ITAPAPTHMA 1

MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 0,5 mg emkaAvppéva pe Aentd vpévio diokia
Entecavir Viatris 1 mg enucalvoppéve pe Aentd vpuévio diokia

2. IMOIOTIKH KAI ITOXOTIKH XYNOEXH

Entecavir Viatris 0.5 mg smkaioppéva pe Aertd vuévio diokio

Kdé0e emcoloppévo pe Aemto vpévio diokio Tepi€yel povovdpikn eviekafipn ioodvvaun pe 0,5 mg
gvtekaPipng.

Entecavir Viatris 1 mg smikoivupéva pe Aertd vuévio Siokio

Kd0Oe emcoroppévo pe Aemtd vpévio d1okio mepi€yel povovdpikn eviekafipn woodvvoun pe 1 mg
evtekaPipng.

"Exdoyo pe yvootn dpdon

Entecavir Viatris 0,5 mg emxolvpuévo. ue Aemro vpévio otokio
Kd&Be emucoroppévo pe Aemtd vpuévio diokio mepiéyel 62,5 mg povoddpikng Aaktolng.

Entecavir Viatris 1 mg emcalopuéva e Aemeo vugvio diokia
Kd&Be emucodoppévo pe Aemtd vpévio diokio mepieyet 125 mg povovdpikng Aaktodlng.

Mo tov TAnpn katdloyo Tov ekdoy@v, PA. Tapdypoeo 6.1.

3.  ®APMAKOTEXNIKH MOP®H
Awokio emkaAvppévo pe Aemtd vpévio (610kio).

Entecavir Viatris 0,5 mg smkoalopuéva pe Aemtd vuévio diokio

2TpOoYYLAD, AUPIKVLPTO, EMKOAVUUEVO [E AETTO VUEVIO SIOKIO AEVKOV YPOUATOG LE GTPOYYVAEUEVQ,
dpa, pe yopaypévn v Evoeln «M» otn pio mhevpd ko v EvoeiEn «EA» otnv dAln. Adpetpoc:
mepinov 6,8 mm.

Entecavir Viatris 1 mg emikoAvupéva pe Aentd vugvio diokio

ZTpOoYYLAD, APPIKVPTO, EMKOAVUUEVO Ie AETTO VUEVIO O10KI0 AEVKOD YPDUOTOC LLE GTPOYYVAEUEVA
dxpa, pe yopoypévn v Evoein «M» otr pia mhevpd kot tnyv EvoeiEn «EB» oty dAAn. Awdpetpog:
nepinov 8,8 mm.

4. KAINIKEX IAHPO®OPIEX
4.1 OgpamevTiKég evoeiterg

To Entecavir Viatris evdgikvutar yio tn Ogpamneio g ypoviag Aoipméng amd tov 10 g nratitidag B
(HBV) (BAéme mapdypago 5.1) og evilikeg pe:
AVTIPPOTOVLEVT NTATIKT VOGO Kot £VOELEN EvepYoD UKOD OVASITANGLOGIOD, EUUEVOVTA
avénuéva emineda apvoTpaveepdong g arovivng tov opov (ALT) kot icTtoroykn
£voeiln evepyoig PAEYLOVIG KOUT tvoong.
. UN-0vVTIpPOTOVHEVT] NTTaTIKT VOG0 (BAETE Tapdypapo 4.4)



T660 yio TNV avtippomoveVn OGO KOl Yo TN UN-0VIIPPOTOVLUEVT NIATIKN VOGO, 1 £VOeIEn avtn
Baoiletar og dedopéva KMV dokidv og acbeveic HBeAg Oetuicovg kor HBeAg apvntikode pe
Aoipwén HBV, yopic mpornyoduevn Bepaneia pe voukieosida. Zyetikd pe acbeveig pe nrotitidoa B
avOektikoi otn AapPovdivn, BAéne mapaypdpovs 4.2, 4.4 ko 5.1.

To Entecavir Viatris evdeikvuta, emiong, yia ) Beponeia tng ypoviag Aoipméng and tov 10 HBV og
TSl TPIKog aobeveig ympic Tponyoduevn Oepaneia pe voukieosidio niikiog omd 2 €og < 18 etdv ue
OVTIPPOTOVUEVT] NTOTIKT VOGO, 01 OTTO10L £XOVV EVOEIEN EVEPYOV UKOD OVOIUTANCIOUGLOD KoL
gppévovro avénpéva eminedo ALT opov, 1} 16ToAoyIKT £vOEIEN PETPLOG MG GOPaPNg PAEYUOVIG KauM
tvoonc. Avagopika pe v omoeaon évopéng Bepaneiog og moudiaTpikods acbeveig, PA. Tapaypdpovg
42,44, xar 5.1.

4.2 Aocoloyio Kol TPOTOG YOPNYNONS

H Bepoaneio mpémet va apyilet amod éva yotpo pe gumeipio 6To ¥eplopd g ypoviog Aoipwéng amd
nrotitida B.

To Entecavir Viatris diatiBeton pévo oe popon emkoivppévev pe Aentd vpévio dtokiov 0,5 kot 1 mg.
I tovg asbeveig Tov dev dHvavTol Vo KATATIOOY SIGKIN 1] Y10 TOVG 0TTOIOVE GLVIGTATAL UEIMOT TNG

doomg, evdéyetar va datiBeviar dALo TpoidvTa Tov va TEPEXOVY evieKaPipn, Le o KOTAAANAL
OKEVAGHLOTA.

Aocoloyia
Avtippomovuevy nratiky vooo

AocBeveic ywpic mponyodusvny Oepomeio us vovkisooioio,
H ovvictdpevn 66om otovg evihikeg eivat 0,5 mg pio gopd tnv nuépa, pe 1 x®pig Tpoe.

Aocbeveic avBercutiol oty Aoapfovdivy (Onl. ue évderln wupiog eva Aaufovay Aauifovdivy 1 uetailateis
wapovoia ovioyns oty logafovoivy [LVDr]) (Prére mopaypapovg 4.4 kor 5.1)

H ocvvietdpevn d6om otovg evihikes givan 1 mg pio popd v nuépa, mov TPEMEL v AapPAaveTat e
G0e10 oTOpAYL (TEPLOGOTEPES OO 2 MPES TPV KOl TEPLOGOTEPES OO 2 MPEG UETA omd yevpa) (PAETE
mapdypoaeo 5.2). Iapovoia petorrdéemv LVDr, 1 cuvdvaotikn ypnon g eviekafipng poli pe Eva
devtepo avtukd mapdyovia (0 omoiog dev €xel TV 1010 dtacTowvpoveEVn avtoyn pe T AapPovdivn 1
v eviekafipn) Oa mpénet va eEgtdleton Katd npotipnon o€ oyéon e tn povobepaneio pe evrekafipn
(BAéme mapdypago 4.4).

Mpu-avtippomovuevy nratiky vooo

H ocvvietodpevn d6on yia eviikes aoBeveig pe pn-aviippomoduevn nratiky voco gival 1 mg o popd
™V NUEPD, Kal TPEMEL v AapPavetal Le Adglo oTopdyl (TeplocoTePES amd 2 MPEG TPLV Kol
mEPLOCOTEPESG aMO 2 dPEG Letd and yevua) (PAéne mapdypopo 5.2). Zyetikd pe aobeveic pe nratitido
B avOektikol ot Aapufovdivn, BAéne Tapaypdpovg 4.4 kot 5.1.

Aidpreio g Oepameiog
H Bédtiom didpketa g Oegpameiog elvar ayvoot. Atakonn g Oepaneiog prnopei va e&etachel mg
akoA0VOOG:
. e evihkeg acleveic HBeAg Oetikovg, 1| Oepameio mpémet va xopnyeitol TovAGyIoTOV
péypt 12 pveg petd v emitevén g opoavactpopns HBe (andisie HBeAg kot
anodieie HBV DNA pe aviyvevon avti-HBe og 600 cuveydpeva deiypota opov e
amOoTOOT TOVAdYIOTOV 3—6 unvav) 1 pExpt TV opopetatponr] HBs 1 péypt va vapyet
anmAela aroteleopatikoOtntag (PAENE Topdypapo 4.4).
. e evihkeg acBeveic HBeAg apvnrtikovg, n Oepoameio mpémet va yopnyeitol TovAGYIGTOV
péypt v opopetatponny HBs 1 péypt va vmdpyel andAEld 0nOTEAEGUOTIKOTNTOG. TNV
TEPITTMOT TAPATETAUEVNS Bepomeing Yo TePIGGOTEPO ATO 2 £T1), GUVIGTATOL TOKTIKN
enova&loloynon v va emPefordvetar 0T 1) emAeypévn Bepameio Tapapével KOTAAANAN
v Tov acOevn.



e acbevelg Le PN-0vTIPPOTOVUEVN NTTATIKT VOOO 1 Kippma, d€ GuviaTtdtot 1 dtakomr ¢ Bepameiog.

Houdrazpirog wAnBoouog

Mo v KatdAAnin docoroyia oTov TodtaTpikd mAnbvoud, vrdpyovv dabécyia Entecavir Viatris
0,5 mg emkoivppéva pe Aemtd vpéVio diokia kat yio d006els kdto Tov 0,5 mg umopel va vmapyet
Sbéotpo TooIHo StdAvua.

H amoégaon yo ) Oepaneio madiatpikdv aclevov Oa mpénel va Aappdvetar pe fAom Ty TPOCEKTIKY
aE10AOYNON TOV OTOUIK®V avoyK®V Kdbe 0c0gvong Kat Pe ovapopd oTiG 1oYVOVGEG KaTeuhuvnpleg
oomyieg madroTpikng Oepanciog, cvpmeptrappavopévng g a&iog TV 1I6TOAOYIKOV GTOXEI®V KUTH
v évapén. Ta o@EAN TS HoKpoypOVING IOAOYIKNG KOTAGTOANG e cuveyllopevn Bepaneio Tpémel va
otafpilovral évavtt Tov Kvdhvov g mapateTapévng Bepaneiog, copmephapavopévng kot g
gupaviong avhektikov 100 nrotitidag B.

[péner va vapyovv gppévovta avénuéva emineda ALT opod Y10 TOLAGIGTOV 6 UVEG TPV TN
Oepaneio TOOOTPIKOV 0GOEVOV LLE AVTIPPOTOVLEVT] NITATIKN VOGO A0y HBeAg Betikng ypoviag
nratitdog B, kot yio tovAdyiotov 12 piveg og acBeveic pe HBeAg apvntikn vooco.

