOAMT K

1 CogocBysup CHWKEHWIO TepanesTHYecKod 3(QeKTHBHOCTH npenapata

1 GS-331007 Cosanban.  Takoe  COBMECTHOE  MpPHMEHEHWE  He

. pexomenayercs. He cnegyer npuMeEHsTh  mpenapar

CoBajibAM COBMECTHO €  PHHAMOULWHOM, MOLLIHLIM
WHAYKTOpOM P-gp B KHLIEWHHKE.

TTPEITTAPATEI PACTHTEJIBHOI'O ITPOHCXOXXIAEHHUA

3sepoboii B3aumopneiicTeue He He cnepyer npumeHaTs npenapar CoBanbiy OOHOBPEMEHHO
MpOALIPABIEHHBI M3y4anock. (v npenaparam, coaepXalluMH 3Bepoboi
(Hypericum Tpednonazaemcs: NPOABIPABICHHBIH, MOWHbIA HHAYKTOP P-gp B kMmeyHuke.
perforatum) | Codoctysup
1 GS-331007
TTPOTHBOBHPYCHKIE MPEITAPATbHI /1A JIEJEHHS XT'C: HHTMEHTOPbI TIPOTEA3bI BI'C
Bouenperup (BOC) | BaaumoneiicTeue He OTCyTCTBYIOT JaHHBIE O NEKAPCTBEHHOM B3aUMOJEHCTBUU
Tenanpesup (TPV) H3Yyuanoch. npenapara CoBanbn ¢ 60UENPEBHPOM UM TENANPEBUPOM.
Ilpednonazaemes:

1 Codocbyeup (TPV)
> Codocbysup (BOC)
« GS-331007 (TPV umm
BOC)




JlekapcrBeHHbI
npenapar
(TepaneBTHYecKasn
rpynna)

Bnusinue Ha
KOHUEHTpPaurH
npenapara.

CpeaHee OTHOWIEHHE
(90% noBepuUTeNbLHBIH
uurepean) ansa AUC,

Cm!x! Cmin.‘

Pexomenpauusn
npenapatom CoBanbau

NpH  COBMECTHOM  FPHMEHEHHH C

HAPKOTHYECKHE AHAJTBI'ETHKH

Meragon'
(TMopnepxkuBarowas
Tepanus MeTaoHOM
[oT 30 a0

130 mr/cyTku])

R-memadon

= Crae 0.99 (0.85, 1.16)
+— AUC 1.01(0.85, 1.21)
+ Crin 0.94 (0.77, 1.14)
S-memaodon

> Cac 0.95 (0.79, 1.13)
+— AUC 0.95(0.77, 1.17)
— Cpin 0.95 (0.74, 1.22)
Coghocbyeup

| Cnax 0.95° (0.68, 1.33)
1 AUC 1.30° (1.00, 1.69)
Crin (NA)

GS-331007

| Cmax 0.73° (0.65, 0.83)
< AUC 1.04°(0.89, 1.22)
Cmin (NA)

TMpu cosmecTHOM NpuMeHeHHH codocbysrpa ¢ METanOHOM
He TpebyeTcs koppekTHpoBaTh 103y codocbyBrpa wiu
MEeTanoHa.

OIIHOKpaTHasA 103a)

« AUC 0.98 (0.85, 1.14)
Cain (NA)

Coghocbyeup

1 Crnax 2.54 (1.87, 3.45)

1 AUC 4.53 (3.26, 6.30)
Cmin (NA)

GS-331007

| Conax 0.60 (0.53, 0.69)
«» AUC 1.04 (0.90, 1.20)
Cain (NA)

HMMYHOUIEIIPECCAHTBI
Lluknocnopuu® Huxnocnopun Tpi  cOBMECTHOM  mNpumeHeHun  codocbysupa ¢
(600 Mr > Cpax 1.06 (0.94, 1.18) | uuknocnopuHoM He Tpebyerca KOppeKTHpOBaTH 03y

coocOyBHpa KM LUMKIIOCTIOPHHA.

