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MEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 0,5 mg diokia emtkodvppéva pe Aemtd LUEVIO
Entecavir Accord 1 mg diokia emtkolvppéva pe AEmtod vuévio

2. MHOIOTIKH KAI MOXOTIKH XYNOEXH

Entecavir Accord 0,5 mg dwkia emkodvppéva pe Aentd vuévio
Kabe diokio mepiéyetl povobidpikn evtexafipn mov givar icodvvaun pe 0,5 mg eviekafipng .

Entecavir Accord 1 mg dwokia emkodvpupéva pe Aentd LUEVIO
Kabe diokio mepiéyerl povotidpikn evtekafipn mov givar icodbvaun pe 1 mg evtekafipng .

"Exdoya pe yvootég dpacelg
KdBe diokio emkaivppévo pe Aemtd vuévio tov 0,5 mg mepiéyel 26 Mg ToAvGaKyopiteg cOYNG.
Kabe diokio emucoroppévo pe Aemtd vpévio Tov 1 mg mepiéyet 52 mg nolvoaxyopiteg cOyAG.

[Ma tov TApn kaTdloyo Tov exdd v, BA. Tapdypago 6.1.

3. D®APMAKOTEXNIKH MOP®H
Atokio emkaAvppévo pe Aemto vuévio (d1okio)

Entecavir Accord 0,5 mg dwkia emikodvppéva pe Aentd vuévio

AguKd £m¢ VITOLEVKA, OUPTKVPTA, ETIKAAVUUEVO PE AETTO DUEVIO O10KIN, TPLY®VIKOD G LOTOC, LE
xopoyuévn vy Evoelén «JI» ot o TAevpd Kot v EvoeiEn «110» atnv GAAn TAgvpd.

Awotdoelg: Mrkog 8,70 mm + 0,20 mm, mAdrog 8,40 mm + 0,20 mm kot wéyog 3,40 mm + 0,30 mm.

Entecavir Accord 1 mg dwkia emikodvpupéva pe Aentd vUvio

Pol, apopikvpta, emkaAvppéva pe AETTO LUEVIO S10KI0, TPLYOVIKOD GYNLOTOS, LE XOPAYLEVT] TV
évdelln «» ot o mhevpa kon v Evoeen «111» oty dAin mievpa.

Awotdoelg: Mnkog 11,00 mm + 0,20 mm, wAdrog 10,60 mm £ 0,20 mm xon wéyog 4,20 mm +
0,30 mm.

4. KAINIKEX IAHPO®OPIEX
4.1 OgpomevTikég EVOeielg

To Entecavir Accord gvdgikvotat yuo t Bepaneio g ypoviag Aoipwéng and tov 16 ¢ nratitidac B

(HBV) (PAéne mapdypogo 5.1) o eviAikeg pe:

®  QVTIPPOTOVUEVT] NTUTIKY VOGO Kol EVOEIEN EVEPYOD UKOV OVOSITAACLOGHOD, EUUEVOVTA ovEnuéva
emineda apuvoTpavePepiong g aiavivng tov opod (ALT) kot 10Toloyikn EVOEIEN evePyODg
QAEYHOVIG KOV tveong.

®  UN-0vVTPPOTOLUEVN NIaTiKn VOG0 (BAEme Topdypao 4.4)

To660 Yo TV avTippomoduevn 6GO KOl YL TN UN-0VTIPPOTOVUEVT] NTATIKN VOGO, 1| EVOEIEN aTh
Bociletar og dedopévo KAvikdV dokiumv o€ acbeveic HBeAg Oetikong kaw HBeAg apvnrtikodg pe
rotpwén HBV, yopic mponyoduevn Bepaneia pe vovkieosiown. Xyetikd pe acbeveic pe nratitido B
avlextikol otn AapPovdivn, PAére mapoypdeovg 4.2, 4.4 ko 5.1.

To Entecavir Accord evdeikvotal, eniong, yio ) Oepancio Tng ypdviag Aoipwéng omo tov 16 HBV og
oudlatpikovg acbeveic ywpig mponyovuevn Bepaneio pe vovkieooiow nikiog amd 2 éog < 18 etodv pe
OVTIPPOTTOVUEVT] NTTATIKT VOGO, 01 00101 £X0VV £VIEIEN EVEPYOD UKOV OVOSITAAGIOGLOD Kot
eppévovta avénuéva enimeda ALT opov, 1) iotohoyikn Evoeién pétprog £og coPapng GAEYHOVIG KOV
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tvoong. Avaeopikd pe v amoeaon Evapéng Beponeiog e TaldaTptkovs acbeveic, PA.
napoypaeovg 4.2, 4.4, kar 5.1.

4.2  Aocoloyio kol TpOTOG YopyNoNS

H Oepaneio mpémet va apyilet amd £va yoTpod e EUTEIPIN GTO XEPIGUO TG XPOVIAG AOTH®ENG omd
nratitda B.

To Entecavir Accord dwatifetar povo og 0,5 kot 1 mg diokio emkaivppéva pe Aentd vuévio. Xe
acfeveic pe advvapio KaTdmoong TV SIoKI®mV 1 Y10 TOLG 0T0I0VE GLVIGTATOL PEIOT TG dOGNG,
umopel va givar dtabéotpa Ao TPOIOVTH TOL TEPLEYOVV entecavir Ue To KATAAANAN GKEVACLOTA.

Aocoloyia

Avtippomovuevn nrotixy voco

Aaobeveig ywpic mponyoduevy Bepomeio ue vovkAeooiola: 1 GUVIGTMUEVT 00GT GTOVG EVIAIKEG Elvat
0,5 mg o eopd v Nuépa, Le 1 YOPIG TPOPN.

O1 aoBeveic avOextikoi oty Aauifovdivy (dnA. pe Evoelén toaupiog eved ehdupavay AapBovdivn, M
UeTaALAEELS Le Topovaia avToyng ot AapBovdivn [LVDr]) (PAére mapoypdpovg 4.4 kat 5.1): n
GULVIGTAOUEVN dOGT GTOVG EVAAIKEG givar 1 My (o @opd TV NUEPA, TOL TPEMEL VO AopUPAaveTon pe
6.0€10 oTopAYL (TEPLECOTEPES OO 2 MPEC TPV KO TEPLGGOTEPEG ATO 2 MPES UETA amd yebpa) (PAEme
Tapdypo@o 5.2). Ty Topovcio Tov petoAraéewv LVDr, n yprion cuvévacuov g entecavir pali pe
éva 6g0TePO avTuKd Tapdyovta (0 omoiog de cuppepileTal SCTOVPOVLEVT AVTOYN EITE [E
AopBovdivn M pe entecavir) Oa mpénet vo eEeTaleTan KoTd TPOTIUNoN 6€ oo UE TV povobepaneio
entecavir. (BAére Topdypago 4.2).

Mpu-avrippomoduevy nratiky vooo

H ocvvietdpevn d6om yio evidikeg aoBeveic pe un-avtippomoduevn nroatikn voco givar 1 mg po popd
™V NUéPa, Kot TpEmel va AapPdvetar pe adelo oTopdyt (TeplocoTEPES OmO 2 MPES TPV KoL
TEPLOGOTEPES amd 2 DdPeG PeTd amd yevua) (PAEre mapdypapo 5.2). Zyetikd pe acbeveic pe nrotitido
B avOektikol ot Aappovdivn, BAéne mapaypdoovg 4.4 ko 5.1.

Aidpxeio. s Oepomeiog

H Béitiom dudpkela g Oepaneiog ival dyvootr. Atakomn g Ogpaneiog puropei vo eéetachel mg

axolovOmg:

. e evidikeg acbeveic HBeAg Beticote, n Oepaneia mpémet va yopnyeitat tovAdyiotov péypt 12
unAveg petd v enitevén g opoavactpoeng HBe (ammieion HBeAg kot andieie HBV DNA pe
aviyvevon avti-HBe ce dvo cuveydueva deiyuata 0pod pe omdoTacoT TOVAAYIGTOV 3 - 6 VoY)
N péypt v opoavactpodn HBS 1 péypt va vdpyet anmieio arotelecpaticoOtntog (PAEme
Topaypao 4.4).

. e eviikeg acOeveic HBeAg apvntikovg, n Oepomeio mpémet vo xopnyeitol TOLAGYIGTOV HEYPL
v opoavactpoen HBS 1 péypt va vedpyet andreln amotelecspaticomras. Otav vrapyet
nopateTapévn Bepaneia yio teplocdTEPO Ao 2 £T1), GUVICTATAL TAKTIKY EXAVAEIOAOYNOT Y10l VL
empPePordveral 0tL M emdeyeicon Oepameio TapapEVEL KOTAAANAT Yo TOV 0GOEVT.

Y& aofeveic e Un-avTippomoVUEVT NTTOTIKY VOGO 1) KippwoT), 0 cuvieTtdtal 1) dtakomn g Oepaneiog.
Houdrarpixog minBoouog
To v katdAAnAn docoroyia otov mardiotpikd TAnbvoud datifetor to Entecavir Accord 0,5 mg

SloKio EMKAAVUUEVE LE AETTTO DUEVIO, EVD Y10, 00G0A0YiEC YaunAdTepeg and 0,5 mg umopei va ivat
dtabéoipo Eva OGO StdAv L.



H andépaon yia 1 Oepaneio modiatpikdv acBevav Ba mpénet va Aapdavetat pe fAcT TNV TPOCEKTIKY
aEOAOYN O TOV ATOUIKOV avayK®OV Kae achevoidg Kot e ava@opd oTIS 1I6YD0VGEC KATELOLVTIPLEG
odnyiec madlatpikng Oepamneiog, cvumeprhapfavopuévng tng a&ilog TV IGTOAOYIK®OV GTOLYEIDV KOTA
v €vapén. Ta opéAn TG LakpoypOVIaG LOAOYIKNG KATAGTOANG Le cuveylopevn Bepaneio mpémet va
otafuilovtar Evavtt Tov Kvdivov g mopatetapévng Bepaneiog, copmeptiapfovoprévng Kot e
enPaviong avhektikov 100 nratitidag B.

[Ipémet va vdpyovv eppévovia avénuéva enineda ALT opo?d yia tovAdyiotov 6 piveg mpv
Oepaneio TUSOTPIKOV acOEVOV He avTippoTodEYT] otk voso Ady®m HBeAg Betikng ypdviog
nratitdog B, kot yo tovAdyiotov 12 pveg og acbeveic pe HBeAg apvnrtikr| voco.

Y 1ovg maidlatpikos acheveig pe copatikd Bapog tovAdyiotov 32,6 kg npémnetl va yopnysiton po
nuepnota 666m tov gvog diokiov 0,5 Mg, pe 1 xopig tpoen. 'Eva mocipo didivpa propel va givan
dabéono yio acbeveig pe copatikd Bapog Arydtepo anod 32,6 Kg.

Agv vdpyovv GVOTACELG Yl TNV entecavir o Tondid NAKiog KAT® TV 2 eTdv 1 fApoue KAT® TV
10 Kkg.

Midpxero. Ospameiog yio Tard1aTpikois aobeveic

H Béhtiom dibpketa g Bepaneiog elvar Ayvootn. ZOUEOVO LE TIG IGYVOVGES KatevBuvtipleg odnyieg

TOLSIOTPIKNG TPAKTIKNG, Lropel va e€etaotel To evogyOeEVo dlakomg TG Bepaneiog wg €ENG:

= ¥ HBeAg Oetikoivg madatpucong acbeveic, ) Oepameio wpénel va yopnyeitat yio TOVAGIGTOV
12 pnveg petd v emitevén un avigvedoywov HBV DNA kar opouetatpomic HBeAg (ardieia
HBeA(g kot aviyvevon avti-HBe og d0o dradoyikd deiypato opod mov AapPdvovtor pe dtopopd
ToVAGYIoTOV 3-6 UNVDV) N uéxpL TV opopetatporny HBs 1 puéypt va vdpyel ondieio
aroteleouatikotntog. Ta enineda g ALT kot tov HBV DNA opov wpénet va
TOPOKOAOVOOVVTOL TAKTIKG HETE TN dtokomr g Oepomeiog (BA. mapdypao 4.4).

=Yg HBeAg apvntikovg moudiatpikovs acbeveig, | Bepoaneio mpémet vo yopnyeital uéypt myv
opopetatporny HBs 1 puéypt va vdpyet £voeién ammAELOg TNG OMOTEAEGUAUTIKOTITAS.

H poppokokivntikn o maudlatpikovg acheveic pe veppikn 1 nratikn dueAgttovpyio dev Exet
peietnOet.

Himawuévor: dev amouteiton Tpocappoyn g 0ocoroyiog Aoym niikiag. H d6on mpémet va
TPocapuolETOl GOUPOVO UE TN VEPPIKT Agttovpyio, Tov acbevoic (PAéme cuvictduevn docoroyia o€
veQPIKY dvoettovpyia Kot mapdypago 5.2).

@Dvio kou puAR: OV OMOLTEITOL TPOGAPUOYN TG d0G0A0YiNG [E fAon TO EUAO 1 TN GUAT.

Negppixin dvoierrovpyio: 1 kGOapomn g entecavir pewdveton pe ™ peioon g kabapons g
kpeatwvivng (BAéne Tapdypapo 5.2). ZvvieTdtol 1) TPOcapHOY| TNG 000G Yo acbeveig pe KaBapon
kpeatviving < 50 ml/min, teplappavouévav Kot ovtdv 6€ GUoSOALET 1 GLVEXODE TEPUTATITIKAG
neprrovaikng datong (CAPD). Zuviotdtol peimon g nuepniolog S06mMg LE ¥PNoT| TOV TOGILOV
dahvpoTog entecavir, Omwg mapovotdleton otov mivaka. EvoAlaktikd, og tepintmon mov dev ivan
dtaBéoipo 1o mooIo ddAvp, n d0om pmopel va puBpotel pEcm avENoNG TOV HECOSUGTILOTOC TMV
d0cemV, OmMG TapovctdleTol exiong otov mivaka. Ot TPOTEWVOUEVEC TPOTOTOINGELS TNG SOCTG
Bacilovtotl 6TV TPOEKTACT TEPLOPICUEVMV OEGOUEVMV, KOL 1) ACOAAELD KOl OTOTEAEGLOTIKOTITA TOVG
oev &rovv afloloynbei oe KAviko eminedo. Emopévmg, mpénet va mopoakolovbeitol 6TeVA 1 1OAOYIKY
OVTOTOKPLOoT).



Aéon Entecavir Accord*
Ka@apon kpeativivig AocOeveic yopig Tponyoduevy AocOgveic avOekTiKOl 6TN
(ml/min) Ocpancio pe voukreEoGidla AapPovdivny 1 pe pn-
OVTLPPOTOVUEV NTTOTIKY)
v0co
> 50 0,5 mg o popd v nuépa 1 mg i popd v nuépa
30-49 0,25 mg pio opd v nuépa* 0,5 mg o popd v nuépa
'H
0,5 mg «é0e 48 mpeg
10-29 0,15 mg o eopd v nuépa* 0,3 mg o popd v Nuépa*
'H 'H
0,5 mg kéBe 72 dpeg 0,5 mg kéBe 48 dpeg
<10 0,05 mg o eopd v nuépa® 0,1 mg o popd v nuépa*
Ayodtvimon n CAPD** 'H 'H
0,5 mg kéBe 5-7 nuépec 0,5 mg kéBe 72 dpeg

* T d6oe1g < 0,5 mg cuviotdrar 10 TOGHOo didAvpe entecavir.
** T1g NUEPES TNG OLUOSTOAIGNG, XOPNYNOTE TNV entecavir petd v aipodolion.

Hrorikn avemdprela: dev amoiteitan Tpoosapoyn e 00ong o€ acheveis e NTOTIKY OVETAPKELX.

Tpomoc yoprynong

To Entecavir Accord mpénet va Aappavetat and Tov GTOUATOG.
4.3 Avtevositeg

YrepevoicOncio otn dpacTiKy 0VGi 1] G€ KATOL0 0d To EKO0Y0 TOV AVOPEPOVTOL GTNV
napdypago 6.1.

4.4  Edkég TPOELOOTOMGELS KO TTPOPVAAEELS KATA TN Yp1oN

Negpin dvoieitovpyio.: GUVIGTATOL 1] TPOSAPUOYT TNG d0GOA0YING Yo acheveic e veppikn
dvcrerrovpyia (PAéne mopdypago 4.2). Ot TpoTevOpEVES TPOTOTOGELS TG 0001 Pacilovtol oty
TPOEKTOGT TEPLOPICUEVOV OEGOUEVMV, KOL ] AGPAAELD KOL ATOTEAEGOTIKOTTO TOVG OEV EYOVV
a&lohoyn0el o Khvikd eminedo. Emopévac, mpénetl va mapakoiovdeital oteva 1 10 0YIKY
OVTOTOKPIOoT).

Hopolvvoeis e nratitidog: ovbdpunteg mapo&hveoelg g xpoviag nratitidag B sival oyetikd cuyvég
Kot yopaktnpifovron omd mapodikég avénoelc g ALT opov. Metd v évapén avtukng Bepaneiog,
ALT opov pmopei va avénbei oe opiopévoug acbeveic kabmg to enineda opov tov HBYV DNA
uewdvovtat (BAéne mapdypao 4.8). Meta&d twv acbevav mov éhafav entecavir eEGpoeig kotd
dwpkela g Bepamneiag eiyav £va d1dpeco ypdvo Evapéng 4 - 5 efdopddmv. Xe acbeveic pe
AVTIPPOTOVLEVT] NTTATIKT VOGO, o1 avénoelg avtég g ALT opov, og yevikég ypoupég 6 cuvodedovtal
amo avénomn e GLYKEVTPMGTG TG XOAepLOPivIG 0pov N} otk amoppvOuicn. Ot acbeveig pe
TPOYWPNUEVT NTTOTIKY VOG0 1 Kippmon uropel va Ppickovtol o€ HEYAADTEPO KIVOLVO Y10, NTTOTIKY
avTIoTadon petd and nrotiky TapoSuver, Kot Y auTo TPENEL VO, TOPUKOAOLOOVLVTOL GTEVA KOTA TN
duapkela g Oepameiog.

"Exet eniong avapepbel o&ela mapdEuvon g nratitidog oe acbeveig mov diékoyav n Bepaneio g
nratitdog B (PAéne mapdypoeo 4.2). Ot e&dpoeig petd m Bepancio oyxetiCovror cuvnBwg pe avénon
tov HBV DNA, kot 1 mhelovotnto gaivetal vo eivorl avto-teptoptlopevn. Qot0c0, &xovv avagepel
cofapéc mapo&ovaelg, mepilapfovorévay Kat Bovatov.



Meta&d tov acbevav yopic Tponyoduevn Bepameio pe vovkieooidia, Tov EAafav entecavir, ot
napo&hvoelg petd ™ Bepomeio siyav d1dpueco ypovo Evapéing Tic 23 - 24 eBdouddes, Kal ot
neplocoTeEPEG avopEpOniay og acbeveic HBeAg apvnrikots (PAéne mapdypapo 4.8). H nmatikn
Aertovpyia mpémel va mapokolovdeital o ETaVOAAUPOVOUEVO SIOCTAUOTA LLE KAVIKT KOl
EPYOOTNPLOKY] TOPAKOAOVON O™ Yo TOLAGYIGTOV 6 PNves LeTd T dtakom TG Bepameiog TS
nratitwog B. Edv mpénet, ) enavévapén g Bepaneiog yio nratitido B umopel va artiodoynel.