2100G modlaTPIKoVS aoBeVeis (e copatikod Bapog tovAdyiotov 32,6 kg mpémel va yopnysiton i
nuepnota 6601 Tov £vog dtokiov 0,5 mg, pe N xopig Tpoen. [oco didAvpa Bo Tpénet va
¥pnoonoteital yio acheveic pe copatiko Papog pikpotepo omd 32,6 kg.

Adpxero. Ospameiog yra wardloTpikovs aoeveis
H Bédtiom didpketa g Bepamneiog eivar Ayvootn. ZOUPOVA LE TIG IGYVOVGES KATEVBVVTPLEG 00T YiES
TOLOUTPIKNG TPOKTIKNG, Uropel va eEetactel To evogyouevo dlakomng ¢ Bepaneiog mg e&ng:
. e HBeAg Oetikotg madiatpikong acbeveic, n Oepaneia mpEnet va yopnyeitol yio
TOVAQYIoTOV 12 pnveg petd v emitevén pun aviyvedoiov HBV DNA kot opopetatpomng
HBeAg (amdieia HBeAg kot aviyvevon avti-HBe cg dvo dradoyukd deiypato opod mwov
AopBavovtot pe d1opopd TovAdyleTov 3-6 UNvav) N péxpt Ty opopetatponry HBs 1
péypt vo vdpyetl ondiela omotehespatikotrag. Ta exineda tng ALT ko tov HBV
DNA opov mpénet va mopakoiovBodvTol ToKTiKA Letd tn dakonn tng Bepaneiog (PA.
Tapaypoeo 4.4).
. Ye HBeAg apvnrtikovg mondiatpikons achevei, | Oepaneia mpénet va yopnyeitol péypt
v opopetatponny HBs 1 péypt va vdpyel £VOEIEN OMMAELNG TG ATOTELECULATIKOTITOG.

H poppokokivntikn og madiotpikong acheveic pe veppikn | nratiky] Sucieitovpyia dev £xel
peketnOel.

Hliowuévor

Agv amaiteitol mpocappoyn g 66ong Aoyw nAciog. H 66om mpémet vo tpocsoppuoletol cOUPOVA LUE
T veepikn Aettovpyia Tov aoBevoig (BAETe cuvioTdpEevn dOON GE VEQPIKT dLGAELTOVPYia Kol
Tapaypoeo 5.2).

Dolo ka1 poin
Agv amatteital mpocappoyn g 06ong pe fAon To VA0 1 TN QLA

Negpixn dvoiertovpyio.

H k&Bapon g eviekafipng pewdveron pe ) peimon g kédbapong g kpeatvivng (BAEne Tapdypapo
5.2). Zvvictdtat 1 Tposaproyn TG 860G o acbeveic pe kabapon kpeativivig < 50 ml/min,
TEPIAAUPOAVOLEV®V KOl QVTMOV G OUOSIOAION 1) GUVEYODS TEPUTATITIKNG TEPLITOVAIKNG SAIOTG
(CAPD). Xvviotdton peimwon tng nuepfiotag 66omg e tn xpromn nootpov dteAdpatos. Evoiioaktikd, o
mepint®on mov dev givor dabésio To Toéoo ddhvpa, 1 d60on uropel va puOuotel pEécm avénong
TOV HEGOIAGTNLOTOS TOV dOGEWV, 0TS TaPOVSIALETOL aVaAVTIKG oTOV Tivaka. Ot TPOTEWVOUEVES
TPOTOTOINGELS TNG 000M¢ Pacilovtal 6TV TPOEKTOCT) TEPLOPICUEVOV OEGOUEVOV, KOl 1] AGOAAELN KoL
OTOTELEGLATIKOTNTA TOVG Ogv Exouv a&lohoyn0el og Khviko enimedo. Emopévac, npénet va
TAPAKOAOLOEITOL GTEVE 1] 1OAOYIKT| AVTATOKPLON.



Aébon evrekofipng*®
Kéa@apon kpeativivyg
(ml/min) AocOgveic yopic Tponyoduevn AvOekTIKOTNTO OTY)
Ogpomeio pe vovkieooioww AamPovdivy M pn-
OVTIPPOTOVNEVT] NTATIKI VOGOG
>50 0,5 mg pio eopd TNV NuéPA 1 mg pia @opd v nuépa
30-49 0,25 mg pia popd v nuépa* 0,5 mg pio eopd TNV NuéPA
'H
0,5 mg kdBe 48 mpeg
10-29 0,15 mg pia eopd v nuépa* 0,3 mg pio opd v nuépa*
'H 'H
0,5 mg kdBe 72 dpeg 0,5 mg ke 48 dpeg
<10 0,05 mg pia popd v nuépa* 0,1 mg pio popd v nuépa™®
Aodwiion 1 'H 'H
CAPD** 0,5 mg kdBe 5—7 nuépeg 0,5 mg kdBe 72 mpeg

*  yu 80c¢g1g < 0,5 mg evtekafipng ocvviotdrol TOoIHo StéAvpa
** 116 NUEPES TNG ALOSOALGTG, XOPNYNOTE TNV EVTEKAPipN HETE TNV CLOSTOAION.

Hrotikn averdprela
Agv amaiteitol Tpocapproyn g 000MG o€ 0GOEVEIG LLE NTOTIKT OVETAPKELQ.

Tpoémog yoprynong

To Entecavir Viatris 8o wpénet vo Aappdaveral omd to oTouo.
4.3 Avtevisiteig

YrepevaioOnoio 6tn dpactikn ovoia 1§ 6 KATo10 amd T EKO0Y0 TOV AVOPEPOVTOL GTNV TOPAYPAPO
6.1.

4.4 E1dwkég mpogrdomonjoels Kot mpo@uidiels Katd n ypion

Neopikn dvcrertovpyio

ZVVIeTATOL 1) TPOGAPHOYN TNG 000G Yo 0o0eVElg e veppikn| dvoieltovpyia (BAéne Tapdypapo 4.2).
Ot Tpotewvdpeves Tpomomoln el TG 06ong Pacilovtal 6TV TPoEKTOoT TEPLOPICUEVMY dedoUEVMV,
KO 1 0CQPAAELN KL OTOTEAEGUATIKOTNTA TOVG dev £xovv a&loroynOel oe KAviko eninedo. Emopévag,
TPENEL VO, TOPOKOAOVOEITAL GTEVA 1] LOAOYIKT] OVTOTOKPLOT).

Iapo&vveeig Tne NraTiTdog

AvBopunteg Tapobuveelg g xpoviog nratitidog B elvar oyetikd cuyvéc kot yapoktnpilovtol amd
mapodikéc avénoelg g ALT opod. Metd v évapén avtukng Bepaneiog, 1 ALT opod pmopei va
avénbei oe opiopévoug acbeveig kabag Ta eminedo opod Tov HBV DNA peiwvovron (Bréne
mopdypaeo 4.8). Meta&d tov acbevav mov éhafav eviekafipn e€dpoeig katd T G pKeLR TNG
Bepameiog elyav éva diapeco ypovo Evapéng 4—5 efoopddmv. Xe aoheveig Le avTIPPOTOVLEVT) NTOTIKT
v660, o1 avénoelg avtég g ALT opov, 6€ yeviké Ypappég 0 cuvodevovtal amd avénon g
GLYKEVTIPMOT|G TG YoAepLOpivng opov N NraTikn amoppvbuior. Ot acBeveic pe TpoywpMUEVT NTATIKN
v660 M Kippwon umopei va fpickovtal 6€ HeyoANTEPO KIVOUVO Y10 NTOTIKY AVTICTAOUIOT) LETA OO
nratikn TapdEuvon, Kot yi' autd TPENEL v TapokolovBovvtal 6teva Katd tn dtdpkela g Oepaneiog.

"Exet eniong avapepbei o&ela mapouvon tng nratitidag oe acbeveic mov diEkoyav ) Bepameio Tng
nratitwwog B (PAéne mopdypapo 4.2). Ot e&dpoeig petd tn Bepaneio oyetilovior cuvnbog pe avénon



tov HBV DNA, kot n mietovotnta eaivetol va givat oavto-neploptiopevn. Qotoco, Exovv avapepbel
coPapéc mapo&uveoelg, TephapPavoréveov Kot Bavatov.

Meta&o tov acbevav xopic Tponyovpevn Bepaneio pe voukieooidia, mov Erafov eviekofipn, ot
nmapo&hveoelg petd ) Bepaneio elyov didpeso xpovo Evapéng tig 23—24 efdopddes, kat ot
meplocoTePES avapépOnkay oe acbeveic HBeAg apvntikovg (BAéne mapdypago 4.8). H nrotikn
Aertovpyio mpémel vo mopakoiovdeital 6€ emavalapfavopeva SIHGTHHATO LE KAVIKTY Kot
EPYOOTNPLOKT TALPOKOAOVONGN Yio TOLAGYIGTOV 6 Pveg Petd T dtakomn g Oepameiog tng
nratitdog B. Edv apénet, n enavévapén g Bepomeiog yio nratitido B uropei va artioloynOet.

Aocbeveic ue un-avTipporovuevn NIoTikn vOGo

Mo peyaAdtepn cuyvotnta GoPapdv NIATIKOV aveTBOUNTOV EVEPYELOV (AOYXETOG oTiog) EYEL
mapotnpnOel og aoOeVelg e UN-0VTIPPOTOVLEVT NTATIKN VOGO, GUYKEKPLUEVO GE QLTOVG UE TNV
acBévewn Child-Turcotte-Pugh (CTP) khdong C, oe cuykpion pe T cuyvotnta o acbeveig pe
aVTIPPOTOVLEVT NTATIKY Agttovpyia. Emiong, acOeveig pe un-oviippomovpevn nratikn voco umopet
va Bpickovtol 6€ HeYaADTEPO KIVOUVO Y10 YOAUKTIKY 0EEMOT] Kol GUYKEKPLUEVO Y10 OVETIOVUNTEG
EVEPYELEG OTA VEPPA OTWG TO NTATOVEPPLKO GUVOPOLO. ZVVETADC, Bol TPEMEL VoL TapakoAovBodvTat
GTEVA O KAWVIKEG KOl EPYACTNPLOKES TAPAUETPOL GE QVTOHV TOV TANBLoud acbevav (PAEre emiong
mapoypapovg 4.8 kot 5.1).