Taxponumyc®
(5 Mr onHoKpaTHas
7103a)

Taxpoaumyc

| Cinax 0.73 (0.59, 0.90)
< AUC 1.09 (0.84, 1.40)
Cmin (NA)

Coghocbysup

| Crnax 0.97 (0.65, 1.43)

1 AUC 1.13 (0.81, 1.57)
Cm‘m (NA)

GS-331007

— Crax 0.97 (0.83, 1.14)
< AUC 1.00 (0.87, 1.13)
Cmin (NA)

[Tpy  coBMecTHOM  npuMeHenun  codocbysupa ¢
TaKpONMMYCOM He TpebyeTcs KOppeKTHpOBaTL  A03Y
co¢ocObyBHpa K TAKPOTUMYCA.




JlekapcTrBeHHbIA
npenapar
(TepaneBTHYeCcKAaR
rpymnna)

Bauaune na

KOHLIEHT pauuu
npenapara.

CpenHee oTHOWIEHHE
(90% noBepuTeNBHBLIH
unaTepsan) ana AUC,

PexomMeHAaUMs TNPH  COBMECTHOM TPHMEHEHHH C
npenapatoM CoBanbau

Ciai Cai™
TMTPOTHBOBHUPYCHBIE  TTPENIAPATEI  JJIS  JIEYEHHA  BHY:  HMHIHBEUTOPKl  OBPATHOM
TPAHCKPHIITA3bI
Dasmpens’ Dghasupens lMpu  coBMecTHOM  mnpumenenun  codocbysupa ¢

(600 mr onwun pas B
cyTxn)’

& Crax 0.95 (0.85, 1.06)
« AUC 0.96 (0.91, 1.03)
« Crin 0.96 (0.93, 0.98)
Coghocbysup

| Crnax 0.81 (0.60, 1.10)
+«>» AUC 0.94 (0.76, 1.16)
Cmin (NA)

GS-331007

| Cinax 0.77 (0.70, 0.84)
«> AUC 0.84 (0.76, 0.92)
Coin (NA)

apasupeHsoM He Tpebyercs  KOpPpPEKTHpOBaTH  AO3Y
codocbysupa unu adasupeHsa.

IMTpUUMTAGHH"
(200 mr onuH pa3 B

cyTkn)*

Immpuyumabun

 Cpay 0.97 (0.88, 1.07)
« AUC 0.99 (0.94, 1.05)
> Cpi, 1.04 (098, 1.11)
Codhocbysup

1 Ciax 0.81 (0.60, 1.10)
< AUC 0.94 (0.76, 1.16)
Cmin (NA)

GS-331007

| Crmax 0.77 (0.70, 0.84)
< AUC 0.84 (0.76, 0.92)
Conin (NA)

Ipu  coBMecTHOM  npuMeHeHun  codocbysupa C
IMTpHUMTAOMHOM He TpebyeTca KOpPpeKTHpPOBaTh MA03Y
codochyBupa unu aMTpuunTabuHa.

Tenodosnp '
(300 mr oauH pa3s B

cytku)®

Tenoghosup

T Ceax 1.25 (1.08, 1.45)
+ AUC 0.98 (0.91, 1.05)
> Cprip 0.99 (091, 1.07)
Coghocbysup

1 Crax 0.81 (0.60, 1.10)
+ AUC 0.94 (0.76, 1.16)
Cm'm (NA)

GS-331007

| Cmax 0.77 (0.70, 0.84)
« AUC 0.84 (0.76, 0.92)
Cmin (NA)

IMpn  coBMecTHOM  npuMeHeHuWH  codocbysnpa ¢
TeHOGDOBHMPOM He Tpebyercs KOppPeKTHpOBaTh 103y
codocbyrupa unu TeHodoBuUpa.

