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KOPOTKOI XapaKTepHCTHKH Jikapcbkoro 3acofy BEJIIIAHAT, TtaGaerku, BKpHTI
1iBK0BOI0 06010HK010, 10 400/100 Mr (codochyBip Ta Bemaracsip).

1. HA3BA JIIKAPCBKOI'O 3ACOBY.

CodocOysip Ta Bennaraceip, TabiieTku, BKpUTI MITIBKOBOIO 060710HKO010, 110 400 Mr/100 Mmr.

2. KUIBKICHHUM TA SIKICHUM CKJIAJL

Koxxna tabnerka, BkpuTta NIiBKOBOIO 000i0HKOW0, MicTHTE 400 Mr codocbyripy Ta 100 mr
BEJIaTacBipy.
IlosHuii nepenik JONOMDKHHX PEYOBUH IMB. Y po3aini 6.1.

3. JIKAPCBKA ®OPMA.

Tabnerku, BKpUTI MIiRKOBOIO 060I0HKOIO.
TabneTku, BKpUTi N1iBKOBOIO 060IOHKOIO, GJIAKHTHOIO KOBOPY, OBaNLHOT (HOPMHU 3 THCHEHHSM
«S» 3 onHOro 60Ky Ta «V» - 3 iHmWoro.

4. KJITHIYHI XAPAKTEPUCTHUKM.
4.1 Iloka3aHHs 10 32CTOCYBAHHS.

Tabnetku codocOysipy Ta Benmaraceipy nokasasi 11s JikyBaHHs XpoHiuHOT iH(eKwuii Bipycy
renatuty C (HCV) y nopocnux (auB. posainu 4.2, 4.4 ta 5.1).

4.2 Cnoci6 3acTocyBaHHs Ta 103H.

Cnocié 3acmocyeanna ma 0o3u.
3acTocyBaHHs NIKapehKOro 3acofy BenmaHar NMOBMHHO PO3NOYMHATHCH Ta KOHTPOJIIOBATHCH
JiKapeM, sKuH Mae TOCBiJ JIKyBaHHA MallieHTiB 3 indekuico HCV.

203 YBAHHA

PexomenioBana 1103a ikapcbkoro 3aco6y BenmaHat cTaHOBUTE 07HY TaGIeTKy, SIKY NPHAMAIOTH
nepopanbHO | pas Ha 100y He3aNeKHO BiJ BXKHBaHHA ki (MB. po3min 5.2).

Tabmuus 1

PekomeH10BaHe NliKyBaHHs Ta HOro TPUBATICTh AN BCiX reHoTumnis HCV

Ionynsiuis mauienTis? JlikyBaHHs Ta TpHBAJIICTh

Bennanar npotarom 12 THxkHIB

MoxmuBicTe fo1aBaHHA pUOABIPHHY MOXKHA PO3IIIAHYTH
IJIL  nauieHTiB,  iH(QIKOBaHMX  reHOTHIIOM 3, i3
KOMIIEHCOBaHMM LIMPO30M (auB. po3ain
«PapmMaKoMHaMIKay)

[ManjenTH Ge3 uMpo3sy Ta nauieHTH 3
KOMIICHCOBaAHHUM I_ll-‘IpO3OM

HaL{iEHTH 3 JACKOMIICHCOBaAaHHUM

uMposoM Bennanar + pubasipus npotsrom 12 TxKHIB

® Brmovae nauieHTiB i3 koinexuiero Bipycy imynozneditmTy moaunu (BLJI) Ta nauieHTie i3
peunausyrounm HCV nicna tpancrinanrauii nedinku (aus. poszin 4.4).
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Y pasi 3acTocyBanHs B koMOinauii 3 pubasipuHom auB. Takox KXJI3, wo mictsats pubasipuny.
Hapezieni Hux4e 103M PeKOMEHIYIOTBCSH, SAKIIO PHOABIpMH AiNATe Ha JBi 7103M Ha 106y Ta

MIPUIMAIOTE Pa3oM i3 Txkero.

Tabmuus 2

Pexomenpanii momo no3 pubaBipudy B pasi 3acTocyBaHHs 3 BenmaHaToM mnaiieHTam i3

JACKOMIICHCOBaHHM LIUPO30M

Ilauient

Jo3a pubasipuny

[Iupos knacy B 3a knacudikariero
Yaiinga-IT"to-Typkora bi (e}
aHCIIaHTAaLi]

1000 Mr Ha noOy Ans nauieHTiB 3 Macoro Tina < 75 Kr Ta
1200 Mr gast malieHTiB 3 Macoo Tina > 75 kr

[upos knacy C 3a xiacudikauiero
Yaiinpga-IT"ro-Typkota J0
TpaHCIUIaHTaLii

Iupo3 xnacy C 3a knacudikamicro
Yarinpa—IT'ro-TypkoTa micist
TpaHCILTAHTALlT

IloyatkoBa mo3a 600 mMr, sKy MOXHAa THTpYBaTH JI0
maxkcumyM 1000/1200 mr (1000 Mr a1 nauieHTiB 3 Macor
Tina <75kr ta 1200 Mr ans mamieHtis 3 Macow Tina
>75Kr), sakwo BoHa € g00pe mnepeHOCUMO0. SIKIo
MOYaTKOBa /1033 IEPEHOCHTHC HE0CTaTHBO N06pe, 103y
CHil 3MEHIIMTH BIANOBIAHO A0 KJIIHIYHMX IOKa3aHb Ha
OCHOBI piBHIB reMOro0iHy.

Pexomenpioana no3a pubaBipuny [ NMauieHTIB 3 iH(EKIico TeHOTHIY 3 3 KOMIIEHCOBAHMM
Mpo30oM (1o abo micns TpaHciuianTauii) craHoButh 1000/1200 mr (1000 Mr i maiieHTis 3
Macoro Tiia < 75 kr ta 1200 Mr 114 mamienTis 3 Macoro Tina > 75 Kr).

Ilono Mogudikauii 103 pudasipudy aus. KXJI3, mo MicTaTh pubaBipuH.

Y pasi 6moBaHHA BOPOJOBK 3 FOJHH TCHs NpPHIOMY JiKapchKoro 3acoby TarfieHTam ciig
NPUAHATH JONATKOBY TabneTKy nikapchKoro 3aco0y Benmanar. Skmo 6mosanus BiaGymerses
Ginbiue Hix yepes 3 rogMHM micis npuiHOMy JiKapchKoro 3acofy, mpHifoM IOZAaTKOBOI 103H
nikapeekoro 3acoby Bennaunar e notpiben (aue. pozain 5.1).

Akmo nosa mikapeekoro saco6y Benmawar Gyma mpomymiena i 3 yacy 3BMuaifHOTO mpmiioMy
mpoimo He Oinbiwe 18 rogun, nauienTam cli HaZaTH IHCTPYKUIi AKHAHIIBMAINE NPHIAHATH
TabNIeTKy, a MOTiM NPUHHATH HACTYIIHY 103y Y 3BMYHMIi yac. SKiIo npoiimuio Ginpme 18 romus,
NalieHTaM Cilif 3a4eKaTH Ta NPUIHATH HACTYNHY 03y JKapchKOro sacoby Benmanar y
3BHuHMi yac. [lauientam ne e npuiiMaTi nozeiiiHy 103y nikapebkoro 3acoby Bennanar.
Hayienmu, 6 axux mepanis inzioimopom NS5A4 ne oana pesynomamie

MoskHa posrnsHyTH ikyBanHs npenapatom Bennasar + puGasipun nporsrom 24 TuskHis (nuB.
pozain 4.4).

Ilayienmu nimuvozo gixy

Kopurysanns 1031 11 nauientis 1iTHBOro Biky He MOTpiGHe (AHB. po3zin 5.2).

IHopywenns gynryii nupox

Kopurysanns nosu nikapeskoro 3aco6y BennaHat He noTpiGHe s naiieHTis i3 MOPYIIEHHAMHU
¢ynkuii HEpok nerkoro abo cepemHBOro cTyreHs TskKocTi. He ominioBamm Gesnexky Ta
edexTuBHiCTE 3acTocyBaHHs codocOysipy Ta BEJINATACBIPY MaLlieHTaM i3 MOpPYIUEHHAMH
(YHKUIT HHPOK THXKKOro CTymeHs (po3paxyHKOBAa IUBHMAKICTH K1ybo4koBoi  ¢inerparii
[eGFR] < 30 mn/x8/1,73 M%) a6o TXHH, mo sumarae reMofianizy (aue. po3min 5.2).
Hopywennus @yukyii nevinku

Kopurysanns no3u nikapcekoro 3aco0y Bennanar ne noTpifHe 4715 MaLieHTIB i3 MOpPYIIEHHAMHU
(yHKLIT meviHKK Ierkoro, cepeHBOTO Ta TAKKOTO cTyIeHs (kiac A, B a6o C 3a Knacugikariero
Haiinna—IT'10-Typkora) (muB. po3min 5.2). Besnmexy Tta edextuBHicTs 3acTocyBaHHs
coocOyBipy Ta BenmaTacBipy OUIHIOBaTM 33 Y4acTIO NALi€HTIB i3 oupo3oM Kknacy B 3a
knacudikaniero Yaitnpa—IT'to-Typkota, ame He mNalieHTIB i3 uuposom kmacy C  (aue.
posninu 4.4,4.8, 5.1).

ITediampuuna nonynsyis

besneka ta edexruBHicTs 3acTocyBanns cobochysipy Ta BEJINIATACBIpy AITAM i migmiTkam (Bikom
1o 18 pokis) He BcraHoBIeni. JlaHMX HeMae.
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Cnoci® 3acTocyBaHHsS

JList epopanbHOro 3acTOCYBaHHS.

3acTOCOBYIOTh BHYTPILIHBO HE3aleKHO BiJ BKMBaHHs 1xki. IlauienTam cnig koBTatH TabieTky
minoro (auMB. posain 5.2). Yepes TripkHil cMaK He PEKOMEHIYETBCS PO3KOBYBATH Ta
PO3KPHIIYBaTH BKPUTY IUI1IBKOBOIO 000/I0HKOIO TablIeTKY.

4.3 Ilpornnoka3aHHs.

linepuyTnuBicTe 10 AilOUMX peyoBMH abo 10 Oyap-iKol 3 JOMOMDKHHX PEYOBHMH IIperapary,
3a3Ha4YeHHX y po3ain 6.1.

3acTOCYBaHHS 3 AKTHBHUMM iHAVKTOpaMHu P-riikonpoteiny ta CYP

OpaHovacHHi npHUitoM JiKapchKUX 3aco0iB, sIKi € aKTUBHMUMM iHAYKTOpamMu P-riikonporeiny abo
uuroxpomy P450 (CYP) (pudamniumu, pudadbyrun, 3sipobiit [Hypericum perforatum],
kapbamasernin, ¢peHobapbiTan i GeHiTOTH), OCKITBKH Lie MOXKE 3HAYHO 3HHU3UTH KOHUEHTPALIIO
codocOyBipy Ta BenmaracBipy B Ia3Mi KpOBi Ta TNpPH3BECTH JO BTPatH e(EeKTHBHOCTI
niKapceKOro 3acofy (auB. posuin 4.5).

4.4  OcobauBi 3acTepeskeHHs Ta 3aN00i%KHI 32aX0/1H NPH 32CTOCYBAHHI.

Jlikapcekuii 3aci6 Benmanar He cnij 3acTOCOBYBaTH OJHOYACHO 3 IHINUMH JIKAPCHKUMH

3acobaMu, AKi MicTATE codocOyBip.

Tsoxka Gpanukapnis i 6nokana cepuis

Bunajaku taxkoi Opaaukapaii i 610Kaau cepls crocTepiraaucs MpH 3acTocyBaHHi codocOysipy

B KoMOiHaLil 3 iHIIAM NPOTHUBIPYCHHM 3aco0oM IpsAMoOT Ail i mapanenbHO 3 aMioJapoOHOM Pa3oM

3 IHINMMH JTIKAPCbKUMH 3ac00aMH, 110 3HWXKYIOTh YacTOTy cepleOuTTs, abo 6e3 nux. Mexanism

1ii He BCTaHOBJIEHHA.

CynyTHe 3acTocyBaHHs aMiofapoHy Oyno obMexeHHM yepe3 KIIiHiuHI po3podku codocOyBipy 3

NPOTHBIPYCHUMH 3acobaMu MpsMoi Iif. MoskiiBa noTeHLiiHa 3arpo3a XUTTIO, TOMY aMioJapoH

CIiI 3aCTOCOBYBATH Mali€eHTaM, sIKIi OTPUMYIOTh JIKapChkuil 3aci6 Benmasat, TibKM SAKLIO

abTepPHATHBHI AHTHAPUTMIiYHI Tepanii € HermepeHOCHMHUMH a0 NPOTHIIOKA3aHi,

Skwo icHye HeoOXiIHICTh CYMYTHBOIrO 3aCTOCYBAHHS aMiogapoHy, PEKOMEHAYEThbCs, 06

NauieHTH nepedyBany MiJl PeTeJbHHM CIOCTePEeKEHHAM MIC/A N0YaTKy MpUoMY NiKapchbKOro

3acoby Bemmanar. IMaumienTn 3 BHCOKMM pH3HKOM Opagiaputmii nmoBuHHI mepeGyBaTH Iin

HOCTIHHMUM KITIHIYHUM MOHITOPMHIOM BIIPOJOBX 48 roauH.

Hepes nosruii mepioa naniBBMBEACHHA aMiOAAPOHY HAJIekKHE CHOCTEPEKEHHA HeoOXimHe s

NALIEHTIB, AKi NMPUINHHUIM TIPHHOM aMioJapoHy BHPOMOBX OCTAHHIX AEKINBKOX MICAUIB i

PO3IMOYHHAIOTE TPHHOM JTiKapehkoro 3aco0y Benmnanar.

Beix nauieHTis, ski 0TpuMyroTh JTikapchkuii 3aci6 Bennanar y komGinanii 3 aMioapoHom pazom

3 IHIUMMH JIIKapCHKUMH 3ac00amMy, 10 3HHKYIOTE YacTOTy ceplebuTTs, ab0 6e3 HHX, TAKOXK CITi

TOIEPeTUTH TIPO CHUMITOMHM Opaiukapiii Ta OJOKaZu cepus, a TaKoXk MOPEKOMEHIYBaTH

HEralHO 3BEPHYTHCS 110 MEAHYHY JIOTIOMOTY B pa3i MOABH TAKUX CUMITOMIB.

[MauienTy, B AKHUX JlikyBaHH4 3 iHTiOiTOpoM NS5A He a0 pe3yIbTATIR

Kniniunux nawux Ha migTpumky edexTHBHOCTI 3acTocyBaHHs codocGyBipy/BenraTacBipy

NaLieHTaM, y AKHX JKyBaHHsA iHIIMM iHri6itop NSSA me nano pesymeratie, Hemace. ITpore Ha

OCHOBI BapiaHTiB, I10B’A3aHHUX i3 pesucTenTHicTio (BAP) NS5A, mio 3a3Buyaii criocTepiralothes

B MNAUI€EHTIB, ¥ AKKMX Teparis iHumuMu inriGitopamu NS5A, dapmakororii in vitro senmaracipy

Ta pe3yJNbTaTiB JiKyBaHHs codocOyBipoM/BenaTacBipoM NALiEHTIB, AKi paHille He OTPHUMYBAIH

inri6iropie NS5A, 3 BAP NS5A na BuxigHoMy piBHi, 3apaxosanux y pociimkeras ASTRAL,

MOXIIMBICTE JIiKyBaHHs coocOyBipom Ta Benmaraceipom + puGaBipuH NpoTAroM 24 TIDKHIB

MOXHa PO3TJIAHYTH JUIA NALIEHTIB, Y AKWX JiKyBaHHs iHriGitopom NS5A He fano pesynbTaris

abo sKi, SIK BBA)KAE€TBCH, HANEXKATH 10 IPYIIH BUCOKOTO PH3UKY MPOTPECYBAHHS 3aXBOPIOBAHHA

Ta JUIsl AKMX HEMAae anbTepPHATHBHHX BapiaHTIB JiKYBaHHA.

[opymeHHs GYHKIIT HUPOK

Kopurysaru no3u nikapeskoro 3aco6y Bennanar He notpiGHO 415 mauieHTis i3 nopﬁ;‘ugnﬂﬂy«l}
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¢ynxuii Hupok nerkoro abo cepeaHsoro cryneds Takkocti. He pocmimkysanacs Oesneka
3aCTOCYBaHHA JliKapchkoro 3aco0y Benmanar manieHTam i3 MOpymIeHHAMH (yHKUIT HHPOK
TsokKoro crymenst (eGFR <30 mu/xs/1,73 M*) abo TXHH, mo Bumarae remopianizy. Skuwmio
npenapat coocOyBipy Ta BeanaracBipy npu3Ha4yarOTh Y KOMOIHaLT 3 pubaBipMHOM, IUB. TAKOK
IHCTPYKLIIO IS 3aCTOCYBaHHs pHOAaBIpHHY NauieHTaM, Y SKMX KJIIPEHC KpeaTHHIHY CTAHOBHTh
< 50 Mn/xB (auB. po3ain 5.2).

3acTocyBaHHs 3 iHAyKTOpamu P-raikonporeiny abo CYP nomipHoi akTHBHOCTI

Jlikapceki 3acobu, ski e ingykropamu P-rrnikonporeiny a6o CYP cepennvoi aii (Hampukiap,
OKkckapOasenin, Monadinin abo edaripeHz), MOXKYTE 3HWKYBATH KOHLEHTpaUito codocOyBipy
abo BenaTacsipy B NasMi, 0 MPH3BOAKUTE 10 3HUKEHHS TEpPaneBTHYHOro eeKTy JMKapChKOro
3acoby Bennanar. CymyTHiii npuifoM Takmx Jikapchkux 3acobiB pasom i3 BenmanaTom He
PEKOMEHIYETECA (AUB. po3ain 4.5).

3acTOCYBaHH4 i3 MIEBHUMH aHTHPETPOBIPYCHUMHM cxeMamHu nikyBanHs BLJI-indexuii

CodocOysip Ta BeinaracBip NpPOJEMOHCTPYBAIM 3[aTHICTH 30iMBLITYBaTH EKCIIO3MLLIO
TeHOQOBipy, 0COOMHBO B pasi 3aCTOCYBAaHHA Pa3oM 3i cxemaMH NikyBauHs BIJL, mo MicTsTh
TeHoQoBipy ausonpokcmay ¢ymapar i (apMakOKiHETHUHMH miacWmoBau (PHTOHABIp aGo
kobiuycrar). besneka TeHogoBipy auzonpokcuty Gymapary Ha T/ 3acTocyBaHHs cohocOyBipy,
BEIIATaCcBipy Ta (hapMaKOKiHETHYHOTO MiJCHMOBaYa He BcTaHOBAeHa. Cilig po3rnsHyTH
MOTeHUIHHI PH3MKM Ta MepeBard, IOB’s3aHi i3 CYNMyTHIM NpuiioMoM JiKapchKoro 3acoby
Besananat 3 tabnerkoro, 1o y dikcoBaHiii 1031 MicTiTh KOMGiHaLiIO enBiTerpaBipy/koGinmcrary/
eMTpuLuTabiny/TeHodoBipy ausonpokcun (ymapary abo 3 TeHO(OBIPOM JM3ONMPOKCHIOM
¢ymaparom y noesansi 3 migcunenum inriditopom npoteasu BUI (nanpuknan, atazanasip a6o
JapyHaBip), oco0lMBO B NALi€HTIB i3 MiABHMIIEHHMM DH3UKOM IMOpYWEHHS (YHKII HHpOK.
Ilaujentu, sKi oTpuMylOTh JNiKapcekuii 3aci6 Benmawar ojmouacHo 3 enBiTerpasipom/
KobiupcTaToM /eMTpuLMTabiHOM/TeHODOBIPOM IH30MPOKCHIOM pymapaToM abo 3 TeHoboBipOM
AU30MPOKCHIOM (ymapaToM y MoeJHaHHI 3 micuiaeHHM iHriGitopoM mporeasu BIJI, moBuHHI
nepeOyBaTH Tl CMOCTEPEXKEHHSM INOAO BUHMKHEHHS HeOakaHUX peakiii, TOB’s3aHMX i3
NpHHOMOM TeHo(oBipy. Pexomenpanii moao croctepexeHHs 3a (yHKUIE HUPOK IMB. B
IHCTPYKL{i ~ /UIA  MEIMYHOrO  3aCTOCYBaHHA  TeHO(OBipy JM30MpoKCHIy — (hymapary,
eMTpULIUTabIHy/ TeHO(oBipy JAH30NPOKCHITY dymapary abo
enBiTerpasipy/kobinmcrary/emrpuLmTabiny/ TeHodoBipy mu3onpokcuy hymapary.

Koindexkiigs HCV/HBV (Bipyc renatury B)

IIpoTsirom abo micns MiKyBaHHA NPOTHBIPYCHAMM 3aco0aMu PAMOT AIif peecTpyBaiucs BUMAIKH
peakruBauii Bipycy renatuty B (HBV), neski 3 mux Gynu neransuumu. Tlepes modaTkom
NIKYBaHHS JJIS BCiX TAlli€HTIiB MOTPiOHO MPOBECTH CKPHHIHr Ansa BuasiaeHHA HBV. [Nauientu 3
xoinpexuiero HBV/HCV nepebysatots y rpymni pusuky peaktusauii HBV, ToMy BoHH MOBHHHI
nepeOyBaTH Il CMOCTEPEXKEHHSIM Ta OTPMMYBaTH JiKyBaHHA BIATOBIIHO [0 MOTOYHHX
KJTiHIYHHUX HACTAHOB.

Lupos knacy C 3a knacudikauiero Yaiinaa—I1'o-TypkoTa

Besnieky Ta edexTHpHicTE 3acTocyBaHHs codocOyBipy Ta BenmaTacBipy mamieHTaMm i3 LMPO30M
kiacy C 3a knacudikaniero Yatna—TT"1o-Typkota He ouintoBanu (aus. pozainu 4.8 ta 5.1).
[ManieHTH 3 TPAaHCNIAHTOBAHOO EYiHKOKO

besnexy ta edexrusnicts 3acrocypanns codocOyBipy Ta BenmaTacripy npH JiKyBaHHi iHpexuii
HCV y nauientis 3 TpaHCIIAHTOBaHOIO MEYiHKOIO He OLiHIOBAMH. JIiKyBaHHS JKapChKUM
3acobom BennaHar 3rigHo 3 peKOMeHIOBaHMM [03yBaHHAM (IMB. po3zin 4.2) noTpibHo
3/UACHIOBATH HA OCHOBI OLIHKH MOTEHUiHHOT KOPMCTi Ta PH3MKIB % KOJKHOTO OKpEMOro
TaLieHTa.

4.5 Bzaemopis 3 iHmmMu JikapchbKHMU 3aco6aMH Ta iHIII BUAK B3aeMoiii.

Ockineku npenapar Bennanat Mictute codocOysip i Bemataceip, 6ynb-ski B3aeMoii, 1mo Oyan
BCTAHOBIICH] /Ul LMX aKTHBHHX PEYOBHH OKPEMO, MOKIHMEI B pasi 3acTocyBaHHs TIKapChKOTO
3acoby Bennanar.
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IToTeHuiiHMIi BIUIMB JiKapchKoro 3aco0y Bennanar Ha iHIIi JikapcbKi 3aco0u

Bennaraceip € inHriGitopom TpaHcropTepiB Jikapchkux 3acobiB: P-riikompoTeiHy, mpoTeiny
PE3UCTEHTHOCTI paKy MonoyHoi 3ano3u (BCRP), TpaHcnoprHOro mnosinentujy OpraHigyHHX
anionis  (OATP) 1B1 Tta OATPIB3. OpnoyacHe 3acTOCyBaHHS JIIKAPCLKOTO — 3acoly
Bennanar —i3 mpenapatamu, siki € cyOcrpaTamMu TakHMX TPaHCIOPTepiB, MOxe 30L1blIyBaTH
eKCTIO3MILLI0 MX NpenapaTiB. [Ipuknaau B3aemonii 3 uyTauBuMu cyberpatamu P-riikonporeiny
(aurokcuny), BCRP (posyBacraruny) ta OATP (npaBactatuny) auB. y Tabmmui 3.

IToTeHNiHHHUIT BIUIHB iHITHX JIIKAPCBKUX 3ac06iB Ha npenapat Bennanar

CodocOysip Ta Benmaraceip € cyGcTparamu TpaHcmoprepiB P-rmikonpoteiny ta BCRP.
Bennatacsip Takoxx € cyGctparom TpaHcmoprepa Jikapchkux 3acobie OATPIB. B ymosax
in vifro cnioctepiraecs NMoBiNbHUIA MeTabomigHuii 0OMiH Benmaraceipy izodepmenramu CYP2B6,
CYP2C8 ta CYP3A4. Jlikapeeki 3acobu, siki € inaykropamu P-raikompoteiny abo CYP2B6,
CYP2C8 uym CYP3A4 akruBHoi nii (nanmpuknag, pudammiuwn, pudabyruH, 3Bipobiii,
kapbamasenin, denobapbitan Ta QeHiTOIH), MOXKYTh 3HIKYBATH KOHIEHTpalilo cohocOysipy
abo BenmaracBipy B INIasMi KPOBi, MPH3BOAIYM [JO 3MEHLICHHSA TEPAlEBTHYHOIO e(eKTy
codocOysipy/Benmnaracsipy. OfHoYacHe 3acTOCYBaHHA TAKMX NiKapChKUX 3aco6iB 3 Bennanatom
NpoTHIioKasaHe (auB. po3ain 4.3). Jlikapebki 3aco0u, ski € iHgykTOpamu P-riikonporeiny abo
CYP nomipsoi aii (Hanpuknan, okckapbazemnin, MoaadiHin abo edasipens), MOKYThH 3HHKYBATH
KOHLEHTpallilo copocOyBipy abo BennaTacripy B Mmia3Mi KpoBi, IO MPH3BOJHTE J0 3MEHIIECHHS
TeparneBTUYHOro edekry nikapchkoro 3aco0y Benmanat. OgHogacHe 3acTOCYBaHHS TaKMX
NiKapceKMX 3aco0iB 3 nmikapchkuM 3acoboMm Benmanat He pekomenayerbes (aAuB. posmin 4.4).
OnnoyacHe 3acTocyBaHHA 3 JiKapChKUMHU 3aco0aMmH, siki iHri6yrote P-rnikonportein abo BCRP,
MOJKe MiJBMILYBaTH KOHLEHTpaLilo codocOyBipy abo Bemmaracsipy B miasmi Kposi. Jlikapebki
3acobu, sxi inribyrote OATP, CYP2B6, CYP2C8 a6o CYP3A4, MokyTh mNiIBHILYBaTH
KOHIIEHTpaLilo BeinaTacBipy B mua3mi kposi. KiiHiudo 3maummi B3aemonii npenaparip i3
Bennanatom, onocepenkosani iHridiropamu P-raikonporeiny, BCRP, OATP a6o CYP450, ne

OUiKyFOThCA. BenmaHar MoXKHa 3aCTOCOBYBAaTH OJHOYAcHO 3 inriGitopamu P-rnikompoteiny,
BCRP, OATP ta CYP.

ManienTy, SKi OTPUMYIOTh AHTArOHICTH BiTaminy K

Ockinbku QyHKIIA NeYiHKH MOXKe 3MIHHTHCE ITiJ] Yac JiKyBaHHS BelnaHaToM, peKOMeHIYeThCs
BECTH peTeIbHUH MOHITOPHMHI 3Ha4YeHb MDKHAPOJHOTO HOpMalizoBaHoro Bignowenns (MHB) y
MALi€HTIB.

Bzaemonis npenapaty Bennasar 3 iHmmumMu sikapcbKUME 3acobamu

Y Tabnuui 3 HaBOAMTBCS CIMCOK BCTAHOBIEHMX a00 TMOTEHUWIHHMX KIIIHIYHO 3HAYUMEX
B3a€MOAI#l nikapobkux 3acobiB (me 90 % nosipumii intepsan [[I] criBBiAHOWEHHS cepeaHBOrO
F€OMETPHYHOT0, PO3paXOBaHOIO METOJOM HaiiMeHIIMX Keaaparie [GLSM], snaxonmses B
MeXax «»», MaBHIMBea «T» abo 3HHM3MBCS «|» B 3aJaHMX Mexkax B3acMmonil). OnmucaHi
B3a€MOMIl  JiKapchkMX  3aco0iB  6asyloThess Ha  JOCHIIKEHHAX, TPOBENEHMX 13
cococOyBipom/BenmaracsipoM abo BenmnaraceipoM Ta codocOyYBIpoOM K OKpeMHMH PEYOBHHAMH,
abo € TpOTHO30BAaHMMH  B3a€EMOMISMH  JIKApCBKUX  3ac00iB,  MOMIHBHMH  JUIS
codocbyripy/Benmnaraceipy. Tabnuis He € BCEOXOMITIOIOYOIO.

