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IEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



vTo (QAPLOKO AVTO TELEL VIO CLUUTANPOLOTIKY TOPOKOAOVOTON. AVTO Ba emTPEWEL TOV TOYD
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNS. ZNTEITAL 0O TOVG EXAYYEAUATIEG TOL TOUEN TNG
VYELOVOLIKNG TTEPIBOAYTG VO AVAPEPOVY OTTOIECONTOTE THOVOAOYOVUEVESG avETIOOUNTEG EVEPYELEG. BA.
Tapaypoeo 4.8 yia Tov TpOmo avoeopds avemBOUNTOV EVEPYEILDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Harvoni 90 mg/400 mg emkoivpupéva pe Aemtd vuévio dtokio

2. IMOIOTIKH KAI ITOXOTIKH XYNOGEXH
KdBe emkadoppévo pe Aemto vuévio diokio mepiéyet 90 mg ledipasvir ko 400 mg sofosbuvir.
"Exdoya pe yvootéc dpdoeic:

Kdé0e emkaivppévo pe Aemtd vpévio dtokio mepi€yet 156,8 mg Aaxtolng (g pLovobopikn) Kot
261 wkpoypappudpio sunset yellow FCF aluminium lake.

IMa tov TAfpn katdroyo TV ekddywv, PA. Tapdypopo 6.1.

3. DOAPMAKOTEXNIKH MOP®H

EmkoAoppévo pe Aemtd vpévio diokio.

[MoptokaAi, oYNUATOG SLOLUAVTION, EMKOAVUUEVO e AETTTO VUEVIO O10KI0 O100TAGEDY

19 mm x 10 mm, yapayuévo pe v évoeien «GSI» ot pio TAevpd Kot «7985» atnv GAAN TAELPAL.
4, KAINIKEX ITAHPO®OPIEX

41 OgpamevTikég gvosiselg

To Harvoni evogikvutat yio, tn Oepamneio tng ypoviag nratitidog C (CHC) otovg evihikeg (PA.
apaypaeovg 4.2, 4.4 kan 5.1).

IMa ™ dpactnPlOTTO GLYKEKPWEVAOY YOVOTLUTTWOV TOL 10V TG Nratitidag C (HCV), BA.
Tapoypapovg 4.4 kot 5.1.

4.2  Aocoloyio Kol TPOTOG YoPNYNONS

H Oepaneia pe to Harvoni mpénet va Eekivd kot vo Ttopakoiovdeitan and yiotpd EUnelpo ot
dwyeipron acbevarv ue CHC.

Aocoloyia
H ocvvietdpevn d6om tov Harvoni etvar éva diokio epdmaé nuepncing pe 1 yopic tpoer| (PA.
napbypapo 5.2).



Mivakag 1: Zovietopevn didpkero g Ogpaneiog Tov Harvoni kot n suvietOpevy ypiion g
CLYYOPNYOVUEVIS PUTABLPIVIG Y10 0PLOREVES VTTOOUADES

Min6vopdg acOevav* ‘ Ogpamneio KoL SLdpKELD

Adobeveic ue CHC yovoromov 1, 4, 51 6

Harvoni ywo 12 eBfdopédec.

- Harvoni ywo 8 eBdopddeg pmopei va eEetactei oe acbeveig
7OV dgv £Y0VV TTponYoLpUEVOG AdPel Oepaneio pe Aoipnmén
yovotumov 1 (BA. mapdypago 5.1, pedétn ION-3).

Acbeveis yopis Kippoon - Harvoni + pyurafipivn yua 12 gBdonddeg | Harvoni
(xopig pyumaPipivn) yio 24 efdopddeg mpénet va
getaoTovV Yo acBeveic Tov Exovv Tponyovpuéveg Adfet
Bepamneia pe apeiforeg emarxolovdeg emhoyég
gmavanmTikng Ospanciog (BA. mopaypago 4.4).

Harvoni + piumafipivn yia 12 fdopddeg
il
Harvoni (yopig prurofipivn) yo 24 eBdopddec.

Aocbeveic pe avtippomovpevn Kippwon - Harvoni (yopig pumoafipivn) yo 12 gfdopddeg propei va
eketaotel yio acbeveig o1 omoiot Bewpodvat yapuniov
KvdOvVou KAVIKNG eEEMENG TG VOGOL Kot 01 0TToiot £Yovv
enoKOAoVOEG emAOYEG emavainmTikng Oepomeiog (BA.
napdypogo 4.4).

Harvoni + pyumafipivn yia 12 efdopddec (BA.

napypogo 5.1).

- Harvoni (yopig prurafipivn) ya 12 efdopddeg (oe
acBevelg yopic kippmon) 1 24 efdonddes (oe acbeveis pe
kippwon) unopetl va e€etaotel yio acbeveig ot omoiot etvon
un emdé€pot yo 1 £xovv dvcavetia otn pumafipivn.

Acbeveic mov Ppiokovton PETA amd
LETALOCYELCT NTATOS YWPIS Kippmwon 1
e AVTPPOTOVLEVT] Kippmaon

Harvoni + pwumafipiv o 12 eBdopddec (BA.

AcBeveic pe un avtipporovuevn kippwon, | mapdypogo 5.1).

ave&aptnTa amod TV KotdoToon - Harvoni (yopig piumoafipivn) yio 24 efdopddeg pmopei va
HETOHOCYEVONG eketaotel yio acbeveig ot omoiot elvan pun emhé€pot yuo 1
€yovv ducavedio otn prumofipivn.

Aobeveic e CHC yovoromov 3

Aocbeveic pe avtippomodevn kippwon Harvoni + pwumafipivn yia 24 eBdopddec (BA.
Kaun Tponyovpevn Bepanevtikn amotvyia | mopaypdeovs 4.4 kot 5.1).

* Tlepthapfavel acbeveic pe cuvomdpyovoa Aoipmén pe Tov 10 g avOpdmvng avocoaverdpkeiag (HIV).

Otav ypnopomoteitol oe cGuvdvacuo pe prumoPipivn, avatpélte eniong oty Ilepiinym tov
Xapakmnpiotik®v tov [Ipoidvtog e prumafipivg.

e acbeveig yopig un avtippomovpeV Kippmcn Tov amattovy TV Tpocstnkn pyumafipivng otnv
Oepomevtikn ayoyn toug (BA. MTivaka 1), n nuepfola 66om ¢ pyumapipivng tpocdiopileton pe Paon
70 Bapog (< 75 kg = 1.000 mg ko > 75 kg = 1.200 mg) ko yopnyeiton amwd Tov 6ToOHATOG 6€ 600
Swpepéveg 60oelg pall pe v Tpoen.

e aoBeveig Le un avtppomovueVT Kippwon, 1 pumafipiviy Tpémet va yoprnyeital o 001 Evapéng
600 mg yopnyobueva o€ dapepévn nuepnota 66om. Edv 1 d0om évapéng eivar kahd avek, 1 600
umopei va tithomon et péxpt évo uéyroto 1.000-1.200 mg nuepnoiong (1.000 mg yio acbeveig mov
CuyiCouv < 75 kg ko 1.200 mg yia acBeveig mov Quyilouv > 75 kg). Edv 1 36on évapéng dev eivan
KOAG aveKTT, 1 000T TTpEmel va petmBel OTmg evdgikvuTol KAMVIKA e BAon T eTITESA APOGPALPIvG.



Tpomomoinon ¢ 00ons e prumofipivie o€ aobeveic wov Aaufidvovv 1.000-1.200 mg nuepnoing

Ed&v 1o Harvoni ypnoonoleitan o€ cuvovoaouo pe piumofipivn kot évag actevig mapovstdcel cofopn
avemBountn gvépyela duvntikd oxetilopevn pe  pyumafipivn, n 66om g pyumafipiving Tpémet va
tpomomoin0el 1} va Srokomel, eav approlel, HEXPL 1) AVETIOVUNTY EVEPYELX VO DTOY®PNCEL 1) VO LetmBel
o€ cofapdtmro. O Iivaxag 2 mapéyetl katevBuvinpileg 0dNYies Y1 TIG TPOTOTOINCELS TNG 0OCTG KO TN
dtakomn pe fAcn T GLYKEVIP®GT] ALOCEUPIVIG Kol TV KOPILOKT KOTAGTAOT TOL acOgvolg,.

Mivakoag 2: KatevOovripra 0dnyia yio tpomomoinen g 660G ™S prumafipivig Yo coyyopiynon 1e to
Harvoni

Epyootprokéc Tipég MewooTte T 6601 NG Awkoyte ™) pyumofipivy
pwumapipivng o 600 mg/mpépa €av:
gv:
Ayocoapivn og acbeveic yopic | < 10 g/dl < 8,5 g/l
KapSLOKT VOGO
Ayoopopivn o€ acbeveic pe > 2 g/dl peimon g < 12 g/dl mopd T1g
16TOPIKO oTafEPG KOPILOKNG aoceapivng katd tn dldpkeLo 4 eBdopdadeg pe pHetwpévn
voGoL 0TO10GONTOTE TEPLOGOV doom
4 eBdopddwv Bepaneiog

AoV n prumafipivn mapaxpatnel Aoyw eite pyacTnplokng avopoiiog eite KAVIKIG EKONA®ONG,
umopet va yivel pia mpoomdBeio emovévapéng e piurapipivng ota 600 mg nuepnoing Kot TopoTéEp®
avénon tng 06ong ota 800 mg nuepnoing. Qot6c60, dev GuvioTdtal n avEnoT g prurapipiving oty
apyd avtiotoyopévn doon (1.000 mg €wmg 1.200 mg nuepnoing).

Ot acBeveic Oo Tpémel va evnuepdvovTot 0Tl €0v emovUPel EUeTog evtog 5 wpdv amd T Aqyn g
doomg, Oa mpémel va Anebet Eva Tpdcbeto diokio. Edv emoupfel £petog mive amd 5 dpeg petd
AMym g 60omc, dev amatteitar emmpdodetn AMyn (PA. Topdypago 5.1).

Edv moparerpOei pia 66om kot givar evidg 18 wpdv amd v Kavovikn dpa, ot acbeveic mpénel va
KaBodnyobvtal vo TipovV TO S10KI0 TO GUVTOUOTEPO SLVATOV KOl GTI GLVEXELD Ol acbeveic Bo Tpémet
va Tapovy Ty endpevn 6001 T cuvnbicuévn mpa. Edv eivon petd omd 18 dpec, 1ote o1 acbeveic
npénet va kafodnyohvtol va TEPYUEVOLV Kal VO TAPOLV TNV ENOLEVT 360N TN cvvnBiouévn dpa. Ot
aoBeveig mpémet va kaBodnyobvtat vo unv Tdpovy Smhn doom).

Hlciouévor
Agv givon amapoitnn 1 QVaTpOSapLOYN THG dOONG Yo TOVS NAKIOUEVOLS acoBeveig (BA.
napbypapo 5.2).

Negpixn dvalertovpyio,

Agv amaiteitol avampocappoyn g 06ong tov Harvoni yio acBeveig pe ma 1 HETpLa veppix
dvorettovpyia. H acedieia tov ledipasvir/sofosbuvir dev éxet aloloynbei o acbeveic pe coPapn
veppikn duehertovpyia (ekTidpevog pubuds oretpopatikig duidnong [eGFR] < 30 ml/min/1,73 m?)
N veppomabeia TeElKkod oTadiov mov amattel aodditon (PA. mapdypapo 5.2).

Hrortikn dvolerrovpyio

Agv amaiteitol avompocappoyn g 06ong tov Harvoni yuo acBeveic pe nma, pétpro | cofopn
nratiky dvciettovpyia (Child-Pugh-Turcotte [CPT] Katnyopia A, B 1 C) (BA. mapdypago 5.2). H
ac@aiel kal 1 arotelecpatikotnTo TOL ledipasvir/sofosbuvir éyovv tekunplobel og acbeveic pe un
avtipporobpevn kippwon (BA. Tapdypago 5.1).

Houdrorpixog ninQvouog
H aogddeia kot 1 amoterespotikotnto tov Harvoni og moudid ko epnfovg niikiog kéto tov 18 etmv
dgv &yovv axopa tekunplodel. Agv vdpyovv dabéoia dedopéva.

Tpoémog yopnynong
T'o amd otopatog ypron.




Ot aoBeveic Tpémet va kaBodnyodvTol Vo KATUTivouy 10 d10Kio OAOKANPO LE N Yopic Tpoen. AdY® TG
TKPNG YEVOTG, CLUVIGTATOL TO EMKOAVUUEVO [LE AETTTO VUEVIO O1oKio va un pociéton 1| cuvOAiBeton (BA.
napdypapo 5.2).

4.3  Avrevdcieg

YrepevoioOnoio 611G dpacTIKEG OVGIEC 1] GE KATOL0 amd To EKS0Y0 TOV OVOPEPOVTAL GTNV
mwapdypoeo 6.1.

Svyyxopnynon e posovPooctativn (PA. Tapdaypago 4.5).

Xpnon e woyvpolc enaywyeis e P-gp

DoppokevTikd Tpoidvia Tov gival woyvpol enaywyeig g P-yAvkonpwteivng (P-gp) oto évtepo
(prpopumikivn, prpapumovtivn, vepkod [Barcaudyopto, Hypericum perforatum, St. John’s wort],
kapPBopalenivn, poatvoPapPitdin kail gatvotoivn). H cuyyoprynon 6o peidoet onpovtikd Tig
ovykevtpmaoelg Tov ledipasvir kot tov sofosbuvir 6to mAdcpa kot O, propovoe vo, 00N YNGEL o€
amOAEL TNG omoTEAEGLaTIKOTNTAG Tov Harvoni (BA. mapdypago 4.5).

4.4  E101kéC mPOELOOTOM|GELS KUl TPOPVAAEELS KATA T1| Y P1on
To Harvoni dev mpénet va. cuyyopnyeitol pe GALL QOPUOKEVTIKA TPoidvTa Tov TePtEyovv sofosbuvir.
ApactnploTnTo GUYKEKPLUEVOV YOVOTUTMV

ZYETIKA L€ GUVICTOUEVEC OYWOYEG LE dlapopeTIKovg Yovotumovg HCV, BA. mapdypapo 4.2. Tyetikd pe
TNV 10A0Y1KT KOl KAVIKT 0pacTnPLOTNTA GLUYKEKPLUEVOVY YoVOTLUTTIOV, PA. Tapdypaeo 5.1.

Ta khvikd dedopéva Tov vrrootnpilovv T yp1on Tov Harvoni og acBeveig pe Aoipmén pe HCV
yovotumov 3 givan Teplopiopéva (PA. mapdypaeo 5.1). H oyetikr| 0moTEAEoUATIKOTNTO P0G Ay®YNS
12 gBdopadwv mov amoteheiton oo ledipasvir/sofosbuvir + pumofipiv, o€ GOYKpIoN UE Lo aymyn
24 gBdopadmv pe sofosbuvir + pyumafipivn dev €xet diepevvnbel. ZuvioTdToL Lot GLVTNPNTIKN
nepiodog 24 efdopddwv Bepanciog oe 6AOVS TOLG acbevelG YOVOTLTOV 3 TTOL £X0VV TPOTYOLUEVAS
AGBel Bepameia kot ekeivoug Tovg TpmTobepamevopevovg acbeveic yovotumov 3 ue kippwon (PA.
napbypapo 4.2).

Ta khvikd dedopéva Tov vrootnpilovv tn yp1on tov Harvoni oe acBeveic pe Aoipmén ue HCV
yovéotoumov 2 kot 6 givar tepropiopéva (PA. Tapdypogo 5.1).

2oBapn Bpadvkapdia kot Kapdlakdg OTOKAEIGUOC

"Exovv onueiwbei neprotatikd cofapng Ppadvkapdiog Kot kapdlakov amokAelcpod dtav to Harvoni
YOPMYELTAL [LE QLLOSAPOVT] TOVTOYPOVA, UE 1| XOPIG GAAL PAPLOKO, TTOV UEUDVOLV TNV KOPIIHKN
ouyvotnTa. O UNYavIGHOc dev ivol TEKUNPLOUEVOG.

H tautdypovn gpnomn e aptodapdvine meplopictnke Katd TV KAWVIKY avamtuén g copocsuumovipng
G€ GLVOLOGUO [LE TN YOPNYNON AVTIL-UK®V Aueons dpdong. Ta meptoTatiKd eivol SuVNTIKG OTEIANTIKA
v T {®1], GUVETMG 1) AULOSAPOVN TPETEL VOL YOPTYEITOL ATOKAEIGTIKG, Kail OV o€ acbgveig mov
Aappévovy Harvoni otav GAleg evolAakTikéG avtiappuOukég Oepamneicg dev eivat avektéc M
avtevdgikvovtat.

Y& TePIMTOOT OV KPIVETL OTOPOLTITI 1 TOVTOYPOVN XOPTYNOT QULOSAPOVIG, GUVIGTATOL Ol acOeveic
va mapakoilovBodvtar 6tevd katd TV Evapén g Oepaneiog pe Harvoni. Ot acBeveic mov £yovv
TPOSIOPIeOEl OTL AVIKOLY TNV OUAdA VYAV KIvdUVOL Yo fpadvappubuic Tpémetl va
mapakolovdovvtal cuveymg enl 48 dpeg 6 KATAAANAO KAVIKO TTEpIBArAOV.

AOYy® ™G peyaing didprelag npuiong g aptodapovngs, o KATAAANAN Topokorovdnon npenst va
vrofdariovtal kot ot acBeveig mov Siékoyav TNV apodapdv Kot Toug TEAELTAIOVG UNVES Kot
pokerta va, Eekiviioovy Bepameio pe To Harvoni.



O)ot ot acBeveic mov Aappdvovv Harvoni oe cuvdvacud pe apodapovn Le 1 xopig dAlo edproko
OV LELDVOLV TNV KOPSLOKT GUYVOTINTA TPENEL ETIONG VO, TPOELOOTOLOVVTUL Y10, TOL CULITTOLOTO
Bpadvkapdiog Kot KapdloKod OTOKAEIGHOD Kol TPETEL VO TOPOTPVVOVTAL VO, avalnTOOV 10TPIKT|
GLUPBOVAN APECHG LOMG ELPAVIGOVV KATO0 COUTTMLO.

Oepoancio acBevav pe mponyovuevn €kbeon oe dueong dpdong avruikd yio HCV

Y& aoBeveig o1 onoiotl amotvyydvouvv e Bepamneia pe ledipasvir/sofosbuvir, emloyn avioyng
uetaAla&emv otnv NSS5A o1 0moiec HELDOVOVY oNUaVTIKE TNV gvotcOnoia oto ledipasvir, mopatnpeital
oTNV TAEOVOTNTA TOV TEPTOSE®VY (BA. mapdypago 5.1). Ilepropiouéva dedopéva vITOdeKVOOLVY OTL
tétoteg PeTaAAGEELG otV NSS5A dev avaoTpEPOVTOL GTN LOKPOYPOVia Tapoakoiovnon. Exi tov
TOPOVTOG OEV VTLAPYOLV OEDOUEVE, TTOV VO VTTOGTNPILOVV TNV OMOTEAEGUOTIKOTITA TG EMAVOANTTIKNG
Oepamneiog aobevav ot omoiol Exovv amotvyel pe to ledipasvir/sofosbuvir pe emakoiovdn aymyn n
omoia mepiéEyetl évav avactoréa NS5A. Opoiwmg, eni Tov TapdvTog dev LIGPYOLY dedOUEVA TOV VL
VOGS TNPILOVV TNV ATOTEAEGLOTIKOTNTO TOV 0VACTOAE®V TpmTedons NS3/4A oe aobeveig ot omoiot
£YOVV TPOTYOLUEVAS OTTOTVYEL GE TPOTYOLLEVT Depameia oV meEPIEl)E EVAV OVAGTOAEN TPOTEACT|G
NS3/4A. Térowor acbeveic umopel emopévag vo, e£aptdvTal amd GAAES KOTNYOPIES QUPUAK®Y Y10, TV
KkéBapon g HCV Loipwéng. Qg ek tovTov, Ba mpénet va egetaleton mo mapatetapuévn Oepaneia yio
acBeveic e appifolreg emarxodlovbec emAOYEG emavainmTikg Oepameiog.

Neoppwr) dvciettovpyia

Agv amaiteitol avompocappoyn g 06ong tov Harvoni yio acOeveig pe Nmia 1 HETPLOL VEQPIKY
dvoiertovpyia. H acedieio tov Harvoni dev €xetl a&loloyn0el oe acbeveic e cofapr veppikn
dvodertovpyia (exTipdpevog puuds oretpopatikig dudnong [eGFR] < 30 ml/min/1,73 m?) 4
veppomdBeia teAcoD otadiov Tov amartel arpodwAior. Otov to Harvoni yproyiomoieiton o
ouvdvacud pe pyumaPipivn, avatpélre emiong oty I[epiinyn tov Xapokmpiotikdv tov [1poidvrog
yio T prumafipivn yo aoBeveic pe kabapon kpeatvivig (CrCl) < 50 ml/min (BA. mapdypago 5.2).

AocBeveic pe un avtipporoduevn Kippwon KovT) 6€ ovauov ylo LETaOGYEVOT] OTOG 1) UETA amd
LETOUOGYEVCOT) NROATOG

H amotereopatikomta tov ledipasvir/sofosbuvir e acBeveic pe HCV Aoipmén yovotomov 5 kau
YOVOTLTOV 6 LE [UT] OVTIPPOTOVUEVT] KipPp®OT KOUT GE CVOLOVT] Y10 LETAHOGYELGT NTOTOC 1] LETA OO
HETOUOOYEVOT NTTOTOG OEV £xel depevvnBel. H Bepamneia pe to Harvoni mpémel vo kabBodnyeitan amd
pia. a&loAdynon TV evOEYOUEVOV OPELDVY KOl KIVOLVOV Y10 TOV KABe acBevi Eexmpilotd.

Xpnon pe p€rplovg emaywyeic g P-gp

DopuakevTiKd Tpoidvta mov eival pétplol emaywyeic g P-gp oto éviepo (m.y. ofkapPalenivn)
UTOPEL VO LELDMOOVV TIG CLYKEVTPMGELS ToL ledipasvir kot tov sofosbuvir 6to TAdopa, odnymvtag o
pelopévn Bepameutikn dpaon tov Harvoni. H cuyyopiynon 1€1010v QuproKEVTIKOV TPOTOVI®V dEV
ovviotdtol pe to Harvoni (BA. mapdypago 4.5).

Xpnon Ue optoUEVES OVTIPETPOTKES oyayEG Yo Tov HIV

To Harvoni £yet kataderyBei 0t1 av&dvet v €kBeomn oto tenofovir, Wimg 6tav ypnoipomoteiton poali pe
ayoyn v tov HIV mov mepiéyet tenofovir disoproxil fumarate kot évo popUoKoKIvITIKO EVIGYUTY
(ritonavir 1 cobicistat). H acpdAeia tov tenofovir disoproxil fumarate oo mepifdiiov Tov Harvoni
KOl €VOC PAPLLOKOKIVITIKOD EVIOYLTN OV £xEl TEKUNPLmBel. Oa mpénet va eEgtdlovtal ol evogyOEVOL
Kivouvot ko o, 0péAN Tov oyetilovTon pe TN cvyyoprynon tov Harvoni pe 1o d10kio cuvovacov
otabeprig 06ong oL MEPIEYEL elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate 1| To
tenofovir disoproxil fumarate yopnyoOuevo oe GuVOLOCUO e £VAV EVICYVUEVO OVOCTOAEN TPOTEACTG
tov HIV (m.y. atazanavir 1| darunavir), 1ding o€ acOeveic pe avénuévo Kivouvo veppikng
dvodettovpyiag. Ot acBeveig mov Aappdvovv Harvoni tavtodypova pe
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate 1| pe to tenofovir disoproxil
fumarate kot évav evioyvuévo avactoréo mpmtedong tov HIV mpénet vo mapakoiovbovdvion yia
avemBounteg evépyeieg oyetiloueveg pe 1o tenofovir. Avatpéére oty [epiinyn tov
Xapaktnplotikdv tov [Ipoidvtog tov tenofovir disoproxil fumarate, emtricitabine/tenofovir disoproxil
fumarate 1 elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate yio cuGTdcES GYETU
LE TN VEQPIKT TopakolovOnon.




Xpnon pe avaotoreic tng HMG-CoA avaymydong

H ovyyopriynon tov Harvoni kot avactorémv tng HMG-CoA avaywydong (otatvev) pumopel va
aLENGEL GNUAVTIKA TN CLUYKEVTP®GN TNG GTATIVIG, TO 0010 AVEAVEL TOV KivOuvo HLoTadeiog Kot
pafdopvorveng (PA. Tapdaypopo 4.5).

Xvvurdpyovoa HCV/HBV (16¢ tng nratitidag B) Aoipmén

[eprotatikd emavevepyomoinong tov 100 g nratitidag B (HBV), pepucd and ta omoia elyav wg
oamotéleopa tov Bdvarto, xovv avaeepbel otn dtdpkela 1 petd ) Bepaneia pe aviukoHg mopdyovteg
aueong dpdong. Oa TPEMEL VAL TPAYLATOTOEITOL TPOKATAPKTIKOG EAEYYOG Yo TOV 10 TNE Nratitidoc B
(HBV) cg 6Xovg toug acbBeveig mpv amd v évapén g Bepamneioc. Acbeveig pe cuvumapyovoa
HBV/HCV loipmén dworpéyouvv kivovvo ernavevepyomoinong e HBV kot katd cuvéneia Ba mpémet
Vo TOPaKOA0LOOVVTOL KOl VO OVTILETOTILOVTOL COLP®VA LE TIC IoYVO0VCES KAVIKEG KATELOLVTHPLEG
oonyiec.