ToAokTtikn 0E€mon Kot cofapn NTATOUEYOAID LE CTEATMOON

Epopaviceig yohoaktikng o&€mong (amovoio vwo&aiog), HepkEg opég Bavatnedpov, cuviBmg
oyetilopevng pe cofapn nratopeyoiio Kot NTATIK GTEATMOON, X0V TapatnpnOel pe  xpnon
VOUKAEOGIOIK®V avaroymv. Kabmg 1 evtexafipn gival éva voukieooidkd avarloyo, o Kivouvog anTtog
d¢ pumopel va amokAelcOei. H Bepaneia e voukieoodikd avarloya TpEMEL va S10KOTTETAL OTAY
oupPaiver Toyeio adENOT TOV EMTESOV TNG AUVOTPAVGOEPAOTS, TPOOIEVTIKT NTATOUEYOAI 1)
petafolikn/yoroktiky o&Emon ayvdotov artiodoyiog. Kaiondn yaotpeviepikd countopata, 0mnmg
vowtio, EHETOG KoL KOWMOKO GAYOC, Umopel va ivor eVOEIKTIKA avanTuéng YOAOKTIKNG 0EEMONC.
YoBapég meputtooel pe Bavatneopo koo, cuoyeTicOnkay e TayKpeaTiTIdN, NTATIKN
OVEAPKELO/NTOTIKY OTEATWOOT), VEQPIKT OVETAPKELN KOl VYNAOTEPO EMITEDA YOLAKTIKOD GTOV 0PO.
[pémel va diveTon Tpocoyn OTAV GLUVTUYOYPUPOVVTUL VOUKAEOGIOIKA AVALOYO G OTOLOONTTOTE aGOEVN
(1dwitepo g TOYVCAPKES YOVOIKES) e NITATOUEYAAl, NTATITION 1] AAAOVG YVOGTOVS TAPAYOVTES
Kvduvou yio nratiky] voco. Ot acBeveig avtol mpénet va mapokolovBovviol 6Teva.

Mo ™ dudkpion HETOED TV 0VENGEMY TOV AULVOTPAVGPEPACMY TOV OPEIAOVTIOL GE OVTOTOKPIOT OTN)
Bepameio kKo avEnoewv mBava oyeTilopevav Le YOLOKTIKT 0EEMOT), O YI0TPOL TPENEL VOl
dtuoearifovv 6t ot aAlayég oty ALT oyetilovtan pe BEATIOCES € AALOVG EPYOTTNPLOKOVG OEIKTES
g xpoviag nratitidog B.

Avtoyn kot £101kn Tpo@LAaén yio aceveic avhektikovc otn AauBovdivn

MetoaAraéelg otnv molvpepacn tov HBV mov kwdikomotohv Tig VToKOTAGTAGES 0VTOYNG OTN
Aopfoudivn gival duvatov va 00MYNCOVV GE ETMAKOAOVON ELPAVION SEVTEPOYEVAV VTOKATACTAGEWDV,
nepthoppavouévev kat ekeivav mov oyetilovtar pe avtoyn oyetilopevn pe v eviekafipn (ETVr). Xg
&va Likpo m0600Td acbevdv aviexTikdv otn Aopfovdivn, ot vrokatactdcelg ETVr otig 6éoeig
rtT184, rtS202 7 rtM250 ftav mapovoeg katd v évapén. Acbeveic pe avtoyn otn Aappovdivn HBV
Bpiokovtat og vyNAdTEPO Kivovvo avamTuEng emakoAovOng avtoyng otnv evtekafipn o€ oyéon Ue
acBeveig yopig avroyn otn AapBoudivn. H abpoiotikn mbavotnto epeavions YOVOTUTIKNAG OVTOXNG
otV evtekofipn petd ano 1, 2, 3, 4 ko 5 ypodvia Oepamneiog otig peréteg pe aobeveic avhekTiKovg 61N
AopBoudivn nTav 6%, 15%, 36%, 47% kot 51% avtictoyya. H woloyum avtandkpion tpénet va
mapokolovdeital cuyva otov avlekTikd otn Aapifovdivin TANBLGUO Kat Vo dlevepyeitatl KATAAANAOG
ENeyy0c avToyNS. e 0oBEVEIS e LIOAOYIKN AVTOTOKPIOT) KATMOTEPT TNG PEATIOTNG, petd omd 24
ePdouaoeg Oepameiag pe eviekaPipn, Tpénet va a&loloyeital 1 TEPITTO®GT TPOTOTOINGNG TG OYWOYNG
(BAéme mapaypapovg 4.5 ko 5.1). Otav Eekiva Bepaneio oe 0oOEVEIS LUE TEKUNPLOUEVO 1GTOPLKO
avtoyng ot Aopifovdivn HBV, 1 yprion cvvdvacpov g eviekofipng podi pe devtepo avtiieod



mapdyovta (o omoiog de cuppepiletar dSaoTavpovev avioyn gite pe AapBovdivn 1 pe evtexofipn)
0o mpémer va e€etdleTal kKatd TpoTipnon og oxEom e TV povobepoameia pe evtekafipn.

[Ipotmapyovoa avroyn ot Aopifovdivi HBV cvoyetiCeton pe avénpévo kivouvo yio Letayevestepn
avtoyn otnv evtekafipn, ave&aptnto amd to Pabpd e Nratikng vocov. X acbeveig pe pun-
OVTIPPOTOVLEVT MTATIKT VOGO, 1] LOAOYIKT dlapuyn pmopel va oyetileton pe cofapéc KAVIKES
EMITAOKEG TNG VIOKEILEVN S NTATOG VOGOV, ()G €K TOVTOV, G OGOEVEIS UE UN-OVTIPPOTOVUEVT] TATIKN
v660 kal avtoyn otn Aapovdivi HBV, n xpiion cuvdvacpov g evtekafipng poli pe devtepo
avTikd Topdyovro (o omoiog de cvupepileTorl dloTaVPOVUEVT avToyn &ite pe AapPovdivn 1 pe
evtekafipn) Oa mpénel va e€etdleTon KoTd TPOTiUNOoN G€ GY€om LE TNV povobepamneia pe eviekafipn.

Houdrotpikdc tAnbvoude

HapoatnpnOnke younlotepo m06ooto 10AoYIKNE avionokpiong (HBV DNA < 50 IU/ml) cg
mordroTpcovg acbeveic pe HBV DNA xatd v évapén < 8,0 logio IU/ml (BA. mopdypago 5.1). H
evtekafipn TPEMEL VoL XPTCYLOTTOIEITAL GE QVTOVS TOVG 0oBEVEIG LOVO €V TO SUVNTIKO OQELOG
dikaoAoyel Tov duvnTikd kivouvo yia o Ttodi (1. avriotacn). Kabmg opiopévol mardiatpucot
acBeveic pmopet va yperalovtan pokpoypovia Bepomeio 1 okOpa kot €@’ 6pov {ONG OVILLETOMTICN TG
xpoviog evepyod nratitidag B, Oa mpénel va e€etdleton n enidpacn g eviekafipng oTig HEALOVTIKEG
OepamevTikég emAoyEc.

Anmrec petaudoyevons NIoToc

H veppwn Aettovpyio mpénet vo a&loAoyeiTal TPOGEKTIKA TPV KOl KOTd T Stdpkela ¢ Oepameiog e
v gviekafipn oe Mmteg petapdcyevong Nmatog tov Aappdvovy kukioomopivn 1 tacrolimus (PAéme
Tapaypoeo 5.2).

2uvodoc Aoiumén pe nrotitido C D

Agv vmapyovv dtaféciia SESOUEVA Yo TV OTOTELEGHATIKOTNTA TG EvTekafipng o acheveig pe
6LV0d0 Aoipmén amod tov 10 g nratitdag C 1 D.

Aocbeveic ue ouvodovc Aowmésic and tov 16 avhpdmivne avocoavendpketac (HIVY/HBV mov d¢
AopBavouv mopdAinia aviipeTpoikn Oepameio,

H evrtexafipn dev &xer aloroynbei oe acbeveig pe cuvodong Aouméelg HIV/HBV mov dg Aappdvouv
maporAnAia arotehespatiky] oywyn HIV. Eyxel mapotnpnet avdntoén avrictaong tov HIV, petd and
xpNon g evrekafipng yia  Bepameio Aoipwéng ypoviag nratitidag B oe aobeveig pue Aoipwén HIV
7oV dev eldpPavay avtipeTpoikn Oepaneio vyning dSpaoctikdtnrag (HAART) (BAére mapdypago 5.1).
Koatd ovvénewa, | Oeponeia pe evrekafipn dev mpémet va ypnoiomoteitat yio achevelg pe cuvodong
howdéerg HIV/HBV, ov e Aappdavouv HAART. H evtexafipn dev €xetl peretn0el mg Bepameio tng
hoipwéng HIV kot de custiveTan yio T ¥pron avty.

Aocbeveic ne ouvodonc Aowméelg omd Tovg v HIV/HBV mov AauBdvouy mapdAAnAc ovIlpETPOIKN
Bepameia

H evtekoPipn €xer peretndei og 68 gvidikeg pe ovvodovg Aoyméelg HIVVHBV, mov éhafov oynpa
HAART nepiiapfovopévng Aapifoudivng (PAEre mapdypapo 5.1). Aev vapyovv dobécipa dedopéva
Yo TNV amoTeAEGLOTIKOTN T TG evtekaPipng o HBeAg-apvntikots acbeveig pe cuvodd Aoipmén
HIV. Yrépyovv nepropiopéva dedopéva yia acbevei e ouvodd Aoipwén amd HIV mov €youvv pikpo
ap1Opud kuttépov CD4 (< 200 kdttapa/mm?).

Cevika
Ot acBeveic mpémel va evnuepovovtat 6tL 1 Oepaneia pe v eviekaPipn oev €xetl amoderybel 6T

pewmvel Tov kivouvo petddoons tov HBV kan yt' avtd mpémet axdun va Aappdvovior KatdAAnAeg
TPOPLAGEELS.



Aoxtoln

To eappakevTiKd TPoidv avTd TEPIE)EL AaKTOLN. AcBEVEIG e omavio. KANPOVOLLIKE TPoBANLaTa
dvoave&iog otn yoraktoln, avendpkelo oMknG AoKTAoNg 1 Sucamoppoenong e yAvkolng-
YoAakTOlng dev TPEMEL VoL TAPOLYV QVTO TO POPUOKEVTIKO TPOIOV.