Tabnuus 3
Bsaemonis nikapeekoro 3acoby Bennanar 3 iHmumu TikapchKHMH 3acoGaMu
Jlikapceki 3acobu 3a| BmB  Ha  piBeHb  KoHueHTpauii | Pexomenparii 11010
TepaneBTHYHUMHU MiKapchKUX 3aco0iB. OJJHOYACHOTO 3aCTOCYBaHHS

nanpsmMkamu/Moxus | Cepenne cmiBBinsowenns (90 % JD*® |3 nikapcekuM  3aco6om
it Mexanism B3aemogii| [liroua peqosuna | Crax | AUC | Cmin | Benmanar

PEYOBHHH, 1110 3HHKYIOTh KHC/IOTHICTh

Po3ynHHicTs BesmaTtacBipy
3HHIKYETBCA 31 3POCTAHHAM
pH. OuikyeTbes, 110

TKapChKi 33006H;f K1

s

miaBuyoTs pH  miAymka;

Lo

\ A7

i

ok i
7 /ff( b}gﬂ_’? Ve

)



178

3MEHIUYKTh KOHLEHTPALO
BeJINATAcBIpY.

Anmayuoni npenapamu

Hanpuknan,
aJITOMIHIIO abo
MartHilo  TiJpokcui;

KaneLito kapOoHaT

B3aemois He QOCHiIKyBalach.

Quixyemubca,

< CodochOyeip

| Bennaracgip

PexomeHnyerbcs pobutu 4-
FOAMHHY  TIEPEpBY  MIXK
3aCTOCYBaHHAM aHTallMIHHUX
npenaparie 1 Beananary

(miABMINEHHA pH
LLUTYHKA)
Anmazonicmu peyenmopa H»
daMOTHINH Codocbysip > > Awnraronictu peuenrtopa Hz
(pasoBa po3za 40 mr)/ MO3KHa 3aCTOCOBYBAaTH
codocOyBip /Benmnarac OJHOYacHO 3 abo oOKpemo
Bip (pa3soBa noza 400/ Bil  Jikapcekoro  3acoby
100 mr)° Benmaracsip i ) Bennanar y [go3i, aKka He

0,80 | 0,81 e i : J103,
PamoTHIHH ((') 70 | (0,71 MOPIBHAHHUX 13 103010
0JTHOYACHO 3 | ’ damornauny 40 Mr 2 pasu
npenapaTom ’0,9 ) ’0,91) Ha 100y.
codocbysipy Ta
BeJINaTacBip
LumeTnaun®
Hizatuoun®
Panituaun®
(nigBUILEHHS pH
LIIJTYHKA)
DaMoTHIUH CodocOysip 1 d
(paszoBa noza 40 mr)/ 0,77 | 0,80
codocOygip / (0,68 | (0,73
BelmaracBip  (pazoa 4 X
nro3a 400/ 100 mr)° 0,87) | 0,88)

Benmnaracsip > >

IIpuiiom damorHauHy
3a 12 rogun 10
NpHIOMY Mnpenapary
codocOyeipy Ta
BenmaTacBipy!
(miaBUIIEHHS pH
IITYHKA)
Inzibimopu npomonnozo nacoca
Omenpazon Codocbyrip 1 ) OnHouacHe 3acTOCyBaHHS 3
(20mMr 1 pa3 wHa 0,66 |0,71 IHTIOiTOpaMH  TPOTOHHOTO
100y) /codocOysip / (0,55 | (0,60 Hacoca He PEKOMEHAYEThCS.
BenmaTacBip (pasosa , , SAxmo 0JJHOYacHe
J03a 400/100 mMr 0,78) | 0,83) 3aCTOCYBaHHS  HeoOXimHe,
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HaTe)® Bennaracsip ! 1 Bennanat cnig npuiiMaTtH 3
0,63 | 0,64 TKero Ta 3a 4 roguHH 10
Owmenpa3zon (0,50 | (0,52 npuAoMy iHribiTopa
OJTHOYACHO 3 ; ; NMPOTOHHOIO ~ Hacoca B
npenapaToM 0,78) | 0,79) MaKCUMaIbHUX N03ax,
codocOyripy Ta NOpIBHAHHUX 13 03010
BemaTacBipy* oMenpazony 20 Mr.
Jlanconpazon®
PaGenpazon®
[Tanronpason®
Ezomenpazon®
(i ABUILEHHS pH
IIITYHKA)
Owmenpazon CodocOysip ! >
(20mMr 1 pa3 Ha 0,79
n00y) /codocdysip / (0,68
BeNmaracBip (pasosa 5
no3a 400/100 Mr micns 0,92)
imm)® Benmnaraceip ! l
0,67 |0,74
[Tpuitom omemnpasony (0,58 | (0,63
yepe3 4 TOOuHMU Ticad . ,
npuiioMy npenapary 0,78) | 0,86)
codocOyBipy Ta
BenmaTacBipy’
(migBHIIEHHA pH
LIUTYHKa)
AHTHAPHTMIYHI 3ACOBH
AmioznapoH Bzaemoist He JocTiKyBanacs. 3acTOCOBYBATH CHifl, TUTbKA
BriMB Ha KOHUEHTpalii amiofapoHy, | AKIIO HeMae 1HIIMX
BEJINATaCBipy Ta cotocOyBipy | JOCTYMHMX  aJbTEPHATHB.
HEBiJJOMHH. PekomeHayeTECS  NHIBHHIA
Harjs, SIKLIO LeH
TKApChKHIH 3aci6
3aCTOCOBYETHCS i3
npenaparoM Benmnanar (que.
po3ninu 4.4 Ta 4.8).
Jluroxkcun Baaemonia nocmimkysanacs TUBKH 3 | OppodacHe — 3acTOCYBaHHs
BENMATACBIPOM. MiKapCHKOTO 3acoby
Ouixyempcs: Bennanat pazoM i3
<> Cohocbysip JAMIOKCHHOM MOXKe
Aurokens  (pasoea 361IBIIYBAaTH KOHIEHTPALLiIO
no3a Brumie Ha ekcriosuuiio BenmaracBipy He | gproxcuny. Crrig TIPOABUTH
0,25 Mr)f/BennaTaCBip JOCTiKeHUH obepexHICTh i
(pasoea nosa 100 Mr) | Quikyemwbea: KOHTPOJIIOBAaTH
<> Bennaracgip TeparieBTHYHI KOHLIEHTpaLii
o Cnocmepizacmeo JMTOKCHHY,  SKIIO  BiH
(inriGyBanHs P- | ca: T T 3aCTOCOBYETBCS  PasoM i3
IIIKOMPOTETHY) JIMrOKCHH 1.0 1.3 npenapatom Benmanar.
(1375 (131: /{ ' !."“"'““;ﬂ
251) 136) /’f(?‘7/)//} - ;f/}
ST
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AHTHKOATI'YJIAHTH

JabGiratpany B3aemoais He gocnimkyBanace. Pexomennyerbcs

eTeKcuaT Ouixyempcs.: IPOBOJUTH KJIHIYHHH
1 Habirarpan MOHITOpPHHT 11010
< CogocbOysip BUHUKHEHHS 03HAK
< Bennaracgip KpPOBOTEYl Ta aHemil, AKIIO
nabirarpany €TeKCHJIaT
(inribysanns P- 3aCTOCOBYETBCA  pa3oM i3
TIIIKOTIPOTEIHY) JIKapChKUM 3aco00M
Bennanar.  Koarymsmiiina
npo0a J1ae 3MOry BU3HAYHTH
NALi€HTIB i3 TiABHIEHUM
PH3UKOM KpOBOTeUI
BHACJIIIOK i ABHLIEHOT
excno3uuii gabiraTpany.

AHTaroHicTy BitamiHy | Baaemonis He mgocmijKyBanace. PexomeHIyeTbCA  NMUIBHHH
K MoHitopuar MHB 3 ycima
aHTaroHicramu Bitaminy K.
[Tpuumuna monsirae B 3MiHax
(byHKILIH MeYiHKH MPOTATOM

NIKYBAHHS npenapaToM
Bennanar.
AHTHKOHBY/IbCHBHI 3ACOBH
Kapbawmazenin Bzaemouis He nocniKyBanace. ITputiom TiKapchKOTro
Deniroin Ouikyemobca: 3aco0y Bennanar
Denobapbitan | Codocbysip MIPOTHUIIOKA3aHH i3
} Bennaracsip KapOamaseriiHoM,
(inpyxuis P- dbenobapbitamom i
TIIKONPOTEiHyY Ta (beHiToTHOM, AKTUBHHUMH
CiP) iHOyKTOpamMu P-
rnikonporeiny ta CYP (nus.
po3zain 4.3).
Oxckapbazenin Baaemonis He mocmiKyBaace. OuikyeTbesi, IO CYMYTHIH
Ouixyemucsi: NpUHOM JiIKapCBKOro 3acoly
1 Codocbdysip codocOyBipy Ta
(ingykuis P- | | Bennaraceip BEJIIIaTacBipy 3
TIIKONPOTETHY Ta oKcKapba3eniHOM 3MEHIIUTE
CYP) KOHIIEHTpaLio codochyBipy
Ta BEJINATaCBipy,
NPHU3BOJIAYH [0 3MEHIICHHS
TEpaneBTHYHOIO edekry
npenapary Benmnanar.

OnHoyacHe  3acTOCYBaHHS
HE pEKOMEHAyeThesa (AMB.

posain 4.4).
IIPOTHI'PHBEKOBI 3ACOFH
Keroxonazon Bsaemonis mocnmimkyBanacs Tineku 3 | KopuryeaTu 1034
BE/INATACBIPOM. NiKapchKOro 3aco0y
Ouixyemucs: Bennanar abo
< Codochysip KETOKOHA30/1y He MOTpibHO.
Kerokonazon (200 Mr | BriMs Ha eKCMO3MILiIO KeTOKOHA30ITy He
2 pazu Ha J00y)/ | gocnimKeHuii. "
BenmaracBip (paszosa | Quixyemuca: //” .
no3a 100 mr) > KeTtokoHnazon A P

P

‘u‘,’('fﬁ--’ Ly
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Cnocmepieacmob
cA: i 1
Bennaracgip 1.3 1,7
(inribyranHsa P- (1,0, | (1.4,
TIKOIIPOTETHY Ta 1,6) |22)
CYP)
ITpakonazon®
Bopukonazon®
ITocakonazon®
IcaBykonazon®

AHTHMIKOBAKTEPIAJIBHI 3ACOBH

Pudamninun (600 mr | Bruine Ha ekcniozuuito pudammiuuiy He | OfHo4acHe — 3aCTOCYBaHHs

I paz3 mna poby)/ | nocnimxeHwui. TKapchKOTO 3acoly
codocdysip (pa3ora Bennanat i3
mo3a 400 mr)? Ouikyemuca: pHbaMITiHHOM, aKTHBHHMH
<> Pudamninun IHIYKTOpaMH P-
Cnocmepizacmo TIiKONpOTeiHy Ta
(inaykuis P- | ca: il ! CYP nporunokaszaie (IuB.
TIKOTIPOTETHY ta | Coochysip 0,23 | 0,28 poszain 4.3).
CYP) (0,19 | (0,24
0,29) | 0,32)

Pudamniuun (600 mr | Brine Ha ekcriosuiio pudaMminuHy He
1 paz3 wna pgoby) | nocnimkeHHit.
Benmnaraceip (pa3oma

no3a 100 mr) Ouikyembesi:
< Pudamniumz
Cnocmepizacmv | | l
cA: 0,29 10,18
Bennaracgip (0,23 | (0,15
(iHayKuis P- 5 5
TJIIKOIIPOTEiHY Ta 0.37) | 0.22)
CYP)
Pudabyrun B3aemognis He JocnigkKyBanacs. OnHoyacHe  3aCTOCYBaHHA
Pudanentun Ouixyembcs: JKapCchKOro 3acoly
} CodocOysip Benmnanat i3
| Benmatacgip pudaMIiMHOM, aKTHBHUMH
IHIYKTOpaMH P-
(inayKuis P- raikonporeiny Ta  CYP
TJIIKOTIPOTEIHY Ta NPOTHIIOKA3aHe (IUB. PO3JILT
CYP) 4.3).

OuiKyeThes, MO OQHOYACHE
3aCTOCYBAHHS JIKapChKOTO
3acoly Bennanar 3
pU(ATIEHTHHOM ~ 3MEHIIUTh
KOHLIeHTpauito codocOysipy
Ta BENIIATacBipy,
NPU3BOAAYM 10 3MEHIUCHHS
TepaneBTHYHOrO edexTy
npenapary Bennanar.
OnHoyacHe  3acTOCYBaHHs

HE PEKOMEHAYETbCs /(JIMB.
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I | posmin 4.4).
IIPOTHBIPYCHI 3ACOBH BUI: IHTIEITOPH 3BOPOTHOI TPAHCKPHIITA3H
Tenogogipy CodocbyBip Ta BenmaracBip NPOAEMOHCTPYBAIM  MiJABHULLICHHS
JIU30TIPOKCUITY excrnozuuii TeHodoBipy (iHridyranus P-rhikompoteiny). IlinpuineHHs
dbymapar exenio3uilii TeHopoRipyY (AUC i Cmax) cTanoBuno npubausno 40-80 %

NPOTArOM OJHOYACHOIO 3acTOCyBaHHs i3 mpenapatoM Bennanat Ta
TeHO(OBIPY AM3ONpPOKCHIY (yMaparoM / eMTpUUUTabIHOM y paMKax
pi3HHX cxem nikyBanHs BIJIL.

[lamieHTH, AKi nNpUHMalOTE TeHO(OBIPY IH30NPOKCHIY (ymapar
OJIHOYACHO 3 NiKapchKUM 3acobom Benmanar, moBHHHI nepeGyBaT min
CIIOCTEPEIKEHHAM 100 BMHUKHEHHS HeOakaHMX peakiliif, IoB’si3aHuX
i3 3actocyBaHHAM  TeHo(OBipy  au3ompokcHiay  (ymaparty.
PexoMmeHmauii 1mo10 crnocrepekeHHs 3a (YHKIED HHPOK [HB. Y
IHCTPYKWIT A74 MEIHYHOTO 3aCTOCYBAHHA JIIKAPCHKHX 3aco0iB, IO
MICTATE TeHOGOBIpY M30MPOKCHIY hyMapat (auB. pos3ain 4.4).

Edagipens/ Edasipens > i « OuikyeTbesl, MO OJHOYACHE

eMTpHIHTA01H/ CodocOyrip 1 < 3aCTOCYBAHHS JIIKapChKOTO

TeHOOBIpY 1,2 3acoly Bennanar i3

JU30TIPOKCHILY {11, edaipeHzom /eMTpuIMTaOi

dbymapar L7) HoM/ TeHOORBIpY

(600 / 200/ 300 mr 1 | Bennaracsip ! ! ! JU30MPOKCHITY  (pymapaTom

pas Ha no0y) / 0,53 |0,47 | 0,43 |3MEHIUUTH KOHLEHTpALiIO

cotocOyBip / (0,43 | (0,39 | (0,36 | ennaraceipy. OpgHouacHe

Benmaracsip (400 / . \ \ 3aCTOCYBaHHA  IIpenapary

100mr 1 pa3 Ha 0,64) | 0,57) | 0,52) | Bennanatr 31  cxemammu

n06y)< ¢ MKyBaHHS, IO BKJIIOYAIOTh
edasipens, He
PEKOMEHYEThCS (mue.
posain 4.4).

Edagipens / PunniBipun - - DN Kopurygaru J03H

PHINIBIPHUH / Codocbysip > < copocOyripy Ta

TeHooBipy Benmnatacsip — > — BE/MaTacBipy abo

JIM30IIPOKCUITY eMTpULMTAOIHY /pUnmiBipHH

¢ymapar y/ TeHO}OBIpY

(200/ 25/ 300 wmr 1 JIM30NPOKCHITY dyMapaTy He

pa3 Ha no6y) / norpidHo.

codocOysip /

Benmnaracsip (400 /

100mMr 1 pa3 Ha

106y)% 4

IIPOTHBIPYCHI 34COBFH BLT: IHT'IBITOPH ITPOTEA3H BIT

ATasanasip, ArtazaHasip - €5 T Kopurygaru J034

i ICUTIEHHIA 1,4 | mikapcekoro 3acoby

puroHagipom (300 / (1,2, | Benmanar, aTazaHaBipy

100mMr 1 pa3 Ha 1,6) | (mizcuneHoro puToHaBipOM)

100y) + emrpunmtabi | Putonasip > 1 abo

H/ TeHoOBipy 1,3 eMTpULMTA0iHY /TeHO(DOBIp

JIH30TMPOKCUILY (1,5, |y musonpokcuny dymapary

¢dbymapar (200/ 1,4) | He notpiGHO.

300mMr 1 pa3 ma| Codocbysip > «
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noby)/  codocbysip / | Bennaracsip T 1 1

BEJINATacBIp (400 / 1,6 2.4 4,0

100mMr 1 pa3s Ha (1,4, | (2,2, | (3.6,

n06y)® ¢ 1,7) [2,6) [4.)5)

Japyuasip, JlapyHagip > > > Kopurysatu 2031
niicueHu i PuroHagip — — — NKapCBKOTO 3acoby
puronasipom (800 / | Cogocbysip ! l Bennanar, IypaHaBipy
100mMr 1 pa3 Ha 0,62 |0,72 (miacuaeHOro pUTOHaBIPOM)
no0y) + (0,54 | (0,66 abo

eMTpULMTabiH / , , emMTpuuHTadiny/TeHodoBipy
TeHO(OBIpy 0,71) | 0,80) JAM30TIPOKCHITY ymapary He
JH30TIPOKCHITY Be_]]r[a'rac]gip l FEY — HOTpi6H0.

dbymapar (200 / 0,76

300mMr 1 pa3 Ha (0,65

no6y) /codocOysip / )

Benmaraceip (400 / 0,89)

100mr 1 pa3 Ha

ﬂ06y)c’ d

Joninagip, JloniHagip — — — Kopuryeatu JI03M
TiCHIIEHHH Puronagip — > - JNIKapchKOro 3aco0y
PHUTOHABIPOM CodocOygip il ! Bennanar, NoniHaBipy
(4200 mr/ S50 mr 1 0,59 | 0,7 (migcuneHoro pUTOHABIPOM)
paz Ha  100Yy)+ (0,49 | (0,6, abo

eMTpuLHTabiH / - 0,8) eMTpHLUTabIHy/TeHODOBIpY
TeHO(OBipY 0,71) JU30MpoKcUIy dpymMapary He
JAU3OTIPOKCHUITY Benmaracsip ] — 1 NOTPiOHO.

¢ymapar (200 / 0,70 1,6

300Mr 1 pa3s Ha (0,59 (1,4,

no6y) /' codocOysip / , 1,9)

BeJINaTacBip (400 / 0,83)

100mr 1 pa3 Ha

;106y)°’ d

IIPOTHBIPYCHI 3ACOBH BUI: IHTTBITOPH IHTEI'PA3H

Panrerpasip (400 mMr | Panrerpaeip > > ) Kopurysatu 1031
2 pasw Ha [J00y)¢ 0,79 | nikapceKoro 3acoly
+ emTpuumMTabiH / (0,42 | Benmanar, panrerpasipy
TeHodoBipy , 1,5) | abo

JHM30TIPOKCHITY Codocbyip > > eMTpuLMTabiHy/TeHo(oBIpY
(ymapar (200 / | Benmaracsip < |+ | | musonpokcuny dymapary He
300Mmr 1 pa3 Ha noTpiGHo.

n06y) /codocbyeip /

Bennaraceip (400 /

100mMr 1 pa3 Ha

H06Y)c’ d

Easirerpagip / Ensiterpasip > H > Kopurysatu 1034
Kobiumcrar / KoGiuucrar — o 1 JKapchKOro 3acofy
eMTpuLUTabiH / 2,0 Bennanar abo
TeHOOBIpY (1,7, | enBitrerpagipy /KobGiumcTaty
anadeHaminy 2.5)

¢ymapar Tenodogip — — eMTpHLMTabiHY /TeHodOoRIp
(150/ 150/ 200/ | anadenamin y anadenaminy dymapary
10 mr 1 pa3 Ha 1o0y) / Codocbysip PN 1 He noTpidHo.

cogocOysip / 1.4

Besmnaraceip (400 / (1.2,
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100mr 1 pas Ha 1,5)
no6y)¢ Bennatacgip 1 1 1
13 1,5 1,6
(1,2, | (L4, | (1.4,
13 | BTy | 18]
Engiterparip / Engiterparip > = A Kopuryparu 103U
koOinucTar / Kobimucrar b i i NiKapchLKOTo 3aco0y
eMTpuIMTabiH / 1,2 |87 Bennauar ao
TeHOOBIpY (1,2, | (1,5, | enBiterpaeipy /koGinucrary
JIU30IPOKCHITY 1,3) |1.9)
dymapar Codocbygip — — eMTpuiMTabiny /TeHOdORIp
(150/ 150/ 200/| Bennatacgip — — T y IM30MpoKcHIy (yMapary
300Mr 1 pa3 Ha 1,4 He MoTpibHO.
no6y)/  codocOysip / (1,2,
Benmaracgip (400 / 1,5)
(}00 Mr 1 pa3 Ha 100y)*
Honyrerpagip (50 mr 1| Jomyrerpagip = - > Kopurysatu 1034
pas Ha nody) / Codochysip P ey JKapChKOro 3aco0y
coocOysip / Bonatace: = . = Bennanar abo
: p 2 :
Besmaraceip (400 / JOJIyTerpaBipy He IOTpiOHO.
100 mr 1 pas Ha 1o6y)
POC/IHHHI TOBABKH
3Bipobii BsaeMoais He ZOCIIKYBAIACk. OpHouyacHe  3aCTOCYBAHHS
Ouixyemovcs: JNIKapCBEKOT0 3aco0y
| Codocbysip Bennanatr 3i  3Bipo0oewm,
| Bennaracgip SIKHH € AKTHBHMM
(iHoyKis P- IHIYKTOPOM P-
IIIKONpPOTETHY Ta TJIIKOTIPOTETHY, Ta
CYP) CYP nporunokasane (aMB.

pozain 4.3).

IHT'IBITOPH PEJJYKTA3H I'MTI'-KoA

PozyracraTux Bzaemonis mociipkyBaniacs TiUIBKH 3
BEJINTATACBIPOM.
Ouixyemoca:
< CodocOyeip

PosyBactatun (pazosa | Cnocmepizacmucs:

J03a Po3sysactaTtun i 1

OnHovacHe  3acTOCYBaHHA
JKapChKOro 3acoly
Benmnanar 13
PO3YBACTAaTHHOM TIIJIBHIILYE
KOHLIEHTpaLilo

pO3yBacTaTUHY, AKa

HOB,H3y€TLCH 3 Hi}lBHH.IeHHM

10 Mr) /BenmaTacBip 2,6 2,7 pPHU3HMKOM MiomMaTii, y T.4.

(100mr 1 pa3 Ha (2.3; | 2.5 pabuomionizy.

106y)* 29) |29) PosyeacratuH y 1031, siKa He
BrinuB Ha ekcnosumito BenmaTtacBipy ne | nepesumye 10 mr, moixna
JOCTI [UKeHU 3aCTOCOBYBATH OJIHOYACHO 3
Ouixyemves: npenaparoMm BenmnaHar.

(inribypaHHs < Bennataceip

OATPI1B ta BCRP)

IIpaBacTaTun

BzaeMmogmist gocmipkyBanacs TINBKH 3
BEJINATacBipoM.

Ouikyembes.

< Codocbygip

[IpaBacratun (paszora

Cnocmepizacmp | | |

Kopuryeatu 1031
TKapChKOTO 3acoly
Bennanar abo

NpaBacTaTHHY He TMOTpiOHO.
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103a

40 mr)/Benmnaraceip
(100mMr 1 paz Ha
n06y)*

(iuriGyBanns
OATPIB)

e i I

IIpaBactaTun 1.3 1.4
L., [ElL2,
1.5) 1.9)

Brnnue Ha eKCMoO3MIIIIO BENMATACBIPY He

AOCTIKEHUH
Ouixyemvbes.
< Benmaracsip

I cTatuHn

Ouikyemves.:
1 Cratunu

He MonHa  BHUKIIOYATH
B3aEMOJI IO 3 IHIIAMH
iHridiropamMu peayKTazu
I'MTI™-KoA. ¥ pasi

OJTHOYACHOTO 3aCTOCYBaHHS
3 JIKapchbKUM  3acoboM
Bennanar cnii npoBoAMTH

peTesbHEe  CHOCTEpPEeKeHHs
o0 BUHUKHEHHS
nobiyHMX peakiiii
BHACII 10K npuiiomy
CTaTHHIB Ta PO3MNIAHYTH
MOXKITHBICTB 3MEHIIECHHs
03U CTaTHHIB, SAKIIIO
HEeoOXiHO.
HAPKOTHYHI AHAJIBTETHKH
Mertanon R-meranon > « Kopwurysatu 11031
(MeTasoHOBa Tepanis NiKapcbKOro 3aco0y
[Bix 30 mo 130 mMr uHa | S-mertagon - — Bennanar abo meTasoHy He
no6y])/  codocbysip NoTpiGHO.
(400mr 1 pa3 Ha | Codocbygip «> i
no6y)? 1,3
(1,0,
1,7)
Mertanon Bzaemonis pocnimkysanacs Tibku 3i
codocbyripom.
Ouixyembes:
< Bennaracgip
IMYHOCYITIPECAHTH
[uxnocniopun Lluknocrnopux — > Kopurysaru 7034
(pazoea no3a 600 mr) / TKapchKOTO 3aco0y
coocOyBip  (pasora | CodocOygip 1 ¥ Bennanar abo
no3a 400 mr)f 2,5 |45 LHMKJIOCTIOPHHY He
(1,9, | (3.3, NOTPiOHO.
35) |63
[uknocnopun [Muxnocnopun « )
(pazoBa mo3a 600 Ml“)f/ 0,88
Benmaraceip  (pasosa (0,78
no03a 100 mr) , 1,0
Bennaraceip 1 1
1.6 2,0
(L2 | (L35,
20 | 270
f/” )
Ao
\ A7,
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Takponimyc ! i Kopurysaru J103H
(pasosa mo3a 5wr)7 | Takponimyc 0,73 |11 TKApCEKOTO 3aco0y
codocOyBip (pasosa (0,59 | (0,84 Besmnanat abo TakpoiiMycy
no3a 400 mr) ; , 1,4) He NoTpiOHO.
0,90)
CodocOysip ! i
1097 |11
(0,65 | (0,81
,1,4) |,1,6)
Takpomnimyc BriMB Ha €KCMO3MILIIO BeMaTacBipy He
IOCTIIKEeHUI.
Ouikyemobea.
< Beanatacsip
IHIEPOPA/IBHI KOHTPAIIENITHBH
Hoprectumar / HopenrecrpoMin | <> — — Kopurysaru J103H
€THUHIIeCTpazion nepopanbHUX
(HoprecTuMar KOHTpALEeNITHBIB He
0,180 mr/ 0215 mr/ : noTpidHo.
0,25 Mr/
eTHHIJIeCTpaIion Hoprecrpen PR 1 1
0,025 mr) /codocbyri 1,2 1,2
p (400 mr 1 pa3 Ha (0,98 | (1,0,
no6y)* ,1,5) | 1,5)
Eruninectpagio | < - <
a
Hoprectumar / Hopenrectpomin | «<» > «
eTHHiJIecTpazion
(HOprecTumar Hoprectpen > > &
0,180 mr/ 0,215 mr/
0,25 mr/ Etuninectpagio | 1 PN I
€THHIIeCTpajion 1 1,4 0,83
0,025 mr) /Bennaracsi (1.2, (0,65
p (100mr 1 pa3 Ha 1,7) g Ly}
1106y)*

* Cepenne cmipignomenHs (90 % JII) ¢apMakoKiHETHKH MNpenapatiB, IO 3aCTOCOBYHOTHCS
OJHOYACHO, A JOCHi[UKYBaHMX JIKapcbKMX 3acobiB okpemo abo B komOimamii. Hemac
BBy = 1,00.

® Bei ZociiakenHs B3aeMOil, POBEIHi 3a Y4acTIO 340POBHX A0GPOBOIBLLE.

¢ IlpuiimMaeThes K codocOyBip Ta Benmaracsip

¢ Mexi BincyTHOCTI hapMakokineTHuHoi B3aemoaii 70143 %.

¢ Lli nikapchbKi 3aco0u HaexaTh 10 KJacy, 1e MOJKHA CIIPOrHO3YBATH CXOXKY B3aEMOIIIO.