Aaobeveic ue un-avrippomroduevy nroTiky voco: o, LEYAADTEPT GLYVOTNTA GOPAPDOY NIATIKOV
avemBountov evepyeldv (aoyEtog attiag) &xet mapatnpndel oe acbevelg e pun-avippomovpevn
NTOTIKT VOG0, GLUYKEKPLUEVE o€ 0wTovg e Ty acbéveln Child-Turcotte-Pugh (CTP) kAdong C, e
GUYKPLOT HE TN oLYVOTNTO GE 00BEVEIC e avTIppOTTOVLEVT NITaTIKY Attovpyia. Emiong, acOeveig pe
UN-avTpPOTOVLEVT NTTATIKY VOGO propet va fpickovtal og peyoldtepo Kivouvo yio YoAaKTIKY
0&EMOTN KOl GUYKEKPIUEVO Y10 AVETLOVUNTEG EVEPYELEG GTA VEQPE OTIMG TO NTATOVEPPIKO GVVIPOUO.
Yuvenmg, 0o mpémel va TapakoAovBobvtal GTEVA 01 KAMVIKEG KOl EPYUCTNPIOKES TAPAUETPOL GE OVTO
tov TAnBuopd acBevav (BAéne emiong mapaypdpovg 4.8 kot 5.1).

Todaxctikn o&éwon kor aofopn nraroueyolrio pue oredrwon: ELPAVIcELS YOLOKTIKNG 0EEmang (amovaio
vro&apiag), Heptkéc eopéc Bavatnedpov, cuviBwg oyeTloueVNS pe coPapn nmaTopeyaio Kot
NToTIKy oTedTOoN, £xovy TopaTnPNOEl pE T xpHoN VOuKAEoGIdIKGV avardymv. Kabmg n entecavir
elvar éva voukAeoo1d1kd avaroyo, o Kivouvog avtdc dog pmopel va amokAelsOei. H Ogpaneia pe
VOUKAEOGIOIKA avAAOYa TPETEL VA, SlakomTETOL 0TV GLpPaivel Tayeio adéNon TV EMTES®V TG
OULVOTPOUVOPEPAOTG, TPOOSEVTIKT| NTATOUEYOALD 1] LETAPOAIKT/ YOAAKTIKT 0EEWOT AyVDGTOV
artoroyiog. Kaionon yaotpeviepikd GuUTTOUOTO, OTMG VAVTIO, ELETOG KOl KOIAMOKO AAYOG, Umopet
va givat EVOEIKTIKA avanTuéENG YOAOKTIKNG 0&Emang. XoPapég mepmtmoclc pe Bavatedpo EkPaon,
GLGYETICONKOY [IE TOYKPEATITION, NTOTIKY AVETAPKELN/TOTIKY GTEATMOT|, VEPPIKT] OVETAPKELD KoL
VYNAOTEPQ EMITEDA YOAUKTIKOV 6TOV 0pd. Ilpémel va divetar mpocsoyn 6TV GuvTayoypapovvTaL
VOUKAEOGIOIKA 0VAAOY0, GE OTTOL00NTOTE 0isOevn (1010iTEPO GE TAYVOCUPKES YOVAIKES) LE
nratopeyaio, NTatitido 1 GAAOVG YVOGTOVE TaPAyovTES Kivdhvo Yio otk voco. Ot acbeveig
avtol TPEMEL Vo TapakoAovBodvTal GTeVA.

IMo ™ dudkpion HeTa&d TV AVENCEDV TOV OUVOTPOVOPEPUCHY TOL OPEIAOVTAL GE AVTATOKPION OTN
Bepaneio Ko avENnoemv mbavd oyeTilopevoVv pe YOAUKTIKT 0EEMOT], 01 Y10 TPOl TPEMEL VA
dtaoparilovv 61t o1 adhayéc oty ALT oyetioviat pe BeAtidoelg oe AAAOVG EPYaTNPLOKODS OeiKTEG
g xpoviog nratitidog B.

Avroyn kou g101xn mpopdloln yio acbeveis avOextinovs oty lopifovdivy: NETAAMAEELS TNV
noAvpepdon tov HBV mov k®md1komo1o00v Tig vrokatactdoelg avtoyng ot Aapiouvdivn eivat duvatdv
VoL 00N YNGOLVV GE ETOKOAOLOT EUPAVIOT] SEVTEPOYEVAOV VTOKATUCTACENDY, TEPILOUPAVOUEVOV KoL
ekeivov mov oyetiCovton pe avtoyn oyetilopevn pe v entecavir (ETVr). Xg éva pkpd 1060610
aclevav avbektikdv atn Aappovdivn, ot vrokatactdoelc ETVr otig 0éoeic rtT184, rtS202 v rtM250
Nrav mapovoeg kotd v Evapén. Acbeveic pe avtoyn otn Aappovdivi HBV Bpickovral o
VYMAOTEPO Kivduvo avamtuéng emakolovdng avtoyng oty entecavir oe oyéon pe aobeveic yopic
avtoyn ot AapBovdivn. H abpototikh mhavotnta epeaviong yovoTumiKiG avioyxng otnv entecavir
petd omd 1, 2, 3, 4 ko 5 ypdvia Oepameiog otic peréteg pe acbeveic avOektikodg otn AapPovdivn
nrav 6%, 15%, 36%, 47% xor 51% avtiotoya. H 10hoykr| avtandxpion npénet va mapakoiovdeiton
oLyva ooV avlekTiKO ot AapPovdivi mAnbvoud Kot va dievepyeitol KOTAAANAOG EAEYXOC OVTOYNG.
Y& aofeveic e 10A0YIKT aVTATOKPLIoT KATOTEPN TG PEATIOTNG, HETA amd 24 efdouddeg Oepameiag e
entecavir, tpénet va aloloyeitar ) mepintwon Tpomomoinong g aywyng (BAéne mapaypdpovg 4.5 kot
5.1). Otav Eexvd Bepaneio oe aobevelg pe TeKUNPLOUEVO 16TOPIKO avToyng ot AapBovdiv HBV, n
xpNon cvvévacuov g entecavir poli pe dg0tEPO avTukd mapdyovta (o omoiog de cvuuepiletar
daotavpoduevn avioyn eite ue AapPovdivn 1 pe entecavir) Oo mpimetl vo eEetdletan Kotd TpoTipnon
o€ oyéon e v povobepomeio entecavir.

[podmapyovco avroyn ot AapBovdiv HBV cuvoyetiCeton pe avénuévo Kivouvo yio, LetayevéaTtepn
avtoyn otnv entecavir, aveEaptnta omd to Babud T nratikng vooov. Xe acheveic ue un-
OVTIPPOTOVLEVT] NTATIKT VOGO, 1] LOAOYIKT dtapuyn uropeil va oyetileton pe coPapég KAVIKEG
EMTAOKEG TNE VITOKEIUEVNC NTTOTOC VOGOV, )G €K TOVTOV, G€ AGOHEVEIC e UN-OVTIPPOTOVUEVT NTTOTIKY



v6G0 Kot avtoyn ot AapBovdivi HBV, i yprion cvuvovacod g entecavir pali pe de0tepo avtiuko
napdyovta (0 onoiog de cvpuepiletor SlacToOVPOVUEVT avToyn £ite pe AaBovdivn N ue entecavir) Oa
npémel vo. eEetdleton KoTd mpotiunon o€ oyéon pe v povobeparneio entecavir.

Haidrazpirog minBvouog: apatnpndnke xounAdtepo m0c0ctd 10A0YIKNG avTandkpiong (HBV
DNA < 50 IU/ml) og moudiotpikovg acbeveic ue HBV DNA oty évapén > 8,0 logio IU/ml (BA.
mopaypago 5.1). H entecavir mpénet va ypnooToleital 6€ avtolg Tovg acbeveic povo edv to
duVNTIKO 6QeA0G dtkatoloyel Tov duvNTIKO Kivovvo Yo To adl (m.y. avtictaon). Kabdg opiopévol
modtatpikol aobeveic pmopet va yperdlovran pokpoypdvia Bepomeio 1) akdpa ko ¢’ dpov Long
OVTILETOTION TG XPOVIOG evepyo nratitdag B, Oa tpénel va e€etdaletan ) enidpacn tng entecavir
OTIG LEAAOVTIKEG DEPOTEVTIKEC EMIAOYEG.

ANTTES UETOUOTYEVONS NTTOTOGS: 1 VEPPIKT AgtTovpyio TpENEL Vo aloAOYEITOL TPOGEKTIKA TPV KOl KOTA
™ ddpketa ¢ Bepomeiog pe Ty entecavir ce AMmteg HETAUOCYEVGNG NTATOS TOL AouBdvouy
Kukhoomopivn 1 tacrolimus (BAére mapdypagpo 5.2).

2vv0dog Aotuwén ue nrazitida C 17 D: dgv vdpyovv 6ed0UEVO Y10 TNV OTOTELECUATIKOTNTO TNG
entecavir og acbeveig pe 6uvodd Aoipmén amd Tov 16 g nratitdag C M D.

Aobeveic ue ovvodovs Aoy leis ard tov 16 avbpomivig avocooverdpkeiag (HIV)IHBV mov de
Aopfavovy wapdlinie aviipetpoikn Oepameio. 1 entecavir dev éyetl a&loloynOel o aobeveic ue
ovvodovg hopméelg HIVIHBYV, ot omoiot dg Aappavovv tavtdypove arotereopotiky oyoyn HIV.
"Exet mapatnpnBei avantuén avtiotaong tov HIV, petd and ypion g entecavir yio m Bepaneio
roiuwéng ypoviag nratitidag B oe acbeveic pe Aoipmén HIV o dev eldufovay avtipeTpoikn
Bepamneio vyning dpactikdotntag (HAART) (BAéne mapdypago 5.1). Katd cuvéneia, n Bepaneia pe
entecavir dgv mpénel vo, ypnoipomoteitat yuo ocbeveic pe ouvodovc roybéeg HIVIHBV, ov de
haupBavouy HAART. H entecavir dev éxet pedetnBei mg Oepameio tng Aoipwéng HIV ko de
GUGTNVETOL Y10, TN (P|OT] QVTH.

Aobeveic ue ovvodovg Aoy leig ard tovg 106¢ HIVIHBV mov laufidvovy mopdilnle aviipetpoirh
Oepareio: m entecavir éyet uehe el og 68 sviihikeg ue cuvodovg ropuméeig HIVIHBV, ov éhafav
oynua HAART mepihappavopévng Aappovdivng (Bréne mapdypapo 5.1). Agv vdpyovv dedopéva yia
Vv omotehecpatikoOTTo TG entecavir e HBeAg-apvntikovg aobeveic pe cuvodd Aoipmén HIV.
Yrdapyovv meploptopéva dedopéva yio acteveic pe ouvodo Aoipmén pe HIV mov éxovv pikpo aplbud
xuttépav CD4 (< 200 kottape/mm?d).

T'evikd.: o1 acBeveig mpémel vo evpuepmvovtal 0t 1 Bepameio e Tnv entecavir dev éyetl amoderydel 011
pewmvel Tov kivéuvo petddoong tov HBV kot yt' avtd mpémetl akoun vo AapuBavoviol KataAANAES
TPOPULAAEELS.

Holvooaxyopites ooyiog: To QuproKeEVTIKO avTd TPOidV TTEPLEYEL TOAVGaK)apiteg coyloc. Edv elote
aAlepykol 6T cOYLQ, UN YPNCLOTOMGETE OVTO TO POPUAKEVTIKO TPOTOV.

45 Almiemopdosig pe GAL0 QOPUUKEVTIKE TPOTOVTE KoL GAAES HOPPES aAANAeTidpaONG

Enedn n entecavir amofdaiietor kuping and ta veepd (PAETE mapdypapo 5.2), | GLYXOPHYNON LE
(QOPUOKEVTIKG TPOTOVTA TOV LEIDVOLY TNV VEPPIKT Agrtovpyia 1 cuvaywvilovTot yio v evepyd
COANVOPLOKT OTEKKPIOT) WTOPEL VO ALENCOVV TIG CLYKEVIPDOGELS 0POV OVTAOV TMV PUPLOKEVTIKOV
npoidvimv. Extog g AapPouvdivng, g adefovir dipivoxil kot g tenofovir disoproxil fumarate, to
QIOTEAECLLOTOL TNG CLYXOPNYNONG TNG ENtecaViIr pe QOPUAKEVTIKA TPOidVTA TOL ameKKpivovTal omd Ta
veppa 1 emnpealovy TN veppikn Asttovpyia oev £xovv a&loAoynBei. Ot acOeveic npémel va,
TopaKoAovBoHVTOL 6TEVA Y10, OVETIBVUNTEG EVEPYELEG OTOV 1 Ntecavir cuyyopnyeital e TEToln
QOPULOKEVTIKA TPOIOVTAL.

Aev Tapatnpinkov QapuakoKivnTikég oAniemdpaosic peta&d tng entecavir kot g AaptBovdivg,
g adefovir 1 g tenofovir.



H entecavir dev givon vrdéoTpmpa, eraymyLag 1 avaotodéog TV evidumv Tov kutoxpduatog P450
(CYP450) (Bréme mapdypao 5.2). IT't' avtd o1 aprOKELTIKEG OAANAETIOPAGELS TTOV ETLTVYYAVOVTOL
uéow tov CYP450 givar aniBavo va copPodv pe tnv entecavir.

THaidratpikog minBoeuog
Meléteg arlnienidpaong Exovv mpaypatonomBel povo 6e EVAMKEC.

4.6 TovipotnTo, KONON KOl yolovyio

Tvvaikeg oe avamopoywyixy nlikio: 5edouévov OtL ot Thovol Kivouvol Yo TO aVaTTUGGOUEVO EUPPLO
glval dyvmoTol, 01 YOVOIKEG GE VOmApOy®YIKN NAIKIO TPETEL VAL YPNCLOTOIOVY UTOTELECLUOTIKN
OVTIGOAAN Y.

Eyxvuocivny.: dev vmapyovv enopkr| otoryeio amd ) ypnon g entecavir oe ykveg yovaikec. Meiéteg
o€ (Do KoTédeIEaV TOEIKOTNTU OTNV AVOTAPOYOYLK IKovOTNTO 68 VYNAES docels (PAéme

Topaypaeo 5.3). O evdeydpevog kivouvog yia Tov avBpwmo eivar dyvwortoc. To Entecavir Accord dev
TPEMEL VO, YPTCLOTOIEITOL KATA TN SIEPKELD TG EYKVHOGUVIG EKTOC GV €IVl GOPDS OTAPAiTNTO.
Agv vapyovv ototyeia yio v enidpacm g entecavir ot petddoon tov HBV and ) untépa oto
veoyévvnto Bpépoc. I't' avtd, mpémet va yivovtol ot KatdAANAEG TapeUPAGELS Y10 VO ATTOTPEYOLV TNV
petddoon tov HBV oto veoyévvnro.

Onlooudg: gival dyvwoto gdv 1 entecavir exkpivetat oto avBpomvo yaro. Ta dtabéoyia ToEikoloykd
dedopéva og (oo £de1&av anékkpion g entecavir oto ydAa (yio Aemtopuépeieg PAéne mapdypopo 5.3).
O «ivévvog ota Bpéen dev pmopei va anokieiotel. O ONAaoudg Tpénel va S1aKOTTETOL KOTA TN
ddpketa g Bepanciag pe Entecavir Accord.

Tovipotnta: to€ikoloyikég peréteg o (da oto omoia yoprynOnke entecavir dev £6s1&av emidpoon
oV yoviuotnto (BAéne mopdypago 5.3).

4.7 Emopacelg 6Ty IKOvOTITO 001161 KO XEIPLGHOD HIYOVAY

Agv mpaypotonomOnKay LEAETEG GYETIKA [E TIG EMOPAGEIS GTNV KOVOTNTO 001YNONG KOl XEPIGUOV
unyovav. H {oAn, n kétmon kot 1 vavnAla elval Guyveg avemBounTeg eVEPYELEC TOV UTOPEL VOl
TOPEUTOOIGOVY TV IKAVOTNTO 001 YNGNE KOL YELPICUOD UNYOAVAOV.

4.8 AvemOOunteg evépyereg

a. Zovoyn tov TpoYil 0oparEIog

Y& KMVIKEG peAéteg og aoheveic e avTIPPOTOVUEVT] NITATIKN VOGO, Ol TTLO GUYVES OVETLOVUNTEG
EVEPYELEC OMOLOGONTOTE PopVTNTAG HE TOVAGYIoTOV i Thavn oyéon ue Tnv entecavir frav
ke@aiadyia (9%), komwaon (6%), oA (4%) kot vavtio (3%). [Tapo&hveoelg Tng nroTitidng Kot ™
ddpketa kot peTd ™ dakomnn g epanciog pe entecavir £xovv eniong avoeepdei (PAéne mapdypapo
4.4 xon y. Heprypapy emideyuévav ovemBountwy evepyeiav).

. Hepilnyn ovemBountwv evepyeiav o€ nopen wivora

H a&ohdynon tov avemBountov evepysidv Paciletar oty eumeipio amd mapokorobnon petd my
KUKAOQOpPIa, TOV PAPUAKOL Kot amtd TEGGEPLS KMVIKEG ueétec oTig omoieg 1.720 acbeveig pe ypovia
Aoiuwén nratitidag B kot pe avtippomoduevn Nrotikn voco Elafav SImAG-TueAr Oepaneio pe
entecavir (n=862) 1 Aopifovdivn (n = 858) yia mepiodo péypt 107 efdouddeg (PAéne mapdypapo 5.1).
Y& oUTEG TIG UEAETEG , TOL TPOPIA AGPAAELNG, CLUTEPIAOUPAVOUEV®Y KOl [T) PLGLOAOYIKDV
EPYACTNPLOK®V UMV, Tav cuykpicua pe entecavir 0,5 mg nuepnoing (679 HBeAg Betikoi 1y
apvnTikoi aoBeveig ympic Tponyoduevn Bepaneio e vovkieosidto mov Ehafav Oepaneia yio To
didipeco xpovo tov 53 gfdopddwv), entecavir 1 mg nuepnoing (183 acbeveig avBextikol ot
AapuPovdivn ElaPav Oepameio yio to dtdpeso ypdvo Tav 69 gfdouadmv), Kot Aapufovdivn.

O1 avemBdunteg evépyeleg mov Bewpodvior TovAdyiotov mg mbava oxeTilOeVES Le TNV entecavir
KOTOTAOOOVTOL GE KOTNYopia 0pydvov cuotuatog cdpatoc. H cuyvotnto kabopiletar mg modd



ovyvn (= 1/10), ouyvn (= 1/100¢wmc < 1/10), 6yt ovuyvég (=1/1.000 £mg <1/100), omdvies (=1/10.000 £mg
<1/1.000). Evtoc ke katyopiog cuyvoTnTog ELOAVIONC, Ol AVETOOUNTEC EVEPYELEC TTOPOTIOEVTOL
katd eBivovoa celpd cofapoTnTog.