4.5 Almiemopaceirs pe GAio QUPPUUKEVTIKA TPOIOVTA Kot GAAheg pop@és allinlemidpacg

Emedn 1 evtekafipn amofdiieton kupiog amd ta veppd (PAERE Topdypapo 5.2), 1 GLYXOpYNCT LE
QOPLOKEVTIKG TPOIOVTA TOL LELDVOLV THV VEPPIKN Aettovpyia 1 cuvaywvifovtot yio TV evepyo
GOANVOPLOKT OTEKKPLOT] UTOPEL VO, AVENGOVV TIG GUYKEVIPDGELG OPOD OVTMV TOV PUPUAKEVTIKMY
mpoidvtav. Extog e AapPovdivng, tng adefovir dipivoxil kot g tenofovir disoproxil fumarate, ta
ATOTELEGUATA TNG GLYYOPTYNONG TNG EVIEKAPIPNG LE PAPUOKEVTIKA TPOIOVTO TOL ATEKKPIVOVTOL ATt
Ta veppd N emnpedlovv n veppikn Aettovpyia oev Exovv a&lodoynBel. Ot acBeveic mpémet va
TAPAKOAOLOOHVTOL GTEVA Y10 aVETIBOUNTEG EVEPYELEG OTOV 1 EvieKafipn cuyyopyeital pe TEToln
(POPUOKEVTIKA TPOIOVTA.

Agv mapoatnpnonKoav oproKoKivnTikéG aAANAETIOpAoELg petaly tng evrekafipng Kot Tng
AapuBovdivng, tng adefovir 1| g tenofovir.

H evrtexafipn dev etvar vmoéoTpOUA, ETAYOYENS 1| AVAGTOAENG TV EVEDU®OV TOV KuTOXpmuatog P450
(CYP450) (Préme mapdypapo 5.2). 't avtd o1 aAANAETIOPAGELS SPAGTIKOY OLGLDY TOV

emtvyydvovtar pécm tov CYP450 givar aniBavo va cuufodv pe v eviekaPipn.

Houdrotpikdc tAnbvoudg

Mehéteg aAAAemOpAcE®V £XOVV TPoypaToToN Ol LOVO Gg EVAAIKEG.
4.6 Tovipétnta, KMo KO yarovyia

IMuvaikeg 6€ avamapaymyKn NAKio

Agdopévov 611 o1 Thavol Kivouvot Yo 10 avarTueGOUEVO EUPPVo Elval AYVOGTOL, Ol YOVOIKEG GE
OVOTOPOY YK NAKI0 TPETEL VO YPNGLOTOLIOVY OTOTEAEGUATIKY] OVTIGOAAN Y.

Konon

Agv vapyovv emapkn otolyeio amd T YpNHon TS evieKaPipng o€ £yKveg yovaikes. Meléteg o (da
KATESELEAV TOEIKOTNTO GTNV AVOTAPAYOYIKT KOVOTNTO 08 VYNAES 600elg (PAEre Topdypago 5.3). O
€VOEYOLEVOG KiVOLVOG Yia Tov dvBpmmo gival dyvwotoc. To Entecavir Viatris dev npémnet va
¥PMOLoTotEiTaL KATA TN SdpKeELo TNG KONOTG EKTOG €AV Elval capdg anapaitnTo. Agv vdpyovv
oTolEla Yo TV emidpaon tng eviekafipng otn petadoorn tov HBV and ™ untépa oo veoyévvnrto
Bpépog. I'V’ awtd, Tpémet va yivoviat ot KATdAANAES TAPEUPACELS Y10 VAL ATOTPEYOVV TIV HETAOOT
tov HBV aoto veoyévvnro.

OnAacuog

Eivar dyvooto edv n eviekafipn exkpiveror oto avBpdmivo ydia. Ta dabécia toSicoroykd
dedopéva og Cma £de1&av amékKpilon Tng eviekoPipng 6to YOAo (Yo Aemtopépeleg PAETE TapAypapO
5.3). O xivdvvog ota Bpéen dev pumopet va amokreiotel. O ONAAGHOG TPEMEL VO SLUKOTTETOL KATA TN
dupkela g Oepomeiog pe Entecavir Viatris.

Fovipétnra

To&woAoyikég peréteg oe {da ota omoia yopnyndnke eviekafipn dev £dei&av enidpacn otnv
yovipotnta (BAéne mapdypago 5.3).



4.7 Emdpdosig otV IKOVOTNTA 001]Y16NS KOL YELPLGROV PYOVI|LaTOV

Agv TpaypotomomOnKoy HEAETEG GYETIKA LUE TIG EMOPAGELG OTNV IKAVOTITA 001YNONG KOl XEIPLGHOV
pnyxavov. H {aAn, n kénwon kai n vavniia givol cuyveg avemBOUNTEG EVEPYEIEG TOL UTTOPEL VAL
TOPEUTOSICOVV TNV WKAVOTITA 0O1YNONG Kl YEPIGLOD UNyovUAT®V.

4.8 AvemOOunteg evépysieg

20VOWYT] TOV TPOPIA OLGQAAELOG

Te KMVIKEG SOKIEG 6€ aoOEVELG e avTIPPOTOVUEVN NTTOTIKT VOGO, O1 TO GLYVES AVETIOVUNTES
evépYeELEG OmolacONmoTE PapdTNTag Le TOVAGYIGTOV L Thovn oyéomn Ue TV eviekafipn nrov
keparoyia (9%), kdnwon (6%), Lain (4%) kot vavtia (3%). [Tapo&oveelg g nratitidog katd ™
dudpkela kot PETA TN dakomn G Bepaneiog pe eviekafipn éxovv eniong avapepbei (PAEre
mapdypapo 4.4 ko Ieprypopn emileyuévarv ovem@ountwy evepyeiv).

KatdAloyog avemfountmy EVEPYEIDV GE LOPQPT TIVOKOL

H a&ordynon tov avemBountov evepysudv Paciletal otnyv guneipio amd mopakolovdnon Letd tnv
KUKAOQOPIa TOL QOpPLAKOV Kol oo TEGOEPLS KAMVIKEG doKIES oTIc omoieg 1.720 acbeveic pe ypovia
Aoipwén nratitdog B kot pe avtippomodpevn nratikn voco Elafov SumAd-toeAn Oepamneio pe
evtekaPipn (n=862) N AapuPovdivn (n = 858) yia mepiodo péxpt 107 efdopddes (PAEne Tapdypapo
5.1). Zg avtég T1g HEAETEC, TO TPOPIA AGPAAELNG, CUUTEPIAAUPAVOUEVOVY KOl U] PUGIOAOYIK®DY
EPYOOTNPLOKAOV TILMV, NTav cuyKpiotpa pe gviekafipn 0,5 mg nuepnoiong (679 HBeAg Betikoi 1y
apvntikoi acBeveic ympic Tponyoduevn Beparneio pe voukieosidlo mov Elafav Bepomeio yio didpeso
¥poviké ddotnua 53 efdopddwv), eviekafipn 1 mg nuepnoing (183 acbeveic avBextucol otn
AopBoudivn Ehapav Bepomeio Yo duipeco ypovikd didotnua 69 fdopddwv), Kot AapBovdivn.

O1 avemBounteg evépyeteg mov Bempovvtat TOLAGIETOV G TBavVA oxeTlONeVEG e TNV gviekafipn
KOTOTACCOVTAL GE KOTNyopia 0pydvov cuoTiHotog odpatog. H cuyvotra kabopiletol wg modd
ouyvn (£1/10), cuyvi ( £1/100éwm¢ < 1/10), 6yt ovyvég (<1/1.000 £mg <1/100), ordvieg (<1/10.000 émg
<1/1.000). Evtoc ke katnyopiog cuyvoTnTag EROAVIONGS, O AVETIBOUNTEG EVEPYELEG TOPOTIOEVTOL
Kkatd phivovoa celpd cofapdtnrag.

A1atopoyég 100 AVoGOTOINTIKOD GUOTHUATOG: OTAVIES: OVAPVANKTOELING AVTIOpOoT
Poy10TpIkég O10ToPoYES: ouyvES: abmvia
Arozopoyég T00 VEVPIKOD GOOTHUATOG: ovyvec: kepaiadyio, {aAn, vmvniia
A10T0p0YES TOD YATTPEVTEPIKOD: TUYVEG: €leTog, d1appota, vavTtia, duomeyia
Alotapay£S Tov NTOTOG Kot TV
YO POp®V:
A10Topoyés T00 HTATOS KOl TV YOAPOPV: GLYVEC: OVENUEVES TPOVOOUIVAGEG
Araropoyég T0v dEPUATOS Kal TOD VTOIOPLOD 1GTOV. oy ouyveée: eEavOnpa, adomekio

TeviKég 010Tapoyés Kol KaTOOTATELS TS 000D YOPHYNONG:  GUYVEG: KOTMON
"Exouv avaeepbel Tepimtdoelg YohaKTIKNG 0EEWDOTG, TOV GLVOEOVTAL GLYVA LE TATIKT AVTIPPOTN O,
dAAec GoPopéc WTpikéc KataoTdoels N oe ekBEqeLg o papuaka (PAEre Tapdypagpo 4.4).

®eponeio TEpav TV 48 efdouddwv: cuveyilopevn Bepameio pe v evtekoPipn yio Eva StAUEGO
YPOVIKO dtdoTnpa ddpKelag 96 efdopdowmy dev £de1&e kapio vea £VOEIEN Yo TV AGQAAELQ.



Ieprypoen emheyuévov avemuunTwy EVEPYEIDV

Epyaotnpioxés eletdoeis un pvoioloyikés

e kKhvikég dokpéc achevav ympig mponyodevn Bepancio pe voukieooidio, to 5% eiyav avénoeig
g ALT > 3 gpopég and v Evapén xat to < 1% eiyav avénoeig ALT > 2 popég and v évapén pall
pe oAk yoAepuOpivn > 2 popég avatepo puatoroyikd 0pto (ULN) kot > 2 popég and v Evapén.
Enineda aAPovpivng < 2,5 g/dl eppavicOnkav oto < 1% tov acbevav, enineda apviions > 3 opég
amo v évapén oto 2%, enineda Mmdaong > 3 popéc amd v évapén oto 11% Kot

opometéiia< 50.000/mm? 6to < 1%.

e KhMvikég dokipég aobevav avBektikol ot AapBovdivn, o 4% elyav avénoeig ALT > 3 @opég and
mv évapén, kot o < 1% elyov avénoeigc ALT > 2 gpopéc amd v évopén poli pe ohkr| yoAepvpivn
> 2 popég ULN kot > 2 popég and v Evapén. Enineda apvrdone > 3 popég and v Evapén
gppaviomnkay oto 2% 1wV acbevav, enineda Mmbons > 3 eopég and v Evapén oto 18% won
opomeTéMa < 50.000/mm’ oto < 1%.