Howdworpikde mAnBucudg
To Harvoni dev cuvictdtat yio yprion o€ moudid kot epnPovg nikiog kétm twv 18 €TV S10TL 1
OOQUAELD KOL 1 OTOTELEGLLATIKOTNTO OEV £Y0VV TEKUNPL®OEL 6€ aVTOV TOV TANOLGUO.

"Exdoyo
To Harvoni nepiéyet tnv aloypmotiki ovcia sunset yellow FCF aluminium lake (E110), 1 onoia

umopel va mpokorécel oArepyég avtidpaocels. [lepiéyet emiong Aaxtoln. Zvvendc, ol acbeveig e
omdvio KAnpovopukd tpoPanpata ducaveéiog otn yoroaktoln, EAhenymn Aaktdong Lapp 1 kaxn
amoppoeNnon YAVKOINC-YaAaKTOLNG, OV TPETEL VO TAPOLY ALTO TO POPLOKEVTIKO TPOIOV.

45  AMremopaosig pe GALa QUPROUKEVTIKG TPOTOVTO KUl GALES popPEg alinieniopaocng

Kabmg o Harvoni wepiéyet ledipasvir kot sofosbuvir, omoleadnmote aAANAETOPACELS TOV EYOVV
avayVOPLoTEL PE 0VTEG TIC OPAOTIKEC 0Voieg EeympPloTd umopovv va cupPfovv pe to Harvoni.

Avvaukd Tov Harvoni va ennpedost GAA0 QApUOKEVTIKA TPOiOVTO

To ledipasvir givon in vitro avoaoctoAéog Tov petapopéa gapudkmv P-gp kot e tpoteivig avtoyng
otov kapkivo Tov paotov (BCRP) kot pmopet va avénioet v evieptkn amoppdenon
OCUYYOPTYOVUEVOV DITOGTPMOUATOV GVTMV TV UETAPOpPE®V. IN Vitro dedopéva vrodeikviovy 0Tt To
ledipasvir propet va givorl ac0evig emayoyéag tov petafoiikmv eviouov énog CYP3A4, CYP2C ku
UGT1AL1. Evdoelg mov givol vrootpdpoate autdv TV evOOUmV UTopel vo £V HELOUEVES
OVYKEVIPMOGELS 6TO TAAGHO 6Ta cuyyopnyovvton pe ledipasvir/sofosbuvir. In vitro to ledipasvir
avaotéArel To eviepikd CYP3A4 kot UGT1A1L. Oappokentikd Tpoidvta Tov £(ovv 6Tevo
BepamenTicd €0pog kot ta omoia petaforilovtar and avtd Ta 1ooévivua Bo Tpénel va
YPTOULOTOLOVVTOL LIE TPOGOYT] Kol VO TOPAKOAOVOOVVTOL TPOGEKTIKA.

Avvopukd GAAOV QOPUOKEVTIKGOV TPOIdVIMV va. ennpedoovy To Harvoni
To ledipasvir ka1 to sofosbuvir gival VTOGTPOUATA TOV HETOPOPEN Papudkmy P-gp kot thg BCRP evd
0 GS-331007 é¢ev eivou.

DapuokeLTIKA TPOIdVTO TOV gival wyvpol eraywyeic e P-gp (prooumikivn, pipaumovtivn, VIepKo,
kapPapalenivn, eatvofoapPirdin Kot earvutoivn) UTopel Vo LELWGOLY GNUOVTIKA TIG CUYKEVIPDOGELS
tov ledipasvir kot tov sofosbuvir 6to TAdcpo 0dNyOVTAS 6 pElmpEVT BepamevTtiKy 6pdon Tov
ledipasvir/sofosbuvir ka1 emopévog avtevdeikvovton poli pe to Harvoni (BA. mapdypago 4.3).
DdoppokevTikd Tpoidvta Tov givar pétpilol emaywyeic g P-gp oto évtepo (m.y. o&kapPfalenivn)
UTOpEL Vo LELDOOVY TIC GLYKEVTPMGELS ToL ledipasvir kot tov sofosbuvir 6to TAACHA 03NYOVTOG GE
pelopévn Bepamevtikn dpaon tov Harvoni. H cuyyopnynon e tétolo poproKeuTiKd Tpoiovia dev
ovviotdtol pe to Harvoni (BA. mapdypago 4.4). H cuyyopnynon He QopUOKEVLTIKG TPpoidVTOL 0V
avactélovv v P-gp kaun tnv BCRP pnopei va avEnoet tig ouykevipdoelg tov ledipasvir kat tov
sofosbuvir oto TAdopa xmpig va cvénoet ) cvykévipwon tov GS-331007 oto mhdopa. To Harvoni
umopel va cuyyopnyeiton pe avactoreic g P-gp ko g BCRP. KAvikd onpavtucég
OAANAETIOPAGELG QPOPLOKEVTIKGOVY TPOiovTaV ue to ledipasvir/sofosbuvir pecorafodueveg and ta
évlopa tov CYP450 7 g UGT1A1 dev avapévovtar.



Aocbeveic mov AauBdvouvv Bepaneia pe aviaymviotés g Prrapiving K
ZUVIGTATOL 1] GTEVT] TAPOKOAOVONGT TV TIH®V TG AteBvodg Opodomompévng Xyxéong (INR), emeidon
N NroTIKn Agttovpyio evoéyetal vo petafindei katd tn didpkela g Oepaneiog pe to Harvoni.

AlMniemdpboelc peto&d Tov Harvoni Kot GAA®V QOPUAKEVTIKGOV TPOTOVI®OV

O IMTivaxag 3 mapéyet Evay KOTAAOYO TEKUNPIOUEVOV 1 SUVITIKA KAIVIKG GTLOVTIKGV
OAANAETIOPAGEDV PUPUAKEVTIKOV TPoitovT@V (dmov to 90% didotnua epmetosvvng [CI] g
avaroyiog TV YE®UETPIKOV pécwv elayiotov tetpaymvmy [geometric least-squares mean, GLSM]
NTOV PEGQ GE «<>», EKTEWVOTAV TAV® amd «T» 1| EKTEWVOTAY KAT® 0o «|» To Ttpokafopiopéva opla
ooduvapiog). Ot aAANAETIOPACELS PUPUAKEVTIKMDV TPOTOVTOV oL TTeptypdpovtal facilovtal ot
uekéteg mov mpayuatonotOnkay ite pe to ledipasvir/sofosbuvir 1| to ledipasvir ko o sofosbuvir mg
EexoploTtol TopayovTeg eite lval TPOPAETOUEVEG CAANAETIOPAGELS POPUAKEVTIKOV TPOIOVI®V Ol
omoieg umopei va cupPoiv pe to ledipasvir/sofosbuvir. O wivakog dev givar e&ovTinTikdc.

Mivakag 3: AAAniemopacels petaéV Tov Harvoni Kot GALOV QOPUIKEVTIKAOV TPOIOVIOV

D oppokevTIKO TPoidy ava | Emopdosig oto emimeda YV0TAGT GYETIKA IUE TN GUYYOPNYN O] LE TO
OepamevTikn meproyn QPOPRUKEVTIKOV Harvoni

TPoidvToc.

Avaloyio péoav (90%
OLAGTN O EUTIGTOGVVIG)
Yo AUC: Cmax: Cmina’p

ITAPAT'ONTEX MEIQXHY TQN OEEQN

H dweAvtdémta Tov ledipasvir peidveratl Kabmg
av&aveton o pH. Ta pappokevtiKd tpoidvto Tov
avEdvouv 1o Yaotpkd pH avapéverat vo peidoovy
T ovyKkévTpwon Tov ledipasvir.

Avtioéwva

m.x. YOpo&eidio Tov H oAAnAenidpaon dev €xel | Zvviotdton pecodidotnpo 4 opdv petald g
apytiiov 1 Tov poyvnoiov, peretnOet. xopnynong tv avtidEvmv kot tov Harvoni.
avOpaxikd acoBEcTIo Avauéverar:

| Ledipasvir
<> Sofosbuvir
< (GS-331007

(Av&non oto YooTpiko
pH)




D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QPUPRLAIKEVTIKOD
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax: Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

Avtaywviores twv Hy-vmodoyéwv

Dopotidivn

(40 mg epamag d6om)/
ledipasvir (90 mg epdmag
d6om)'! sofosbuvir (400 mg
epamat doom)”°

DapoTtidivn yopnyovpevn
TantodYpova e to Harvoni

Ledipasvir
! Cmax 0,80 (0,69-0,93)
< AUC 0,89 (0,76-1,06)

Sofosbuvir
1 Cmax 1,15 (0,88-1,50)
<« AUC 1,11 (1,00-1,24)

GS-331007
o Cax 1,06 (0,97-1,14)
— AUC 1,06 (1,02-1,11)

Sipetidivy®

Niatidivn®

Pavitidivn® (AvEnom oto yootpikd
pH)

dapotidivn Ledipasvir

(40 mg gpamag 600om)/ | Cmax 0,83 (0,69-1,00)

ledipasvir (90 mg epdmag
d6om)Y/ sofosbuvir (400 mg
epamat doom)”°

Dapotidivn yopnyovpevn
12 dpeg mpv amod to
Harvoni®

— AUC 0,98 (0,80-1,20)

Sofosbuvir
< Cpax 1,00 (0,76-1,32)
< AUC 0,95 (0,82-1,10)

GS-331007
& Cax 1,13 (1,07-1,20)
— AUC 1,06 (1,01-1,12)

(AvEnon oto YooTpiko
pH)

Avaotoleis s avtAiag mpwtoviawy

Opempaloin

(20 mg ama& nuepnoiong)/
ledipasvir (90 mg epdmal
d6om)'! sofosbuvir (400 mg
gpamag d6om)”

Openpaloin yopnyovuevn
Tavtodypova. e to Harvoni

Ledipasvir
! Cmax 0,89 (0,61-1,30)
| AUC 0,96 (0,66-1,39)

Sofosbuvir
> Cpax 1,12 (0,88-1,42)
< AUC 1,00 (0,80-1,25)

GS-331007
& Cax 1,14 (1,01-1,29)

Ot avtayoviotég v Hy-vmodoyémv pmopovv va
XOPNYOHVTOL TOVTOYPOVE, LLE 1] OE OMOGTACN OO TO
Harvoni og 866m 1 omoia dev vepPaivel OGS
ovykpiolpeg pe ™ eopotdivn 40 mg dvo Popég
nuepnoiog.

Mmnopotv va yopnynBodv 86celg avacToréa TG
avtMog TpoToviny cuykpicieg pe openpaloin
20 mg tavtoypova pe to Harvoni. Ot avacTtoAeic
™g avtAiog Tpotoviev dev mpénel vo Aapfdvoviot
npwv and to Harvoni.

Aoveonpaloin® < AUC 1,03 (0,96-1,12)

PaBerpaloin’

TMovtorpaloin® (Avénom oo yootpikd

Ecopenpaloin® pH)

ANTIAPPYOMIKA

Apodapovn H aAdnAenidpaon dev éxel | Na ypnoiponoteitat povo edv dev vmdpyovv GALeg

peretnOsi.

dwBéoyieg evorlhaktikég Oepameieg. ZvviotdTot
GTEVI] TAPAKOAOVONGT OTOV TO GUYKEKPILEVO
QOPLOKELTIKO TPOTOV yopnyeitan pali pe Harvoni
(B\. mapaypapoug 4.4 ko 4.8).




D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

Avyo&ivn H oAinAenidpaon dev €xer | H ovyyopnynon tov Harvoni pe diyo&ivn pmopel va
peretnOei. avénoet ) ovykévpmon g dryo&ivng. Amatteiton
Avauéverau: TPOGOYT KOl GLUVIGTATOL TOPOKOAOHONOT TV
1 Aryo&ivn OepomevTiK@®V cLYKEVIpOOE®V TG dryo&ivng dtav
<> Ledipasvir cvyyopmyeitat pe to Harvoni.
<> Sofosbuvir
< GS-331007
(Avaotol) g P-gp)

ANTIHIHKTIKA

Ete&ivn dafryotpdvn

H aAAnAenidpaon dev £xet
peretnOet.

Avauéverar:

1 Aofryatpévn

<> Ledipasvir

<> Sofosbuvir

< GS-331007

(Avactoln g P-gp)

Yuviotdrol KAvikn Topakorovinon, avalinon
onueiov apoppayiag kot avatpiog, 6tov n
eteMkn dafryatpdvn cvyyopnyeitor pe to
Harvoni. M dokypacio méng Bondd va
avayveplotovv ot acbeveic pe avénpévo kivovvo
alpoppayiog Aoym avénuévng ékbeomng ot
dofryatpdavn.

AVtayovioTtég g

H aAAnAenidopacm dev éxet

Yvviotdrot 1 otevi TapakolovOnon g INR pe

Brrapivng K peietOei. OA0VG TOVG avTay®VIGTEG TNG Proapivng K. Avtd
opeiheTan oTIG HETAPOAES TNG NTOTIKNG AELTOVPYIOG
KaTd N dtdpkela g Oepamneiog pe To Harvoni.
ANTIENIAHIITIKA
KopBapalenivn H oAAn)enidpaon dev éxer | To Harvoni avtevdeikvuton pali pe kappapalemnivn,
DowofoapPrrdin peretnOet. @ovoBapPLTdin Kot eovuToivi), 16yvpovs
doavvtoivn Avauéverar: enayoyeic g eviepikng P-gp (BA. mapdypapo 4.3).
| Ledipasvir
| Sofosbuvir
< GS-331007
(Emoyayn g P-gp)
O&kappalenivn H aAdnAenidpaon dev éxet | H ovyyopnynon tov Harvoni pe o&xapBalenivn
peretnOsi. OVOPLEVETOL VO, LELDGEL TN GLYKEVIPWOGT TOV
Avouéveror: ledipasvir kot sofosbuvir, 0dnymvtog e peiopévn
| Ledipasvir Oepomevtikn dpdon tov Harvoni. Tétow
| Sofosbuvir ovyyopnynon dev ocvvictdrat (PA. mapdypapo 4.4).
< GS-331007
(Emoywyn g P-gp)
ANTIMYKOBAKTHPIAKA

Pipapmikivn (600 mg drog
nuepnoing)/ ledipasvir
(90 mg epdma& 56om)°

H aAAnAenidpaon dev £xet
peretnOet.

Avauéverar:

Pwpapmucivn

<> Crnax

« AUC

< Cin

Hopotnpntnke:
Ledipasvir

| Cmax 0,65 (0,56-0,76)
| AUC 0,41 (0,36-0,48)

(Emaywyn g P-gp)

To Harvoni avtevdeikvoton pall pe ) prpoapmuciv,
évav 1oyvupo enaywyéa g evrepkng P-gp (BA.
noapaypago 4.3).
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QPUPRLAIKEVTIKOD
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
Y1 AUC, C oy, Cmi_n""’

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

Prpapmicivn (600 mg drad
nuepnoing)/ sofosbuvir
(400 mg epanaé d6on)°

H aAAnAenidpaon dev £xet
peretnOei.

Avopéverar:

Pwpapmucivn

> Cpax

« AUC

< Cpin

TopotnpnOnke:
Sofosbuvir

| Cmax 0,23 (0,19-0,29)
| AUC 0,28 (0,24-0,32)

GS-331007
 Cpax 1,23 (1,14-1,34)
— AUC 0,95 (0,88-1,03)

(Eraywyn tng P-gp)

Pipapmovtivn
Pipamevtivn

H aAAnAenidopaom dev Exet
peAetnOsi.

Avauéverar:

| Ledipasvir

| Sofosbuvir

< (GS-331007

(Emaywyn g P-gp)

To Harvoni avtevdeikvotar pali pe prpopmovtivn,
&vav 1oyvupo enayoyéa g evrepikng P-gp (BA.
nopaypago 4.3).

H ovyyopfiynon tov Harvoni pe prpoamevtivn
OVOLEVETOL VO LELOGEL T1 GLYKEVIPMGT TOV
ledipasvir kot sofosbuvir, 0dnydvTog oe petmpévn
Oepamevtikn dpdon Tov Harvoni. Tétola
cuyyopniynomn dev cuvictdral.

ITAPATONTEXY HCV

Simeprevir (150 mg drag
nuepnoing)/ ledipasvir
(30 mg ana& nuepnoing)

Simeprevir
1 Cmax 2,61 (2,39-2,86)
1 AUC 2,69 (2,44-2,96)

Ledipasvir
1 Cmax 1,81 (1,69-2,94)
1 AUC 1,92 (1,77-2,07)

Simeprevir"

Simeprevir
<> Cpax 0,96 (0,71-1,30)
< AUC 0,94 (0,67-1,33)

Sofosbuvir
1 Crmax 1,91 (1,26-2,90)
1 AUC 3,16 (2,25-4,44)

GS-331007
| Crnax 0,69 (0,52-0,93)
— AUC 1,09 (0,87-1,37)

O1 ovykevipmoelg Tov ledipasvir, Tov sofosbuvir
Ko Tov simeprevir avEdvovtot dtov to simeprevir
ovyyopmyeitot pe Harvoni. H cuyyopriynon dev
GLVIGTATAL.
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

ANTHIKOI IIAPAT'ONTEX

HIV: ANAXTOAEIX ANAXTPOPHXE METAI'PAPAYHY

Efavirenz/ emtricitabine/
tenofovir disoproxil
fumarate

(600 mg/ 200 mg/ 300 mg/
ama& nuepnoing)/ ledipasvir
(90 mg dma& nuepnoing)’/
sofosbuvir (400 mg dmag
nuepnoing)”

Efavirenz

< Cpax 0,87 (0,79-0,97)
« AUC 0,90 (0,84-0,96)
« Cpmin 0,91 (0,83-0,99)

Emtricitabine

> Chax 1,08 (0,97-1,21)
«— AUC 1,05 (0,98-1,11)
<> Cpin 1,04 (0,98-1,11)

Tenofovir

1 Cmax 1,79 (1,56-2,04)
1 AUC 1,98 (1,77-2,23)
1 Cmin 2,63 (2,32-2,97)

Ledipasvir

| Cmax 0,66 (0,59-0,75)
| AUC 0,66 (0,59-0,75)
| Cmin 0,66 (0,57-0,76)

Sofosbuvir
< Cpax 1,03 (0,87-1,23)
< AUC 0,94 (0,81-1,10)

GS-331007
> Cumax 0,86 (0,76-0,96)
— AUC 0,90 (0,83-0,97)
o Cyin 1,07 (1,02-1,13)

Agv amonteiton avamposaproyn e 606mG Tov
Harvoni 1 Tov efavirenz/ emtricitabine/ tenofovir
disoproxil fumarate.

Emtricitabine/ piAmipipivy/
tenofovir disoproxil
fumarate

(200 mg/ 25 mg/ 300 mg
amo& nuepnoimg)/ ledipasvir
(90 mg Gma& nuepnoiong)’/
sofosbuvir (400 mg dmag
nuepnoing)”°

Emtricitabine

> Cpax 1,02 (0,98-1,06)
«— AUC 1,05 (1,02-1,08)
> Cpin 1,06 (0,97-1,15)

PumBipivn

> Cnax 0,97 (0,88-1,07)
«— AUC 1,02 (0,94-1,11)
< Cmin 1,12 (1,03-1,21)

Tenofovir

> Chax 1,32 (1,25-1,39)
1 AUC 1,40 (1,31-1,50)
1 Cumin 1,91 (1,74-2,10)

Ledipasvir

<> Cnax 1,01 (0,95-1,07)
< AUC 1,08 (1,02-1,15)
<> Cpin 1,16 (1,08-1,25)

Sofosbuvir
< Cpnax 1,05 (0,93-1,20)
«— AUC 1,10 (1,01-1,21)

GS-331007
> Crax 1,06 (1,01-1,11)
— AUC 1,15 (1,11-1,19)

o Cpin 1,18 (1,13-1,24)

Agv amouteitol ovomTposappoyn g 866G TV
Harvoni 1 tg emtricitabine/ piAmiPipivng/ tenofovir
disoproxil fumarate.
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

Abacavir/ AopiBovdivn
(600 mg/ 300 mg ama&
nuepnoing)/ ledipasvir
(90 mg dma& nuepnoing)’/
sofosbuvir (400 mg dmag
nuepnoing)”

Abacavir
< Cpax 0,92 (0,87-0,97)
< AUC 0,90 (0,85-0,94)

Aapupovdivn

> Cax 0,93 (0,87-1,00)
< AUC 0,94 (0,90-0,98)
> Cpin 1,12 (1,05-1,20)

Ledipasvir

<> Cmax 1,10 (1,01-1,19)
< AUC 1,18 (1,10-1,28)
< Cpin 1,26 (1,17-1,36)

Sofosbuvir
<> Cpax 1,08 (0,85-1,35)
« AUC 1,21 (1,09-1,35)

GS-331007

o Cnax 1,00 (0,94-1,07)
 AUC 1,05 (1,01-1,09)
o Cpin 1,08 (1,01-1,14)

Agv amonteiton ovamposaproyn e 606mG Tov
Harvoni 1 tov abacavir/ Aapovdivig.

ANTHIKOI ITAPAT'ONTEX

HIV: ANAXTOAELX IIPQTEAXHX TOY HIV

Atazanavir evioyvuévo pe
ritonavir

(300 mg/ 100 mg ama&
nuepnoing)/ ledipasvir
(90 mg dma& nuepnoing)'/
sofosbuvir (400 mg dmag
nuepnoing)”

Atazanavir

< Cpax 1,07 (1,00-1,15)
«— AUC 1,33 (1,25-1,42)
1 Cmin 1,75 (1,58-1,93)

Ledipasvir

1 Cmax 1,98 (1,78-2,20)
1 AUC 2,13 (1,89-2,40)
1 Cmin 2,36 (2,08-2,67)

Sofosbuvir
< Cpax 0,96 (0,88-1,05)
< AUC 1,08 (1,02-1,15)

GS-331007
< Cumax 1,13 (1,08-1,19)
— AUC 1,23 (1,18-1,29)

 Cpin 1,28 (1,21-1,36)

Agv amoteiton ovamposaproyn e 606mG Tov
Harvoni 1 tov atazanavir (evieyvpévov pe
ritonavir).

I'a 10 cvvévacpd tov tenofovir/emtricitabine +
atazanavir/ritonavir, BA. TOPOKATO.
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

Atazanavir evioyvuévo pe
ritonavir (300 mg/ 100 mg
dnag npepnoiong)

+ emtricitabine/ tenofovir
disoproxil fumarate

(200 mg/ 300 mg dmag
nuepnoing)/ ledipasvir
(90 mg dma& nuepnoing)’/
sofosbuvir (400 mg dmag
nuepnoing)”°

Xopnyobuevo Tavtdypova’

Atazanavir

< Cpax 1,07 (0,99-1,14)
«— AUC 1,27 (1,18-1,37)
1 Crin 1,63 (1,45-1,84)

Ritonavir

<> Cpax 0,86 (0,79-0,93)
«— AUC 0,97 (0,89-1,05)
1 Cuin 1,45 (1,27-1,64)

Emtricitabine

< Cpax 0,98 (0,94-1,02)
< AUC 1,00 (0,97-1,04)
< Cpin 1,04 (0,96-1,12)

Tenofovir

1 Cmax 1,47 (1,37-1,58)
« AUC 1,35 (1,29-1,42)
1 Cuin 1,47 (1,38-1,57)

Ledipasvir

1 Cmax 1,68 (1,54-1,84)
1 AUC 1,96 (1,74-2,21)
1 Cmin 2,18 (1,91-2,50)

Sofosbuvir
> Cnax 1,01 (0,88-1,15)
« AUC 1,11 (1,02-1,21)

GS-331007
< Conax 1,17 (1,12-1,23)
< AUC 1,31 (1,25-1,36)
1 Cpin 1,42 (1,34-1,49)

Ortav yopnyeitar pe tenofovir disoproxil fumarate
YPNOLOTOIOVEVO GE GUVOVACUO LE
atazanavir/ritonavir, to Harvoni avénoe
GLYKEVTPWOT| ToL tenofovir.

H acpddeta tov tenofovir disoproxil fumarate oto
nepidriov tov Harvoni kot gvog
QOPLOKOKIVITIKOD EVIOYVTT (7T.). ritonavir 1
cobicistat) dev €yet TekpunpLoOet.

O cvvdvaopdc Bo Tpénet va ypNCILOTOLELTAL [LE
TPOGOYT LLE GLYVN VEPPIKT TapaKolovBno, av dev
VIapyovv drabécieg GALEG EVOALOKTIKEG AVGELG
(B\. mapaypagpo 4.4).

O1 GVYKEVTPMGELG TOV atazanavir ov&avovtot
gmiong, pe kivouvo ovénong tov entédwny
xoAepuBpivng/iktepov. Avtdg o Kivévvog givat
aKouN VYNAOTEPOG 6V 1 prumoPirpivn
ypnoomoteitan g puépog g Bepamneiog yio HCV.

Darunavir evioyvpévo e
ritonavir

(800 mg/ 100 mg ama&
nuepnocing)/ ledipasvir
(90 mg Gma nuepnoing)®

Darunavir

< Cpax 1,02 (0,88-1,19)
< AUC 0,96 (0,84-1,11)
< Cpin 0,97 (0,86-1,10)

Ledipasvir

1 Cmax 1,45 (1,34-1,56)
1 AUC 1,39 (1,28-1,49)
1 Cmin 1,39 (1,29-1,51)

Darunavir evicyvpévo e
ritonavir

(800 mg/ 100 mg dma&
nuepnoing)/ sofosbuvir
(400 mg Gma& nuepnoing)

Darunavir

> Cpax 0,97 (0,94-1,01)
<~ AUC 0,97 (0,94-1,00)
< Cpin 0,86 (0,78-0,96)

Sofosbuvir
1 Cmax 1,45 (1,10-1,92)
1 AUC 1,34 (1,12-1,59)

GS-331007
> Cumax 0,97 (0,90-1,05)
— AUC 1,24 (1,18-1,30)

Agv amonteiton avamposaproyn e 606mG Tov
Harvoni 1 tov darunavir (evieyvopévou e ritonavir).