"Mesxa GioekBisanenTHocTi/eKBiBanenTHOCTI 80125 %.

& Mexi BifcyTHOCTI hapMakoKiHeTHUHOT B3aemoii 50-200 %.

4.6 ®epTuabHIiCTD, BAriTHICT TA MEPio] royBaHHS FPYAIIO.

BaritHicTb
Iudopmauii mono 3acrocysanns copocGyBipy, BeNnaTacBipy BariTHUM KiHKaM HeMae abo BOHM
obmexeni (Menme 300 BunaaKis BariTHOCTI).

Codochyip

JlocniikeHHA Ha TBapHMHaX He BKasyBalM HAa NpsAMi abo HempaMi TOKCHYHI BIUIMBH Ha

PENPOYKTHBHY CHCTEMY (IMB. po3ain 5.3).

Byno HeMOXIHBO NOBHICTIO OMIHMTH TpaHWYHI 3HaYeHHs excrnosuuii codocbysipy/B mypis

TIOPIiBHAHO 3 EKCIO3HIIE0 B IOAEH NP 3aCTOCYBaHHi y PEKOMEH/10BaHii miaigyi{@@z‘i"(ﬁlﬁ}!}
i / £
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poszmin 5.3).

Bennaraceip

HocnikeHHs Ha TBapWHaX He BHUSBWIM TOKCHYHOTO BIUIMBY Ha PENPOAYKTHBHY CHCTEMY (JIMB.
posain 5.3).

Sk 3anobixHUIA 3axij, 3aCTOCYBaHHA JiKapchKoro 3acoby BennaHat He peKOMEHAYETBCS MMijT yac
BariTHOCTI.

Ilepioa rogyBaHHs rPyAIIO

Hesinomo, un codocbysip, meraGoniti codocOysipy abo Beinaracsip NPOHMKAIOTh Y IPYAHE
MOJIOKO JTIOJIMHH.

JloctynHi naHi GapMakOKIHETHKH y TBApUH [10Ka3ajid BHBEJSHHS BeNaTaceipy Ta MeTaboliTiB
coocOyBipy B rpyaHe MOJIOKO.

Pusyk 1711 HOBOHAPOUKEHHX/HEMOBIAT BHKIIOUATH HE MOXHA. ToMy JiKapcekuil 3aci6
Bennanat He cifi 3acTOCOBYBaTH JKiHKaM, SIKi FOAYIOTh [PY/UIIO.

Penpo HUBHA KI1isI

Jani mono BmiuBy codocOyBipy Ta BenmnaTacBipy Ha penpoAyKTHBHY (YHKLiIO moaei
HellocTynHi. JIocniKeHHs Ha TBapHHAX He BKA3yiOTh Ha IIKIUIMBHEA BIUIMBE codocOyBipy Ta
BEJINATAacBIpy Ha PENpPOAYKTHBHY (YHKLIIIO.

Slkmo pubaBipuH 3aCTOCOBYIOTH OJHOYACHO 3 JiKapchbKMM 3acoboM Benmanar, nokiajasi
peKoMeHalii o0 BariTHOCTI, KOHTpaLemnii Ta roagyeaHHs rpyamo aue. B KXJI3, mo Mictats
pubapipuH.

4.7  3paTHicTh BIVIMBATH HAa IIBHAKICTH peakuii NpH KepyBaHHi aBTOTpancnopToM a60
po0oTi 3 iIHIHMH MeXaHi3MaMH.

Tabnetku codocOysipy Ta BennmaracBipy He BIUIMBalOTh ab0 YMHATH HE3HAYHMWH BIUIMB Ha
30aTHICTE KEPYBaTH TPAHCIIOPTHUMH 3ac00aMH Ta MpPALOBATH 3 IHIIMMH MeXaHi3MaMu.

4.8  IloGiuni peakmii.

KopoTkuit ornan npodimo 6e3nexu

Ouinka 6e3nekn codocOyBipy Ta BenmatacBipy IpyHTYeThCs Ha 00’ €JHAHMX JAHUX KIIHIYHOTO
pocnijkeHns ¢asu 3 y mnauieHtie 3 indekuicro HCV remoruny 1, 2, 3, 4, 5 a6o 6 (3
KOMIICHCOBaHUM Lpo3oM ado 6e3), skmoyatoun 1035 mamientis, ski orpumysanu codocbysip
Ta BENNaTacBip NpoTsarom 12 THxHIE.

YacTka mauieHTiB, AKi OCTATOMHO NPUIMHWIM JiKyBaHHS 4epe3 HeOaKkaHi SABWINA, CTAHOBHIA
0,2 %, a vacTka mamieHTiB, y SKMX crioctepiranucs Oyab-aki cepiiosHi HebGaxaHi sBHINA,
craHoBuna 3,2 % i3 mnauieTis, AKi oTpuMyBanu codocOyBip Ta BeimaracBip NpoTAroM
12 TiokHiB. YV KIIHIYHHX [JOCIHIUKEHHSX TOJOBHHH 6inb, YTOMIIIOBaHICTE 1 Hynota Oynu
HaHyacTiMMK (yacToTa BUNaakis > 10 %) 3apeecTpoBaHMMM HeOGaKAHUMM SBHIIAMH HA TIi
3acTocyBaHHa codocOyBipy Ta BenmartacBipy npotarom 12 Twxnis. i Ta iHmi HeGaxani sBuma
PEECTPYBANIMCA 31 CXOXKOK YaCTOTOIO Y MALIEHTIR, SIKi OTPUMYBa/IH M1aLebo, Ta y NaLieHTiB, AKi
OTpUMYyBaju codocOyBip Ta Bennaraceip.

IlanieHTH 3 IEKOMNEHCOBAHHM [UPO30M TIEYiHKH

[podins Gesneku codocOysipy Ta Benmartaceipy OUiHIOBaTM B OZHOMY BIIKPUTOMY
JOCII/KEHHI, B AKOMY MallicHTH 3 1MPo30M Kiacy B 3a knacudixauiero Yaiinna—IT ro-Typkota
oTpuMyBaiH copocbysip Ta Benmatacip nporarom 12 TikuiB (n = 90), npenapat cohocOysipy
Ta BeIaTaceipy + pubasipun nporarom 12 Tixuie (n = 87) abo codocOysip Ta Benmaracrip
nporaroM 24 iwkHiB (n=90). Taki HeGaxaHi sBuua, WO crocTepiranMcs, BiANOBiZaNM
OYiKyBaHHM KIiHIYHMM YCKJIJHCHHAM JEKOMIICHCOBAHOrO 3aXBOPIOBAHHS IEYiHKM a6o
BIIOMOMY Npo¢imo TOKCHYHOCTI pHGaBipHHY B mawieHTiB, fki oTpuMyBanu codbocbysip Ta
Be/maracBip B KoMOiHauii 3 pubaBipuHOM.

I3 87 mauienris, ski npoxoawnu nikysanus codocBGysipom Ta Benmaraceipom + pubasipun
npotarom 12 TWxHIB, 3HWKEHHs remoriobiny no Menme Hix 10 r/mn ta 8,5 r/an MIPOFATOM
MiKyBaHHs croctepiranocs B 23 % ta 7 % mnauientis Bianosimno. Yepes HeGaxaHi /ﬂB}/H.Ha
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NiKyBaHHs pHOABIpMHOM JOBENOCS MPUIMHMTH y 15 % nauientis, sAKi MPOXOAMIH JKyBaHHs
coocOyBipoM Ta BemaTacBipoM + pubaBipuH npotarom 12 THXHIB.

Onuc okpeMUX NoOIYHUX peakiii

Cepyesa apummis

Bunaziku Gpaaukapii TAKKOTO cTymeHst Ta O10Kaay ceplid crocTepiranics NpH 3acTOCyBaHHI
coocOyBipy B komOiHauii 3 iHIIUM NPOTHBIPYCHMM 3acoboM mpaMoi Aii, NpH CYIyTHBOMY
3aCTOCYBaHHI 3 aMiofapoHOM Ta/abo iHIIHMH JIIKapCbKUMH 3ac00aMH, 110 3HHKYIOTh 4acToTy
cepueOuTTS (AUB. po3ainu 4.4 Ta 4.5).

4.9 IlepenosyBaHns.

Haiibinpma 3amokymenToBaHa jgo3a codocOyBipy Ta BeNmnaTacBipy CTAHOBMIIA Pa3OBY 03y
1200 Mr Ta pasoBy mo3y 500 mMr BiamoBiaHo. Y WMX JOCTIIKEHHAX Y 340POBMX A00POBOIBLIB
’KOJHHX HECTIpUATIHBMX e(eKTiB He CrocTepiraiocs 3 TAKAMH DIBHAMHU 103H, a HeOaaHi
sBUIa Oyn¥ MoAiOHMMHM 3a YacTOTOK) BHMAJKIB i CTYNEHEM THKKOCTI O 3apEECTPOBAHHX Y
rpynax mnane6o. Edextr B pasi 611bIHX 103/€KCTO3MUILINH HEBITOMI.

CreuianbHui aHTHAOT Ha BUNAJ0K Nepe103yBaHHs JlikapebkuM 3acobom Bennanar BiacyTHii. Y
pasi mepeno3yBaHHS MalLlicHTy HeoOXiTHO nepeOyBaTH MiJl CMOCTEPEKEHHAM /I BHABIEHHA
03HaK TOKCHYHOCTI. JIiKyBaHHS Tmepedo3yBaHHS CKJIAJAcThesl i3 3aradbHHX MMIATPUMYIOUHX
3aXO0iB, IO BK/IIOYAIOTH MOHITOPHHI OCHOBHHMX ITOKA3HMKIB JKMTTEIISTBHOCTI, a TaKoX
CIIOCTEpPEXKEHHsI 3a KIIHIYHMM cTaHoM mnauieHta. [emopianiz Moxe e(eKTHBHO yCyBaTH
NepeBXHUA LIMpKyMotouni Metabomnit codocbyripy, GS-331007, i3 koediuicHTOM BHIYYEHHA
53 %. ManoiimoBipHo, mo remojiania npu3Beae 0 3HAYHOrO BHMBEICHHS BENNaTacBipy,
OCKITEKHM BEJMATacBip 3JaTeH CHIBHO 3B’ A3yBaTHCs 3 OiNKaMM MIa3MH KpOBi.

5. PAPMAKOJIOT'TYHI BJJACTUBOCTI.
5.1 ®apmaxoaunaMiuli B1aCTHBOCTI.

QapmakoTepanesTHyHa rpyna: IlpotueipycHi 3acobu npsamoi aii.
Kox ATX: He npucBoeHHuii.

MexaHi3M mif

Codocbysip — ne nanrenoruriyauii inribirop PHK-3anexxnoi PHK-nonimepasu NS5B Bipycy
rematuty C (HCV), mo € cyrreso BaxiMBor aus peniikauii Bipycy. CodocOyeip — e
HYKJEOTHIHMH TpONKApCHKHH  mperapar, SKHH INJIAE€TbCA  BHYTPIIUHBOKJIITHHHOMY
MeTaboJi3My [0 yTBOPeHHsA (HapMaKOJOTiYHO aKTHBHOTO YPHIMHAHAIOroBoro Ttpudocdary
(GS-461203), saxuit Mmoxe Bkmodatucs B PHK HCV monimepazoro NS5B i zie sk Tepminatop
cuHTe3y naHwora. GS-461203 (axTuBHuii MeTaboniT codocbyripy) He € iHriditopom nomimepas
JHK Ta PHK moaunu Ta He € inribitopom MiToxoHapiansHoi nmonimepasu PHK.

Bennatacgip — ne inribitop HCV, mimenHio sikoro € 6inok HCV NSSA, cyTTeBo BayKIMBHIA 115
pennikanii PHK ta 36upanns eipionie HCV. JlocmimkeHHS CelNeKTUBHOT Pe3MCTEHTHOCTI Ta
NEepeXpecHol PEe3MCTEHTHOCTI in Vilro BKa3ylOTh Ha Te, W0 3a CBOIM MEXaHi3MOM Jis
BENMATacBipy cripsiMoBaHa rmpoti NSS5A.

IIpoTHBipycHa aKTUBHICTh

3HayeHHs KoHueHTpauii codocOysipy Ta Benmaracsipy 3 edextusnictio 50 % (ECsy) mpotu
MOBHOPO3MIpHMX a00 XMMEpHHUX PEIUTIKOHIB, IO KOAYIOTH mociigosHocti NS5B Ta NSSA i3
naboparopHux mTaMiB, npencrasieHo B Tabmuui 4. 3nauenns ECso mns codocBysipy Ta
BENNAaTacBipy MPOTH KJIIHIYHHX 130JIATIB NpeACTaBIeHO B Ta0IuLi 5.




AKTHBHICTE codocOyBipy
1abopaTOPHUX PEIUIIKOHIB

Ta BEJNATacBipy IIPOTH

IIOBHOPO3MIPHHMX

Tabnuug 4

['eHoTumn penikona

Codocbdysip ECso, HMonB*

Bennaraceip ECso, HMomb®

la 40 0,014

1b 110 0,016

2a 50 0,005-0,016°
2b E 0,002—0,006°
3a 50 0,004

4a 40 0,009

4d H/TT 0,004

5a 15° 0,021-0,054¢
6a 14° 0,006-0,009

6e H/JT 0,130¢

abo XMMepHHX

H/I1 = Hemae maHuX.

# Cepe/iHE 3Ha4€HHS 3 JIEKIJIbKOX €KCIIEPUMEHTIB 3 OJTHMM J1a00paTOPHUM PErTiKOHOM.

® Jlnst TecTyBaHHsA BUKOPHCTOBYBANHCA CTabinbHi XHMepHi perutikonu 1b, aki necyTs renu NS5B
3 TeHOTHIIB 2b, 5a abo 6a.

¢ IlaHi 3 pi3HMUX LOTaMiB MOBHOPO3MipHHX perutikoHiB NS5A abo xuMepHHX perulikoHiB NS5A,
K1 HECYTh MTOBHOPO3MipHI reHH NSSA, 1o MicTaTh noniMopdizmu L31 abo M31.

d ITani 3 xumepnoro pentikona NS5A, skuit Hece aminokucnot NS5A 9-184.

Tabnuus 5
AxTHBHicTb codocOyBipy Ta BennaTacBipy NPOTH NMEPEXiIHHUX PeIUIiKOHIB, WO MicTATE NSSA
abo NS5B i3 k1iHIYHHX i307ATiB

Ilenmorun | Permmikonu, mo Mictare NSS5B i3 | Permnikonu, mo MicTate NSS5A i3 KIIHIYHHX
perulikoHa | KJIiHIYHHX i30JI4TiB 130714 TIB
KinekicTs Meniana ECso | KinbkicTs Mepiana ECso
KJTIHIYHUX codocOyBipy, KJTiHIYHUX BEJMaracBipy, HMOJTb
130714TIB HMOJIb 1301I4TiB (nianazoH)
(niama3oH)
la 67 62 (29-128) 23 0,019 (0,011-0,078)
1b 29 102 (45-170) 34 0,012 (0,005-0,500)
2a 15 29 (14-81) 8 0,011 (0,006—0,364)
2b H/IT H/ 16 0,002 (0,0003—-0,007)
3a 106 81 (24-181) 38 0,005 (0,002-1,871)
4a H/[ H/J 5 0,002 (0,001-0,004)
4d H/J1 H/J1 10 0,007 (0,004-0,011)
4r H/J H/J 4 0,003 (0,002-0,006)
5a H/[ H/JQ 42 0,005 (0,001-0,019)
6a H/J H/JT 26 0,007 (0,0005-0,113)
6e H/J H/J 15 0,024 (0,005-0,433)

H/J1 = Hemae naHux.

HasBricte 40 % cupoBaTKM KpoOBi Ji0JAMHM He BruMBaza Ha mnpotu-HCV  akTuBHicTh
codocOysipy, npote y 13 pasie sumkysana mpotu-HCV akTHBHICTH BenmaTacBipy oo
perutikoniB HCV renotumy la.

OuinroBanns codocOysipy B xomOiHawil 3 BenmaTacBipoM He MPOAEMOHCTPYBANO KOJHOTO
aHTAarOHICTHYHOIO BIIMBY, AKMi nonsras Ou y ckopodenHi pisie PHK HCVy kiituHax
PeIUTiKOHIB.

Pe3ucteHTHICTD

V kynemypax xnimun

Bysu inibpani pentikonu HCV 3i 3HmkeHO0 4yTuBicTio 10 codocOyBipy B KyabTypax JiiTaH

-
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INA Pi3HUX TCHOTHMIB, Y ToMy unchi 1b, 2a, 2b, 3a, 4a, 5a ta 6a. 3HMKEHa YYTIHBICTE 70
coocOygipy mos’a3zysanacs 3 nepeuHHOr0 NSS5B 3aminoro S282T y Beix BHBYEHHX I'€HOTHNAx
pennikoHie. CalT-cnipsmoBaHMi MyTareHe3 3amiuieHoro ¢parmenty S282T y pemuikoHax
reHOTHIy 1—6 NpH3BIB 10 3HMKEHHs YYTJIMBOCTI 10 codocOyripy v 2—18 pasiB Ta 3HHUIKCHHs
3[1aTHOCTI 0 perutikauii Bipycy Ha 89-99 % mopiBHAHO 3 BIJMOBIIHMM IUKHM THIIOM. Y
OioxiMiuHMX aHani3ax 3xaTHicTh akTHBHOTO TpUbochaTy codocOyripy (GS-461203) inribGysaru
pexoMbinanTHy noniMepa3y NS5B i3 renorunie 1b, 2a, 3a ta 4a, mwo ekcrnpecye 3aMillleHHS
S282T, Oyna MeHIIOW MOPIBHAHO 31 31aTHICTIO 1HriOyBaTH pekoMmGiHauTHY monimepazy NS5B
JUKOIro THIly, Ha WO BKa3yBano 8,5-24-kpaTHe 30inbmueHHs iHribyro4oi koHueHTpauii 50 %
(ICs0).

B ymoBax in vitro 6ynu BiniGpani perutikond HCV 31 3HWKEHOK YYTJIHMBICTIO [0 BeJINaTaceipy B
KynbTypax KIITHH [T Pi3HUX TEHOTHINIB, y TOMY 4uchi la, 1b, 2a, 3a, 4a, Sa Ta 6a. Bapiantamu,
BiZiOpaHMMH B ITOJIOJKEHHAX, acOLiiOBaHUX i3 pe3ucTeHTHicTIO NS5A, Oynm 24, 28, 30, 31, 32,
58, 92 ta 93. Bapiantamu, acouifioBaHnumu 3 pesucrentHicTio (BAP) ta BiniGpanumu B 2 abo
Oinbine renorunax, 6ynu F28S, L311/V ta Y93H. Caiit-cipamoBanuii MytareHes Bigomux BAP
NS5A npoaeMoHCTpyBaB, IO 3aMiHamH, fKi NHpu3BoAATE 10 > 100-KpaTHOro 3HMXKEHHS
4YTIAMBOCTI 710 Benmataceipy, Oymu M28G, A92K ta Y93H/N/R/W y renotuni la, A92K — y
regotuni 1b, C92T ta Y93H/N — y rexoruni 2b, Y93H — y resotumni 3 Ta L31V i P32A/L/Q/R —
y redotuni 6. XKoaHi okpemi 3aMiHu, BUNpoOyRaHi B reHoTHNAxX 2a, 4a abo 5a, He NPU3BOIUIH
10 > 100-kpaTHOro 3HMKEHHS YYTIHBOCTI /10 Benmnataceipy. KomOiHawii Takux BapiaHTiB yacto
JIeMOHCTpYBau Oinblle 3HUKEHHA YYTIMBOCTI 10 BeMaTacBipy, Hixk okpeMi BAP nmooauHii.

V xniniunux oocnioscenusx

Hayienmu 6e3 yupo3y ma nayieHmu i3 KOMREHCOBAHUM YUPO30M

VY o0’enqHaHoMy aHani3i JaHuX mnauieHTiB Oe3 1Mpo3y abo 3 KOMIIEHCOBaHMM LMPO30M, SKi
oTpuMyBanu codocOyBip Ta BenmaracBip npotsroM 12 THXKHIB y TMpoleci TPhOX TOCITIKEHb
¢azn 3, 12 nauientiB (2 3 redorunoM 1 ta 10 3 reHotunoM 3) BiAmoBiganu KpUTepisM s
aHali3y pe3UCTEHTHOCTI Yepe3 BiACYTHICTH Bipycojoriudoi Bigmosimi. Ille oguu mamieHTt 3
inpekuiero HCV renotuny 3 Ha BHXigHOMY piBHI OyB noeTopHo iHdikoBanuit HCV reHotumy
la 3a BiACYTHOCTI BipycoJIOri4HOI BiAnoBiAi Ta OyB BHUKIIOYEHHMH 3 aHali3y BipyCOJIOTIYHHX
AaHuMx. Y okoaHoro 3 nauientis 3 indexuiero HCV renotunie 2, 4, 5 a6o 6 He 6yno
3apeecTPOBAHO BiZICYTHOCTI BipyCOJIOTiYHOT BiMOBIII.

I3 1BOX nauieHTIB 3 iHdeKiero reHoTumy 1 i3 BiicyTHICTIO Bipyconori4Hoi BiANOBiAI B 0JHOTO
nauienta 6yB Bipyc i3 nossoro BAP NSS5A Y93N, a B inumoro nmaniedra 6ys Bipyc i3 NosBOO
BAP NS5A L311I/V Ta Y93H 3a BiacytHocTi BipycosoriyHoi Bignosigi. OGHBa NauieHTH Maau
BipycHy iHdexiito Ha puxigHoMy pieHi i3 BAP NSS5A. JXoauux BAP NS5B m0 HyKIeo3uaHHux
inribitopis (HI) y 2 mauienTis 3a BigcyTHOCTI BiAMOBIAI He criocTepiranocs.

I3 10 mauienris 3 indexuiero reHoTHITy 3 Ta BiACYTHICTIO Bipyconoriynoi Bianopiai 3mina Y93H
criocrepiranacs y Beix 10 mauieHTiB 3a BigcyrHocTi Bianosiai (y 6 nosea Y93H sinGynacs micns
NiKyBaHHs, a y 4 nauieHtiB HasBHicTh Y93H 3apeecTpoBaHa Ha BHXigHOMY piBHI Ta Ticns
nikysanns). Xommux BAP NS5B mo HI 3a Bigcyrsocri eianoiai y 10 manieHtie He
criocTepiranocs.

Hayicnmu i3 dexomneHcosanum yupo3om

Y opHomy pocnipkenHi $asu 3 y manieHTiB i3 JeKOMIEHCOBAHMM LMPO30M, AKi OTPUMYBAJIH
niKapcekui 3aci6 + pubasipun npotsrom 12 TikHIB, 3 mauientu (1 i3 Bipycom resotumny 1 Ta 2
3 BIPYCOM IeHOTHITy 3) BiNOBifaMM KPUTEPiAM [ aHANi3y Pe3UCTEHTHOCTI Yepes BiJCYTHICTH
Bipycosoriunoi Bigmosiai. V sxonHoro mauienra 3 indekuicio HCV renotuny 2 a6o 4 B rpymi
3aCTOCYBaHHs JiKapchkoro 3acoly + pubaripuH mpotarom 12 TkHiB He GYNIO 3apeecTPOBAHO
BIZICYTHOCTI BipyCOJIOTiYHOT BiAMOBii.

Y oanoro nauienTa 3 indekuieto HCV renoruny 1 ta BiacythicTio Bipyconoriusoi Bixnosini He
Oyno BAP NS5A aGo NS5B 3a BigcyTHocTi Bignosizi.

I3 nBOX mauieHTiB i3 BipycoM reHotumy 3 Ta BiACYTHiCTIO Bipyconoriysoi BiamoBigi B ogHOTrO
BinOynacs nossa BAP NS5A Y93H 3a sincyrnocri eianosizi. Ille B oHoro nauienra 6y Bipyc
i3 3amiHor0 Y93H Ha BuXiZHOMy piBHI Ta BiZCYTHICTBH BipyconoridHoi BimmoBimi, a Takox

3’ABHIMCA HM3bKI piBHI (< 5%) BAP NS5B no HIN142T Ta E237G 3a BiacyrHocri BiHHO?},&}i.
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Jlani GapMaKOKiHETHKH LBOTO nawuieHTa 0y 00yMOBJIEH] HeIOTPUMAHHAM PEKUMY JTIKYBaHHS.
VYV 1BpoMy JOCTiIKEHHI y JBOX MalieHTIB, sKi 3acTOCOBYBalIM Tpemapar nporarom 12 abo
24 TwKHIB 6e3 pubagipuHy, BiOynacs nosisa 3Mink NSSB S282T i3 vusbkum pisnem (<35 %), a
Takox L159F.

Brnnue HasBHOCTI HAa BHXiJHOMY piBHI BapiaHTiB, acouiifoBanux i3 peswcreHTHicTio HCV, Ha
pe3yJIETATH JIKYBaHHS

Tayienmu 6e3 yupo3sy ma nayieHmu i3 KOMHEHCOBAHUM YUPO30M

Bynu nposeneni ananisu a1 BuBdeHHs 38° 13Ky Misk BAP NSSA, o 6ynu HasBHI 10 BHXiHOTO
piBHSI, Ta Pe3yJILTATOM JIKYBaHHA Ul NALieHTIB 0e3 1upo3y abo 3 KOMIEHCOBAHUM LIMPO3OM Y
TpBOX KIIHIYHHX mocmimkenHsx ¢asu3 (ASTRAL-1, ASTRAL-2 Tta ASTRAL-3). I3z
1035 nauienTis, ki NpoXoawid NiKyBaHHsA codocOyBipoM/BenmaracBipoM y TPhOX KIIHIYHHMX
nocnimkerHsx dasu 3, 1023 nauientn 6ynu BrodeHi B aHaniz BAP NS5A; 7 nauienris Oynu
BHKJIIOYEHI, OCKIJILKM y HUX He OYI0 aHi JOCATHYTOT CTiiiKoT Bipyconoriynoi Binnosini (CBB12),
aHi BifcyTHocTi BipycosmoriyHoi BimmoBimi; e S nadieHTiB OymM  BHKIIOYEHI 4epe3
HEMOXKJIHBICTh CeKBeHyBaHHs reHa NSSA. B o0’egHaHOMy aHami3l AaHMX AOCHIDKEHB (asu 3
Bipyc y 380 3 1023 (37%) nauieHTiB XapakTepusyBascs HasBHicTio BAP NS5A Ha BuxigHomy
pieHi. [Mauienrtn 3 indekuiero HCV renorumy 2, 4 Ta 6 manu Bunly HaseHicTe BAP NS5A (70 %,
63 % Ta 52 % BianORiAHO) MopiBHsHO 3 nauieHTamy, indikoBanumu HCV renotuny 1 (23 %),
reHotuny 3 (16 %) ta renotuny 5 (18 %).

BAP Ha BuxizgHoMy piBHI He Maiu 3HayHoro BrumBy Ha uactory CBBI12 y mnauientip 3
indexuicto HCV renoruny 1, 2, 4, 5 ta 6, mo KopoTko BukiageHo y Tabmuui 6. Ilanienty 3
indexuieto resoruny 3 i3 BAP NS5A Y93H Ha BuxigHoMy piBHI Manu MeHury dactoty CBB12,
Hi nanicHT 6e3 3aMmiaM Y93H, nmicis 3acTocyBaHHS JIiKApChKOro 3aco0y npoTsarom 12 TinkHiB,
10 KOPOTKO BHKIaAeHo B Tabmuui 7. Y nocmimkenHi ASTRAL-3 BAP Y93H Oys susBicHuii Ha
BHXiZHOMY piBHi B 9 % nauieHTiB, sKi 3acTOCOBYBAH JiKapchKHii 3aci0.