Hopolvvoeis kota t diapkelo g Oeparmeiog

e peléteg pe aobeveig ympic mponyoduevn Bepaneia pe voukieosidwo, avénoelg e ALT ot
Oepameio > 10 popéc ULN xat > 2 gopég and v évapén mapovsibcnke oto 2% tov aclevav mov
Eapav evtexafipn évavtt 4% tov acbevav mov Elafav AapBoudivn. Xe peléteg pe acbeveic
avBextikovg ot AapBovdiv, avénoeig g ALT ot Bepaneio > 10 popég ULN kot > 2 popéc omd
mv évapén epgavicOnkav oto 2% twv acBevav mov raPav eviekaPipn Evavtt 11% tov acBevav mov
g afav AapBovdivn. Meta&d tov acBevav mov Eafav evtekafipn, ot avénoeilg g ALT, mov katd
) Sdpketa tng Bepameiog etyav didpecso xpovo ya v Evapén 4-5 efdopddes, dropBdbnkav oe
YEVIKEC YPOUUEG 0T GLVEXELD TNG Depameiog Kol GTIG TEPLGCOTEPEG TEPUTTOGELS, GYETICONKAV UE [
peiwon < 2 logio/ml Tov ukov eoptiov mov mponyndnke N cvvénese pe v avénon g ALT.
ZUVIOTATOL TEPLOJIKT TAPAKOAOVONGT) TG NTATIKNG AELTOVPYinG KOTA TN dudpKewd g Oepaneiog.

Hopoliveers ueta ty drokxonn e Oepaneiog:

Oéelec mapo&hvoelg nratitidag Exovv avapepbel oe acbeveic mov diékoyav tn Bepaneia Yo v
nratitwa B, mepthapfavopévng kot g Bepaneiog pe v eviekafipn (PAéne napdypago 4.4). Xe
peléteg acbevav ympig mponyodpevn Bepaneia e VoukAeosidlo, 10 6% Twv acdevav mov Elafav
evtexafipn xat to 10% tov acBevav mov Ehafav AapPovdivny tapovsiacav avénoes e ALT (> 10
@opéc ULN ko > 2 gopég v T avapopds [eAdyioto tng Tiung évapéng 1 v teAevtaio Tiun
HETPNOTNG 0TO TEAOG TNG d0G0A0YIG]) KOTd TN dtdpKela TNG TapoKolovOnong petd tn Bepamneia.
Meta&d tov achevav oe Bepaneia pe gviekafipn, yopic mponyovuevn Oepaneia e voukieoaidlo, ot
avénoelg g ALT eiyov didpeco ypovo eppavion 23-24 efdopddeg kot 1o 86% (24/28) tov avénoemv
g ALT epgpavicOnke og acbeveic HBeAg apvnrikotc. Xe pedéteg o€ acbeveic avBexticodc ot
AapPoudivn, pe povo mepropiopévo apBud acbevav mov maparxorovdnnkav, to 11% tov acdevov
mov éhafav eviekafipn Kot Kavévag amd toug acheveic mov Ehafav AapPovdivn dev avértuée
avénoetg g ALT katd t didpkela g mapoakorovdnong petd ) Oepamneio.

Y1ic KAMvikég dokipég 1) Oepameia pe tnv eviekafipn dtokonnke €4y o1 acbeveig TeTO VAV Pl
wpodlayeypappévn andkpion. Edv n Bepaneio dtaxomnel xopic va cuoyetichel pe v amdkpion ot

Oepaneia, 1 cuyvoTTa avalordpwong e ALT petd m Oepomeio pmopel va eivar peyodvtepn.

Houdrorpikdc tAnbvoudg

H acedleia g eviekafipng og madiotpikos acbeveic and 2 émg < 18 etdv Pacileton og 00
KAMVIKEG LEAETEC GE Atopa pe xpovia Aoipwén and HBV: o pappokokivntikn dokiur @dong 2
(nerém 028) ko po dokyy Gaong 3 (pedétn 189). Avtéc ot dokipéc mapéyovv otoryeio amd 195
HBeAg Betikovg cuppetéyovieg ywpig mponyovuevn Bepameia e vovkAieooidwn mov hafav Oepameio
pe eviekafipn didpeong dupketag 99 fdopddwv. Ot avemBounteg evEpyeleg TOL TapaTnpNONKAV oE
OO TPIKOVS GUUUETEYOVTEG IOV EAafav Oepameia e evekafipn NToV GOUPOVESG LUE AVTEG TOV
mapotnpNONKay og KAVIKEG doKIIEG TNG evieKoPipng o eviikec. (BA. Ovoyn Tov Tpopid
acpaieing, kot Topdypago 5.1) pe v akdrlovdn e£aipeot 6TOVS TUSIATPIKOVG 0oOEVEIC:
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e TOAD oLYVEG avemBOUNTEG EVEPYELEG: OVOETOTEVINL

Aot sdikoi TAnbvouoi

Eunepio oe acBeveig pe un-ovippomodevn Nratikn voco: To Tpoeil ac@Aaielng TG EvieKaPipng o€
ac0eveic e UN-avTIPPOTOVLEVT] NTOTIKT VOGO 0EIOAOYNONKE GE TUYOLOTOUNULEVT] AVOLYTH LEAETY|
ovykplong omov acbeveic ElaPav Oeparneia pe eviekafipn 1 mg/muépa (n=102) 1 adefovir dipivoxil 10
mg/muépa (n=89) (uerétn 048). Zyetikd pe TIg avemBOOUNTES EVEPYELEG TOL OVOPEPOVTOL GTNV
mapaypoeo IepiAnyrn avemBount@v evepyeEl®v 6€ LOPPT| TIVOKA, U0 EXTAEOV AVETIOOUNTN EVEPYELL
[nelmon og dirtavBpakikd Tov aipatog (2%)] mtapatnprnke oe acbeveic mov EaPav Bepameia pe
evtekafipn omnv gfdopndada 48. To abpoiotikd m0cosTtd Bavdtov KoTd TN StpKELd TNG LEAETNG TOV
23% (23/102) ko ot artieg BovaTov lyov Yevikd oyéon e TO TP, OTMG AVOUEVETOL GE AVTOV TOV
mAnBvopd. To aBpoictikd Tocootd NroToKLTTAPIKOL KapKivopatog (HKK) katd t didpkeia g
peréng nrav 12% (12/102). ZoPopés avemBounTeg evEPYELEG elyav YEVIKA OXECT LLE TO NTTAP, LE
afpototikn cuyvotnta 69% katd T dibpkela g perétns. AcBeveig pe vynidtepo deiktn CTP katd
v évapén eiyav peyaddtepo kivovvo avantuéng cofapdv avemBountov evepyeidv (PAéne
Tapaypoo 4.4).

Epyaotnplakés eEetdoeis [ pLo10A0YIKES: KaTd T d1dpkela TG fdopddag 48 avapesa og acheveic
mov éhafav Oepaneia pe eviekafipn Le Un-avTippomoVUEV] NTOTIKT VOGO, KAVEVAS OEV ElXE ALENCELS
g ALT > 10 gopég ULN ka1 > 2 gopég and v évapén, kat 1% tov achevav eiyov avénoeig e
ALT > 2 popég amod v évapén pall pe odikn yorepvbpivn >2 popég ULN kar > 2 popég and v
évapén. Enineda arfoupivne < 2,5 g/dl epgpavicbnkav oto 30% tov acbevav, enineda Mndon

>3 popég amd ™V évapén oto 10% kot aupometdita < 50.000/mm’ oto 20%.

Eurepio o 000eveic ue ovvodo Aotuwén HIV

To mpopid aopodreiog e eviekafipng o€ Evav mepropiopévo apud acbevav pe Aoipwén HIV/HBV
o€ Bepomevtikd oynuote HAART (avtipetpoixn Oepaneio vyning dpaotikdtntog - highly active
antiretroviral therapy) mov mepieAdupavay AapBovdivn oy TapopHolo e To TPOPIA acPareiog TV
acBevav pe povn doipwén HBV (BAéne mapdypopo 4.4).

Dovro/miikia
Agv vmpye epeavig dopopd 610 TPoeih acpaieing e eviekaPipn oe oxéon pe 10 OAO (*25%
YOVOIKEG 0TIG KMVIKES SOKIIES) 1 TNV NAkia (=5% TV acbevdv > 65 eTdv).

Avagopd mBavoroyoOUEVOV OVETIBVUNTOV EVEPYELDV

H avagopd mBovoroyodpevev avemBounTmy evepyemv LeTd amd T xop1ynon adelag kukAopopiog
TOV POPUOKEVTIKOV TPOIOVTOG givan onuavtikn. Emtpénel tn cvveyn mapakoiovdnon tng oxéong
0PELOVC-KIVOHVOL TOV POPLOKEVTIKOV TPOTOVTOG. ZnTeital amd Tovg enayyeAIOTIEG VYEiNG va
AVOPEPOVY 0TOlECINTOTE THUVOAOYOVUEVES OVETIOOUNTES EVEPYELES HECM TOV EBVIKOD GLOTNLATOG
ovaQopdg Tov avaypaestor oto [apdpnua V.

4.9 Ynagpoocoloyia

Yrdpyel mepropiopévn epmeipio avapepheicoc vrepdocoroyiog eviexafipng o acbeveis. Yyelg
e0ehovtég mov EhaPav péypt kot 20 mg/muépa puéxpt kan yo 14 nuépeg kan epdma docelg péypt Ko 40
mg dgv elyov Koo pun avapevopuevn avembount evépyela. Edav ovufei viepdocoroyia, o acbevig
TPENEL VO TOPOKOAOLOETITAL Y100 EVOEIEN TOEIKOTNTAG KOL VAL TOV TOPEXETAL 1] KATAAANAN Koblepmuévn
VIOOTNPIKTIKY Oepameia.