T"a to suvdvaopod tov tenofovir/emtricitabine +
darunavir/ritonavir, BA. mopokdtm.
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

Darunavir evioyvpévo pe
ritonavir (800 mg/ 100 mg
dnag npepnoiong)

+ emtricitabine/ tenofovir
disoproxil fumarate

(200 mg/ 300 mg dmag
nuepnoing)/ ledipasvir
(90 mg dma& nuepnoing)’/
sofosbuvir (400 mg dmag
nuepnoing)”°

Xopnyobduevo Tavtdypova’

Darunavir

< Cpax 1,01 (0,96-1,06)
< AUC 1,04 (0,99-1,08)
< Cpmin 1,08 (0,98-1,20)

Ritonavir

> Chax 1,17 (1,01-1,35)
« AUC 1,25 (1,15-1,36)
1 Cumin 1,48 (1,34-1,63)

Emtricitabine

< Cpax 1,02 (0,96-1,08)
< AUC 1,04 (1,00-1,08)
< Cpin 1,03 (0,97-1,10)

Tenofovir

1 Cmax 1,64 (1,54-1,74)
1 AUC 1,50 (1,42-1,59)
1 Cumin 1,59 (1,49-1,70)

Ledipasvir

<> Cnax 1,11 (0,99-1,24)
< AUC 1,12 (1,00-1,25)
< Cpin 1,17 (1,04-1,31)

Sofosbuvir
| Cmax 0,63 (0,52-0,75)
| AUC 0,73 (0,65-0,82)

GS-331007
< Crmax 1,10 (1,04-1,16)
— AUC 1,20 (1,16-1,24)
& Cpin 1,26 (1,20-1,32)

‘Otav yopnyeital pe darunavir/ritonavir
YPNOLOTOIOVEVO GE GUVOVACUO LE

tenofovir disoproxil fumarate, To Harvoni avénoe
TN GLYKEVTP®OT ToL tenofovir.

H acedieia tov tenofovir disoproxil fumarate oto
nepidriov tov Harvoni kot gvog
QOPLOKOKIVITIKOD EVIOYVTT (7T.%. ritonavir 1
cobicistat) dev €yet TekpunpLoOet.

O cvvdvaopdc Bo Tpénet va ypNCILOTOLELTAL [LE
TPOGOYT LLE GLYVN VEPPIKT TapaKolovBno, av dev
VILAPYOLVV JBEGIIES AAAES EVAALAKTIKEG ADGELS
(B\. mapaypagpo 4.4).

Lopinavir evicyvpévo pe
ritonavir + emtricitabine/
tenofovir disoproxil
fumarate

H aAAnAenidpaon dev £xet
peretnOet.

Avauéverar:

1 Lopinavir

1 Ritonavir

<> Emtricitabine
1 Tenofovir

1 Ledipasvir
<> Sofosbuvir
«— GS-331007

‘Otav yopnyeital pe lopinavir/ritonavir
YPNOLOTOIOVEVO GE GUVOVACUO LE
tenofovir disoproxil fumarate, To Harvoni
AVOPEVETOL VO OVENCEL T GLYKEVIPMGT] TOVL
tenofovir.

H acedieia tov tenofovir disoproxil fumarate oto
nepifarrov tov Harvoni kot gvog
QOPLOKOKIVITIKOD EVIOYVTT (7L.). ritonavir 1
cobicistat) dev €yet TekpunpLoOEL.

O ovvdvoouodg Ba Tpémel va Y pNOYLOTOIEITOL pLE
TPOGOYN LLE GLYVI VEPPIKT TOpOKOAOVON O™, oV dEV
VILAPYOLVV JfEGILES AAAES EVAALAKTIKEG ADGELS
(BL. mapdypoago 4.4).

Tipranavir evioyvuévo pe
ritonavir

H aAAnAenidpaon dev £xet
peretnOet.

Avopéverar:

| Ledipasvir

| Sofosbuvir

< (GS-331007

(Emaywyn tng P-gp)

H ovuyyopfiynon tov Harvoni pe tipranavir
(evioyvpévo pe ritonavir) avopéVETOL Vo, LELOGEL TN
ovykévipwor tov ledipasvir, 0dnydvTag o€
pelpévn Bepamevtikn dpdon tov Harvoni. H
cuyyopnynomn dev cuvictdrar.
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

ANTHIKOI ITAPAT'ONTEX

HIV: ANAXTOAELY INTETKPAYHX

Raltegravir

(400 mg 6v0 popég
nuepnoing)/ ledipasvir
(90 mg 6mak nuepnoing)®

Raltegravir

| Cmax 0,82 (0,66-1,02)
< AUC 0,85 (0,70-1,02)
1 Crmin 1,15 (0,90-1,46)

Ledipasvir

> Cpax 0,92 (0,85-1,00)
< AUC 0,91 (0,84-1,00)
< Cpmin 0,89 (0,81-0,98)

Raltegravir

(400 mg 6v0 popég
nuepnoing)/ sofosbuvir
(400 mg Gmoé nuepnoing)’

Raltegravir

! Cmax 0,57 (0,44-0,75)

| AUC 0,73 (0,59-0,91)
< Cpin 0,95 (0,81-1,12)

Sofosbuvir
> Cpnax 0,87 (0,71-1,08)
«— AUC 0,95 (0,82-1,09)

GS-331007
> Cumax 1,09 (0,99-1,19)
 AUC 1,02 (0,97-1,08)

Agv amonteiton avamposaproyn e 606mG Tov
Harvoni 1| Tov raltegravir.

Elvitegravir/ cobicistat/
emtricitabine/ tenofovir
disoproxil fumarate

(150 mg/ 150 mg/ 200 mg/
300 mg dmag nuepnoiong)/
ledipasvir (90 mg drag
nuepnoing)'/ sofosbuvir
(400 mg Gmag nuepnoing)’

H aAAnAenidpaon dev £xet
peretnOet.

Avouéverar:

< Emtricitabine

1 Tenofovir

Hopatnpntnke:
Elvitegravir

< Cpax 0,88 (0,82-0,95)
< AUC 1,02 (0,95-1,09)
1 Cmin 1,36 (1,23-1,49)

Cobicistat

< Cpax 1,25 (1,18-1,32)
1 AUC 1,59 (1,49-1,70)
1 Cmin 4,25 (3,47-5,22)

Ledipasvir

1 Cmax 1,63 (1,51-1,75)
1 AUC 1,78 (1,64-1,94)
1 Cmin 1,91 (1,76-2,08)

Sofosbuvir
1 Crmax 1,33 (1,14-1,56)
1 AUC 1,36 (1,21-1,52)

GS-331007
1 Cax 1,33 (1,22-1,44)
1 AUC 1,44 (1,41-1,48)

1 Cyin 1,53 (1,47-1,59)

‘Otav yopnyeitar pe elvitegravir/ cobicistat/
emtricitabine/ tenofovir disoproxil fumarate, To
Harvoni avopévetatl va avnoet tn cuykévipoon
Tov tenofovir.

H aoediern Tov tenofovir disoproxil fumarate oto
nepiariov tov Harvoni kot gvog
QOPLOKOKIVITIKOD EVIOYVTT (7T.). ritonavir 1
cobicistat) dev €yet TeKpunpLoOEL.

O cvvdvaopdc Bo Tpénet va ypnoILoToLEiTaL [LE
TPOGOYT LLE GLYVN VEQPIKT TopaKorlovONoT, av dev
VILAPYOLVV dBEGIEG AAAES EVAALAKTIKEG ADGELS
(B\. mapaypagpo 4.4).
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QPUPRLAIKEVTIKOD
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax: Cminu’p

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

Dolutegravir

H aAAnAenidpaon dev £xet
peretnOei.

Avouéverau:

<> Dolutegravir

> Ledipasvir

<> Sofosbuvir

Agv amouteiton ovomTposapproyn g dOoNG.

< (GS-331007

ZYMIIAHPQMATA BOTANQN

Yrepucod H aAdnAenidpaomn dev éxel | To Harvoni avtevdeikvotot pall pe to vepio,
peetnOsi. &vav 1oyvupo enayoyéa g evrepikng P-gp (BA.
Avouéverar: nopaypago 4.3).

| Ledipasvir
| Sofosbuvir
< GS-331007

(Emaywyn tng P-gp)

ANAXTOAEILY THY HMG-CoA ANAT'QI'AXHY

Pocovfootativi®

1 Pocovfactativn

(Avooto Tov
ULETAPOPEWV PAPLLAKDV
OATP ko1 BCRP)

H ovyyopriynon tov Harvoni pe pocovfactotivn
pmopel va av&NoeL GNIAVTIKG TN CLUYKEVIPWOOT] TNG
pooovfactativng (avEnon ™me AUC kotd apKeTég
©op£q), To onoio cvoyetiletarl pe avEnpuévo Kivouvo
poondfelog, cuumepLapBovoprEVNg
papoopvorvonc. H cuyyopnynon tov Harvoni pe
pocovPactativn avievdeikvotot (BA.

nopaypopo 4.3).

[papactativy®

1 Ipapaoctotivn

H ovyyopfiynon tov Harvoni pe tpafoctativn
propel va avénoet oNUAvVTIKE T CLYKEVIPOOT TG
mpofactotivig, To omoio cuoyetiletat pe avénpévo
Kivouvo poomddetag. Xvvictdror KAVIKY Kot
Broymukn Topakorotbnomn oe avtovg Tovg achevelg
KoL UTTOPEL VOL ATOLTELTOL OVATPOCAPLOYT TNG 6001
(BL. mapaypagpo 4.4).

AlAeg oTOtiveg

Avopéverar:
1 Zrativeg

AMNAETIOPACELS SEV LITOPOVV VO. OTOKAEIGTOVV LE
aAlovg avactolreic tng HMG-CoA avaymydong.
‘Otav cuyyopnyovvtar pe to Harvoni, Oa wpénet va
e€etaleton pio petmpévn 6001 TOV GTaTIVOY Kot O
TPETEL VO AVOAAULBAVETAL TPOCEKTIKN
TapakoAoVONoN Yo avemBOUnTEG EVEPYELEG TMV
otatwvov (BA. mapdypogo 4.4).
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’l}

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

NAPKQTIKA ANAATHTIKA

Mebadovn H oAAnAenidpaon dev €xel | Aegv amotteiton avamposaproyn e 606mg Tov
peretnOei. Harvoni 1 g pnebadovng.
Avopéverar:
<> Ledipasvir

MebBadovn R-pebadovn

(Oepancio cvvnpnoNg > Cpnax 0,99 (0,85-1,16)

pebadovng [30 émg <« AUC 1,01 (0,85-1,21)

130 mg/muépa])/ sofosbuvir
(400 mg Gmoé nuepnoine)’

 Cpin 0,94 (0,77-1,14)

S-nebadovn

> Cpmax 0,95 (0,79-1,13)
< AUC 0,95 (0,77-1,17)
< Cpin 0,95 (0,74-1,22)

Sofosbuvir
| Cmax 0,95 (0,68-1,33)
1 AUC 1,30 (1,00-1,69)

GS-331007
| Conax 0,73 (0,65-0,83)
«— AUC 1,04 (0,89-1,22)

ANOXOKATAXTAATIKA
Kvkhoomopivn® H oAAnAenidpaon dev €xel | Aev amorteiton avamposaproyn e 606mg Tov
peretnOet. Harvoni 1 g xvKAocmopivng.
Avauéverar:
1 Ledipasvir
— Kvkloomopivn
Kvkhoomopivn Kvkioomopivn
(600 mg epdma& d6om)/ > Cnax 1,06 (0,94-1,18)

sofosbuvir (400 mg epdna&
d6om)"

— AUC 0,98 (0,85-1,14)

Sofosbuvir
1 Crax 2,54 (1,87-3,45)
1 AUC 4,53 (3,26-6,30)

GS-331007
| Crmax 0,60 (0,53-0,69)
 AUC 1,04 (0,90-1,20)

ToakpoAovg H aAAnAenidpaon dev £xet
peretnOet.
Avauéverar:
<> Ledipasvir
Takpoiyovg TaxpoAyLovg
(5 mg gpdmag d6on)/ | Cmax 0,73 (0,59-0,90)

sofosbuvir (400 mg epdna&
d6om)"

1 AUC 1,09 (0,84-1,40)

Sofosbuvir
} Cmax 0,97 (0,65-1,43)
1 AUC 1,13 (0,81-1,57)

GS-331007
o Cax 0,97 (0,83-1,14)
— AUC 1,00 (0,87-1,13)

Agv amonteiton ovamposaproyn e 606mG Tov
Harvoni 1 tov taxpdAovg.
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D oppoKEVTIKO TPOIOV ava
OepamevTikng weployn

Emépdaoeig oto emineda
QOPRUKEVTIKOV
TpoidvToc.

Avadroyio pécawv (90%
OLAOTILA EPTLGTOGVVI|G)
YW AUC, Cmax; Cminu’l}

200TAGT GYETIKA NE TN GUYYOPNYN O IE TO
Harvoni

AIIO TOY 2TOMATOX ANTIXYAAHIITIKA

Nopyeotipdtn/
aftvorolotpadioin
(vopyeotdrn 0,180 mg/
0,215 mg/ 0,25 mg/
a10vVuAOIGTPOSIOAN
0,025 mg)/ ledipasvir

(90 mg 6ma nuepnoing)®

Noperyeotpopivn

< Cmax 1,02 (0,89-1,16)
< AUC 1,03 (0,90-1,18)
< Cpin 1,09 (0,91-1,31)

Nopyeotpéin

> Cpax 1,03 (0,87-1,23)
«— AUC 0,99 (0,82-1,20)
< Cmin 1,00 (0,81-1,23)

A1Bwvvro1oTpadtonn

1 Cmax 1,40 (1,18-1,66)
«— AUC 1,20 (1,04-1,39)
< Cpin 0,98 (0,79-1,22)

Nopyeotipdtn/
a10vVAOIGTPOSIOAN
(vopyeotdrn 0,180 mg/
0,215 mg/ 0,25 mg/
a10vVuAOIGTPOSIOAN

0,025 mg)/ sofosbuvir
(400 mg Gmo& nuepnoing)’

Nopehyeotpopivn

> Cpax 1,07 (0,94-1,22)
< AUC 1,06 (0,92-1,21)
< Cmin 1,07 (0,89-1,28)

Nopyeotpén

> Chnax 1,18 (0,99-1,41)
1 AUC 1,19 (0,98-1,45)
1 Cmin 1,23 (1,00-1,51)

A1Bvvro1oTpadtoAn

> Chmax 1,15 (740,97-1,36)
< AUC 1,09 (0,94-1,26)
< Cpin 0,99 (0,80-1,23)

Agv amoteiton avamposaproyn e 606ng TV and
TOV GTOUATOG OVTIGCVAANTTIKADV.

a. Avaroyio péoav (90% CI) TV QopHaKOKIVITIKOV TAPAUETPOV TOV GOPULAKMY OV GLYYOPNYOUVTOL LE EVa.
(QOPLLOKEVTIKO TTPOTOV TNG LEAETNG LELOVOLEVA 1] GE GUVOLAGHO Kot UE To OVO PAPLAKEVTIKA TpoiovTo ¢ perémc. Kapia

emidpaon = 1,00.

B. Okeg o1 peréteg aAAnAemdpacenv TpaypatoromOnkay o vyleic 0ehovtés.

v. Xopnyovpevo og Harvoni.

3. Opra Eddenyng poppokokivnTik®v oAniemidpdoemv 70-143%.

€. Avtd givar @appaka eviog katnyopiog 0mov propovv va tpoPAepBovv mapdpoteg aAMNAETSPACELS.
ot. H yopriynon pe ypovikn kabvotépnon (e arndotaon 12 opdv) Tov atazanavir/ritonavir + emtricitabine/tenofovir
disoproxil fumarate 1| darunavir/ritonavir + emtricitabine/tenofovir disoproxil fumarate kot Harvoni napeiye mopopota

OTOTEAEGLOLTO.

€. Avt n perétn paypatomomOnke vad TV TAPOLGIK AKOKO OVO AVTILK®OV TAPAYOVTOV dpecns dpdong.
1. Opuwo Proicodvvopiog/tcodvvapiog 80-125%.

4.6

TovipoétnTta, Kvnoen ko yoiovyio

T'vuvaikec og ovarapaywytki nAkio / ovTlcOAAWN 6 AQVOPEC KOl YUVOIKEC

Otav to Harvoni ypnoyonoleitar 6€ cuvovacspo pe prumapipivn, omoiteiton EAPETIKN TPOCOYN
TPOKEWEVOL VO, AmoPeLyDel 1 KON O™ G€ Yuvaikeg acheveic Kol 6€ YOVOIKEG GUVTPOPOVG AVIPDV
acfevav. ZnHavtikég TEpUTOYOVES KoM EUPPLOKTOVEG EMOPACELG £X0VV KataderyOel o OAa Ta €10M
{dov mov extédnkav otn pyumaPipivn. I'uvaikeg o€ avamapayoytki nAtkia 1} ot Gvopeg cVVIPOPOL
TOVG TTPETEL VAL (PNCIUOTOLOVV LI OTOTEAEGUOTIKY] LOPOT AVTIGOAANYNG KOTA TN SEPKELD TNG
Bepameiog Kot ylo pio Ypovikn TePiodo UETA TNV OAOKANP®OT NG Bepaneiog, COUPOVA LE TIC
ovotdoelg oty Iepiinyn tov Xapoaktnpiotikdv tov [1poidvtog yio ™ pyumafipivn. Avatpé€te oty
[TepiAnym Tov Xopaktnpiotik®v tov [Ipoidvtog yia ) prumafipivn yio tpdcbeteg TAnpopopies.
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Eyxvpocivn
Agv dwatiBevtou 1| etvan mepropiopéva ta dedopéva, (Tepmtdoelg EKPaocng eykupoovng Atydtepec omd
300) amd v ypnon tov ledipasvir, Tov sofosbuvir 1} Ttov Harvoni otig £ykveg yovaikec.

Meléteg oe {da dev KaTédelEay Apeon TOEIKOTNTO GTNV OVOTAPOY®YIKTY KovOTNTa. Agv £Y0ovV
mapatnpn el onuavtikéc emdpdosig otny euPpoikni avdmtuén pe o ledipasvir 1) to sofosbuvir o
apovpaiovg Kot Kovvéria. 2otdc0, dev KaTEGTN duvatd va ekTiunfodv TAnpag ta Opla EkBeong mov
gnetevydnoay yuo to sofosbuvir otov apovpaio oe oyéon pe v avrtictoyn £kbeon oe avBpdTOVS 6TN
owvIoTOUEVN KAMVIKT doon (PA. mapdypago 5.3).

Zav TPOANTTIKO PETPO, EIVOL TPOTIUNTED VO, AOPEVYETAL 1) Xp1or Tov Harvoni katd tn didpreia tng
EYKLHOCVVTG.

OnAaopog
Agv gival yvooto €dv to ledipasvir 1| o sofosbuvir kot o1 petaforiteg Tovg amekkpivovtal 6To

avOpomvo yaia.

Ta dwwbéoua pappokokvntikd dedopéva o (da £dei&av amékkpion tov ledipasvir kot tomv
uetaporitdv tov sofosbuvir oto ydha (BA. Tapdypago 5.3).

O «ivévvog ota veoyévvnra / fpéen dev pumopel va amokielotel. Luvenmg, To Harvoni dev mpénet va
YPNOLLOTOLELTOL KATG TNV J1APKELD, TOV ONAOGHOV.

Tovuotnta
Agv vrapyovv dtabéoipa dedopéva amd Toug avOpdToLS Yo TV midpact tov Harvoni ot

yoviudtnta. Meréteg oe Loa dev katéde&ay to&ikdtnra tov ledipasvir 1 Tov sofosbuvir 6tn
YOVILOTNTOL.

Edv n pyumaBipivn cvuyyopnyeiton pe to Harvoni, ioybouv ot avtevdei&elc 66ov apopd tn xpron g
pumafipivng katd T S1dpKeLn TG EYKLUOCUVNG Kot Tov Onhacpov (BA. eniong v [epiAnyn tov
Xapoktmpiotikev tov [Tpoidvtog yia ™ prumafipivn).

47 Emopacseig 6Ty IKAVOTNTA 001]Y161)G KO YELPIGHOV P UVEOY

To Harvoni (yopnyoOuevo puovo tov 1 oe cuvovaoud pe prumaPipivn) dev Exel kapio 1 el aoUOVTN
EMIOPACT] GTNV TKAVOTNTO 00N YNOTG KOl XEIPIGHOD unyovmv. Qotdco, Oo Tpénetl vo vodeikvieTol
610VG aofeveig 6TL N KOTOT NTAV TLO GLYVN o€ acbeveic Tov vVToPANONKaY cg Bepoameio pe
ledipasvir/sofosbuvir 6e cUyKploN UE TO EIKOVIKO PAPLOKO.

4.8 AvemOvunteg evépyeleg

IepiAnyn Tov Tpogil acedieiag

H a&iohdynon aoceddreiag tov ledipasvir/sofosbuvir faciletor oe cuYKeEVTP®TIKA d€S0UEVE, OO TPELS
KAvikég peréteg @aong 3 (ION-3, ION-1 kot ION-2) ot onoieg cvpmepiérafav 215, 539 ko

326 acbeveic mov édafov ledipasvir/sofosbuvir yuo 8, 12 kot 24 fdouddeg, avtiotoryo kot 216, 328
kot 328 acbeveic mov édafav Oepameio cuvdvacuo e ledipasvir/sofosbuvir + prumafipiviy yia 8, 12
Kot 24 efSopddeg, avtiotoryo. AvTég o1 HeEAETEG dev oupumeptElafay Kapio opddo LopTop®V Tov dgv
é\oPe ledipasvir/sofosbuvir. Ilepattépm dedopéva cuopmeptlapufavouy pio SuThd TVEAN cHYKPIoN TG
acearelag Tov ledipasvir/sofosbuvir (12 gfdoudodec) Kot Tov EIKOVIKOD QOPUAKOD 6€ 155 KippmTIKOVG
acbeveig (BA. mopaypago 5.1).

H avaioyio tov acbeviv mov diékoyav puovipe t Bepameio Adym avembountov evepysidv nrav 0%,
< 1% a1 1% y1o acBeveic mov Ehapav ledipasvir/sofosbuvir yia 8, 12 kot 24 gfdopddec, avtictorya
Kot < 1%, 0% ko 2% yuo acBeveic mov Elafav Bepancio cuvdvacuod pe ledipasvir/sofosbuvir +
pumafipivn v 8, 12 ko 24 gfdouddeg, avticTorya.

20



2T KAMVIKEG LEAETEG, KOTOOT Kol KEQOUAOAYio NTav o cLyVEC o€ aoBevelg mov vofANnONKaY g
Oepaneia pe ledipasvir/sofosbuvir o cOykpion pe 1o ekovikd eappako. Otav to ledipasvir/sofosbuvir
peAietnnie pe ™ pyumafipivn, ot o cLyVEG AVETIBOUNTEG EVEPYEIEG TOV QOPLAKOL LE TN Bepameio
ouvdovaouov pe ledipasvir/sofosbuvir + piumafipivn oy copPatég e 10 YvooTo TPOoeiA acPAAELOG
™m¢ prumafipivng, yopic adEnon g cvVOTNTAG 1 TG GOPAPOTNTOS TMV AVALEVOLEVMV AVETIBOUNTOV
EVEPYEIDV TOV POPUAKOV.

O1 ak6LoVBEC avETIBOUNTEG EVEPYELEG TOV PAPUAKOL Exovv avayvmplotel pe to Harvoni (Tivaxag 4).
O avemBountec evépyetec Tapatifeviol TopakdT® avd Katnyopio 0pyavikoh GLGTUNTOC Kol

ovyvotta. Ot cuyvotnteg kabopilovral g €M moAd cuyvég (= 1/10), cuyvég (> 1/100 émg < 1/10),
Oy ovyvég (> 1/1.000 émg < 1/100), omdvieg (> 1/10.000 émg < 1/1.000) 7 mord omdvieg (< 1/10.000).

Mivakag 4: AvemOounTeg EVEPYEIES TOV QUPUEKOD TTOV avayvopicTnKey pug To Harvoni

ZoyvotnrTo | Avem@OunTn evépyera 10V QUPRAKOV
A10T0paYES TOD VEDLPIKOD GUOTHUATOG:

IToAb cuyvég | kepododyio

A10T0poyES TOL OEPUATOS KO TOD DTOIOPLOV LOTOD:

Soyvég | e&avOnuol

Tevikég or1otapoyégs:

IToAb cuyvég | kommon

AocBeveic pe un avtipporoduevn Kippwon KoV 6€ ovaov yio LETaIOGYEVCT] NATOG 1) UETA amd
LETOUOGYEVCOT) NROATOG

To wpogik acedreiag Tov ledipasvir/sofosbuvir pe prumafipivn yio 12 1) 24 efdoudoeg oe acheveic pe
L1 OVTIPPOTOVLEVT NAATIKN VOGO KO/T €KEIVOLE TOV BpiokovTol HETA ATO LETAUOGYEVCT] NTTOTOG
a&loloynOnke oe o perétn avoiktng emonuavong (SOLAR-1). Agv aviyvednkav véeg avembounteg
EVEPYELEC TOV QUPUAKOV UETAED acOEVMV e U aVTIPPOTTOVUEVT] KippmON KauM EKEIVOVY OV
Bpiokovtav petd and petapdoyevor Nratog kat ot onoiot Adpupavay ledipasvir/sofosbuvir pe
pumafipivn. Av kot avemBounTeg evépyeleg, cuumepiapupavopévov cofapdv avemfdountov
EVEPYEIDV, TAPOLGLAGTNKAV TTLO GUYVEA GE VTNV TN LEAETN GE GVYKPLOT| LE LEAETEC TTOV AMEKAEICOV
U avippomovpevoug acheveic kv acbeveic mov Ppickoviay HETA Amd PHETAUOGYEVGT NTOTOC, Ol
avemBounteg evépyeleg mov mapatnPHOnKay NTaV EKEIVEG TOL OVAIEVOVTOL MG KAIVIKG ETakOA0v0a
NG TPOYD®PMNHEVIC NTOTIKNG VOGOL KaUM NG METaUOTYELONG N NTAV GLUPATES LE TO YVOOTO TPOQIA
ac@areag e prumaPipivng (PA. Topdypao 5.1 yio AETTOUEPELEG AVTNG TNG LEAETNG).