A10T0poyéS TOV OVOGOTOINTIKOD GOGTHUOTOG:

OTAVIEG I OVOQULAOKTOEIONG avTidpaon
PoyLatpires oLoTopoyss.

GUYVEG © abnvia

A1atopoyés T00 VEVPIKOD GVOTHUOTOG:

GUYVEG I xepoAodyia, (oA, vTvnAia
A10T0pOYES TOV YATTPEVTEPIKOD GOGTHUOTOG:

GUYVEG © éuetog, 01dppota, vauTtio, dvomeyia
M0TOpoYES TOV NTOTOS KO TV YOINPOPWV:

GUYVEG T ovENUEVES TPAVGAVAGES
A10T0poyéS TOV FEPUATOS KO TOV DTOIOPIOD 1GTOD:
oytovyxvéc : €&avOnua, oAomekio

T'evikég dioTopoyés Kou KoTOOTATELS THS 000D YOPHYHOHG.
GUYVEG I KOmwon

"Exovv avoeepBel Tepmtdoelg YOAUKTIKNG 0EEMONG, TOV GUVOEOVTOL GLYVA LE NTATIKY AvTppOTNON,
GAhec coPopic 1TPIKEC KATAOTAGEIS 1} o€ ekbénelg e papuaka (PAETe mapaypapo 4.4).

Oepameio mépav Tov 48 efdopadwv: cuvelopevn Bepomeia pe Ty entecavir yio évo S1GpEGO YPOVIKO
dtotna didpkeag 96 efdopadmv dev £de1ée kapio véa EVOEIEN Yo TV 0CQUAELM.

y. leprypopn emileypuevaov avemBountwy evepyeiny

Epyoompiokég eetdoelg un @UOIOAOYIKES: Y& KAWVIKEG peATeg achevmv yopic Tponyoduevn
Oepamneio pe voukAeooidlo, 1o 5% eiyav avénoeig tng ALT > 3 popéc amd v évapén kot o < 1%
elyav avénoeig ALT > 2 popég amod v évapén pali pe oAkn xohepvBpivn > 2 popég avmtepo
evotoroyko 0pto (ULN) kot > 2 gopéc amd v évapén. Enineda adBovpivng < 2,5 g/dl
eppavicdniav 61o < 1% tov achevov, enimeda apvidons > 3 popég and v Evapén oto 2%, enimeda
Mméong > 3 eopéc amd v évapEn oto 11% kot arporetdhio < 50.000/mm? 6to < 1%.

e KAwiké peréteg acbevav aviektikol otn AapPovdivn, to 4% siyav avénoeig ALT > 3 popéc amd
™V évapén, kot 1o < 1% eiyav avénoeig ALT > 2 popéc amd v évapén pnali pe oAtkn xorepvOpivn
> 2 popég ULN xon > 2 popég amd v évopén. Enineda apvidong > 3 popéc amd v évapén
eupaviomkov 6to 2% tev acbevav, eninedo Mmdons > 3 popég amd v Evapén oto 18% kan
aponetda < 50.000/mm? oto < 1%.

Hopo&dvoeig katd t dudpkela g Bepaneiag: oe peréteg pe acbeveic ywpig mponyovuevn Bepomeio
ue voukAeooidlo, avénoeig tng ALT ot Bepomeio > 10 popég ULN Ko > 2 opég amod v évapén
napovcidotnke 6to 2% tov acbevav mov Ehafav entecavir Evavtt 4% tov acbevdv Tov Eafov
AapPovudivn. Xe peréteg pe acbeveic avBexticovc otn AapPovdivn, avénceic g ALT otn Oepamneio
> 10 popég ULN a1 > 2 popég and v Evapén eppavicdniay 61o 2% tov acbevav mov Erafav
entecavir évavtt 11% tov acbevaov mov Elafav AapBovdivn. Meta&d tov acbevdv nov Erafav
entecavir, ot avénoeig g ALT, mov katd ) didpkeia tng Oepameiog siyav d1Guec0 xpovo yio T
évapén 4 - 5 eBdoudoeg, 610p0dONKaV o€ YEVIKEG YPOUUES OTN GLVEXELN TNG Oepameing Kol OTIC
TEPLOGOTEPEC MEPITTMOELS, o)eTioOnKay e pia peimon > 2 logio/ml Tov 1kod optiov mov
nponynOnke N ovvémeoe pe v avénon g ALT. Zuvictdrol Teplodikn TapakoAovdncn Tng NIATIKNAG
Aertovpyiag Kotd T ddpkeln g Bepaneiog.

Hopo&dveeig petd ) dwokonr| g Bepaneiag: ofgieg mopo&hvoelg nrmatitidag Exovv avoapeplel o
acBeveic mov diEkoyav ) Bepaneia yio v nratitida B, mepiiapfavouévng kot g Bepaneiog pe tnv
entecavir (BAéne mopdypago 4.4). Te uehéteg acOevov ympic mponyoduevn Bepaneio pe voukieosido,
10 6% 1OV acbevdv mov Elafav entecavir kot to 10% tov acBevadv mov éhafav Aappovdivn
napovciocav avénoelg tng ALT (> 10 opég ULN kot > 2 gopég tnv Tiun ovapopds [eAdyioto g




TG vapéng N TNV TeAevTAia TIUA LETPNONG 6TO TEAOG TNG docoAoYiac]) Kotd T dtdpKeld TG
napakolobbnong petd ) Oepaneio. Meta&d tov acbevov oe Beponeia pe entecavir, ywpig
npornyovuevn Bepameio e voukieosidio, ot avénoeig g ALT eiyov didpeco ypdvo epepdviong

23 - 24 £Bdouddeg kai to 86% (24/28) tov avénoswv e ALT gppavicdnke oe acbeveic HBeAg
apvNTIKOVC. Xe perétec o acbevelg avBextikong ot AapPovdivn, pe povo mepopiopévo aplbuod
acbevdv Tov mapakorovtndnkav, to 11% tov acbevdv mov Ehafav entecavir kot Kaveévag omd Toug
acBeveic mov Ehafav AapuPovdivn dev avéntuée avénoeig g ALT katd t dudpkela g
mapokolovOnong petd ) Oepamneio.

Y11g KMVIKEG dokiuéc M) Ogpomeia e Ty entecavir dtakomnke edv o1 acBeveig methyovoy puo
mpodtayeypappévn anokpion. Edv n Oepaneia drokonel yopic vo cvuoyetiodel pe v amdkpion ot
Bepamneia, n cuyxvotnta avalomipoong g ALT petd ) Bepaneio pmopel va givon peyolvtepn.

0. lloudrozpixog minBoouog

H aopdieia g entecavir og mardiotpikods acbevei anod 2 £og < 18 e1dv Paciletar og 300 vrd
e&EMEN KAvikég pedéteg o dropa pe ypovia Aoipmén amd HBV: o eoappokokivntikn doxiun
®dong 2 (nerétn 028) ko pia dokiun @éong 3 (uerétn 189). Avtéc ot dokipég Tapéyovv ototyeio amod
173 HBeAg Betikovg cvppetéyovieg ywpig mponyovuevn Bepameio pe voukieooidlo mov rafoy
Bepameia pe entecavir dudpeong diapretoag 60 efdouddmv. Ot avemBOunTeg EVEPYEIES TTOV
TapaTPHONKAY 6& TOSTPIKOVS GLUUETEYOVTES TOVL EAafay Bepameia pe entecavir Tov cOUPOVES
LE OTEG IOV TOPOTNPNONKOY 68 KAWVIKEG dOKIUES TNG entecavir og evidikes. (BA. a. Zvvoymn tov
Tpoid aceoleiog kot Topdypapo 5.1)

&. AAdor eidixoi minBoouoi

Eunepio o 060eveic pe un-aviippomoduevn nrotikn voco: 1o tpoeik ac@aieiag tng entecavir ce
ac0eveic pe UN-avTippoToVUEVT NTOTIKTY VOGO 0EI0A0YNONKE GE TUYOLOTOUNIEVT] CVOLYTH LEAETT
oOykplong 6mov acbeveig Elafav Bepancia pe entecavir 1 mgmuépa (n=102) v adefovir dipivoxil 10
mg/muépa (N=89) (nehétn 048). Zyetikd pe Tig avemBOUNTES EVEPYELIEC TTOV OVAPEPOVTOL GTNV
napdypoeo f. Hepilnyn avemBountwy evepyeiwv oe popein mivoxo, o ETTAEOV avemlfOun™
evépyela [peloon oe drrtavOpoakikd Tov aipotog (2%)] tapatnprdnke oe acOeveic mov Erafav
Bepancia pe entecavir otnv gfdopddoa 48. To abpoiotikd 10600t Hovdtov Katd TN SLdpKeL TG
peAétng rav 23% (23/102) kot ot artieg Bavdrtov giyov yevikd oyéon pe 1o Hmop, OTOC OVAUEVETOL GE
avtdv Tov TAnBvoud. To aBpoiotikd T0cooTd NraTokvLTTaPIKod Kapkivopatog (HKK) katd
dbpketa g perétne nrav 12% (12/102). XoPapéc avemBOounteg eveépyeieg elyov yevika oyéon Le 1o
Nmap, pe afpolotikn cuyxvotnTa 69% Kotd ™ drdpkeln ¢ peAétne. Acleveic pe vynAdTepo deiktn
CTP xatd v évapén giyav peyardtepo kivouvo avamtuéng cofapmv avembountwv evepyeidv (BAéne
napdypoeo 4.4)

Epyoompilokég e&etdoelg un QUOI0AOYIKES: KaTd T O1apKeLa TG efdonadac 48 avdueosa og acbeveic
nov éhafav Oepameio pe entecavir pe pn-avtppomoduevn NIaTiky voco, Kavivog dev gixe avénoeig
™ ALT > 10 @opég ULN xan > 2 @opég and v Evapén, kot 1% tov achevov etyov avénoeis e
ALT > 2 gopég amd v évapén poll pe ohkn yorepuOpivn >2 popég ULN kot > 2 @opéc amd v
évapén. Enineda alBoopivng < 2,5 g/dl eppavicOnkav oto 30% tov acbevdv, eninedo AMmdong

> 3 popég and v évapén oto 10% kar oaponetdia < 50.000/mm? oto 20%.

Eunepia o a60eveic pe ouvodd roipmén HIV: 1o npogik aceodeiog tng entecavir og Evav
nepPLopopéVo optipd acbevav pe Aoipwén HIVIHBV oe Bepamevticd oyfuote HAART
(avtipetpoikn Oepameio vymAng dpactikdtntag - highly active antiretroviral therapy) mov
neplerdpufovay Aapfoudivn rav TapdUolo pe to TPoPil aceaieiog tov acbevav pe povn Aoiumén
HBV (BAéne mapdypago 4.4).

DdHAo/MAIKia: dgv VINPYE EUPAVIC dLaPopE 6TO TPOPIA acpureiog Tng entecavir og oyéon pe to VA0
(= 25% yvvaikeg oTic KMVIKEG doKES) 1) TV NAkia (= 5% tov acbevdv > 65 etmv).
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Avopopd mhavoroyoduevav avemBountov evepyeldv: H avapopd mbavoioyoduevev avembountoy
EVEPYEIDV HETA O TN YOPNYNOT AOELNG KUKAOPOPING TOL PUPUOKEVTIKOD TPOIOVTOC EIVOL CIUAVTIKT.
Emutpénet ) ovveyn mopakoAovdnorn g oyéong 0péAoVc-Kivdhvou TOU (QUPUOKEVTIKOD TPOIOVTOC.
Znteitol amd TOVG EMOYYEAUOTIEG TOL TOUED TNG VYEWOVOMIKNG TepiBodyng va  avaeépouv
omolecdNmote mBAvOAOyOVOpEVEG OveEmBOUNTES eVEPYELEG LEG® TOV €BVIKOD GLGTNUATOS OVOPOPAS
ov avaypapetot oto Hapdpmpa V.

4.9 Ymnepdoooroyia

Yndpyet mepropiopévn eumeipio avapepbeicog vrepdocoroyiag entecavir oe acbeveic. Yyeig
eferovtég mov Edafav péypt kot 20 mg/muépa puéxpt Kot yio 14 nuépeg kot epdamal 600e1g HEYPL Kot

40 mg dev giyav kopio pn avapevopevn avemountn evépyela. Edv oupfel vmepdocoroyia, o acBevig
TPENEL VO, TopoKoAoLOgiTAL Y10, EVOEIEN TOEIKOTNTAG KOl VO TOL TTOPEYXETOL 1) KATUAANAN Kabiepouévn
VTOGTNPIKTIKY Oepameia.

5. OPAPMAKOAOTI'IKEX IAIOTHTEX
5.1 ®@appoKodVVEPIKES 1O1OTITES

DoppokobepamenTIKy KATNYOPio: OVTI-UKG GUGTNLOTIKAG XOPYNONG, VOUKAEOGIOKOL Kot
VOUKAEOTIOIKOT AVOGTOAEIG TNG OVACTPOPNG HETOYPAPACTG.
Koducog ATC: JOSAF10

Mnyeviepdc dpaongc: 1 entecavir, éva avaloyo Tov VOUKAEOGIH10V TG YOLAVOGTVIG [ dpdom EvavTt
g moAvpepaons Tov HBV, pmcpopviidvetar omotelespatikd kot oynuatiCel T dpoacTikn
prpwceopikr (TP) popen, n omoia £xetl ypovo gvdokvtTopikng Nu-Cong 15 dpec. Zvvayovilopevn e
T0 PLO1KO VTOGTPMO deo&vyovavooivn TP, 1 entecavir-TP avaotédlel Asrtovpyikd Ti¢ 3 dpAoelg g
ukng moAvpepaong: (1) minpwon g molvpepdong tov HBV, (2) avacstpoen tng LeTaypaong Tov
apvntikod kKA@vov tov DNA amd to mpoyevouiko ayyeiapopo RNA, kat (3) odvBeon tov Beticon
KAdvov tov DNA tov HBV. H K ¢ entecavir-TP yia tv molvpepdon tov DNA tov HBV givat
0,0012 uM. H entecavir-TP gival évag ac0evig avaoTOAENS TOV KUTTAPIKOY TOAVUEPUOHOV 0, B KoL &
100 DNA pe tuéc Ki amd18 éwg 40 pM. Emmpocbétmg, vyniég exBéoeic tng entecavir dev
TOPOVGICAV Koo OYETIKT aveTOOUNTN EVEPYELD. GTIV TOALUEPAOT] ¥ 1 TN GUVOEGN UITOYXOVIPLOKOD
DNA ota kottopa HepG2 (Ki > 160 uM).

Avtuki dpaen: n entecavir avéotethe ) ovvleon tov DNA tov HBV (50% peioon, ECso) ot o
ovykévipmaon 0,004 UM ce avBpomiva kdttapa HepG2 mov éxovv poAvvoel pe emBetikd THTO TOVL
HBV. H duapeon tun ECso yo v entecavir évavtt tov LVDr HBV (rtL180M ko rtM204V) ftav
0,026 pM (ebpoc 0,010 - 0,059 pM). Kmdikomoinon vroKaTtacTAcE®V OVAGUVIVUGUEVOVY 1OV |UE
avtiotaon otny adefovir gite oto MN236T 1 oto rAL81V mapéusvav ohokAnpmtikd gvaichntotl otny
entecavir.

AvéAivon g avaoTalTikng dpdong g entecavir &vavtt opuadog epyacTnpLoKd Kot KAVIKG
OTOUOVOBEVTOV TPOIOVIMV, YPTCLLOTOUDVTAG TOKIALL KVTTAP®V Kol GuVONKOV avdAvong, anédwaoe
Tipég ECso mov xopaivovtay and 0,026 £wg > 10 pM- o1 yauniotepeg Tyég ECso mapatnpnOnioy dtav
YPNOOTOMONKAY UEI®UEVO ETITESA TOV 100 GTOV TPOGAIOPIGUO. XE KLTTOPOKAAAEPYELD, 1) entecavir
enéleEe vmokataotacn M1841 6g Lukpopoplakéc CLYKEVTPMOGELS, EXPEPAULDVOVTOC OVAGTUATIKY TTiEOT
o€ VYNAEG ovuykevipaoelg. O maparlayég tov HIV mov mepieiyav v vrokatdotaon M184V &dei&av
ueiwomn gvocnoiag oty entecavir (BAéne mapdypago 4.4).

e mpocdlopiopovg cuvdvacpod HBV og kuttapokaiiiépyeta, ot apmakafipn, S1davosivn,
Aappovudivn, otafovdivn, tevopofipn 1 (idoPovdivn dev Ntav aviayovioTikég g avti-HBV dpdong
™G entecavir yio, po eupeio, TEPLOYN CLYKEVIPOGEMYV. Xe avTikovg tpocdlopiopovg HIV, i entecavir
0€ LWKPOUOPLOKES CUYKEVIPADGELS 0V NTAV avTayOVIGTIKN oty avti-HIV dpdon avtdv tov €€
NRTIs 1} Tng emtricitabine og KutTapokoAMEpyELa.
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AvTioTOo1 6TV KUTTAPOKOAMEPYELH: OYETIKOL [iE TOV emBeTikd TOmo HBV, LVDr 101 mov
nePIEYOLV TIg vtokataotdoelg rtM204V kot rtL180M evidc g avacTPOPNG LETOYPOPAGT|C
Katadetkvoouy 8-mhdoia petmpévn evaisbnoia oty entecavir. Eicaywyn emmAéov petafoidv
TOVETV auvo&éwv rtT184, rtS202 1 rtM250, peidvel v evarcOnoio évovt g entecavir oe
KuTTopoKaAAEPYELd. O1 VTTOKOTAGTAGELS TOV TapATNPNONKAY GE KAMVIKA ATOHOVOUEVO TPOIOVTOL
(rtT184A,C,F, G, I, L, M1 S rtS202 C, G 1 I" f/xau rtM2501, L 1 V) peioocov nepartépm tnv
evatetnoia Evavtt e entecavir katd 16 £og 741 @opéc, oe oxéon e tov embetikd Tomo 100, Ot
vrokatactdoelg ETV povo ota vmoleippoto rtT184, rtS202 ko rtM250 éyovv pétpra enidpaon oty
evatoncia évavtt g entecavir, kot dgv £xovv mapatnpndei anovoio vrokatacticewv LVD, og
neptocotepa and 1000 delypota acbevav, tov onoiov tpocdiopictnke 1 oAiniovyia. H avtoyn
EMTLYYAVETOAL UE TI] LECOAAPNON UELOUEVIC GUVOEGT|C TOL OVAGTOAEN GTNV CAALOIOUEVT] AVTICTPOPT
petaypagdor tov HBV, kat o avBektikdc HBV epopaviletl peiopévn tkavotnto ToAAATAAGIOGHOD GE
KUTTOPOKOAAIEPYELQL.