5. ®APMAKOAOI'IKEX IAIOTHTEX

5.1 ®@oppokodvvopiKég 1O10TNTES

DappokobepomevTIKn KoTyopio: ovTUKG GUGTILOTIKNG YOPYNONG, VOLKAEOGIOUKOL KOt
VOUKAEOTIOIKOL AVOGTOAEIS TNG OVAGTPOPNG LETAYPAPAOTS.
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Kwdwog ATC: JOSAF10

Mnyovioudc dpaonc

H evtexafipn, éva aviloyo Tov VOUKAEOG1d10V NG Youavosivng Le dpdomn EVavTl TG TOAVUEPAONC
tov HBV, pocpopvlidverorl amoterespotikd kot oynuoatifel t dpactikn tpipmwcseopikn (TP) popen,
N omoia £yl xpovo gvookvTTaPikng N-Long 15 dpec. ZuvaymvilOpevn He T0 PLGIKO VITOGTPMLN
deo&vyovavooivn TP, 1 eviekafipn-TP avactéddel Aeitovpykd tig 3 dpdcelc Tng ukng ToAvpepacnc:
(1) TAqpwon g Toivpuepdong tov HBV, (2) avacstpopn g LeTaypapng TOL apvNTIKOD KAOVOL TOV
DNA ano to mpoyevopuko ayyeilopopo RNA, kot (3) ovvBeon tov Betikon khdvov tov DNA tov
HBV. H K; ¢ evtexafipns-TP yio v moivpepdon tov DNA tov HBV givan 0,0012 pM. H
evtekaPipn-TP eivar évag ac0evic avacToAENS TOV KUTTAPIK®Y TOAVUEPUCOV a, B kal 6 Tov DNA pe
Tpég Kiomd 18 émg 40 uM. EmmpocBétmc, vymhés ekBéaelg g eviekaPipng dev mopovciocay Kopio
GYETIKN AVETBVUNTY EVEPYELD TNV TTOAVUEPACT ¥ 1 TN ovVBeon ptoyovdplakod DNA ota kdTTapa
HepG2 (K> 160 pM).

Avtuxn dpdon

H evtexafipn avéoteire tn ovvBeon tov DNA tov HBV (50% peimon, ECso) o€ o cuykévipoon
0,004 uM oce avBpomva kotTtapa HepG2 mov €xovv porvvlet pe embetikd tomo tov HBV. H duapeon
Ty EC50 yio v eviekofipn évoavtt tov LVDr HBV (rtL180M xon rtM204V) ftav 0,026 pM (g0pog
0,010-0,059 uM). Kmdkomoinon vrokatasTdcemy avacLuVOLACUEVOV IOV LUE AVTIGTACT TNV
adefovir gite 010 rtN236T 1 oto rtA181V mapéuevov ohokAnpotikd gvaicOntotl oty eviekaPipn.

Avdlvon g avacsTaATIKNG Opdong g evtekaPipng Evavt opddog epyasTnplakd Kot KAVIKE
ATOUOVOOEVTOV TPOIOVTOV, YPNCLOTOLDVTAG TOIKIAIN KUTTAP®V Kol GUVONK®Y ovaAvong, arédmaoe
Tipég ECsp mov xopaivovray amd 0,026 émg > 10 uM- o younAiodtepeg tipég ECso mapotnprinkay otav
YPNOLOTOMONKOAV LEWWUEVO ETITESA TOV 10V GTOV TPOGIOPIGUO. XE KUTTUPOKAAMEPYELX, 1)
gvtekofipn enérele vrokatdotacn M1841 6 LUKPOUOPLUKEG GUYKEVIPDGELS, EXPEPALDVOVTUC
AVOOTOATIKY TTigoT o€ VYNAEG cuykevipmoets. Ot mapaiiayég Tov HIV mov mepieiyav v
vrokatdotacn M184V £deigav peimon evaiodnoiag otnv eviekafipn (BAéne mapdypago 4.4).

e Tpocdlopicpons cvvdvaouod HBV og kuttapokaAiiépyeia, ot apmakafipn, Sidavosivr,
AapuBovdivn, otafovdivn, tevopofipn 1 {doPovdivn dev ftav aviaywviotikég e ovii-HBYV dpdong
g evrekafipng yia e eupela TEPLOYN CLYKEVIPOGEWDY. e OvVTUKOVS TPoadiopiopovg HIV, n
€VTIEKOPIPT OE PIKPOUOPLOKES GUYKEVIPADGELG OEV NTOV AVTIAYOVICTIKY otV ovil-HIV dpdion avtdv
twv €1 NRTIs 1 tng emtricitabine cg KuttapokaAMEpyela.

Avrtiotoon oTnV KLTTapOoKoAMEPYELD

Yyetwcol pe tov embetico tomo HBV, LVDr 101 mov mepi€yovv Tig vrokatactioelg tM204V ko
rtL180M evtog G avaoTpoeng LETAYpapAcG KATAdEKVOoVY 8-TAdc1a petopévn evaicincio otnv
evtekafipn. Ewoaywyn emmiéov petaforav tov ETVr apvo&émv rtT184, rtS202 v rtM250, ueumvet
v gvastncia Evovtt g eviekafipng o€ kutTopokaAriEpyela. Ol VTOKATAGTAGELS TOV
mapatnpnOnkav og KAvikd amopovopéva npoiovra (rtT184A, C, F, G, I, L, M S" rtS202 C, G\ I’
Nxor rtM2501, L 1 V) peiocav tepartépm v evaictnoio Evavtt tng evrekafipng kotd 16 émg 741
@opés, o€ oyéon pe tov emfeticd tomo 100. Ta avOexTikd otn AapPovdivy otedéyn Tov Pépovy
vrokatdotacn rtL180M kot rtM204V 6g cuvdvacpod pe vrokatdotoon apvoéeog rtA181C odynoav
o€ peimwon g eavoTumikng evactnaciog otny evtekafipn katd 16 £wc 122 gpopéc. Ot
vrokataotdoelg ETVr pévo oto vroreipparta rtT184, 1tS202 xou rtM250 €xovv pétpia emidpaorn otnv
gvoioOnoia Evavtt g eviekaPipng, Kot dev £xovv mapatnpnbel arovsia vrokatactdcewv LVD, o
nepiocotepa omd 1000 deiypota acbevav, tov ortoiov tposdiopictnie 1 ariniovyic. H avioym
EMTUYYAVETAL LLE TT) LEGOAAPNOT HELWUEVNG GVVIESNG TOV OVOGTOAEN GTIV CAAOI®UEVT] AVTIGTPOOT
petaypagdorn tov HBV, kat o avBektikdc HBV gppavilel petopévrn ikavotta ToAAATA0GIOGHOD GE
KUTTOPOKOAALEPYELQ.
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Klvikn gureipio

H amddeign e meéietog Paciletal og 10TOAOYIKES, LOAOYIKEG, PLOYNUIKES KOl OPOAOYIKEG
avtamokpioels petd amd Oepomeio 48 efoopddwmV o€ gvepyd ereyyOpeveg KMVIKES dokipéc o 1.633
evAKeg pe ypovio Aoipmén nratitidog B, £voeiEn ukng avitypa@ng Kol avTippOTOVIEVT MTTOTIKY|
v6o0. H acpdiela kot amotedeopatikotnta g eviekafipng a&oloyndnkav eniong oe (o evepyd
eleyyopevn perétn pe 191 acbeveic pe HBV pe un-avtippomodpuevn nratikn voco kot o€ 68 acbeveig
pe ouvodoig Aoméelg HIV kot HBV.

e peréteg og acheVEIC [LE AVTIPPOTOVLEVT] NAATIKY] VOGO, ®G 10TOA0YIKT BerTimon opicOnke 1
peiwon katd <2-Babuovg otn Pabporoyio vékpmong eAeypovig katd Knodell amd v Evapén xmpig
peimon g Paduoroyiog ™ ivmwong katd Knodell. O avtonokpicelg tov acbevav pe Babpoloyia
Tvoong xkatd Knodell otnv évapén 4 (kippwon) NTav cUYKPIGIULES LE TIG GUVOAIKEG OVIOTOKPICELS O
O\a. To, péTpa amotedespaTikoTnTag (0A01 01 acBeveic elyav avtippomoduevn Nratiky voco). Ot
vynroi Babuoi vékpwong preypovig katd v Evapén (> 10) katd Knodell oyeticOnkav pe
peyaAbtepn 1otohoyikn Pektioon otovg acbeveic ywpig Tponyovpevn Bepameio e VoukAEOGIdIAL.
Emineda ALT < 2 gpopég ULN katd v Evapén kot HBV DNA > 9,0 logio avtiypaga/ml katd tnv
évapén, oyeticOnkav Kot Ta dV0 He VYNAGTEPA TOGOGTA 10A0YIKNG avTondkpiong (Efdondada 48 HBV
DNA <400 avtiypagpa/ml) oe HBeAg-0gtikong acleveic yopig mponyoduevn Oeponeio pe
vOuKAE0G1d10. AVEEAPTNTA OO T YOPAKTNPLOTIKA KATA TNV Evapén, 1 TAEOVOTNTA TOV 0c0evmdv
£0e1EAV 10TOAOYIKN KOl LOAOYIKN avtandkpion ot Oepomeia.

Eumepio oe ac0eveic ue avrpporoduevy nmotiki] vooo ywpic mponyoduevy Beporeia ue vovkieoaioio
Amnoteréopota oTig 48 efSopAdES, SITAG TVEADY PHEAETOV OV cvykpivovy TV eviekafipn (ETV) pe
™ Aappovudivn (LVD) oe Betikotg HBeAg (022) kot apvnrtikods HBeAg (027) acBeveig
TaPoLG1ALovToL GTOV TVaKO.