Meihoelg g atpoceorpivne £og < 10 g/dl ko < 8,5 g/dl katd tn didpkeia tng Oepameiog
napovctdotnKay oto 39% kat 13% tov acbevav mov Ehafav Oepaneia pe ledipasvir/sofosbuvir pe
pwumafipivn, avtiototyo. H pumafipivn dwaxonnke oto 19% tov acevov.

10% TtV ANTTOV HETAUOGYEVONG NTOTOG EiYAV TPOTOTOINGT TOV 0VOGOKOTOGTUATIKMOV TOPAYOVTIOV
TOVG,.

Howdwrpikde mAnBucudg
H acedieia ko n amoteieopotikotnta tov Harvoni og mondid ko eprfoug nikiog kéto tov 18 etdv
dgv &yovv axopa tekunplodel. Agv vadpyovv dabéoiua dedopéva.

eprypaon emdeypévav avemBOunTmv gvepyeldv

Kaporaxés appoluies

"Eyovv onueindel tepiotaticd cofapng Bpadvkapdiog Kot Kapdlokod amokAelcpod 6tav to Harvoni
YOPMYELTOL LLE QLULOSOPOVT] TAVTOXPOVE T/KOL UE GAAC QAPLOKE, TTOV UELDVOLV TNV KOPIUKT
ovyvotnta (PA. Tapaypdpovg 4.4 kot 4.5).

AvoQopd mBavoLoyOLUEVOV AVETBOUNTOV EVEPYELDV

H avoapopd mBovoroyoduevemy avemiBountmy evepyeumy HeTd amd T YopyNno” Adelc KuKAOPopiag
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakodlovdnon g oyéong
0PEALOVC-KIVOVVOL TOV QOPUOKEVTIKOD TPOTOVTOG. ZNTEITOL 0O TOVG EMAYYEALOTIEG TOL TOUEN TNG
VYELOVOLKNG TTEPIBOAYNG VO, AVOPEPOLY OTTOLECONTTOTE THUVOLOYOVUEVEC OVETIOOUNTEG EVEPYELEG
HEG® TOV €BVIKOD GLOTNUATOG AVOPOPAS oV avaypagpetat oto [lapdpmmua V.
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4.9 Ymnepdocoroyia

O vymAoTtepeg Tekumplopéveg d0oelg Tov ledipasvir kot sofosbuvir nrov 120 mg 300 popég
nuepnoing yuo 10 nuépeg kan pia gpanal 06cm 1.200 mg, avtictorya. Xe auTéc TIG LEAETEG LE VYIElg
€Belovtég, Oev mapatnpnONKay avemBOUNTES EVEPYELEC OTA GUYKEKPLUEVA EMITEDD dOOTG KOt Ol
avemBounteg evépyeleg NTaV TAPOUOLEG GE GLYVOTNTO KOl GOPapOTNTA LE EKEIVES TOV avapEPOTKaY
oTIG opdoeg Bepameiag pe eikovikd eappako. Ot emdpdoelg VYNAITEPWV OOGEWV Eval U YVOOTEC.

Agv vrdpyet dStobéoipo e101Kd avTidoTo Yo vtepdocoAoyia pe To Harvoni. Xe mepintmon
vrepdocoroyiag, o achevig Ba mpénet vo mopakoiovbeitan yio onpeia to&ikdtrag. H Bepaneio g
vrepdocoroyiag (e To Harvoni cuvietartal 6€ YEVIKG VTOGTNPIKTIKA UETPO CUUTEPIAOUPBAVOUEVIC TNG
TapaKorlovinons Tov (OTiK®dv onueimv, Kafdg Kot TG TapaTnpnong TG KAVIKNG KATACTOCNG TOL
acBevoug. H apododion eivor anibBovo va £xel oG AmoTéELECIO GNUOVTIKT ATOUAKPVVOT] TOV
ledipasvir kaOa¢ to ledipasvir cuvdéetor oe VYMAS Babud oty TpwTeivn TAdopatoc. H aipodtoiion
UTOPEL VO OTOUAKPVVEL ATOTEAEGUUTIKG TOV EMKPAUTEGTEPO KLKAOPOPOUVTA UETAPOAITN TOV
sofosbuvir, GS-331007, ue mocooto e€oymyng 53%.

5. OPAPMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppokodvvoptkés 1010TNTES
dappaxobepansvtiky katnyopio: Apeong opaong avruikd, kwdikog ATC: JOSAX65

Mnyavicpdc dpdong

To ledipasvir givar évag avacstoréag Tov HCV mov otoyevel v npoteivn HCV NS5A, 1 onola givan
amopaitnTn 660 Yo TNV avtrypoen Tov RNA 660 kot yio ) ovykpotnon Pipiov too HCV. H
Broynukn emiPePainon e avactoing g NSSA ond to ledipasvir dev givat emti Tov TaPOVTOG
dvuvarn, kabmg 1 NSS5A dev éxel evlopotikr Asttovpyia. In Vitro peléteg emAoyng avtoyng Kot
SOoTAVPOVUEVTG aVTOYNG VTTOdEIKVOOLY OTL To ledipasvir otoyevel TV NS5A g tpdmo dpdong tov.

To sofosbuvir givat évag mov-yovotumikoc avactoréag g HCV NS5B RNA-g€aptdpuevng

RNA molvpepdonc, n onoia givar amapaitnt yio v ukn avirypaen. To sofosbuvir givar éva
VOUKAEOTIOIKO TPOPAPUOKO TTOV VITOKELTAL GE EVOOKVTTAPIKO UETABOAIGUO Y10 VO GYNLOTIGEL TO
QUPUAKOAOYIKA dPAGTIKO TPLPOGPOPIKO ovardyo ovptdivig (GS-461203), to omoio umopsei va
evoopatwbei oto HCV RNA and v NS5B molvpepdon kot Aettovpyel og teppatiot)g aaAvsov. To
GS-461203 (0 gvepydg petafolritng Tov sofosbuvir) dev givar 00TE OVAGTOAENS TOV TOAVUEPATHY TOV
avOpamivov DNA kot RNA ovte avaotoréag g molvpepdong tov ptoyovoplokod RNA.

Avtukn dpdon
O rég ECsg tov ledipasvir kot tov sofosbuvir £vavtt T@v TARPovS HNKOVG 1 YIUULPIKOY PETAMKOVI®DY

OV KOOKOTO0VV aAAnAovyiec NS5A kot NS5B amd KAVIKE 0mopovOLITa TEPLYPAPOVTL GTOV
[Tivaka 5. H mapovcia 40% avBpmmvov opov dev giye kapio enidpacn otnv avti-HCV dpdon tov
sofosbuvir oAhé peiwoe v avti-HCV dpdon tov ledipasvir koatd 12 @opég évavtl tov periikoviov
HCV yovéromov 1a.
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IMivakag 5: Apdon tov ledipasvir kot Tov sofosbuvir évavt yu

ULPIKAV PETAKOVIQOV

TovoTumog Apaon tov ledipasvir (ECsy, NM) Apaon tov sofosbuvir (ECs, NM)

pEmhKoviev Tto0epd perikovia | Mapoducd Tto0epd perikovia | Mopoducd
pemikovia NSSA perlkévia NS5B
Aldueon (gvpog)” Adueon (s9poc)*

Tovétonog la 0,031 0,018 (0,009-0,085) | 40 62 (29-128)

Tovétorog 1b 0,004 0,006 (0,004-0,007) | 110 102 (45-170)

T'ovoétumog 2a 21-249 - 50 29 (14-81)

Tovotumoc 2b | 16-530° - 15P -

T'ovoétumog 3a 168 - 50 81 (24-181)

T'ovotumog 4a 0,39 - 40 -

T'ovotunog 4d 0,60 - - -

T'ovotumog 5a 0,15 - 15P -

T'ovotumog 6a 1,1 - 14P -

T'ovotumog 6e 264" - - -

a. [Topodud pemhikovio mov eépovv NS5A 1 NS5B oand amopovopata acdevog.

B. Ta yponpucd pemiicovia mov eEpovy yovidte NSSA and 1o yovotumo 2b, Sa, 6a Kot 6 ypnoipomomdniay yio ¢ SOKIUES
tov ledipasvir v ta ypoipikd pemiikovio Tov eépovy yovidia NS5B amd 1o yovotumo 2b, 5a 1 6a ypnopomomdnkay yio
T1g doKyég Tov sofosbuvir.

Avtoyn
e KaALIEPYELO KOTTAPWY

Pemhkovia HCV pe petopévn evasbneio oto ledipasvir emAéynkay og KOAMEPYELD KUTTAPOV Y10 TO
yovotumo la kat 1b. Metwpévn svacbneio oto ledipasvir GUGYETIOTNKE e TNV KVPLO, VTOKATAGTACT
Y93H g NS5A 1660 610 Yovotumo la 660 kot otov 1b. EmmAéov, o vrokatdotoon Q30E
avanrtOyOnke oto pemAkovia yovotvmov la. H katevBuvopevn -mg mpog ) 6on- petodharyéveon
TV NS5A RAVs katédeiée 01t 01 vToKaTaoTdoelc Tov empépovy petafoirn > 100 kot < 1.000 gopéc
oV evatctnoia oto ledipasvir eivon ot Q30H/R, L31I/M/V, P32L kot Y93 T oto yovotumo 1a kot ot
P58D kot Y93S 6710 yovotumo 1b, evd o1 vrokataotdoelc mov empépovy petafoin > 1.000 popég
givar ot M28A/G, Q30E/G/K, H58D, Y93C/H/N/S oto yovotumo la kot ot A92K ka1 Y93H o710
yovétomo 1b.

Pemhkovia HCV pe petopévn evasbneio oto sofosbuvir emAéynkav oe KoAMEpyELo KOTTAPOV Yo
TOAALOTTAOVG YOVOTLTIOLC cupumepthappavouévay tav 1b, 2a, 2b, 3a, 4a, 5a kot 6a. Meiwpévn
gvoioOnoia oto sofosbuvir cuoyetiotnke pe TV kKVpLa vrokatdotacn S282T g NS5B oe 6Aovg Tovg
yovoTumoug pemAikovioy mov e€etdotniay. H katevbuvopevn -og mpog tn 0éon- petahialryéveon g
vrokatdotaong S282T ota pemhikdvia 8 YovoOTuTT®V eMEQepe Katd 2 £m¢ 18 popéc petopévn
gvotoOnoia oto sofosbuvir kot peimwoe TV KAVOTNTO UKNE avTLypagng kotd 89% g 99% ot
GUYKPION LE TOV aVTIGTOLYO UN HETOAAQYUEVO TVTO.

2e khvirég ueréreg — lovoromog 1

e o GUYKEVIPMOTIKY aviivor acBevdv tov Elafav ledipasvir/sofosbuvir oe pehéteg Oaong 3
(ION-3, ION-1 kot ION-2), 37 acbeveic (29 pe yovotumo la ko 8 pe yovotomo 1b) minpovoav tig
TPoOTOBEGELG Yo OVAAVGN TNE AVTOYNG AOY® LOAOYIKNG OTOTLYIOG 1) TPAOUNG OLOKOTAG TOL PUPUAKOD
g pehétng kai ta omoia giyav HCV RNA > 1.000 IU/ml. Agdouéva Pabidg ariniovyiong (optokn
TN Tpoodopiopov 1%) NSSA ot NSSB petd v évopén frav dwbéotpa ya 37/37 ko

36/37 acBeveic, avticTtorya.

HMoparrayég g NSS5A cvoyetilopeves pe v avtoyn (RAVs) napatnpndnkov ce amopovouote HeTd
v évapén and 29/37 acBeveic (22/29 yovotvmov 1a ko 7/8 yovotvmov 1b) mov dev méTvyav
TapaTeTaUEVN 10AOYIKT avtamokpion (sustained virologic response, SVR). A tovg 29 acbeveic e
yovéotumo la ot omoiot mAnpovcay Tic tpodmodecels o Eleyyo avroyng, 22/29 (76%) acbeveic eiyav
pia 1 mepocotepec NSSA RAVs otig Béoeig K24, M28, Q30, L31, S38 kot Y93 katd to xpdvo g
1OAOYIKNG amoTuyiog, Eved 6Tovg vdAomovg 7/29 acbeveig dev aviyvevOniav NS5A RAVs katd to
POV NG 10A0YIKNG amoTtuyiag. Ot o cuyvég mapaiiayég tav ot Q30R, YI93H wot L31M. And tovug
8 acbeveig pe yovotumo 1b ot omoior mAnpovcay tig tpodmobécelg ya Edeyyo avtoyns, 7/8 (88%)
glyav pio M mepiocdtepeg NSSA RAVs otic 0éoeig L31 ko Y93 kotd 10 xpovo TG 10AOYIKNG
amotvyiag, evad 1/8 acBeveig dev giyav NS5A RAVs katd 10 xpovo g 1oroyikng armotuyioc. H mo
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ovyvn mopaAiayn nTav 1 Y93H. Metabd tov 8 acBevdv ot omoiot dev giyov NSS5A RAVs kotd to
APOVO TNG 10A0YIKNG omotuyiag, 7 acBeveig EhaPav 8 efdouddec Bepameioc (N = 3 pe
ledipasvir/sofosbuvir, n = 4 ue ledipasvir/sofosbuvir + piumafipivn) ko 1 acOevig érape
ledipasvir/sofosbuvir yio 12 gfdopddes. XTI @UVOTUTIKEG OVOADGELS, ATOLUOVMOUOTO LETA TV Evapén
ond acBeveic mov elyav NSS5A RAVs katd 10 ypdvo ¢ 1oAoyikhg amotuyiog kKatéde&ay Katd 20 €mg
ToVAdIoTOV 243 Popé (N LYNAOTEPT 0OGT TTOL SOKIUACTNKE) HEI®UEVT evaucOnaia oto ledipasvir. H
KatevBuvopevn -og Tpog T Béomn- petarraSryéveon g vrokatdotaong Y93H tdéco oto yovotumo 1a
060 Kot otov 1b kabdc ko n vrokatdotaon Q30R kot L3 1M oto yovotumo la exépepav vynid
emineda pelwuévng evootnoiag oto ledipasvir (uetafoin otic Tipég ECsp mov xopdvinke amd

544 popég ¢wg 1.677 popEq).

H ovoyetilduevn pe v avtoyn oto sofosbuvir vrokatdctacn S282T otnv NSSB dev aviyvevdnke og
KOVEVO ATOUOVAOLLOL LOAOYIKNG amoTuyiag amd Tig pekéteg Ddong 3. QoT10060, 1 VTOKOTAGTION

NS5B S282T o¢ cuvdvacuo pe g vrokotactdosic L31M, YI93H kot Q30L g NSSA aviyvebOnkav
o€ évay acbevi KaTd T0 ¥POVO TNG LOAOYIKNG omoTVYiag petd omd 8 efdoudosg Oepameiog pe To
ledipasvir/sofosbuvir amd pia perétn @dong 2 (LONESTAR). Avtog o acbeviig akolovBmg
voPANOnke og emavainmrikn Oeponeio pe ledipasvir/sofosbuvir + pumafipivn yio 24 gfdouddeg ot
nwétuye SVR petd v enovainmrikn Oepomeio.

2 peiétn SIRIUS (BA. «KAvikn amoTeAeGHOTIKOTNTO KOl AGPAAELOY, TOPAKAT®) 5 acbeveig pe
Aotpwén yovotumov 1 votponiacav petd t Bepaneio pe ledipasvir/sofosbuvir pe 1 yopig
pwumafipivn. NS5A RAVs napoatnpnnkay katd Ty vrotponn o€ 5/5 acbeveic (yio yovotumo la:
Q30R/H + L31M/V [n = 1] kot Q30R [n = 1], ywo. yovorumo 1b: YI3H [n = 3]).

> peiétn SOLAR-1 (BA. «KAwikn amoTeAeoUATIKOTNTO KOl ACQAUAELY, TapuKAT®) 13 acbeveig pe
Aoipwén yovotvmov 1 vrotpomiacay petd ) Oepancio pe ledipasvir/sofosbuvir pe pyumafipivn.
NS5A RAVs napatnpninkav katd to ypdvo tng vrotponng oe 11/13 acbeveic (yio yovotumo la:
Q30R povo [n=2], YI3C [n = 1], YI3H/C [n = 2], Q30R + H58D [n = 1], M28T + Q30H [n = 1], yia
yovoturo 1b: Y93H [n = 3], Y93H/C [n = 1]).

2e khvikég ueréres — lovoromog 2, 3, 4, 5 ko1 6

NS5A RAVs: Kavévag ao0evig pe Aoiuwén yovotumov 2 dev Tapovciooe VTOTPOTMH GTNY KAIVIKY
UEAETT Kol ™G €K TOVTOL dgV LILAPYOVY dedouéva oyetikd pe NSSA RAVs katd tov ypovo g
amoTuyiag.

e aobeveig pe Aoipmén yovotumov 3 mov mopovsiooay 1A0YIKN arnotuyia, 1 avarntuén NSS5A RAVS
(ovumepriapfoavouévov Tov eumlovTicpod Tmv RAVs mov ftav mopodoes Katd v Evapén) Tomukd
dev aviyvebnke Katd Tov ¥povo g amotvyiog (n = 17).

2 doipmén yovotumov 4, 5 kot 6, a&rodoyndnkav poévo pkpoi apbpol acbevov (cuvorikd

5 acbeveig pe amotvyia). H vrokatdotacn Y93C g NSSA eupaviomke otov HCV and 1 acBevn|
(yovotumog 4), evdy NSSA RAVs ov fitav mapovoeg katd v évapén mapatnpndnkay Kotd tov
xPOVO TNG amoTLYiog 6€ OAOLG ToVG acheveic.

NS5B RAVs: H vrokatdotaon S282T tg NS5B epgpaviotnke otov HCV and 1/17 amotuyieg
yovotvmov 3, kot atov HCV and 1/3, 1/1 kan 1/1 amotvyieg yovdtumov 4, 5 kot 6, avtictoryo.

Enidpaon tov maporroydv tov HCV cvoyenlduevav pe v avioyn katd v évapén oty ékPaon
g Bepameiog

Tovororog 1

[paypoatomomOnkav avaAdGELS Yio T SIEPELVNOT TNG CLGYETIONG LETAED TPOVTOPYOVCDV

NS5A RAVs katd tnv évapén kot g EkPaonc g Oepameing. TN cLUYKEVTIPOTIKT AVAALGT TOV
peretdv @dong 3, 16% tov acbevav eiyav NS5A RAVs katd v évap&n mov avayvopiotnkoy péco
oAAnAovyiong TAnBucpod N fadidc odinAovyiong aveéaptntmg vrotdmov. Ot NS5A RAVs katd v
évapén Nrav ducavaroya vynAEg o acbeveic o1 omoiol Tapovaiacsav vrotponn otic peréteg Gdong 3
(BA. «KAWIK1 0mOTELECUATIKOTNTO KOUL GOPAUAELO).
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Metd amd 12 efdoudoeg Oepamneiag pe ledipasvir/sofosbuvir (ympic piumafipivn) oe acbeveig mov
glyov mponyovuévac Mapet Oepancio (okélog 1 g pekétng ION-2) 4/4 acbeveic pe NS5A RAVs katd
v évapén mov emépepav petafoirn tov ledipasvir < 100 popég métvyav SVR. ' 10 1810 okérog
Oepanciog, aobeveic pe NS5A RAVs katd v Evapén mov enépepav petaforn > 100 popéc,
vrotpomn mapovoldotnke o€ 4/13 (31%), oe obykpion pe 3/95 (3%) og exeivous ywpic 0molEGONTOTE
RAVs 11 RAVs katd v évapén mov va, enépepav petaforn < 100 gopéc.

Metd amd 12 efdoudoeg Oepamnciag pe ledipasvir/sofosbuvir pe pyunafipivn oe acOeveig pe
avtippomobuevn Kippwon mov eiyav tponyovuévac Aafet Oepaneio,(SIRIUS, n = 77), 8/8 acbeveic pe
NS5A RAVS katd tnv évapén mov enépepayv > 100 popég petmpévn evarstnocio oto ledipasvir
métuyav SVR12.

H opdda twv NS5A RAVs mov enépepav > 100 popéc petafoln kot mapatnpndnke otovg aobeveig
nephappave tig akdAovOeg VIToKaTaoTAGES 6T0 YovoTumo 1la (M28A, Q30H/R/E, L31M/V/I, H58D,
Y93H/N/C) 1 ato yovotumo 1b (Y93H). H avaroyio tétoimv NS5A RAVs katd v évapén mov
mapotnpeROnKay péow Pabidg aAiniovyiong Kopavinke amd moAd younAn (oplokn TIUR yio ToV
tpocdlopopd = 1%) €mg vynAr (kopilo pueépog Tov TANBLG OV TAAGLOTOG).

H ovoyetilduevn pe v avtoyn oto sofosbuvir vrokoatdctacn S282T dev aviyvedbnke oty
arinrovyia NS5B katd v évapén og Kavévay acBevn otic pehéteg Pdong 3 pécw aAiniovyiong
mAnBvopov N Padibg arinrovyione. SVR enetedydn xoan otove 24 acbeveic (n = 20 pe L159F+C316N,
n=1 pe L159F kot n =3 pe N142T) ot omoiot eiyov moparlayég katd v évapén cuoyeti{OUEVES e
aVTOY1] GTOLG VOLKAEOG1OKOVG avacToAeig NS5B.

Metd and Oepaneia pe ledipasvir/sofosbuvir pe pyumafipivn yio 12 efdopddeg oe aocbeveic petd amod
LETOUOGYEVCT NTOTOG, [LE avTIppoTov eV NraTikn voco (SOLAR-1), kavévag (n = 8) amd tovg
aocBeveic pe NS5A RAVs katd v évapén mov enépepav petafolr] tov ledipasvir > 100 popég dev
vrotponioce. Metd and Bepaneio pe ledipasvir/sofosbuvir pe pyumafipivn yia 12 gfdopddeg oe
acBeveic pe un avtppomoduevn voco (aveEdptnTo and TNy KatdoToon HETANOGKEVONG NITATOC),

3/7 acbeveic pue NSSA RAVs katd v Evapén mov enépepav > 100 popéc petopévn svactnocio oto
ledipasvir vrotponiacav, oe cuykpion pe 4/68 and ekeivoug ywpic onoesdnmote RAVs 1 RAVs katd
mv évapén mov va enépepav < 100 popéc peiopévn evactncio oto ledipasvir.

Tovoromog 2, 3, 4, 5 kou 6

AOY® TOV TEPLOPIGUEVOD HEYEDOVG TV PEAETMV, 01 cuvEémeleg TV NSSA RAVs katd v évapén
oV éxPaon g Bepaneiog yio acbeveic pe CHC yovotvmov 2, 3, 4, 51 6 dev €yovv mANpmg
a&lohoynBel. Agv mapatnpnOnray onuoavTikég d10popés otig ekPAoels amd v mopovsio 1 TV
amovoio NS5A RAVs katd v évapén.

AwcTonpoduevn avioxn

To ledipasvir Tav TANP®S SpAcTIKO EVAVTL TNG GLGYETILOUEVNC LE TNV avTOYT 6TO sofosbuvir
vrokatdotaong S282T otnv NS5B evd dhec o1 cuoyetilopeveg e tnv avtoyn oto ledipasvir
vrokataotdoelg oty NSSA ftav tAnpwg evaictnteg oto sofosbuvir. Tdéco to sofosbuvir 660 Kot T0
ledipasvir ftav TANP®G SpUcTIKA £VAVTL VTOKATACTACEMY OV CLGYETILOVTAL LE OVTOYT GE GAAM
apeong Opdong avTKAd Le S1oPOPETIKOVS LUNYOVIGLOVG dpdorg, dTmg U VOukAEoo1d1kol
avootoheig NS5B kot o1 avactoleic mpmtedong NS3. Yrokataotdoelg NS5A mov em@épouvv avtoyn
o710 ledipasvir uropei va peidoovy v avtiukn dpdon GAA@v avactorémv NSS5A.

KAviki) amotedecpotikdtnTa Kot ac@dieio

H amotereopatikomra tov Harvoni (ledipasvir [LDV]/sofosbuvir [SOF]) a&ioloynonike og tpeig
peAréteg @aong 3 avolktg emonpovong pe dedopéva dabéaiua yio éva obvoro 1.950 acBevav pe
CHC yovérumov 1. Ot tpeig peréteg @dong 3 meprdpfovay pio LeAETN TOL TPAYUATOTOWONKE GE U
KIppoTIKoVg Tpwtobepanevdpevoug acbeveic (ION-3), pio peAétn o€ KippoTIKOHS Kot [T KIpP®TIKOHS
mpmtobepamevopevovg acbeveig (ION-1) kon pio peAétn 6€ KIpPOTIKOVS Kot U1 KIPPOTIKOVS 000eVeElg
OV OMETLYOV GE TTPOTYOLUEVT Oepameia e aywyn pe Paon wvteppepdvn, cuumePIAaUPavouEVOY
aymy®v Tov epieiyav évav avactoréa tpotedong tov HCV (ION-2). Ot acBeveic og avtég Tig

25



peAéteg elyav aviippomovpevn nratikn voco. Kat ot tpeig perétec ddong 3 a&loAdyncav tnyv
amoteleopatikdtnTa TOL ledipasvir/sofosbuvir pe ) yopic prumofipivn.