PHANMBHPHH
(25 mr omH pa3 B

CYTKH)

Puanusupun

 Cpax 1.05 (0.97, 1.15)
— AUC 1.06 (1.02, 1.09)
«* Cmin 0.99 (0.94, 1.04)
Coghocbyeup

T Comax 1.21 (0.90, 1.62)
— AUC 1.09 (0.94, 1.27)
Cain (NA)

GS-331007

> Cpax 1.06 (0.99, 1.14)
«— AUC 1.01(0.97, 1.04)

Cmin (NA)

IMpu  cosmecTHOM  npuMeHedun  codocOyBupa cC
PUNMHBUPUHOM He TpebyeTcs KOppEeKTHpORaTh [A03Y
cotocOyBHpa HNH PUINHBHPHHA.
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JlekapcTBeHHBIH
npenapar
(TepaneBTHYeCKas
rpynmna)

Bansnne na
KOHUEHTPalUHH
npenapara.

CpeaHee oTHOmeHKE
(90% noBepHUTENBLHBIH
uuTepean) ana AUC,
Caic Ca™

Pexomenpaums npu
npenapatom CoBajlbau

COBMECTHOM NpPHMEHCHHH C

TIPOTHBOBHPVCHBIE ITPEITAPATBI /151 TIEYEHHS BHY: MHTHEHTOPKI ITIPOTEA3bI BAY

HapyHasup,
YCUIIEHHBIN
PHTOHABUPOM i
(800/100 mr oawnH
pa3 B CYTKU)

Hapynasup

> Cirax 0.97 (0.94, 1.01)
« AUC 0.97 (0.94, 1.00)
« Cpin 0.86 (0.78, 0.96)
Cogocbysup

T Cmax 1.45 (1.10, 1.92)

1 AUC 1.34(1.12, 1.59)
Cmin (NA)

GS-331007

> Crax 0.97 (0.90, 1.05)
< AUC 1.24(1.18, 1.30)
Cmin (NA)

ITpu  coBMecTHOM  TipUMeHeHWH  codocbyBupa c
JlapyHaBMpoM He TpebyeTcs  KOppeKTMpoBaTh 03y
cogocbyBupa UMK NapyHABUPA (YCHIEHHOrO PUTOHABUPOM ).

ITPOTHBOBHPYCHBIE ITPEITAPATHI JIUIA JIEYEHHA BHY. HHFHEHTOPbI HHTEI'PA3b!

Panrerpaeup’
(400 Mr oauH pas B
CYTKH)

Panmezpaeup

| Crax 0.57 (0.44, 0.75)

1 AUC0.73 (0.59,0.91)
o Cin 0.95(0.81,1.12)
Cogocbysup

& Corax 0.87 (0.71, 1.08)
< AUC 0.95 (0.82, 1.09)
Cuin (NA)

GS-331007

> Crax 1.09 (0.99, 1.20)
« AUC 1.03 (0.97, 1.08)
Cmin CNA)

Tlpy  coBMecTHOM  NpPUMEHEHWH
panterpaBMpoM He Tpebyerca
coocbyBupa unu panrerpasmupa.

codocbyupa ¢
KOPPEKTHPOBaTb 103y

ITEPOPAJIBHBIE KOHTPALIETTHBbL!

Hoprectumar/
STHHUNICTPAAUON

Hopzecmpomun

> Crax 1.06 (0.93, 1.22)
« AUC 1.05 (0.92, 1.20)
Cmin (NA)

Hopzecmpen

> Coux 1.18 (0.99, 1.41)
< AUC 1.19 (0.98, 1.44)
Cmin (NA)
Omununacmpaouon

> Crax 1,14 (0.96, 1.36)
— AUC 1.08 (0.93, 1.25)
Cmin (NA)

Ilpu  coBmecTHOM  npumeHeHuu  codocByBupa ¢
HOprecTHMaroM/  3THIICTPAOHOIIOM He  Tpebyercs
KOPPEKTHPOBaTh J03y HOPTreCTUMAaTa/ STHHHI3CTPAAHONA.

