TorbKo Onsi MpUMEeHeHUs1 epadamu-2enamoroaamu unu compyOHukamu 601bHUYbI

Sofovir

Coghosup

TabneTkn cococbysnpa 400 mr.

1.0 ONMIUCAHUE

CodpocbyBup aBRSETCA HYKNEOTUAHBIM aHanorom, MHIMBUTOPOM nonumepasbl HECTPYKTypHOro Benka NS5B
Bupyca renatuta C. HammeHoBaHue codocbyBnpa no HomeHknatype WIOIMAK: (S)-usonponun 2-((S)-
(((2R,3R,4R,5R)-5-(2,4-gnokco3,4-aurnaponupummamnH-(2H)-un)-4-gptop-3-rugpokcun-4-
mMeTunTeTparngpodypaH-2-un)MeTokcm)-(deHoken)pocdop-nnamMmmHo)nponaHoar. Mpenapat nmeet
MornekynsipHyto gopmyny C,,HogFN3OgP. MonekynspHasi Macca npenapaTta coctaBnset 529,45,
MonekynsipHasa dopmyna npenapaTta:
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BHewHun Bng — TBEpAble kpucTannbel 6enoro unu noytu 6enoro uBeta C PacTBOPUMOCTbI = 2 Mr/mn B
Avanasone pH ot 2 go 7,7 npu 37%, cnabo pacTBopuMble B BOAE.

TabneTkn codocbyBMpa npegHasHaveHbl Ang nepopanbHoro npuema. Kaxpas tabnetka cogepxut 400 mr
codocbyBmpa. Tabnetkm cogepxaT creaylolmne BCMOMOratesnibHble BeLecTBa: KPEeMHWUs OMOKCua
KONMMOWAHbIN, KPOCKapMesnno3a HaTpusl, MarHus cteapaTt, MaHHWUTONM, Lenmono3a MUKPOKpUCTanmMyeckas.
Tabnetkn nNOKpbITbI MMAEHOYHOW OOONOYKOW, CoAepXallen crnegylowme HeaKTMBHbIE WHIPEAUNEHTHI:
NONMU3TUIEHITIMKOIb, NONMBUHMWITOBBIN CNMPT, TanbK, AUOKCUA TUTaHa, KpacHbIA OKCUA XXernesa.

2.0 KIIMHWYECKAA ®APMAKOIJIOIMNA

2.1 MexaHu3m gencTBuA
Codhocbysup siBnsieTcs NpOTMBOBMPYCHBIM CPEACTBOM MPSIMOro AeUCTBMSA, uHrmbupyowmm PHK-3aBmcrmyto
nonumepasy NS5B Bupyca renatuta C, Heobxoanmyto Ans pennvkaumm supyca.

2.2 dapmMmakoguHaMmmka

BnusiHne Ha 3KI
Mpuem codpocbysupa B gosuposkax 400 mr u 1200 mr He Bbi3biBaeT yanuHeHuns nHtepsana QT Ha OKT.

2.3. ®dapmMaKoKuHeTUKa

BcacbiBaHue

dapmakoknHeTM4eckne cBoncTBa cod)ocOyBMpa M OCHOBHOIO UMpKynupytowero metabonuta GS-331007
OLEeHMBanucb y B3POCMbIX 340POBbIX AOOPOBONbLLEB W Yy NaUMEHTOB C XpoHudeckum renatutom C.
Haunbonblias koHUeHTpaums codocbyBupa AocTuraetca B TeyeHue npubnusmtensHo 0,5-2 yacoB nocne
nepopanbHOro nprMemMa, He3aBMCUMO OT YPOBHA [03bl. Hambonblwas koHueHTpaums GS-331007 B nnasme
Habnopganacb B TedyeHuMe 2-4 vacoB nocrne npuema. Mo pesynbtatam aHanu3a apMakoKUHETUKN Y
NauMeHToB, MHPULMPOBaHHbLIX BUpycoM renatuta C reHoTunoB 1-6, nony4yaBlUUX OQHOBPEMEHHOE feYeHune

UHcmpykuus K npenapamy CmpaHuya 1 u3 11



pnbaBMprHOM (C MErMnIMpPoBaHHbIM MHTEP(EPOHOM UM Ge3 Hero), yCTOMYMBOE cpefHee reomeTpuveckoe
3HadeHuve nnowaau noa apmakoknHetmyeckon kpuson (AUC,.,4) ona cogocbysupa (N=838) n GS-331007
(N=1695) coctaBnsano 828 Hr*d/mn n 6790 Hr*y/mn. Y nauneHToB, MHPULMPOBAHHLIX BUpYcoM renatuta C,
3HadyeHne AUC,,, codocbyBupa 6bino Ha 39% Bbiwe, a 3HadeHne AUC.,4, GS-331007 - Ha 39% Huxe,
OTHOCMUTENbHO COOTBETCTBYHOLLUUX 3HAYEHMIN Y 340POBbIX 4OOPOBOMbLEB, NoNydaBLLnx codocdyBmp OTAENbHO
(N =272). 3nadeHusa AUC codocbysupa n GS-331007 npnbnunsmtensHO NponopumoHanbHbl MPUHATON 403e
B AnanasoHe ao3 ot 200 mr go 1200 wmr.

BnusHue npuema nuwm
Mprvem NuwM He okasbiBaeT BO3AeNCTBMS Ha nokasatenn C., unm AUCq s codocbyeupa n GS-331007.
Taknm obpasom, cocpocbyBup MOXET MPUHUMATBLCSH HE3ABUCMMO OT NpMUemMa MuLu.

PacnpepeneHue

Codpocbysup npubnuantensHo Ha 61-65% cBasbiBaeTcs ¢ 6Genkamm nnasmbl yernoseka. CBsA3biBaHWE
NPOUCXOONT HE3ABNCMMO OT KOHLIEHTpauumn npenapara B gnanasoHe ot 1 mkr/mn go 20 mkr/mn. CeasbiBaHue
GS-331007 ¢ Genkamu nnasmbl YeroBeka 6biNo MUHUMAmbHbIM. [locne oaHokpaTHoro npuema ““C-
coocByBMpa Yy 300POBbIX AOGPOBONLLEBR, OTHOLLEHWE 3HAYeHWi “'C-paanoakTUBHOCTY MMasMbl W KPOBU
cocTtasnano npubnuantensHo 0,7.

MeTtabonuam

CodocbyBnp MeTabonuampyetcss NPeMMyLLECTBEHHO B MeyeHW C obpasoBaHMeM apMaKonorm4yecku
akTneHoro Tpudoccata GS-461203, asnstowero aHanorom Hykneosnga. Metabonuyeckun nyTb akTuBauum
BkNtoYaeT B ceba nocnegosaTernbHbIM  TMAPONM3 TPYNMbl  CAOXKHOIO 3dupa KapbOHOBOW KUCHOTHI,
KaTanusmpyembii katencuHom A 4yenoseka (CatA) unum kapbokcunactepason 1 (CES1) u pacwenneHune
amugodpocdarta HykneoTna-ceasbiaowmmM 6enkom 1 ¢ ructuguHoseimu Tpuagamu (HINT1) ¢ nocnegytowmm
docopunuposaHmem B npouecce OuocMHTE3a NUPUMMUAMHOBOIO Hykneotuaa. [edocdopunvposaHue
npuBoauT K 06pasoBaHuo HykneosugHoro metabonuta GS-331007, koTopbit He nogaaeTcs achdekTUBHOMY
pedocdopunmpoBaHnio 1 He obnagaeT gercTBMeM NpoTMB BUpyca renatuta C in vitro.

lNocne ogHOKpaTHOro Npuema BHYTPb [14C]-coq)oc6yBMpa B nose 400 mr gonu codpocbyBupa n GS-331007
cocTaBnaAnu NpmbnuantensHo 4% n >90% OT CUCTEMHON 3KCNO3MLUKn Npenapara.