Kl gpmerpia: n anddeién g oeéreing Paciletatl o€ 16TOAOYIKES, LOAOYIKES, Bloynpucés Kot
oporoykég avtamokpicels petd and Bepaneio 48 efdopadmv oe evepyd eAeyyOUEVEG KALVIKEG SOKIUESG
oe 1.633 evilkeg pe ypovia Aoipmén nratitidag B, £voei&n ukng avtypagnig Kot avTippomoduevn
nroatiky voco. H acedleto kot amotelecpatikdtnta g entecavir a&loloynnkay eniong oe o
evepyd eleyyopevn perétn pe 191 acbBeveic pe HBV pe pun-avtippomodpevn Nrotikn voco Kot 6
68ac0eveic pe ovvodovg Aoméelc HIV kot HBV.

e peréteg oe acbeveic e OVTIPPOTOVUEVT NITATIKN VOGO, MG 16TOAOYIKY| BeATimon opicOnie 1
ueiwon katd > 2-faduove ot Pabuoroyia vékpwong ereypovic kotd Knodell amo v évapén ympig
ueiwon g Pabuoroyiag tng ivmong kotd Knodell. Ot avtamoxpicelg tov acbevov ue Babuoloyia
‘Tvwong katd Knodell otny évapén 4 (kippmon) ftav GLYKPIGIUES LE TIG GUVOMKES OVTATOKPIGELS GE
oML TOL LETPA OTOTEAESUATIKOTNTAG (OAOL 01 acBeveig iyav avtippomovuevn nratikny voco). Ot
vynroi Babuoi vékpwong ereyuovig katd v évapén (> 10) kotd Knodell oyeticbnkav ue
UEeYOADTEPT 16TOAOYIKT| PeATiOON oTOVG 0IoBeveig ympic Tponyobuevn Bepaneio pe vovkieosidta.
Enineda ALT > 2 popég ULN katd v évapén koaw HBV DNA < 9,0 logio avtiypapo/ml katd thv
évapén, oyxeticOnkav Kot o 600 e VYNAOTEPO TOGOGTA 10A0YIKN G avtamokpiong (ERSoudda 48 HBV
DNA < 400 avtiypagpo/ml) oe HBeAg-Oeticoig acOeveic yopic mponyoduevn Oepomeio pe
voukAeooidia. AveEdptnta and Ta YapaKTNPIGTIKA KOTd TNV Evapén, 1 TAELOVOTNTO TV 0cOEVAOV
£0e150v 10TOAOYIKT] Kol LOAOYIKT avTamdkpion ot Oepamneia.

Eurcipio oe acOsveic ywpic mponyoduevy Ospamelo ue vovkAeooiolo ue ovTippOTOOUEVY NTOTIK]] VOOO:
Amoteléopata otig 48 gfdopades, SImAd TVEAGOV pEAET®Y TToV GuyKpivovy v entecavir (ETV) pe
Aapupovudivn (LVD) og Beticovc HBeAg (022) kot apvntikove HBeAg (027) acBeveic mapovoidlovral
GTOV TVOKa.
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Xwpic Tponyoduevn Oe

pomeio e VOUKAEOGIO10

HBeAg Oetikdg HBeAg Apvnrikdc
(uerétn 022) (nerétn 027)
ETV LVD ETV LVD
0,5mg e | 100 mg piee | 0,5 mg o | 100 mg po
Qopd Vv Qopd, TV Qopd Vv Qopd TNV
nuépa nuépa nuépa nuépa
n 3148 3142 296° 2878
Iotoloykn] Pertioon® 72%* 62% 70%* 61%
Beltioon Poaduoroyiog ivoong Ishak 39% 35% 36% 38%
Emdeivoon Boabuoloyiog ivwong Ishak 8% 10% 12% 15%
n 354 355 325 313
Meiwomn ukov poptiov -6,86* -5,39 -5,04* -4,53
(log1o avtiypagpa/ml)°
Mn-aviyvevoio HBV DNA 67%* 36% 90%* 2%
(< 300 avrtiypaga/ml xatd PCR)C
Oporonoinon ALT (<1 gopég ULN) 68%* 60% 78%* 71%
HBeAg Opopetatpomn 21% 18%

*un p évavt Aoppovdivng < 0,05

2 aobeveig pe aglohoynowun wotoroyio katd v évapén (Babudg Néxpwong ereypovig katd Knodell > 2)

b ¢va TpoTAPYIKO KOTOANKTIKO onpEio

¢ mpocdropiopdg Roche Cobas Amplicor PCR (LLOQ = 300 avtiypagpo/ml)

Eurcipia og aobeveic avOsktikoic otn Aauiffovdivy ue avtippomodusyy otk Vooo.

g o Tuyotomomuévn, SMAG-TVAN puekétn oe Beticovg HBeAg acbeveig avBektikong ot
AapPovdivn (026), mov To 85% twv acbevav mapovsialov petodlaéels LVDr kotd v évapén, ot

acBeveig mov ehduPavav AapPovdivn kotd v Evraén ot ueié eite dAlalov o entecavir 1 mg pua

Qopa TNV NUEPA, Ywpig ovte mepiodo KaBapong ovte mepiodo emkdivyng (N = 141),  cuvéyioav pe
AapBovdivn 100 mg pa opd v nuépa (n = 145). Ta anoteréopota Tov 48 fdouddwv

apovcildloviotl 6Tov TivaKa.

AvBektikoi otn Aapifovdivn
HBeA(g Oetikoi (uerétn 026)
ETV 1,0 mg pia popd LVD 100 mg pa eopd
™mv nuépa ™mv Nuépa
n 1242 1162
Iotoloyikn Pertioon® 55%* 28%
Beltioon Babuoroyiag ivoong Ishak 34%* 16%
Emdeivoon Babporoyiog ivmong Ishak 11% 26%
n 141 145
Meiwomn ukov poptiov -5,11* -0,48
(logio avtiypaga/ml)°
Mn-aviyvedoo HBV DNA 19%* 1%
(< 300 avriypaga/ml xatd PCR)C
Oporomoinon ALT (< 1 popég ULN) 61%* 15%
HBeAg Opopetatponn 8% 3%

*un p évavtt Aopovdivng < 0,05

2 aoBeveig pe a&lohoynoun totohoyia katd v évapén (Babuog Nékpwong heypovig katd Knodell > 2)

b ¢va TpoTaP)IKO KOTOANKTIKG onpeio

¢ mpoodropiopdg Roche Cobas Amplicor PCR (LLOQ = 300 avtiypagpo/ml)

Anoteléouora wépay twv 48 gfdouadwy Bepomeiac:

H Bepameio dexomn dtav kavomomdnkoy tpokadopiouévo kpitiplo amokpiong otig 48 efdouddsg 1

KaTd TN O1GpKELD TOV devTEPOL EToVC Bepameioc. Kpitnplo amdkpione Tov 10A0YIKN KATAGTOAT TOV
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HBV (HBV DNA < 0,7 MEg/mI and to bDNA) kot andrieia HBeAg (o HBeAg betikovg aobeveic) 1y
ALT < 1,25 gpopéc tnv ULN (oe HBeAg apvntikoic acleveic). Acbeveic mov aviomokpivovrol
napakolovOOnkay yio emimhéov 24 efdopddeg extog Bepaneiog. Ot acbeveig mov TAnpodoay Ta
KPLTAPLO. LOAOYIKNG OAAG Oyl OPOAOYIKNG OmOKPIoNC, GLVEXIGAY TNV TVPAN Bepaneia. Tovg acbeveig
OV O&V TAPOVGIAGAV LOAOYIKN amoOKploT 600nKe evaliaktiky Oepaneio.

Xaplic mponyoduevy Oepameio pe vovkleoaioio:

HBeA(g bsticoi (nerétm 022): n Bepancio pe entecavir £og kot yio 96 gfdouadeg (N = 354) gixe g
anotéleopa 80% abpoiotikn cuyvotnta amodkpions yioo HBV DNA < 300 avrtiypagpo/ml xaté PCR,
87% vy v opohomoinor g ALT, 31% ywo HBeAg opopetatponn kot 2% Y10 OpOUETATPOT
HBsAg (5% yw amdieto HBSAQ). I'a T Aapifovdivn (n = 355), ot aBpoioTikéc cuyvoTnTES
andkpiong oy 39% yua tov HBV DNA < 300 avtiypaga/ml kotd PCR, 79% yio tv opolonoinon
g ALT, 26% ywo HBeAg opopetatpornn, kot 2% yia opopetatponny HBSAG (3% yio anmdAieia
HBsAQ). Z1o télog ¢ docoloyiag petald tav actevov mov cuvéyicay ) Bepoameio mépav TV

52 gfdopddmv (duapeco ddotnua 96 efdopadwv), to 81% twv 243 acBevav mov Edafav entecavir kot
70 39% tov 164 acBevdv mov Ehafav AapBovdivn eixyav HBV DNA < 300 avtiypoaga/ml katd PCR
ev M oparomoinon g ALT (<1 gopéc ULN) mapatnprinke oto 79% avtdv mov Elafov entecavir
Kot 6To 68% TV 0cbevdv mov Eafav Aapiovdivn.

HBeAg apvntikoi (ueiétn 027): n Bepaneio pe entecavir émg kot 96 gfdouddsc (n = 325) eiye wg
amotédeopa 94% cuyvotnteg abpototikng amokpiong yio. tov HBY DNA < 300 avtiypago/ml kotd
PCR ka1 89% yia tnv oparonoinon g ALT évavtt 77% ywo tov HBV DNA < 300 avtiypago/ml amd
70 PCR kot 84% ywo v opokomoinon g ALT yia toug acBeveig mov Erafav Aopovdivn (n = 313).
T'o 26 aoBeveic mov Elafav entecavir ko 28 wov Edafav Aaufovdivr, Tov cuvéyicay ) Bepansio
népav Tov 52 gfdopddmv (Sidpeco ddotnua 96 £fSopdades), To 96% avtdv mov Elafav entecavir kot
10 64% avtdv mov Elafav AapBovdivn eiyav HBV DNA < 300 avtiypapo/ml katd PCR oto téhog
g docoroyiag. H oporomoinon mg ALT (£ 1 popég ULN) mapatnprnke 6to 27% avtdv mov
éhafav entecavir kot 610 21% tov acbevov mov Elafav Aapovdivn 61o TéA0G TG d0c0A0YiaC.

I"oa tovg acbeveic mov ekTANP®SAV To KABOPIGUEVE, 0Td TO TPOTOKOALO KPLTHPLA, 1| OTOKPIOT
dtanpnOnke og OAN TV TEPiodo mapakoroHOnong tov 24 efdopddmv petd t Oepaneio 6to 75%
(83/111) awtddv mov avtomokpibnkav oty entecavir évavt 73% (68/93) dcwv avtomokpifnkay ot
AapuBovdivn ot pedétn 022 ko 46% (131/286) dcwv avtanokpifnkav otnv entecavir évovet 31%
(79/253) 6cwv avtomokpiOnkav ot AoutBovdivn ot uedétn 027. Ty topak0Aovdnoen Letd
Oepaneia, otig 48 gfdopadec, Evag onuoviikds apduds HBeAg apvntikdv acBevodv otopdmoe va
avtomokpiveTat.

Amoteréopato Ployidv fratog: 57 acbeveig amod Tig kopieg peréteg 022 (HBeAg Oetucot) ko 027
(HBeAg apvnrikoi) og acbeveig ywpic mponyoduevn Bepancio pe voukAeooidio, Tov mepteAnpdnoay
o€ LOKPOYPOVIO LEAETT GuVENIoNG TNE Oepameiog, a&loloynOnKay yio LUKPOYPOVIES EXITTOCEL GTNV
totoloyia Tov Aratog. H d6om g entecavir rav 0,5 mg nuepnoing otig kKopleg peréteg (uéon £kbeon
85 gfdopadmv) kot 1 mg nuepnoimg otn pekétn cuvéyiong g Beponeiog (péon éxbeon 177
efdopdowv), evd 51 acbeveig otn pekétn cvvéyiong g Bepaneiog Elafav apyikd eniong AapiPovdivn
(d1dpeon ddpketa 29 gfdopuddmv). Amd owtovg Tovg acbeveig, 55/57 (96%) giyav 1oTOAOYIKN
Bedtioomn 6nmg opiotnke Tponyovuéveg (BAETE avatépm) kot 50/57 (88%) elyav peimon > 1 povddag
ot Baduoroyia ivwong Ishak. T acOeveis pe apywcn Babporoyia ivmong Ishak > 2, o1 25/43 (58%)
elyov pelowon = 2 povadwv. Orot ot acBeveic (10/10) pe mpoywpnuévn tvwon M kippwon kotd v
évapén (Pabuoroyia ivwong Ishak 4, 51 6) eiyav peioon > 1 povadag (n ddueon peioon amd ™myv
apyn T nrav 1,5 povadec). Otav dievepyndnke n poxpoypovia Proyia, kot o1 57 acBeveic elyav
HBYV DNA < 300 avtiypagpo/ml kot 49/57 (86%) giyoav ALT opov < 1 popég ULN. OAot o1 acOeveic
napépevay Betikol yio HBSAQ.

AvOextirol oty lopfovdivy.:

HBeAg Oetikoi (uedétn 026): 1 Bepamneio pe entecavir Emg kat yia 96 gfdouddeg (N = 141) eiye og
amotédeopa 30% cvyvotnteg abpototikng amodkpiong yio. tov HBY DNA < 300 avtiypape/ml kotd
PCR, 85% vy tnv oparomoinon tg ALT ko 17% yio HBeAg opopetatpont.
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I tovg 77 aoBeveic mov cuvéyioav ) Oepaneio pe entecavir tépav tov 52 gfdopddwv (didueco
ddotnua 96 gfdopadwv), o 40% twv acbevav giyov HBV DNA < 300 avtiypaeo/ml katd PCR kot
10 81% eiyov oporomoinon g ALT (£ 1 popéc ULN) 610 1€h0g ¢ docoroyiag.

Hhukio/pdro:
Agv vnpEe pavepn Slapopd 6TV amoTeELecaTIKOTNTO TNG entecavir pe Baon to oo (= 25%
YOVOIKEG OTIC KAVIKEG doKIéEG) 1 TV NAkia (= 5% tev acBevav > 65 ypovav).

Eidixol mAnBoopol

Aaobeveig ue un-avuppomroduevy nrotikn vooo.: ot perét 048, 191 acbeveic pe HBeAg Betikn 1
apvnTikn xpovia Aoipmén HBV kot ototyeio nrotikng un-avipponnong, mov opiletot pe dgiktn CTP
7 vynAdtepo, Elafav entecavir 1 mg o eopd v nuépa 1 adefovir dipivoxil 10 mg o eopd v
nuépa. Ot aoBeveic Ntav gite ympic Tponyoduevn Bepancia HBV 1 mtpwv ) Bepaneio (amoxieiovtag
v mpo-Bepancio pe entecavir, adefovir dipivoxil, 1 tenofovir disoproxil fumarate). Katd v évapén,
ot acBevelg elyov péco deiktn CTP 8,59 kot 26% tov acbevav ntav CTP kidong C. O pécog deiktng
Katd v évapén tov Movtérov yia to TeAucd Z1ado Hratikng Nocov (MELD) fjtav 16,23. O péoog
opdc tov HBV DNA péow PCR ftav 7,83 logio avtiypoago/ml kou 1 péon ALT otov opd yTav 100 U/
I. To 54% tov acBevav frav HBeAg Betivoi, kot to 35% tov acbevav eiyov vrokatactdosig LVDr
Kotd v évapén. H entecavir ntav avatepn tov adefovir dipivoxil yia to k0pto kataAnktikd onpeio
OTOTELECLLATIKOTNTOG OTT PECT] HETOPOAN Ao TNV apykn Tiun otov opd tov HBV DNA péom PCR
Kot TV gfoopdda 24. Ta amoTEAEGUATO Y0 ETAEYUEVEC TAPUUETPOVS LEAETNC TIC EfdOpadEG 24 Kot
48 paivovtol otov mivaka.
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EBdopdda 24 EBdopdda 48
ETV Adefovir ETy | Adefovir
Dipivoxil Dipivoxil
1mg 1mg
o Qopa TNV 10mg o opa TNV 10mg
K r(]pu ?ﬁ) " N Lo opa TV H T;Pu g) " N Lo, opa TV
nuépa nuépa
n 100 91 100 91
HBV DNA®
Hocrsocr(') un a\élxvs{)mua (<300 49%* 16% — 20%
avtiypopa/ml)
Méon ahorvh amd .
go oAhoyi and v vapen 4,48 3,40 4,66 3,90
(logio avtiypapo/ml)
Xtabepd 1 Pertiopévo deiktn cTpho 66% 71% 61% 67%
Agixtng MELD
Méon arhayy omd v évapén 7 -2,0 -0,9 -2,6 -1,7
Andhreo HBsAg P 1% 0 5% 0
Oparomoinon Tov:°
ALT (<1 X ULN)P 46/78 (59%)*| 28/71 (39%) |49/78 (63%)* | 33/71 (46%)
AAPoopivn =1 X LLN)B 20/82 (24%) | 14/69 (20%) | 32/82 (39%) |20/69 (29%)
XoiepoOpivn (<1 X ULN)B 12/75 (16%) | 10/65 (15%) | 15/75 (20%) |18/65 (28%)
Xpdvog ITpobpopfivng (<1 X ULN)P | 9/95 (9%) 6/82 (7%) 8/95 (8%) | 7/82 (9%)

“mpocdiopiopog Roche COBAS Amplicor PCR (LLOQ = 300 avriypaga/ml)

B NC = F (noncompleter = amotvyia), mov onpaiver Stoxonn Oepomeiog Tpv amd v efdopndda avéAivong,
GUUTEPIMOUPAVOUEVOV TOV AOYOV OTT®G 0 OAvaTog, 1) EAAELYT OTOTEAEGUATIKOTNTOG, AVETIOVUNTO GUUBAY, N
GUULOPPOCT/OTMAELN G TapakoAoDOn o, vodoyilovtar og amotuyieg (.., HBV DNA > 300 avtiypago/ml)

v NC=M (noncompleters=ancv)

3 Opileton wg peimon f un adhoyr omd v évopén oe deikn CTP.
¢ Méoog deiktng MELD katd tmv évapén firav 17,1 yia ETV ko 15,3 yo adefovir dipivoxil.

STopovopactg etvar ac0eveic e un eUGIOAOYIKEG TIHEG KaTd TNV £vapén

*p<0.05

ULN=avatepo puotoroyikod 6pto, LLN=katdtEp0 PuG10A0YIKO Oplo.

O ypovog péxpt v évapén tov HKK 1 tov Bavdarov (6moto cupPet mpdto) ftav cuykpicipog otig 600
ouddeg Oepanciog. Katd tn didpketo tng perétng, to mocootd Oavatov abpototikd frav 23% (23/102)
kot 33% (29/89) yia Tovg acbeveic mov Elafav entecavir kot to adefovir dipivoxil, avtictoya, kot ta
afpototikd nocootd twv HKK frav 12% (12/102 ) kor 20% (18/89) yia tnv entecavir kou adefovir
dipivoxil, avtictoyya.