AocbBevelg yopig mponyovuevn Bepaneia pe
VOUKAEOGIOW
AocbBeveic HBeAg Oetikol Aocfeveic HBeAg
(ueArétm 022) apvntkoi (uerétn 027)
ETV LVD ETV LVD
0,5 mg pia | 100 mg pio | 0,5 mg pio | 100 mg pia
Qopa TV Popa v Qopa TV Popa v
nuépa nuépa nuépa nuépa
n 314° 314° 296" 287¢
Iotooyiky Pertioon” 72%* 62% 70%* 61%
BeAtioon Babuoloyiog ivmong Ishak 39% 35% 36% 38%
Emdeivoon Babporoylag ivwong Ishak 8% 10% 12% 15%
n 354 355 325 313
Meiwon ukov poptiov -6,86* -5,39 -5,04* -4,53
(logio avtiypago/ml)
Mn aviyvedoo HBV DNA 67%* 36% 90%%* 72%
(< 300 avtiypoago/ml uéow PCR)”
Opororoinon ALT (= 1 gopd ULN) 68%* 60% 78%* 71%
Opouetatpon) HBeAg 21% 18%

*un p évavtt dapipovdivng < 0,05

tacbeveic pe aoloynoiun wotoroyia kotd v évapén (Babudg vékpmong ereypovnig kotd Knodell <2)
B éva mportapyikd KoTaAnkTiko onueio

¥ tpocdiopopdg Roche Cobas Amplicor PCR (LLOQ = 300 avtiypogo/ml)
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Euneipio o aoOsveic avOektikois oty lopifovdivy ye ovtippomoduevy nroTiky vooo:

g [0 TOYXOOTOUEVT), SITAA-TVEAT peAétn og Betikobc HBeAg acbeveic avBektikodg ot
AapBoudivn (026), mov to 85% twv acbevav napovsiolov petorraéels LVDr xatd v évapén, ot
acBeveig mov eddppavoy AapPovdivn katd v évtaén ot pelét eite aAAa&av o€ evtekafipn 1 mg
Hio popa TV NUEPL, Y®pig 00T TEPindo KABapong ovTe mepiodo emkdAvyng (n = 141), 1| cuvéyioav
pe AapBovdivn 100 mg wa opd v nuépa (n = 145). Ta amoteléopata otig 48 efoopnddeg
TapovG1alovTol GToV TVaKd.

AcBeveic pe avBektikdonta ot Aapifovdivn
AocbBeveic HBeAg Beticoi (peiétn 026)
ETV 1,0 mg pia popd LVD 100 mg pia popd
v nuépa ™V nuépa
n 124 116*
Iotohoyiky Pertioon’ 55%* 28%
Beltioon Babuoroyiog tvewong Ishak 34%* 16%
Emdeivoon Babuoroylog tvwong Ishak 11% 26%
n 141 145
Meimon ukov goptiov -5,11% -0,48
(logio avtiypapo/ml)
Mn aviyvedoo HBV DNA 19%* 1%
(<300 avtiypaga/ml péow PCR)"
Oporomoinon ALT (= 1 gopd ULN) 61%* 15%
Opopetatponn HBeAg 8% 3%

*un p évavtt dappovdivng < 0,05

¢ oobeveig pe a&loloynowun wotohoyia katd v Evoapén (Babuoc vékpwong ereypovig kotd Knodell <2)
P éva mpotapyd kotaAnkTikd onpeio.

Y mpoodioptopdg Roche Cobas Amplicor PCR (LLOQ = 300 avtiypapao/ml)

Aroteléouaro wépay Ty 48 efdouddwy Gepomeiog:

H Bepomeia diexomn dtav kavomomdnkay tpokabopicopéva Kpitnplo amokpiong otig 48 efoopnddec
KaTd T ddpKeln Tov devTEPOL £T0VG Bepameing. Kpimnpla amdKpiong ftav 10A0YIKT KOTAGTOAT TOV
HBV (HBV DNA < 0,7 MEg/ml andé bDNA) kot anoieio HBeAg (e HBeAg Betikovg acbeveig) 1
ALT < 1,25 popég v ULN (oe HBeAg apvntikoic aobeveic). AcBeveic mov avtamokpivoviot
mapokorovdnOnkav yio emmAéov 24 gfoopadeg extoc Oepanciog. Ot acbeveic mov TAnpodcay To
KPLTNPL0L LOAOYIKNG OAAG OYL OPOAOYIKNG AOKPIONG, GUVEXICAVY TNV TVQAT Bepameia. Xtovg acbeveic
OV OEV TAPOVGIOCAV OAOYIKY OTOKPIoN d6ONKe evarlakTiky Oepomeia.

Aobeveic ywpic mponyovuevn Oepameio ye vovkleoaioia

HBeAg Oetikol (nerétn 022): 1 Oepaneia pe gviekafipn £mog kot yio 96 fdouddeg (n = 354) gixe wg
amotéhespa 80% abpoiotikn cvyvotnto andkpiong v HBV DNA < 300 avtiypagpo/ml kotd PCR,
87% yw tnv oporonoinon g ALT, 31% yw HBeAg opopetatponn kot 2% 1o OpOHETATPOTN
HBsAg (5% ywo andreia HBsAg). ['a ™ AapPovdivn (n = 355), ot afpototiég cuyvotnteg
amokprong frav 39% o tov HBV DNA < 300 avtiypapo/ml kotd PCR, 79% yi0 tnv opaAomoinon
™™g ALT, 26% ywo HBeAg opouetatponn, kot 2% yio opopetatpont] HBsAg (3% yo andreio
HBsAg).

210 TéA0G TG 0060 oY HETOED TV 0c0evmdv Tov cuvéyioay T Bepaneia mEpav Tov 52 gfdouddwov
(Srapeco duaotnpa 96 £fdonadmv), To 81% tmv 243 acbevav mov Ehafav eviekafipn kot o 39% twv
164 acbevav mov élafav Aapovdivn eiyav HBV DNA < 300 avtiypaga/ml pécm PCR evo 1
oporomoinom e ALT (=1 gopég ULN) mopatnpridnke oto 79% avtdv nov Erafav evtexafipn kot
670 68% TV 0cfevav mov Elafav Aapiovdivn.
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HBeAg apvnrtikoi (uerétn 027): n Bepaneia pe eviekafipn £mog kot 96 gfdopddes (n = 325) eiyxe wg
amotéheopa 94% cuyvotnteg abpoloTikng amokpiong yio tov HBV DNA < 300 avtiypago/ml katd
PCR kot 89% ywa tnv oparomoinon g ALT évavtt 77% yo tov HBV DNA < 300 avtiypaga/ml and
10 PCR xot 84% y10 v oparomoinon g ALT yia toug acBeveig mov Ehafov AapBovdivn (n=313).

INa 26 acBeveic mov EhaPav eviekaPipn kot 28 mov dafav Aapfovdivn, mov cvvéyicav tn Bepomeio
mépav Tov 52 gfdopddov (diapeco dtdotnua 96 ef6ouddss), To 96% avtmv mov Ehafav eviekafipn
Kot 10 64% avtodv Tov Ehafav Aappovdivn etyav HBV DNA < 300 avtiypaeo/ml katd PCR oto
TéAog NG docoroyiag. H oporomoinon g ALT (>1 @opég ULN) mapoatnpnnke oto 27% ovtdv mov
EhaPav evtexafipn kot oto 21% tov acBevav mov Ehapav Aapfovdivn oto T€Aog Trng Socoroyiog.

Mo tovg acbeveig Tov TANpovoay To kKaboplopuéva amd To TPMTOKOALO KPLTHPLO, 1] ATOKPIoT|
Swtnpnnke oe OAN v mepiodo mapakorovdnong Twv 24 efdonddwv petd m Oepancio oto 75%
(83/111) avtov mov avramokpifnkav otnv eviekafipn Evavtt 73% (68/93) dowv avianokpiOnkay ot
AopPoudivn ot perémn 022 ko 46% (131/286) dowv avtomokpifnkav oty eviekafipn évovtt 31%
(79/253) 6owv avtomokpifnkav ot AapPovdivi ot perétn 027. Katd tnv mopokolovdnon petd
Oepaneia, otic 48 efdopddes, Evag onuovtkog apduog HBeAg apvntikdv acbevov otapdtnoe va
avtomokpiveTal.

Amoteréopota Proyidv nrotog: 57 acbeveic amd Tic kOpieg peréteg 022 (HBeAg Betucol) kot 027
(HBeAg apvntikoi) oe acbeveig ympig mponyodpevn Oepaneio pe voukieosidio, mov nepleAnednoay
0€ LOKPOYPOVIO HEAETT GLVEYIONC TNG Bepameiag, a&loAoynONKay Yo LOKPOYPOVIEG ETTTMOGELS GTIV
eToAoyia Tov Nratog. H d6om g eviekaPipng nrav 0,5 mg nuepnoiong otig kupleg pekétes (Léom
€xBeon 85 gfdopadmwv) kot 1 mg nuepnoimg otn pekét cuveyiong g Oepaneiog (uéon éxbeon 177
eBdopddwv), evd 51 acBeveic otn pedétn cuvéyong g Bepaneiog EAaPav apykd emiong Aapfovdivn
(dtdpeon ddpketa 29 gfdopdadmv). Amo avtods tovg acbeveic, 55/57 (96%) elyov 16TOAOYIKN
Bektimon 6mmg opiotnke mponyovpévas (PAéne avotépm) kot 50/57 (88%) eiyav peimon xatd

<1 povada ot Badporoyia ivwong Ishak. I'a acBeveig pe apyn Pabporoyia ivwong Ishak <2, ot
25/43 (58%) elyav peiowon <2 povdadwv. Orot o1 acBeveig (10/10) pe mpoympnuévn ivowon 1 kippoon
katd Vv évapén (Babporoyio ivwong Ishak 4, 5 1 6) eiyav peiowon <1 povadog (n didpeon peimon
amo TV apykn Tun Tav 1,5 povadeg). Otav dievepynonke n paxpoypovia froyia, kot 6Aot ot
acbBeveic elyav HBV DNA < 300 avtiypagpa/ml kot 49/57 (86%) elyav ALT opod >1 popég ULN. Kat
o1 57 acbeveic mapépevay Oeticoi yio HBsAg.

Acobeveic ue avBextikotnra oty Aauifovdivy

HBeAg Betikoi (nerétn 026): n Bepaneia pe eviekafipn £mog kot yio 96 fdouddeg (n = 141) gixe wg
amotéhespa 30% cuyvotnteg afpototikng amdxpiong yio tov HBV DNA < 300 avtiypago/ml katd
PCR, 85% ywo tnv opodomoinon g ALT xan 17% vy HBeAg opopetatpon.

INa tovg 77 acBeveig mov cvvéyicav T Bepancio pe evrexafipn mépav Tov 52 efdouddov (d1apeco
Stdotnpa 96 efdopadwv), To 40% twv acbevav eiyav HBV DNA < 300 avtiypaga/ml xatéd PCR o
10 81% elyav oparonoinon g ALT ( =1 gopég ULN) oto 1éhog tg 6ocoroyiog.