BbiBeaeHue

lNocne opgHokpaTHOro npuvema BHYTPb [14C]—cocb006y3v|pa B po3e 400 mr cpegHsis BenuunHa obuiero
BblBeAeHNsi J03bl cocTasnsana 6onee 92%, n3 kotopbix npubnuantensHo 80%, 14% wn 2,5% BbiBOAMMNOCH C
MOYOWN, KarioM U BblgbIxaeMbIM BO34YXOM COOTBETCTBEHHO. BonbLuyto YacTb 0o3bl codocbyBrpa, BbIBOAMMON
c Mouou, coctaensan GS-331007 (78%). MpubnuamtensHo 3,5% BbLIBOOUNIOCHL B HEVW3MEHEHHOM BUAE.
Mepuog nonyebiBegeHus ansa codpocdyBupa n GS-331007 coctaBnan B cpegHem 0,4 u 27 vacos
COOTBETCTBEHHO.

Oco0bble rpynnbl NauneHToB

Paca

Ha ocHoBaHWM NOMyMSAUMOHHONO aHanusa (apMakoOKMHETUKU Yy MauUeHTOB, MHMULMPOBAHHbLIX BUPYCOM
renatuta C, pacoBas nNpuMHaAANEXHOCTb HEe OKasblBaeT KIAMHUYECKM 3Hayumoro adpdpekta Ha
hapmakokmHeTuKy cogpocbysupa n GS-331007.

Mon

He obHapyxeHo pasnuuuin B hapMakokmHeTmke codoctysmpa n GS-331007 y My)XUUH U KEHLLMH.
MeanaTtpuyeckue naumeHTbI (AETH)

dapmakokmMHeTuka codocbyBupa y neguaTpuyecknx nauneHToB He n3yyanachb.

FepuaTpuyeckue naumneHTbl (MOXUIbIE NIOAM)

Ha ocHoBaHWM MNOMyMSUMOHHONO aHanu3a (apMakoOKMHETVMKM Y MauWeHTOB, MHMULMPOBAHHBLIX BUPYCOM
renatuta C, BO3pacT He OKa3blBaeT KIIMHUYECKM 3Ha4YMMOro adpdekta Ha papmakoknHeTuky cococbysmpa u
GS-331007.

MauneHTbl ¢ HapyLWeHUAMU (PYHKLIMKU noYeK

Y nauveHToB C HapyleHVeM (YHKLUMU MOYEK TSXKENOW CTEMeHW UM TepMUHanbHOW CcTaguver NoYeyHoWn
HegocTaToyHocTn 6e3onacHoOCTb UM adhdpekTMBHOCTL codhocbyBupa He maydanacb. PekomeHgaumm no gosam
ONs NauMEHTOB C HapyleHnem (PYHKUMWM NoYek TSXENon CTEMNeHW UM TepMUHAaNbHOW CTagven novedHon
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HeJOoCTaTOYHOCTU OTCYTCTBYHOT.

MaumneHTbl ¢ HapywWeHUAMU (PYHKLUN NeYeHn

Koppekuuns 0o3bl He pekOMeHAyeTCHd y NnaLMeHTOB CO cnabbiMu, YMEPEHHbIMU U TSHKEMbIMU HapyLUeHUsMU
DYHKLNN NEeYEHN.

3.0 MUKPOBUOJOIrnsA

MexaHu3m gencrTeus

Codocbysup siBnsieTcs uHrmomntopom PHK-3aBrncumon nonumepassl Bupyca renatuta C NS5B, Heobxogmmon
ans  pennukaumm Bupyca. CodocOyBMp — 3TO HYKNeoTUAHbIM MpenapaTt, obpasywwuin B npouecce
BHYTPUMKIEeTo4YHOro metabonuama cpapmakonormdeckm aktmeHbln Tpudocdat (GS-461203), aHanor ypuanHa,
koTopbin BcTpauBaetca B PHK Bupyca rematuta C ¢ nomouwlbio nonumepasbl NS5B un perictByet kak
TepmuHaTop UuUenu. B Guoxmmmyeckom aHanuze GS-461203 wHrnMbupoBan akTUMBHOCTb MONMMepasbl
pekombuHaHTHoro 6enka NS5B Bupyca renatuta C reHotunos 1b, 2a, 3a u 4a co 3HayeHusmu ICsy B
aunanasoHe ot 0,7 oo 2,6 mkm. GS-461203 He sBnsetca uHrmomtopom OHK- n PHK-nonumepas 4yenoeeka n
MuTOXoHApuansHon PHK-nonumepasbl.

MpoTuBOBUpPYCHOE AEeNCTBUE

B aHanuse pennukoHoB Bupyca renatuta C 3Hayvenus ECs, codocbyBuMpa npoTMB MNOMHOpPa3MeEpPHbIX
pennunkoHoB reHoTunoB 1 a, 1 b, 2a, 3a 1 4a 1 xnmepHbIX pennukoHoB 1 b, kogupytowmnx NS5B reHoTunoe 2b,
5a unun 6a Bapbuposanu B gnanasoHe ot 0,014 go 0,11 mkm. CpegHee 3HadeHue ECs, copocbyBupa npoTtvs
XUMEPHbIX PENSIMKOHOB, KOAMpylLWmuX nocrnegoBaTtenbHocTM NS5B y KNUMHUYECKMX W30NATOB, COCTaBMANoO
0,062 mkm ans reHotuna 1a (guanasoH 0,029-0,128 mkm; N=67), 0,102 mkm gnsa reHotuna 1b (gnanasoH
0,045-170 mkm; N=29), 0,029 mkm ans reHotuna 2 (guanasoH 0,014-0,081 mkm; N=15) n 0,081 mkm ans
reHotuna 3a (amanasoH 0,024-0,181 mkm; N=106). B aHanu3ax Ha BMpPYCHYyl MHeKuMo 3HadveHus ECsg
codpocbyBumpa npotms reHoTunos 1a n 2a cocrtasnanu 0,03 n 0,02 mkm cootBeTcTBeHHO. [Mpucytctene 40%
CbIBOPOTKM 4YenoBeKa He OKasblBano BMNWAHWS Ha AencteBue codocbyBupa npoTvMB Bupyca renatuta C.
OueHka npumMmeHeHust codocbyBupa B KOMOMHauUMM € wHTepdepoHoM anbda unu pubaBUPMHOM He
NPOOEMOHCTPMpPOBANa aHTaroHMCTUYEeCKOro adppekta B OTHOLWEHMM CHUMXKeHus ypoBHen PHK Bupyca
renatuta C B KreTKax pensiMkoHa.