Tabnuus 6
CBBI12 y nauienrie i3 BAP NSS5A na Buxignomy piBHi abo 6e3 3a renorunom HCV
(mocnimkenusa ASTRAL-1, ASTRAL-2 ra ASTRAL-3)
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CodocOysip Ta BennaTacsip, 12 THKHIB
Tenorun 1 I'enoTumn 3 Ienotunu 2, 4, 5 | 3aranom
abo 6
I3 Oyap-sIKUMH 88% (38 3
BAI" NSSA Ha 97% (73 3 75) 13) 100% (262 3 262) 98% (373 3 380)
BUXiIHOMY piBHI
bes BAP n
NSSA na ;g?)“ (20l g g;{;ﬁ)’ (225 31 100% (161 3161) | 99% (637 3 643)
BUXIJTHOMY piBHI

Tabmuus 7
CBBI12 y nauienTiB i3 Y93H Ha BuxigHomy piBHi Ta 0e3, rpanuuHe 3HadeHHs 1 % (momyswis
aHani3y pe3ucteHTHocTI), mocnimkerHs ASTRAL 3

CodocbOyrip Ta Benmartacsip, 12 THXHIB
Bei cy6’exTn I3 1po3om bes nupozy
(n=274) (n=80) (n=197)
3aranom 95,3 % (263 3 274) 91,3 % (73 3 80) 97,9 % (190 3 194)
95 % I 92,9-98,0 % 82,8-96.4 % 92,8-98,6 %
CBB i3 Y93H 84,0 % (21 325) 50,0 % (234) 90,5 % (193 21)
95 % 11 63,9-95,5 % 6,8%93.2 % 69,6-98.8 %
CBB 6e3 Y93H 96,4 % (242 3 249) 93,4 % (71 3 76) 98,8 % (1713 173)
95 % 1 94,3-98,9 % 85,3-97.8 % 95,9-99.9 %
BAP NS5B no HI S282T ne Oye BHABNCHHII Ha BUXIZHOMY piBHI B nocniAOBHOCTiﬁSSB y
/s
(1Get

o

o
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’KOJHOTO 3 mauieHTiB y gocmipkennsx ¢asu 3. CBB12 Oyna nocarnyra y Bcix 77 MauieHTiB, y
AKUX Ha BUXigHoMy piBHI Oymu BAP NSS5B no HI, sxmowaroun N142T, L159F, E/N237G,
C/M289L/1, L320F/1/V, V321A/I Ta S282G+V321L

IHayienmu 3 dexomnencosanum yupozom (knac B 3a knacugixayicio Yaiinoa—I1 10—-Typrxoma)
[IpoBeaeHo aHanisu Juisi BUBYEHHs 3B’s13Ky Mixk BAP NSSA, mo Oynu HasgBHI 0 BUXIAHOTO
PiBHS, Ta pe3yNbTaTOM JIKyBaHHs JUlfd [MALEHTIB i3 J€KOMIIEHCOBAHMM LIMPOZOM B OJHOMY
nocmimkenti ¢asu 3 (ASTRAL-4). 13 87 naiienTiB, siki MPOXOAMIM JIIKYBaHHS JIKapChbKUM
3acobom codocbysipy Ta Benmaraceipy + pubapipun, 85 nauienrtis Oynu BkmOYeHI B aHall3
BAP NSS5A; 2 nauient 6ynu BUKIIOUEHI, OCKINBKK Y HUX He Oyno aHi nocsruyroi CBB12, aHi
BIICYTHOCTI BipyconoriyHoi Bimmoeigi. Cepen mauieHTiB, fAKI OTpUMYBaIM JIKyBaHHA
nikapchKUM 3aco0oM codocOyBipy Ta Bennaraceipy + pubasipun npotsrom 12 twxkais, y 29 %
(25 3 85) nauienTiB Ha BUXimHOMY piBHI Oyna BipycHa iHdexuis 3 BAP NS5A: 29 % (19 3 66),
75% (334),15% (23 13) 1a 50 % (1 3 2) nauienris i3 HCV renoruny 1, 2, 3 Ta 4 BiAnoeijaHo.
CBB12 y nauienTie i3 BAP NS5A a6o 6e3 BAP NS5A Ha BUXiZHOMY piBHI B IpyIl JiKyBaHHS
coocOyBipy Ta BennaracBipy + puOaBipHH TpoTAroM 12 THXKHIB A4 IBOTO JOCHIIKEHHS
nokasano B tabnuui 8.

Tabnuus 8
CBBI12 y nauienrie i3 BAP NS5A a6o 6e3 BAP NS5A Ha BuxigHomy piesi 3a resoruniom HCV
(nocrimxenns ASTRAL-4)
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CodocOysip Ta Bennaracsip + pubasipun 12 THKHIB

["enotnn 1 I'enorun 3 T'edorunu 2 abo | 3arajiom
4

I3 Oynb-skumMua BAP
NS5A Ha BUXigHOMY
piBHi

100 % (19 3

19) 50 % (132) 100% (434) | 96 % (24 325)

bes BAP NS5A Ha

. S 98 % (46347) |91 % (10311) |100% (232) 98 % (58 3 60)
BUXIJIHOMY piBHI

V opaHoro maumieHTa 3 BipycOM IeHOTHITY 3, y sKoro Oyinu HasiBHI Ha BHXigHOMY pieHi BAP
NS5A Ta y sikoro He Oyna pocarnyra CBB12, na BuxigHoMy piBHi 6yna 3amina NS5A Y93H;
Jani hapMaKOKiHETHKM LBOTO MalieHTa Oyiu 00yMOBIIEH] HEJIOTPUMAHHSM PEXKUMY JIIKYBaHHSI.

Y TphOX MAL€HTIB y rpymi JiKyBaHHsA NiKapchKMM 3acobom codocOysipy Ta Benmataceipy +
pubasipuH nporsrom 12 TwxHIB Ha BUXinHOMY piBHi 6yiu BAP NSSB no HI (N142T i L159F),
¥ BCIX TphOX MauieHTiB Oyno nocsaruyro CBB12.

ITepexpecHa pe3uCTEHTHICTD

Hani pocniikeHe invifro BKasyloTe, wmo Oinbwicte BAP NSS5A, sxi npusBomsTe 10
PE3UCTEHTHOCTI JI0 JeliNacBipy Ta JaKiaTacBipy, 3alHINANKC YYTJIUBAMH O BeJIATACBIpy.
Bennaraceip 36epirac mOBHY aKTHBHICTH IIPOTH aCOLHHOBAHOTO i3 PE3UCTEHTHICTIO 0
codocObyripy samimenns S282T y NSS5SB, Toxi sk yei acomiiioBaHi i3 pe3MCTEHTHICTIO [0
BenmnaracBipy 3amimenHs y NSSA moBHicTio wyrnuei g0 codocOysipy. Codocbysip Ta
BeNmaTacsip OyiM NOBHICTIO aKTHBHUMH MPOTH 3aMilLEHb, aCOLIHOBAHMX i3 PE3UCTEHTHICTIO JI0
IHIIMX KJaciB MPOTHUBIPYCHMX TNipenaparie mnpsmoi aii 3 BiAMIHHMMH MexaHi3MaMH i,
HalpHKJIajl 10 HEHYKIeo3uAHHX iHribitopiB NSSB Ta inribitopis nporteasu NS3. EQexkTHBHICTS
3aCTOCYBaHHA co(ocOyBipy Ta BenNaTacBipy He OLIHIOBANM Y NAUi€HTIB, B AKHX MONEPEIHE
NiKyBaHH# 3a IHIIMMM CXEeMaMH, [0 BKIIOYany inribitop NS5A, e nano Bixnosizi.

Kniniyna edekTHRHICTD Ta He3neuHicTh

Edexrupnicte kombiHoBanoro npenapary CogocOysip/eennaracsip y TabneTkax OLiHIOBAIM B
TPBOX JOCHiKeHHAX 3 da3u 3a ywactio mauientiB i3 BI'C-indexuicro 1-6 remorunis i3
KOMIICHCOBaHUM LIMPo30M abo Ge3 Ta B oHOMY AociipkeHHI 3 (asu 3a yyacTiO MAllieHTIB i3
BI'C-indexuiero 1-6 reHOTHIIIB i3 1eKOMIEHCOBAHMM LIMPO30M, SIK MOKa3aHo B Tabmuwi 9.

Tabauus 9: locaimkenns kombinosanoro npenapary Codocdyeip/seanaracsip y

TabJeTKax 3a yuacrio nanienris i3 BI'C-indexuicro 1, 2, 3, 4, 5 a6o 6 renoruny /::: N
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PH ra PII 6e3 uupozy abo 3
KoMrieHcoBaHUM [po3oM  |SOF+RBYV npotarom 24 TkHiB (275)

i)Ioc.nimKeHHa Ilonmynsiuis I'pynu pocaipxkenns (KiabKicThb
NpPOTiKOBAHHX NALEHTIB)
, T'enorun 1, 2, 4, 5 abo 6 CodocOysip/Bennaracsip y Tabnerkax
npotaroM 12 TwxHiB (624)
fASTRAL'l PH Ta PIT Ge3 umposy a6o 3
KOMIIeHcoBaHUM Lppo3oM  |[Tnanebo mpotarom 12 Trxknis (116)
I'enorun 2 Cocdocbyrip/rennaracrip y Tabnerkax
3 npotsrom 12 TwkHie (134)
%_ASTRAL : PH Tta PII 6e3 uuposy abo 3
| KoMmreHcoBaHuM 1po3oM  [SOF+RBV npotsrom 12 TuxkHis (132)
: l'esorun 3 CodocOysip/BenmaracBip y Tabnerkax
ASTRAL-3 npotsroMm 12 twxkuis (277)

Codochysip/Bennaracsip y Tabierkax
Fatomaid, 3, 3, 4. § w6 npotsaroM 12 tuxHiB (90)
Codocbysip/senmnaTacgip y Tabnerkax

éASTRAL-A' PH a PIT i3 + pubagipuH npotaroM 12 trkHiB (87)

JCKOMIICHCOBaAHHUM

uuposom knacy B (HI1T) CodocOysip/Benmnaracsip y rabueTkax

: npotsiroM 24 tuxHis (90)
PH = panime He mikoeani nauientd; PIT = panime nponikoBaHi nauieHTH (B TOMY 4HCIi Ti, B KOTO NIKYBaHHA 3a

cxeMor merintepdepon aneda + pubaBipuH i3 nomaBaHHAM iHriditopa mporteazn BI'C abo Ge3 BUsABHIOCA
HeeeKTHBHUM)

Ho3y pubasipuny BHzHa4anu 3anexHo Big macu Tina (1000 mr va nofy B nBa mpuifomu aus
nauieHTiB i3 Macoro Tina < 75 kr ta 1200 Mr ans namieHTiB i3 Macoro Tina > 75 Kr) i BBOJUIH B
IBa TIPUHOMH y pasi 3acTocyBaHHs B KoMmOiHawii i3 codocOysipom y nocmimxeHHsx ASTRAL-2
ta ASTRAL-3 abo B kombiHnauii i3 CopocOyripom/Bennaraceipom y tabneTkax y AOCITiKEHHI
ASTRAL-4. Kopekuito no3yBaHHs puOaBipuHy 3[IiMCHIOBAaIM 3rilHO 3 peKOMEeHJALsIMH,
HaBeJEHUMH B IHCTPYKUIi /Ui MEAMYHOTO 3acTOCYBaHHsA pubaBipuHy. VY KIiHIYHHX
nocnimxennsx piHi PHK BI'C y cupoBatui kpoBi Bu3Hauanu 3a gomnomoror tecty COBAS
AmpliPrep/COBAS Tagman HCV (Bepcin 2.0) i3 HHKHBOIO MEKEIO KiTBKICHOIO BH3HAYCHHSA
(LLOQ) 15 MO/ma. Criiika Bipyconoriuna Bianosins (CBB12), Buznauena sk pisens PHK BI'C
Hikde LLOQ yepe3 12 THXHIB Mic/s BIAMIHM JNIKYBaHHA, Oylia MEPBHHHOIO KiHIIEBOIO TOYKOKO
AU BU3HAYEHHA YacTOTH BUIIIKYBaHHA BiJ BipycHoro renatury C.

Kniniuni oocnioscenns 3a yyacmio nayienmie 6e3 yuposy ma nayieHmis i3 KOMNEHCOBAHUM
YUpo3oMm

Hopocni nayicnmu, ingixoeani BI'C 1, 2, 4, 5 abo 6 cenomuny — ASTRAL-1 (0ocnioncenns 1138)
Hocnijpkennss  ASTRAL-1  Oynmo  paHgoMi3oBaHMM, MOABIMHMM  ciimuM,  Iuiauebo-
KOHTPOJILOBAHMM JIOCIi/DKEHHAM, B SKOMY OIIiHFOBaNH |2-THXKHEBE JIIKyBaHHA KOMOGIHOBaHHUM
npenapatoM CodocOysip/Bennaraceip y Tabnerkax MOpIiBHAHO 3 12-THXKHEBUM IPHIOMOM
nnaue6o B nanienris i3 BI'C-indekuiero 1, 2, 4, 5 abo 6 renotumny. [lauientis i3 BT C-indekuicto
I, 2, 4 abo 6 reHOTMNY paHAOMI3yBalM Yy BifHOmWEHHI 5:1 Ui JiKyBaHHS
Codocbysipom/BenmaraceipoM y Tabnerkax nporsarom 12 mmxuiB abo mnpuitomy mnnane6o
npotsroM 12 tiknis. [Nauientis i3 BI'C-indexuieio 5 reHOTHIy BKIIOYAIH B IpyIy JTiKYBaHHS
Cogocbysipom/BenmaracBipom y Tabnetkax. Panjpomizauiio crpatudikyBand 3a TeHOTHIIOM
BI'C (1, 2, 4, 6 Ta HeBU3HA4YEHHI1) Ta HASBHICTIO YH BiJICYTHICTIO LIMPO3Y.

Hemorpadiuni Ta nmoyaTkoBi XapaKTepHCTHKH Oy/io pIBHOMIPHO PO3MOAIIEHO MiXK IpyNnamu
nikysauHs CodocOysipom/pennaracsipom y Tabnerkax i nmaueGo. Meniana Biky ams, 740

NalnieHTiB cTaHoBMIa 56 pokie (aianaszon: Big 18 mo 82); 60 % nauientis Gynu llOﬂOBiK}@%‘H[; 9.
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% HajekamM 70 €BpomneoinHoi pacH, 9 % - 10 HerpoiaHoi; 21 % MaaM Ha BMXIIHOMY piBHI
iHgekc MacH Tina He Hipkde 30 Kr/M?; dacTku mauieHTiB i3 1, 2, 4, 5 abo 6 renorunom BI'C-
indexuii cranoeunm 53 %, 17 %, 19 %, 5 % ta 7 % BianosinHo; 69 % manu ne-CC anem IL28B
(CT abo TT); 74% wmanu nouarkosi pisai PHK BI'C 800 000 MO/mn; 19 % crpaxianu Ha
KOMITEHCOBaHM LMpo3; 1 32 % paHile BKe OTPUMYBAJIH JIKyBaHH:.

Y Tabauui 10 npeacrasierno CBB12 aast nocnimwkenns ASTRAL-1 3a renotunamu BI'C. ¥V
’KOJIHOTO manieHTa B rpymni nnauebo He 6yno nocaruyro CBB12.

Ta6nauus 10. CBB12 y gociigxkenni ASTRAL-1 3a renorunom BI'C

CodocoOysip/BennaTacsip y Tadaerkax nporsiroMm 12 TukHi (n = 624)
i Ycboro I'T-1 I'T-2 I'T-4 I'T-5 I'T-6
®cil'T) IrT.1a  I'T-1b  [Yeworo

| (n=104) (n=116) (n= |(n=
(n=624) (n = 210) |(n = 118) |(n = 328) i
99%  198%  [99%  [98%  [100%  [100%  [97% |100%

ECBB12

(618/624)1(206/210){(117/118)](323/328)(104/104)|(116/116) [(34/35) |(41/41)

éPeayﬂbram B nanienTie 6e3 CBB12

EBincyrHiCTb
Bipycosoriusoi [0/624  |0/210 0/118 0/328 0/104 0/116 0/35 |0/41
BiAMOBIL

<1%  <1% (1% 1%
Permauns® 0/104 0/116 0/35  [0/41
(2/623)  |(1/209) ((1/118) [(2/327)
; 1% 1% 1% 3%
Tami® 0/118 0/104  10/116 0/41
| (4/624)  |(3/210) (3/328) (1/35)

I'T = resorun

# Mipoto U1 pelHIMBY € KinbkicTs mauieHTiB i3 pisHamMu PHK BI'C < LLOQ Ha MOMEHT OCTaHHBOTO OLIIHIOBAHHS
i 4ac JIIKYBaHHA.

bITo immmx pigHeceHo mauieHTir, y AkHX He 6yno nocarmyto CBB12, Ta aAki He 33I0BONEHAIOTE KPHTEPiAM
BIZICYTHOCTI BipycoJioriuHol Bianosii.

Hopocni nayienmu, ingixosani BI'C 2 zenomuny — ASTRAL-2 (0ocnioxcenns 1139)
Hocnixkenns ASTRAL-2 Oyno paHOOMi3oBaHMM BIIKPUTHM JOCHIIKEHHAM, B SKOMY
OLiHIOBa/IM 12-TwKHeBe NiKyBaHHs KOoMOiHoBaHuMM npenapatom CodocOysip/BenmaracBip y
Tabnerkax TOpPIiBHAHO 3 12-TWKHEBMM INiKyBaHHSM 3a cxemor SOF+RBV (codocOyrip +
pubaBipun) y mnauientie i3 BI'C-indexuietro 2 renorumy. IlauieHTtiB panmomisyBamu y
sigHomenni 1:1 mna nikysanusa CodocOysipom/Bennaraceipom y TtabneTkax mnpotsroMm 12
THKHIB abo nmikyBaHHA 3a cxemorw SOF+HBV mnporsrom 12 TtwkHis. Panmomizaiito
cTpaTtH(iKyBany 3a HaABHICTIO a00 BIACYTHICTIO LIMPO3Y Ta MONEPEeAHIM JIiKyBaHHAM (paHilie He
TIKOBaHI Ta paHille NpoiKoBaHi).

Hemorpadiuni Ta noyaTKoBi XapakTepHCTHKH Oyno pPIBHOMIPHO po3NOJiNeHO MDK [BOMA
rpynamMu JiKyBaHHA. MeniaHa BiKy ans 266 naiieHTiB ctaHoBHIa 58 pokis (miamasoH: Bix 23 1o
81); 59 % nauienrie 6ynu yonosikamu; 88 % Hamexanu 1o esponeoigHol pacu, 7 % - 10
HerpoinHoi; 33 % Manu Ha BUXiTHOMY PiBHi iHjekc Macu Tina He Hmkde 30 kr/M?; 62 % Manu
He-CC aneni IL28B (CT ao TT); 80 % mamu nouarkosi pisai PHK BI'C 800 000 MO/mui; 14 %
CTpakJa/l¥ Ha KOMNEHCOBaHuUil Mpo3; i 15 % paniiue B:Ke OTPUMYBAIH NIKYBaHHs.
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V Tabmuui 11 npeacrasneno CBB12 nnsa nocnimkenns ASTRAL-2.

Tabanus 11. CBB12 y nocaigxenni ASTRAL-2 (BI'C 2 renoruny)

Codocoyeip/seanaracsip SOF+RBV
y TabJeTkax
12 THzKHIB
12 THKHIB
(n=132)
(n=134)
?CBBIZ 99 % (133/134) 94 % (124/132)
éPE3leBTaTH B nauieHTie 6ez CBB12
Bincyrnicts 0/134 0/132
BipycOJIOrivHOT BiANOBIAi
T Jac JTKyBaHHS
Peuuup® 0/133 5 % (6/132)
Trmi® 1 % (1/134) 2 % (2/132)

a Miporo a1 penMaMBy € KinbkicTs nanienTie i3 pienamu PHK BI'C < LLOQ Ha MOMEHT OCTaHHBOTO OLIHFOBaHHSA
I 9ac NiKyBaHHA.

b Mo iHmmx BifHeceHO mauieHTiB, y Akux He Gyno mocsrHyro CBB12, Ta sKi He 3aM0BONBHSIOTE KPHTEPIiAM
BiZICYTHOCTI BipycoJlorigHol BIATOBII.

byno mnoxasano craructuuHo 3Hauymy (p = 0,018) mnepeBary nikyBaHHs KOMOIHOBaHHM
npenaparoM CodocOysip/Bennaraceip y Ttabnerkax nporsarom 12 THXHIB TOpIBHAHO 3
NiKyBaHHAM 3a cxeMolo SOF+RBV npotsirom 12 TikHIB (pi3HHLIA MiXk rpynamMu JiKyBaHHS +5,2
%; 95 % nosipuwnii intepean: Bix +0,2 % mo +10,3 %).

Hopocni nayienmu, ingixoeani BI'C 3 zenomuny — ASTRAL-3 (0ocnioscenns 1140)
Hocnimxennas ASTRAL-3 6yno paHaOMi30BaHMM BiJIKPUTHM JOCHIJKEHHSM, B SKOMY
OLiHIOBaNM 12-TkHeBe NiKyBaHHs KomOiHoBaHuM npemnapatoM CodocOyBip/Benmaracsip y
TabneTkax MOpPIBHAHO 3 24-TIDKHEBMM IiKyBaHHAM 3a cxemoro SOF+RBV (codocOyrip +
pubasipun) y mnauientie i3 BI'C-indekuiero 3 renorumy. [lauientie pangomisyBanu y
BigHomenHi 1:1 nns nikyBanus CodocOyeipom/Benmaracsipom y Tabnerkax mnporsrom 12
THXKHIB abo nikyBaHHA 3a cxemMorwo SOF+RBV mporsrom 24 TkHiB. Panmomiszalito
crpatu(iKyBanu 3a HasBHICTIO ab0 BiJCYTHICTIO LIHPO3Y Ta IOMEPEJHBOIO JIKYBaHHs (paHile
He JIIKOBaHi Ta paHile MpoTiKOBaHi).

Jlemorpadiyni Ta Mo4yaTKoBi XapaKTEPUCTHKM Oy/io pPIBHOMIPHO pO3NOJiNEHO MiX JBOMa
rpynamu JikyBaHHa. MejiaHa Biky At 552 nauieHTie craHoBuaa 52 poku (niamason: Bim 19 o
76); 62 % nauientis Oynu yonoikammu; 89 % Hamexkanum A0 €BpomneoigHoi pacH, 9 % mo
MOHroJ0iiHo1, a 1 % - no nerpoigHoi; 20 % Maiu Ha BUXiZHOMY piBHI IHAEKC MacH Tina He
umwkye 30 kr/m?; 61 % manu He-CC aneni IL28B (CT ato TT); 70 % manu novarkosi pieni PHK
BI'C 800 000 MO/mn; 30 % cTpaxkaamu Ha KOMIIEHCOBaHWil Lmpos; i 26 % panilme Bixke
OTPUMYBAaJIHU JIIKYBaHHS.

¥V Tabmuui 12 npencrarneno CBB12 ans mocnimkenns ASTRAL-3.

Ta6auus 12. CBB12 y nocaixxenni ASTRAL-3 (BI'C 3 renorumy)

Codocodysip/Besmaracsip iSOF+RBV
y TabaeTkax I




12 TH:KHIB

(n=277) -

'CBBI12

95 % (264/277)

24 THxkHI

(n = 275)

80 % (221/275)

Pesynbratu B nauiexris 6e3 CBB12

;Bi,ucyTHicrb 0/277 <1 % (1/275)
BIPYCOJIOTIYHOT BiAMOBIAI

I1iJ1 9ac JIKyBaHHs

Peunmus? |4 % (11/276) 14 % (38/272)
Tami® 1% (2/277) 5 % (15/275)

a Miporo 11 peuuanBy € Kinbkicts nagieTie i3 pieaamu PHK BI'C < LLOQ Ha MOMEHT OCTAHHBOI'O OLLIHIOBaHHsA

i 9ac JiKyBaHHA.

b Mo iHwmMx BigHeceHo nauieHTiB, y skux He Oyno gocarayto CBB12, Ta ski He 3a[0BOJBHSAIOTH KPUTEpPisM
BiCyTHOCTI BipycomNOriYHOl BiTNOBii.

byno nokaszano cratuctuyHo 3Hauymy (p < 0,001) mepepary nikyBaHHsA KOMOiHOBaHMM

npenapaToM

Codocbysip/Benmnaraceip y TabneTkax

npotsroM 12 THXKHIB TOPIBHAHO 3

nikyBaHHAM 3a cxemor SOF+RBYV nporsarom 24 THXHIB (Pi3HMUA MiX IpynaMu JiKyBaHHs
+14,8 %; 95 % nosipuunii inTepsan: Bix +9,6 % no +20,0 %).

CBBI12 nns BuGpanux niarpyn npeacraeaeHo B Tabmuui 13.

Ta6nauusa 13: CBB12 nas eu6panux niarpyn y gociaimxedni ASTRAL-3 (BI'C 3 renoTuny)

Codocdysip/Bennaracsip y SOF+RBY nporsirom 24 THxkHiB?
TabaeTkax nporsirom 12

THIKHIB

%CBB12 Panime He Panime Panime He Panime

NiKOBaHI NpoJiKOBaHi  |TiKOBaHi MpOJIiKOBaHi

| (n=206) (n=71) (n=201) (n=69)

Bes nuposy 98% (160/163) [91% (31/34) 90% (141/156) |71% (22/31)

I3 1Upo3oM 93% (40/43)  |89% (33/37)  173% (33/45)  [58% (22/38)

a IT’ATe nauieHTIB i3 HEBINOMHM CTATYCOM ILIOJO LMPO3Y B rpymi JikyBanHs SOF+RBV npotsrom 24 THKHIB He
Oy/10 BKJIIOYEHO B Liei aHamis.

Kniniuni docnioocenna 3a ywacmio nayienmie i3 dexomnencoeanum yuopozom — ASTRAL-4
(Oocnioocenns 1137)
Hocnimxenns ASTRAL-4 Oyno paHIOMi30BaHHM BIJKPHTHM JOCHI/KEHHSAM 3a YYacTiO
nauientis i3 BI'C-indexuieto 1, 2, 3, 4, 5, abo 6 reHoruny Ta uuposom kiacy B 3a Yaiinsgom-
[T'w-Typkorom (YIIT). Ilauientie panpomizyeanu y BigHowenHi 1:1:1 gns JikyBaHHSA
Codocbysipom/BenmnaracBipom
CodocOysipom/sennaracBipom y Ttabnerkax Ta pubaBipuHoM mnpoTsrom 12 THKHIB aGo
Codocbysipom/BennartacBipom
crpatudikysany 3a redotunom BI'C (1, 2, 3, 4, 5, 6 a0 HeBH3HAYEHMUIA).

y TabneTKax

y Tabnerkax

nporsrom 24

MPOTATOM

12

THIKHIB.

THAKHIB,

Panpomizaiiro

Hemorpagidni Ta no4aTKoBi XapaKTEPHCTHKH OyI0 pPIBHOMIPHO PO3MOAIIEHO MK TIpynaMu
niKyBaHHs. Meziana Biky nns 267 narieHTiB ctaHoBuna 59 pokie (nianazon: Big 40 go 73); 70 %
nauientie Oynu yonosikamu; 90 % Hanexxanu 10 eBporneoifHoi pacu, 6 % 10 HerpoigHoi; 42 %

MaJIH Ha BHXIAHOMY piBHI iHAEKC MacH Tina He Huskue 30 kr/m?. YacTku nauieHtis i3 L,
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aGo 6 renoruniom BI'C cranosumu 78 %, 4 %, 15 %, 3 % 1 <1 % (1 nauieHt) BianosigHo. Y
JociikeHHi He Opano yuacts koxnoro mnauieHta 3 BI'C-indexuiero 5 renotumy. 76 %
nauicuris Mamu He-CC aneni 1IL28B (CT abo TT); y 56 % euxigni pieni PHK BI'C 800 000
MO/Mn, 55 % panime Bxe oTpuMyBany aikysauns; 90 % i 95 % crpaxpani Ha 1Mpo3 Kiacy B
(YIIT) i Manu OUIHKY 32 MOJEJUIIO Ui KIHLIEBOI cTajil 3axBoproBaHHs nevinky (ingexc MELD)
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< 15 Ha BUXiTHOMY piBHI BiIOBIIHO.

V Tabauui 14 npeacrasneno CBB12 pns pocnimxenns ASTRAL-4 za renorunamu BI'C.

Ta6auus 14: CBB12 y nocaipxenni ASTRAL-4 3a resorunom BI'C

Codocoysip/senmnaraceip |[CodocOysip/sennaracsip |Codocbypip/Bennaracsi
y TabjeTKkax y TaGjeTkax + pubaBipun |p y Tabaerkax
nporsarom 12 TuzkHIB nporsirom 12 THKHIB nporsiroM 24 THXKHIB

: (n=90) (n=287) (n=90)

Yeworo (83 % (75/90) 94 % (82/87) 86 % (77/90)

CBBI12

Tenorun (88 % (60/68) 96 % (65/68) 92 % (65/71)

i1

Tenorun (88 % (44/50) 94 % (51/54) 93 % (51/55)

1a

EPEHOTHH 89 % (16/18) 100 % (14/14) 88 % (14/16)

1b

Tenotun |50 % (7/14) 85 % (11/13) 50 % (6/12)

3

;Feﬂonm 100 % (8/8)* 100 % (6/6)° 86 % (6/7)°

2,4 a6o 6

an=4 nsi redotuny 2 i n =4 s reHoTHITY 4.
b n =4 ona redotuny 2 i n =2 oA reHoTHny 4.
¢ n =4 i reHoTuny 2, n = 2 s reHotiry 4 i n = 1 s reHoTHImy 6.