NA = oTcyTCTBYET/HE NPUMEHUMO

a. Cpemnee cooTHowenue (90% JIU) napamerpoB ¢(apMakOKWHETHKW Tipenaparta, npumeHseMoro ¢/ 6e3
cogocOysupa, M CpeliHee COOTHOLIEHWE napameTpoB ¢apMakokuHeTHku codocbyeupa u GS-331007 ¢/ 6e3
OIHOBPEMEHHO NpUMeHsemoro npenapara. Orcytcreue addekra = 1.00;

b. Bce uccnenopakna B3aHMOAEHCTBHA IPOBOAKIIHCE Ha 340POBBIX A00pOBOIBLAX;

c. CpaBHeHHe Ha OCHOBE HCTOPHYECKOTO KOHTpons; d. TIpuMeHsncs B BUIE Npenapara ATpUIa;

e. 'pannua 6uosksusanentroctn 80-125%; f. I'pannua sxsusanenTHocTH 70-143%.

| OCOBBIE YKA3AHUS
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Obume

Tpenapatr CoBanban He pexomeHOyemcs NPUMEHAMb 6 6ude MOHOmepanuu, OH NOJKEH
Ha3Ha4aThCs B KOMOWHAaUMM ¢ APYrMMH JIEKAaPCTBEHHBIMW TipenapataMyu IUIS  JIEYEHUS
xponuueckoro renatuta C. ITpu npekpalieHuu npuema Apyrux JIEKapCTBEHHBIX TPENaparos,
HazHayeHHbIX B KOMOMHauuu ¢ npenapatom Coanbau, npenapat CoBanbau TaKXe NONKEH
OeiTe OTMeHeH. Tlepei HauyanoMm rnpuMeHeHus npenaparta CoBaJibAW CleAyeT BHUMATENBHO
MPOYHTATh WHCTPYKLHMIO TNO MEAWLHHCKOMY TPUMEHEHWIO 1N COBMECTHO Ha3HayaeMbIX

JIEKapCTBEHHBIX MpenapaTos.

Bpaduxkapous u 6rokada cepoya

Coobuwanocs 0 cny4yasx pa3BHTHS BBIPOXKEHHOW Opaaukapauu W Onokaael cepaua Inpu
npumeHeHHH KomOuHauuu npenapator CoBanbau ¥ JlakiuH3a (AaKnaTacBUp) B COUYETAHWM ¢
aMHOJApOHOM W/MIW JAPYTMMHM JIeKapCTBEHHBIMH TpenapaTaMi, 3aMEMNIAIOUIMMH  4acTOTy

CEpACYHBIX COKan.leHMFl. MexaHu3m pPa3sBHUTHA JaHHOM p€aKUHWH HE YCTAHOBJICH.

B KIMHMYECKMX HCCNEAOBaHUAX KOMOMHauuu codocOyBrpa ¥ MPOTHBOBUPYCHBIX MpEnapaToB
NpAMOro JeWCTBUA COMYTCTBYIOLIEE MNPUMEHEHHME aMWOZApOHa ObLIO  OrPaHWUYEHHBIM.
ITobounble peakuUWH, BO3HWKAIOUIHE HAa (OHE TIPUMEHEHHWS TaKOH COUETAHHOW TeparuH,
MOTEHUMANBHO YrPOXKaIOT XXH3HH, NO3TOMY NPUMEHEHHWE aMUOJApOHAa BMECTE C KOMDHHauueH
npenapatoB Cosaneau w Jlakiun3a JONYCTHMO JHMLIL NMPH HENEPEHOCHMOCTH MM HAUYHK

NPOTHBOMNOKAa3aHK K albTEPHATHBHOM aHTHAPUTMHUYECKOH TEpanuu.

B Tex cnyuasx, KOraa conyTCcTBYHOLIEE NPUMEHEHHE aMHUOAapPOHa HEOOXOAMMO, PEKOMEHAYETCS
npucransHoe HabmlojJeHWe 3a NalMeHTaMH B Hayane JieyeHus KoMOWHauued mnpenaparos
Cosanbau u Jlaknuu3a. TTauMeHTOB ¢ BLICOKMM PUCKOM pa3BUTHUS OpaiMapuTMUU chneayer
HETIPEPBIBHO MOHUTOPUPOBATH B TeueHHe 48 4acoB B YCNOBUSIX COOTBETCTRYIOLUMM 06pa3oM

OCHAlUEHHOH KJIMHUKH.