Pe3nCTeHTHOCTb B KITIeTOYHOM KyNbType

PennukoHbl Bupyca renatuta C ¢ NOHWXEHHOM BOCMPUMMYMBOCTBIO K COhOCOYBUPY ObinNn cenekTpoBaHbl B
KNeTOYHOW KynbType AMsi MHOMMX reHoTunoB, Bkrntuyas 1b, 2a, 2b, 3a, 4a, 5a u 6a. INoHmxkeHHas
BOCNPUMMUYMBOCTL K codhocbyBupy Bbina cesizaHa ¢ nepBuyHon 3ameHon S282T B NS5B y pennumkoHOB Bcex
uccriegyembix reHoTunoB. B pennukoHax reHoTuMnoB 2a, 5 u 6 Hapsagy ¢ 3ameHonm S282T HabGnioganach
3ameHa M289L. HanpaBneHHbln MyTareHe3 3ameHbl S282T B pennukoHax 8 reHoTUNoB npueoaun Kk 2—18-
KPaTHOMY CHWXEHMWIO BOCMIPUUMYMBOCTU K COHOCOYBMPY U CHUXKEHUIO PEMMMKATUBHOW akTUBHOCTM BMpYyca Ha
69-99% no CpaBHEHUIO C COOTBETCTBYKOLLMM BUPYCOM JWKOrO Tuna. B Ouoxumudeckom aHanuse
pekombuHaHTHaa nonumepasa NS5B reHotunoB 1b, 2a, 3a b 4a, akcnpeccupyiowas 3ameHy S282T,
OEeMOHCTpUpoBana MOHWKEHHY0 BOCIpUMUMYMBOCTE K GS-461203 no CcpaBHEHUO C COOTBETCTBYHOLLUM
BMPYCOM AMKOTO Tuna.

MepekpecTHasAs pe3aMCTeHTHOCTb

PennukoHbl Bupyca renatuta C, aKcnpeccupyloLlime CBA3aHHY C YCTOMYMBOCTBIO K COhOCOYyBUPY 3aMeHy
S282T, nokasanu 4yBCTBUTENbHOCTb K MHIMOMTopam NS5A u pnbasunpuHy. PennukoHbl Bupyca renatuta C,
akcnpeccupytowme 3ameHbl T390l u F415Y, cBsI3aHHbIX C YCTOMYMBOCTBIO K puOaBMpUHY, MoKasanu
YyBCTBUTENBHOCTL K codocbyBupy. CodocbyBnp NpoaeMOHCTpUpOBan akTUBHOCTb MPOTUB PENSIMKOHOB
Bupyca renatuta C c BapuaHTamu, yCTOMYMBBIMU K WHIMOMTOpPY npoTteasbl NS3/4A, HeHykneo3angHoMy
nHrmoutopy NS5B 1 uHrnoutopy NS5A.

4.0 MOKA3AHUA U NPUMEHEHUE

CodhochbyBup nokasaH kK NPUMEHEHUI0 B KOMOMHALMK C APYTMMW MEAMLMHCKMMU npenapatamn ans nedyeHust
XpoHu4eckoro renatuta C y B3pOCHbIX NaLNEHTOB.
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O bekTnBHOCTL NpenapaTa ycTaHOBIEHa AN NauMeHToB, MHPULMPOBAHHbLIX BUpPYCcOM renatmuta C reHoTuna
1, 2, 3 vnn 4, BKNYasa nawuMeHTOB C renaTouUenmonspHON KapuuHOMoW, yaosneTsopstowmx MunaHckum
KpUTepusiM (OXnaaroLLmMx TpaHCcnnaHTauuio nevyeHn) n nauneHToB ¢ konHdpekumnen BAY-1.
Mpn HasHavyeHuUn neveHns codocOyBMPOM cneayeT yuuTbiBaTh CREAYIOLLYI0 MHOPMALIUIO.

e MoHoTepanus codocOyBMPOM HE pEKOMEHAYEeTCS ANA NleYeHnst XpoHu4eckoro renatuTa C.

s (Cxema 1 NpoaoSPKUTENBHOCTL NIEYEHNS 3aBUCAT Kak OT reHoTUna BMpyca, Tak U OT NMPUHAOIEXHOCTH

naumeHTa K onpeaeneHHon nonynauun®.
e OTBET Ha NneYeHne onpenensaeTcs UCXOAHbLIMU (pakTopaMu BUpYca U X03sinHa.

5.0. CNMocob NPUMEHEHUA U AO3bl*

5.1. PexomeHagyemas no3a ansi B3pocnbIx

PekomeHayemasn nosa cogocOyBupa — ogHa Tabnetka 400 mr nepopanbHo 1 pas B AeHb ¢ nuwien nnn 6es
Hee.

CodochbyBup AOMKEH HasdHa4yaTbCs B KOMOUHALMN C pubaBUPUHOM MU C NEMMAMPOBAHHBIM MHTEP(EPOHOM U
pnbaBnpMHOM AN NievYeHnss XpoHudeckoro renatuta C y B3pocnbix NauMeHToB. PekomeHOyemble Cxembl U
NPOAOIMKUTENBHOCTM KOMOMHUPOBaAHHOM Tepanuu ¢ coocbyBUpPOM NPUBOAATCS B creayollend Tabnuue.
PekomeHayemble cxembl Y NPOAOIHKUTENBHOCTb KOMOUHUPOBAHHOW Tepanum ¢ codhocOyBUMPOM y NaLMEHTOB C
MOHoUWHpekumen renatnuta C 1 y naumeHToB, MHOULMPOBaHHbIX BUpycom renatuta C ¢ konHdekumen BUY-1.

Cxema neyeHus MpoJomKnTENLHOCTD
MayuneHTsl c XpoHuyecknm |Codpocbysup + 12 Hepenb
renatutom C reHoTtuna 1 vnm 4 nernnnMpoBaHHbIv

MHTepdepoH anbga® +

pm6aBMpMHb
MaumneHTsbl c xpoHuyecknum |Codpocbysup + 12 Hepgenb
renatutom C reHoTuna 2 p|/|6a|3|/|p|/|Hb
MaumneHTsbl c xpoHuyecknm |Codpocbysup + 24 Hepenu
renatutom C reHotmna 3 p|/|6a|3|/|p|/|Hb

a. Cwm. pekomeHpauum no O03MPOBKE Afs NMauMeHTOB C XpoHudeckum renatutoMm C reHotvna 1 wnu 4 B
WHCTPYKLUUM MO NPUMEHEHMIO NermHTepdepoHa anbda

b. [osa pubaBupuHa, 3aBucsLLas OT Macchl Tena (Ans MHTepdepoHa anbda 2a - <75 kr = 1000 Mr n >75 kr
= 1200 mn)*.

CyTouHasa gosa pubasupvHa BBOAMTCSA nepopanbHO ABYMS OTAENbHbIMW 03aMu C nuwen. Y nauuMeHToB C
NMOYEeYHOW HeJOCTaTOYHOCTLIO (KMMPEHC KpeaTuHuHa <50 Mn/MuH) TpebyeTcs ymeHblUeHne A03bl pubaBrpuHa
(CM. MHCTPYKUMIO NO NPUMEHEHMI0 pubaBmpuHa).

Codpocbysup B kOMOMHALMN C pubDaBUPUHOM B TeyeHue 24 Heaenb MOXET paccMaTpuBaTbCs Kak BapuaHT
nevyeHns y naumeHToB C XpoHudecknum renatutom C, MHPOULMPOBAHHbBIX 1 FEHOTUMNOM, KOTOPbLIM HE MOKa3aHo
neveHVe cxemMamun Ha OCHOBe MHTepdepoHa. PelueHVWe O HazHaYyeHWUU feyveHus AOMKHO NPUMHUMATbCA Ha
NHAMBMAOYarlbHO OCHOBE MyTEeM OLIeHKN MOTEeHLUManbHOW NoMb3bl M pUcka Ansa naumneHTa.