INoa tovg acbeveic pe vroxotaotdcelg LVDr katd tv évapén, 10 1060616 TV acbevav ue HBV
DNA <300 avriypaga/ml itav 44% yo tnv entecavir kot 20% yio to adefovir katd v efdopdda 24
Kot 50% yuo entecavir kon 17% yia to adefovir v efdopdda 48.

Aobeveic ue avvooovs Aouwders HIVIHBV mov Aoufdvovv wopaiinioa HAART: n perétn 038
neperdpPove 67 HBeAg Betucovc kan 1 HBeAg apvntikd acBevr| pe ouvodod Aoipmén HIV. Ot
acBOeveic siyav otabepn ereyyoduevn Aoipwén HIV (HIV RNA < 400 avtiypaga/ml) pe
vrotponidlovca wupio HBV og Bgpancutikd oyfuo HAART mov mepielauPave Aapfouvdivn. Ta
oynpato HAART dev mepieddpfovav emtricitabine 1 tenofovir disoproxil fumarate. Katd v évapén
ot acBeveic mov Elafov entecavir Topovoiacoy pio Siauecn didpkelo Tponyoduevng Bepaneiog pe
appoudivn 4,8 etdv kou didpeon Tufy CD4, 494 wotrape/mm? (ue pdvo 5 acdeveic pe apdud CD4
< 200 xotropa/mmd). O acleveic cuvéyioay to Oepamentikd oyfpa ue AapBovdivn kot
KatatdyOnkov va tpocbécovv gite entecavir 1 mg o @opd v nuépa (N = 51) 1 eiovikd gappoko
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(n=17) ywa 24 gfdopddeg akorovBovuevo amd emmiéov 24 gfdopddec katd tnv omoia OGAoL ELafav
entecavir. Xtig 24 gfdopnddec N peimwon tov tkov eoptiov Tov HBV ftav onuavtikd peyolvtepn pe
v entecavir (-3,65 évavtt adénong katd 0,11 logie avtiypapa/ml). I'a tovg acbeveic mov apykd
Katet@ynoov ot Oepaneia pe entecavir,  peimon tov HBV DNA o1ic 48 gfdopddec nrav

-4,20 logio avrtiypapo/ml, n oparomoinon g ALT napovoidodnke oto 37% tov acbevav pe un
evotohoytkn ALT katd v Evapén kot kavévag amd Toug acbeveig dev métuye opopetatponry HBeAg.

Aobeveic ue ovvooovs Aouadeic HIVIHBV mov de Laupavovy mopalinio HAART: 1 entecavir dev éyet
a&loroynBei og acbeveig pe ouvodovg Aotuméels HIV/HBV mov g Aappavovv mapdiinio
arotereouatikny ayoyn HIV. Meawceig HIV RNA €yovv avapepOel og acbeveic pe cuvodong
rouméeig HIV/HBY mov Aapfavovy povobepaneio entecavir yopic HAART. e opiopéveg
TEPUTTMOELS, £XEL TopoTnpnOel emhoyn g maporlayng M184V tov HIV, mov éyerl emmiokéc otnv
emhoyn tov oynuatov HAART 115 onoieg pmopel va Adafet perrovtikd o aobevng. Katd cvvéneia, n
entecavir dgv mpémel vo ypMoonolEitan o' avTéG TIg oVVONKES AOY® TN TOAVOTNTAG AVATTUENG
avtiotaong tov HIV (BAéne mapdypagpo 4.4).

ANTTeg HETOUOGYEVONS NTOTOS: 1) UCPAAELD, KoL OTOTEAECUATIKOTI T TNG entecavir 1 mg pio popd v
nuépa agoroynnkay o pio povod okEAOVG peétn oe 65 aoBeveic mov Ehafav HOGYEV A NTOTOC Yol
eMMAOKES TNG XpOViog Aoipwéng HBV kot eiyav HBV DNA <172 IU/ml (nepimov 1000 avtiypoaga/ml)
Katd ™ petapdoyevon. O mAnbuopdg g pekémg frav 82% avdpeg, 39% Kavkdoiot, kot 37%
Actdteg, ue péoo 6po niikiog ta 49 £m: 89% twv acbevav giyav HBeAg-apvntikh voco Kotd v
petapooyevon. Amo toug 61 acbeveig mov a&loroynOnkav yio anotedeopotikotnto (EAafav entecavir
yio tovAdyrotov 1 piva), 60 eniong éhapav avocoseaipivi nrotitidag B (HBIQ) wg pépog tov
OepamenTIKoy GYNUATOG Yiot TNV TPOPOAAEN UETE TN pETaudoYELOT. ATd avTovg Tovg 60 acbeveic, o
49 &.oPav yio mepiocdtepo amd 6 prves v Bepoaneio g HBIG. Tnv EBdopdda 72 petd v
LETAUOCYEVOT], Kapio amd TIg 55 mapatnpovpEVEG TEPUTTAOGELS Oev lye 10A0YIKN vrotponn T HBV
[optlousvn wg HBV DNA >50 1U/ml (mepimov 300 avtiypagpo/ml)], kot dev vanpée kapia
avapepOeion 1OAOYIKT VITOTPOTT| TNV GTIYUN TOL EAEYYOL Y10 TOVG LOAOITOVG 6 acbeveic. Olot o1 61
acBeveic elyav andieio HBSAQ petd v petapdcsygvon, kot 2 amd avtovg Eywvav apyotepo HBSAg
Betikol mhpa ™ dwarthpnon un avyvedoiwov HBV DNA (<6 IU/ml). H cuyvotnta koi i goon tov
AVETBOUNTOV EVEPYEIDY GE QLTI TNV UEAETT NTAV GOUPOVEG JLE EKEIVES TTOV AVOUEVOVTUL OE
acBeveic mov &govv voPANBel o€ PETANOGYEVOT NTOTOG KO TO YVAOOTO TPOGIA ac@aieiog TG
entecavir.

Houidrazpirog ninBoouog: H perétn 189 givor pio vmo eEEMEN perétn g aopaielog Kot g
OTOTELECLLATIKOTNTOG TG entecavir og 180 mandid kan epnfovg ympic ponyoduevn Bepaneia pe
vovkheooidta, nikiog omd 2 £og < 18 et@v, ue HBeAg Oetikn ypovia Loipmén nrotitidoc B,
avTippomobuevn NTatikn voco katl avénuévn ALT. Ot acBeveic tuyatomomOnkay (2:1) oe Aqym
Tvpromompévng Bepamneiag pe entecavir 0,015 mg/kg éwc 0,5 mgmuépa (N = 120) 1} pe gikoviko
eappako (N = 60). H tuyatonoinon otpopatonomdnke avd nikiokn oudoa (2 £mg 6 £, > 6 £mg

12 &t ko> 12 ém¢ < 18 ). Ta onpoypaikd otorygio Kot ta yopaktnplotikd g vosov HBV katd
v €vapén NTav cuykpicya Heta&d Tov 2 BepamenTikdv oKeEA®V 68 OAES TIg NAKIOKEG opadec. Katd

mv évtaén ot uerén, to péco HBV DNA nftov 8,1 logio TU/ml kot péon ALT frav 103 U/l yio

O6A0 Tov TANBLoud TG nelétnc. Ta amoteAéoparta yio To KOPLo KOTOANKTIKE onueio aopaielog Tnv
EBdopdda 48 xar EBdopndada 96 mapovcialoviol Topakdto.

Entecavir Ewoviké oappoxo™
EBdopada 48 EBdopada 96 | ERdopdada 48
n 120 120 60
HBYV DNA < 50 IU/mL o 24.2% 35.8% 3.3%
opopetorponi? HBeAg
HBV DNA <50 IU/mL? 49.2% 64.2% 3.3.%
Opopetatporn® HBeAg 24.2% 36.7% 10.0%
Oparomoinon? ALT 67.5% 81.7% 23.3%
HBYV DNA <50 IU/mL?
Apywo HBV 82.6% (38/46) 82.6% (38/46) | 6.5% (2/31)
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DNA < 8 logio IU/ml

Apyiké6 HBV DNA 28.4% (21/74) 52.7% (39/74) | 0% (0/29)
> 8 logio IU/ml

aNC=F (un oAokAnpopévo=anotuyia)

* AcOeveig TuyaomTomMEVOL GTO EIKOVIKO PAPLOKO TOV deV glxav opopetatponn HBe- £wg v efdopndda 48 yopioav cg
avouyyth HeAETN pe entecavir yua tov devtepo xpdvo g perétng. T to Adyo avtd cuykpriikd dedopéva Tuyaronoinong eivat
Swbéoa povov mg v EBdopdda 48.

H a&ohdynon g nandiatpikng avtiotaong Paciletar oe dedopéva amd modaTpikods acbeveig mov
dev giyav AdPel mponyovuevn Bepameio pe vovkdeoaidla pe Oetikny HBeAg ypovia Aoipwén ue HBV
og dVo ev e€erifel kKhvikég peléteg (028 kat 189). Ot 600 pehéteg moapéyovv dedopéva avOeKTIKOTNTOC
an6 183 acbeveic mov EhaPav Bepaneia Kot TapakorovdnOnkav 1o 'Etog 1 kot 180 acBeveic mov
EhaPav Bepameio kot mopakorovdnOniay to ‘Etoc 2. IpaypatoromOniay yovotumikég a&loAoynoelg
og 6A0VG ToVg aoBeveic ue dabéotua detyparta mov giyov 10loykn dwapuyn 1 HBV DNA > 50 1U/ml
v EBdopdda 48 1 tnv ERdopdada 96. Katd tn dudpketa tov Etovg 2, aviyvedbnke yovotumikn
avtiotaon oty ETV og 2 acBeveig (1,1% abpoiotikr mbavdtra aviictaong ot didpkela tov Etoug
2).

Klviki avriotaon og Evijlikeg: o1 acOeveic otig khvikég pehéteg mov éhafav entecavir 0,5 mg
(xopic Tponyovuevn Bepamneia pe vovkieosidw) 1 1,0 mg (avBexticol otn AapPovdivn) Kot Le pio
uétpnon PCR HBV DNA v 1 petd v EBSoudda 24, katd ) didpkela g Oepaneiog,
TopoTnPENONKAY Yo avtoyn.

Y11c peréteg achevav yopic mponyoduevn Bepaneio pe vovkieosion, £mg tnv ERdoudda 240 ta
yovotumika otolyeio vrokatactdcemv ETVr ota rtT184, rtS202, | rtM250, npocdiopictnkay o 3
acbeveig mov Edafav entecavir, 2 and Tovg 0moiovg EpEAVIGAY 1OAOYIKN dlapuyn (BAETe Tivaka).
AVTéG 01 VTOKOTOOTAGELS TapoTNPHONKAY HOVOV Tapovsio vokatoctdoemy LVDr (rtM204V kot
rtL180M).

EppoviCopevn T'ovotvomikr Avtoyr oty Entecavir Emg 1o 50 "Etog, Meléteg Xmpig
[Tponyovuevn Oepamneio pe Novkieosidw

‘Brogl | Etog2 | 'Eroc3* | Etog4* | "Etog 5

Acbeveig vid Bepomeio kot 663 278 149 121 108
Tapakorlovinon yu avroxf]B
AocOgveig To cuykekpiuévo £Tog pe:

- eppovi{opevn yovotomky ETVrY 1 1 1 0 0
- yovotumikny ETVIY pe 10Aoyikn 1 0 1 0 0
drapuyR®

ABporoTiki mOavoTNTA Y10

- gppavifouevn yovotvmiky ETVrY 0,2% 0,5% 1.2% 1.2% 1.2%

- yovotumiki) ETVIY pe pe 1ohoyikn 0,2% 0,2% 0,8% 0,8% 0,8%
drapuyn°
¢ To amoteléopato avtavakiovy yprion 1 mg entecavir yua 147 and 149 acBeveic oto 30 "Etog kot Y10 GAovg tovg
acBeveic 610 40 ko 10 50 Etog, kabhdg kot cuvdvaopévng Oepaneiag entecavir-AopBovdivng (axorovBovpevig omd
pakpoypovio, Ogpamneio pe entecavir) yia diapeon didpkeia 20 efdopdadov, yio 130 and 149 acbeveic oto 30 Etog kat
yw 1 gfdopdda yua 1 and 121 abeveig oto 40 'Etog, oe pedétn ouvéyiong Oeponeiog.

P Toumeprappéver acOeveic pe po tovddyictov pétpnon HBV DNA péoo PCR katd ) Sidpkeia g Oepomneiog, v
1 petd v efdopndda 24 Emc v efdopdada 58 (Etog 1), petd v efdopdda 58 £wg v efdopdda 102 (Etog 2), petd
v gPdopdda 102 éwg v efdondada 156 (Etog 3), petd v efdopdda 156 £mg v efdopdda 204 (Etog 4), 1 petd
v efdopdda 204 Emc v efdopdada 252 (Etog 5).

Y Ot acbeveig €yovv emiong vrokatactdoelg LVDr.

8 >1 logio avEnon and 1o vadip oto HBV DNA pécwm PCR, emiBeBaiopévo and oAAnodiédoyeg Hetpioelg 1 610
TENOG TOL YPOVIKOD SLOCTNILOTOGC.

Ot vrokartactdoelg ETVr (emmiéov tov vrokatactdcemv LVDr rtM204V/1 + rtL180M)
nopatnpiOnkav Kotd v Evapén og tpoidvta amopovemons amd 10/187 (5%) acBeveig ovBekTikovg
otn AapuBovdivn, mov Edafay entecavir kot TapatnpONKoV Yo avToyr], VTOSEIKVOOVTAS OTL
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wponyobuevn Bepameia e AapPovdivn givarl Suvatd va eMAEEEL QVTEC TIC OVOEKTIKEG VITOKATACTAGELS
Kot Ot vIhpyovy og yaunAn ovyvotnta mpwv T Oeponcio pe entecavir. 'Ewg v ERSouddo 240, 3 and
tovg 10 acbeveic eppdvice 10roykn dtapoyn (avénomn > 1 1ogie ndve amd to vadip). H eppavilopevn
avtoyn oty entecavir oe peiéteg pe acbeveic ovhextikovg ot AapPovdivny émg v ERdoundda 240
ToPOLGIALETOL TEPIANTTIKG GTOV TIVOKOL.

Tovotumikn Avtoyn oty Entecavir Emg to 50 'Etog, Mehéteg pe acbeveig AvBektikong otn
Aouifovdivn

‘Etogl | 'Erog2 | 'Etog3" | 'Etog4® | 'Etog 5"

AocbBeveic vmd Bepameio kot 187 146 80 52 33
TopoKoAOVONON Yo ocvroxﬁB
Ao0gveic To cLYKEKPLUEVO £TOGC pE:

- gppovi{opevn yovotomky ETVrY 11 12 16 6 2
- yovotvmikn) ETVI ue 10hoyikn X 148 13¢ o T
drpuyn®

ABporsTiki mOBavétTyTa Yo

- enoaviCopevn yovoromuh ETVIY | 6.2% 15% | 36,3% | 46,6% | 51,45%

- yovotomkn) ETVI pe pe tohoyuen | 119%6° | 10,7%° | 27%° | 41,3%° | 43,6%°
dropuyn®
¢ Ta anoteléopato. ovTovokAovv xpron cvuvdvacuévg Bepomeiog entecavir-Aapipovdivg (axorlovbovpevng ard
pokpoypovia Oepameio pe entecavir) yua didpeon didpreio 13 efdopddov yia 48 and 80 acbeveig oto 30 Etog,
Suapeon ddpketa 38 efdopadmv yio 10 amd 52 acbeveig oto 40 'Etog kot yio 16 gfdopddes yio 1 and 33 acbeveig 6to
50 'Etog, o€ perétm cuvéyiong Bepaneiog.

B Zvumepihappaver acdeveic pe wo tovddyiotov pétpnon HBV DNA pécw PCR katé ) Sidpketa g Oepameiog, v
N petd v efdopdda 24 £wg v efdopdda 58 (Etog 1), petd v efdopdada 58 Emg v efdopdda 102 (Etog 2), petd
v gPdopdda 102 émwc v efdondada 156 (Etog 3), petd v efdopdda 156 £wg v efdopdada 204 (Etog 4), 1 petd
v efdopdda 204 mg v gfdopdda 252 (Etog 5).

Y O aocBeveic £xovv emiong vrokataotdoes LVDr.

¥ > 1 logio adénon amd to vadip oto HBV DNA pécw PCR, emiBeBfaiopsévo amd aAiniodiddoyeg petphiosis 1 610
TEAOG TOV YPOVIKOD SLOGTHILOTOG.

¢ ETVr mov epoaviletol 6€ 0mo00MmoTE £T0G, LOAOYIKY S10PLYN GTO £TOG TOV OVOPEPETOL.

Metaéd Tov aviektikdv ot AapBovdivny acdevdv pe tipn Baong HBV DNA <107 logio
avtiypaga/ml, 64% (9/14) tétoyav HBV DNA <300 avtiypaga/ml v EBdondada 48. Avtoi ot 14
acOeveig iyav youMAOTEPO TOGOGTO YOVOTLTIKNG avTOXNG oThv entecavir (abpototikn mbovotnta
18,8% petd and 5 £t mapakorovOnong) oe oxéon He 10 GUVOAKO TANBLoUO TG peAétng (Breme
nivoxa). Eniong, ot avOektikoi otn Aapufovdivn aceveic mov néruyav HBV DNA <10* logio
avtiypoaga/ml péow PCR v ERSopdda 24, siyav xoaunAotepo mocootd avioyng o€ oyEon He EKEIVOVG
nov dev glyav (Setg abpototicn mbavonta 17,6% [N=50] évavt 60,5% [n=135], avrtictoyya).

52 ®appuokoKivnTIKES IO10TNTES

Amoppopnon: 1 entecavir amoppo@drat ypryopo U TIG LEYIGTEG GUYKEVTPOOELS TAAGLOTOS VO,
napotnpovvtal petabd 0,5 - 1,5 dpec. H andivt Prodiebeoipudmra dev éxel mpocdiopiodei. Me Bdon
TNV OTEKKPLOTN HESH TV 0VP®V TG AVOAAOI®MTNG 0VGiag, 1) PlodtafecttdTnTa EKTILATAL OTL AVEPYETOL
og TovAdyotov 70%. Ymapyet po abEnon avoroykn pe ) 60om tev TiHdV ™G Cmax kor g AUC
uetd omd modlhamhéc doaelc mov kopaivovral amd 0,1 - 1 mg. H otabepn koatdotoon enttuyyovetal
petad 6 - 10 nuépeg petd amod nuepnota 06on pe = 2 TAdoio cvec®Pevot). Ot Cmax Kot Cmin 0N
otabepn katdotaon givan 4,2 kou 0,3 ng/ml, avtictouya, yio 6601 0,5 mg, ko 8,2 xat 0,5 ng/ml,
avtiototya, Yo 1 mg. Ta Siokia kot o wéoyo dSdivpa rav Proicodbvapa o vyleig eBehovtég. It
aVTo, KOl 01 dVO HOPPEG, UTOPOVV VO ¥PNGILOTOMO0OV EVOALUKTIKA.