Mpu Heo6xoaMMOCTH Ha4YaTh KOMOMHHPOBaHHYIO Tepanuio npenapatamMu Cosanbau U Jlaknunsa
nauMeHTaM, NIPUHUMABIIMM paHee aMUOJapOH, COOTBETCTBYHUIee HabmoneHue HeoOXoAUMO
OCYILECTBJIATE 32 TEMH, KTO NPEKPaTUJI NPUEM aMHOAAapOHa B MOCIEAHHE HECKOMBKO MECSLEB,

TakK KaKk aMHOJapOH UMEET INUTENbHBIN NepHUoa nNoJlyBbIBECACHUSA.

Bce MAaLUUEHTHI, TIPUHUMAKOLLIHME KoMmOuHaLu0 npenaparos CoBaJibin | ,[Iaknunaa BMECTE C

aMHOJAPOHOM, OJDKHBI ObITh NpeaynpexaeHsl 0 cuMnToMax Gpanukapanu u 6nokansl cepaua
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W 0 HeoOXOAWMOCTH HeMeAJeHHOro 06palLlCHHﬂ 32 MEIUUMHCKOW TOMOUIBK B chyyae

MOABJIEHHUA TAKUX CUMINITOMOB.

[TauneHTs! ¢ XpoHuueckuM rernatutoM C renoTunos 1. 4, S v 6, paHee Mony4aBlUINE NEYEHUE

He nposogunoce KU npenmapara Copanpaud y NalMEHTOB C XpoHWyeckum rematutom C

‘reHoTunos 1, 4, 5 v 6, panee nony4aswux tepanuio. [1oaTomy, He ycTaHOBNEHa ONTHManbHas

ANUTENTBHOCTD JICHECHHUA Y 3TOM NoMyJAUWA NAaUUCHTOB.

TakTHKa neYeHus 3TUX NauMeHToB Tpebyer 06CyxACHKA, BO3MOXKHO, B OTHOLIEHWH NPOANEHUS
Tepanuu cebilie 12 Heaens W 10 24 Helenb; 0cO6EHHO ANS TEX MOATPYNN NAaLKEHTOB, Y KOTOPBIX
MMEKTCSH OAUH Uik 6onee GhakToOpoB, HCTOPUYECKH CBA3aHHBIX ¢ Oosiee HU3KOH YacTOTOW OTBETA
Ha neveHuWe WHTeppepoHamu (Hanpumep, BbipaXeHHbIH GUOPO3/LMPPO3, BBHICOKMIA MCXOMHbIH

YpOBEHb BUPYCHOM HAarpy3ku, HerpouaHas paca, Hanuuue ne CC annenu rena IL28B).

Jleyenne nauveHToB ¢ X[ 'C 5 uau 6 reHoTHUNA

Ob6bvem naunbix KM B nopnepxky npumeHenus npenapara Cosansau y nauuentoB ¢ XI'C

reHOTHNA 5 UK 6 OYEeHB OrPaHUYEH.

Jleuenne nauventoB ¢ XI'C 1,4, 5 1 6 resotrunos 6e3 uHtepdepona

Pexxumel Tepanuu npenaparom Cosanbau 6e3 unrepdepona nauuentos ¢ XI'C renorunos 1, 4,
5 unu 6 He usyyanuce. ONTHMaNBHBIH PEXHUM W UTHTENBHOCTL TEPANHKU HE YCTaHOBNEHBI. Takue
PEKHMBI CIIEAYET MPHMEHATb TOMbLKO Y MALMEHTOB, KOTOPbIE HE MEPEHOCAT MK HE MOAXOAAT

LA TEPANWKU WHTEPPEPOHOM, H CPOHHO HYKAAKOTCA B TCHEHUH.

CoBMECTHOE NPUMEHEHHWE C APYTUMH TIPOTHBOBUPYCHBIMH npenaparaMu nNpamMoro OCHCTBUSA

AJIA IEYEHW A renaTura C

Ilpenapar CoBaneau cleayeT TMPUMEHATb COBMECTHO C JPYTHMH TPOTHBOBHPYCHBIMH
npenaparaMu NpsAMOro JAeHCTBUS TONBKO B TOM Cllydae, KOrja roib3a OT TakoW KoMOMHaLuu
NepeBeLIBAET PUCKK COMNACHO MMEIOLIMMCS NaHHbIM. OTCYTCTBYIOT NaHHblE B NOAAEPKKY
COBMECTHOTO TipuMeHeHus nipenapata Coeaneau W Tenanperupa unu Gouenpesupa. Taxas

KOMOMHALMS NpenapaTroB HE PEKOMEHIYeTCs.