MauuneHTbI ¢ renaToLennONSPHON KApLMHOMOW, oXXuaarlmue TpaHCNaHTaUum ne4YyeHu

NeyeHne kombrHauUMen codocbyBupa ¢ pubaBUpUHOM PEKOMEHIYETCA NPOBOAUTL B TeyeHue 48 Hedenb unu
00 MOMEHTa TpaHCMnaHTauuu nevyeHu, B 3aBUCMMOCTM OT TOrO, YTO NMPOM30ONAET paHblle, BO M3bexaHue
peuHdekuum Bupycom renatuta C nocne TpaHcnnaHTaumm.

5.2. Moaudmkauma osbl
CokpaleHne gosbl cochocbyBmpa He pekoMeHOyeTCS.

NeHotTynbl 1 n 4

Mpy Hannuuu y NaumMeHTa CepbesHbIX HeXenaTenbHbIX peakuui, NoTeHUManbHO CBA3aHHbIX C AEeWCTBUEM
nermHTpedepoHa anbda w/vnu pubaBupuHa, cnegyeT COKpaTUTb WM OTMEHUTb A03y nernHtepdepoHa
anba w/unm pubdaBupuHa. [ononHutenbHass WHQoOpMaUMss O COKpalleHUM w/unm OoTMeHe [03bl
nervHTepdepoHa anba n/vnm pubasupunHa NPUBOANTCSH B COOTBETCTBYIOLLMX UHCTPYKUMSIX MO NMPUMEHEHWIO.
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FeHoTMNbI 21 3

Mpy Hannuuu y NaumMeHTa Cepbe3HbIX HeXenaTenbHbIX peakuui, NoTeHUManbHO CBA3aHHbIX C AEWACTBUEM
pubaBupuHa, criegyet nNo HeobXxoOUMOCTM CKOPPEKTMpPOBaTb WNU OTMEHWTb [03y pubasBuvpuHa [0
NPeKpaLLEHNA UM CHMKEHMNS TSXKECTN HexenaTenbHon peakuuun. B Tabnuue 2 npuBogaTcs pekoMeHgaumm
no moamdukaumm n OTMEHe O03bl B 3aBUCMMOCTM OT KOHLEHTpauuum remornobumHa u Kapauonorn4yeckoro
cTtatyca nauuweHta. Pekomengauun no moauvdukaumm [osbl pubaBupMHA NpU COBMECTHOM BBEAEHUN C
codocOyBMpoM.

JlTaGopaTopHble 3HaYeHus! Cokpatutb Ao3y pubasupuHa po ([pekpatuTb pubaBupwH,
600 mr/cyT, ecnu: ecrn:®

FemornobuH y naumeHToB 6e3 | <10 r/gn <8,5 r/gn
KapAnMonornyeckmnx
3aboneBaHun
FemornobuH y naumeHToB co | CHmkeHne remornobmHa Ha 22 | <12 r/gn  HecMOTps Ha
CTOVKUMMU r/on B TedeHue nobbIX 4 Hegenb | nedveHue YMEHbLLEHHOMN
Kapamonornyeckumm nevyeHus. 0301 B TeyeHue 4 Hefernb.
3aboneBaHUAMMN.

a) PubaBupvH NpyHUMAaIOT YTPOM U BEYEPOM C MULLEN.

6) Mocne npuocTaHoOBNEHUSA NeYyeHns pmbaBMPUHOM B CBA3W C OTKINOHEHNEM nabopaTopHbIX nokasarenen ot
HOPMbl UMW KMMHUYECKUMW MNPOSIBMIEHUAMU, MOXHO MPEAnpPUHATL MOMbITKY BO30OHOBMNEHWs Tepanuu
pubasupvHom B pgo3e 600 wmr/cyT ¢ nocrnegywowmm ysenuyeHnem pfosbl go 800 wmr/cyt. OpgHako He
pekomeHayeTCs noBbiwaTe 403y pubaBuMpuHa A0 M3Ha4vanbHO HasHadeHHow Ao3bl (o1 1000 mr/cyT go 1200
Mr/cyT).

5.3. OTmeHa Tepanuu
Mpw nonHoOM oTMEHe ApYrnx NpenapaToB, Ha3HAYeHHbIX B KOMOMHaUuM ¢ codocbyBupom, codocbyBup Takke
crneayeTt OTMEHUTD.

5.4. Tskenasa novyevyHast He4OCTaTOMHOCTb UMM TepMUHaNbHasA CTaguA NO4Ye4YHOM HeJOCTaTOYHOCTHU
PekomeHgaumm no 4o3am y NaumMeHToB C TSHKENOW NOYEYHON HEJOCTATOYHOCTLIO UM TEPMUHANBHOW CTaanen
NMOYEeYHOW HeJOCTAaTOYHOCTU B CBSI3U C MOBbLILUEHHOW 3CKNo3numen metabonutos codocbysupa oTCyTCTBYIOT.

6.0 IEKAPCTBEHHAA ®OPMA N KOHUEHTPALIUA

Tabnetkn codpocbyBupa 400 r, NOKpbITbIE MAEHOYHOW OOOMNOYKONW, B hopme Kamncymnbl KUPMUYHO-KPACHOrO
uBeTa ¢ rpaBupoBkoi «400» Ha 0gHOM CTOPOHE U MMOCKOW rpaHbio C OPYrow.

7.0. MPOTUBOINOKA3AHUA

CocbocbyBup HasHayaeTcsl B KOMOMHAUMU C pMOABUPUHOM MU NEFUIMPOBAHHBLIM MHTEP(EPOHOM arnbda u
pv6aBuprHOM. MpoTMBOMNOKA3aHUS K MPUMEHEHUIO 3TUX NpenapaToB AeNCcTBUTeNbHbI AN KOMGUHUPOBaHHOM
Tepanuu. [poTMBOMNOKasaHUA K MPUMEHEHUIO NervHTepdepoHa anbda M pubaBMpuHa NPUBOAATCA B
COOTBETCTBYIOLUX MHCTPYKLMSX MO NPUMEHEHUI0 3TUX NpernapaTos.

KoMGuHMpoBaHHass Tepanuss codocOyBMPOM C  puGaBUPUHOM  WUNU  NerMHTepdgepoHoMm  anbga
NpoTUBOMNOKasaHa 6GepeMeHHbIM >XEHLUMHaM WU KeHLWMHaM, KoTopble MoOryT 3abepeMeHeTb, a Takke
My)XYMHaM, 4YbM MapTHEPLWM GepeMeHHbl, B CBSI3W C PUCKOM BPOXAEHHbIX OetheKToB U rmbenu nnoaa,
CBA3aHHbIX C AeicTBreM pubaBupuHa.