Xopnynon 0,5 mg entecavir pe to ovvnbeg yevpo pe vynAd Amapd (945 keal, 54,6 g Mmopav) 1 éva

erappv yeopa (379 keal, 8,2 g Mmapav) giye og amotédespa eEldyiot Kodvuotépnomn g
amoppoéenong (1 - 1,5 dpa petd amd yebpo évovtt 0,75 dpa petd amd vnoteio), pio peiowon g Cmax
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Katd 44 - 46% ko o peioon g AUC katd 18 - 20%. Otav Aopfdvetor e Tpoer, ot LELOUEVES
Crax ko AUC, dev Bempoivtor o¢ kKAvika oyetilopeveg oe aobeveic ympic Tponyoduevn Oepaneio pe
VOUKAEOGI010 AALG UTOPEL VO ETNPEACOVY TIV OMOTEAECUATIKOTNTO G acOevelg avOekTikong 0T
Aoppovdivn (BAére Tapdypapo 4.2).

Kazravousn: o ekTiudpUeVOg 0YKoGg KOTovouNG TG entecavir eivat neptocdtepog amd Tov OAKO 0YKo
oopotos. H mpoteiviky chvoeon otny npoTeivn Tov avBpdmivov opod in Vitro givar ~ 13%.

Biouetozpors: ) entecavir dev amotelel VIOGTPOUA, AVAGTOAED, 1| ELAYDYEN TOV GVGTHLLOTOG TOV
gvlopov CYP450. Metd and yoprynon #C-entecavir, dev mapatnpridnkav oEedopévor 1
OKETVAMOUEVOL PETAPOAITES Kt PKpEC TOoOTNTEG peTafoAtmv Tng edong 1L, yAvkovpovidia kot
Beukd cvlevypata.

Amofola: n entecavir amoPaiietal Kotd kKOpLo Aoyo amd Ta VEPPE e avakTnon g avalioimTng
oVGiag oTo 0VPO KOTA TN oTadepn KotdoTaon Katd nepimov 75% g doong. H veppikn kdbapon eivar
aveEapmn g d6ong ko kKopaivetar peta&d 360 - 471 ml/min vrodeikvbovtag 6t ) entecavir
VROKELTOL TOGO GE CTEPOUATIKT d1BNoN 060 Kot 6€ Kabapn COANVAPLOKT amEKKPLoT. Aoy pOdcet
T UEYIOTO, EMIMEDO, Ol GLYKEVTPAOGELS ENtecavir 6to mAdoua petdvovtal pe devtéPov Pabuov exbetikd
pLOUO pe Evav el ypovo nu-Long amofoing = 128 - 149 dpec. O Pabpog cusompevong g
ovciag, mov mapatnpHOnKe, eival = 2 TAAG10G Pe EPATOE NUEPNTLL dOGT), DTOJEIKVVOVTAS EVAV
dpaoTiko ypovo Nu-Lmng mepinov 24 dpeg.

Hrorikn dvalertovpyio: o1 QUPUOKOKIVITIKEG TAPAUETPOL O 00OEVELS Le LETPLOL 1] GOPOPN NTTOTIKT
duoAettovpyio fTa TAPOUOIEG LE OVTES TOV AGHEVOV e PLGIOAOYIKY] NTATIKT AELTOVPYIA.

Negppixn dvoierrovpyio: 1 kGBapomn g entecavir peudveton pe ™ peioon g kabapons g
KpeaTvivg. AlodtoAion duapkelag 4 wpav amopdakpove = 13% g d6ong kot 0,3% amopakpivOnke
ue CAPD. H goppakokivntikn g entecavir petd and pua d6om 1 mg oe acbeveic (ywpic xpdvia
roipwén nratitdag B) eaivovtol otov mapoakdato mivoko:

Ka0oapon Kpeatwvivng kara v ‘Evepén (ml/min)

Mn- "Hma Métpro  Xofopn Yofapn YoBapn
mopepmooiopevny >50;<80 30-50 20-<30 Awysypilopevn Awyerpilop
>80 pe Aypodtoiton €V e
CAPD
(n=6) (n=6) (n=6) (n=6) (n=6) (n=4)
Crnax 8,1 10,4 10,5 15,3 154 16,6
(ng/ml)
(CV%) (30,7) (37,2) (22,7) (33,8) (56,4) (29,7)
AUC(-T) 27,9 51,5 69,5 1457 2339 2218
ng-h
§mgl) (25,6) (22,8) (227)  (31.9) (28,4) (11,6)
(CV)
CLR 383,2 197,9 135,6 40,3 NA NA
(ml/min)
(SD) (101,8) (78,1) (31,6) (10,2)
CLT/F 588,1 309,2 226,3 100,6 50,6 35,7
(ml/min)
(SD) (153,7) (62,6) (60,1) (29,1) (16,5) (19,6)

Meta oo uetoudoyevon nratog: M ékBeon oty entecavir AnTtdv HeTapdoyeLoNG IaTog Le Aoiumén
HBV og ot00epn 6001 kukhoomopivng A 1 tacrolimus (n = 9) rav = 2 nhdoia g ékBeong VYOV
efehovtdv pe euolodloyikn veepikn Asttovpyia. H petapinbdeioa veppikn Aettovpyio cuvelcépepe
omnv avénon ¢ ékbeong otnv entecavir g avtovg toug acbeveic (PAéne mapdypago 4.4).
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®Poro: 1 AUC ftav 14% vynhdtepn 6TIS YOVAIKEG GE GYECT| LLE TOVG AVOPEG, AOY® S10POPDV OTN
VEQPIKT] AELTOLPYI Kol TO COUATIKO BApog. MeTd amd Tpocaproyn Yo TG O10popES oty Kabapon
NG KPEOTIVIVIG KOl TO COUATIKO BApog dev vanpye Kapio dtapopd otnv ékBeon petad appévov Kot
OnAéwv atopwv.

Hlxiopévor: n enidpoon g nAKiag ot opproxokvntiky g entecavir a&loroyndnke cuykpivovrag
To MAKIOUEVO dTopa e €0pog NAIKIOV 65 - 83 etdv (Héom nAikia yovaikdv 69 €1, avopdv 74 £€n)
pe veopd atopa pe e0pog nhkiav 20 - 40 etdv (péon nhkia yovakadv 29 étn, avopav 25 ). H
AUC ftav 29% vymAdtepn 6T00¢ NMKIOUEVOVG GE GYECT UE TO VEAPE ATOUA, KUPIDG AOY® d1apopdv
OTN VEPPIKT AELTOVPYia KOl TO COUOTIKO Bapog. MEeTA amd TPpocapluoyn Yo Tig SlpopEg GTnV
KaBopon TG KpeATVIivVIG Kot T0 GOUATIKO Bapoc, ot nAkiopévor eiyav 12,5% vymiotepn AUC ard
T veapd atopo. H avédivon e eappoakokivntikig tov mAnbucpov mov kdivrte aceveic pe evpog
nikiag 16 - 75 €t dev £dg1&e OTL M NAKia ETOPE GNUAVTIKG OTN QOPLOKOKIVITIKY TNG entecavir.

DoAn: M APUOKOKIVITIKY avAADOT] TOV TANBUGLOV Ogv £0€1EE OTL 1| LAY EMOPA CNUOVTIKE OTY
QopLaKOKYITIKY NG entecavir. Qotdc0, umopodv va egayfovv cupmepdouaTa LOVO Y10 TIC OUASEG
Koavkéaoiov kot Actatdv kabmg ftav moAd Aiya to GTope TV AOIT®V KATNYOPLOV.

THouwdozpirog mAnBooude: M eoPROKOKIVITIKY otafepnc Kotdotoong tng entecavir a&lohoynonke
(nerétn 028) og 24 HBeAg Oetikohc mandiatpikovg CUUUETEXOVTES Y®PIG Tponyoduevn Bepaneio pe
vovkieosidwa kot og 19 HBeAg Betiko0¢ Tondlatptkoug GUUUETEXOVTES e TPOTYOLLEVT Bepameia e
AopBoudivn, nixiog and 2 émg < 18 etdv pe aviipporovpevn nratikn voco. H ékbeon oty entecavir
o€ atopo ympic Tponyobuevn Bepaneia pe vovkieosidta mov AduPavoy draf nuepnoteg 00GELG
entecavir 0,015 mg/kg émg 0,5 mg to péyioto, nrav mapdpola pe Ty kbeon mov emttedydnke ot
evnAkeg mov AdpPavay draé nuepnoiong d0ceig tov 0,5 Mg. H Cmax, AUC(0-24) kat 1 Cmin Y100 00T
ta dropo frav 6,31 ng/ml, 18,33 ng-h/ml kot 0,28 ng/ml, avtictorya. H £ékbeon otnv entecavir ce
dropo pe mporyoduevn Oepomeia pe AapBouvdivn mov AduPovay draf nuepnoing d6celg entecavir
0,030 mg/kg éwg 1,0 mg to péytoto, frav mapopota pe Ty kbeon mov enttedydnke oe EVAMKES TOL
Aappavay amag nuepnoing 06celg Tov 1,0 mg. H Cmax, AUC(0-24) kat Cmin Y100 00T TO GTOpO TOV
14,48 ng/ml, 38,58 ng h/ml ko 0,47 ng/ml, avtictouya.

5.3 IMpoxiivikd dedopéva Yo TNV a6QAALEL

e emovalopfovopeveg pehéteg ToSIKOTNTAG 68 GKOAOVGS, TAPATPNONKE AVOGTPEWLUN TEPLOLYYELOKT
(QAEYLOVT] GTO KEVIPIKO VELPIKO GUGTNLLE, Y0l TNV 07Ol 01 dOGELS YWPIG EMOPACT AVTIOTOLYOVGAV GE
exbécelg 19 kot 10 Thaoieg tov d6cemv Yo avOpdmovg (Yo 0,5 kat 1 mg avtictoya). To edpnua
avtd dev mapotnpnnke og pekéteg emavoropuPavouevey 60cemv og GAla €idn, tepthapupavouévoy
TV TIONKOV 6TOVG 0Toi0Vg YopnYNONnKe entecavir kabe nuépa ya 1 étog o ekbécelg > 100 mhdoieg
0o aVTEC 0€ OVOPOTOVG.

Y& HEAETEG TOEIKOTNTOG TG OVOTOPOYMYIKNG IKAVOTNTOG OTIG 0T0ieg melpopatolwa Edafav entecavir
péypt ko yuo 4 efdopdoeg, dev dramotddnke Kopio £VOEIEn EXNPEUCUEVIC YOVILOTITOG GE APPEVEG 1|
OnAeic apovpaiovg oe VYNAEG exbéoels. MetaPoléc Opyev (EKPOHAIOT CTEPLATIKOV COANVOPIOV)
NTav kdniec o€ HEAETEG TOEIKOTNTOG ETAVOLAUBOVOUEV®Y HOCEMY GE TPOKTIKA KOl GKOAOVS GE
exbéoelg > 26 mhdoieg and avtég og avBpomove. Kapio petaforn opyewv dev ftav EKOnAn e (o
peAétn 1- érovg o mONKoLg,.

Enineda yopig enidpacn oty eufpvotoikdtnta 1) To&kOTNTO 6T UNTEPQ ATd TN XOpTyNnon entecavir
0€ EYKLUOVOVVTEC 0pOLPAioNg Kol KOLVEALD, Tav avtioTotya pe ekBéoelc > 21 popéc avthg o€
avOpOTOVE. XTOVC 0poLPaiovg € VYNAEG dOGEIC TapatnpnOnkay To&ikdtnTa yio T untépa,
ToEIKOTNTA Y10, TO EUPPLO (ATOPPOPNGELS), KPOTEPU COUATIKA BApn UPpOOV, TOPAUOPPDCELS TNG
0VPAG Kol GTOVOVA®Y, PELMUEVT] 0GTEOTOINON (0TTOVOVAOL, GTEPVISI®V Kol POAGYY®V) Kot
eMnPOcHETOL 06QPLIKOL GTOVIVAOL Kot TAELPA. XTa KOVVEALL G€ DYNAEG dOGEIC TapaTnpOnKay
To&IKOTNTA Y10, TO EUPPLO (UTOPPOPNGELC), UEIOUEVT] 00TEOTOINGT (VOELONG) Kol aENUEVT
TpooTTon TG 131g TAgvpdg. TNV TEPI-TPOYEVVNTIKN HEAETT GE APOLPAIOLG OEV TapaTPTONKOV
avemBOuNTeg EVEPYELEC 0TO VEOYVA. Xg o EeymploTh neAétn katd v onola yopnyndnke entecavir
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10 mg/kg, oe eyxbovg ko Ondalovteg apovpaiovg amodeiybnke téco 1 £kBeomn tov euPpvov oTnV
entecavir 660 kai 1 aLéKKPLon Tng entecavir 6to yalo. e veapohc apovpaiong 6Tovg 0moiovg
yopnynOnke entecavir tig nuépeg 4 émg 80 petd ™ yévvnon, TapatpiOnke UETPIDG HEIOUEVN
avtidpaon e aevidlo aKovoTikd epedicpota 6t didpkela TG TEPLOOOL amoKaTAcTAONS (NUEPES

110 éwg 114 petd ™ yévvnon) oALd Oyl ot StdpKeLe TG TEPLOSOL Yoprynong o€ tipég AUC > 92
QOpPEC VYMAOTEPES O ALTES 6TOV AvBpmmo, 6N doon TV 0,5 Mg 1 o€ 16odvvaun ddcn Y

oS TpIKong aobeveic. Me 6edopévo to meptBmpio Exbeomng, avtod to evpnua Bewpeiton TOavo va pnv
&xel KAvikn onpocia.

Koapia £vdeitn yovoto&ikotntog dev mopatnpidnke oe Evav TPpoGdlopIGUO KPOPLOKNAG
peTaALaEIKOTNTOG KaTd AMES, VOV TPOGOIOPIGHO HETAAAAENG YOVISI®OV KUTTAPOY ONAUCTIKOV, Kol
EVaV TPOGIIOPIGHO HETACYNUATIGHOV HE EUPpuikd KOTTapa Zuplakod hamster. Mia pikpomvpnvikn
peAémn kat o perétn amoxartdotacng DNA oe apovpaiovg ftav emiong apvnrikés. H entecavir
TPpoKaAese pNEN o€ KOAMEPYEIEG AVOPOTIVOV AEUPOKVLTTAPOV GE CUYKEVTPMOGELG OTLOVTIKA
VYNAOTEPES OO QVTEG TTOV EMTVYYEVOVTOL KAVIKAL.

Ateteic peEAETEG KOPKIVOYEVEGNG: GE APPEVEG TOVTIKOVG TOpOTN PN ONKaY avENGEIS 6T GLYVOTNTA
OYK®OV TOL TVELHOVO GE ekBEGELG > 4 Kot > 2 TAAo1ES VTOV 6€ avBpmdmovg yo Ta 0,5 mg kot 1 mg,
avtiotorya. Tng avantuéng tov dyKov Tponynonke TOAAATAAGIAGUOC TVEVLOVIKOV KUTTAP®OV GTOV
TVEDUOVO TTOL dEV TOPOTNPNOMNKE GTOVG CPOVPAIOVE, GTOVE GKOHAOLG 1| GTOVG TONKOLG, deiyvovTag OTL
éva onueio KAEWi otV avantuén ToL OYKOV GTOVE TVEVLOVEG TMOV TOVTIKMV givan 10140V Tov gidovg,.
AvEnuéveg ouyvotnteg GAA®V OYKOV TEPIAAUPAVOUEVOV EYKEPAAKOD YAOLOUATOG GE GPPEVES KO
ONAeIC apovpaiovg, NTATIKOD KOPKIVDLOTOC GE APPEVES TOVTIKOVS, KaAoNOmV ayyelokdv OyKmV o€
ONAEIC TOVTIKOVE KOl NTOTIKOV 0OEVOUATOV Kol KOPKIVOUATOV o€ ONAELS apovpaiovg Exovy
napatnpnOei poévo oe vyMAég da Piov exbéoels. Qotdc0, dev KATESTN dLVATOV Va TPOGdlopicBovv e
axpifela ta emineda yio pun enidpaor. H tpofreyipdmra tov svpnudtev 66ov apopd otov dvBpmmo
dev gival yvooti.

6. OPAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataroyog exddymv

Tvprpvog tov diokiov:
AocPéotio avBpakikod

Apvio, Tpolerativomompévo
KopueAddln vorprovyog
[MoAvcakyapiteg cdylog
Kurpkd o&d povovdpikd
Natplo 6TEATVAOPOLUAPIKO

Enwcéloyn diokiov:

Entecavir Accord 0,5 mg diokia emucolouuéva e Aewtd vuévio
YrpoueAroln

A10&gid10 Tov Trraviov (E171)

[MoAvaBvievoylvkoin

[MoAvcopPiko 80

Entecavir Accord 1 mg diokia emtkodloppéva pe Aertd vuévio
YrpopeAholn

A10&gidio tov trraviov (E171)

[HoAvaiBvievoylokdin

EpvOpo o&eidio Tov cionpov (E172)

6.2 AcvpupototnTeg

Agv gepappdletar.
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6.3 Awdpkero Long

3 ypdvia
Metd to dvorypo TG OLIANG, va xpnoilponoteitan viog 90 nuepmv.

6.4 Idwitepeg TPOPLAAEELS KOTA TNV OVAGEN TOV TPOIOVTOG
To @appakevtikd avtd Tpoidv dev amartel Wwitepes cuVONKES PUANENC.
6.5 ®@Vo1 K GLGTUTIKA TOVL TEPLEKT

Ka0e xovti mepiéyet eite:

. 30 x 1 dwokia emucoroppéva e Aemtd vEVIO. 3 kapTeg KuyeAdv Tov 10 X 1 diokiov
EMKAAVUUEVOV pE AETTO DEEVIO o€ KLWELEG AlU/AlU didTpnTeg Tng piag d6ong, )
. 90 x 1 diokia emkoAvppéva e Aemtd vuévio. 9 kaptes koyehmv Tov 10 X 1 diokiov

EMKOAPUEVDVY pe AemTd vUéVIo o Kuyéheg Alu/Alu didtpnteg TG poag d6oMG

H @1dAn molvaiBoureviov vyming nukvomrog (HDPE) mepiéyet yéAn omd 0&gidio tov mupitiov pe
TOU, AGPAAELOG Y10 TALOLE 0Td TOAVTPOTLAEVIO, TOV TTEPIEYEL 30 S1oKi0 EMKAAVUUEVO LE AETTO
vuévio. Kabe xouti mepiéyet pa eLain.