¥V Tabnuui 15 npeacrapieHo Bipyconoriuxi pe3ynsrati Ans naiienTis i3 BI'C-indexuiero 1 abo
3 reHotuny y pocnimxenHi ASTRAL-4.
V sxonHoro 3 nauienTis i3 BI'C-indexkuieto 2, 4 abo 6 reHOTHNy He COCTEPIraaocs BiACYTHOCTI
BipyCOJIOTi4HOT BiIMOBI .

Tabauns 15. Bipycoaoriuni pesyabrarh aas nauieHTis i3 BI'C-indexuieto 1 abo 3
resoTuny B gociaigxkenni ASTRAL-4

y Tab1eTkax

nporarom 12 THXKHIB

Codocdysip/Bennaracip

Codocoysip/Benaracsip
y TaljieTkax +
pubaBipun

npotsirom 12 THXKHIB

Codocodysip/sernaracsip
y Tad1eTKax

NpoTAroM 24 THKHIB

BincytHicTs BipyconoriuHoi BiAMoBiai (peruauB Ta HeeheKTHBHICTE il Yac JTiKyBaHH:)

Tenorun |7 % (5/68) 1% (1/68) 14 % (3/71)

1

Tenorun |6 % (3/50) 2 % (1/54) 4 % (2/55)

1a Wl
(JFe,

i

N
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Tenornn |11 % (2/18) ) 0% (0/14) 6 % (1/16)
1b E

Tenorun 343 % (6/14) 15 % (2%/13) 142 % (5%/12)
Tnmid |5 % (4/82) 2% (2/81) 5% (4/83)

a ¥ xozHoro 3 nauieTis i3 Bl C-indekiieio 1 reHOTHITY He CrIOCTepiraiocs BiJICYTHOCTI BipyconoriuHoi BiANoBizi

IiJ1 4ac JiKYBaHHA.

b B 0aHOro NawieHTa mij Yac NiKyBaHH CTOCTepiranacs BifCyTHICTb BIpYCONOTiuHOT BiANOBiAi; PapMakoKiHETHYHI

[aHi LBOTO TIALLIEHTA CBIYaTE PO HEAOTPHMAHHA PEXKHMY iKY BaHHS.
¢ B 0HOIO MAL{i€HTa THJ Hac JTiKyBaHHs CMOCTEpiranacs BiACYTHICTE BipycoJIOriuHoi BiINoBizi.

d Jlo iHmmx BigHeceHo nauieHTis, y Axux He 6yno aocarnyto CBB12, Ta AKi He 3a10BONHAIOTE KPHTEPIAM

BIZICYTHOCTI BipyconoriuHoi Bianosizi.
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3MiHH TIOK43HHKIB 2a cUCTeMOIO oliHioBaHHa Yainbna-IT'to-Typkora (UIIT) y mauientis i3

CBB12 y pocnimxenni ASTRAL-4 (Bci 3 cxemu sikyBaHHs) okasaHo B Tabnuui 16.

Ta6muus 16: 3minn nokaszHuKIB 32 cucreMolo oninoBanHs YIIT Bix BuxigHoro pisus 10
THukHIB 12 i 24 nicas 3akinyenns JikyBaHHs B nauiedris i3 CBB12, nocainxenns

ASTRAL-4

_ Ansbymin (Binipy6in MHB Acuut 'Enuecpa.ﬂonariﬁ
ETHH{,}IBHB 12 micas aikysanus (N = 236), % (n/N)

3uKeHHA OUIHKE [345%  |17.9%  22%  |7.9% !
(noxpamennr)  |79229) |(41/229) |(5/229)  |(18/229) |27 (12229
Bes amin 603%  [164%  [965%  [89.1% o\ g, o
(138229) (175/229) |(221/229) |204/229)(7137° (209/229)
éHiﬂBI/ImeHHH

" 5.2% 5.7% 1.3% 3.1%

OLLIHKH 3.5% (8/229)
(noriptmesss) (12/229)  1(13/229) ((3/229)  [(7/229)

‘Ouinka BiIcyTHs 7 q 7 i "
ijRneHb 24 micas aikyeanus (N = 236), % (n/N)

EH“*‘EHH’I OLIHKH 39 4% 16.4% 2.3% 15.0% "
(nokpamennn)  |(842213) |(35213) ((5R213)  |32/213) | *70 (2021
Be3 awin 540%  180.8%  |94.8%  [81.2% .

(115/213) |(172/213) {(202/213) {(173/213) 88.3% (188/213)
EHi,ILBIfI[IIeHHH

e 6.6% 2.8% 2.8% 3.8%

(OLLIHKH 2.3% (5/213)
|(noripmens) (14/213)  (6/213) (6/213) (8/213)

EOuiHKa BIJICYTHA 23 I 23 ] 23 23 23

TIpumiTka. YacToTa acluTy Ha BHXiZIHOMY pieHi Gyia Takoro: 20 % - BigcyTHif, 77 % - IerKHi/MOMIpHOT TAKKOCTI,

3 % - TAKKMIA.

YacroTa ennedanonarii Ha BUXiTHOMY pieHi 6yna Takoio: 38 % - BincyTHs, 62 % - 1 abo 2 cTyneHs TSKKOCTI.

Iediampuuna nonynayis
€BporielicbKe areHTCTBO 3 JIKapCchKHX 3aco0iB  Hajano BiACTPOYEHHS U8 BHKOHAHHA

3000B’sA3aHHA [OJATH pPE3YNbTaTH JIOCHIKEHb JIIKapChbKOIro
BenmaracBipy B ofHiii abo JeKiNBKOX MiArpymax mneiaTpu4Hoi momnyasiuii npH JiiKyBaHHI
xpoHiyHoro rematuty C (auB. po3nin 4.2 mns oTpuMaHHs iHGOpMallii MO0 3acTOCYBaHHA

neJiaTpUYHUM MalieHTam).
Hayienmu nimuvo20 6ixy

3acoly

codocOyBipy Ta



Kniniuni  gocnmimkenns nikapebkoro 3acofy codocOyBipy Ta BenmaTacBipy BKIHOYAan
156 nauicnris Bikom Bix 65 (12 % 3aranbHol KiJbKOCTI MALEHTIB Y KIIHIYHUX JOCTIIKEHHIX
thazu 3). Yacrora BigmoBixi, o0 crocTepiranacst y mauieHTiB BikoM > 65 pokiB, Oyia Takoo
CaMol0, K 1 y NalLicHTIB BIKOM < 65 poKIB B ycix rpynax JiKyBaHHS.

5.2 ®apmakoKiHeTHYHI BJIACTHBOCTI.

AbcopOuis

®apmaxokineTHyHi Bractusocti codocbysipy, GS-331007 i Bennaracipy oOLiHIOBajaMCA B
300pPOBHX JOpOCIMX JA0OpOBONBIIB Ta Yy MallieHTiB i3 Xxponiynum renatutom C. [ITicns
nepopanbHoro npuioMmy Jnikapcekoro 3aco®y codocOyeipy Ta BenmaracBipy codocbysip
IIBHMIKO abcopOyBagcs, a Me/liaHHa MIKOBA KOHLIEHTPALLis B I71a3Mi KpOBi criocrepiraiacs yepes
1 ropuny nicnsa npuiomy. MenianHa nikoBa KoHueHTpauis B miasmi GS-331007 crioctepiranacs
Yepe3 3 roAMHH Micns npuitoMy. MeniaHHa MikoBa KOHLEHTpaLlis BeNaTacBipy crocrepiranacs
yepes 3 roJAUHH Mics MPUHIAOMY.

Ha ocHoBi ananisy dapmakokinetuku B momynsauii mamientis 3 indexuicto HCV cepenne
3HaYeHHd Mol NiJ (HapMaKOKiHETHYHOIO KPUBOK B piBHOBaxHOMY ctaHi (AUCq.24) s
copocOyipy (n=982), GS-331007 (n=1428) ta Benmaraceipy (n= 1425) cranosuno 1260,
13970 Ta 2970 nreroa/mn BignosinHo. 3HayeHHst Crax B PIBHOBa)KHOMY cTaHi 11s codocOysipy,
GS-331007 Ta pennaracBipy craHoBuio 566, 868 Ta 259 ur/ma sinnopigno. 3uauendns AUC .24
Ta Cmax 1nma codocOyBipy Ta GS-331007 OynM ONHAKOBMMM Y 3J0POBHX JOPOC/IHX
nobposonbliB Ta mauientie i3 HCV. IlopiBHsHO 31 3m0poBuMH noGposoibisamu (n = 331),
3HayeHHA AUCo.24 Ta Cimax 10151 BeNMaTacripy Oynu Hipkve BianosigHo Ha 37 % Ta 41 % y HCV-
iH(}iKOBaHHMX Mali€HTIB.

Bnnue esicusanna ixci

ITopiBHSHO 13 3acTOCYBaHHSM HaTIe, 3aCTOCYBAHHS pa30BOi J03M JIKapCchbKOro 3acoly
cotocOyBipy Ta Benmaraceipy 3 Dxkero i3 cepeaniM BMicToM xkupy (~600 kkan, 30 % xupy) abo
BUCOKMM BMicToM xupy (~800 kkan, 50 % xupy) npuzsoauno ao miaeuimenns ua 34 % i 21 %
BianoriaHo 3HayeHHs AUCo.nf Ta Ha 31 % i 5 % BianoBigHo 3HaUeHHS Cmax 1A BEJINIATACBIPY.
Cepenniit abo Bucokuit BMicT xupy B ixi migeunryBas 3HadeHHs AUC.inr codocOyeipy Ha 60 %
Ta 78 % BIAMOBIAHO, aNe CyTTEBO He BIUIMBAB Ha 3HaueHHs Cmax codocbyripy. Cepenniii abo
BHMCOKHMI1 BMicT xkHpy B ki He 3miHroaB 3HaueHHs AUCq.ins GS-331007, ane nmpu3BOaMB 10
3MeHIIeHHs Ha 25 % Ta 37 % BignoizHo 3HayeHHA Cmax. YacToTa BIAMOBIAI B TOCHIIKEHHSIX
¢asu 3 6yna oxnakoBoro y HCV-iHdikoBaHMX mauieHTiB, sKi OTpuUMyBanu JikapchKHid 3aci6
coocOyBipy Ta BenmaTacBipy He3aNexHO Bif BxuBaHHA Dki. OTke, JiKapchKuii 3aci6
BEJITTAHAT mosKHa 3aCTOCOBYBaTH HE3aJIEXKHO BiJ BXKMBaHHS TKi.

Posnoain

Codocbyrip npubmmsno Ha 61-65 % 3B’s3yeTbes 3 OULIKAMH IJIa3MH  KPOBi  JIFOJMHM,
3B’A3yBaHHA HE 3aJIEKUTh BiJl KOHLEHTpALil Mpenapary B Aianazoni 1 - 20 mxr/mu. 3B’ s3yBaHHs
GS-331007 3 6inkamu nuoasMu KpoBi MoauHH Oy1o MiHiMansHuM. I[licns pasosoro mpuiiomy
3n0poBuMH oGpoBonbiMu 400 Mr [“Cl-codocbysipy cnissinomenns ['*C]-pagioaxTuBHmX
CMOJIYK Y KPOBI Ta Mia3Mi cTaHOBHIIO NpubauzHo 0,7.

Bennaracgip Ha > 99,5 % 3B’A3yerbcs 3 GinKamu MmiasMu KpoBi JIOAMHH, i 3B’A3yBaHHA He
3aJIeXKHTh BiJl KOHLEHTpalil npenaparty B Aiamaszoni 0,09 —1,8 mxr/mi. Ilicas pasosoro npuitomy
3/I0pPOBHUMH JOpOCiuMH Jo0poBonbisiMu 100 mr ['“Cl-sennartacripy cmipinnomenns ['C]-
PaioaKTHBHMX CIIOJYK Y KPOBi Ta r1asMi cranosmiio Bix 0,52 a0 0,67.

bioTpancopmaitis

Codocbyrip akTHBHO MeTabomi3yeTbess B TediHI, yTBOpIOKOYM (apMaKoNOriUHO AKTHBHHI
HyK/Ieo3uaHui ananor tpudochar GS-461203. IHlnsx meraGoniyHOi aKTHMBALii BKIIOUYAE
TOCTIOBHMI Tifponi3 ¢dparmMeHTa Mosekynu edipy KapOGOHOBOT KHCIOTH, KaTasli30BaHHil
karericiHoM moguHn A (CatA) abo xapGokcunecrepazoro 1 (CES1), Ta posmenieHHs
dochopaminary Hykneotmnss'ssylounm 6Oinkom 1 i3 rictmamnosumu tpiamamm (HINTI1) i3
nojanbwow  pochopunanicio  muAXom  OiOCHMHTE3Y  MIPUMIAMHOBOTO — HyKJEOTHY.
Hedochopumiosats MPUBOIUTE 10 YTBOPEHHS HyKJIeo3uaHoro metabonity GS-331007, skuit
He nianacTbes eGekTHBHOMY 3BOpOTHOMY (POCHOPHITIOBAHHIO Ta AKOMY Gpakye il HpOTI;l"'j"I(;Y
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in vitro. CoocBysip Ta GS-331007 He € cyGerparamu abo inriGitopamm depmentie UGT1A]
abo CYP3A4, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 ta CYP2D6. ITicia pasosoro
npuiiomy ["*C]-codocGysipy B m03i 400 Mr ma GS-331007 npumagano npubmmsho > 90 %
3arajabHOI CUCTEMHOI eKCIIO3ULI.

Benmaracsip € cy6erpatom CYP2B6, CYP2C8 ta CYP3A4 i3 noinbHuM obminoM. Ilicns
pasoeoro npuiiomy ['*C]-Bennaracsipy y mosi 100 mr Ginemicts (> 98 %) pamioakTHBHMX
CMONYK B Ia3Mi Npunajgana Ha BHXiAHMWIA npenapar. MetaboniTaMu, BU3HAYEHHMH B IUIa3Mi
KPOBi Mo/ MHHM, Oy MOHOTIAPOKCHIBHI Ta JeMeTHILOBaHI Moxiani Benmaraceipy. Hesminenuii
BEJINATACBIP € OCHOBHOK CIOJIYKOFO, IO BUAIAETHCS 3 KaJOM.

BupeneHHs

ITicna pasosoro mepopansHoro mpuiiomy [“Cl-coboc6ysipy y no3i 400 Mr cepenne 3araibHe
BuBeseHHs ['“C]-pagioakTHBHUX crioyk cTaHOBMIO Ginbime 92 %: npubnusuo 80 %, 14 % Ta
2,5% BHBe/IEHHA 13 cevel0, KaJloM Ta BHAMXYBAHMM MOBITPAM BifnoBinxo. OCHOBHA YacTHHA
1034 codocOyBipy, o BUBOAMNIACS i3 ceuero, Gyna y dopmi GS-331007 (78 %), Toxi sk 3,5 %
BUBOIMIOCE y BUrIsAi codocOysipy. Taki naHi BKasyloThb Ha Te, W0 HUPKOBHH KIipeHC €
OCHOBHUM MIISXOM BHBeAeHHs GS-331007. Meniannuii TepMinansHui nepio/] HalliBBUBEACHHS
copocOysipy Ta GS-331007 micna npuiiomy nikapeekoro 3acoby codocbysipy Ta BenmaTacBipy
craHoBuB 0,5 Ta 25 roguH BIANOBIAHO.

ITicns opHopasoBoro nepopanbHoro mpuifomy ['*C]-sennaraceipy y mosi 100 mr cepenne
3arajbHe BuBeAeHH: [ *C]-paioak TMBHMX CHIONYK CTaHOBHIO 95 Y%: npubauzHo 94 % T1a 0,4 %
BHBE/ICHHS 3 KaJlloM Ta ceyelo Bianosigno. Heaminenuii Besmartacsip 6yB OCHOBHOKO CIIOIYKOIO Y
CKIIa[i Kamy i CTaHOBMB y cepemHsoMy 77 % NpUHHATOI J03M; MOHOTIAPOKCHIBOBAHHI
BeJNaTacBip CTaHOBUB 5.9 % Ta nemerTwnboBaHuWii Benmatacsip cranosue 3,0 %. Lli gawi
BKasylOThb Ha Te, L0 EKCKpelif BHMXiJHOrO MpemnapaTry 3 >XOBYIO Oy/a TOJOBHHM IIIISXOM
BUBEICHHs Be/martacsipy. Menianuuit TepMiHaJbHHH INepioj HamiBBUBEIEHHs BEJIIATACBIpY
nicnis npuiomy nikapcbkoro 3acofy  codocOyBipy Ta BenmaTacBipy CTaHOBHB TpPHOTHM3HO
15 roauH.

JliHifHiCTE/HeMiHIHHiCTh

3nauenns AUC penmaracBipy 3pocTae Mmaiike nponopuiiiHo m03i B giamasoni go3 25-150 mr.
3nayenns AUC codocGysipy Ta GS-331007 maiike nponopuiiini 1o3am y gianmasoni 03 200—
1200 mr.

IloTeHuilina B3aemonis in vitro Mix nikapebkumu 3acobamu codocOysipy/sennaracipy
Codocbyeip i Benmaracsip € cyberpaTamu npenapariB-TpaHcropTepis P-rmikonporteiny Ta
NPOTEIHY PE3UCTEHTHOCTI paky MonouHoi 3anozu (BCRP), a GS-331007 He € Takum
cyGcerpatom. Bennaracsip Takoxk € cy6erpatom OATP1B. B ymoBax in vitro criocrepirascs
TNOBLIbHUMI MeTaboniynuit 06Min BennaTacBipy isodepmentamu CYP2B6, CYP2C8 ta CYP3A4.
Bennaracsip € inriGitopom Tpancmoprepie P-raikonporeiny, BCRP, OATP1B1 ta OATPIB3,
OT’K€, HOro y4acTh Y IiKapchKifi B3a€MOIii 3 TAKHMH TpaHCTIOPTEPAMH B OCHOBHOMY
oOMeKyeThest npouecom abeopbuii. [Ipu KIiHIYHO 3HAYMMMX KOHUEHTPANisSX Y IIasMi Kposi
BE/IMATAcBip HE € iHriGiTOpOM TNEYiHKOBMX TPAHCIOPTEpiB: MOMIH, WO €KCHOPTYE JKOBYHI
kucnotu (BSEP), Ginka-koTpancnoprepa Hatpiii-raypoxonaty (NTCP), OATP2B1, OATP1A2
abo Ttpancrioprepa opraniunux katioHie (OCT) 1; mupkoux Tpancroprepis: OCT2, OATI,
OATS3, mpoteiny, 1o MOB’A3yeThes 3 MHOKHHHOIO JIKAapChKOIO pesucTenTHicTio, 2 (MRP2) abo
MPOTEIHY MHOMXKHHHOI pe3MCTEeHTHOCTI Ta BHBeAeHHs TokcuHiB (MATE) 1, a Takox
i3ogepmenti CYP uu pepmentie ypunun rmokyponosuntparchepasu (UGT) 1A1.
Coocbysip Ta GS-331007 ue e inribitopamu Tpancnoprepis P-riikonporeiny, BCRP, MRP2,
BSEP, OATP1B1, OATP1B3 ta OCT1. GS-331007 e € iuri6itopom OAT1, OCT2 ta MATE].
DapmakoKiHETHKA B OKPEMUX MONYJISALIAX

Pacoea npunanesicricms i cmame

JKoaHux KliHiYHO 3HayymMX (apMakoOKiHETMYHMX BiAMiHHOCTEll BiAMOBIAHO 10 pacosoi

NPHHANCKHOCTI | cTari mauienta ne Gyno BusBiaeHo ana codocOyeipy, GS-331007 abo
BEJIIIATacBipy.

Hayienmu nimuvozo eixy s
AHani3 (apmMaKkoKiHeTHKH B MOmy/uii nauientis, indikosannx HCV, nokasas, WO B/ KexKax
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npoaHanizoBaHoro BikoBoro jianazoHy (18-82 poku) Bik He MaB KIiHiuHOro edexry Ha
ekcrozuwito copocbysipy, GS-331007 abo rennaracsipy.

Iopywenns ¢yuxyii nupox

dapmakokineTnka codocOyBipy mocnimkyeanack y nalieHTiB, He indikosanux HCV. i3
nopywenssiMi GyHKLii Hupok nerkoro (eGFR > 50 ta < 80 ma/xs/1,73 M%), cepennboro (eGFR
>30 ta <50 mM/x8/1,73 M%) Ta Taxkkoro crymens (eGFR <30 ma/xe/1,73 M%), a Takox y
MALIEHTIB i3 TEPMIHAIBHOK XPOHIYHOK HHUpKoBowo HepoctaTHicTio (TXHH), sika motpebye
remojianisy, micns npuiiomy ozxsiel mo3u codocOysipy 400 mr. IlopiBHsHO 3 mauieHTamu i3
HopManbHOIO (dyHKIiero Hupok (eGFR > 80 mn/xp/1,73 M%), 3nadenns AUCq.nt codocOysipy
Oyno na 61 %, 107 % ta 171 % Bume npu nopywenHi GyHKIT HUPOK JE€rKoro, cepeIHboro abo
TskKoro crynens Tofi K 3HaueHHs AUC.ins GS-331007 6yno Ha 55 %, 88 % Tta 451 % Buue
signosinHo. V nmauientiB i3 TXHH 3navenns AUC.int codocOysipy Oyno Ha 28 % Buie y pasi
npuiiomy codocOysipy 3a | roguny mo remonianizy i Ha 60 % Buue y pasi npuiiomy 4uepes
| romuny micna remomianisy. 3HaueHHA AUCoins GS-331007 y mauientie i3 TXHH, sxi
npuiimanu codocOysip 3a 1 roguny a0 a6o yepes 1 roguHy micis reMofianisy, 6yno npuHaiMHi
B 10 pasie Ta y 20 pasie Bume BianorigHo. GS-331007 edexTHBHO BMBOAMBCA IiJ 4ac
remojianidy i3 koediuieHTOM BUIy4eHHs npubnuzHo 53 %. Ilix yac 4-roaMHHOI npouenypH
remMojliani3y micis oJHOpa3oBoro mpuitoMy cogocOysipy y mosi 400 mr Oyno BueeneHo 18 %
NpUHHATOT 1034 (auB. po3ain 4.2).

®dapMaKOKIHETHKa BeNMaTacBipy BHMBYanacs TICAA 3acTOCYBaHHAM ofHopa3oBoi ao3u 100 mr
Belnaraceipy B nauieris, He iHdikoBanux HCV, i3 nopymeHHAMH (QYHKIIT HUPOK TSKKOIO
crynenst (eGFR <30 mn/xe 3a dopmynorwo Kokpodra—Tonra). TlopieHsHo 3 nauieHTamu i3
HOpManbHOKW QyHKIicro HUpoK, 3HadeHHs AUCi Benmaracsipy Oyno Ha 50 % BumuM y
NAIliEHTIB i3 MOPYIIEHHAMH QYHKIIIT HUPOK TSKKOTO CTYMeHs (IUB. po3ain 4.2).

Hopywenns @ynxyii nevinku

DapmakokiHeTHKy codocOyBipy BHBYAMHM micis 7-I€HHOTO 3acTocyBaHHsA codocOyBipy B 1031
400 mr y nauientis, iHdikoBanux HCV, Ta 3 nopymeHHaIMH GyHKIIT MeYiHKH cepeIHBOro abo
Tskkoro crymnens (knac B Ta C 3a knacudikauiero Yaitnpa—IT'to-Typkota). IlopiHsiHO 3
nalieHTaMH i3 HOpMasbHOK (yHKUielo nedinku, 3HayeHHs AUCo.24 codocOyeipy Oyno Ha
126 % ta 143 % Bume npu nopymeHHi GyHKUIT Ne4iHKU cepefHbOro abo TsKKOrO CTYIEHs
TsxKocTi, Toai Ak 3HaueHHs AUCo.4 GS-331007 6yno na 18 % Tta 9 % BuIne BiamoBinHO.
Anani3 dapmakokiHeTHkH B momysadii ingikosanux HCV nauientiB Bka3yBas Ha Te, LI0 LMPO3
(BKJIIOYAOYM  JIEKOMMEHCOBaHMH 1MpO3) He MaB KIIHIYHOTO BIUIMBY Ha EKCIO3HIIIO
codocbysipy Ta GS-331007.

PapMaKOKiHEeTHKY BEJIIATacBipy BHBYaIM IicC/id 3acTOCYBaHHAM pa30Bol J03M 100 mr
BelnaracBipy B mnauieHtiB, He iH(pikoBanux HCV, i3 mnopymendasmMu QyHKIIT MeYiHKH
cepeanboro abo Tskkoro crynessa (kmac B ta C 3a knacudikauiero Yaitnga—I1'ro-Typkora).
IlopiBHAHO i3 mauieHTamMu 3 HopManeHOW (yHKiieto nevinku, AUCins  Benmaracipy B miasmi
Oyna 0HaKOBOKO B TAIiCHTIB i3 MOpymeHHAMH GYHKUII NEYiHKH cepefHBOro abo TSKKOTOo
cTyneHs. AHami3 ¢apmakokiHeTHkH B nonynsuii iHdikosanux HCV nauieHrtiB BkaszyBae Ha Te,
IO LHpO3 (BKJIKOYAIOYM JEKOMIIEHCOBAHHH LMPO3) HE MaB 3HAYHOIO KJIHIYHOrO BIUIMBY Ha
€KCIIO3MII{IO BelnaTacsipy (AuB. po3ain 4.2).

Maca mina

Maca rina He Mae KITiHIYHO 3HAYMMOTO BIUIMBY Ha €KCIIO3HLIIO codocbyripy abo Bennaracsipy
3riJHO 3 aHaNi30M (PapMaKOKIHETHKH B MOMYJISLII.

Ilediampuuna nonynayis

®apmakokineTnka codocOysipy, GS-331007 i Benmaraceipy y amiTeil He gocmimkyBanach (IMB.
pozain 4.2).

5.3 Joxniniuni qani 3 6e3nexku.

Codocbysip

Excrosuuiro coQ)ocGyBipy B JIOC/II/UKEHHAX Ha IPU3YHAX HE BJAJOCS BMSBHTH, HMOBIPHO 4epe3
BMCOKY AaKTHBHICTB €CTEepa3d, TOMY 3amicTh Hel JUIS OLIHIOBAHHA T'PAHMYHUX 3H§!§EHB
CKCIIO3MLIT BAKOPHCTOBYBAJIM EKCIIO3MILII0 0OcHOBHOTO MeTabomity GS-331007. ,/--,x’%\/ i 0
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CodocOysip He OYB reHOTOKCHYHHM 33 JAHHMHU Py in vitro Ta in vivo aHani3iB, B TOMY YHCII
aHaji3y Ha MyTareHHicTh OakTepiif, aHalily Ha XpoMocoMHi alepauii 3 BHKOPHCTaHHAM
nmiMdouuTie nepudepiitHol KpoBi TIOAMHH Ta i1 Vivo MIKpOsIEpHOTO aHamizy Ha MHIIAX.
TeparorenHux edekrtiB y HOCHiKeHHsSX BITHBY codocOyBipy Ha BHYTPIIHBOYTPOOHMI
PO3BHTOK Y II[ypPiB Ta KPOJIB HE CIIOCTEPIranocs.

CodocOyBip He YHHHMB HECNPHATIMBOrO BIUIMBY Ha IOBEJIHKY, PENMpPOAYKIIK Ta PO3BHUTOK
MOTOMCTBA LIYpIB y JOCHI/DKEHHI Ipe- Ta IocTHATalbHOro po3putky. Codocbysip He OyB
KaHIIepOTeHOM 3rajHO 3 JaHHMH 2-piuHHX A0CIiIKeHE KaHLUEePOreHHOCTI Ha MHILAX 1 Iypax i3
excrio3uuismu GS-331007, siki B 15 1 9 pasiB BiANOBiIHO NepeBUIILyBaIH €KCTIO3HLLIO MTPEnapary
B JTIOJMHH.