8.0. MEPbI NPEAOCTOPOXHOCTHU

8.1. BepeMeHHOCTb: NMpPUMEHeHue COBMECTHO C pubaBMPUHOM UMM neruHtepcgpepoHom anbda u
pnbaBMprHOM

PunbaBupuH MoXeT oKkasbiBaTb TepaToreHHoe n/unv npmeogsiiee k rmbenu nnoga aAencteme. ViccnegoBaHus y
XMBOTHbIX BbISIBUIU Hannyine abopTUBHOro AencTeust y nHTepdepoHoB. Heobxoanmo cobntogatb KpanHioo
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OCTOPOXHOCTb C Lenblo npeaoTspaleHss 6epeMeHHOCTM Y KEHLLUH, NPOoXoAawWmux IevyeHne, a Takke y
XEHLLUMH-MapTHePLL MY>XXYMH, NPOXOAALMX Tepanuio. Tepanuio pubaBvpMHOM He crneayeT HaduHatbh [0
nonyyeHus oTpuLaTenbHbIX pe3ynbTaToB TecTa Ha 6epeMeHHOCTb HenoCpeACTBEHHO nepea Hadanom
Tepanuu.

Mpn neveHun codocdbyBrpomM B KOMOMHALMM C pUBABUPMHOM UNKN NErMHTEPEEPOHOM anbda 1n pubaBnMprHOM
CMOCOOHbIE K OETOPOXAEHWIO NAUMEHTKM W NaumeHTbl CO CMOCOOHBbIMU K AETOPOXAEHUIO NapTHepLuamu
OOMMKHbI MCMOMNb30BaTb KOMOMHaUMIO OBYX 3(eKTUBHBIX CPeACTB KOHTpauenuuMu Ha MNpPOTSIKEHWUM BCEro
nevyeHusl, a Takke B TeyeHue 6 MecsiueB MOCMe €ero OKOH4YaHuWs. B TeveHue atoro nepuopga cnegyet
NMPOBOAWNTb EXEeMeCsaYHble TecTbl Ha OepeMeHHoCcTb. HeT paHHbix 06 3hdEeKTUBHOCTN CUCTEMHBIX
rOPMOHAasbHbIX KOHTPAUENTUBOB Y XKEHLUMH, Moryyarwmnx neyeHme coqocbyBnMpoM, MO3ITOMY MpU JNIeYeHUM
cochocbyBrpom B KOMOMHauum c pubaBMpUHOM crieqyeT MPUMEHSITb KOMOMHaLMIO OBYX HEropMOHalbHbIX
CPeAcCTB KOHTpaLenuuu.

8.2. MpmMeHeHne COBMECTHO C CUITbHbIMM MHAYKTOpPaMu P-rmukonpoTtenHa

CunbHble MHAYKTOPbI P-rmvkonpoTenHa B KuwevHuke (Hanpumep, pudamnuH, 38epoboin) MOryT Bbi3biBaTb
3Ha4YNTENbHOE NOHWXEHWE KOHUEHTpaumm codocbyBurpa B nnasme n ocnabnatb TepaneBTUyYeckoe AenNCTBue
codocOyBupa. PudamnuH n 3sepoboit He A0MKHbI NPUMEHATLCS COBMECTHO C cOhOoCOYyBNPOM.

8.3. TybepKynes n cyqopoxHoe pacCTpONCTBO
Cnenyet cobniogatb OCTOPOXHOCTb MNPV MPUMEHEHUMM Y NAUMEHTOB C TyOepKynesoM W CYLOPOXHbIM
pacCTpPONCTBOM.

9.0 NOBOYHOE OEUCTBUE

Hanbonee pacnpoctpaHeHHbiMn (220%) HexenaTenbHbIMU peakunsiMy Mpu  feYyeHnun KomOuHaumen
cochocbyBup + pubaBupuH Bbinn yTomneHwe u ronosHas 6onb. Hanbonee pacnpoctpaHeHHbIMKU (220%)
HexxenaTenbHbIMU peakunsiMM Mpu feyvyeHnm komOuHaumen codocOyBup + MErmnupoBaHHbIA UHTEPdEepoH

anbcba + pI/IGGBVIpl/IH Obinn yToMIieHune, rofioBHas 6onb, ToWwHoTa, 6eCCoOHHULA N aHEMUS.

CxeMbl 6e3 nHtepcepoHa CxeMbl ¢ UHTEepepoOHOM
Mnaue6o Cocpocbysup | Codocbysup | nermnmpoBaHHbin | Codocbysup +
12 + + UHTepdEepoH nernMpoBaHHbIN
Heaenb pubasupuH® | pubasupuH® | anbga + UHTEPdEPOH
12 Hepenb 24 Hepenun pv|6an|p1/|Hb anbga +
24 Hepenu pubasmpuH® 12
HeZenb.
N=71 N=650 N=250 N=243 N=327
YTomneHve 24% 38% 30% 55% 59%
"onoBHas 6onb 20% 24% 30% 44% 36%
TowHoTa 18% 22% 13% 29% 34%
BeccoHHuua 4% 15% 16% 29% 25%
KoxxHbIV 3y 8% 11% 27% 17% 17%
AHemuns 0% 10% 6% 12% 21%
AcTeHus 3% 6% 21% 3% 5%
Cbinb 8% 8% 9% 18% 18%
CHwnxeHne 10% 6% 6% 18% 18%
anneTuta
O3H06 1% 2% 2% 18% 17%
'punnonogobHbIe 3% 3% 6% 18% 16%
3aboneBaHus
Mupekcus 0% 4% 4% 14% 18%
Onapes 6% 9% 12% 17% 12%
HenTtponeHus 0% <1% <1% 12% 17%
Mwanrus 0% 6% 9% 16% 14%
PasgpaxutenbHocTb | 1% 10% 10% 16% 13%

UHempykyus k npenapamy

CmpaHuya 6 u3 11



a) MauuneHTbl Nnonyyanu pnbaesupuH B 0o3e, 3aBucsLen ot macchl Tena (1000 mr/cyT npyu macce <75 Kr unm
1200 mr/cyT npu macce >75 kr).
6) MaumnenTbl nonyyanu 800 mr pubaBrpuHa B CYTKM HE3AaBUCMMO OT MaccChl Tena.

MeHee pacnpocTpaHeHHble HexenaTeflbHble peakuuu, HabniogaBlmecs B KIMHUYECKUX
uccnepgoBaHuax (<1%): Cregywouwme HexenartesnbHble peakunm Habmoganuck y <1% nauMeHToB,
rnony4YaBlUMX KOMOMHUPOBaAHHYIO Tepanuito ¢ codgocbyBMpom B foOOM M3 UccregoBaHU. JTU criyyau
BKITHOYEHbI B MHCTPYKLIMIO HA OCHOBAHUWN NX CEPLE3HOCTU UM OLEHKN MPUYMHHO-CIEACTBEHHbIX CBA3EN.

FemaTonornyeckue 3adhbekTbl: [laHuMTONEHUA (pa3BUTME aHEMUKM, MENKONeHWM KU TPoMBOUUTONEHUM)
0CoBeHHO Y NauneHToB, OAHOBPEMEHHO MOMNyYaBLUMX NErMnInpoBaHHbIN MHTEPAEPOH.

Mcuxnueckne paccrpoiictBa Tsxkenasa Jdenpeccusi (OCOGEHHO Yy  MaUMEHTOB C
3aboneBaHVsIMM B aHaMHe3e), BKoYasi cymuuaanbHble HacTPOeHUs U CynLUna.