H dudpxera g Oepamneiag tav otabepn og kdbe pedét. Ot tipég HCV RNA otov opd petprinxay

KATA TN SLAPKELN TOV KAWIKOV PEAETMV pe ypnon g dokipaciog COBAS TagMan HCV
(éxdoon 2.0), yia xpnon ue 1o «High Pure System». O npocdiopioudc iye younAdtepo 6plo

nocotikomoinong (lower limit of quantification, LLOQ) 25 IU/ml. SVR rjtav to xvpto telkd onpeio
v Tov kaBopioud Tov Tocoatov iacng tov HCV, n onoia opiotnike mg HCV RNA yoauniotepo amd

LLOQ o1ig 12 gfdopadeg petd tn dwakont| tng Oepameiog.

Tpwrobspomevduevor evijhikeg ywpic kippwon — ION-3 (ueAérn 0108) — I'ovérvmog 1

H perétn ION-3 a&lordynoe 8 efdoudosg Oepamneiag pe ledipasvir/sofosbuvir pe 1 yopic prumafipivn

Kot 12 eBdopddeg Oepaneiog pe ledipasvir/sofosbuvir oe Tpwtobepamevopevovs Un KippoTkong

aoBeveig pe CHC yovotumov 1. Ot acBeveic TuoyaronomOnkay og avaroyio 1:1:1 o pia amod Tig TpElg

ouadec Oepamneiag kot daotpopotddnkay pe pdon to yovotvmo HCV (1a évavti 1b).

Ilivokog 6: ANROYPAQIKE YOPUKTIPIOTIKA KUl YOPUKTINPIGTIKA KOTA TV évapEn ot peiétn ION-3

Awopépooon acdevaorv LDV/SOF LDV/SOF+RBV | LDV/SOF XYNOAO
8 efoondadseg 8 efoondadseg 12 gfoopdaoes
(n=215) (n=216) (n=216) (n=647)
Hlwio (€11): Sudpeon 53 (22-75) 51 (21-71) 53 (20-71) 52 (20-75)
(ebpog)
Avdpiko ¢l 60% (130) 54% (117) 59% (128) 58% (375)
duin: Mavpov Appo- 21% (45) 17% (36) 19% (42) 19% (123)
OUEPTKOVOL
Agvkoi 76% (164) 81% (176) 77% (167) 78% (507)
T'ovotumog 1a 80% (171) 80% (172) 80% (172) 80% (515)°
IL28CC yovotumog 26% (56) 28% (60) 26% (56) 27% (172)
KaOopilouevn péow FibroTest fabuoltoyio Metavir’
FO-F1 33% (72) 38% (81) 33% (72) 35% (225)
F2 30% (65) 28% (61) 30% (65) 30% (191)
F3-F4 36% (77) 33% (71) 37% (79) 35% (227)
Mn| epunveLGIUO <1% (1) 1% (3) 0% (0) < 1% (4)

o. 'Evag acOgvig 610 okéhog Oepanciag LDV/SOF 8 efdopddmv dev eixe emPefarmpévo vrotumo yovotoumov 1.
B. Mn elkeinmovta amoteréopota FibroTest yaptoypaendnkav otig Badporoyieg Metavir copemva pe: 0-0,31 = FO-F1,

0,32-0,58 = F2, 0,59-1,00 = F3-F4.

Mivokog 7: Mocostd avromokpiong ot perétn ION-3

LDV/SOF LDV/SOF+RBV LDV/SOF
8 efdonddseg 8 efdonddeg 12 gfoopddeg
(n=215) (n=216) (n=216)
SVR 94% (202/215) 93% (201/216) 96% (208/216)
Exfaon yio. acbeveic ywpic SVR
Ioloywn amotvyia vd 0/215 0/216 0/216
Oepameio
Yrotponn* 5% (11/215) 4% (9/214) 1% (3/216)
AP < 1% (2/215) 3% (6/216) 2% (5/216)
Tovotomog

T'ovotumog 1a

93% (159/171)

92% (159/172)

96% (165/172)

T'ovotonog 1b

98% (42/43)

95% (42/44)

98% (43/44)

o. O mapovopaoTthg Yo vrotpony| givat o apdpdg tov achevav pe HCV RNA < LLOQ katd v tekevtaia toug a&loldynon

v1o6 Oepomeio.

B. «A\o» cvpmeprhapfavet acbeveic mov dev méTvxov SVR kot dev mAnpovcav ta Kpitipla OAOYIKNG amoTuyiog (..
Y4OnKav amd v mapakoiovonon).
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H Ogpancio 8 efdouddwv Tov ledipasvir/sofosbuvir ympic piumafipivny frav un Katd@TePn ™G TPOG TN
Oepomeia 8 efdopadwv Tov ledipasvir/sofosbuvir pe piumapipivn (Srapopd Bepaneioc: 0,9%, 95%,
dlonue eUmIeTocvVNG: -3,9% £mc 5,7%) kar T Bepaneia 12 gfdopddmv tov ledipasvir/sofosbuvir
(Srapopd Bepameiag: -2,3%, 97,5%, didotnua eumiotoovvng: -7,2% émg 3,6%). Meta&y acbevav pe

HCV RNA «atd v évapén < 6 ekatoppopra [U/ml, to SVR ftav 97% (119/123) pe Bepaneio
8 eBdopadmv Tov ledipasvir/sofosbuvir kot 96% (126/131) pe Bepameia 12 efdopadmv Tov

ledipasvir/sofosbuvir.

Mivakog 8: ITo606Td VAOTPOTNS KATA TO OPUKTNPLOTIKA KOTA TNV évapén ot perétn ION-3, aAnOvopég

10M0YIKNg amoTVyioc™®

LDV/SOF LDV/SOF+RBV | LDV/SOF
8 efoondadseg 8 efoondadseg 12 ¢foopadseg
(n=213) (n=210) (n=211)
dolo
Avdpikod 8% (10/129) 7% (8/114) 2% (3/127)
Ivaukeio 1% (1/84) 1% (1/96) 0% (0/84)
IL28 yovéromog
CC 4% (2/56) 0% (0/57) 0% (0/54)
Mn CC 6% (9/157) 6% (9/153) 2% (3/157)
HCV RNA xoté v évapén®
HCV RNA < 6 exatoppbdpra IU/ml 2% (2/121) 2% (3/136) 2% (2/128)
HCV RNA > 6 exatoppipia 1U/ml 10% (9/92) 8% (6/74) 1% (1/83)

* Ot aoBeveic Tov yabnkav amd v mapakoAoHOnen N Tov anécvpay T cLYKATAHEST| TOVG ATOKAEIoTIKOY.
a. Ot ipuég HCV RNA koaBopiotnkav pe gpnon tov mpocdiopicpod TagMan g Roche. H tyuy HCV RNA evog acbevoig
pmopet va Stapépel and enickeyn o€ EXICKEYN.

TpwroBepomevouevor evijhixes pe 1 ywpic kippwon — ION-1 (uerétny 0102) — INovétomog 1

H ION-1 ftav pio Toyotomomuévn HEAETN aVOIKTNG ETIGTLOVOTG 1) otoia a&loAdynoe 12 kot

24 gBdouadec Oepanciog pe ledipasvir/sofosbuvir pe 1 yopic puropipivn og

865 mpmtobepamevopevoug acbeveig pue CHC yovotumov 1 euvumepihapufavouévoy ekeivav pe
Kippwon (tuyotomombnkav 1:1:1:1). H tuoyaionoinon dwuotpopoatmdnie pe Baon v mopovsio 1 v
amoveia Kippmong kat to yovotoro HCV (1a évavt 1b).

Iivokog 9: ANROYPAQIKE YOPUKTPIOTIKA KOl YOPUKTINPIGTIKA KOTA TV évapEn ot perétn ION-1

Awpopooon aclevérv | LDV/SOF LDV/SOF+ LDV/SOF LDV/SOF+ YYNOAO
12 gfoopadeg | RBV 24 gpdopadoss | RBV
(n=214) 12 gfdopades | (n =217) 24 gBdopadsg | (n =865)
(n=217) (n=217)
Hhia (€t1): Sidpeon 52 (18-75) 52 (18-78) 53 (22-80) 53 (24-77) 52 (18-80)
(e0pog)
Avdpiko gl 59% (127) 59% (128) 64% (139) 55% (119) 59% (513)
duln: Mavpor Agpo- | 11% (24) 12% (26) 15% (32) 12% (26) 12% (108)
OUEPIKOVOL
Agvkoi 87% (187) 87% (188) 82% (177) 84% (183) 85% (735)
Tovéromog 1a* 68% (145) 68% (148) 67% (146) 66% (143) 67% (582)
IL28CC yovotumog 26% (55) 35% (76) 24% (52) 34% (73) 30% (256)
KaOopilouevn péow FibroTest fabuoloyio Metavir’
FO-F1 27% (57) 26% (56) 29% (62) 30% (66) 28% (241)
F2 26% (56) 25% (55) 22% (47) 28% (60) 25% (218)
F3-F4 47% (100) 48% (104) 49% (107) 42% (91) 46% (402)
Mn epunveLGIUO <1% (1) 1% (2) <1% (1) 0% (0) < 1% (4)

a. Avo aoBeveig oto orkéhog Bepanciog LDV/SOF 12 gfdopddmv, évag aobevng ato okérog Oepameiog LDV/SOF+RBV
12 eBdopdadwv, dvo acbeveic oto okérog Oepameiog LDV/SOF 24 gfdopddmv kot 600 acbeveis 6to okéhog Oepaneiog
LDV/SOF+RBV 24 gfdopadwv dev giyav emBefoiopévo vdtomo yovotumov 1.

. Mn gAhieimovta amoteléopata FibroTest yaptoypaendnkav otig fabuoroyiec Metavir copeova pe: 0-0,31 = FO-F1,
0,32-0,58 = F2, 0,59-1,00 = F3-F4.
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Mivokog 10: Ilocootd avTamdk

o1g ot perétny ION-1

LDV/SOF LDV/SOF+RBV | LDV/SOF LDV/SOF+RBV
12 gfdonddeg 12 efdopadeg 24 gfoopadsg | 24 epdopadseg
(n=214) (n=217) (n=217) (n=217)
SVR 99% (210/213) 97% (211/217) 98% (213/217) | 99% (215/217)
Exfaon yio. acbeveic ywpic SVR
Ioloywn amotvyia vd 0/213* 0/217 < 1% (1/217) 0/216
Oepameio
Yrotporiy® < 1% (1/212) 0/217 < 1% (1/215) 0/216
Ao < 1% (2/213) 3% (6/217) < 1% (2/217) < 1% (2/217)
Iloooota SVR yio emilepuéves vTOOUCOES
Tovotomog
T'ovotumog 1a 98% (142/145) 97% (143/148) 99% (144/146) | 99% (141/143)
Tovotumog 1b 100% (67/67) 99% (67/68) 97% (67/69) 100% (72/72)
Kippwon’
Oy 99% (176/177) 97% (177/183) 98% (181/184) | 99% (178/180)
Now 94% (32/34) 100% (33/33) 97% (32/33) 100% (36/36)

o. 'Evag acbevig anoxieiotnke amd 1o okélog Oepanciog LDV/SOF 12 efdopddwv kot évag acbevig amordeiotnke amd 10
okélog Oepomeiog LDV/SOF+RBYV 24 gfdopddmv kabmg kat ot dvo acbeveig giyav Aoipwén pe CHC yovotumov 4.
B. O mapovopaostg yio vroTpomn givar o apdpds tov acbevav pe HCV RNA < LLOQ kotd tnv tekevtaio Tovg a&toidynon

w16 Oepaneia.

v. «Alho» cvumepthapfavel acbeveig mov dev métoyav SVR kot dev mAnpodoav ta kprrnplo 10AoyKng arotuyiog (1T.y.

YGOnKav amd v mapakoiovonon).

3. AcobBeveig pe ehdeinovoa katdotaon Kippwong amokielioTKay amd TNV ovaALoT VTOOUASWOV.

Evidikeg mov Epovv mponyovuévas Adfer Oepomeia pe i yewpic kippwon — ION-2 (ueAétny 0109) —

Tovoromog 1

H ION-2 ftov o toyotomotpévn LeAET aVOIKTNG EXIONLAVOTG 1) ontoia a&loAdynce 12 kat

24 gBdouddeg Bepamneiog pe ledipasvir/sofosbuvir pe 1 yopig pyumafipivn (toyotomomOnray 1:1:1:1)
o€ acbeveig pe HCV doiuwén yovotumov 1 pe 1 yopic Kippmon ot 0roiot améTuyoy GE TPOTYOOLEVT
Oepameio pe aywyn pe Pacn wtepeepovr), GLUTEPILAUBAVOUEVOV Oy®YDV TOL TEPLELY OV EVOV
avactoréa Tpwtedong Tov HCV. H tuyatomoinon dactpopatddnke pe don v topovcia 1 tnv
amovcia Kippmong, to yovotumo HCV (1a évavtt 1b) kot tnv avtamdkpiorn o€ mponyovuevn Oepameio
v HCV (vrotpom)/1oAoyikn Stopuyr EVavTL un aviomoKpiong).
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Mivakag 11: Anpoypo@ikd JopoKTNPLETIKG KUl YOpUKTNPIGTIKA KaTd TV évapén otn pehétn ION-2
Awpopooon LDV/SOF LDV/SOF+ LDV/SOF LDV/SOF+ YYNOAO
ac0evav 12 efdopades | RBV 24 efoopadeg | RBV
(n =109) 12 eBdopades | (n =109) 24 gpdopadeg | (n =440)
(n=111) (n=111)
Hhlkia (étn): didpeon | 56 (24-67) 57 (27-75) 56 (25-68) 55 (28-70) 56 (24-75)
(e0pog)
Avdpiko ¢l 68% (74) 64% (71) 68% (74) 61% (68) 65% (287)
DdvM: Mavpor Agpo- | 22% (24) 14% (16) 16% (17) 18% (20) 18% (77)
OUEPTKOVOL
Agvkoi 77% (84) 85% (94) 83% (91) 80% (89) 81% (358)
T'ovotumog la 79% (86) 79% (88) 78% (85) 79% (88) 79% (347)
Llponyoduevn Oepameio yio HCV
PEG-IFN+RBV 39% (43) 42% (47) 53% (58) 53% (59) 47% (207)°
AvacTtoréong 61% (66) 58% (64) 46% (50) 46% (51) 53% (231)"
TPOTEACTG TOL
HCV +
PEG-IFN+RBV
IL28CC yovotumog 9% (10) 10% (11) 14% (16) 16% (18) 13% (55)
Kabopiluevn péow FibroTest fabuoltoyio Metavir’
FO-F1 14% (15) 10% (11) 12% (13) 16% (18) 13% (57)
F2 28% (31) 26% (29) 28% (31) 30% (33) 28% (124)
F3-F4 58% (63) 64% (71) 58% (63) 54% (60) 58% (257)
Mn epunvevoyo 0% (0) 0% (0) 2% (2) 0% (0) <1% (2)

a. 'Evag ac0evng oto okéhog Oepaneiog LDV/SOF 24 gfdopddov kot évag acbeviig oto okéhog Bepanciog LDV/SOF+RBV
24 gfdopddav elyav Tponyouévag anotuyet e Depaneio e ayoyn Paciopév og un TEYKLMOUEVT VTEPPEPOVT.

. Mn ghieimovta amoteléopata FibroTest yaptoypaendnkav otig fabuoroyiec Metavir copeova pe: 0-0,31 = FO-F1,
0,32-0,58 = F2, 0,59-1,00 = F3-F4.

MMivokog 12: Mocootd avramékpiong oty perétn ION-2

LDV/SOF LDV/SOF+RBV | LDV/SOF LDV/SOF+RBV
12 gfoopdaoeg 12 efoopadseg 24 gfdopadseg 24 gfoopadseg
(n=109) (n=111) (n=109) (n=111)
SVR 94% (102/109) 96% (107/111) 99% (108/109) 99% (110/111)
Exfaon yio acbeveic ywpic SVR
Iohoywkn amotvyio vd 0/109 0/111 0/109 <1% (1/111)
Oepomeio
Yrnotporn” 6% (7/108) 4% (4/111) 0/109 0/110
Ao 0/109 0/111 < 1% (1/109) 0/111
Ilocoard SVR yi0. emiAeyuéves vmoouades
Tovotomoc
Tovotumog la 95% (82/86) 95% (84/88) 99% (84/85) 99% (87/88)
Tovotumog 1b 87% (20/23) 100% (23/23) 100% (24/24) 100% (23/23)
Kippwaon
Oy 95% (83/87) 100% (88/88)" 99% (85/86)" 99% (88/89)
Not® 86% (19/22) 82% (18/22) 100% (22/22) 100% (22/22)
Ilponyovuevn Oepameio yio. HCV
PEG-IFN+RBV 93% (40/43) 96% (45/47) 100% (58/58) 98% (58/59)
Avooctoléog mpotedons | 94% (62/66) 97% (62/64) 98% (49/50) 100% (51/51)
tov HCV +
PEG-IFN+RBV

o. O mapovopaoTthg Yo vrotpony| givar o apdpdg tov achevav pe HCV RNA < LLOQ katd v tekevtaia Toug a&loldynon
w16 Bepaneia.

B. «AMo» cvumepihopfaverl acbeveic mov dev méTuyav SVR Kot dev minpodoav to kpreiplo 10AOYIKNAG amotuyiag (1T.y.
x&OnKav amwd v TapakorovOnon).

v. AcbBeveic pe eleinovoa KaTdoTACT KIpPOGNG 0TOKAEIGTKAV 070 TNV 0VAAVOT) DITOOUASOV.

8. BaOpoioyio Metavir = 4 1 BaBporoyia Ishak > 5 péocw Broyiag marog 1 fabporoyia FibroTest > 0,75 kot (APRI) > 2.
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O ITivakag 13 mapovsidlel ta T0c0GTA VIOTPOTNG LE TIG aymYES 12 efdopddmv (e N xopig
pumaPipivn) yio emieypéveg vroopadss (PA. emiong v mporyovuevn mapdypago «Eridpacn twov
maporiaymv tov HCV cuoyetilopevov pe tnv avtoyn katd tnv évapén oty ékPacmn tng Bepomeiogy).
e un KppoTIKovS 000eveEiS, VTOTPOTEG GUVEPNCaV LOVO VITd TNV Tapovsioa NSSA RAVs katd v
évapén kat katd ) odpkelo tng Bepomeiog e ledipasvir/sofosbuvir ywpic pumafipivn. e
KIPPOTIKOVS 000EVEIC, VITOTPOTEC GUVEPNGOV Kot LE TIG OVO ayYEG Kot VIO TV ATOVGio Kot
napovsio NS5A RAVs katd tnv Evapén.

Mivokog 13: Ilocootd vwoTpom|g Y0, emAeyuéves vwoopnddsg ot perétny ION-2

LDV/SOF LDV/SOF+RBV | LDV/SOF LDV/SOF+RBV
12 efoopadsg | 12 efoonddeg 24 gfdopadseg 24 gfdopadseg
(n=109) (n=111) (n=109) (n=111)
Ap1Bpdg acbevav pe ovtarokpion | 108 111 109 110
670 TEAOG NG Bepameiog
Kippwon
Oy 5% (4/86)" 0% (0/88)° 0% (0/86)" 0% (0/88)
Nat 14% (3/22) 18% (4/22) 0% (0/22) 0% (0/22)
Topovoio oyeti{duevav pe v avioyi) vrokataoctdoewv NS5A katd v évapln’
Oy 3% (3/91)° 2% (2/94) 0% (0/96) 0% (0/95)”"
Nat 24% (4/17)" 12% (2/17) 0% (0/13) 0% (0/14)
a. Avtoi o1 4 un xippetikol acBeveic e vrotponn giyov 6A0t ToAvpOpEIGHOVG NS5A oyetildpevoug e TV avtoyn Katd v
évapén.

B. AcOeveic pe eAleinovca KaTdoTooN KippOOoNG OTOKAEIGTNKAY OO TNV 0VEALGT] VTOOUAIWOV.

v. H avéoon (péow Bobdidg alinrodyiong) cvunepiédafe moivpopeiopovg NSSA oyetilopevong Le Ty avtoyr ot omoiot
emépepav > 2,5 popég petafolrri oty ECsp (K24G/N/R, M28A/G/T, Q30E/G/H/L/K/RIT, L31I/F/IM/V, P32L, S38F, H58D,
A92K/T xan YO3C/F/H/N/S yio HCV Aoipwén yovotvmov la ko L31I/F/M/V, P32L, P58D, A92K kot YO3C/H/N/S yua
yovétomov 1b).

3. 3/3 amd avtovg Tovg acbeveig ixav Kippwon.

€. 0/4 and awtovg tovg acheveic eiyav kippwon.

ot. 'Evag aofeviig mov métuye ud goptio < LLOQ oto téhog g Bepaneiog eiye ehheimovta dedopéva NS5A kotd v
évapén kot amoxieiomke and TV avdivon.

Evniixeg mov Eyovv mponyovuévag Aafer Oepomeia ue kippwon — SIRIUS — HNovoromog 1

H SIRIUS cvumnepiérafe acbeveig pe avtippomodpevn Kippmaor ol 0Toiol apyikd améTuyoy o€
Oepomeio pe meykvAiouévn wiepeepovn (PEG-IFN) + piurafipivn kot 6tn cuvexelo, amétoyay oe
YYN OV OTOTEAOVVTOV OO TEYKLAIOUEV vTEPPEPOVN + prumafipivn + Evav avacToAéd
npwtedong NS3/4A. H kippwon kabopictnke péow Proyiag, Fibroscan (> 12,5 kPa) v FibroTest
> 0,75 kou deixtn Adyov AST:ouponetddio (APRI) > 2.

H perétn (Sumhd TopAn Kot eAeyyopevn e eikovikd papuoko) a&loldynoe 24 gfdopnddeg Bepaneiog
ledipasvir/sofosbuvir (pe gikovikd eappako prumafipivng) Evavtt 12 efdopddmv Bepaneiog pe
ledipasvir/sofosbuvir pe prumafipivn. Ot acbeveic oto tedevtaio okéhog Oepaneiog ELapay lkoviko
oappaxo (v ledipasvir/sofosbuvir ko prumafipivn) kot v didpkela Tov Tpotov 12 fdopddov,
akolovBovuevo amd evepyn Tvplomoinpévn Bepaneia katd tn SdpKeld TV aKOA0VO®V

12 gfdopadwv. Ot acbeveic Stuotpmpoatmdnkav e Baon to yovotumo HCV (1a évavtt 1b) ko tnv
avtamokplon o€ ponyovuevn Bepaneia (kotd woécov eiye emrevyfei HCV RNA < LLOQ).

Ta. ONUOYPAPIKE YOPUKTNPIGTIKG KO TO, YOUPOKTNPLOTIKA KOTA TNV EvapEn fTav 1coppomnuéva Heta&hd
TV 300 opddwv Bepameioc. H didueon nhio tav 56 £t (ebpoc: 23 éwg 77), 74% tov acbevav nTov
avodpeg, 97% nrav Aevkoli, 63% eiyav HCV Aoipwén yovotuzmov la, 94% eiyov un-CC IL28B aAinia
(CTWTT).

Am6 tovg 155 acBeveic mov evidyOnkav, 1 acBeviig diékoye tn Bepaneia evd Adpfove glkovikd
@appoxo. Amod tovg vtorourovg 154 acbeveis, £éva ovvoro 149 acBevav métuyav SVR12 kot otig dHo
ouddeg Bepanciog, 96% (74/77) tov acBevodv otnv oudda ledipasvir/sofosbuvir pe prumafipivn

12 gBdopadwv kat 97% (75/77) tov acbevav otny opdda ledipasvir/sofosbuvir 24 efdopddmv. Kat ot
5 acbeveig o1 omoiot dev métvyav SVR12 vrotpomiocay apov elyov oviandkpion 6to TEAOG TG
Oepamneiog (PA. mapdypoa@o «Avioxn» — «Xe KAVIKEG LEAETES) TOPATAVD).
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Evijlixec wov eiyov mponyovuévawg Lofer Beparncio o1 omoiol ométvoyoy ae sofosbuvir + piumofipivy

+ PEG-IFN

H amoteleopatikdmta tov ledipasvir/sofosbuvir oe acBeveic o1 onoiot lyov TPONYOLHEVOC OTOTUYEL
o¢€ Oepamneia pe sofosbuvir + pyumapipivn £ PEG-IFN vroompiletotl amd 600 kKAvikég peréteg. X
ueAétn 1118, 44 acbeveic ue Aoiuwén yovétumov 1, copmepthapfavouévoy 12 Kippotikdv acbevav,
01 omoiot gl TPOTNYOLUEVMC ATOTVUYEL o€ 0yyn we sofosbuvir + pyumafipivn + PEG-IFN 1 pe
sofosbuvir + prumafipivn ElaPav Bepancio pe ledipasvir/sofosbuvir + prumafipivn yio 12 gfdopddec
70 SVR ftav 100% (44/44). X pehém ION-4, evtayOnkoav 13 acbeveic pe cuvumapyovca
HCV/HIV-1 Loipwén ue yovotumo 1,cvpmepirappavopévov 1 kippmtikod acbevong, ot omoiot giyav
amoTVYEL 68 aywyn e sofosbuvir + prumafipivn 1o SVR frav 100% (13/13) petd and 12 efdopddeg
Oepaneiog pe ledipasvir/sofosbuvir.