Bennaracgip

Bennaraceip He 6yB reHOTOKCHYHMM 3a JAaHUMHU DAY in Vifro Ta in vivo aHami3iB, B TOMY 4YMCIi
aHanizy Ha MyTareHHicTh OakTepiii, aHanmizy Ha XpomocoMHi abepauii 3 BHUKOPMCTaHHAM
niMdouuTiB neprdepiiiHOT KPOBi TFOAMHHU Ta in Vivo MIKPOSIJIEPHOTO aHali3y Ha Lypax.
JlocnijpKeHHsT  KaHLEPOreHHOCTI  BeNNaTacBipy  TpHUBalOTh. BenmartacBip He  YMHUB
HECTIDHATIIMBOTO BIJIMBY Ha CHapioBaHHA Ta (epTunbHicTe. TeparoreHHux edekrtiB y
JOCTIDKEHHSX BIUIMBY BEJINATACBIpY HA BHYTPILUHLOYTPOOHMH PO3BUTOK Y MHMIUEH i LIypiB i3
piBasiMu  ekcro3unii (AUC), mo npubmuzHo B 31 Ta 6 paziB BIANOBIJAHO NEPEBHILYBAIH
eKCIIO3ML{I0 TIpernapaty B JIIOJAMHH Iicis [PUAOMY B peKOMEHIOBaHiM KIiHIYHIA 1031, He
crioctepiranocs. OfHaK Ha MOKJIHMBY TE€PAaTOT€HHY Ail0 BKa3yIOTh Pe3yJbTaTH JOCIHiJKEHHS Ha
KpOJISIX, Y SKHX 3pOCTaHHs 3arajbHOl KIILKOCTI BaJ PO3BUTKY BHYTPIIIHIX OpraHis
crioctepiranocs B TBapuH i3 ekcrozuuieo (AUC), mo B 0,7 pa3y neperuilyBaia eKCIO3HLIO
npenapary B JIOJHHH TIC/IA MPHHAOMY PEKOMEHJO0BaHOI KJIIHIYHOT J103W. 3HauyeHHsA LMX AaHHX
Ins mojei He 3’scoBaHo. BenmartacBip He YMHMB HECNPHATIMBOTO BIUIMBY HA TOBEJIHKY,
PENPOIYKIIiIO Ta PO3BUTOK MOTOMCTBA LIYPIiB Y AOCII/KEHHI Mpe- Ta MOCTHATAILHOTO PO3BUTKY
npu piBHAX ekcno3uuiil (AUC), mo B 5 pa3iB nepeBHLIyBaIH €KCIO3ULIIO NpenapaTy B JIIOAHHU
TTiCNIs TPUHOMY peKOMEH10BaHOT KITIHIYHOT 103M.

6. PAPMAILIEBTHYHI XAPAKTEPUCTHKH.

6.1 Ilepenik JONOMIKHHX pe4OBHH.
Anpo Tabnerku

Konoginon

Etanon 6e3Boauuii

Llemonosa MmikpokpucTaniuHa
Harpito kpockapmenosa

MarHiro cteapat

IIniBKOBE NOKPUTTA

CrupT nomiBiHIOBHH

Turany niokeun

ITonieTHNEHTTKOb

Tanek

bapeuuk FD7C Blue#1/Brilliant Blue FCF Aluminum Lake

6.2  HecymicHicTb.

He 3acTocorHe.

6.3  Tepmin npuaarHocTi.
24 micai.

6.4 CneniaibHi 3acTepe:kenus npu 30epiranui.
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36epiraTu npu Temmnepartypi He Bue 30 °C.
6.5  Twun Ta BMicT YNaKOBKH.

ITo 28 Tabnerok, BKpUTHX IUTIBKOBOIO 0001I0HKOI, Y IIakoHi 3 MoJieTHIeHy BUCOKOT IiNBHOCTI
(HDPE) i3 noninponineHoBoK KPUIIKOK, OCHAIIEHO 3aXMCTOM Bijl AiTEH.

6.6 CnenianbHi 3acTepe:keHHs! IPH YTHJII3aIIIL.

byne-saxuii HeBUKOpUCTaHUit Nikapeekuii 3aci6 abo #oro Biaxoau miamAraTe YTHII3aLT 3riHO
3 MICLIEBUMH BUMOTaMH.

7. BupobHHK

Hatko ®@apma Jlimiten
Korxyp Binnemx, Panra Peqni dicTpikr,
Tenaurana, 509 228, Inxis

Burorosneno qis: Hatko @apma Azis JIta. (Natco Pharma Asia Ltd.)
Cunranyp, 179098 (Singapore 179098)

ImnopTep:

Interpeiiten Mapxker Cepgice3 (®Pininminu) k.

(Integrated Market Services (Philippines) Inc.)

18/F, Yan Kopnopeiir Cenrep, [x. Baprac AreHto, Ha po3i Mepanko Arento Optirac Cenrep,
Ilacir

(18/F, One Corporate Center, J. Vargas Avenue corner Meralco Avenue, Ortigas Center, Pasig)

3a minensiero Gilead Sciences Ireland UC.
8. IATA IIEPEI'JISIAY TEKCTY.

XKogtens 2019 p.
9.DR-XY46590
10. Tata nepwmoi peectpauii: TpaseHs 2019 p.

11. YBAT'A: TloctaHoBa mpo MpOAYKTH Xap4yyBaHH:, JIKApchki 3aco0M, Meau4He 0o6aJHaHHs
Ta KOCMeTH4YHi 3acobu 3ab0poHse BiaNnycK npenapary 6e3 perenta.

12. 3Bit npo mnoOiuni peakwii: nmpo HMoBipHi noGiudi peakiii cnig moBigomusTa FDA:
www.fda.gov.ph.
A/s 380 x 500 mm Benmanar ®ininminu 2210 19 M Koa: xxxxxx

372644

Ha makem maxoxc naneceni mexuiuni nO3HAYKU MA 6KA3I6KU 6UPOGHUKA, ULO CHIOCYIOMbCA
HMPUX-KOOy
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Sofosbuvir & Velpatasvir
VELPANAT
400 mg/100 mg Film-coated tablets

1. Name of the medicinal product
Sofosbuvir and Velpatasvir 400 mg/100 mg film-coated tablets.

2. Qualitative and quantitative composition

Each film-coated tablet contains 400 mg sofosbuvir and 100 mg velpatasvir.

For the full list of excipients, see section 6.1.

3. Pharmaceutical form

Film-coated tablet.

Blue colored, oval shaped, film coated tablets debossed with ‘S* on one side and ‘V’ on other
side.

4. Clinical particulars

4.1 Therapeutic indications

Sofosbuvir and Velpatasvir tablets are indicated for the treatment of chronic hepatitis C virus
(HCV) infection in adults (see sections 4.2, 4.4 and 5.1).

4.2 Posology and method of administration
Sofosbuvir and Velpatasvir tablets treatment should be initiated and monitored by a physician
experienced in the management of patients with HCV infection.

Posology
The recommended dose of Sofosbuvir and Velpatasvir tablets is one tablet, taken orally, once daily

with or without food (see section 5.2).

Table 1: Recommended treatment and duration for all HCV genotypes
Patient population® Treatment and duration

Patients without cirrhosis and patients with|Sofosbuvir and Velpatasvir tablets for 12
compensated cirrhosis weeks

Addition of ribavirin may be considered
for genotype 3 infected patients with
compensated cirrhosis (see section 5.1.)

Patients with decompensated cirrhosis Sofosbuvir and Velpatasvir tablets + ribavirin
for 12 weeks

a. Includes patients co-infected with human immunodeficiency virus (HIV) and patients with
recurrent HCV post-liver transplant (see section 4.4.).

When used in combination with ribavirin, refer also to the Prescribing information of the medic-
inal product containing ribavirin.

The following dosing is recommended where ribavirin is divided in two daily doses and given
with food:

Table 2: Guidance for ribavirin dosing when administered with Sofosbuvir‘?x and Velpatasvir
tablets to patients with decompensated cirrhosis [' ;
éﬁ\\ |
-
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Patient Ribavirin Dose

Child-Pugh-Turcotte (CPT) Class B [1,000 mg per day for patients < 75 kg and 1,200
cirrhosis pre-transplant mg for those weighing > 75 kg

Starting dose of 600 mg, which can be titrated up to a
maximum of 1,000/1,200 mg (1,000 mg for patients
weighing < 75 kg and 1,200 mg for patients weighing >
CPT Class C cirrhosis pre-transplant |75 kg) if well tolerated. If the starting dose is not well
tolerated, the dose should be reduced as clinically

CPT Class B or C post-transplant ~ |indicated based on haemoglobin levels

If ribavirin is used in genotype 3 infected patients with compensated cirrhosis (pre- or post-
transplant) the recommended dose of ribavirin is 1,000/1,200 mg (1,000 mg for patients weighing
<75 kg and 1,200 mg for patients weighing > 75 kg).

For ribavirin dose modifications, refer to the sprescribing information of the medicinal product
containing ribavirin.

Patients should be instructed that if vomiting occurs within 3 hours of dosing an additional tablet
of Sofosbuvir and Velpatasvir tablets should be taken. If vomiting occurs more than 3 hours after
dosing, no further dose of Sofosbuvir and Velpatasvir tablets is needed (see section 5.1).

If a dose of Sofosbuvir and Velpatasvir tablets is missed and it is within 18 hours of the normal
time, patients should be instructed to take the tablet as soon as possible and then patients should
take the next dose at the usual time. If it is after 18 hours then patients should be instructed to wait
and take the next dose of Sofosbuvir and Velpatasvir tablets at the usual time. Patients should be
instructed not to take a double dose of Sofosbuvir and Velpatasvir tablets.

Patients who have previously failed therapy with an NS5A-containing regimen
Sofosbuvir and Velpatasvir tablets + ribavirin for 24 weeks may be considered (see section 4.4).

Elderly
No dose adjustment is warranted for elderly patients (see section 5.2).

Renal impairment

No dose adjustment of Sofosbuvir and Velpatasvir tablets is required for patients with mild or
moderate renal impairment. The safety and efficacy of Sofosbuvir and Velpatasvir tablets has not
been assessed in patients with severe renal impairment (estimated glomerular filtration rate
[eGFR] < 30 mL/min/1.73 m2) or end stage renal disease (ESRD) requiring haemodialysis (see
section 5.2).

Hepatic impairment

No dose adjustment of Sofosbuvir and Velpatasvir tablets is required for patients with mild,
moderate, or severe hepatic impairment (CPT Class A, B, or C) (see section 5.2). Safety and
efficacy of Sofosbuvir and Velpatasvir tablets have been assessed in patients with CPT Class B
cirrhosis, but not in patients with CPT Class C cirrhosis (see sections 4.4, 4.8 and 5.1).

Paediatric population
The safety and efficacy of Sofosbuvir and Velpatasvir tablets in children and adolescents aged less

than 18 years have not yet been established. No data are available. A

Method of administration
For oral use. {

1 Y {.\!
Patients should be instructed to swallow the tablet whole with or without fooq\\(se’é'”’“ec 1%;@“5.2).
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Due to the bitter taste, it is recommended that the film-coated tablet is not chewed or crushed.

4.3 Contraindications
Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

Use with potent P-gp and potent CYP inducers

Medicinal products that are potent P-glycoprotein (P-gp) or potent cytochrome P450 (CYP)
inducers (rifampicin, rifabutin, St. John's wort [Hypericum perforatum], carbamazepine,
phenobarbital and phenytoin). Co-administration will significantly decrease sofosbuvir or
velpatasvir plasma concentrations and could result in loss of efficacy of Sofosbuvir and
Velpatasvir tablets (see section 4.5).

4.4 Special warnings and precautions for use

Sofosbuvir and Velpatasvir tablets should not be administered concurrently with other medicinal
products containing sofosbuvir.

Severe bradycardia and heart block

Cases of severe bradycardia and heart block have been observed when sofosbuvir used in
combination with another direct acting antiviral (DAA), is used with concomitant amiodarone with
or without other medicinal products that lower heart rate. The mechanism is not established.

The concomitant use of amiodarone was limited through the clinical development of sofosbuvir
plus DAAs. Cases are potentially life threatening, therefore amiodarone should only be used in
patients on Sofosbuvir and Velpatasvir tablets when other alternative anti-arrhythmic treatments
are not tolerated or are contraindicated.

Should concomitant use of amiodarone be considered necessary, it is recommended that patients
are closely monitored when initiating Sofosbuvir and Velpatasvir tablets. Patients who are
identified as being at high risk of bradyarrhythmia should be continuously monitored for 48 hours
in an appropriate clinical setting,

Due to the long half-life of amiodarone, appropriate monitoring should also be carried out for
patients who have discontinued amiodarone within the past few months and are to be initiated on
Sofosbuvir and Velpatasvir tablets.

All patients receiving Sofosbuvir and Velpatasvir tablets in combination with amiodarone with or
without other medicinal products that lower heart rate should also be warned of the symptoms of
bradycardia and heart block and should be advised to seek medical advice urgently should they
experience them.

Patients who have previously failed therapy with an NS5A-containing regimen

There are no clinical data to support the efficacy of sofosbuvir/velpatasvir for the treatment of
patients who have failed treatment with a regimen containing another NS5A inhibitor. However,
on the basis of NS5A resistance associated variants (RAVs) typically seen in patients who have
failed therapy with other NS5A inhibitor containing regimens, the in vifro pharmacology of
velpatasvir, and the outcomes of sofosbuvir/velpatasvir treatment in NS5A-naive patients with
baseline NS5A RAVs enrolled into the ASTRAL-studies, treatment with Sofosbuvir and
Velpatasvir tablets + RBV for 24 weeks can be considered for patients who have failed therapy on
an NS5A-containing regimen and who are deemed at high risk for clinical discase progression and
who do not have alternative treatment options.

Renal impairment

No dose adjustment of Sofosbuvir and Velpatasvir tablets is required for patients with mild or
moderate renal impairment. The safety of Sofosbuvir and Velpatasvir tablets has not been assessed
in patients with severe renal impairment (eGFR < 30 mL/min/1.73 m2) or {ES’RD requiring
haemodialysis. When Sofosbuvir and Velpatasvir tablets are used in combination with ri’gavirin
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refer also to the prescribing information for ribavirin for patients with creatinine clearance < 50
mL/min (see section 5.2).

Use with moderate P-gp inducers or moderate CYP inducers

Medicinal products that are moderate P-gp or moderate CYP inducers (e.g. oxcarbazepine,
modafinil or efavirenz) may decrease sofosbuvir or velpatasvir plasma concentrations leading to
reduced therapeutic effect of Sofosbuvir and Velpatasvir tablets. Co-administration of such
medicinal products with Sofosbuvir and Velpatasvir tablets is not recommended (see section 4.5).

Use with certain HIV antiretroviral regimens

Sofosbuvir and Velpatasvir tablets have been shown to increase tenofovir exposure, especially
when used together with an HIV regimen containing tenofovir disoproxil fumarate and a
pharmacokinetic enhancer (ritonavir or cobicistat). The safety of tenofovir disoproxil fumarate in
the setting of Sofosbuvir and Velpatasvir tablets and a pharmacokinetic enhancer has not been
established. The potential risks and benefits associated with co-administration of Sofosbuvir and
Velpatasvir tablets with the fixed-dose combination tablet containing elvitegravir/cobicistat/
emtricitabine/tenofovir disoproxil fumarate or tenofovir disoproxil fumarate given in conjunction
with a boosted HIV protease inhibitor (e.g. atazanavir or darunavir) should be considered,
particularly in patients at increased risk of renal dysfunction. Patients receiving Sofosbuvir and
Velpatasvir tablets concomitantly with elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil
fumarate or with tenofovir disoproxil fumarate and a boosted HIV protease inhibitor should be
monitored for tenofovir-associated adverse reactions. Refer to tenofovir disoproxil fumarate,
emtricitabine/tenofovir disoproxil fumarate, or elvitegravir/cobicistat/emtricitabine/tenofovir
disoproxil fumarate prescribing information for recommendations on renal monitoring.

HCV/HBYV (hepatitis B virus) co-infection

There are no data on the use of Sofosbuvir and Velpatasvir tablets in patients with HCV/HBV co-
infection. Clearance of HCV may lead to increased replication of HBV in patients who are
HCV/HBV co-infected. HBV levels should be monitored during treatment with Sofosbuvir and
Velpatasvir tablets, and during post-treatment follow-up.

CPT Class C cirrhosis

Safety and efficacy of Sofosbuvir and Velpatasvir tablets has not been assessed in patients
with CPT Class C cirrhosis (see sections 4.8 and 5.1).

Liver transplant patients

The safety and efficacy of Sofosbuvir and Velpatasvir tablets in the treatment of HCV infection in
patients who are post-liver transplant have not been assessed. Treatment with Sofosbuvir and
Velpatasvir tablets in accordance with the recommended posology (see section 4.2) should be
guided by an assessment of the potential benefits and risks for the individual patient.




Important HBV reactivation in HBV/ | Special warnings and precautions for use in the
identified risk | HCV co-infected patients | package insert:

HCV/HBV (hepatitis B virus) co-infection

Cases of hepatitis B virus (HBV) reactivation,
some of them fatal, have been reported during
or after treatment with direct-acting antiviral
agents. HBV screening should be performed in
all patients before initiation of treatment. HBV/
HCV co-infected patients are at risk of HBV reac-
tivation and should therefore be monitored and
managed according to current clinical guide-

lines.
Important Recurrence of hepatocel- | No risk minimization measures. The need
potential lular carcinoma (HCC) for RMMs will be reassessed following the
risks availability of results from an investigation of

Emaigenon of HCC direct-acting antiviral (DAA) therapies on the

incidence and type of de novo HCC to be done
by innovator product.

Missing infor- | Safety in patients with No nsk minimization measures. The need for
mation previous HCC RMMs will be reassessed following the avail-
ability of results from a planed study for HCC
recurrence by the innovator product.

4.5 Interaction with other medicinal products and other forms of interaction

As Sofosbuvir and Velpatasvir tablets contains sofosbuvir and velpatasvir, any interactions that
have been identified with these active substances individually may occur with Sofosbuvir and
Velpatasvir tablets.

Potential for Sofosbuvir and Velpatasvir tablets to affect other medicinal products

Velpatasvir is an inhibitor of drug transporter P-gp, breast cancer resistance protein (BCRP),
organic anion-transporting polypeptide (OATP) 1Bl and OATP1B3. Co-administration of
Sofosbuvir and Velpatasvir tablets with medicinal products that are substrates of these transporters
may increase the exposure of such medicinal products. See Table 3 for examples of interactions
with sensitive substrates of P-gp (digoxin), BCRP (rosuvastatin), and OATP (pravastatin).

Potential for other medicinal products to affect Sofosbuvir and Velpatasvir tablets

Sofosbuvir and velpatasvir are substrates of drug transporters P-gp and BCRP. Velpatasvir is also
a substrate of drug transporter OATPIB. In vitro, slow metabolic turnover of velpatasvir by
CYP2B6, CYP2C8 and CYP3A4 was observed. Medicinal products that are potent inducers of P-
gp or potent inducers of CYP2B6, CYP2C8, or CYP3A4 (e.g. rifampicin, rifabutin, St. John's wort,
carbamazepine, phenobarbital and phenytoin) may decrease plasma concentrations of sofosbuvir
or velpatasvir leading to reduced therapeutic effect of sofosbuvir/velpatasvir. The use of such
medicinal products with Sofosbuvir and Velpatasvir tablets is contraindicated (see section 4.3).
Medicinal products that are moderate P-gp inducers or moderate CYP inducers (e.g.
oxcarbazepine, modafinil or efavirenz) may decrease sofosbuvir or velpatasvir plasma
concentration leading to reduced therapeutic effect of Sofosbuvir and Velpatasvir tablets. Co-
administration with such medicinal products is not recommended with Sofosbuvir and Velpatasvir
tablets (see section 4.4). Co-administration with medicinal products that inhibit P-gp or BCRP
may increase sofosbuvir or velpatasvir plasma concentrations. Medicinal products that inhibit
OATP, CYP2B6, CYP2CS8, or CYP3A4 may increase plasma concentratlon of wvelpatasvir.
Clinically significant medicinal product interactions with Sofosbuvir and yelpaztasvn“g tablets
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mediated by P-gp, BCRP, OATP, or CYP450 inhibitors are not expected; Sofosbuvir and
Velpatasvir tablets may be co-administered with P-gp, BCRP, OATP and CYP inhibitors.

Interactions between Sofosbuvir and Velpatasvir tablets and other medicinal products

Table 3 provides a listing of established or potentially clinically significant medicinal product
interactions (where 90% confidence interval [CI] of the geometric least-squares mean [GLSM]
ratio were within “<”, extended above “1”, or extended below “|” the predetermined interaction
boundaries). The medicinal product interactions described are based on studies conducted with
either sofosbuvir/velpatasvir or Sofosbuvir and Velpatasvir as individual agents, or are predicted
medicinal product interactions that may occur with sofosbuvir/velpatasvir. The table is not all-
inclusive.




Table 3: Interactions between Sofosbuvir and Velpatasvir tablets and other medicinal

products

Medicinal product by

Effects on medicinal product

therapeutic areas/ levels.
Possible Mechanism of Mean ratio
Interaction (90% confidence interval)®

Active

Cc

max

AUC | C

min

Recommenda-

tion concerning
co-administration
with Sofosbuvir and
Velpatasvir tablets

ACID REDUCING AGENTS

Velpatasvir solubility
decreases as pH
increases.

Medicinal products that
increase gastric pH are
expected to decrease
the concentration of
velpatasvir.

Antacids

e.g. Aluminium or magne- | Interaction not studied.
sium hydroxide; calcium | Expected.
carbonate «> Sofosbuvir
(Increase in gastric pH) ! Velpatasvir

It is recommended
to separate antacid
and Sofosbuvir and
Velpatasvir tablets
administration by 4
hours.

H,-receptor antagonists

Famotidine Sofosbuvir | € © H,-receptor  antago-
(40 mg single dose)/ nists may be adminis-
sofosbuvir/ velpatasvir tered  simultaneously
(400/ 100 mg single dose)® with or staggered from
Famotidine dosed simul- | Velpatasvir | { 1 SO:OSb-UVI,: biar;d :/el-
taneously with Sofosbuvir 0.80 |0.81 ga Pl e

. ose that does not ex-
and Velpatasvir tablets? (0.70, | (0.71,

g ceed doses compara-
S:g?fé?:;fe i) (091 ble to famotidine 40 mg
Ranitidine* toiioe el
(Increase in gastric pH)

Famotidine Sofosbuvir | ¥ J'

(40 mg single dose)/ 0.77 | 0.80

sofosbuvir/  velpatasvir (0.68, | (0.7,

(400/ 100 mg single dose) 0.87 |0.88)

Famotidine dosed 12 | Velpatasvir | € >

hours prior to Sofosbuvir

and Velpatasvir tablets @

(Increase in gastric pH)

Proton pump inhibitors

Omeprazole Sofosbuvir J’ N Co-administration with
(20 mg once daily)/ 0.66 |0.71 proton pump inhibitors
sofosbuvir/  velpatasvir (0.55, | (0.60, is not recommended.
(400/ 100 mg single dose 0.78) | 0.83) If it is considered nec-
fasted)® essary to co-admin-
Omeprazoleldosed simuf_- Velpatasvir | { 8 :;Zr’vérpzrl asSv?rf?[:E:Je\;g
taneously Wltl':l Sofosbuvir 0.63 | 0.64 should be administared
and Velpatasvir tablets? (0.50, | (0.52, wilth, Tood g takeh
Lansoprazole® 0.78) | 0.79) 4 hours before proton
Rabeprazole® pump inhibitor at max
Pantoprazole® doses comparable to
Esomeprgzolee . omeprazole 20 mg.
(Increase in gastric pH)




Omeprazole Sofosbuvir | 4 ©
(20 mg once daily)/ sofos- 0.79
buvir/ velpatasvir (400/ 100 (0.68,
mg single dose fed)® 0.92)
Omeprazole dosed 4 | Velpatasvir | { d
hours after Sofosbuvir and 0.67 | 0.74
Velpatasvir tablets ¢ (0.58, | (0.63,
(Increase in gastric pH) 0.78 | 0.86
ANTIARRHYTHMICS
Amiodarone Interaction not studied. Use only if no other
Effect on amiodarone, velpatasvir, | alternative is available.
and sofosbuvir concentrations un- | Close monitoring is
known. recommended if this
medicinal product
is administered
with Sofosbuvir and
Velpatasvir tablets (see
sections 4.4 and 4.8).
Digoxin Interaction only studied with vel- | Co-administration  of

patasvir.
Expected:
> Sofosbuvir

Digoxin (0.25 mg single
dose)/ velpatasvir (100 mg

single dose)
(Inhibition of P-gp)

Effect on velpatasvir exposure not
studied

Expected:

<> Velpatasvir

Sofosbuvir and Vel-
patasvir tablets with
digoxin may increase
the concentration of

digoxin. Caution is
warranted and thera-
peutic  concentration

monitoring of digoxin

Observed: T h is recommended when
Digoxin 1.9 1.8 co-administered  with
7, | A, Sofosbuvir and  Vel-
21) |1.6) patasvir tablets.
ANTICOAGULANTS
Dabigatran etexilate Interaction not studied. Clinical monitoring,

(Inhibition of P-gp)

Expected:

T Dabigatran
> Sofosbuvir
<> Velpatasvir

looking for signs of
bleeding and anaemia,
is recommended when
dabigatran etexilate is
co-administered  with
Sofosbuvir and Vel-
patasvir tablets. A co-
agulation test helps to
identify patients with an
increased bleeding risk
due to increased dab-
igatran exposure.

ANTICONVULSANTS




Carbamazepine
Phenytoin

Phenobarbital

(Induction of P-gp and
CYPs)

Interaction not studied.
Expected:

1 Sofosbuvir

4 Velpatasvir

Sofosbuvir and  Vel-
patasvir tablets are
contraindicated  with
carbamazepine, phe-
nobarbital and pheny-
toin, potent P-gp and
CYP inducers (see sec-
tion 4.3).

Oxcarbazepine
(Induction of P-gp and
CYPs)

Interaction not studied.
Expected:

1 Sofosbuvir

{ Velpatasvir

Co-administration  of
Sofosbuvir and Vel-
patasvir tablets with
oxcarbazepine is ex-
pected to decrease
the concentration of
sofosbuvir and vel-
patasvir, leading to
reduced therapeutic
effect of Sofosbuvir
and Velpatasvir tablets.
Co-administration is
not recommended (see
section 4.4).

ANTIFUNGALS

Ketoconazole

Interaction only studied with vel-
patasvir

Expected:

«> Sofosbuvir

Ketoconazole (200 mg
twice daily)/ velpatasvir
(100 mg single dose)?

(Inhibition of P-gp and
CYPs)

ltraconazole
Voriconazole
Posaconazole
Isavuconazole

Effect on ketoconazole exposure not
studied.

Expected:

«> Ketoconazole

Observed: | T 0

Velpatasvir | 1.3 17
(1.0, | (1.4,
1.6) 2.2)

No dose adjustment
of Sofosbuvir and Vel-
patasvir tablets or ke-
toconazole is required.

ANTIMYCOBACTERIALS

Rifampicin (600 mg once
daily)/ sofosbuvir (400 mg
single dose)?

(Induction of P-gp and
CYPs)

Effect on rifampicin exposure not

studied.

Expected:

<« Rifampicin

Observed: |4 d

Sofosbuvir | 0.23 | 0.28
(0.19, | (0.24,
0.29) | 0.32)

Rifampicin (600 mg once
daily)/ velpatasvir (100 mg
single dose)

(Induction of P-gp and
CYPs)

Effect on rifampicin exposure not
studied.

Expected:

«» Rifampicin

Observed: |4 {

Velpatasvir | 029 |0.18
(0.23, | (0.15,
0.37 | 0.22)

Sofosbuvir and Vel-
patasvir tablets are
contraindicated with ri-
fampicin, a potent P-gp
and CYP inducer (see
section 4.3).




Rifabutin

Rifapentine

(Induction of P-gp and
CYPs)

Interaction not studied.
Expected:

1 Sofosbuvir

1 Velpatasvir

Sofosbuvir and Vel-
patasvir tablets are
contraindicated.  with
rifabutin, a potent P-gp
and CYP inducer (see
section 4.3).

Co-administration  of
Sofosbuvir and Vel-
patasvir tablets with
rifapentine is expected
to decrease the con-
centration of sofosbuvir
and velpatasvir, leading
to reduced therapeutic
effect of Sofosbuvir
and Velpatasvir tablets.
Co-administration is
not recommended (see
section 4.4).