NCUXN4eCKnmn

OTKNoHeHuA na60paToprlx nokasartesneu oT HOPMbI:
MN3ameHeHuns M36paHHbIX reMmaTtosiorm4eCkmnx napameTpoB NpnBOoOATCA B cnep,yrou.l,eﬂ Tabnuue.

emaTtonorn |Cxembl 6€3 MHTEpPdEPOHA Cxembl C MHTEEPOHOM
Heckne Mnaue6o 12 Codocbysup + Codocbysup + MernnnposaH | Cocpocbysup +
napameTpbl Hegenb pubasmpun® 12 pubasnpuH® 24 Hepenb | HbIN NernsiMpoBaHHbIN
Heaenb UHTEPdEPOH | MHTEPdEPOH
anbda + anbda +
pubasupuH® | pubaBupuH’ 12
24 Hepenu Hegenb
N=71 N=647 N=250 N=242 N=327
remorno6buH
(r/an)
<10 0 8% 6% 14% 23%
<8,5 0 1% <1% 2% 2%
Hentpodunebl
(x10%n)
20,5-<0,75| 1% <1% 0 12% 15%
<0,5 0 <1% 0 2% 5%
TpomGoLUTbI
(x10°%/n)
225-<50 3% <1% 1% 7% <1%
<25 0 0 0 0 0

a) MauuneHTbl Nnonydyanu pnbasupuH B 0o3e, 3aBucsLLen ot maccel Tena (1000 mr/cyT npyu macce <75 Kr unu
1200 mr/cyT npun macce >75 «r).
b) MaumeHTbl nonyyanu 800 mr pubaBMpuHa B CYyTKM HE3aBUCUMO OT MaccChl Tena.

MoBbIWeHWe YPOBHSA KpeaTUHOBOW KMHa3bl

YpoBeHb KpeaTUHOBOW KMHa3bl oueHuBancsa B pamkax uccriegoBaHuin FISSION n NEUTRINO. OtgenbHble
crnyyYam acMMnTOMAaTUYECKOro MOBbLILLEHWS YPOBHSA KpeaTUHOBOW kuMHasbl B 10 1 6onee pas Bbile BEPXHETO
npegena Hopmbl Habnwoganuce y <1%, 1% u 2% nauueHToB B rpynnax, NofyyYaBLUMX feYeHMe CXeMoW
nervHTepdepoH anbda + pubaBupyH B TeyeHune 24 Hepenb, codocOyBup + nervHTepdepoH anbda +
pnbaBupuvH B TeveHne 12 Hegenb 1 codocbysup + pubaBupuH B TedyeHne 12 Hegenb COOTBETCTBEHHO.

MoBblweHWe ypoBHA Nunasbl

OTaeneHble cnyvyan acMMNTOMaTMYECKOrO MOBbLILEHUS YPOBHSA nNunasbl 6onee 4yem B 3 pasa BbilLe BEPXHENO
npegena Hopmbl Habnoganca y <1%, 2%, 2% n 2% nauMeHTOB B rpynnax, Mosy4aBLUNX JIEYEHNE CXEMOMN
codhocbyBup + nermHTepdepoH anbda + pubaBupuH B TedeHne 12 Hepenb, cocdocbyBup + pubaBupuH B
TeueHune 12 Hegenb, cocpocOyBup + pubaBupuH B TeveHne 24 Hepenb 1 nernHTepdepoH anbda + pndaBnpuH
B TeYeHue 24 Hefenb COOTBETCTBEHHO.
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10.0. NEKAPCTBEHHbIE B3AMMOOENUCTBUA

10.1. MoTeHUman nekapCTBEHHOro B3auMogencTBus

Codpocbysup, B otnmume ot GS-331007, gaBnsetca cybcTpaToM AnNg nepeHocuyuka nekapcts  P-
rMUKonpoTenHa u 6enka pe3ncTeHTHOCTU paka MOSOYHOM Xenesbl. CunbHble MHAYKTOPbLI P-rnukonpoTenHa B
KuLeyHuke (Hanpumep, pudamnuH unv 38epobon) He OOSPKHbI Ha3HayaTbCs COBMECTHO C coddocOyBUPOM,
MOCKOSIbKY OHW MOFYT BbI3biBaTb 3HAYUTENbHOE MOHMXKEHWE KOHLUEeHTpauum codocbyBmpa B nnasve w
MPMBOAWNTL K CHWKEHWIO TepaneBTudeckoro gencteus codgocbysumpa. OpHOBpEMEHHOE MNpPUMEHEHME
cochocbyBmpa € npenapatamu, UHrMOUpyOLWMMKM P-rmukonpotenH w/unn Genkamm pe3ncTEeHTHOCTM paka
MOJIOYHOW >Kene3bl MOXET Bbl3blBaTb MOBbILIEHME KOHLEHTpauuu codocbyBrpa B nna3me 6e3 MoBbILLEHUSA
koHueHTpauun GS-331007. CococbyBrp MOXET Ha3HavyaTbCA OOHOBPEMEHHO C P-rmukonpotemMHomM w/vnm
B6enkamun pe3anCTeHTHOCTM paka MOnoYHowm xenesbl. Cogoctysump n GS-331007 He aBnATCA MHIIMBUTOpamm
P-rmukonpoterHa w/unu 6GenkoB pPe3nCTEHTHOCTM paka MOMOYHOW Xenesdbl M He [OO0SKHbl BRMATb Ha
NOBbILLEHNE BO3AENCTBMS NEKapCTBEHHbIX CPEACTB, ABMSOLWNXCA cyGcTpaTtaMum 3TUX TPaHCNOPTEPOB.

10.2. NMoTeHUManbHO 3Ha4YMMble NeKapCTBeHHble B3aMMOAeNCTBUA

MHdopmMaLmsa O nekapCTBEHHbIX B3aMMOAEWCTBUSAX codocOyBMpa C MOTeHUManbHbIMM COMYTCTBYHOLLUMM
npenapatamu npuBoAUTCA B crnegywowen Ttabnuue. [puMBedeHHOE HWXKE OMNUCaHue JeKapCTBEHHbIX
B3aMMOAENCTBUIN OCHOBAHO Ha NMOTEHUManNbHbIX NIEKAapCTBEHHbIX B3aUMOAENCTBUAX, BO3MOXHbIX Npu npueme
codocOyBupa.

MoTeHUManbLHO 3Ha4YMMble JNieKapCTBEHHble B3aMMOOEUCTBUS: U3MEHeHue A03bl UK cXeMbl Npuema
MOXeT ObITb PeKOMeHAO0BaHO Ha OCHOBaAHUM UCCIeAOBaHUMN NEeKapCTBEHHbIX B3auMOAeUCTBUM UNU
NPOrHo3MpyeMoro B3aumoaencTemns’

ConyTcTByloLMe npenapaTtbl [Bo3gencTene Ha KnuHnyeckne pekomeHgaumm

Knacc npenapara: KOHLIeHTpaLwmto”

HaunmeHoBaHue npenapaTta

MpoTmBOCYOOPOXHbIE | codocbysup Mpn coBmecTHOM npueme  codocbyBmpa U

cpencTea | GS-331007 kapbamasenuHa, deHuToMHa, heHobapbutana wnu
okckapbasenuHa crnegyeTr oXxuaaTb YMeHbLUEHWS

kapbamasenuH,  (OEHUTOUH, KOHUeHTpauun codpocbyBupa wu, kak cregcrsume,

beHobapbuTan, CHKEHWS TepaneBTUYECKOro adhcpekTa

okckapbasenuH codocbyBumpa. CoBMeCTHbIN npuem He
pekoMeHayeTCs.