BepeMeHHOCTh U ONHOBPEMEHHOE NpUMeHeHue pubaBupuHa

B cnyuwasx, korjga npenapat CoBanbAu NpuMeHseTcs B KOMOMHauuu ¢ pubaBUpUHOM UM C
naruHTephepoHoM  anbda/pubaBMPUHOM, JKEHIUMHBI C  COXPAHEHHbLIM  JIETOPOAHBIM

MOTEHUHANIOM WU WX NMApPTHEPB! AOJIKHBI NPUMEHATL 3¢)d)CKTH§HBIC METOAB!I KOHTpALUECNUHH B
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NepHO NIEYCHHSA U TOCNE o OKOHYaHHUA B TeHEHUE HEOOXOAMMOro NEpHoga BpEMEHH, COTNACHO
PEKOMEHAAUUSM Npu puMeHeHK pubaBUpHRa (CM. MHCTPYKIIMIO 110 IPUMEHEHNIO pubaBupuHa

JUTA IOMONHUTENBHON HHPOPMALIHK).

OIHOBpPEMEHHOE NPUMEHEHHE C HHJYKTOpaMu P-rnmukonpoTenHa

JlekapcTBEeHHbIE Npenapartbl, KOTOPbIC ABNAIOTCS MOLUHBIMH WHAYKTOpamMH P-rnukonportenHa B
KueyHuke (Hanpumep, pudamnuunt, 3sepoboii npoasipsBneHHbId [Hypericum perforatum],
kapbamazenuH U (EHWTOWH), MOIYT CYUECTBEHHO CHWKaTh KOHLEHTpauuio codocOysupa B
TlasMe KpOBHW, YTO, B CBOIO O4epellb, MOHUKAET Tepanes'ruqeckyro s¢dekTuBHOCTE Npenapara
CoBanban. TakWe NeKapCTBEHHBIE TNpeENapaTel HE AOJKHBI TIPUMEHATBCA B COYETAHHH C

npenapatoM CoBanbau.

[ToyeyHasn HEAOCTATOYHOCTb

bBe3onmacHocTe mnpuMeHeHus Mnpenapara CoBanbAX HE M3Y4HalWd Yy MALMEHTOB C MNOYEYHOM
HEeloCTaTOMHOCTBIO  Tskenoi crenenu Tsxkectw (KK <30 ma/MuH) wnuM ¢ nmoyeuHoM
HEJOCTATOYHOCTEIO TEPMHMHANBHOW CTaguW, Tpebytowedi remoamanusa. bonee Toro, He
YCTaHOBJIEHa COOTBETCTBYIOLIas jo3a npenapata. [Ipu npumenenun npenapara Cosanbad B
KomMOuHauun ¢ pubaBUpPHHOM MM MaruHTepdepoHom anbha/pubaBUPUHOM Y MAUMEHTOB C
KK <50 Mn/MHH CMOTpUTE Takxke WHCTPYKUMIO 1O MEeAMLUHCKOMY TIPMMEHEHHWIO Tpenapara

pubaBupuH (pazjen «DapMaKOKUHETHKAY).

HauuenTtsl ¢ ko-undekuueit BI'C/BI'B

JlaHHele MO TpuMeHeHHIO mnpenapata CoBanpin y nauneHToB ¢ Ko-uHbekuueir BI'C/BI'B

OTCYTCTBYIOT.