HIV ANTIVIRAL AGENTS: R

EVERSE TRANSCRIPTASE INHIBITORS

Tenofovir disoproxil

Sofosbuvir and Velpatasvir tablets have been shown to in-

fumarate crease tenofovir exposure (P-gp-inhibition). The increase in
tenofovir exposure (AUC and C__) was around 40-80% during
co-treatment with Sofosbuvir and Velpatasvir tablets and ten-
ofovir disoproxil fumarate/emtricitabine as part of various HIV
regimens.
Patients receiving tenofovir disoproxil fumarate and Sofosbu-
vir and Velpatasvir tablets concomitantly should be monitored
for adverse reactions associated with tenofovir disoproxil fu-
marate. Refer to the tenofovir disoproxil fumarate-containing
product's Prescribing information for recommendations on re-
nal monitoring (see section 4.4).
Efavirenz/  emitricitabine/ | Efavirenz « < < Co-administration  of
tenofovir disoproxil fuma- . Sofosbuvir and Vel-
rate Sofosbuvir | T et patasvir tablets with
(600/ 200/ 300 mg once 1.2 efavirenz/ emtricit-
daily)/ sofosbuvir/  vel- (241, abine/ tenofovir dis-
patasvir (400/ 100 mg 1.7) oproxil fumarate is
once daily)® ¢ Velpatasvir | 4 3 1 expected to decrease
053 |0.47 |0.43 |the concentration of
(0.43, | (0.39, | (0.36, velpatasvir. Co-admin-
0.64) |0.57) |0.52) istration of Sofosbuvir
and Velpatasvir tablets
with efavirenz-con-
taining regimens is not
recommended (see
section 4.4).
Emtricitabine/ rilpivirine/ | Rilpivirine > « <« No dose adjustment
tenofovir disoproxil fuma- i of  Sofosbuvir and
rate Sofosbuvir | < < Velpatasvir tablets or
(200/ 25/ 300 mg once dai- | Velpatasvir | <> < o emtricitabine/  rilpivir-
ly)/ sofosbuvir/ velpatasvir ine/ tenofovir disoproxil,
(400/ 100 mg once daily)=* fumarate is required. ,,“

N




HIV ANTIVIRAL AGENTS: HIV PROTEASE INHIBITORS

Atazanavir boosted with | Atazanavir « « T No dose adjustment
ritonavir (300 / 100 mg 1.4 of  Sofosbuvir and
once daily) + emtricit- (1.2, | Velpatasvir tablets,
abine/ tenofovir disoproxil 1.6) atazanavir (ritonavir
fumarate (200 / 300 mg Rit ) 5 T boosted) or emtricit-
once daily) / sofosbuvir/ o 13 abine/ tenofovir diso-
velpatasvir (400/ 100 mg (1'.5 proxil fumarate is re-
once daily)«¢ 1.4)' quired.
Sofosbuvir | € ©
Velpatasvir | T T T
1.6 2.4 4.0
(1.4, (2.2, |(3.86,
1.7) 2.6) 4.9)
Darunavir boosted with ri- | Darunavir 2 © « No dose adjust-
tonavir (800 / 100 mg once | _. ; ment  of sofosbuvir/
“ <>
daily) + emtricitabine/ ten- Ritonavir i velpatasvir,  darunavir
ofovir disoproxil fumarate | Sofosbuvir | 4 d (ritonavir boosted) or
(200/ 300 mg once daily)/ 062 |0.72 emtricitabine/tenofovir
sofosbuvir/ velpatasvir (0.54, | (0.66, disoproxil fumarate is
(400/ 100 mg once daily)>¢ 0.71) | 0.80) required.
Velpatasvir | 4 © ©
0.76
(0.65,
0.89
Lopinavir boosted with | Lopinavir « bz <2 No dose adjust-
ritonavir (4)(‘200 mg/l§0 RifarE e = o ment of sofost_)uvnt/
mg once daily) + emtricit- velpatasuvir, lopinavir
abine/ tenofovir disoproxil | Sofosbuvir | 4 4 (ritonavir boosted) or
fumarate (200/ 300 mg 059 |07 emtricitabine/tenofovir
once daily)/ sofosbuvir/ (0.49 | (0.6, disoproxil fumarate is
velpatasvir (400/ 100 mg 0.71) |0.8) required.
once daily)s¢
4 Velpatasvir | 4 © T
0.70 1.6
(0.59, (1.4,
0.83) 1.9)
HIV ANTIVIRAL AGENTS: INTEGRASE INHIBITORS
Raltegravir (400 mg twice | Raltegravir | <> o * No dose adjustment
daily)? + emtricitabine/ ten- 0.79 | of Sofosbuvir and Vel-
ofovir disoproxil fumarate (0.42, | patasvir tablets, ralte-
(200 / 300 mg once dai- 1.5) gravir or emtricitabine/
ly)/ sofosbuvir/ velpatasvir ) PP P tenofovir disoproxil fu-
(400/ 100 mg once daily)=¢ Sofosbuvir marate is required.
Velpatasvir | €2 o by
Elvitegravir/  cobicistat/ | Elvitegravir | * > © No dose adjustment
emtricitabine/ tenofovir of  Sofosbuvir and
ici >
alafenamide fumarate Cobicistat e go Velpatasvir tablets or
1‘7 elvitegravir/ cobicistat/
(150/ 150/ 200/ 10 mg .(25’ emtricitabine/ tenofovir
once daily)/ sofosbuvir/ 5) alafenamide fumarate
velpatasvir (400/ 100 mg | Tenofovir <« > is required.
once daily)=¢ alafenamide
Sofosbuvir | € ik
1.4
(1.2,
1.5)
Velpatasvir | T t 1
13 1.5 1.6
(1.2, | (1.4, (1.4,
1.5) 1.7) 1.8)




Elvitegravir/  cobicistat/ | Elvitegravir | <> > © No dose adjustment
emtricitabine/  tenofovir Cobicistat 5 4 + of  Sofosbuvir and
disoproxil fumarate Rl {15 1.7 Velpatasvir tablets or
(150/ 150/ 200/ 300 mg 1'2 1' 5 elvitegravir/ cobicistat/
once daily)/ sofosbuvir/ (1 3 g g ' | emtricitabine/ tenofovir
velpatasvir (400/ 100 mg 3) -9) disoproxil fumarate is
once daily)® ¢ Sofosbuvir | € o> required.
Velpatasvir | < © i)

1.4

(1.2,

1.9)
Dolutegravir (50 mg once | Dolutegravir | € < =¥ No dose adjustment
daily)/ sofosbuvir/ vel- e of Sofosbuvir and Vel-

. i <

patasvir (400/ 100 mg Sofosbuvir patasvir tablets or do-
once daily) Velpatasvir | <* A% “r lutegravir is required.
HERBAL SUPPLEMENTS

St. John's wort (Induction
of P-gp and CYPs)

Interaction not studied.
Expected:

1 Sofosbuvir

1 Velpatasvir

Sofosbuvir and Vel-
patasvir tablets are
contraindicated with St.
John's wort a potent
P-gp and CYP inducer
(see section 4.3).

HMG-CoA REDUCTASE INHIBITORS

Rosuvastatin

Interaction only studied with vel-

patasvir
Expected:
<> Sofosbuvir
Rosuvastatin (10 mg single | Observed: i 1
dose)/ velpatasvir (100 mg | Rosuvas- 2.6 2.7
once daily® tatin 2.3, | (25
2.9) 2.9

(Inhibition of OATP1B and
BCRP)

Effect on velpatasvir exposure not
studied

Expected:

<> Velpatasvir

Co-administration  of
Sofosbuvir and Vel-
patasvir tablets with
rosuvastatin increases
the concentration of
rosuvastatin, which
is associated with in-
creased risk of myopa-
thy, including rhabdo-
myolysis. Rosuvastatin,
at a dose that does not
exceed 10 mg, may
be administered with
Sofosbuvir and Vel-
patasvir tablets.

Pravastatin

Interaction only studied with vel-

patasvir

Expected:

< Sofosbuvir
Pravastatin (40 mg single | Observed: |1 T
dose)/ velpatasvir (100 mg | Pravastatin | 1.3 1.4
once daily)? (s | (18
(Inhibition of OATP1B) 1.5) 1.5)

Effect on velpatasvir exposure not
studied

Expected:

<> Velpatasvir

No dose adjustment
of  Sofosbuvir and
Velpatasvir tablets or
pravastatin is required.

Other statins

Expected:
T Statins

Interactions cannot be
excluded with other
HMG-CoA reductase
inhibitors. When co-ad-
ministered with Sofos-
buvir and Velpatasvir
tablets, careful moni-
toring for statin adverse
reactions should be
undertaken and a re-
duced dose of statins
should be considered if
required.




NARCOTIC ANALGESICS

Methadone R-metha- < © <> No dose adjustment
(Methadone maintenance | done of  Sofosbuvir and
therapy [30 to 130 mg Velpatasvir tablets or
daily])/ sofosbuvir (400 mg g-metha— i - = methadone is required.
once daily)® one
Sofosbuvir | € T
1.3
(1.0,
1.7)
Methadone Interaction only studied with sofos-
buvir
Expected:
< Velpatasvir
IMMUNOSUPPRESSANTS
Ciclosporin Ciclosporin | € « No dose adjustment
(600 mg single dose)/ so- . of  Sofosbuvir and
fosbuvir (400 mg single | Sofosbuvir g 2 I 5 Velpatasvir tablets or
ose) 19 | @3 ciclosporin is required
3.5) 6.3)
Ciclosporin Ciclosporin {
(600 mg single dose)/ 0.88
velpatasvir (100 mg single (0.78,
dose)? 1.0)
Velpatasvir | T T
16 2.0
(12, |.(1.5,
2.0) 2.7)
Tacrolimus Tacrolimus | 4 T No dose adjustment
(5 mg single dose)/ sofos- 073 |[1.1 of Sofosbuvir and Vel-
buvir (400 mg single dose)® (0.59, |(0.84, patasvir tablets or tac-
0.90 |1.4) rolimus is required.
Sofosbuvir | 4 )
0.97 1.1
(0.65, | (0.81,
1.4) |1.6)

Tacrolimus

Effect on velpatasvir

studied.
Expected:
<> Velpatasvir

exposure not

ORAL CONTRACEPTIVES

Norgestimate/ ethinyl es- | Norelgestro- | <> > =
tradiol (norgestimate 0.180 | min
mg/ 0.215 mg/ 0.25 mg/
ethinyl  estradiol 0.025 | Norgestrel | <> 12 Iz
mg)/ sofosbuvir (400 mg (d 08 (1'0
" d . 1] - ]
once daily) 1.5) 1.5)
Ethinyl © b 25
estradiol
Norgestimate/ ethinyl es- | Norelgestro- | € © b
tradiol (norgestimate 0.180 | min
mg/ 0.215 mg/ 0.25 mg/ i 5 2oy
ethinyl estradiol 0.025 | Norgestrel
mg)/ velpatasvir (100 mg | Ethinyl t i A
once daily)® estradiol 1.4 0.83
(1.2, (0.65,
1.9 1.1)

No dose adjustment of
oral contraceptives is
required.




a. Mean ratio (90% CI) of co-administered drug pharmacokinetics of study medicinal products
alone or in combination. No effect = 1.00.

b. All interaction studies conducted in healthy volunteers.

c¢. Administered as Sofosbuvir and Velpatasvir tablets.

d. Lack of pharmacokinetics interaction bounds 70-143%.

¢. These are medicinal products within class where similar interactions could be predicted.

f. Bioequivalence/Equivalence boundary 80-125%.

g.Lack of pharmacokinetics interaction bounds 50-200%.

4.6 Fertility, pregnancy and lactation

Pregnanc

There are no or limited amount of data (less than 300 pregnancy outcomes) from the use of
sofosbuvir, velpatasvir or Sofosbuvir and Velpatasvir tablets in pregnant women.

Sofosbuvir

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity (see section 5.3).

It has not been possible to fully estimate exposure margins achieved for sofosbuvir in the rat
relative to the exposure in humans at the recommended clinical dose (see section 5.3).

Velpatasvir
Animal studies have shown a possible link to reproductive toxicity (see section 5.3).

As a precautionary measure, Sofosbuvir and Velpatasvir tablets use are not recommended during
pregnancy.

Breast-feeding

It is unknown whether sofosbuvir, metabolites of sofosbuvir or velpatasvir are excreted in human
milk.

Available pharmacokinetic data in animals have shown excretion of velpatasvir and metabolites
of sofosbuvir in milk.

A risk to the newborns/infants cannot be excluded. Therefore, Sofosbuvir and Velpatasvir tablets
should not be used during breast-feeding.

Fertility

No human data on the effect of Sofosbuvir and Velpatasvir tablets on fertility are available.
Animal studies do not indicate harmful effects of sofosbuvir or velpatasvir on fertility.

If ribavirin is co-administered with Sofosbuvir and Velpatasvir tablets, refer to the Prescribing
information for ribavirin for detailed recommendations regarding pregnancy, contraception, and
breast-feeding.

4.7 Effects on ability to drive and use machines

Sofosbuvir and Velpatasvir tablets has no or negligible influence on the ability to drive and use
machines.

4.8 Undesirable effects

Summary of the safety profile

The safety assessment of Sofosbuvir and Velpatasvir tablets was based on pooled Phase 3 clinical
study data from patients with genotype 1, 2, 3, 4, 5 or 6 HCV infection (with or without
compensated cirrhosis) including 1,035 patients who received Sofosbuvir and Velpatasvir tablets
for 12 weeks.

i

The proportion of patients who permanently discontinued treatment due to adverse evel‘,"l‘ts__ was
0.2% and the proportion of patients who experienced any severe adverse events was 3.2% for
patients receiving Sofosbuvir and Velpatasvir tablets for 12 weeks. In clinical studies, headache(



fatigue and nausea were the most common (incidence > 10%) treatment emergent adverse events
reported in patients treated with 12 weeks of Sofosbuvir and Velpatasvir tab-lets. These and
other adverse events were reported at a similar frequency in placebo treated patients compared
with Sofosbuvir and Velpatasvir tablets treated patients.

Patients with decompensated cirrhosis

The safety profile of Sofosbuvir and Velpatasvir tablets has been evaluated in one open-label study
in which patients with CPT Class B cirrhosis received Sofosbuvir and Velpatasvir tablets for 12
weeks (n = 90), Sofosbuvir and Velpatasvir tablets + RBV for 12 weeks (n = 87) or Sofosbuvir
and Velpatasvir tablets for 24 weeks (n = 90). The adverse events observed were consistent with
expected clinical sequelae of decompensated liver disease, or the known toxicity profile of
ribavirin for patients receiving Sofosbuvir and Velpatasvir tablets in combination with ribavirin.
Among the 87 patients who were treated with Sofosbuvir and Velpatasvir tablets + RBV for 12
weeks, decreases in haemoglobin to less than 10 g/dL and 8.5 g/dL during treatment were
experienced by 23% and 7% patients, respectively. Ribavirin was discontinued in 15% of patients
treated with Sofosbuvir and Velpatasvir tablets + RBV for 12 weeks due to adverse events.

Description of selected adverse reactions

Cardiac arrhythmias

Cases of severe bradycardia and heart block have been observed when sofosbuvir used in
combination with another direct acting antiviral, is used with concomitant amiodarone and/or other
medicinal products that lower heart rate (see sections 4.4 and 4.5).

4.9 Overdose

The highest documented doses of sofosbuvir and velpatasvir were a single dose of 1,200 mg and
a single dose of 500 mg, respectively. In these healthy volunteer studies, there were no untoward
effects observed at these dose levels, and adverse events were similar in frequency and severity to
those reported in the placebo groups. The effects of higher doses/exposures are not known.

No specific antidote is available for overdose with Sofosbuvir and Velpatasvir tablets. If overdose
occurs the patient must be monitored for evidence of toxicity. Treatment of overdose with
Sofosbuvir and Velpatasvir tablets consists of general supportive measures including monitoring
of vital signs, as well as observation of the clinical status of the patient. Haemodialysis can
efficiently remove the predominant circulating metabolite of sofosbuvir, GS-331007, with an
extraction ratio of 53%. Haemodialysis is unlikely to result in significant removal of velpatasvir,
since velpatasvir is highly bound to plasma protein.

5. Pharmacological properties
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Direct acting antiviral, ATC code: not yet assigned
Mechanism of action

Sofosbuvir is a pan-genotypic inhibitor of the HCV NS5B RNA-dependent RNA polymerase,
which is essential for viral replication. Sofosbuvir is a nucleotide prodrug that undergoes
intracellular metabolism to form the pharmacologically active uridine analogue triphosphate (GS-
461203), which can be incorporated into HCV RNA by the NS5B polymerase and acts as a chain
terminator. GS-461203 (the active metabolite of sofosbuvir) is neither an inhibitor of human DNA
and RNA polymerases nor an inhibitor of mitochondrial RNA polymerase.

Velpatasvir is a HCV inhibitor targeting the HCV NS5A protein, which is essential for both RNA
replication and the assembly of HCV virions. /n vitro resistance selection and Cross- resmtance
studies indicate velpatasvir targets NS5A as its mode of action. ‘

Antiviral activity “ ‘?



The 50% effective concentration (EC50) values of sofosbuvir and velpatasvir against full-length
or chimeric replicons encoding NS5B and NSS5A sequences from the laboratory strains are
presented in Table 4. The EC50 values of sofosbuvir and velpatasvir against clinical isolates are
presented in Table 5.

Table 4: Activity of sofosbuvir and velpatasvir against full-length or chimeric laboratory
replicons

Replicon Velpatasvir
genotype Sofosbuvir ECso, nM?* | ECso, nM*

la 40 0.014

1b 110 0.016

2a 50 0.005-0.016°
2b 15° 0.002-0.006°
3a 50 0.004

4a 40 0.009

4d NA 0.004

Sa 15" 0.021-0.054¢
6a 14° 0.006-0.009
6e NA 0.1309

NA = Not available

a. Mean value from multiple experiments of same laboratory replicon.

b. Stable chimeric 1b replicons carrying NS5B genes from genotype 2b, 5a or 6a were used for
testing.

c. Data from various strains of full length NS5A replicons or chimeric NS5A replicons carrying
full-length NS5A genes that contain L31 or M31 polymorphisms.

d. Data from a chimeric NS5A replicon carrying NS5A amino acids 9-184.

Table S: Activity of sofosbuvir and velpatasvir against transient replicons containing NS5A
or NS5B from clinical isolates



Replicon Replicons containing NS5B from clinical Replicons containing NS5A from clinical i

genotype isolates isolates |
Number of clinical Median sofosbuvir Number of clinical  |Median velpatasvia |
isolates ECw n)M (range) isolates EC«. nM (range) ;

1a 67 62 (29-128) 23 0.019(0.011-0.078)

1b 29 102 (45-170) 34 0.012 (0.005-0.500)

2a 15 29 (14-81) 8 0.011 (0.006-0.364)

2b NA NA 16 0.002 (0.0003-0.007)

3a 106 81 (24-181) 38 0.005 (0.002-1.871)

4a NA NA 5 0.002 (0.001-0004)

4d INA NA 10 0.007 (0.004-0.011)

4r NA NA 7 0.003 (0.002-0.006)

5a NA NA 42 0.005 (0.001-0.019)

6a NA NA 26 0.007 (0.0005-0.113)

Ge NA NA 15 0.024 (0.005-0433))

NA = Not available

The presence of 40% human serum had no effect on the anti-HCV activity of sofosbuvir but
reduced the anti-HCV activity of velpatasvir by 13-fold against genotype 1a HCV replicons.
Evaluation of sofosbuvir in combination with velpatasvir showed no antagonistic effect in
reducing HCV RNA levels in replicon cells.

Resistance

In cell culture

HCV replicons with reduced susceptibility to sofosbuvir have been selected in cell culture for
multiple genotypes including 1b, 2a, 2b, 3a, 4a, 5a and 6a. Reduced susceptibility to sofosbuvir
was asso-ciated with the primary NS5B substitution S282T in all replicon genotypes examined.
Site-directed mutagenesis of the S282T substitution in replicons of genotype 1 to 6 conferred 2-
to 18-fold reduced susceptibility to sofosbuvir and reduced the replication viral capacity by 89%
to 99% compared to the corresponding wild-type. In biochemical assays, the ability of the active
triphosphate of sofosbuvir (GS-461203) to inhibit recombinant NS5B polymerase from genotypes
1b, 2a, 3a and 4a expressing the S282T substitution was reduced compared to its ability to inhibit
wild-type recombinant NS5B poly-merase, as indicated by a 8.5- to 24-fold increase in the 50%
inhibitory concentration (ICsp).

In.vitro selection of HCV replicons with reduced susceptibility to velpatasvir was performed in
cell cul-ture for multiple genotypes including 1a, 1b, 2a, 3a, 4a, 5a and 6a. Variants were selected
at NSS5A resis-tance associated positions 24, 28, 30, 31, 32, 58, 92 and 93. The resistance
associated variants (RAVs) selected in 2 or more genotypes were F28S, 1.311/V and Y93H. Site-
directed mutagenesis of known NS5A RAVs showed that substitutions conferring a > 100-fold
reduction in velpatasvir susceptibility are M28G, A92K and Y93H/N/R/W in genotype 1a, A92K
in genotype 1b, C92T and Y93H/N in genotype 2b, Y93H in genotype 3, and L31V and
P32A/L/Q/R in genotype 6. No individual substitutions tested in genotypes 2a, 4a, or 5a conferred
a > 100-fold reduction in velpatasvir susceptibility. Combinations of these variants often showed
greater reductions in susceptibility to velpatasvir than single RAVs alone.

In clinical studies

Studies in patients without cirrhosis and patients with compensated cirrhosis

In a pooled analysis of patients without cirrhosis or with compensated cirrhosis who received
Sofos-buvir and Velpatasvir tablets for 12 weeks in three Phase 3 studies, 12 patlents (2 with
genotype 1 and 10 with genotype 3) qualified for resistance analysis due to virologic fa;lure Onen’;
additional patient with genotype 3 HCV infection at baseline was reinfected with genotype la



HCV at virologic failure and was excluded from the virological analysis. No patients with
genotype 2, 4, 5, or 6 HCV infection experienced virologic failure.

Of the 2 genotype 1 virologic failure patients, one patient had virus with emergent NSSA RAV
Y93N and the other patient had virus with emergent NSS5A RAVs L311/V and Y93H at virologic
failure. Both patients had virus at baseline harboring NS5A RAVs. No NS5B nucleoside inhibitor
(NI) RAVs were observed at failure in the 2 patients.

Of the 10 genotype 3 virologic failure patients, Y93H was observed in all 10 patients at failure (6
had Y93H emerge post-treatment and 4 patients had Y93H at baseline and post-treatment). No
NS5B NI RAVs were observed at failure in the 10 patients.

Studies in patients with decompensated cirrhosis

In one Phase 3 study in patients with decompensated cirrhosis who received Sofosbuvir and
Velpatasvir tablets + RBV for 12 weeks, 3 patients (1 with genotype 1 and 2 with genotype 3)
qualified for resistance analysis due to virologic failure. No patients with genotype 2 or 4 HCV
infection in the Sofosbuvir and Velpatasvir tablets + RBV 12 weeks group experienced virologic
failure.

The 1 virologic failure patient with genotype 1 HCV had no NSSA or NS5B RAVs at failure.

Of the 2 genotype 3 virologic failure patients, one had NS5A RAV Y93H emerge at failure.
Another patient had virus with Y93H at baseline and virologic failure and also developed low
levels (< 5%) of NS5B NI RAVs N142T and E237G at failure. Pharmacokinetic data from this
patient was consistent with non-adherence to treatment.

In this study, 2 patients treated with Sofosbuvir and Velpatasvir tablets for 12 or 24 weeks without
ribavirin had emergent NS5B S282T at low levels (< 5%) along with L159F.

Effect of baseline HCV resistance-associated variants on treatment outcome

Studies in patients without cirrhosis and patients with compensated cirrhosis

Analyses were conducted to explore the association between pre-existing baseline NS5A RAVs
and treatment outcome for patients without cirrhosis or with compensated cirrhosis in three Phase
3 clinical studies (ASTRAL-1, ASTRAL-2 and ASTRAL-3). Of the 1,035 patients treated with
sofosbuvir/velpat-asvir in the three Phase 3 clinical studies, 1,023 patients were included in the
analysis of NS5A RAVs; 7 patients were excluded as they neither achieved sustained virologic
response (SVR12) nor had virologic failure and 5 additional patients were excluded as NS5A gene
sequencing failed. In the pooled analysis of the Phase 3 studies, 380/1,023 (37%) patients' virus
had baseline NSS5A RAVs. Genotype 2, 4, and 6 HCV-infected patients had a higher prevalence
of NS5A RAVs (70%, 63% and 52%, respectively) com-pared to genotype 1 (23%), genotype 3
(16%), and genotype 5 (18%) HCV-infected patients.

Baseline RAVs had no relevant impact on SVR12 rates in patients infected with genotype 1, 2, 4,
5 and 6 HCV, as summarised in Table 6. Genotype 3 infected patients with the NSS5A RAV
Y93H at baseline had a lower SVR12 rate than patients without Y93H after treatment with
Sofosbuvir and Velpatasvir tablets for 12 weeks, as summarised in Table 7. In the ASTRAL-3

study, the YO3H RAYV was detected at baseline in 9% of patients treated with Sofosbuvir and
Velpatasvir tablets.




Table 6: SVR12 in patients with or without baseline NS5A RAVs by HCV genotype (studies
ASTRAL-1, ASTRAL-2 and ASTRAL-3)

Sofosbuvir and"\'elpata';\ij' tablets 12 weeks
Genotype 1 Genotype 3 Genotypes2, 4.5 or 6 |[Total {
S
i‘s“:‘,\";:_\b\‘f‘h‘* 97% (73/75) 88% (38/43) 100% (262/262) 98%% (373/380)
Without baseline e i .
\S‘ﬁ:‘;ﬁf wloof'-u:n-::;) 97% (225/231) 100% (161/161) 99% (637/643) |

Table 7: SVR12 in patients with and without baseline Y93H, 1% Cut-off (Resistance Anal-
ysis Population Set) ASTRAL 3

Sofesbuvir and Velpatasvir tablets 12 Weeks

All Subjects Cirrhotic Non-Cirrhotic

(n=274) (n=80) (n=197)
Overall 95.3% (263/274) 91.3% (73/80) 97.9% (190/194)
95% CI 92.9% to 98.0% 82.8% to 96.4% 92.8% 10 98.6%
SVR with Y93H 84.0% (21/25) 50.0% (24) 90.5% (19/21)
95% C1 63.9% 10 95.5% 6.8% 10 93.2% 69.6% to 98.8% T
SVR without Y93H 96 4% (242/249) 93.4% (71/76) 98.8% (171/173)
95% C1 94.3% to 98.9% 85.3% 10 97.8% 95.9% to 99.9%

The NS5B NIRAV S282T was not detected in the baseline NS5B sequence of any patient in Phase
3 studies. SVR12 was achieved in all 77 patients who had baseline NS5B NI RAVs including
N142T, L159F, E/N237G, C/M289L/1, L320F/I/V, V321A/I, and S282G+V3211.

Studies in patients with decompensated cirrhosis (CPT Class B)

Analyses were conducted to explore the association between pre-existing baseline NS5A RAVs
anid treatment outcome for patients with decompensated cirrhosis in one Phase 3 study (ASTRAL-
4). Of the 87 patients treated with Sofosbuvir and Velpatasvir tablets + RBV, 85 patients were
included in the analysis of NSSA RAVs; 2 patients were excluded as they neither achieved SVR12
nor had virologic failure. Among the patients who received treatment with Sofosbuvir and
Velpatasvir tablets + RBV for 12 weeks, 29% (25/85) of patients had baseline virus with NS5A
RAVs: 29% (19/66), 75% (3/4), 15% (2/13), and 50% (1/2) for patients with genotype 1, 2, 3 and
4 HCV, respectively.

SVR12 in patients with or without baseline NS5A RAVs in the Sofosbuvir and Velpatasvir tablets
+ RBV 12 week group for this study is shown in Table 8.

Table 8: SVR12 in patients with or without baseline NS5A RAVs by HCV genotype (study
ASTRAL-4)

Sofosbuvir and Velpatasvir tablets + RBV 12 weeks
Genotype 1 Genotype 3 Genotypes 2 or 4 Total
With anv baseline i s I ey o (24/25
NS5A RAVs 100% (19/19) 50% (1/2) 100% (4/4) 96% (24/25)
Without baseline ‘ ‘
NSI' 5A RAVs 98% (46/47) 91% (10/11) 100% (2/2) 98% (58/60)

The single genotype 3 patient who had baseline NS5A RAVs and failed to achieve S}U’RIZ had
NSSA substitution Y93H at baseline; pharmacokinetic data from this patient was conséiéféﬂtlwith:g

non-adher-ence to treatment. | —



Three patients in the Sofosbuvir and Velpatasvir tablets + RBV 12 week group had baseline NS5B
NI RAVs (N142T and L159F) and all three patients achieved SVR12,

Cross-resistance

In vitro data suggests that the majority of NS5A RAVs that confer resistance to ledipasvir and
daclatasvir remained susceptible to velpatasvir. Velpatasvir was fully active against the sofosbuvir
resistance-as-sociated substitution S282T in NSSB while all velpatasvir resistance-associated
substitutions in NS5A were fully susceptible to sofosbuvir. Both sofosbuvir and velpatasvir were
fully active against substitu-tions associated with resistance to other classes of direct acting
antivirals with different mechanisms of actions, such as NS5B non-nucleoside inhibitors and NS3
protease inhibitors. The efficacy of Sofosbu-vir and Velpatasvir tablets has not been assessed in
patients who have previously failed treatment with other regimens that include an NS5A inhibitor.