MpoTnBoMUKOGaKkTepuanesHbie|| codocOyBmp Mpun coBmecTHOM npuemMe  cocdocbyBupa w

cpencTBa: | GS-331007 pucdabytuHa unu pudaneHTHa cnegyeT oXuaatb

PudabyTtuH YMEHbLUEHNs1 KOHLeHTpauun codocbyBupa U, Kak

pudamnuH CrneacTBMe, CHWXKEHWA TepaneBTu4eckoro adpdekTa

pudaneHTuH codocbysupa. CoBMmeCTHbIN npuem He
pekoMeHayeTCs.

CocpbocbyBnp He crnegyeT MPUMEHATb COBMECTHO C
puamMnnuHOM, ABASIOLINMCA CUMbHBIM UHOYKTOPbI P-
rMUKONPOTENHA B KULLEYHUKE.

PactutenbHble gobaBku: | codpocbysup MHrmbuTopsbl npoTeassl BUY

3Bepoboi npoabipsieneHHbin || GS-331007
(Hypericum perforatum)
WHrnbutopsl npoteassl BUY || codocbysmp Mpn coBmecTtHOM npueme  cocdocbyBupa w
TUNpaHaBup/pUTOHaBUP | GS-331007 TUNpaHasmpa/pMToHaBMpa cnepyet oXmaaTb
YMEHbLUEHNS KOHLUeHTpauuu codocbyBmpa 1, Kak
CrneacTBue, CHWXKEHWA TepaneBTudeckoro adpdekTa
codocbysumpa. CoBMeCTHbIN npuem He
pekomeHayeTcs.

. Tabnuua He ABMAETCA UcYepnbIBaoLLEN.
b.| = CHUXEHME.
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11.0 MIPUMEHEHUE Y OTAEJNIbHbIX M'PYMMN NALUMEHTOB

11.1. BepeMeHHOCTb

Kateropuss pucka npu 6GepemeHHocTn X: [lpumeHeHMe COBMeCTHO C pubaBUPUHOM UNU
nernHTepcepoHom anbda u puébaBUpMHOM

Heobxogumo cobrnogaTe KpawHIO OCTOPOXHOCTb C Lienbio npeaoTBpalleHnss 6epeMeHHOCTU Y KEHLLMH,
NPOXOOALLMX JIEYEHUE, a TaKkKe Yy XEHLUMH-MapTHEPL MYXYUH, MOMy4YalLlmMX AaHHyl kombuHauuo. Npwu
nedyeHun pubaBupVHOM WNM nernHTepdepoHoM anbda M pubaBMPUHOM CMOCOOHbLIE K OETOPOXAEHUIO
NauMeHTKn W NauuMeHTbl CO CMOCOOHBIMM K AETOPOXAOEHUIO MNapTHepLwamu OOfKHbI  MCMONb30BaTh
KOMOMHauMo AByX 3PEKTUBHBIX CPEACTB KOHTPAaLENUUN Ha NPOTSXKEHUUN BCETO NIEYEHNs, a TakkKe B TeYEeHne
6 MecdUeB nocrne ero OKOHYaHus. HeT paHHbIX 006 3(P(PEeKTUBHOCTM CUCTEMHBIX TOPMOHAIbHbIX
KOHTPAaLENTUBOB Y XEHLLUMH, Nofny4atoLmx nevyeHme coocbysnpom, noaTomy npu nevyeHnn cogdocbysmpom B
KombuHaumm ¢ pubaBMpvHOM criegyeT nNPUMEHATb KOMOMHaUMK [OBYX HEropMoOHamnbHbIX CpeacTB
KOHTpauenuuu.

[aHHble nccneaoBaHUM Ha XXMBOTHbIX:

Mpn MakcMManbHbIX [03aX Y KPbIC U KPOMMKOB He Habroganock BO3AENCTBUSA Ha pas3BuTue nnoja.

11.2. JlakTauuna
HeT gaHHbIX 0 Hanuumm codocdyBmpa 1 ero MeTabonuToB B rPygHOM MOJSIOKE YernoBekKa.

11.3. Oetn n nogpocTku Ao 18 netr
BesonacHocTb 1 agpdhekTMBHOCTL cocbocbyBupa y aeten mnagwe 18 net He nsyvanace.

11.3. Noxunble nauneHTbI
HeT pexomeHaaumn o koppekunn 4o3bl codocbyBrpa y NOXUIbIX NaLMeHTOB.

11.5 HapyweHunsa cdyHkumnm novek

Y nauMeHToB C HapyleHvem QYHKLMU nodek oT cnabon OO0 yMepeHHOW cTeneHn codocOyBUpP AOMKEH
HasHayaTbCA C OCTOPOXHOCTbIO. Y NauUMEHTOB C HapyLUEHUEM (PyHKLUN MOYEK THKENON CTENEHN (OLEeHeHHas
ckopocTb knyboudkoBon cpunbrpauun (eGFR) <30 mn/muH/1,73 M%) UMW TepMUHANBbHON CTaaMen NoYEYHON
HeJOCTaTOYHOCTU, HyXAalWnxcss B remoavanuise, 6esonacHocTe M addekTuBHOCTL codpocbyBupa He
nsyyanacso.

11.6. NeyeHO4YHasA HeJOCTATOYHOCTb

Koppekums pgo3bl codocbyBuMpa y MaUMEHTOB C JIErKOW, YMEPEHHOW Wnn TSXKEnoW MneyYeHOoYHOoN
HegocTaToyHocThlo (kmacca A, B wnm C no wkane Yanng-Newo) He Tpebyetcs. BesonacHocTb u©
adppekTuBHOCTL codhocObyBMpa y NaLMeHTOB C AEKOMNEHCUPOBAHHBLIM LIMPPO30M He M3yyanachb.

11.7. NaumeHTbI ¢ renatutom C ¢ kouHdekumen BUY-1

BesonacHocTb u addekTnBHOCTL codocOyBMpa oueHmBanacb y 223 naumeHToB ¢ renatutom C,
KouHpmumpoBaHHbix BUY-1. TMpocdunb Be3onacHocTn y nauMeHToB, MHPUUMPOBaHHbIX renatutom C ¢
kouHpekunen BUY 6bin Takum Xe, Kak y naumeHToB C MOHOMH(ekunen renatuta C. YBenuueHne ypoBHS
obuero 6unupybuHa (3 nnn 4 ctenenn) Habnoganock y 30/32 (94%) nauneHTOB, NONyYaBLUMX aTa3aHaBup B
pamMkax NpoTMBOPETPOBMPYCHOWN Tepanun. [loBbileHWe TpaHCcamMuHa3 y naumeHToB He npoucxoguno. Cpeaun
nauMeHToB, He MOoMy4YaBLUMX arTa3aHaBup YyBeNnuueHue ypoBHs obwero GunupybuHa 3 wunm 4 cTeneHu
Habntoganocb y 2 (1,5%) naumeHToB. Takue e pesynbTaTbl NOMYYEHbl Yy MaLUEHTOB C MOHOMHGEKUMEN
renatuta C, nony4asLmx cochocOysup + pubaBupuH B nccnegoBaHusax 3 dasbl.