Mmropei va, un KOKAOPOPOLY OAEG Ol CLGKEVAGIES KOl OAOL 01 TOTTOL TEPLEKTMV.
6.6 Iowitepeg mpouvrdiers ambppryng

Kabe aypnoyonointo gapuokevtkd Tpoidv 1| VIOAEULUO TPETEL VO OTOPPITTETAUL COUPOVA UE TIG
KOTO TOTOVC 16 VOVGEG OYETIKEG SLUTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Accord Healthcare Limited

Sage House, 319 Pinner Road

North Harrow, Middlesex, HA1 4HF

Hvouévo Baciielo

8. APIOMOZXZ(OI) AAEIAY. KYKAO®OPIAX

Entecavir Accord 0,5 mg dwokia emtkodvppéva pe Aentd vuévio

200KEVAOIES PLAANG: EU/1/17/1211/001

2vokevaoics kowelng:  EUIL/17/1211/002
EU/1/17/1211/003

Entecavir Accord 1 mg dwkio emikolvpupéva pe Aentd LUEVIO

200KEVATIES PIOANG: EU/1/17/1211/004

Jvoxevaoics kowélng:  EUSL/17/1211/005
EU/1/17/1211/006

9. HMEPOMHNIA IIPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia mpdg £ykpiong: 26 ZemteuPpiov 2017
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10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepn TANPOPOPLOKY GTOLYEIR Y10 TO TAPOV TPOTOV Elvar SL0BECIUN GTOV SIKTVOKO TOTO TOV
Evponaikod Opyaviopod Gapudkov http://www.ema.europa.eu/
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ITAPAPTHMA 11
IMAPAXKEYAXTHX(EYX) YIIEYOYNOX(OI) THN AIIOAEXMEYXZH TQN ITAPTIAQN
OPOI H HEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAYX KYKAO®OPIAX

OPOI 'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPHIH TOY ®PAMAKEYTIKOY ITPOIONTOX
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A. TTAPAZKEYAXTHX(EX) YHHEY®OYNOZX(OI) I'TA THN ATIOAEEMEYXH TQN
ITAPTIAQN

Ovopa kat d1ev6vvon tov(tmv) ToPUoKELOSTH(MV) TOL £ivor VTeLHVVOC(0L) Y10 TNV ATOOEGUEVLCT) TWV
TAPTIO®V

Accord Healthcare Limited

Sage House, 319 Pinner road

North Harrow, Middlesex HA1 4HF
Hvouévo Baciielo

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park
Paola, PLA 3000

Madito

Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice, IToAwvia

270 £VTUTIO PUALO 0ONYLOV PGS TOV PAPUAKEVLTIKOD TPOIOVTOG TPEMEL VAL OVALYPAPETOAL TO OVOLOL
Kot 1 31eVBVVOT| TOL TAPACKELOGTN TTOL Elval VTEHOVVOC Y10 TNV ATOSEGEVGT TNG CYETIKNG TAPTIOAC.

B. OPOI H OI HEPIOPIEMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DdoappokevTikd TPoidy yio 10 onoio amatteiton mePLlopiopévn aTpikn cuvtayn (PA. mapdptnua I:
IMepiinyn v Xapaktnpiotik®@v tov IIpoidvtog, mapdypopog 4.2).

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAYX KYKAO®OPIAX
= ExBéoeig [leprodikng [apakorovdnong g Acpdielog

Ot amaitnoelg yio v voPoAr ekBEGEDY TEPLOJIKNG TaPAKOAOVONGNC TG ACQAAELNG Y1 TO €V AOY®
(QOPUOKEVTIKO TTPOTIOV opilovTol 6ToV KATAAOYO LE TIg Nuepopnvies avapopdg g Evoong (katdAoyog
EURD) mov napatifetor otnv mopdypago 7, tov dpbpov 107y, g odnyiog 2001/83/EK won kdbe
EMOKOAOLONG EMIKOLPOTOINGNG OTTMG SNUOGIEVETOL GTNV EVPOTOAIKT OIKTVLOKN TOAN Y10 TO QAPLLOKCL.

A.  OPOI 'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHZH TOY ®PAMAKEYTIKOY ITPOIONTOX

= ¥yédo Awyeipiong Kivdovov (2AK)

O Kdaroyog Adeiag Kukiogopiag Oa diegaydyet Tig anattoOpeves dpacTnptoTnTeS Kot TOPEUPACELS
(OPUOKOETOYpOTTYNONG OTI®G Tapovctaloviatl 1o cuupmvniév ZAK mov napovoidletol otnv
evotnra 1.8.2. ¢ ddetag kKukhopopiog Kol 0T01EGONTOTE EMAKOAOVOEC EYKEKPIUEVEG avaDeE®PNGELS
tov XAK.

‘Eva. emkaiporompévo XAK Oa wpénel va katotedei:

. Metd and aitnpa tov Evponaikov Opyoviopod Ooappdxmy,

= OnoTedNTOTE TPOTOMOLEITAL TO GVGTNUA SL0YEIPLONG KIVOHVOD, EOIKE MG ATOTEAEGLLO ANYNG
VE®V TANPOQOPLDOV TOV UTOPOVV VO ETLPEPOVY CNUAVTIKT CAANYT) TN GYECT] 0PEAOVG-KIVOLVOL
1 ®G AMOTEAEGLLA TG EMITEVENG EVOG OMUAVTIKOD OPOGTLOV ((PUPLOKOETOYPOTVION 1)
EAOYLOTOTOINGT KIVOUVOU).

26



27



ITAPAPTHMA 111

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KEIMENO EEQTEPIKOY KOYTIOY XYXKEYAXIEYX ®IAAHX KAI KYYEAHY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 0,5 mg dwokia emkolvppéva pe Aentd vuévio
entecavir

2. TYNOEIH XE APAXTIKH(EX) OYXIIA(EY)

Kd&Be diokio mepiéyet povoidpikn evrekafipn mov givar icodvvaun pe 0,5 mg evtekafipng.

3. KATAAOT'OX EKAOXQN

[epiéyer emiong modvoaiyopiteg 6OYIOG. AVOTPEETE GTO PUALO 0ONYIDV XPNONG Y10 TEPIGGOTEPES
TANPOQOpiEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

AloKi0 EMKAAVUUEVO UE AETTO DUEVIO

2V0KEVACIO KOWEADV:
30 x 1 dwokio EMKOAVUUEVA LE AETTO VUEVIO
90 x 1 d1oKio EMKOAVUUEVE [LE AETTTO VUEVIO

YvoKevacio ELIANG:
30 dioKio EMKOAVUUEVO PE AETTTO DUEVIO

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HEHX

APEcTE TO POALO 0ONYIOV YPNONG TPV OO TN XOPNYNOT.
Ao otoOUATOC Yp1IoM

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI AEN
IMPOXEITIZOYN TA ITAIAIA

Noa puidooetal o€ 0éon, v omoia dev PAETOLY Kot dev TPooeyyilovy Ta TAldd.

| 7. AAAH(EY) EIAIKH(EY) TPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHZH
YVoKEVACIO PLIANG:
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Metd to dvorypa e eLdAng, va. xpnoomoleital evioc 90 nuepmv.

9. EIAIKEX XYNOHKEX OYAAEHX

10. IAIAITEPEX TIPO®YAAZEEIX I'lA THN AITOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN MPOIONTON ‘H TQN YIIOAEIMMATOQN
MHOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare Limited

Sage House, 319 Pinner Road

North Harrow, Middlesex, HA1 4HF
Hvouévo Baciielo

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

YVoKEVAGIO PLIANG: EU/1/17/1211/001 30 d1okio emKOADUUEVOL LE AETTO DUEVIO
Yvokevacio koyelov: EU/L/17/1211/002 30 X 1 diokio EMKOADUUEVO IE AETTO DUEVIO
EU/1/17/1211/003 90 X 1 diokia EMKOAVUUEVO LE AETTO DUEVIO

13. APIOMOZX ITAPTIAAX

[oprida

| 14, TENIKH KATATAZH I'TA TH AITAGEXH

| 15. OAHTIEX XPHIHE

| 16. TMAHPO®OPIEX XE BRAILLE

Entecavir Accord 0,5 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIFAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A166146T0TOG YPOUU®TOS KDoA (2D) mov péper Tov TepIAN@OEvTa LOoVaSIKO avayVmPIGTIKO KOOIKO.

18. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:

31



ENAEIZEIX I1I0Y IIPEIIEI NA ANAT'PA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KEIMENO ETIKETTAX ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 0,5 mg dwokia emkodlvppéva pe Aentd vuévio
entecavir

2. TYNOEIH XE APAXTIKH(EX) OYXIIA(EY)

Kd&Be diokio mepiéyet povoidpikn evrekafipn mov givar icodvvaun pe 0,5 mg evtekafipng.

3. KATAAOT'OX EKAOXQN

[epiéyer emiong modvoaiyopiteg 6OYIOG. AvoTpéETe GTO PUALO 0dNYIDV XPTOTG Y10 TEPIGGOTEPEC
TANPOQOpiEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

AloKi0 EMKAAVUUEVO UE AETTO DUEVIO

30 diokia emKoALUPEV PE AETTO VUEVIO

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Ao otOUATOC YpTIoM

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI AEN
IMPOXEITIZOYN TA ITAIAIA

Noa puidooetal o€ 0éon, TV omoia dev PAETOLY Ko dev TPpooeyyilovy Ta Tald1d.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AHEH
Metd to dvorypa g eldAng, va xpnoiporoleital eviog 90 nuepmv.

9. EIAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON YIIOAEIMMATOQN
ITIOY ITPOEPXONTAI ATIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

12.  APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/17/1211/001

13.  APIOMOX ITAPTIAAX

[oprida

| 14. TENIKH KATATAEH I'TA TH AIAOGEXH

| 15. OAHTIEX XPHIHE

| 16. TIAHPO®OPIEX XE BRAILLE

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQITIO
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EAAXIXETEX ENAEIZEIX I10Y IIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXIEX KYYEAHX/KYYEAH AAOYMINIOY-AAOYMINIOY

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 0,5 mg diokia
entecavir

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA YTOIXETA
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KEIMENO EZQTEPIKOY KOYTIOY (ITAPOYXZIAXEIX ®PIAAHX KAI KYYEAHY)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Entecavir Accord 1 mg diokia emucodloppéva pe AETTO VUEVIO
entecavir

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

Kabe diokio mepi€yetl povotidpikn evrekafipn mwov givor icodvvaun pe 1 mg evrekaPipnc.

3. KATAAOT'OX EKAOXQN

[epiéyet emiong moAvoayopiteg 6OYING. AVOTPEETE GTO PUALO OINYIDV XPNOTG Y10 TEPICCOTEPES
TANPOPOpIES.

4, OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Atokio emKAAVUUEVO e AETTO DUEVIO

YVOKEVOAGIO KOYEADV:
30 x 1 dwokia emucoroppéva pe Aentd vUEVIO
90 x 1 d1oKio EMKOAVUUEVE [LE AETTTO VUEVIO

Yvokevaoio ELIANG:
30 dioKia EMKOAVUUEVOL PE AETTTO VUEVIO

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APAcTE TO PUALO 0ONYIOV XPNONG TPV OO TN XPNOT).
Ao otOUATOC YpTIoM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Noa puidooetar o€ 0éom, TV omoia dev PAETOLY Kot dev TPooeyyilovy Ta Tald1d.

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTIAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AHEH
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YVoKEVACIO PLOIANG:
Metd to dvorypa TG eLdAng, va ypnotpomoteitor vrog 90 nuepmv.

9. EIAIKEX XYNOHKEYX OYAAZHX

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TOQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare Limited

Sage House, 319 Pinner Road

North Harrow, Middlesex, HA1 4HF
Hvouévo Baciielo

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

YVoKELOGTO PLOANG: EU/1/17/1211/004 30 drokio EMKAAVUPEVOL PUE AETTTO DUEVIO
Yvokevaoio koyehov: EU/1/17/1211/005 30 x 1 diokio EMKAAVUUEVO HE AETTO DUEVIO
EU/1/17/1211/006 90 x 1 d1okia ETKOAVUUEVO |LE AETTTO VUEVIO

13. APIOMOZX ITAPTIAAX

[oprtida

| 14. TENIKH KATATAEH I'lTA TH AIAGEXH

| 15. OAHTIEZ XPHIZHE

| 16. TMAHPO®OPIEX XE BRAILLE

Entecavir Accord 1 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIFAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A166146T0TOG YPOUU®TOS KDOKAG (2D) mov pépel Tov TepIANPOEVTO LOVOITKO aVayVOPIOTIKO KMOKO.

18. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQITIO

PC:
SN:
NN:
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KEIMENO ETIKETAY ®TAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 1 mg diokia emucolvppéva pe Aemtd VUEVIO
entecavir

2. TLYNOEZIH XE APAXTIKH(EX) OYXIA(EY)

Kdabe diokio mepiéyet povoiidpikn evtexafipn mov givor icodvvaun pe 1 mg eviekaPipnc.

3. KATAAOTI'OX EKAOXQN

[epiéyer emiong moAvoaiyapiteg 6OYIOG. AVOTpEETE GTO PUALO 0dNYIDV XPTOTG Y10 TEPIGGOTEPEC
TANPOQOpiEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

AloKi0 EMKAAVUUEVO UE AETTO DUEVIO

30 dokia emMKOAVUUEVO PE AETTO VUEVIO

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Ao otOUATOC YpTIoM

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN TPOXEITIZOYN TA ITAIAIA

Na puidooetar o€ 0éon, v onoia dev PAETOLY Kot dev mpooeyyilovv Ta maldd.

| 7. AAAH(EZ) EIAIKH(EX) TPOEIAOMIOIHEH(EIE), EAN EINAI ATAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AHEH
Metd to dvorypo TG eLIANG, va. xpnoiponoteital eviog 90 nuepov.

9. EIAIKEX YYNOHKEX OYAAZHX
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10.

IATAITEPEX [IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN 'H TOQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

12.

APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/17/1211/004

13.

APIOMOZX ITAPTIAAX

[oprida

| 14,

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHTI'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

17.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX

KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AITIO

TON ANOPQITIO
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EAAXIXETEX ENAEIZEIX I10Y IIPEIIEI NA ANAI'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXIEX KYYEAHYX/ KYWYEAH AAOYMINIOY-AAOYMINIOY

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 1 mg diokia
entecavir

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA YTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@viro oonYLOv ypiong: IIinpoopics yra Tov yprion

Entecavir Accord 0,5 mg dwokio smikaloppévo pe Aewtd vpuévio
Entecavir Accord 1 mg dwokio smkaloppévo pe Aemtd vpuévio
entecavir

AW PaoTe TPOGEKTIKA OLOKANPO TO PVAAO 00N YLDV YP1ONGS TPOTOV UPYIGETE VO TAIPVETE AVTO TO
QPapproKo, o10TL TEPLAAPPAVEL GNUAVTIKES TANPOPOPIES YIU GUG.

. DvraEte avtd To EOALO 0dN YDV Yprons. Towg ypelactel va to dwfdcete Eava.
= Edv éxete mepartépw amopieg, p@ToTe 10 Y10TPO 1| TO POPUAKOTOLO GOLC.
= H ocvvtayn yt' avtd 1o eappoako yopnynonke omokAEIoTIKA Yio 6oc. Aev TPETEL VoL SDGETE TO

@apupoxo og GAlove. Mmopel va Toug mpoKarésel PAAPT, oo Kot OTov To GNUELR TG
acBévelog Tovg eivar 010 pe ta S1Kd oG,

= Edv mapotnproete kamolo avemBounTn evépyela, EVIUEPMGTE TO YIOTPO 1 POPUAKOTOLO GOG.
Av10 1oyvet Kot Yo kéBe mbavr avemBountn evépyela Tov Ogv avaQEPETAL GTO TAPOV GUALO
odnywdv ypnons. Biéne mapdypapo 4.

T epréyer To Tapév VAL 00NYLOV

Tt eivon to Entecavir Accord kot oo ivan 1 xpfion tov
T1 npémer va. yvopilete mpiv ndpete 1o Entecavir Accord
[og va mapete to Entecavir Accord

[MBavég avemBounteg evépyeteg

[Mog va puidooeton o Entecavir Accord

[epieydpevo g GLGKELOTING KOl AOUTEG TANPOPOPIES

ogakrwhE

1. T givon To Entecavir Accord kot wova givar 1 (p1jon Tov

Ta dwokio Entecavir Accord givar avtukd ¢appoxa, Tov YpneuoTolovvtal yio T Oepancio g
hoipmEng Tov 1o ™G Apovias (naxpoypoviag) nroritidog B (HBV) 6g evijikes. To Entecavir
Accord umopei va ypnoorondei oe dropa tov omoimv o Nrap £xel vrootel PAGSN, oAld
eEaxoArovbel va Aettovpyel coTA (AVTIPPOTOVUEVT NTATIKT VOGO), KAOMG KOl GE ATOWUO TOV OTOI®V
10 o £xeL vootel PAAPN Kot dev Agttovpyel GOGTA (UN-OVTIPPOTOVLEVT] NTTOTIKY] VOGO).

Ta dwokio Entecavir Accord ypneypomotovvrar exiong yo ™) Ogpomcia TS Loip®éng Tov 100 g
1POVIag (Laxpoypoviag) nratitioag B (HBV) g mandra ko g@ijfovg mov £rovv nikia 2 eT@v £m¢
Kato Tov 18 grd@v. To Entecavir Accord pmopei va ypnoipomomel o€ maidid tov omoinv to Hmap
éxel vwootel PAGPN, aAdd e€axolovbel va Aettovpyel cwoTA (AVTIPPOTOVUEVT NTATIKT VOGO).

H Moipwén oo tov 16 g nratitidag B punopei va odnynoetl og PAGfn tov frotog. To Entecavir
Accord pgidvetl v mocoTNTe TOL KOV POPTION GTOV OPYAVIGUO 60G Kot PEATIOVEL THV KATAGTOOT
TOV NTOTOG,.

2. T péner va yvopilete apwy napete To Entecavir Accord

Mnyv napete To Entecavir Accord
. og nepinToon ullepyiog (vrepevarodneioc) otny entecavir n§ oe onolodMmote GAAO amd o
GLGTATIKA OLTOV TOV PAPUAKOL (VOPEPOVTOL GTNV TOPAYPAPO 6).

IIpogidomou|cels Ko TPOPUAGEELS

AmevBuvleite 610 Y10TpO M| TO POPAKOTOLO G0G TPOoToV Thpete To Entecavir Accord

. €qv giyote TOTE TPOPIPATE PE TA VEQPPE GUS, EVIEPDOTE TO YIUTPO GOG. AVTO glvar
onuovtikéd 81011 To Entecavir Accord amofdAietar amd Tov 0pyaviopd HEGH TV VEPPOV Kol
umopei va ypetdlecde tpomomonuévn 806N 1 0GOAOYIKO Gy L.
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uyv stapatdTe vo maipvere o Entecavir Accord ympic ™ cvpfovis] Tov yraTpod cog yati
N Nratitidd oag pumopel va emdevobel petd ™ dwakomn g Oepaneiog. Otav 1 Oepaneio pe to
Entecavir Accord dwaxomet, 0 yiotpdg oag o cuveyicel vo, 6og TopakolovBel Kot va Kavel
OLLOTOAOYIKODG EAEYYOVC Y10 OPKETOVS UVEG.

ouinTNoTE pE TO Y10TPO 60g GV AerTOoVPYEL CMGTA TO NTTAP GOG KOL EAV OYL, TOLES UTOPEL VOl
eivon o1 mBavég ovvéneteg ot Bepancio cog pe to Entecavir Accord.

og nepintoon mov &yete emiong Aoipmin HIV (16g avBpdmivng avocoavendprelog)
EVNUEPDOTE OTWOONTOTE TO Y10TPO cac. Agv mpénel va Aafete Entecavir Accord yia ™
Oepamneio e Aoipwéng nratitidag B extog edv Aapufavete mopddinia edpuaxa yio tov HIV,
vt 1 amoTEAEGUATIKOTITO LEAAOVTIKNG aywynS Yo Tov HIV mbavov va eivan peiopévn. To
Entecavir Accord dev 6o Bécet vid Edeyyo ™ Aoiuwén oag and tov HIV.

n My tov Entecavir Accord dev 0o 60g epmodicst vo PETASDGETE TOV 10 TS NTATITIHNG
B (HBV) o¢ drhhovg avBpdmovg pécm 6eE0VOAIKNIG ETOPNS 1| COUATIKOV VYPDOV
(meprrappavopévng kot tng extpoéAvveng pe aipa). 't avtod givor onpovtikd vo Aoapfavete
KATAAANAES TPOPLAGEELS Y10 VO TPOGTATEDGETE TOVG GALOVG amd T poOAvven pe tov HBV. Tha
Vv Tpoctacio 6cwv Ppickovtal g Kivovvo porvvong pe tov HBV, vrépyetl 61abécipo epforio.