Clinical efficacy and safety

The efficacy of Sofosbuvir and Velpatasvir tablets was evaluated in three Phase 3 studies in
patients with genotype 1 to 6 HCV infection with or without compensated cirrhosis and one Phase
3 study in patients with genotype 1 to 6 HCV infection with decompensated cirrhosis, as
summarised in Table 9.

Table 9: Studies conducted with Sofosbuvir and Velpatasvir tablets in patients with genotype
1,2,3,4,5 or 6 HCV infection

Study Population Study arms
(Number of patients treated)
ASTRAL-1 Genotype 1,2, 4,5and 6 Sofosbuvir and Velpatasvir tablets 12
TN and TE, without cirrhosis or with | weeks (624)
compensated cirrhosis Placebo 12 weeks (116)
ASTRAL-2 Genotype 2 Sofosbuvir and Velpatasvir tablets 12
TN and TE, without cirrhosis or with | weeks (134)
compensated cirrhosis SOF+RBV 12 weeks (132)
ASTRAL-3 Genotype 3 Sofosbuvir and Velpatasvir tablets
TN and TE, without cirrhosis or with | 12 weeks (277) SOF+RBV 24 weeks
compensated cirrhosis (275)
ASTRAL-4 Genotype 1,2, 3,4,5and 6 Sofosbuvir and Velpatasvir tablets 12
TN and TE, with CPT Class B weeks (80)
decompensated cirrhosis Sofosbuvir and Velpatasvir tablets +
RBV 12 weeks (87) Sofosbuvir and
Velpatasvir tablets 24 weeks (90)

TN = treatment-naive patients; TE = treatment-experienced patients (including those who have
failed a peginterferon alfa + ribavirin based regimen with or without an HCV protease inhibitor)
The ribavirin dose was weight-based (1,000 mg daily administered in two divided doses for
patients75 kg and 1,200 mg for those > 75 kg) and administered in two divided doses when used
in combination with sofosbuvir in the ASTRAL-2 and ASTRAL-3 studies or in combination
with Sofosbuvir and Velpatasvir tablets in the ASTRAL-4 study. Ribavirin dose adjustments
were performed according to the ribavirin prescribing information. Serum HCV RNA values
were measured during the clinical studies using the COBAS AmpliPrep/COBAS Tagman HCV
test (version 2.0) with a lower limit of quantification (LLOQ) of 15 [U/mL. Sustained virologic
response (SVR12), defined as HCV RNA less than LLOQ at 12 weeks after the cessatlon of
treatment, was the primary endpoint to determine the HCV cure rate. /i

fo

Clinical studies in patients without cirrhosis and patients with compensated cirrhosis
Genotype 1, 2, 4, 5 and 6 HCV-infected adults — ASTRAL-1 (study 1138)



ASTRAL-1 was a randomised, double-blind, placebo-controlled study that evaluated 12 weeks of
treat-ment with Sofosbuvir and Velpatasvir tablets compared with 12 weeks of placebo in patients
with gen-otype 1, 2, 4, 5, or 6 HCV infection. Patients with genotype 1, 2, 4 or 6 HCV infection
were randomised in a 5:1 ratio to treatment with Sofosbuvir and Velpatasvir tablets for 12 weeks
or placebo for 12 weeks. Patients with genotype 5 HCV infection were enrolled to the Sofosbuvir
and Velpatasvir tablets group. Randomisation was stratified by HCV genotype (1, 2, 4, 6, and
indeterminate) and the presence or absence of cirrhosis.

Demographics and baseline characteristics were balanced between the Sofosbuvir and Velpatasvir
tablets and placebo group. Of the 740 treated patients, the median age was 56 years (range: 18 to
82); 60% of the patients were male; 79% were White, 9% were Black; 21% had a baseline body
mass index of at least 30 kg/m2; the proportions of patients with genotype 1, 2, 4, 5, or 6 HCV
infection were 53%, 17%, 19%, 5% and 7%, respectively; 69% had non-CC IL28B alleles (CT or
TT); 74% had baseline HCV RNA levels of at least 800,000 IU/mL; 19% had compensated
cirrhosis; and 32% were treatment-experienced.

Table 10 presents the SVRI12 for the ASTRAL-1 study by HCV genotypes. No patients in the
placebo group achieved SVR12.

Table 10: SVR12 in study ASTRAL-1 by HCV genotype

Sofosbuvir and velpatasvir tablets 12 weeks

=0624)
Total GT-1 GTI-2 GTH GT-5 GI-6
. = = = 315 =
:lalllm(g'f:; GTla GT1b Total m=104) |(m=116) |[(m=35 |(m=4D)

(n=210) [(n=118) |(n=2328)
00% 08% 99% 08% 100% 100% 97% 100%

SVRL2 (618/624) |(2067210) |(117/118) [(323/328) |(104/104) [(116/116) [(3435) [4141)
Outcome for patients without SVR12
On-
il 07210 0118 0328 0/104 0116 035 0/41
virologic
failure
Relipser |SL%  [si% 1% e 0104 o116 035 ol
i 623)  [(1200)  |(1118) (2327 ' ‘
Othe® 1% s omg |1 0104 |0116 2% 041
@624) |3n10) ‘ (3/328) (1735)
GT = genotype

a. The denominator for relapse is the number of patients with HCV RNA < LLOQ at their last on-
treat-ment assessment.

b. Other includes patients who did not achieve SVR12 and did not meet virologic failure
criteria. Genotype 2 HCV-infected adults — ASTRAL-2 (study 1139)

ASTRAL-2 was a randomised, open-label study that evaluated 12 weeks of treatment with
Sofosbuvir and Velpatasvir tablets compared with 12 weeks of treatment with SOF+RBV in
patients with genotype 2 HCV infection. Patients were randomised in a 1:1 ratio to treatment with
Sofosbuvir and Velpat-asvir tablets for 12 weeks or SOF+RBV for 12 weeks. Randomisation was
stratified by the presence or absence of cirrhosis and prior treatment experience (treatment-naive
versus treatment-experienced).

Demographics and baseline characteristics were balanced across the two treatment groups. Of the
266 treated patients, the median age was 58 years (range: 23 to 81); 59% of the patients were"inale
88% were White, 7% were Black; 33% had a baseline body mass index of at least 30 kg/m2 62%
had non-CC IL28B alleles (CT or TT); 80% had baseline HCV RNA levels of at least 800 000
IU/mL; 14% had compensated cirrhosis and 15% were treatment-experienced. P

Table 11 presents the SVR12 for the ASTRAL-2 study.



Table 11: SVR12 in study ASTRAL-2 (HCV genotype 2)

Sofosbuvir and Velpatasvir SOF+RBV

tablets 12 weeks 12 weeks

(n=134) (n=132)
SVRI12 99% (133/134) 94% (124/132)

Outcome for patients without SVR12

On-treatment

virologic failure [0/134 0/132
Relapsea 0/133 5% (6/132)
Otherb 1% (1/134) 2% (2/132)

a. The denominator for relapse is the number of patients with HCV RNA < LLOQ at their last on-
treat-ment assessment.
b. Other includes patients who did not achieve SVR12 and did not meet virologic failure criteria.
Treatment with Sofosbuvir and Velpatasvir tablets for 12 weeks demonstrated the statistical
superiority (p = 0.018) over treatment with SOF+RBV for 12 weeks (treatment difference +5.2%;
95% confidence interval: +0.2% to +10.3%).
Genotype 3 HCV-infected adults — ASTRAL-3 (study 1140)
ASTRAL-3 was a randomised, open-label study that evaluated 12 weeks of treatment with
Sofosbuvir and Velpatasvir tablets compared with 24 weeks of treatment with SOF+RBV in
patients with genotype 3 HCV infection. Patients were randomised in a 1:1 ratio to treatment with
Sofosbuvir and Velpat-asvir tablets for 12 weeks or SOF+RBV for 24 weeks. Randomisation was
stratified by the presence or absence of cirrhosis and prior treatment experience (treatment-naive
versus treatment-experienced).
Demographics and baseline characteristics were balanced across the two treatment groups. Of the
552 treated patients, the median age was 52 years (range: 19 to 76); 62% of the patients were male;
89% were White, 9% were Asian; 1% were Black; 20% had a baseline body mass index of at least
30 kg/m2; 61% had non-CC IL28B alleles (CT or TT); 70% had baseline HCV RNA levels of at
least 800,000 IU/mL, 30% had compensated cirrhosis and 26% were treatment-experienced.

Table 12 presents the SVR12 for the ASTRAL-3 study.



Table 12: SVR12 in study ASTRAL-3 (HCV genotype 3)

Sofosbuvir and velpatasvir tablets SOF+RBV

12 weeks 24 weeks

(n=277) (n =275)
SVR12 95% (264/277) 80% (221/275)

Outcome for patients without SVR12

On-treatment

virologic failure [0/277 < 1% (1/275)
Relapsea 4% (11/276) 14% (38/272)
Otherb 1% (2/277) 5% (15/275)

a. The denominator for relapse is the number of patients with HCV RNA < LLOQ at their last on-
treat-ment assessment.

b. Other includes patients who did not achieve SVR12 and did not meet virologic failure criteria.

Treatment with Sofosbuvir and Velpatasvir tablets for 12 weeks demonstrated the statistical

superiority (p < 0.001) compared to treatment with SOF+RBV for 24 weeks (treatment difference
+14.8%; 95% confidence interval: +9.6% to +20.0%).

SVR12 for selected subgroups are presented in Table 13.
Table 13: SVR12 for selected subgroups in study ASTRAL-3 (HCV genotype 3)

Sofosbuvir and Velpatasvir SOF+RBV
tablets 12 weeks 24 weeks.
SVR12 Treatment-naive | Treatment- Treatment-naive Treatment-
s (n = 206) experienced (n=201) experienced
(n=71) (n =69)
Without cirrhosis |98% (160/163) | 91% (31/34) (141/156) 71% (22/31)
With cirrhosis 93% (40/43) 89% (33/37) (33/45) 58% (22/38)

a. Five patients with missing cirrhosis status in the SOF+RBV 24 week group were excluded from
this subgroup analysis.

Clinical studies in patients with decompensated cirrhosis— ASTRAL-4 (study 1137)
ASTRAL-4 was a randomised, open-label study in patients with genotype 1, 2, 3,4, 5 or 6 HCV
infection and CPT Class B cirrhosis. Patients were randomised in a 1:1:1 ratio to treatment with
Sofosbuvir and Velpatasvir tablets for 12 weeks, Sofosbuvir and Velpatasvir tablets + RBV for 12
weeks or Sofosbuvir and Velpatasvir tablets for 24 weeks. Randomisation was stratified by HCV
genotype (1, 2, 3, 4, 5, 6 and indeterminate).

Demographics and baseline characteristics were balanced across the treatment groups. Of the 267
treated patients, the median age was 59 years (range: 40 to 73); 70% of the patients were male;
90% were White, 6% were Black; 42% had a baseline body mass index of at least 30 kg/m2. The
proportions of patients with genotype 1, 2, 3, 4 or 6 HCV were 78%, 4%, 15%, 3%, and < 1% (1
patient), respectively. No patients with genotype 5 HCV infection were enrolled. 76% of the
patients had non-IL28B alleles (CT or TT); 56% had baseline HCV RNA levels of at 1east 800,000
IU/mL, 55% were treatment-experienced; 90% and 95% of patients had CPT Class B mrrh051s and
Model for End Stage Liver Disease (MELD) score < 15 at baseline, respectively. | .—1 ! ‘ i
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Table 14 presents the SVR12 for the ASTRAL-4 study by HCV genotype.
Table 14: SVR12 in study ASTRAL-4 by HCV genotype

Sofosbuvir and Sofosbuvir and velpatasvir Sofosbuvir and velpatasvir

velpatasvir tablets tablets + RBV tablets

12 weeks 12 weeks 24 weeks

(n=2900) (n=87) (n=90)
Overall SVR12 [83% (75/90) 94°% (82/87) 86% (77/90)
Genotype 1 88% (60/68) 96% (65/68) 92% (65/71)
Genotype la 88% (44/50) 94% (5154) 93% (51/55)
Genotype 1b 89% (16/18) 100% (14/14) 88% (14/16)
Genorype 3 50% (7/14) 85% (11/13) 50% (6/12)
Genotvpe 2,4 |100% (8/8)° 100% (6/6)° 86% (6/7)
and 6

a.n = 4 for genotype 2 and n = 4 for genotype 4
b. n= 4 for genotype 2 and n = 2 for genotype 4
c.n = 4 for genotype 2, n = 2 for genotype 4 and n = 1 for genotype 6.

Table 15 presents the virologic outcome for patients with genotype 1 or 3 HCV infection in the

ASTRAL-4 study.

No patients with genotype 2, 4 or 6 HCV infection experienced virologic failure.

Table 15: Virologic outcome for patients with genotype 1 and 3 HCV infection in study

ASTRAL-4

Sofosbuvir and
velpatasvir tablets 12
weeks

+ RBV 12 weeks

Seofosbuvir and velpatasvir tablers

Sofosbuvir and velpatasvir
tablets 24 weeks

Virologic failure (relapse and on-treatment failure)

Genotype 1* 7% (5/68) 1% (1/68) 4% (3/71)
Genorvpe la 6% (3/50) 2% (1/54) 4% (2/35)
Genotype 1b 11% (2/18) 0% (0/14) 6% (1/16)
Genotype 3 43% (6'14) 15% (2%13) 42% (5%12)
Other? 5% (4/82) 2% (2/81) 5% (4/83)

a. No patients with genotype 1 HCV had on-treatment virologic failure.

b. One patient had on-treatment virologic failure; pharmacokinetic data from this patient was
consistent with non-adherence to treatment.

c. One patient had on-treatment virologic failure.
d. Other includes patients who did not achieve SVR12 and did not meet virologic failure criteria.

Changes in the parameters found in the CPT score system in patients achieving SVRI2 in
ASTRAL-4 (all 3 regimens) are shown in Table 16.



Table 16: Changes in CPT score parameters from baseline to week 12 and 24 post-treatment
in patients achieving SVR12, ASTRAL-4

].’dbumiu lBiEimbin IL\'R l.—\sciteq l[ncephalopath}'
Post-trearment Weelk 12 (N=226), %6 (W)
Decreased score 34.5% (79/229) {17.9% (41/229) 12.2% (57229) 7.9%(187229) [5.2% (127229)
(Improvement)
No change 60.3% 76.4% 96.5% 89.1% 01.3% (209.229) ]
(138:229) (175/229) (221/229) (204229) |
Increased score (Worsening) {5.2% (12/229) [5.7°%(13/229) [13%(3/229) 13.1%(7229) [3.5%(8129)
No assessment 7 7 7 7 7
Post-treatment Week 24 (N=236), % (n/N)
Decreased score 39.4% (84/213) |16.4% (35/213) |2.3% (5213)  [15.0% (32/213) [9.4% (20213)
(Improvement)
No change 54.0% 80.8% 04 8% 81.2% £8.3% (1887213)
(1157213) (1727213) (2022213) (1731213)
Increased score (Worsening) [6.6% (14213) [2.8% (67213) [28% (67213) [3.8%(8213) |2.3%(5/213)
No assessment 23 23 23 23 23 i

Note: Baseline frequency of ascites was: 20% none, 77% mild/moderate, 3% severe
Baseline frequency of encephalopathy was: 38% none, 62 % grade 1-2.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Sofosbuvir and Velpatasvir tablets in one or more subsets of the paediatric population in the
treatment of chronic hepatitis C (see section 4.2 for information on paediatric use).

Elderly

Clinical studies of Sofosbuvir and Velpatasvir tablets included 156 patients aged 65 and over (12%
of total number of patients in the Phase 3 clinical studies). The response rates observed for patients
> 65 years of age were similar to that of patients < 65 years of age, across treatment groups.

5.2 Pharmacokinetic properties

Absorption

The pharmacokinetic properties of sofosbuvir, GS-331007 and velpatasvir have been evaluated in
healthy adult subjects and in patients with chronic hepatitis C. Following oral administration of
Sofosbuvir and Velpatasvir tablets, sofosbuvir was absorbed quickly and the peak median plasma
concentration was observed 1 hour post-dose. Median peak plasma concentration of GS-331007
was observed 3 hours post-dose. Velpatasvir median peak concentrations were observed at 3 hours
post-dose.

Based on the population pharmacokinetic analysis in HCV-infected patients, mean steady-state
AUC.24 for sofosbuvir (n = 982), GS-331007 (n = 1,428) and velpatasvir (n = 1,425) were 1,260,
13,970 and 2,970 ngeh/mL, respectively. Steady-state Cmax for sofosbuvir, GS-331007 and
velpatasvir were 566, 868 and 259 ng/mL, respectively. Sofosbuvir and GS-331007 AUCy-24 and
Cmax Were similar in healthy adult subjects and patients with HCV infection. Relative to healthy
subjects (n = 331), velpatasvir AUCo.24 and Cmax Were 37% lower and 41% lower, respectively in
HCV-infected patients.

Effects of food

Relative to fasting conditions, the administration of a single dose of Sofosbuvir and Velpatasvir
tablets with a moderate fat (~600 kcal, 30% fat) or high fat (~800 kcal, 50% fat) meal resulted in
a 34% and 21% increase in velpatasvir AUCo.ing, respectively, and a 31% and 5% increase in
velpatasvir Cmax, respectively. The moderate or high fat meal increased sofosbuvir AUCo.inf by
60% and 78%, respectively, but did not substantially affect the sofosbuvir Ciax. The ﬁioderate or
high fat meal did not alter GS-331007 AUCo.inf, but resulted in a 25% and 37% deprease in Itﬁ
Cuax, Tespectively. The response rates in Phase 3 studies were similar in HCV- mfected’ patzentS*



who received Sofosbuvir and Velpatasvir tablets with food or without food. Sofosbuvir and
Velpatasvir tablets can be administered without regard to food.

Distribution

Sofosbuvir is approximately 61-65% bound to human plasma proteins and the binding is
independent of drug concentration over the range of 1 pg/mL to 20 pg/mL. Protein binding of GS-
331007 was minimal in human plasma. After a single 400 mg dose of [14C]-sofosbuvir in healthy
subjects, the blood to plasma ratio of [14C]-radioactivity was approximately 0.7.

Velpatasvir is > 99.5% bound to human plasma proteins and binding is independent of drug
concentration over the range of 0.09 pg/mL to 1.8 pg/mL. After a single 100 mg dose of [14C]-
velpatasvir in healthy subjects, the blood to plasma ratio of [14C]-radioactivity ranged between
0.52 and 0.67.

Biotransformation

Sofosbuvir is extensively metabolised in the liver to form the pharmacologically active nucleoside
analog triphosphate GS-461203. The metabolic activation pathway involves sequential hydrolysis
of the carboxyl ester moiety catalysed by human cathepsin A (CatA) or carboxylesterase 1 (CES1)
and phosphoramidate cleavage by histidine triad nucleotide-binding protein 1 (HINT1) followed
by phosphorylation by the pyrimidine nucleotide biosysthesis pathway. Dephosphorylation results
in the formation of nucleoside metabolite GS-331007 that cannot be efficiently rephosphorylated
and lacks anti-HCV activity in vitro. Sofosbuvir and GS-331007 are not substrates or inhibitors of
UGT1Al or CYP3A4, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, and CYP2D6
enzymes. After a single 400 mg oral dose of [14C]-sofosbuvir, GS-331007 accounted for
approximately > 90% of total systemic exposure.

Velpatasvir is a substrate of CYP2B6, CYP2CS8, and CYP3A4 with slow turnover. Following a
single dose of 100 mg [14C]-velpatasvir, the majority (> 98%) of radioactivity in plasma was
parent drug. The monohydroxylated and desmethylated velpatasvir were the metabolites identified
in human plasma. Unchanged velpatasvir is the major species present in faeces.

Elimination

Following a single 400 mg oral dose of [14C]-sofosbuvir, mean total recovery of the [14C]-
radioactivity was greater than 92%, consisting of approximately 80%, 14%, and 2.5% recovered
in urine, faeces, and expired air, respectively. The majority of the sofosbuvir dose recovered in
urine was GS-331007 (78%) while 3.5% was recovered as sofosbuvir. These data indicate that
renal clearance is the major elimination pathway for GS-331007. The median terminal half-lives
of sofosbuvir and GS-331007 following administration of Sofosbuvir and Velpatasvir tablets were
0.5 and 25 hours, respectively.

Following a single 100 mg oral dose of [14C]-velpatasvir, mean total recovery of the [14C]-
radioactivity was 95%, consisting of approximately 94% and 0.4% recovered from the faeces and
urine, respectively. Unchanged velpatasvir was the major species in faeces accounting for a mean
of 77% of the administered dose, followed by monohydroxylated velpatasvir (5.9%) and
desmethylated velpatasvir (3.0%). These data indicate that biliary excretion of parent drug was a
major route of elimination for velpatasvir. The median terminal half-life of velpatasvir following
administration of Sofosbuvir and Velpatasvir tablets was approximately 15 hours.

Linearity/non-linearity
Velpatasvir AUC increases in a nearly dose proportional manner over the dose range of 25 mg to

150 mg. Sofosbuvir and GS-331007 AUCs are near dose-proportional over the dose range of 200
mg to 1,200 mg.

In vitro potential for sofosbuvir/velpatasvir drug-drug interactions




Sofosbuvir and velpatasvir are substrates of drug transporters P-gp and BCRP while GS-331007
is not. Velpatasvir is also a substrate of OATP1B. In vitro, slow metabolic turnover of velpatasvir
by CYP2B6, CYP2C8, and CYP3A4 was observed.

Velpatasvir is an inhibitor of drug transporter P-gp, BCRP, OATP1B1 and OATP1B3 and its
involvement in drug interactions with these transporters is primarily limited to the process of
absorption. At clinically relevant plasma concentration, velpatasvir is not an inhibitor of hepatic
transporters bile salt export pump (BSEP), sodium taurocholate cotransporter protein (NTCP),
OATP2B1, OATP1A2 or organic cat-ion transporter (OCT) 1, renal transporters OCT2, OATI,
OAT3, multidrug resistance-associated protein 2 (MRP2) or multidrug and toxin extrusion protein
(MATE) 1, or CYP or uridine glucuronosyltransferase (UGT) 1Al enzymes.

Sofosbuvir and GS-331007 are not inhibitors of drug transporters P-gp. BCRP, MRP2, BSEP,
OATP1B1, OATP1B3 and OCT1. GS-331007 is not an inhibitor of OAT1, OCT2, and MATEI.

Pharmacokinetics in special populations

Race and gender

No clinically relevant pharmacokinetic differences due to race or gender have been identified for
sofosbuvir, GS-331007 or velpatasvir.

Elderly
Population pharmacokinetic analysis in HCV-infected patients showed that within the age range

(18 to 82 years) analysed, age did not have a clinically relevant effect on the exposure to
sofosbuvir, GS-331007, or velpatasvir.

Renal impairment

The pharmacokinetics of sofosbuvir was studied in HCV negative patients with mild (eGFR = 50
and

< 80 mL/min/1.73 m2), moderate (¢GFR > 30 and < 50 mL/min/1.73 m2), severe renal
impairment (eGFR < 30 mL/min/1.73 m2) and patients with ESRD requiring haemodialysis
following a single 400 mg dose of sofosbuvir. Relative to patients with normal renal function
(eGFR > 80 mL/min/1.73 m2), the sofosbuvir AUCq.inr Was 61%, 107% and 171% higher in mild,
moderate and severe renal impairment, while the GS-331007 AUCo.inf was 55%, 88% and 451%
higher, respectively. In patients with ESRD, sofosbuvir AUCo.inf Was 28% higher when sofosbuvir
was dosed 1 hour before haemodialysis compared with 60% higher when dosed 1 hour after
haemodialysis, respectively. The AUCo.inf of GS-331007 in patients with ESRD administered with
sofosbuvir 1 hour before or 1 hour after haemodialysis was at least 10-fold and 20-fold higher,
respectively. GS-331007 is efficiently removed by haemodialysis with an extraction coefficient of
approximately 53%. Following a single 400 mg dose of sofosbuvir, a 4 hour haemodialysis
removed 18% of administered dose (see section 4.2).

The pharmacokinetics of velpatasvir was studied with a single dose of 100 mg velpatasvir in HCV
negative patients with severe renal impairment (¢GFR < 30 mL/min by Cockcroft-Gault). Relative
to subjects with normal renal function, velpatasvir AUCinr was 50% higher in subjects with severe
renal impairment (see section 4.2).

Hepatic impairment

The pharmacokinetics of sofosbuvir was studied following 7-day dosing of 400 mg sofosbuvir in
HCV-infected patients with moderate and severe hepatic impairment (CPT Class B and C).
Relative to patients with normal hepatic function, the sofosbuvir AUCo.24 was 126% and 143%
higher in moderate and severe hepatic impairment, while the GS-331007 AUCo.24 was 18% and
9% higher, respectively. Population pharmacokinetics analysis in HCV-infected patients indicated

that cirrhosis (including decompensated cirrhosis) had no clinically relevant effect on| the exposure
to sofosbuvir and GS-331007. N .



The pharmacokinetics of velpatasvir was studied with a single dose of 100 mg velpatasvir in HCV
negative patients with moderate and severe hepatic impairment (CPT Class B and C). Compared
to subjects with normal hepatic function velpatasvir total plasma exposure (AUCinf) was similar in
patients with moderate or severe hepatic impairment. Population pharmacokinetics analysis in
HCV-infected patients indicated that cirrhosis (including decompensated cirrhosis) had no
clinically relevant effect on the exposure to velpatasvir (see section 4.2).

Body weight
Body weight did not have a clinically significant effect on sofosbuvir or velpatasvir exposure
according to a population pharmacokinetic analysis.

Paediatric population

The pharmacokinetics of sofosbuvir, GS-331007 and velpatasvir in paediatric patients have not
been established (see section 4.2).

5.3 Preclinical safety data

Sofosbuvir

Exposure to sofosbuvir in rodent studies could not be detected likely due to high esterase activity
and exposure to the major metabolite GS-331007 was instead used to estimate exposure margins.
Sofosbuvir was not genotoxic in a battery of in vitro or in vivo assays, including bacterial
mutagenicity, chromosome aberration using human peripheral blood lymphocytes and in vivo
mouse micronucleus assays. No teratogenic effects were observed in the rat and rabbit
developmental toxicity studies with sofosbuvir. Sofosbuvir had no adverse effects on behaviour,
reproduction, or development of the offspring in the rat pre- and post-natal development study.
Sofosbuvir was not a carcinogen in the 2-year mouse and rat carcinogenicity studies at GS-331007
exposures up to 15 and 9 times, respectively, higher than human exposure.

Velpatasvir

Velpatasvir was not genotoxic in a battery of in vifro or in vivo assays, including bacterial
mutagenic-ity, chromosome aberration using human peripheral blood lymphocytes and in vivo rat
micronucleus assays.

Carcinogenicity studies with velpatasvir are ongoing.

Velpatasvir had no adverse effects on mating and fertility. No teratogenic effects were observed
in the mouse and rat developmental toxicity studies with velpatasvir at AUC exposures
approximately 31- and 6-fold higher, respectively, than the human exposure at the recommended
clinical dose. However, a possible teratogenic effect was indicated in rabbits where an increase in
total visceral malformations was seen in exposed animals at AUC exposures up to 0.7 fold the
human exposure at recommended clinical dose. The human relevance of this finding is not known.
Velpatasvir had no adverse effects on behaviour, reproduction, or development of the offspring in
the rat pre- and post-natal development study at AUC exposures approximately 5-fold higher than
the human exposure at the recommended clinical dose.

6. Pharmaceutical particulars
6.1 List of excipients

Tablet core

Copovidone

Dehydrated alcohol
Microcrystalline cellulose
Croscarmellose sodium
Magnesium stearate

Film-coating



Polyvinyl alcohol

Titanium dioxide

Polyethylene glycol

Talc

FD&C Blue#1/Brilliant Blue FCF Aluminum Lake

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
24 Months.

6.4 Special precautions for storage
Store at temperatures not exceeding 30°C.

6.5 Nature and contents of container
Sofosbuvir and Velpatasvir tablets are supplied in high density polyethylene (HDPE) bottle

with a child-resistant closure containing 28 film-coated tablets.

6.6 Special precautions for disposal and other handling
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. Manufactured by Manufactured for: Imported by:
Manufactured by: Natco Pharma Asia Ltd. Integrated Market Services
Natco Pharma Limited Singapore 179098 (Philippines) Inc.

Kothur Village, 8/F, One Corporate Center,
Ranga Reddy District, J. Vargas Avenue corner,
Telangana, 509 228, India Meralco Avenue,

Ortigas Center, Pasig

Under license from Gilead Sciences Ireland UC.
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