Evilikeg pe oovomdpyoveo HCV/HIV Aoiuwén — ION-4

H ION-4 ftav o KAvikn HEAETN VOIKTHG EMCHLOVOTG 1) 0Ttoia, a&loAOYNGE TV ACOAAELN KO
amoteAeopatikotnta 12 gfdouddwv Oepanciog pe ledipasvir/sofosbuvir ympic prumafipivn og acbeveic
npwtobepamevouevoug yio HCV kot acBeveic mov giyav mponyovuévog Aapet Oepomeio ue CHC
yovotumov 1 1 4 pe cuvomdpyovsa HIV-1 hoipwmén. O acBeveig mov elyav mponyovpévmg AdPet
Oepamneia elyav amotoyel oe Tponyovuevn Oepaneia pe PEG-IFN + piumafipivn + évav avactoréa
npwtedong tov HCV 7 sofosbuvir + pyumafipivn = PEG-IFN. Ot ac0gveig Bpiokoviav e otabepn
avtipetpoikn Bepoaneio yio tov HIV-1 1 onola mepildpPave emtricitabine/tenofovir disoproxil
fumarate, yopnyobpeva pe efavirenz, rilpivirine 1| raltegravir.

H ds1dpeon niwcia rav 52 £t (edpog: 26 Emg 72), 82% and tovg acheveig ntav avdpec, 61% Ntav
Aevkot, 34% Mrav pavpot, 75% siyav HCV AoipwEn yovotvrmov 1, 2% eiyav Aolpmén yovotumov 4,
76% eiyav un-CC IL28B aAiniia (CT 1 TT), ko 20% eiyov avtippomovuevn Kippwaon. [levivia
TEVTE TO1G €K0TO (55%) TV acbevav giyav tponyovpévog Adfel Bepaneia.

MMivokoeg 14: Mocootd avramékpiong otn perétn ION-4

LDV/SOF
12 epoopadeg
(n =335)
SVR 96% (321/335)"
Exfaon yio. aceveic ywpic SVR
Toloyum amotuyia vid Bepaneio < 1% (2/335)
Ymnotporny® 3% (10/333)
AAAOY < 1% (2/335)
Iloooota SVR yro emilepuéves vTOOUCOES
Acbeveic pe kippwon 94% (63/67)
Acbeveic mov eiyav Tponyovpévag AdPet 98% (46/47)
Oepameia pe Kippmon

o. 8 acOeveig pe HCV doipwén yovotumov 4 evidydnkav otn peré pe 8/8 va £xovv emtdyet SVR12.

B. O mapovopaostg yio vroTponn givar o apdpds tov acbevav pe HCV RNA < LLOQ kotd tnv tekevtaio Tovg a&lordynon
1o Oepomeia.

v. «Alho» cvumepthapfavel acbeveig mov dev métuyav SVR kot dev mAnpodoav ta kprrnplo 10AoYKNG arotuyiog (1.
x&OnKav amwd v TapakorovOnon).

Evniixeg ue ovvorapyovoa HCV/HIV Loiuwén — ERADICATE

H ERADICATE ftav pio peAétn avolktng emtonuaveng yio tnv aélordynon 12 efdouddwv Bepomeiog
ue ledipasvir/sofosbuvir og 50 acOeveic pe CHC yovotuomov 1 pe suvundpyovca Aoipwén pe tov HIV.
O)ot o1 acbeveig Nrav Tpotobepamevopevol otn Oepameia yio tov HCV yopic kippwon, 26% (13/50)
TV aoBevav NTav TPOTohEPATELOUEVOL e avTipeTpoikn Bepameia yia Tov HIV ko 74% (37/50) twv
acBevav Adufovay cuyyopnyobuevn avipetpoikn Oepameio yio tov HIV. Katd to ypovo g
gvoldpeong avdivonc, 40 acOeveig épBacav 12 efdouddeg petd m Bepomeio kot to SVR12 ftav 98%
(39/40).

Aaobeveis oe avouovi yLo HETOUOGYEVOH NTOTOS Kol UETC, Ao uetopudoyevon naotos — SOLAR-1

H SOLAR-1 givor o, ToAVKEVTPIKT LEAETN GVOIKTHG EMOTLOVOTC TOV a&toAoyel 12 ko

24 gBdouddeg Oepamneiag pe ledipasvir/sofosbuvir + piumafipivn og acbeveic ue CHC yovotvmov 1 1 4
01 ooiot £0VV TPOYWPNUEVT NTATIKY VOGO Kau/1| £ovv VTOPANDEL GE HETAUOGYELGT NTOTOG.
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Bpiokovtot vt a&lordynon entd mAnbucpoi achevov (acheveic e Un avTippoTodEVN Kippwon
[CPT B ko1 C] mpwv amd petapdoysvon / uetd amd HeTapodoyevon, xopic Kippmon / petd omod
petapdoyevon CPT A/ petd and petopdoyevon CPT B/ petd and petapooysvon CPT C/ wvddng
yolootatikn nratitido petd omd petapooyevorn [FCH]). AcBeveig pe Babuoroyia CPT > 12
omoKAEioTKOVY.

MMivokog 15: Iocootd avramékpiong (SVR12) oty perétn SOLAR-1

LDV/SOF+RBV LDV/SOF+RBV
12 ¢foopadseg 24 gfoopadseg
(n =168)" (n=163)°
SVR | Ynotpormi SVR | Yrotpomi

IIpwv amd petapdoyevon

CPTB 87% (26/30) 10,3% (3/29) 89% (24/27) 4,0% (1/25)

CPTC 86% (19/22) 5,0% (1/20) 87% (20/23) 9,1% (2/22)
Metd and petapdoyevon

BaOporoyia Metavir | 96% (53/55) 3,6% (2/55) 98% (55/56) 0% (0/55)

FO-F3

CPT AP 96% (25/26) 0% (0/25) 96% (24/25) 0% (0/24)

CPTBP 85% (22/26) 4,3% (1/23) 88% (23/26) 0% (0/23)

CPT CP 60% (3/5) 40,0% (2/5) 75% (3/4) 25% (1/4)

FCH 100% (4/4) 0% (0/4) 100% (2/2) 0% (0/2)

a. 'E& acBeveig (1 oty opdda Bepomeiog 12 efdopddmv, 5 oty opdda Bepanciog 24 efdopddwv) ne HCV RNA < LLOQ
Katd TV tehevtaio pETpnon Tpw amd T HETOUOGYELGT), VoA ONKav Gg peTopdoygvon npv omd 0 SVR12 kon
amokieiomkav and Tig avorvoelg SVR12 kot vrotpomng. Movo acbeveic ol omoiot katéde&av SVR12 1} vrotpony
GUUTEPIMPONKOV GTIC AVAADGELG VTOTPOTNG.

B. CPT = Child-Pugh-Turcotte. CPT A = Babporoyia CPT 5-6 (avtipporodpevn), CPT B = Babporoyic CPT 7-9 (un
avtppomovpevn), CPT C = Babporoyic CPT 10-12 (un avtippomodpevn).

Ao tovg 169 acbeveic pe un avtipporovpevn kippwon (CPT B 1 C mpv 1 petd and petapdcyevon),
eketvol o1 as0eveic ot omoiot wétvyav SVR12 kan iyov dtabécipa epyactnplakd odopuéva
ePdopdoag 12 petd m Bepoameio (w.y. e&oapovuévov tov acbevav mov anefincav, vToPAnOnKay o
HeTOUOOYEVON ) glyov EAAEUT dedOpEVH G aVTO TO YPoviKd onpeio) a&loroynOnkoay Yo petafBolég
o11g fabporoyiec MELD (povtélo yio notikn voco tedkol otadiov) kot CPT.

Mezoforn oty Pobuoloyio MELD: 53% (72/135) xon 21% (28/135) eiyov Peitioon 1 Kopio petafoin
¢ Babporoyiog MELD amd v évapén émg v efdopdda 4 petd t Oepameio, avtiotoryo: amd Toug
35 acbeveic tov onoiwv N fabuoroyic MELD fitav > 15 katd v évapén, 63% (22/35) eiyav
BaBuoroyio MELD < 15 kotd tnv efdoudda 12 petd t Bepancia. H Beltimon otig fabporoyieg
MELD 7nov mapotnpndnke Tpoepydtav o€ peydrlo Babud omd PEATIOOELS GTNY OAIKT YoAepLOpiv.

Mezoforn oty CPT: 59% (79/133) ko 34% (45/133) iyav Bedtioon 1 kapio petafoin tov
Babuoroyidv CPT amd v évapén g v efdoudda 12 petd ) Bepamneia, avtioTorya” omd ToUg

39 acbeveic o1 omoiot eiyav kippwon CPT C katd tnv évapén, 56% (22/39) iyav kippwon CPT B
Katd v efdopdda 12 petd tn Bepaneio” amd tovg 99 acbeveig o1 omoiot elyav kippworn CPT B katd
mv évapén, 29% (27/92) eiyov xippwon CPT A kotd v efdopdada 12 petd m Oepancio. H Peltimon
o115 fabuoroyiec CPT mov mapatnpnOnke mpogpydtav o peyaio Babud amd PEATIOGEIC GTNV OAIKY
yoAepvBpivn Kot otn AevkouaTiv.

Khvikn arotelecuatikotyta kor acpdleio oo yovotomo 2, 3, 4, 5 ko 6 (PA. emiong mopaypagpo 4.4)
To ledipasvir/sofosbuvir éyet a&loloynOei yio ) Oepomneio Aoipméng un-yovotvmov 1 oe pikpég
peréteg @aong 2, OTmg cLVOYILETAL TAPUKATO.

211g KMvikég peléteg evrdyniav acbeveic pe N xopig kippwon, ot onoiotl NTav Tpwtobepamevdpevol
N pe wpornyovuevn Bepamevtikn anotvyio pnetd m Bepancio pe PEG-IFN + pyumafipivn +/- évav
avaotoréa Tpwtedong tov HCV.

Mo Aoipwén yovotumov 2, 4, 5 xat 6, 1 Oegpancio amotelovtav amod ledipasvir/sofosbuvir ywpig
pumafipivn, xopnyoduevo yia 12 edopddeg (Iivakag 16). I'a Aoipwén yovotvmov 3, o
ledipasvir/sofosbuvir yopnynonke pe M yopic pumofipivn, emxiong yio 12 gfdopadeg (Mivaxag 17).
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MMivakag 16: ITocoota avramékpiong (SVR12) pe to ledipasvir/sofosbuvir yia 12 efdopdades o€ aoOeveic pe
HCV Lroipwén yovétomov 2, 4, 5 ko 6

Melét GT |n TE* SVR12 Yrotponi
ZOVoOMKd, Kippoon

Melét 1468 (LEPTON) 2 26 19% (5/26) 96% (25/26) 100% (2/2) 0% (0/25)

Mehém 1119 4 44 50% (22/44) | 93% (41/44) 100% (10/10) | 7% (3/44)

Mehém 1119 5 41 49% (20/41) | 93% (38/41) 89% (8/9) 5% (2/40)

Mehém 0122 6 25 0% (0/25) 96% (24/25) 100% (2/2) 4% (1/25)

(ELECTRON-2)

o. TE: ap1Bpog acbevav mov glyov mponyovpévag Adfet Oepameia.

B. O mapovopaostg yio vroTpomn givar o apdpds tov acbevav pe HCV RNA < LLOQ kotd v tedevtaio Tovg a&oddynon

vro Oepaneia.

Hivakag 17: Hocootd avrandkpions (SVR12) 6 ac0eveic pe Aoipwén yovértvmov 3 (ELECTRON-2)

LDV/SOF+RBV LDV/SOF
12 efoopadeg 12 efdopadeg
SVR Yrotpormn* SVR Yrotponn”
Tpwrobsparevdusvor 100% (26/26) 0% (0/26) 64% (16/25) 33% (8/24)
AocBeveic yopic kippoon 100% (20/20) 0% (0/21) 71% (15/21) 25% (5/20)
Aocbeveic pe xippwon 100% (6/6) 0% (0/5) 25% (1/4) 75% (3/4)
Etyav mponyovuévarg Aéfet 82% (41/50) 16% (8/49) NS NS
Oeparneio
AocBeveig yopig kippoon 89% (25/28) 7% (2/27) NS NS
AocbBeveig pe kippoon 73% (16/22) 27% (6/22) NS NS

NS: dev éyer pekenOei.
o. O mapovopaothg Yo virotpony| givat o apdpdg tov achevav e HCV RNA < LLOQ katd v tekevtaia toug a&loldynon
vro Oepaneia.

Taidrazpiros minBoouog

O Evponaikdc Opyaviopog Poapudkmv £xel SOGEL avofodn amd TNV VTOYPEMGCT) VITOPOANG TV
amotelecudTov TV pereT®V pe to ledipasvir/sofosbuvir ce pia 1§ TEPIEGOTEPEC VIOKATYOPIES TOV
modtoTpkoh TANBvouol oty Bepameia g xpoviag nratitdag C (PAEne mapdypapo 4.2 yio
TANPOQOPIEC GYETIKA UE TNV TOUSLUTPIKN ¥P1oN).

52  ®appuoKoKiviTIKES 1O10TNTES

Amoppognon

Metd v amd tov oTouaTog Yoprynon tov ledipasvir/sofosbuvir oe acbeveic ue HCV Aoiuwén,
dlaueon avatorn cvuykévipmon Tov ledipasvir 6to TAdopo TapatnpnOnke otic 4,0 dpeg petd T 06G.
To sofosbuvir amoppognnke ToyEmg Kot 01 SILUECEG OVATOTEG CLYKEVIPMGELG GTO TAAGLOL
mapatnpnnkoy ~ 1 dpa perd m d60m. H didpeon avotatn cvykévipwon tov GS-331007 oto
TAGG O TapatpnOnke oTic 4 dpeg Letd ™ dooM).

Me Bdon tn eoppoxokivntikn avéivon minbucpov oe acbeveig pe HCV Aolpmén, n AUC .4
oTadEPOTONUEVIC KATAGTOOTG LLE Y¥PNOT) TOV YEMUETPIKOV Hécov yia. to ledipasvir (n = 2.113), To0
sofosbuvir (n = 1.542) kot tov GS-331007 (n = 2.113) frav 7.290, 1.320 kou 12.000 ngeh/ml,
avtiotorya. H Cpax ot00epomompévng katdotaong v to ledipasvir, to sofosbuvir kot tov
GS-331007 rav 323, 618 kot 707 ng/ml, avtictorya. H AUCq.24 k0t 1| Cmax TOV sofosbuvir kot tov
GS-331007 frav mapduoieg o€ vy evilika dtoua kot o€ acbeveic ue HCV dAoiuwén. Xe oxéon e
vy dropae (N = 191), 1 AUC.24 ko 1 Cax TOV ledipasvir fitav kotd 24% youniotepn kot 32%
younAoTEPN, avtiotorya, otovg acbeveic e HCV Aoiuwén. H AUC 1ov ledipasvir givar avaloyn mpog
T d66n 6710 £0pog ddom g amd 3 Emg 100 mg. Ot AUC tov sofosbuvir kot tov GS-331007 givon oyeddv
avéAoyec Tpog T 860m 610 gVpog ddong 200 mg Ewg 400 mg.
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Emidpdoerc s popng

e oyéon UE KaTaoTAoELS VnoTeiag, 1 yopnynon epdnoé odong ledipasvir/sofosbuvir pe éva yebpo pe
HETPLOL TEPLEKTIKOTNTO GE AMTOPA 1) YELLO e VYNAN TteptekTikdTTa 6€ Amapd ovénoe Ty AUC o
tov sofosbuvir kotd mepimov 2 opéc, aAld dev emnpéace onUavTiKd TV Cmax TOL sofosbuvir. Ot
gkbéoeic oto GS-331007 kou oo ledipasvir dev dAha&ov vTd TV TOPOLGIN EiTE TOV EVOG EiTE TOV
dAAov Tomov yevpatoc. To Harvoni pmopet va yopnynOet ywpic vo Aappdvetor vwoyn n tpoen.

Koatavopn
To ledipasvir cuvdéetan Kotd > 99,8% otic TpoTeives avBpdmivov TAdopatoc. Metd and epdmas

36on 90 mg [**C]-ledipasvir oe vy dropa, 1 avoroyia aipotog Tpog mAdopa g [Cl-padievépystag
KopdvOnke peta&d 0,51 ko 0,66.

To sofosbuvir cuvdéeton kotd mepinov 61-65% oTig TpwTEIVEG AVOPOTIVOV TAAGHOTOG KL 1] GOVIEST
glvar ove&apTnTn Ao T GLYKEVTIPMOOT] TOV PAPUAKOL 6T0 gVpog amd 1 pug/ml éwg 20 pg/ml. H
ovvdeomn tov GS-331007 og mpwteivec NTav eAdyiotn oto avBpodmvo TAdopo. Metd and epdmos doom
400 mg [*C]-sofosbuvir oe vyw dropa, n avoroyia aipotog mpog mhdopa e [“Cl-padievépyetog
Nrtav mepimov 0,7.

Biopetooynpatiopdc

In vitro, dev mopatnpnOnke aviyvedoog petaforopds tov ledipasvir omd to avBpdmivo CYP1A2,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 ka1 CYP3A4. [Topatnpndnkoy evdei&elg fpadéog
0EE10MTIKOV HETABOMGLOD HEGH AYVMOGTOL pnyoviopot. Metd and epdras 66om 90 mg
[*“C]-ledipasvir,  cuoTnpoTiky £k0eon 0QENOTAY GYESOV AMOKAEIGTIKG GTO UNTPIKO GAPLOKO

(> 98%). Apetapinto ledipasvir givon emiong o kOp1o €idog OV givar TOPOV GTO KOTPOVAL.

To sofosbuvir petaforiletal ekteTOopéva 6TO NIAP Y10 VO GYNUOTICEL TO QOPUOKOAOYIKA dPAGTIKO
TPLPOCPOPIKO VOUKAEOSIOKO avarioyo GS-461203. O evepydg petaPolritng dev mapatnpeitar. H 0d0g
UETAPOAIKNG evepyomoinong TepAapfaver Tn 610d0y ik VOPOALGT TG KOPPOELAEGTEPIKNG OLADOGC
7oV KoToAveTal amd v avOpamvn kabeyivn A i kapPocviectepdon 1 kat T S1G6TAGT, TOV
POOPOPALLIOIKOD OO TO VOUKAEOTIONO TNG TPMTEIVNG déaeVoNg TPLadag 16Tdivng 1 arxolovBodpevn
amd POSPOPLAI®MON HES® TG 060V Plrocuvleong vovkAieoTdiny g Tupyudivne. H
ATOPMGPOPLAIMGT] 001 YEL GTO GYNUATIOUO TOV VOUKAEOGIIKOV petoforitn GS-331007 mov dev
umopel va. emovaenc@opvMwbel anoteleopatikd kot ogv éxet avti-HCV dpaoctikdtnta, in vitro. Evtog
tov ledipasvir/sofosbuvir, 0 GS-331007 avtitpocwnedel mepimov t0 85% NG OAKNG GUGTNUOTIKNG
éxbeomnc.

AmofoAn

Metd and epamoé and tov otopatog déon 90 mg [MC]-ledipasvir, n péon cuvoliky avaxkTnon TG
[“Cl-padievépystog ota kompava kot 6ta 00pa Aoy 87%, pe T0 HEYOADTEPO HEPOG TNG PASIEVEPYOD
d0o0omg va avaktatal omd To Kompava (86%). ApetdfAnto ledipasvir mwov giye anexkpiOei ota kOTPOAVO
AVTITPOCSAOTEVE P péom T 70% g yopmnyovpevng d6omg kal 0 0&e10mTikOg petaforitng M19
avTipocdTELE 2,2% G dOoNS. AVt Ta £d0UEVA LTOOEKVOOLY OTL 1] YOALKY ATEKKPION
apetdfintov ledipasvir amoteAet o, kKOpla 060 omoPOANG, LLE TN VEQPPIKN ATEKKPLION VO, ATOTEAEL pid,
devtepevovaa 000 (mepimov 1%). H didpeon teiu nuiceia {on tov ledipasvir og vyieic eBehovtég
uetd tn yopnynon tov ledipasvir/sofosbuvir otny katdotoon vnoteiog nrov 47 dPEC.

Metd and epamoé and Tov otépatog déon 400 mg [MC]-sofosbuvir, n péon cvvolkh avéknon g
doomg Ntav peyarvtepn ond 92%, amotedovpevn and nepitov 80%, 14% wot 2,5% avdktnon oto
obpa, 6TO KOTPOVOL KOl GTOV EKTTVEOLEVO aépa, avtiotoryo. To peyaAdtepo népog g 06ong Tov
sofosbuvir mov avaxtOnke ota ovpa NTov GS-331007 (78%) evd 10 3,5% avaxtiOnke wg sofosbuvir.
AT T0 0E00UEVE DTTOOEIKVDOLY OTL 1] VEQPIKT KABopoM glvat 1) Kupla 000G AmofoAng yio Tov
GS-331007 pe évo peydho puépog vo amekkpivetal evepyd. H dudpeon tehikn nuiosio (o1 tov
sofosbuvir xat tov GS-331007 petd t yoprynon tov ledipasvir/sofosbuvir ftav 0,5 kat 27 dpeg,
avtictolya.
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Ovrte 1o ledipasvir 00te T0 sofosbuvir dev €ivol VITOGTPOUATE VIO TOVG UETAPOPEIC NTOTIKNG
TPOSANYNG, petapopéa opyavikav Katovimv (OCT) 1, moAvmentidlo HETaPOopAc OPYOVIKAOY OVIOVT®V
(OATP) 1B1 11 OATPIB3. O GS-331007 6gv givar vaOGTPOUO Y10 VEQPIKODS LETAPOPEIG
ocuopmepthapPoavopévou tov petapopéa opyovikov avioviov (OAT) 17 OAT3 1 OCT2.

In vitro duvapukd tov ledipasvir/sofosbuvir va eanpedoet GAAG QOPUAKEVTIKA TPOTOVTQL

2 GUYKEVIPMGELS TOV EMTVYYAVOVTAL OTIV KAWVIKN TTpdén, To ledipasvir dev givar avactoléag TV
NrATIKOV peTapopéwv cvumeptiappavopévov tov OATP 1B1 1 1B3, BSEP, OCT1, OCT2, OATI,
OAT3, tov petapopéa eEdONoNGg ToAATAGY Qapudkov Kot toévav (MATE) 1, tng mpwteivng
roAveappakevTikng avtoyns (MRP) 2 1 tov MRP4. To sofosbuvir kot 0 GS-331007 dev givan
avaoTOAElG TV petapopénv papudkev P-gp, BCRP, MRP2, BSEP, OATP1B1, OATP1B3, OCT1
kot 0 GS-331007 dev givon avactoréag tmv OATI, OCT2 kot MATEL.

To sofosbuvir ka1 0 GS-331007 dev givar avactoreic | enaymyeic tov evidpmv tov CYP 1 g
YAVKOVPOVOGLA-TpavVepepdonc dipwopopikng ovpdiving (UGT) 1AL,

DappoxokivnTikég 1510TNTEG 6€ E101KOVE TANBVGHODC

Doln kot pdlo

Agv ovayvoplomroy KAVIKA GYETIKES PAPUOKOKIVIITIKEG Staupopé AOY® GLANG Yia to ledipasvir, to
sofosbuvir 1 tov GS-331007. Aev avayvopiotkay KMVIKE OYETIKEG PUPLOKOKIVITIKEG SLOPOPES
Ady® @OLov yia to sofosbuvir 1) Tov GS-331007. H AUC kot 1 Cax TOU ledipasvir tav katd 77% o
58% vymAotepec, avtioTolya, oTIS yuvaikeg amd 0,Tt 6Tovg dvopes. 2610060, 1 oyéon Letash pvAov
Kot g €kBeong oto ledipasvir dev BepnOnke KAVIKA oyeTikn.

Hlkiouévor

H pappokoxivntikny avédivon minbucpov oe acbeveic pe HCV hoipmén £de1&e 6t evtdg Tov
nAwctokod e0povg (18 émg 80 etcdv) mov avaivbnke, 1 NAkia dgv giye Kopio KAVIKA GMUOVTIKI
enidpaon oty ékbeon oto ledipasvir, gto sofosbuvir | otov GS-331007. Ot KAvikég peréteg tov
ledipasvir/sofosbuvir cupmepiédafav 235 acbeveig (8,6% tov cLUVOALKOD 0PlBLOD acOEVAOV) NALKiag
65 etV KOl GVE.

Negpixn ovolertovpyio.

O1 QopHOKOKIVITIKEG 1010TNTEG TOL ledipasvir peletnOnkoav pe pio epdnaé 66om 90 mg ledipasvir ce
HCV apvnrtikong acBeveic pe cofapn veppikn dvoiettovpyia (€GFR < 30 ml/min xatd Cockcroft-
Gault, daueon [€0pog] CrCl 22 [17-29] ml/min). Aev mapotnpnOnkoy KAVIKG GYETIKEG SLUPOPES OTIG
QUPUOKOKIVITIKES 1010TNTEC TOL ledipasvir peta&d VY10V atdpmv Kot aoBevav pe cofapn veppikn
dvolettovpyia.