11.8 MaumeHTbI € renaToUEnNIONSIPHON KAPLMHOMOW, OXuaarLwwme TpaHCNIaHTauuMm nevYeHu

OdpekTnBHOCTL M He30NacHOCTb NeyveHns codocObyBnpom 1 pubaBnpUHOM nNepes TpaHcnnaHTaumMen nevyeHm
C Uuenbl npegoTBpalleHus pevHdekumn Bupycom renatmta C nocne TpaHcnnaHTauuMum wmsyyanacb B
OTKPbITOM  KIMHMYECKOM WCCnefoBaHnM Yy  MHAUUMPOBAHHBLIX Bupycom renatuta C  nmauueHToB C
renaToLenmnionsapHON KapuMHOMOW, OXWAAKLWMX TpaHCMnaHTauuu nedveHw. lauuneHTsl, MHUUMPOBaAHHbIE
BMpycom renatumta C, He3aBMCMMO OT T[eHOTWMA, MWMEelWne TrenaTouenlonsapHyl0  KapLMHOMY,
yaosneTsopsowyo MunaHckum kputepmam (0AMHOYHas onyxonb He 6onee 5 cm B AnameTpe unn He 6onee
Tpex OnyxorneBblX Yy3noB He Gonee 3 cm B AvameTpe, 6e3 BHENeYEHOYHbIX PaKOBbIX MPOSBMEHWA UK
MPMU3HAKoOB COCYOUCTOW WMHBa3MU OMyxonwu), execyToyHo nonydvanu 400 mr cocdocbysupa n 1000-1200 mr
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pubaBMprHa B 3aBUCMMOCTU OT MaccChbl Tena B TeueHue 24-48 Hepenb nNnbo 0O MOMEHTA TpaHCMNnaHTaumum
neyeHun. NpomMexyTouHbI aHanu3 nposoaunca y 61 nauueHTta, nonyyasLuero codocbysup n pubasupuH. 45
naumeHToB nmenu uHdekumio renatuta C reHotuna 1; y 44 naunmeHToOB UCXOAHOE 3HaYeHue no wkane Yanna-
Mbto cocTaBnsAno meHee 7 6annoB; NCXOOHOE HECKOPPEKTUPOBAHHOE 3HadeHne no wkane MELD cocTtasnsano
<14 6annoB y Bcex nauueHtoB. W3 61 naumeHTa, 41 naumeHT nepeHec TpaHCcnnaHTauu neyveHn nocne 48
Hegenb neyeHusa cocpocbysupom n pubasmpuHom. YposeHb PHK renatuta C y 37 naumMeHTOB K MOMEHTY
TpaHcnIaHTauumn G6bIN MEHEE HIDKHEro npegena KonnmyecTBeHHoro obHapyxerusi. N3 atux 37 naumeHToB y 36
noanexaiimx OLEeHKe MauMeHTOB 4acToTa BMPYCOJIOMMYECKOro OTBEeTa Mocre TpaHCMnaHTauuM cocTaBuna
64% (23/36) 4depe3 12 Hepenb nocne TpaHcnnaHtauuu. [Mpodwmnb GeszonacHocTM codgocbyBrpa U
pubaBMprHa y NauMeHToB, UHMUUMPOBAHHLIX renatutom C, OO TpaHcnnaHTauuu neveHu Obin cpaBHUM C
pe3ynbTataMu, NOSlyYeHHbIMU B KITMHUYECKMX UccnenoBaHusax 3 ¢asbl y naumeHToB, NoyyaBlUUX NevyeHne
cogocOyBMpOM 1 pubBaBUPUHOM.

11.9 NMaumneHTbI NOCre TpaHCMaHTaLun nevyeHun
BesonacHocTb 1 agphekTMBHOCTL codhocbyBMpa y NaLMeHTOB nocne TpaHcnnaHTauum neYyeHn He nsyyanach.

11.10 MNaumneHTbl ¢ XpoHuyecknm renatutom C, uHdUUMpoBaHHbIe Bupycom renatuta C 5 unm 6
reHoTuna

OTCyTCTBYIOT faHHble, HA OCHOBAHMKU KOTOPbIX MOXHO Oblo Obl caenaTb pekoMeHgauuvM no go3aMm Ans
NauMeHToB, MHULMPOBaHHbIX BUpycom renatmuta C 5 unm 6 reHotuna.

12.0 NEPEOO3NPOBKA

Bospenctene Gonee BbICOKMX A03 He wusydanocb. Cneumdmdeckoro aHtugota ana cocdocbyBupa He
cyulectByeT. B cnyyae nepeno3anpoBku crnegyeT NpoBoAuTb HabOnogeHue 3a npuaHakamu TOKCUYMHOCTU Y
naumeHTa. JleyeHne nepeno3mpoBkM codocOyBMPOM COCTOMT M3 OOLIMX MOAAEPXKMBAKOLIMX Mep, BKMo4as
KOHTPOJb NokasaTenemn XNU3HEHHO BaXkHbIX PyHKUMIA U HabnoaeHne 3a KIMHUYECKMM COCTOSIHUEM MauueHTa.
B TeueHue 4-yacoBoro ceaHca remoamnanunsa BbiBoannochb 18% npuHATOM O03bl.

13.0. POPMA BbINMYCKA / XPAHEHUE N OBPALLEHUE

enumHaT BbINyCcKaeTCs B KOHTeWHepax no 28 TabneTok C O4HMM MakeToM CUnuKarens M ynnoTHUTEnem-
amopTn3aTopoM U3 MONUICTEPa, YKYMOPEHHbIX 3alUULLEHHOW OT [eTel KPbIWKOW B KapTOHHOM Nayke C
NNCTKOM-BKNadblLLeM.
XpaHuTb npu Temnepatype ot 15°C go 30°C

o OTnyckaTb TOMbKO B OPUIrMHAsbHbIX KOHTEAHEpaX.

e He ncnonb3oBaTb Npu NOBPEXOEHUN NN OTCYTCTBUM 3aLLMTHOW MIIEHKU Ha rOpribiLLKE KOHTEHepa.

Ccbinku:
1. http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204671s000Ibl.pdf (CoBanban)

Mo nnueH3unm komnaxumm Gilead Sciences Ireland UC
*3asiBka Ha permcTpauuio TOproBon Mapkn HaXOAUTCA Ha PACCMOTPEHUMN.

MarotoBneHo B HaWMM komnaHnen
HETERO DRUGS LIMITED

H HETERO

lMepeeod ebinosiHeH eosloHmepamu ¢hopyma «Ckaxu 2enamumy HET» www.gepatit-forum.by
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*[MpumeyaHusi pedakmopa:

1) Josuposka pubasupuHa o npakmu4yeckoMmy ofbimy rnpumMeHeHus:: do3a pubasupuHa, 3asucsawasi om
Mmaccbl mena (0nsi uHmepghepoHa anbga 2a - <75 ke = 1000 me u >75 k2 = 1200 me; Onss uHmepghepoHa
anbga 28 15me Ha 1 ke seca).

2) [llpumeHeHue coghocbysupa e kombuHauuu c Oakramaceupom O0nsi 6e3uHmepghepoHo8oU mepanuu
eenamuma C onucaHo 8 PekomeHdauyusix 1o nedeHuro eenamuma C Egponedckol accoyuayuu rno usy4eHuro
bonesHeud nevyeHu EASL.

3) Cxema, ycriewHocmb U npolosmKUMEebHOCMb JIeYeHUsT 3a8ucsim Kak om 2eHomurna eupyca, mak u om
cmerieHu ropaxexusi (¢pubposa) nevyeHu.
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