7o Entecavir Accord avikel 6€ pio opdda uppdK®y Tov pTopody vo TPoKIAEGOVY
vorakTik) 0&émon (vrepPorikn TOGOTNTA YAAAKTIKOD 0££0G GTO aipd GOC) Kol S1OYKW®GT) TOV
ATOTOC. LVUTTOUATO OTTMG 1) VaLTio, EUETOS Kol TOVOG GTO GTOUAYL LWTOPEL VO POVEPDVOLY
avAamTuén YOAoKTIKNG 0EEMONG. AVTN N OTLAVIO, 0AAG GOPaPT) TAPEVEPYELD TOV OPLCUEVES
@opéc Bavatnedpoc. H yoraktikr o&émon epeaviletal o Guyva oTIG YOVOIKES, Wtaitepa 6V
gtvar ToA0 vépPapes. O yatpdc oag Ba cog mapakorovdei taktikd 6co Taipvete to Entecavir
Accord.

gqv éyete AaPer mponyovpéveg Bepancia yia ypoévia nratitida B, mopakaid evnuepmote 10
YTpo GOG.

Howwd xon £pnpor
To Entecavir Accord dev mpénet va xpnopomoteiton o€ madid Tov Exovv nAkio KAt Tov 2 €10V 1
nov {uyifovv Atyotepo amd 10 kg.

Al @appoxa ko Entecavir Accord
Evnuepoote 10 yatpd 1 10 opUOKOTOL0 6aG 6V maipvete, £ETE TPOSPOTA TAPEL 1) UTOPEL VO, TAPETE
AN QOPULOKDL.

To Entecavir Accord pe Tpo@ég Kot wotd.

2TIG TEPIOGOTEPEG TEPTTOGEIS Umopeite va mapete To Entecavir Accord pe 1 yopic tpoen. Qotdoo,
eav elyate Aapetl Tponyoduevn Oepameia pe Eva QAPUOKO TOV TEPLEYEL TN OPASTIKN ovaia AapuPfovdivn
npénel vo eEetdoete ta akolovba. Edv aAlaEate Bepaneia pe to Entecavir Accord emedn n Oepomeio
ue AapPovdivn dev nrav emttuyne, Tpénel va Taipvete to Entecavir Accord pe Gdgto otopdyt pio eopd.
v nuépa. Edv n nrotikn cog vocog givat mpoympnuévn, o yatpdc oag Ba cag vrodeilel eniong va
napete to Entecavir Accord pe g0 otopdyt. Adelo oTopdyl oNUOivEL TOLAG(LGTOV 2 BPEG LETE OTTd
YELLLOL KO TOVAGYLGTOV 2 MPEG TPV O TO EMOUEVO YEDLAL.

Ta moudid ko ot Eenpor (Mhikiog amod 2 £og KaTo Tov 18 etmdv) pmopovv va ndpovv o Entecavir
Accord pe 1 yopig tpoen.

Kdnon, Onraopés ko yovripdtnto

Evnuepadote 10 yiotpd cog edv giote £ykvog N oxedalete va peivete €ykvog. Agv éyetl amoderyBei 6t
ypron tov Entecavir Accord sivar ac@aing katd ) didpkeia g eykvuocvvng. To Entecavir Accord
OgV TPEMEL VO, YPTCLULOTOIEITON KOTA TN SAPKELDL TNE EYKLUOGVVNC EKTOG €0V €101KA VITOdeLyDel amd To
ywtpo6 coc. Eivatl onpavtikd ot yovaikeg o€ avamapaymyikn nikio wov Aapfdavovy Oepameia pe to
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Entecavir Accord va ypnotponolodv pio amoteAeouatikiy pE6060 avItcOAAYNG Yo v aro@hyovy va.
KATOGTOVV EYKVEG,

Aev mpémet vo, Onhalete katd ) dibpkela g Ogpomeiog pe to Entecavir Accord. Evnuepdote to

ywtpd cag av Onhalete. Agv givar yvootd av 1 entecavir, ) dpactiki ovoia Tov Entecavir Accord,
eKkpiveTol 6to avOpOTIVO UNTPIKO YaAL.

Odnfynon kKo YEPIGPOS PNYAVAY

H £&An, n xovpaon (kémwon) ka1 viota (bevniia) etvor cuyvég avemBounteg evépyeieg mov pmopet
VO TOPEUTOSICOVV THV IKAVOTNTO 001YNCNG KOt YEPIOUOV punyavav. Edv éxete onotadnmote avnouyio
ocvppovievteite 10 YITPO GOC.

To Entecavir Accord agpiéyel moAGaKyapiTeS 6OYIOG

To @appoakevTikd ovtd TPoidv mepPIEyel ToAvoakyapiteg coylag. Edv elote aAlepykoi otn 6oy, un
YPNOUYLOTO|GETE AVTO TO PAPUAKEVTIKO TPOTOV.

3. Mg va mapere To Entecavir Accord

Agv yperaleTol va Taipvovv 6lot ot acOeveic Ty idwa d6om Tov Entecavir Accord.

[Tédvtote va maipvete T0 PAPLOKO ALTO AVGTNPE GOUPMOVE, LLE TIG 0OMYIES TOVL Y1TpoL Gag. Edv €xete
auPBOMEC, PMTAGTE TO YIATPO 1 TO PUPLOKOTOLO GOGC.

INa evijlakeg n cuviotdpevn d6on etvan eite 0,5 Mg 1 1 mg o opd v NuUEPA amd TOV GTOUOTOG.

H 6601 cog 0a £aptnOsei anod:

. eav oag &xel yopnynOei Oepamneia yio tov HBV oto maperfov, kot moto papuoko mipate.

. eaqv &xete mpoPfruota veppmv. O Y10TpOG GG UTOPEL VO GUVTAYOYPOPNCEL L0l XOUUNAOTEPT
d00M Y10, €60C ) VO 00G ODGEL 0ONYIES YLoL ANWT LE GUYVOTNTA LUKPOTEPT OO L0 POPE, TNV
nUEPQL.

" TNV KOTACTOOT TOV IATOS GOG.

TN wowdd ko £enpovg (Miikiog and 2 £mg kato Tov 18 g1dV), eivan drabéotua diokia Entecavir
Accord 0,5 mg 1 uropet va givor drabéoo Eva mdooyo dddvpe entecavir. O yotpdg Tov TodoH 6og
Oa amopaocicel T cwotn do6on pe Pdon 1o couatikd fapog Tov Tandlov cac. Ta modid mov Quyilovv
TovAdyiotov 32,6 kg umopei va mépovv to diokio 0.5 mg 1 umopei va gival dabécipo Eva TOGLO
ddAvpo entecavir. T acbeveic pe copatiko Bapog amd 10 kg £og 32,5 kg, cuvictdrat éva OGO
ddAvpa entecavir. Oreg ot docoAoyies Oa Aappdvovtor amd Tov GTONATOG Ha POoPA NUEPN OIS, Agv
VIAPYOVY GLOTAGELS Yio TNV entecavir o€ maidid mov &yovy nhikio K4T® TV 2 £1dv 1 Tov {uyilovv
Myotepo amd 10 kg.

O ywtpdc cag Ba cag supPfovievost yia tn doon mov givar KatdAAnAn yia esds. No maipvete Tavtote
TN 600T TOV GLVEGTNGE O YITPOC GOC Yo VO eEACPAMGETE OTL TO PAPUAKO GOG EIVOL TANP®S
OTOTELECLLOTIKO KO TPOKEYEVOL VO EAATTMOCTE TNV OVATTLEN avtiotoong ot Bepaneia. No maipvete
10 Entecavir Accord yw 660 xpovo cag £xel GLOTHGEL O Y1aTpdg 6ag. O yatpds oog Ha cog
EVILLEPMGEL EAV KL TOTE TTPETEL VO SOy TE T Depameia.

Mepicoi acBeveig mpémel va maipvovv to Entecavir Accord pe ddeto otopdy (PAéne To Entecavir
Accord pe tpoég kar motd oty Mapaypogo 2). Edv o yiatpdg cog oag vrodeilel vo maipvete 1o
Entecavir Accord pe édeto otoudyt, ovtd onuaivel TovAdylotov 2 dPeg PETE 0md £va yedpo Kot
TOVAGYLOTOV 2 MPEG TPV ald TO EMOUEVO YEDUA GUGC.

To Entecavir Accord dwatifetal povo og 0,5 kot 1 mg diokio entKaALUUEVA Ue AETTO VUEVIO. XE

acleveic pe advvapio Katdmoong TV SIoKimV 1 Y10 TOVG 0TT0I0VE GLVIGTATOL HEIOT TG dOGNG,
umopel va givar dtabéotpa Ao TPoidvTa TOL TEPLEYOVV entecavir Ue To KATAAANA0 GKELACUATO.
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Eav napere peyolvtepn d6on Entecavir Accord amd tnv Kavovikn)
Emkowveovnote pe to y1otpd 6og apésmd.

Eav Egyaoete vo mapete To Entecavir Accord

Eivot onpovtikd va unv dtopedyet kopd 06om. Edv cag dtagpoyet pa d6om tov Entecavir Accord
népte TNV 6GO TO SVVATOV YPNYOPOTEPO KO KOTOTLY TAPTE TNV EXOUEVT] TPOYPOUUATIGUEVT 0OGT GTO
TAKTIKO TNG xPpOvo. Edv €xel oyeddv Bdcel o xpovog yio TNV emOUEVT 0OCT GOC, UMV TAPETE QVTH TOV
cag diépuye. Ilepuévere kar mdpte v enduevn 6601 otov TpokaBopioévo xpovo. Mnv mtdpete dutin
3001 Y10 Vo avamAN pOoETE TN d00T oL EgYdoarte.

Mnyv otapoetare To Entecavir Accord yopic ™ copfovii] Tov yrotpod cog

Optopévor Tapovctdovy Told Gofapd GLUTTOUATE NTATITIONS OTAV GTAUATOVY TI Ay TOV
Entecavir Accord. Evnuep®aote 10 y10Tpd 60¢ AUECHOE Y10 OTOLOTTOTE GAANYT] GTO GCUUTTAOUNTO TOV
TOpOTNPEITE PETA TN Slakonn TG Oepameiog.

Edv éyete meprocdTepES EPOTNGELS GYETIKA LLE TN XPTOT] CLTOV TOV PUPUAKOL POTNGTE TO YUTPO 1) TO
(QOPLLOKOTOLO GOG.

4, MBavéic avemBounTeg evépyereg

Onwg 6Aa Ta pappaKa, £TCL KOL 0VTO TO PAPLOKO UTOPEL VO, TPOKAAEGEL aVEMBOUNTEG EVEPYELEG OV
Kot 6gv ToPovG1alovTal 6€ OAOVG TOVG AVOPMOTOVG,.

Acbeveic otovg omoiovg yopnynOnke to Entecavir Accord £yovv avagépet i Topakdted ovembvunTeg
EVEPYELEG:

ovyvég (tovAdyiotov 1 og 100 acbeveig): kepaiadyia, abmvia (advvapio va Koundovv), KoTmon
(vmepPorikn kovpaomn), CaAnN, vavniia (VioTa), EUETog, S1appola, vavtia ducmeyia (dvckoiio oV
éYM), Kot ouénuéva enimedo evEOU®V TOL HTATOG GTO OLiLLAL.

Oyt ovyvég (tovddyotov 1 og 1.000 acBeveic): e&avOnua, amdAElo LOAADY.

onavieg (tovAdyiotov 1 og 10.000 acBeveic): coPfapn aAlepyikn avtidpaon.

Edv mapatnpnoete kKamowo avemBOUnTn VEPYELD, EVILEPDOTE TO YIATPO 1) TO POPLOKOTOLO GOG. AVTO
oYvEL Ko Yo kaOe mihov avemBountn evépyela Tov Ogv avapEPETAL GTO TAPOV VA0 0ONYIDV

xpNong.

Ava@opd avemOounToV EvePYELOV

Edv mopotmproete Kamoo avemBOunT evépyela, EVIUEPDGTE TOV YITPO 1 TOV (POPLUKOTOLO GOG.
AvTO 1oyt Kot Yo kdOe mhavr| avemBountn vEPYELR TOL SEV AVAPEPETAL GTO TOPOV PUALO 0ONYIDV
¥prone. Mmopeite emiong va avagépete avembounteg evépyeieg anevbeiag, Héow Tov eBvikond
GLGTHUATOG OVOPOPAS TOL ovaypapeTor 6to Tlapdptnua V. Mécw tng avaeopdg averBountwov
gvepyelmdv pnopeite va fonbnoete ot GLALOYN TEPICTOTEP®V TANPOPOPLDV CYETIKA LE TNV OCPOAELL
TOV TAPOVTOG PAPULAKOL.

5. Mo va guidooseran To Entecavir Accord

To @dapuaxo owtd TPETEL Vo PUAACGETOL GE UEPT) TOV OgV TO PAETOVVY Kail OV TO POAVOLV T, TOSLA.
No pn xpnoiponoteite ovTod T0 PAPLOKO LETE TNV MUepounvia AENG TOL ovaQEPETAL, GTN QLAAT], OTNV
KOYEAN 1 oto Kouti petd ™ AHEH. H nuepopnvio Anéng eivor ) tedevtaio nuépa tov uiRva mov
ovVOPEPETOL EKEL.

Metd to Gvorypo TG ELIANG, va. xpnolponoteital eviog 90 nuepmv.

To @apuakevtikd owtd Tpoidv dev amartel Wwitepeg cuVONKES PUAAENC.
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Mnv metdite PAPLAKO GTO VEPD TNG OMOYETEVGNC 1| 0T GKOLTIdWN. P0TAGTE TO PUPLOKOTOLO GOG Yo
TO TG VO TETAEETE TO PAPUAKO TTOV JEV ¥pNGILoToLEiTOL T, AvTd T pétpa Ba fonbrcovy otnv
TpoocTacia Tov mepPdAlovtog.

6. Iepreyépevo TS CVOEKEVAGIOS KOl LOWTES TANPOPOPIES

T mepréye To Entecavir Accord
*H dpaotikn ovoio ival 1) entecavir.

Entecavir Accord 0,5 mg diokia emtkadlvupuéva pe Aertd vuévio
Kd&Be diokio mepiéyet povoidpikn evrekafipn mov givar icodvvapun pe 0,5 mg evtekafipng.

Entecavir Accord 1 mg diokia entkoloppéva pe AErtd vuévio
Kabe diokio mepiéyet povobidpikn evtexafipn mov givor 1codvvaun pe 1 mg eviekafipng .

Ta dAla cvotatkd givat:
Tvpnvog tov dioxiov: AcBéotio avBpakikd, dpvro, Tpolelatvomonpévo, KapueAloln vatplovyog,
TOALGOKYOPITEG GOYIAG, KITPIKO 0ED HOVODOPIKO, VATPLO GTEATVAOPOVLAPIKO.

Emixdloyn tov diokiov:
Entecavir Accord 0,5 mg diokio emkodvppévo pe Aentd vUEVIo
YrpoueAroln, 610&€id10 Tov Titaviov (E171), molvaibvAievoyilvkoin, molvcopPuod 80.

Entecavir Accord 1 mg diokia emukodvppéva e AETTd LUEVIO
YrpoueAroln, 610&€id10 Tov Titaviov (E171), molvaiBvuAievoylokorn, puBpd 0&gidio Tov 61d1pov

(E172)

Epgavien tov Entecavir Accord kon TepleyOpnevo T 6VGKELOGIOG

Entecavir Accord 0,5 mg dioxio emkaivppéva e Aemntd vpéVio: Agukd Emg VTOAEVKO, AUPIKLPTO,
EMKOAVUPEVA E AETTO DUEVIO O10KI0, TPLY®VIKOD GYNUATOS, LE Xopayrevn TV EVOEEn «J» otn o
TAgvpd Kot Ty €voeln «110» otnv dAdn TAgvpd.

Entecavir Accord 1 mg diokia emucoloppéva pe Aemtd vpévio: Pol, apeikvupto, emkalvppévo pe
AETTO LUEVIO OloKia, TPLY®VIKOD GYNUOTOG, LE Xapayuévn TV EvOelEn «J» ot o TAevpd kot T
évoelgn «111» omv dAin mhevpd.

To Entecavir Accord mapéyetar o€ kovtid mov mepiéyovy 30 x 1 1 90 x 1 dokia emkalvppéva pe
AETTO LUEVIO (O€ GLOKELAUGIEG KVYEADY LOVAO®V dOCTG) Kot 6 PldAeg mov mepiéyovv 30 diokia
EMKOAVUUEVO LE AETTTO VUEVIO.

Mmropet va, unv KuKAOQPOPOLV OAEG Ol GUCKEVAGIES OTY YDPU GOC.

Karoyog dosrog kvkho@opiog
Accord Healthcare Limited

Sage House, 319 Pinner Road

North Harrow, Middlesex, HA1 4HF
Hvopévo Baoiielo

Hopaockevaotg

Accord Healthcare Limited

Sage House, 319 Pinner Road

North Harrow, Middlesex, HA1 4HF
Hvopévo Baociielo

Pharmadox Healthcare Ltd.
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KW20A Kordin Industrial Park
Paola, PLA 3000
MadAto

Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice, IToAwvia

["a omoladrmote TANpoopio GYETUKA e TO TOPOV PAPUAKEVLTIKO TPOIOV, TAPAKOAEIOTE VO
angvBuvleite 6TOV TOTIKO AVTITPOCOTO TOL KATOYOL TNG AOELNG KUKAOPOPIOG.

Accord Healthcare Limited, UK

TnA.: 0044 208 863 1427

To mapév pvAlo 0dNYLAV YpioNS avabempOnke Yo Telsvtaio gopd Tov {MM/EEEE}
Aldeg T YEG TANPOPOPLAOV

Agmtopepn TANPOPOPLAKE GTOLYEID Y10 TO TPOTOV 0VTO glval S10BECIUN GTOV SIKTLOKO TOTO TOV
Evponaikod Opyaviopod Gapudkov : http://www.ema.europa.eu/.
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