O1 pappakokivnTiké 110t Teg Tov sofosbuvir pedetibnkoav o HCV apvntikode acbeveic pe mia
(eGFR > 50 xat < 80 ml/min/1,73 m?), pétpua (eGFR > 30 ko < 50 ml/min/1,73 m?%), coPapt} veppikn
dvohertovpyia (eGFR < 30 ml/min/1,73 m?) kon acbeveic pe veppomddeia telicod 6Tadiov mov
amortel opodtblon petd and epanas d6om 400 mg sofosbuvir. e oyéon pe aobeveic ue PLGIOAOYIKY
veppikh Aertrovpyia (eGFR > 80 ml/min/1,73 m?), 1 AUC .ins Tov sofosbuvir frav 61%, 107% ko
171% vynAdtepn oty Nmia, PETpLo Kot coPapn veppikn dvciettovpyia, eved 1 AUCg.ins TOL
GS-331007 ntov 55%, 88% kot 451% vynAdtepn, avtictoryo. Xe acbevei pe veppomafeia TeAKon
ot0diov, og oyéon Ue aoBeveic ue GLUGIOAOYIKN ve@pikn Aettovpyia, 1 AUC i Tov sofosbuvir nrav
28% vymAidtepn dtav to sofosbuvir socoroymOnke 1 dpa wpv v aodtdion cg cOykpion pe 60%
vynAdTepn dtov to sofosbuvir §60nke 1 dpa petd v apodwiion. H AUC s Tov GS-331007 o¢
acBeveic pe veppomdadeia telkod otadiov otovg omoiovg yopnynnke sofosbuvir 1 mpa npwv 1 1 dpa
UeTd v apodivion frav tovAdyiotov katd 10 popég kar 20 popéc vynAdtepn, avtictorya. O
GS-331007 amopokpHVETOL ATOTEAEGHOTIKG LEG® OUOOIOALONG e cuvTeELeaTn e&aymyng 53%. Metd
and epamag d6om 400 mg sofosbuvir, po 4opn apodwiion aaipese o 18% g d6omg sofosbuvir
7ov yopnynOnke. H aoedieto kot n amotelecuatikotnta Tov sofosbuvir dgv Exovv tekunpiodei o
aoBeveig pe coPapn veppikn duciettovpyia 1 vepponddeia TeElkov otadiov.
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Hromirn dvalerrovpyio

O1 QoproKOKIVITIKEG 1010TNTEG TOL ledipasvir peetnOnkoav pe pio epdmnal 66om 90 mg ledipasvir cg
HCV apvntikovg acbeveig pe copfapn nrotikn dSvciertovpyia (CPT Karnyopia C). H éxbeon
mAdopatog oto ledipasvir (AUC ) tav mapopola og acbeveic pe cofapr NTatiky SuGAELTOVPYiL Kot
ooBevelc-papTLPEC [LE PVOIOAOYIKN NTaTIKY Agttovpyio. H papuakokivntiki avdiven tinbucpod ce
aoBeveic pe HCV Aoipmén védeile 6T1 1 Kippmon oev giye KAVIKE onuovTikng enidpoon otnv £kBeon
o710 ledipasvir.

O1 pappoakokivnTiké 110tnTeg Tov sofosbuvir pedethbnkov petd and ™ yopnynon 66ong 7 nuepdv
400 mg sofosbuvir og acBeveig pe HCV doipwén pe pétpia kot cofopn nratikn duvciettovpyio (CPT
Koamyopia B xar C). Xe oyéon pe aobeveig pe puotoroyikn nratikn Aettovpyia, 1 AUCq.24 TOO
sofosbuvir nrav 126% kot 143% vynAdtepn ot pétpla Kot coPapn Nrotikn SucAELTovpyia, Vo M
AUC ;4 tov GS-331007 frav 18% kot 9% vymAdotepn, avtiotoyya. H gappokokivntiky aviivon
mAnBucpov g acbeveig pe HCV Aolpwén vrédeite 6T 1 kippworn dev eiye KAMVIKG GNUOVTIKY
enidpaon otnv ékbeon oto sofosbuvir kot oto GS-331007.

2opatiko fapog

To copotikd Bapog dev gixe onuavtikn exidpacn otny £kbeon oto sofosbuvir cOuE®va pE pio
QoPUAKOKIVNTIKT ovdAven tAnBuouov. H ékbeon oto ledipasvir peidverat pe 1o avavouevo
oOUOTIKO BApog aAld 1 enidpacn dev Bempeitor Tt €lvarl KAVIKA GMUOVTIKY.

Houdrorpixoc ninQvouog
Ot pappakokvntikég 1310t Teg tov ledipasvir, Tov sofosbuvir kot tov GS-331007 o€ maudraTpikong
acbeveig dev £xovv tekunprwdel (L. mapdypago 4.2).

5.3 IIpoxivikd dedopéva Y10, TNV d6QIAEL0

Ledipasvir
Agv avayvopiomnkay 6pyava-cTtoOYol TOEIKOTNTOG 6E LEAETEC GE apOoLPOIOVE KOl OKOAOVG LE TO
ledipasvir o€ ekBéceig AUC mepimov 7 popég v avOpamivn £kBecn 6T GUVIGTOUEVT KAVIKT dO0T).

To ledipasvir dev T yovoto€ikd oe pia oelpd in vitro 1 in vivo tpocsdiopiopmy,
GULUTEPIAAUPAVOLEV®Y TOV TPOGOLOPICUOV PAKTNPLOKNG LETOAAAELIOYEVEDTC, YPOUOGMOUIKNG
TOPEKKMONG UE TN XPNOT avOpOTIVOV AEUPOKVTTAP®V TEPLPEPIKOD OILLOITOG KOL TV IN VIVO SoKIUdY
ULKPOTTLPTVO GE APOVPOIOVE.

To ledipasvir dgv fTav KapKIVOYOVO GTNV 6UNVT HEAETN G dtoryovidloKovg movtikovg rasH2 og
ekBéoelg £mg Kot 26 popég vYNAOTEPES Ao TV avBpdmivn £kBgon. Mo pedétn TG KapKIvoyovoL
dpdiong o€ apovpaiovg givar cuveyllopevn.

To ledipasvir dev eiye avemBOuNTEG evEPYEIEg 0TO (EVYAP®LUO KAl TN YOVILOTNTO. XTOVS OnAvKovg
apOLPOIOVS, 0 HEGOG aplOUdC MYPOV COUNTIOV Kot 0EcEMY EPEVTELONC NTAV EAUPPDG UELOUEVOS GE
gkbéaelc e uNTépag 6 Popég Ty £kBeom 6ToVG AVOPOTOVS GTN GUVIGTMOUEVT KAVIKT dO0T|. XTO
eMIMEDO LN TOPATIPOVUEVOV gvePYEIDV, 1| €kBeon AUC oto ledipasvir nrav mepimov 7 xat 3 gpopéc,
OTO OPGEVIKA Ko ONAvkd, avtictoyo, n avlpadmvy ékOeoT 6T GLVIGTOUEVN KAWVIKT dOGM.

Agv mopatnpndnioy tepatoydves EMOPACEIS OTIG LEAETES TOEIKOTNTOG OTIV OVATTLEN GE APOVPOIOVG
Ko kovvéMa pe to ledipasvir.

e oL TPOYEVVNTIKY KO LETOYEVVITIKN HEAETT), G€ OG0T TOEIKT] Y10l T UNTEP, Ol OVOTTUGGOUEVOL
OTOYOVOL TV POLPOLIMV TOPOVCIACHV HEGO UEIMUEVO COUOTIKO BApog Kot PéT avENon COUATIKOD
Bapovg 6tav extébnkay in utero (Lécm 6060AOYNONG THG UNTEPOG) Kl KATA TN S1APKELN TOV
Onhaopol (Héom Tov UNTPKoD YaAaKTOC) og ékbeon g untépag 4 eopéc v £kbeon tov avBpmmov
GTN GLUVIGTAOUEVN KAVIKT d00M. Agv vanpéov emdpacelg oty eXPimoN, OTI COUATIKN Kot
GUUTEPLPOPIKT AVATTLEN KO OTIC OVATOPAYDYIKES EMOOGELG GTOVG OMOYOVOLG G EKBEGELS TNG
UNTEPOC TAPOUOLES LE TNV £KBEGT GTOVE OVOPOTOVG GTI GLVICTMOUEVT KAVIKT 6O0T).
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Orav yopnyndnke oe Onialovteg apovpaiovg, to ledipasvir aviyvedbnke oto mAdcpo Onralopevmv
apovpainy mhuvodg Adym amékkpiong tov ledipasvir HEc® TOL YOAOKTOG.

Sofosbuvir

211G TOEIKOAOYIKEG LEAETEC EMAVAAAUPOVOLEVOV OOCEWV GE APOVPATONE KAl GKOAOVS, VYNAES 0OGELQ
Tov 1:1 druoTtepeopepovc LElYHOTOC TPOKAAESHY aVETBVUNTEC NTATIKES (GKVAOL) KOl KOPOLOKEG
(apovpaior) evépyeleg Kot YaoTpeVIEPIKEG avTdpacels (okviol). H éxbeon oto sofosbuvir otig pehéteg
G€ TPOKTIKA €V KATEGTH SLVATO Vo oviyveELDEl TOAVMOE AdY® TNG VYNANG OPACTIKOTNTOG TG
gotepbions. Qotdc0, 1 £kbeom otov kVpro petafolritn GS-331007 otic 66GELG 01 OMOieg TPOKALOVY
avemBounteg evépyeieg Ntav Katd 16 eopéc (apovpaior) kot 71 popég (ordA0L) LYNAOTEPT OO TNV
KAwvikn| €kBeon og 400 mg sofosbuvir. Aev mapotnphOnkay gupipate 6To RO 1| GTNV KOPOLd e
ueAéteg xpoviag to&ikdmrag o ekbioelg 5 popéc (apovpaiot) kat 16 opég (oKkdA0L) VYNAOTEPES OO
v KAvikn| €kBeon. Agv TopatnpnOnkoay evpruaTo 6To NTap 1 6TV Kopdld oTig 2-eTelg HEAETEG
KapKvoyovou dpaong o€ ekbéaelg 17 popég (movtikoi) kot 9 popéc (apovpaiot) vynAdtepes amd TV
KAy €kBeon).

To sofosbuvir dev fitav yovoto&ikd o€ o oepd in Vvitro 1 in Vivo tpocdioptopudv,
GUUTEPTAAUPOVOUEV®Y TOV TPOGIIOPIGUDV PaKTNPLOKNG METAAALOEIOYEVEGTIC, YPDIUOCOUIKNG
TOPEKKAONG UE TN XPNOT avOPpOTIVOV AEUPOKVTTAP®V TEPLPEPIKOD GipLoTog Kot TV in VIVo Sokiudy
LIKPOTLPT|VO GE TOVTIKOVG.

Meléteg KapKIvoydvov dpacng 6€ TOVTIKODE Kl povPaiong dEV DTOSEIKVIOVY KO EVOEXOUEVN
KopKIVOyOvo dpaom tov sofosbuvir yoprnyovuevov o dooelg £og kot 600 mg/kg/Mmuépa otovg
movtikovg kot 750 mg/kg/muépa otovg apovpaiovs. H ékBeon oto GS-331007 og awtég T1g peréteg
nrav éog kot 17 opég (movrtikoi) kat 9 popég (apovpaiot) vynAdTEPN amd TV KAVIKY ékOgom o€
400 mg sofosbuvir.

To sofosbuvir dev giyxe kapia enidpacn ot Procpdo TOV EUPPHOV/KUNUAT®V 1| 6T YOVILOTHTO
GTOVG OPOVPOIOVE Kot OEV NTAV TEPATOYOVO OTIC LEAETEG AVATTVENG GE OPOLPAIOVS Kol KOVVEALN. Agv
avaépnkay avemBouunTeg EVEPYELES GTI GUUTEPUPOPA, OVOTAPAYM®YT] 1] AVATTLEN TOV ATOYOVOV
GTOVG 0POVPAioVS. LTIg HEAETES GE KOVVEMLD, 1] ékBeom 610 sofosbuvir NTav 6 opég vyMAOTEPN Ao
NV avapevopevn KMviky ékBeon. i pehéteg o€ apovpaiovg, 1 £ékbeon oto sofosbuvir dev katéotn
duvatd vo Tpocdloplotel aALA Ta Opla EkBeonc e Pdon Tov Koplo avBpdnivo petafoiitn nrav
TEPITOV 5 Popég vynAoTEPL 0o TV KAvikn ékBeon og 400 mg sofosbuvir.

Ovaciec mpoepydpeveg and to sofosbuvir petapépnkay SOUEGOL TOV TAUKOVLVTA GE £YKLOVG
apovpaiovg Kot ato yara Onraldoviov apovpainy.

6. OAPMAKEYTIKEX TAHPO®OPIEX
6.1 Katarloyog ekdoymv

Hvprvac dokiov

Komofidovn

Aoktoln povoidpikn
MikpoKpLGTOAAIKN KLTTAPIV
Kopperddln vatplovyog 106 TaVpOdUEVT
KoAhoegdég vudpo ogidto mupitiov
ZTEATIKO LAYVG1l0

Enucédoyn pe Aemtd vpévio
IToAvBrvoraikodin

Awo&eidio Tov TItaviov
[HoAvoBvievoyilvkoin 3350

Toaik

Sunset yellow FCF aluminium lake (E110)
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6.2 AocvppatotnTeg

Agv gpapudletar.

6.3 Awdpkera Long

3 ypovio.

6.4 Idowitepeg TPpoPuLAAEELS KOTA TN PVLAEN TOV TPOIOVTOG

Agv vrapyovv e101KEC 00N Yieg SlaTPNoNS Yo TO TPOTOV AVTO.

6.5 ®Von Kol GLOTUTIKA TOV TEPLEKTN

Ta dwokia Harvoni mapéyovtatl og @iéiec moAvatbvieviov vyning mokvotrag (HDPE) pe ndpo
0oQOAEING Yio TOUOLA OO TOAVTPOTLAEVIO TTOV TEPIEXOLV 28 EMKUAVUUEVD LE AETTO VUEVIO dloKio pE
OmoENPAVTIKY YEAN TUPLTIKOV 0EE0G KOl TOAVEGTEPIKO GTEIPMLLAL.

Eivan d100éo1pa ta akdrovba peyédn cvuokevaciog: e£mteptkd KovTid Tov mepiEyovy 1 eréAn pe
28 gmkaAvppévo, pe Aemtd vpévio dokia ko eEmtepikd KovTtid Tov TEpExovv 84 (3 priAeg pe
28) emkoloppéva pe Aemtd vuévio dokia.

Mmropei va, unv KoKAOPOpPOUV OLEG 0L GLOKEVAGIES.

6.6 Idwitepeg mTpouAAEELS amdppLYNg

Ka6e aypnoiponointo eopuokevtiKd Tpoidy 1 VIOAEYUN TPETEL VO, ATOPPITTETOUL COUPOVO LE TIG
KOTO TOTOVE 1GYVOVGEC GYETIKEC SLUTAEELG.

1. KATOXOX THX AAEIAY. KYKAO®OPIAX

Gilead Sciences International Ltd.

Cambridge

CB21 6GT

Hvopévo BaciAeio

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/14/958/001

EU/1/14/958/002

9. HMEPOMHNIA MPQTHX ETKPIZTHX/ANANEQXHX THX AAEIAX

Hpepounvia mpatng éykpiong: 17 Noegufpiov 2014
10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Aentopepn mAnpopoplokd ctoryeio yio 1o Tapdv EOPUAKEVTIKO TPOIdV eival O100Ec1UA GTOV SIKTLOKO
t6mo Tov Evpaonaikod Opyavicpod Goppdakov: http://www.ema.europa.eu
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ITAPAPTHMA 11

HAPAT'QI'OX(OI) YIIEYOYNOZXZ(OI) I'TA THN
AIIOAEEMEYZXH TQN ITAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH ATIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHEZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A.  HAPATQroxz(OI YIIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

‘Ovoua kot d1e06vven tov(twv) Topaywyov(mv) Tov gival vtevfuvoc(ot) Yo TNV arodECUEVCT] TV
TaPTId OV

Gilead Sciences Ireland UC

IDA Business & Technology Park
Carrigtohill

County Cork

IpAavdia

B. OPOI'H OI HEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPOIOV Yo TO 0TTOI0 OTaLTEITOL TEPLOPIGUEVT 1aTPIKT) cuvTayT| (PA. mapdptnua I
Iepinyn tov Xapaktnprotikdv tov IIpoidvtog, mapdypoapog 4.2).

T. AAAQOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0éo€1g TEp1od1kig mapakorovOnons TG AoPAAELNG

O Kdroyoc Adeiag Kukhogopiag Oa katabétel tnv mpmdtn ékbeomn meplodikng mopakoAovdnomg
acPAAELOG Y10 TO €V AOY® TPOTIOV €VTOG 6 UMVAV PETA amd TN XOpNYNOoT AdEL0S KUKAO(QOPTaS.
21t ovvéyetn, o Kdaroyog Adesiag Kukhogopiag Oa koradétet exbéoeic meptodikng
TOPUKOAOVONGNC TG ACPALELOG Y1 TO €V AGY® TPOIOV GOUQ®VO UE TIG ATULTHOELS TOV
opilovtat oTov KaTAAOYO UE TIG Nuepounvieg avapopds e Evaong (katdloyoc EURD) mov
napatifetor 1o dpBpo 107y mapdypapog 7 Tng odnyiag 2001/83/EK kot £yl dnpooctevdel otnv
EVPOTIKT OIKTVOKT TUAT Y10l TO PAPLOKAL.

A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI ATIOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITIPOIONTOX

o Yyédwo Awoygipiong Kivdovou (ZAK)

O Kdroyoc Adeiag Kukhogpopiag Oa die&aydyet T 0mattovpeveg dpactnploTnTeg Kot
TAPEUPAGELS PUPIOKOETOYPVUTVIONG 0TS Tapovotdovtal 6to cupenvniéy XAK wov
napovctdleTar otnv evotnta 1.8.2 g ddetag kuklopopiog Kot 0molecdNToTe EMaKOA0VOES
gykekpipéves avabempnoeig tov TAK.

‘Eva emucaporompévo XAK Oa mpénet va katatedel:

o petd and aitnua tov Evpondikod opyavicopod @appixmy,

. OTOTEINTOTE TPOTOTOIEITOL TO GVGTNLLA SLYEIPIOTG KIVIDVOL, EIIKA MG OTOTEAEG LA ANYNG
VE®V TANPOPOPLDY TOV UTOPOVV VO ETLPEPOVLY GNUAVTIKY] OARXYT) GTI GYECT] 0PELOVC-KLVOHVOL
N ©G OTOTELES UM TNG EMITEVLENG EVOC GNUAVTIKOD 0POCTILOL (POPUOKOETOYPOTVIOT 1)
glaylotomoinon Kvovvov).

Edv n vopoin wog EINTTA kon 1 emkaponoinomn tov ZAK cvumintovv, dvvatot va katotedody
TOVTOYPOVO.
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. Ynoypémon Myng HETEYKPLTIKAV PETPOV

0O KAK 0a olokAnpdoet evtdg Tov INAOUEVOD ¥POVIKOD TAALGIOV, TO TOPUKAT® PETPOL:

Heprypaoen Avapevopevn
npepopnvia
T v a&loAdynon g EMAVEUPAVIONG NTOTOKVTTOPIKOD KAPKIVMOLOTOG 20 Tpiunvo 2021

ovvdedEeVoL e To Harvoni, o Kdrtoyog Adetag Kukhopopiog Ba die&dyet o
OlEPELVNTIKY LEAETN OOPALELNG YPTOLUOTOIDVTAG OESOUEVA TPOEPYOLEVA
omd KodpTn KaAd oplopévng opadag acevav, pe facn cupEOVNUEVO
TPWOTOHKOALO, Kot B vToPaALeL Ta amoteAéopato avTig TG neAétne. H
teAkn ékBeom tng pedétng B vroPfinbei £mg To:
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA

EINNIXHMANXH ®IAAHX KAI KOYTIOY

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Harvoni 90 mg/400 mg emikolvppéva pe Aemtd vuévio dtokio
ledipasvir/sofosbuvir

‘ 2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

KdBe emkatoppévo pe Aemto vuévio diokio mepiéyet 90 mg ledipasvir ko 400 mg sofosbuvir.

3. KATAAOI'OX EKAOXQN

[epréyer Aaxtoln ko sunset yellow FCF aluminium lake (E110). BAéne @0AL0o 0dnyidv ypriong yio
TEPIOCOTEPEG TANPOPOPIECS.

‘ 4. DOAPMAKEYTIKH MOP®H KAI IIEPIEXOMENO

28 emkodlvppéva pe AETTo LUEVIO SloKiaL.
84 (3 piaheg pe 28) emkoAvppéva pe AETTO LUEVIO d1GKia.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote 10 PUALO 0INYIDV YPIONG TPV O TN YOPNYNON.

Amo6 otONaTOC YpNOT).

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION HPEIEI NA ®YAAXXETAI E OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIAIA

Na euAdooetor o 0éom, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEY YYNOHKEX OYAAZHX
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10. IATIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Gilead Sciences International Ltd
Cambridge
CB21 6GT

Hvopévo BaciAelo

12.  APIGMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/14/958/001 28 emikolvppévo pe Aemtd vuévio diokio
EU/1/14/958/002 84 (3 puideg e 28) emkaAvppévo. pue AEmTod vpévio diokia

13.  APIOMOZX ITAPTIAAX

Lot

14. TENIKH KATATAZH I'lA TH AIAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHTI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

Harvoni [E€mtepikn cuokevacio povo]
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B. ®’YAAO OAHI'TQN XPHXHX
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@vAro ooV (piong: IIAnpoeopics yra Tov yprjot

Harvoni 90 mg/400 mg emkoAvppéva pe AETTO VPEVIO dioKia
ledipasvir/sofosbuvir

vTo (QAPLOKO AVTO TELEL VIO CLUTANPOHOTIKY TOPOKOAOVONGN. AVTo Ba emTpEWEL ToV Ypriyopo
TPOGOIOPIOUO VEDV TANPOPOPLOV acPpiieloc. Mmopeite va fondnoete LEcm g avapopdic Thovmy
AvemBOUNTOV EVEPYEIDV TTOL EVOEXOUEVMG TTapovatalete. BA. T€Aog Tng mapaypdpov 4 yio Tov TpOTo
avaQOPAG AVETIOOUNTOV EVEPYEIDV.

AP acTe TPOGEKTIKA OAOKAN PO TO PVLAO 00 YIAOV (PTG TPOTOV UPYIGETE VU TAIPVETE GVTO TO

PaPROKO, O1OTL TEPLAOUPAVEL CNUAVTIKES TANPOPOPIES Y10 UG,

- DvAGETE VTO TO PUALO 00N YDV ¥p1iomS. Towg ypetootel va To drafdoete Eavd.

- Edv éyete mepartépm amopieg, pOTNOTE TOV YLOTPO 1] TOV PUPHOKOTOLO GOC.

- H ocvvtayn yio avtd 1o appoko xopnynnke amokAeloTiKd Yio 60G. Agv TPEMEL VO ODCETE TO
@apuako og GAAovc. Mmopel va Tovg Tpokarécetl PAAPN, axdua Kot OTav To, oNUeEio TG
acBéveldc Toug tvor id1a. e Tor KA oag.

- Edv mapotnproete Kamowo avemBOUnTn eVEPYELL, EVIUEPDOOCTE TOV YIOTPO 1) TOV POPLOKOTOLO
cag. Avtd 1oyvel kat yo KaBe mhoavn avemBOUNTN eVEPYELD TTOV JEV OVAPEPETAL GTO TAPOV
@OALO 0ONY1DV Yprone. BAéme moapdypago 4.

T tepréyer 1o Tapév AL 00N YLOV:

Tt eivon To Harvoni kou oo, givoit 1 yprion tov

T mpénet va yvmpilete mpotod napete To Harvoni
[log va ndpete to Harvoni

[TBavéc avembounteg evépyeleg

[Mog va puidcoetal to Harvoni

[epieydpevo e cvokevaoiog Kot AOUTES TANPOPOPLES

ourwNE

1. Th givan To Harvoni kou wova gival 1 yp1on Tov

To Harvoni givat éva papuoko mov mepi€yet Tig dpactikéc ovaieg ledipasvir kot sofosbuvir 6e éva
uepovouévo dtokio. Xopnyeital yuo ) Oepoameia tng xpoviag (uaxpoypdviag) Aoipnméng omd Tov 10 TG
nrotitdag C oe eviiMxeg nhkiog 18 eTdv Ko dvo.

H nrozitda C sivor pia Aoipwén tov fatog mov tpokeeitol amd Evay 10. Ot dpacTikéc ovoieg 6To
oappaxo dpovv pali amoxkieiovtag 000 dlapopeTiKég TPOTEIVEG TOL YPeLdleTaL O 10G YO VOl
avamtuydel ko va avamapoydel, emrpénovtag tn poviun eEdienym g Aoipwéng amd to chpa.

To Harvoni AauPavetor pepikég popég uali pe Eva GALo @apurako, T prumafipivn.

Eivar moAd onpoavtikod vo dtefdcete emiong ta @OAAL 00N Y10V XPHoNG Yo T0 GALS QappaKa ToL Oa
naipvete pali pe to Harvoni. Edv £xete omolecdnmote omopieg oYeTIKG LE TA PAPUOKE GOC, POTHOTE
TOV Y1TPd GaG 1] TOV QUPUOKOTOLO GOC.

2. T péner va yvopilete Tpotod ndpete To Harvoni

Mnyv napete To Harvoni
) Y nepintoon allepyiog oto ledipasvir, oto sofosbuvir 1| 6€ onol0dnmToTE GALO OO TOL
GLGTATIKA OUTOV TOV PAPUAKOL (CVOPEPOVTOL GTNV TOPAYPAPO 6 AVTOD TOL GUALOV 0ONYIDV

xPNONG).