BJIIMAHUE HA CIIOCOBHOCTSD YIIPABJISAITHD TPAHCIIOPTHBIMHA
CPEACTBAMHU, MEXAHU3IMAMH

Ilpenapar CoBanba¥ OKa3biBAET YMEPEHHOE BAHAHWE HA CMOCOOHOCTH ympaBleHWs
TPaHCTOPTHBIMU CPEACTBAMU W MeXaHW3MaMu. TTalMeHTOB HEoGX0AMMO POHH(OPMHPOBATE O
TOM, 4TO BO BpeMs nprMeHeHus codocbyBupa B KOMBMHaLMH ¢ nmaruHTeppepoHoM ansda u
pubaBUPUHOM BO3MOXHO HapylleHWe BHUMAHUSA, pa3BUTHE yToMnueMOCTu, rOJIOBOKPYXEHHUS U
CHW)XKEHHE YETKOCTH 3peHHs. B ciiyuae noseneHus yka3zaHHbIX cimanoe, nalWeHTam cnegyer

BO3J1€PXKAThLCA OT BBIMMOJHEHUA TIOTEHLHAJILHO OITAaCHBIX BHJAOB AEATENILHOCTH, TAKHX Kak

YripaBJI€HHE TPAHCTTIOPTHEIMHU CpeACTBAMH H UCIOJIb3OBAHHUE MEXaHU3MOB.
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®OPMA BEBIITYCKA
TabneTku, NOKpBITHIE MIIEHOYHOH 06onovkoi, 400 mr.

ITo 28 Tabnetok Bo ¢nakon Genoro usera, BMecTumMocTbio 100 M1 M3 MOAM3ITUNIEHA BLICOKOH
TUIOTHOCTH, 3anasiHHbIA allOMMHUAEBOH (PONBroH, yKyNOpeHHbIH MONUNPONUIEHOBOH KPBILUKOW C
CUCTEMO# 3aWIMTHl OT BCKPBITHS JAETEMHU, COAEPXKAIUMHA KOHTEHHEDP UIIU calle ¢ CUIIMKarenem, ¢

Haanueslo (natuHckumu 6ykeamu) “DO NOT EAT” u BkiaaKy U3 nonuscrepa.

[To | pnakoHy BMeCTe ¢ MHCTPYKUMEH MO MPUMEHEHHIO B NMaYKe KapTOHHOW.
YCJIOBUS XPAHEHUSA

Xpauutb npu Temneparype He Boiwe 30 °C.
XpaHuTh B MecTax, HEJJOCTYITHBIX AJA JeTeH.

CPOK I'OTHOCTH

2 rona.
He npuMeHSTE 10 UCTeYeHWH CPOKa FOJAHOCTH, YKa3aHHOTO Ha YITaKOBKE.

YCJIOBUA OTITYCKA
Mo peuenTy.
BJIAJEJEL PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

I'unean Caiiencus Untepreurnn Jita., Benuko6puranus
Gilead Sciences International Ltd, UK
Flowers Building, Granta Park, Abington, Cambridge, CB21 6GT, UK

INPOU3BOJIUTEJIb

IIpouszeoocmeo 2omo6ou nekapcmeeHHou opmul.

I'unean Caiiencus Aiiensug KOCu, Upnanaus

Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland

ITateon Huk., Kanana
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Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada

Ilepeuunas ynaxosxa:

I'nean Caviencus Unk., CLUA

Gilead Sciences Inc., USA

650 Cliffside Dr, San Dimas, California (CA), 91773, USA

I'mnean Caiiencus Anensnn KOCu, Upnaujus

Gilead Sciences Ireland UC, Ireland
IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland

TTateon Uuk., Kanana
Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada

Buinyckarowuii konmpons kauecmea:
IMunean Caiiencus Asiensua KOCu, Upnanaus

Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland

Hoxzyqumo Oonommme.rzmylo ungopmayuio 0 npenapame, @ MAKdyNce HANPAGUMb CEOU
npemen:«uu u um[)opmauulo 0 HeXcenamenbHbIX AGCHUAX MONCHO N0 aopecy:

000 «rnnean Cauencuz Paway

Poccus, 115035 Mocksa, yn. CagoBHudeckas, 82/2

Ten.: +7 (495) 641 18 04

E-mail: drugsafety.russia@gilead.com

IMpeacraBuTeNb KOMNAHUK O.B.JIMutpues
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