2>Eav avto gpopudletar og oag, pny wapete 1o Harvoni kol evijuep®oTe TOV Y10.TPO 60G
opéomc.
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. Eav maipvete enil 00 TOpOVTOS 001001)TOTE 0T6 TO, AKOAOVOO PaPpLOKO:
. PLPUPTIKIVI] KOL PLOopmovTivy) (avTiBloTikd Tov ¥p1GILOTO0VVToL Yl TN Bepameio
AomEemv, cuuTepAAUBOVOUEVIS TNG PLLTIOONC),
o vrepko (Barcoaudyopto / St. John’s wort / Hypericum perforatum — gutikéd @dpuoko
OV PN CLloToteital yio T Ogpomeia TG KotdOAyMC),

o Kappapalemivy, pavoPapPrtain Kol avuToivy (QAPHOKO TOL YPTCLLOTOIOVVTOL Yo
T Oepameio TG EMANYING KoL TNV TPOANYT] TOV EMANTTIK®OV KPIGEWDV),

o pocovfactativy (évo QAPLOKO TOL ¥pNoomoteiton yia T Ogpameio TG VYNANG
YOANOTEPOANC).

[pocdomomosic ko TpoPvAaEeES

O y1atpdc cag Ba yvopilel edv omolesdnmote amd TIc aKOAoVOEC KaTAGTAGES EQapUOlovTal TNV

nepintoon cag. Avtég 0o, egtaoctobv Tpv amd v Evapén g Oepamneiag pe Harvoni.

o aAho nToTIKG TpoPIpnaTe extoc 0o nratitda C, yio mapdderypa
. £av eloTE 6€ AVONOVT] Y10 HETANOGYEVG NTATOS,
. £qv £yete onuepa N giyate oto TapeAbov Aoipumén amd tov 16 ¢ nratitidag B, kabmg o

YwTpog oG pmopel vo 0EAeL vo cag mapakoiovdel o oTeva.

. vEQPIKA TpoPfnpata, dedopévou 6Tt To Harvoni dev €yer eheyyfel mAnpwg oe acbeveic pe
coPapd veppucd TpofAnaTa.

. ovvetopevn Bepaneia Yo HIV hoipwén, kabdg¢ o yiatpdg cag umopet va BELEL va, cag
TopoKoAOLOEL TTO OTEVA.

AmevBuvieite otov Y1aTpd 1 TOV POPLOKOTOLO0 GOG TPOToV TTapete To Harvoni gdv:

. Aappdvete emi Tov TAPOVTOG 1| EYETE AAPEL TOVG TEAEVTAIOVG UNVES, apodapdv Yo T Bepomeio
aKOVOVIGTOV Kapdlakov puBpod (eav Exete AaPetl avTd TO PAPUAKO O YIOTPOG GG UTOPEL VO
e€etdoel T0 eVOEYOEVO YOPNYNONC EVOALUKTIKNG Oepameiag).

Evnuepoote Gueca tov y1otpd o0g edv ToipveTe GAPLOKO Y10, KOPOLOKE TPOPANLOTO Kot KOTE TN
duapketa g Oepameiog eppavilere:

. dvokoAio GtV avomvon
. aicOnua {aAng

. aicOnuo ToAudv

. Mmofopuio

E&etaoeig aipatog
O ywatpog cag Oa e&eTdioet TO aiplo oag TPV, KAt Tn S1apKeLd Kol LeTA T Oepameio Gag e T0
Harvoni. Avtd yivetal £161 oTE:

. 0 YTpOG GOG VO UTOPECEL VO, ATOPAGICEL AV TTPEMEL VoL TapeTe To Harvoni kot yuo m6c0
YPOVIKO d1oTN L,
. 0 YuTpdg 60G vo umopéoet va emifePormaoel 6t 1 Bepomeio cog £yl AELTOVPYNOEL KAl dEV £YETE

mAéov Tov 16 ¢ nratitdog C.

Howowd xon £pnpor
Mn ddoete avTO TO PAPUOKO o€ Todld Ko prPovg nAkiog kKdtw tov 18 etdv. H yprion tov Harvoni
o€ TooLd Ko eprPovug dev £xel akoua peletnOei.

Alra pappoxa kar Harvoni

Evnuepoote Tov y10Tpd 1 TOV QUPROKOTOLO GOS 4V TAIPVETE, EXETE TPOGPATO TAPEL 1] UTOPEL VOl
TopeTE GALD QappoKa. AVTO TEPIAAUPAVEL PUTIKG PApUOKa Kol QApUaKe ToL dtoTifevtal yopig
ouvtayn.

H Bapoeapivn ko Ao Tapdpota eappokae ovopdaloviot avioyoviotéc g Prrapivng K kot
YPNOUYLOTOLIOVVTAL YiOL TNV apaiot Tov aipatog. O ylorpdg cog evogyetat vo, av&NoeL Tn cuyvoTnTa
TV e£eTA0EMV QiLOTOG OTIS Ooieg mpémet va vtoPAnBeite, mpokeévou va eheyyBel n &N Tov
aiporoc.
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Edv dev elote PEPatot oyetikd pe T ANYn omolwvonmote AAL®V goppdkov, arsvbuvisite otov ylatpod
N TOV POPLOKOTOLd GOC.

Opwopévo pappoxa dev mpémel va Aappavovrar pe To Harvoni:

. Mnyv napete 0T01001TOTE GAAO PAPLOKO TO 0TToi0 TEPLEYEL sofosbuvir, pia amwd Tig
dpaoTikég ovoieg oto Harvoni.

. Mnyv napete omoroonToTE 0té oVTA TO Pdppoka pe To Harvoni:
. prpamevtivy (avTiflotikd mov ypnopomoteiton yio ) Oepaneio AOUOEEWY,
SUUTEPIAAUPBAVOLLEVIC TG PVUOTIOONC),
. ofkappalemivn (Eva eappako mov ypnotponoteiton yio T Oepamneio tng emAnyiog Kot
™V TPOANYT] TOV ETANTTIKOV KPIGE®V),
o simeprevir (éva @appaxo Tov ypnoiponoteitol yio. t Beponeio ¢ Aoipméng amd

nrozitda C),
o tipranavir (ypnopomoteital yuo tn Oepomeio HIV Aoipwéng).
H Aqym tov Harvoni podi pe omotodnmote and avtd evoéyeton va kével To Harvoni va dpa Mydtepo
KOAQ 1 VO ETIOEWVADGEL TUYOV AVETIOVUNTEG EVEPYELEG TOV POPUAKDV.

Evnuepoote Tov y10Tpo 1] TOV QUPRIKOTOLO GG EAV TOIPVETE OTOLOOMTOTE OO TO PAPLOK
TOPOKATO:

o apdapovn yo ) Bepaneio TOV aKAVOVIGTOL Kapdtakoh pudpov,
o tenofovir disoproxil fumarate 1 orolodMmote GALO Pappoko mov mepiéyet tenofovir disoproxil
fumarate, mov ypnoomoteiton yio tn Oegpaneio HIV Aoipwéng,

o dryo&ivn mov ypnoponoteitar yio T Oepameia kapdlokdv Tadncemv,
. dapryatTpdvn mov YPNOHOTOLEITOL Y10, TNV OPAi®OT] TOV AIHATOC,
. GTUTIVEG TTOVL YPNCOTOOVVTAL Y10, T Ogparmeia TG VYNANG YOANGTEPOANG.

H Ayn tov Harvoni pe omotodnmote and avtd Umopei va KAVEL To pOPLOKO VO, GTAUATIGOVY VO,
AELTOVPYOVV GMOTA 1 UTOPEL VO, ETOEIVMDGEL OTOIEGOINTOTE aVEMOOUNTEC EVEPYELEG. O Y10TPOS GOg
Umopel va YpELOCTEL Vo GOG YOPTYNOEL £VOL OLLPOPETIKO PAPHOKO 1] VO AVOTPOSUPUOGEL T1 0OGT) TOV
POPLAKOD OV TOIPVETE.

. Yoppovievteite £vay YI0TPO | QUPRAKOTOLO £QV TOIPVETE POPLOKO TTOV YPT|CLLOTOLOVVTOL
v TN Bepomeiol GTORAYIKAOV EAKOV, IGONNATOS KAVGOL 1] YUCTPOOIGOPAYIKIG
malvopopnong. Avto mepthappavet:

. avtoéva (6nwc vOpoeidio Tov apytiiov/uayvneiov 1 avOpaxikd acPféotio). Avtd
wpéneL vo, Aapfavovtal TovAdyiotov 4 mpec Tpwv 1 4 dpeg uetd to Harvoni.
. aVOOTOAELS TNG avTAiog TpwTtoviev (dnwc openpaloin, Aaveornpaloin, pafernpaloin,

movTonpalOAn Kot ecopenpalorn). Avtd mpénel va, AauBavovtal TanTOYPOVa LE TO
Harvoni. Mnv népete avaotolrels g aviilog tpotoviov tpv and to Harvoni. O yuatpdg
GOG UTOPEL VL GO YOPNYNOEL EVOL SIAPOPETIKO QPAPLLOKO 1) VO AVOTPOCAPUOGEL TN 606N
TOL POPUAKOV TTOV TTAPVETE.
. avToyOVIoTES TV Ho-umodoyémv (6mwg papotidivn, Sluetdivn, viotidivn 1 pavitidivn).
O y10Tpd¢ 0aG UTOPEL VO GG XOPTYNOEL £VO. SLOPOPETIKO PAPLAKO 1] VO AVOTPOCAPUOGEL
1 6001 TOV PAPUAKOVL TOV TOUPVETE.
Avtd ta pdppoake propet vo petdoovv v mocdtnto Tov ledipasvir oto aipa coc. Edv maipvere éva
oo OVTA TO PAPLOKA, O YITPOS GOG £ite O GO YOPNYNOEL £VOL SIAPOPETIKO PAPHLOKO Y10 GTOUAYKA
€Ak, aicOnpo Kovoov 1 YaGTPOoIsoQayIKN TaAvOpOUN G, gite Ba cag VTOdEiEEL TG Kot TOTE Vo
TOPVETE AVTO TO PAPLLOKO.

Kvnon kot aviicoiinyn

Ot emdpaoelg Tov Harvoni katd tn didpketa g komong dgv etval yvootéc. Edv elobe éykvoc,
vouilete 6t umopel va eicbe Eyxvoc N oyedidlete va amoktioete waudi, {ntnote ) cuUPovAn Tov
Y1 TPOU GAG TPOTOV TAPETE AVLTO TO PAPLLAKO.
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H «dmon npénet va amopedyeton €dv to Harvoni Aappdveron pali pe pyumafipivn. H pyumofipivn
umopei va givat Tohd emPAaPNG Yo Eva, ay€vvnto popd. ZUVERMOC, EGEIC Kot 0/1 GUVTPOPOS GG TPEMEL
va Aappdavete €101K€EG TPOPLAGEEIS 6TN 0eEOVOAIKT OPACTNPLOTNTA EGV VITAPYEL OTOLONTOTE
mBovotnTo va cupPel konon.

. Eogig 1 0/1 6OVTPOQOG oG TPENEL VO, YPTCLUOTOIEITE LU0, ATOTEAEGLOTIKY HEOOSO
AVTIGVAANYNG Kot T dudpkela ¢ Oepameiag pue Harvoni poli pe pyumafipivn kot yio kémolo
YLPOVIKO dtdoTna HETA amd avtiv. Eivorl modd onpovtikd va dtofacete Ty moapdypapo
«Kdmony» 6to OAL0 001 Y1V ¥pHone TG pLumapipiving ToAD tpocekTikd. Potote tov ylotpd
GOG Y10 0L ATTOTEAEGLOTIKT LEB0OO OVTIGVAANYNG TTOL Elval KATGAANAN Yo GOG.

. Edv eoeig M  oOvIpoeds cog peivete £ykvog Katd tn didpkela g Oepaneiag pe to Harvoni ko
T pumofipivn 1 6ToVG UNveEg Tov Ba aKoAoVONCOVY, TPENEL VO, ETUKOIVOVIGETE LE TOV Y10TPO
G0G AUECHG.

Oniaocpdg

Mn OnLalete kota T Sidpkero g Oepansiag pe to Harvoni. Agv givon yvooto dv to ledipasvir 1
to sofosbuvir, o1 800 dpactikéc ovoieg Tov Harvoni, tepvodv 610 untpikd yaAa.

001yNoN Ko LEPICROS PNYAVOV
Mnyv odnyeite N xepileote unyavég edv acbdaveohe KOT®ON APOV TUPETE TO PAPUAKO GOC.

To Harvoni wepiéyel Aaxtoln

. Evnuepaoote tov y1otpd oog av £ete ovoavedio ot Laktoln 1| dvoavetio og Ghra
caxyopa. To Harvoni nepiéyet Aaktoln povoidpikr. Av €xete dvcaveéio otn Aaktdln 1 ov 6og
£€yovv mel 011 £xete dvoavelio o€ AAAL GAKYOPO, EVILEPMDGTE TOV YIATPO oag TPV AAPeTe TO
@AapLLOKO 0VTO.

To Harvoni wtepiéyet sunset yellow FCF aluminium lake (E110)
o Evnuepdote Tov Y10Tpoé c0g £av giote aliepyikoi oto sunset yellow FCF aluminium lake,
7ov ovoudleral emiong «E110» wpv AaPete 10 PAPLOKO AVTO.

3. Iog va tapete To Harvoni

[Tévtote va maipveTe TO GAPUOKO AVTO AVGTNPE GOUPMOVO, LLE TIG 00MYiES TOVL YloTpoL cag. Edv €xete
apPPoMec, pMTAGTE TOV YITPO 1) TOV OPUOKOTOLO GUG.

YovieTOpev 0601
H ocvvietouevn d6om eivan éva diokio pio gopa v nuépa. O yrotpdg cag 0o oag el yio 1doeg
ePdouadeg Ba mpémet va maipvete To Harvoni.

Kotanivete 10 diokio oAOKANPO pe N xopig Tpoen. Mnv pacdte, cuvOAPete 1 Soupeite 10 diokio
KaOdg £xel TOAD kPN Yevor. Amevbuvieite oTov YloTpd 1| TOV PAPUAKOTOLD GO EAV EYETE
mpoPAnpaTe Vo Kotomieite ta diokia.

Eav raipvere éva avrié&ivo, tapte To TOLAGYLIGTOV 4 MPEG TPV N TOVAGYIGTOV 4 DPEG LETA TO
Harvoni.

Edv maipvete évav avaoTtorén TG AVTALOG TPMOTOVIMV, TAPTE TOV TOLTOYPOVO. e To Harvoni. Mnv
Tov Tapete mpwv amd to Harvoni.

Edv kdvete epetd a@dtov napete To Harvoni, propet va ennpeactet | tocdtta tov Harvoni 6to

aipo cog. Avtd umopei va kavel to Harvoni va dpo Atyodtepo KaAd.

o Edv xévete epetd Mydtepo and S dpeg apdtov mépete to Harvoni, mdpte €va dAlo diokio.

. Edv xévete epetd meprocdTepo amd S dpeg a@dtTov mapete To Harvoni, dev yperaleton va
mhpeTe Eva dALO d1okio PEXPL TO ETOUEVO TPOYPAUUATIGUEVO JIOKIO GOG.
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Eav wapete peyordtepn 666m Harvoni oo tnv Kavovikiy

Edv katd AaBog mhpete meptocOTEPO OO TI GUVICTAOUEVT) 00O, TPEMEL VO EMIKOIVOVICETE LIE TOV
YWTPO GOG 1] LE TO KOVIIVOTEPO TUNLLOL ETELYOVIMV TEPICTUTIKAOV AUECHG YioL SUUPOVAEG. Na KpaTdte
TN PLaAN pe ta diokia pall cog, £T01 MOTE Vo UTOPEiTe EDKOAO VO TEPTYPAYETE T £YETE TAPEL.

Eav Eeyaoete vo mapete o Harvoni
Eivon onpovtikd vo pmv mopaAeiyete o 8061 ouTo0 TOU QAPUAKOD.

Edv tuyov mapaieiyete pia 6661, vroAoyiote TGOS ¥pAVOC £xEl TEPAGEL APOTOL TTHPUTE Y10l

terevtaio gopd to Harvoni:

o Edv to mapatnpijoete evrog 18 mpdv and v dpa mov cuvnbwg taipvete to Harvoni, mpénet
va tapete to d1okio 10 cuvropdTepo duvatov. Katdmy mapte trv endpevn d6om
ocuvnbiopévn cag mpa.

o Eav givan 18 opec 1} meprocoTepo amd v dpa mov cvviBwg maipvete to Harvoni, mepiuévere
Kot whpTe TNV EMOUEVT 060 TN cvvnBiopuévn dpa. Mnv ndpete durhn doom (dVo d6cElg pésa o
GUVTOLO YPOVIKO SLAGTNHAL).

Mnyv otopotioete va aipvere o Harvoni

MnVv GTOUOTAGETE VO, TAIPVETE AVTO TO PAPLOKO GV OgV 0ag TEL O Y10TPOG oag. Eivor mold onpavtikd
VO OAOKANPMOCETE TOV TANPT KOKAO Ogpameing Yio Vo, ODCETE GTO PAPLOKO TIG KAADTEPES TOAVOTNTEC
va Ogpanevoet ) Aoluwén cog amd Tov 10 g nrotitidag C.

Edv éxete meprocdtepeg EpMTNGELS GYETIKA LLE TN YPTOT ALTOV TOL PAPUAKOV, POTNOTE TOV Y1TPO N
TOV QUPLOKOTOLO GOG.

4, IIBavég avemBOUNTES EVEPYELES

Onwc 6Aa To. Qappoka, £ToL Kot avTO TO QApUoko UTopel va tpokarécet avemBounteg evépyetes. Edv
naipvete o Harvoni umopei va mapovctdcete pio 1 TEPIGGOTEPEC OO TIC OVETIOVUNTEG EVEPYELEG
TOPOKATO:

IToAd ovyvég avemOvunTES EVEPYELEG

(umopet vo. exnpedoovy wepioootepo. oo 1 ota 10 droua)
o TOVOKEPUAOC

o aicOnpa kémwong

Yoyvég avemBOuNTEG EVEPYELES
(umopet va. exnpedoovy éwg 1 ota 10 droua)
o e€avonua

Ava@opd avemBounToV EVEPYELOV

Edv tapatnpijoete Kamowa avemOounTn evEPyeELa, EVI|LEPOCTE TOV YU TPO 1] TOV QUPLIKOTOLO
60G. AvTo 1oyDeL Kot Yo KaBe mhovn avemBOunTn evEPYELD TOL OV OVOQEPETOL GTO TAPOV PUALO
ooy ypnons. Mmopeite eniong va avagpépete avemBounTeg evépyeleg ansvbeiog, LEG® TOV EBVIKOD
GLGTHOTOG OVOPOPAS TToL avaypapeTol oto [apaptnua V. Mécwo g avapopds averdountov
EVEPYEIDMV UmOpEeiTe Vo, fonBNcETE TN GLALOYN TEPLOTOTEPMV TANPOPOPLDV CYETIKE LLE TV ACPAAELL
TOV TTAPOVTOC POPUAKOV.

5. IIog va puraccetal To Harvoni

To @appako ovTd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLY TO TOdLA.
Na pn xpnoiponoteite avtd 10 GAPUOKO LETE TNV NUepounvio ANENG OV AVOPEPETAL GTI] PLAAT] Kot
670 KouTi petd v «EXP». H nuepounvia Aqéng etvar n tedevtaio nuépa TOL PRV TOV OVOQEPETUL
eKel.
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Agv vIapyovV e101KEC 00N YiEC S1OTHPNONS Y10 TO PAPUAKEVTIKO OTO TPOidV.

Mnv metdte ApLOKO GTO VEPO TNG OMOYETEVOTG 1) OTA GKOVTION. POTNOTE TOV POpUOKOTOLO GOG V1oL
TO TG VO TETAEETE T PAPLOKO TOV dEV YPNCILOTOLElTE Tl AVTA Ta pHéETpa Bo fondncovy otV
TPOGTACia TOVL TEPPAALOVTOC.

6. Iepreydpevo TS GVGKEVAGINS KOl AOUTES TANPOPOPIES
T nepréyer To Harvoni

o O dpaoTikég oveoieg givan ledipasvir kon sofosbuvir. Kabe emkoloppévo pe Aemntd vpévio
drokio mepiéyel 90 mg ledipasvir kou 400 mg sofosbuvir.

o Ta drra ovoToTIKG gival
Tvprvog diokiov.
Komo1ddvn, Aaktoln povobdpikn, PKPOKPUGTAAAIKT KUTTOPIVY, KOPUEAAOLT VOTPLONYOC
oo TAVPOVUEVT], KOALOELDEG GvudPO 0EEISI0 TLPITIOV, GTEATIKO [LOYVIGLO

Emixéloyn ue Jento vuévio:
IToAvPrvoraikoorn, d10&gidio Tov Titaviov, TolvatBvievoylvkodn 3350, taAk, sunset yellow
FCF aluminium lake (E110)

Ep@dvion tov Harvoni kol tepieyopevo g 6uokevaciog

Ta emucoloppéva pe Aentd vuévio diokia lvar TOPTOKOAL, GYLOTOS SLOUAVTION O1GKI0 XOPAYUEVA LUE
v évdelEn «GSI» ot pio mhevpd Kot «7985» oty aAAn mhevpd. To diokio eivar prikovg 19 mm kot
T dtovg 10 mm.

Kda0e pain mepiéyet amo&npavtikn YEAN mopttikod 0EE0G (amoénpavTikog TopayovTog) Tov TPETEL Vo
TOPOUUEVEL LEGO OTT) PLAAN Y10 va. fon0d oty Ttpoctacio TV diokiov cag. H amo&npavtikn yéAn
TUPITIKOV 0EEOC TEPLEYETOL OE EEXMPIOTO POKEAAIGKO 1| KAVIGTPO Kol OEV TPEMEL VOL KOTATIVETAL.

Eivar d100éo1pa ta akdlovba peyébn cvokevaciog:

o e€OTEPIKG KOVTLA TTOL TTEPLEYOLV 1 QLAAT UE 28 EMKAAVUUEVA LE AETTO DUEVIO dloKin

o eEmTepiKd KoVTIG OV TEPLEYOLY 3 PLaleg pe 28 (84) emkolvppévo e Aemtod vuévio dokia.
Mmropei va pnv KuKAOQOpovV OLEG 0L GUGKEVAGIES.

Karoyog docrog kokrhopopiag
Gilead Sciences International Ltd.
Cambridge

CB21 6GT

Hvopévo BaciAelo

Hoepaywyds

Gilead Sciences Ireland UC

IDA Business & Technology Park
Carrigtohill

County Cork

IpAavdia
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T"a omoladmote TANPOPOPIL GYETIKA LLE TO TOPOV PAPULOKEVTIKO TPOidV, TapaKaAieiche va
omevBuvleite 6TOV TOMKSO AVTITPOGHOTO TOV KOTOHYOL TNG AdEL0G KUKAOPOPIaG:

Belgié/Belgique/Belgien Lietuva

Gilead Sciences Belgium SPRL-BVBA Gilead Sciences Sweden AB
Tel/Tel: + 32 (0) 24 01 3550 Tel: + 46 (0) 8 5057 1849
Bouarapus Luxembourg/Luxemburg
Gilead Sciences International Ltd. Gilead Sciences Belgium SPRL-BVBA
Temn.: +44 (0) 20 7136 8320 Tel/Tel: + 32 (0) 24 01 35 50
Ceska republika Magyarorszag

Gilead Sciences s.r.o. Gilead Sciences International Ltd.
Tel: + 420 910 871 986 Tel: + 44 (0) 20 7136 8820
Danmark Malta

Gilead Sciences Sweden AB Gilead Sciences International Ltd.
TIf: + 46 (0) 8 5057 1849 Tel: + 44 (0) 20 7136 8820
Deutschland Nederland

Gilead Sciences GmbH Gilead Sciences Netherlands B.V.
Tel: + 49 (0) 89 899890-0 Tel: + 31 (0) 20 718 36 98

Eesti Norge

Gilead Sciences Sweden AB Gilead Sciences Sweden AB

Tel: + 46 (0) 8 5057 1849 TIf: + 46 (0) 8 5057 1849
EALdoa Osterreich

Gilead Sciences EAAdg M.EIIE. Gilead Sciences GesmbH

TnA: + 30210 8930 100 Tel: + 43 1 260 830

Espana Polska

Gilead Sciences, S.L. Gilead Sciences Poland Sp. z 0.0.
Tel: + 34 91 378 98 30 Tel: + 48 22 262 8702

France Portugal

Gilead Sciences Gilead Sciences, Lda.

Tel: + 33 (0) 1 46 09 41 00 Tel: + 351 21 7928790

Hrvatska Romania

Gilead Sciences International Ltd. Gilead Sciences International Ltd.
Tel: + 44 (0) 20 7136 8820 Tel: + 44 (0) 20 7136 8820
Ireland Slovenija

Gilead Sciences Ltd. Gilead Sciences International Ltd.
Tel: + 353 214 825999 Tel: + 44 (0) 20 7136 8820
Island Slovenska republika

Gilead Sciences Sweden AB Gilead Sciences Slovakia s.r.o.
Simi: + 46 (0) 8 5057 1849 Tel: + 421 232 121 210

Italia Suomi/Finland

Gilead Sciences S.r.l. Gilead Sciences Sweden AB

Tel: + 39 02 439201 Puh/Tel: + 46 (0) 8 5057 1849
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Kbapog Sverige

Gilead Sciences EAAdg M.EIIE. Gilead Sciences Sweden AB
TnA: +30 210 8930 100 Tel: + 46 (0) 8 5057 1849
Latvija United Kingdom

Gilead Sciences Sweden AB Gilead Sciences Ltd.

Tel: + 46 (0) 8 5057 1849 Tel: + 44 (0) 8000 113700

To mapév @vALo 00N LAV YpfioNS avadempOnke Y10 TELEVTAIN POPA OTIS

Agntopepn TANPOEOPLAKA GTOLYELD Y10 TO TPOTOV avTd elvan d1aBécia 6ToV SIKTLOKO TOTO TOL
Evponaikod Opyaviouod @apudkov: http://www.ema.europa.eu
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