Hixia/pvro
Agv vmpée povept| SLPOPa GTNV OTOTELEGHATIKOTNTA TNG EvTekafipng pe Baom to uAo (=25%
YOVaiKeG 0TIG KMVIKES dOoKIIES) 1 TNV NAkia (=5% TV acBevav > 65 xpovav).

Melétn parxpoypoviog moporxoiovdnong

H Melétn 080 tav pua tuyotomompévn, ovoryth, Paong 4 perétn mopoatipnong yuo v a&loldynon
TOV LoKpoYpOVIeV Kivdvvav g Bepaneiog pe evtekafipn (ETV, n=6.216) 1| dAAng kobiepopévng
Bepameiog pe voukieooido (0&0) katd tov HBV (extog g ETV) (n1=6.162) ywo émg 10 étn og
ovppetEyovteg pe xpovia Aoipwén and HBV (CHB). Ta kdpia cuppdvta khvikng ékPacng mov
a&loloynonioy ot HEAETN NTOV TO GLVOALKA KakonOn veorAdopata (cbvBeto cvopfdav HCC kat
kaxonfwv veomiacudtov ektog HCC), n oxetilopevn pe to nrop eEEMEN g vooov tov HBV, ta
kaxonon veomidaopata ektog HCC, 1o HCC kat o1 dvatot, copnepiiapfovopévav tov oyetilopevov
pe to Yrop Bavatov. Xe avt ™ perétn, n ETV dev cvoyetiotnke pe avénuévo kivouvo kakondmv
VEOTAQGLATOV GE cUYKPLoT LE TN xpnon Bepaneidv ektog e ETV, 6mwg a&loloyndnke pe to
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oVvBeTO KATAANKTIKO oNuUElo TV cuvolMkdV Kakondov veomhaopdtov (ETV n=331, un-ETV n=337,
HR=0,93 [0,8-1,1]) 1} T0 empépovg KaToAnKTikd onpeio tav kakondmv veorhaoudtov ektoc HCC
(ETV n=95, yn-ETV n=81, HR=1,1 [0,82-1,5]). Ta avapepodueva coppdvta oyetilOHevng pe To fmop
e&EMENG g vocou Tov HBV kot HCC rjtav ovykpioya otig opddeg pe ETV xan yopic ETV. H mo
oLYVA avaeePOLEVT KaKonBeln Kat og appotepes Tig opddeg pe ETV ko yopig ETV ftav to HCC,
aKOAOVOOVLEVO OO KOKOTOELES TOV YUGTPEVTEPIKOV.

Ewwoi mtAnbvouoi

Aaobeveic ue un-avippomodusvn nroTiKy voeo

2t perétn 048, 191 aoBeveic e HBeAg Betikn 1 apymtikn ypovia Aoipwén HBV kot otoyeia
NTATIKNG pn-avtippdanong, mov opiletal pe deiktn CTP 7 1| vyniotepo, Elafav evtexafipn 1 mg pia
eopa v nuépa 1 adefovir dipivoxil 10 mg pio popd v nuépa. Ot acBeveig Ntav gite ympic
mponyovuevn Oepaneio HBV 1 mpwv ) Ogpamneia (amoxdeiovtog tnv mpo-Oepaneio pe eviekafipn,
adefovir dipivoxil, ] tenofovir disoproxil fumarate). Koatd v évapén, ot acBeveic eiyav péco deiktn
CTP 8,59 kot 26% tov acBevov nrav CTP khdong C. O pécog deiktng katd v Evapén tov
Movtéhov yia 10 Tehkd Xtddio Hratikng Nocov (MELD) ftav 16,23. O pécog opog tov HBV DNA
péow PCR ftav 7,83 logio avtiypaga/ml ko péon ALT otov opd ftav 100 U/L. To 54% tov
acOevaov tav HBeAg Oetikoi, kat to 35% tov acbevav elyav vrokatactdcelg LVDr koatd v
évapén. H evrexafipn Nrav avdtepn tov adefovir dipivoxil yua to kbplo KataAnktkd onpeio
ATOTEAECLLOTIKOTNTOG OTN HEST| HeTABOAN amd TV apyikr| Ty otov opd tov HBV DNA pécw PCR
katd v gfoopada 24. To amoTEAEGLOTA Y10 EMAEYUEVEG TAPUUETPOVG LEAETNG TIG Efdopades 24 Kot

48 paivovtol otov mivako.

EBdopada 24 EBdopada 48
ETV Adefovir ETV Adefovir
. Dipivoxil , Dipivoxil
1 mg pia , I mg pia .
. 10 mg pia . 10 mg pio
Qopa v b Qopa v .
nuépa popa Ty nuépa popa tny
nHepa nuepa
n 100 91 100 91
HBV DNA*
Mn aviyvedoyn avoroyio o s o o % o
(<300 avtiypapa/ml)? 49% 16% S7% 20%
Méon usrg[}okn omocmv £vopén _4.48* 3,40 4,66 13.90
(logio avtiypago/ml)
Ttadepy M Bertiopévn Baduoroyioa CTPP? 66% 71% 61% 67%
BaBpoioyic MELD
Méon petofoin amod v Evapén’® -2,0 -0,9 -2,6 -1,7
Andielo, HBsAgP 1% 0 5% 0
Oporomoinon:*
ALT (>1 X ULN)? 46/78 (59%)*| 28/71 (39%) [49/78 (63%)*| 33/71 (46%)
Agvkopativny (<1 X LLN)? 20/82 (24%) | 14/69 (20%) | 32/82 (39%) | 20/69 (29%)
XorepuBpivn (>1 X ULN)P 12/75 (16%) | 10/65 (15%) | 15/75 (20%) | 18/65 (28%)
Xpévog mpobpopfivng (=1 X ULN)P 9/95 (9%) 6/82 (7%) 8/95 (8%) 7/82 (9%)

* wpoodopiopdc Roche COBAS Amplicor PCR (LLOQ = 300 avtiypaga/ml).
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B NC=F (un oloxAjpmon = amotvyio,), mov onpaivel Stakonr Oepomeiag mpv amd v efSopdda avéivong,
oupmepLapBavopévav Tov Aoymv 0rtmg o Bdvatog, 1 EAdenym amotelecpatikdTTag, avemtBounto cupPav, un

coppdpewon/anmdielo o€ Tapakorovinon, vroloyiloviol wg anotvyies (.y., HBV DNA < 300 avtiypaga/ml)
Y NC=M (un olokAipmon=ancv)

8 Opileton ¢ peioon 1 un petaforn and v évapén ot deiktn CTP.

& Méoog deiktng MELD katd v évapén frav 17,1 yio ETV ko 15,3 ywa adefovir dipivoxil.

T [Tapavopaotig eivat aoBeveic e un UOLOAOYIKEG TIHEG KATA TV EVOpEN.

*p<0,05

ULN=avotepo puotoroyikd 6plo, LLN=katdtepo puoioroyikd opto.

O ypovog péxpt v Evapén tov HKK 1 tov Bavdrtov (6mo10 cupPel mpmto) ftav cuykpiciog 6tig 600
opadeg Bepaneiog. Kata ) didpketa g perétng, ta tocootd avartov abporotikd ftav 23% (23/102)
kot 33% (29/89) vy Tovg acbeveic mov ElaPav evrekafipn kot to adefovir dipivoxil, avtictoya, Kot
ta afpoiotikd tocootd towv HKK ftav 12% (12/102) kot 20% (18/89) yia v evrekafipn kot
adefovir dipivoxil, avticTotya.

I tovg acbeveig pe vrokatactdcelg LVDr katd v Evapén, 10 T06001td TV acbevav ue HBV
DNA <300 avrtiypapa/ml jtav 44% yo v eviekafipn kot 20% yo to adefovir katd v gfdopdda
24 ko 50% v evrekafipn kot 17% yio 1o adefovir v efdoudda 48.

Aocbeveig pe ovvodovs owwéeic HIV/HBYV mov Aopfavovy mopdrinio HAART

H peAétn 038 meprerapPave 67 HBeAg Betikovg kot 1 HBeAg apvntikd acbevi pe cuvodd Aoipwmén
HIV. O acBeveig giyav otabepn eleyyouevn roipmwén HIV (HIV RNA <400 avtiypago/ml) pe
vrotpomidovoa wupio HBV og Bepangutikd oynuo HAART mov mepieddppave Aopifovdivn. Ta
oynuota HAART dev mepielapfavoy emtricitabine 1 tenofovir disoproxil fumarate. Katd v évapén
ot acBeveig mov Elafav evtekafipn mapovciocay o didpeon didpkela Tponyovuevng Oepaneiog e
LopBoudivn 4,8 etdv kot Sidpeon Ty CD4, 494 khttopa/mm?® (pe povo 5 acBeveic pe apdud

CD4 < 200 kdttopo/mm?). Ot acOeveic GuvE IGAVY TO BEPATEVLTIKG GYNLO He AaptBovdivy kot
KatoTayOnkav va tpochicovv gite evtexafipn 1 mg pia popd v nuépa (n = 51) 1 ewovikd PAapLAKO
(n=17) ywo 24 efdopadeg axorovBopevo omd emmAéov 24 gfdonddeg katd tnv onoia 6Aot EAafav
gvtekafipn. Ztig 24 efdouddeg 1 peimwon tov ukov goptiov tov HBV ftav onpavtikd peyodlvtepn pe
v gviekafipn (-3,65 évavtt avénong katd 0,11 logio avtiypapo/ml). I'ia Tovg acBeveig mov apyikd
kateTdynoav ot Oepaneio pe evrexafipn, n peimon oo HBV DNA otic 48 gfdouddeg rav -

4,20 logio avtiypaga/ml, n oparonoinon g ALT mapovcidodnke 6to 37% 10V acbevdv pe pun
evoloroywkn ALT katd v évapén kot Kavévag amd toug aobeveig dev méTuye opopetatpony HBeAg.

Aaobeveic ue avvodois Aowawleic HIV/HBV mov de loyfavooy mopoiinia HAART

H evrtexafipn dev £xel aloloynbei oe acbeveig pe cuvodovg Aouméelg HIV/HBV mov dg Aappdvouvv
mapdrAAnia arotehespatiky] aywyn HIV. Mewwoeig tov HIV RNA €yovv avaeepBei oe acBeveig pe
ovvodoug Aouaéelg HIV/HBV mov AapBavovy povobepansio pe eviekafipn yopic HAART. Ze
OPICUEVEG TEPIMTOOCELS, £xEL mapaTnpnOel emAoyn tng mopariayng M184V tov HIV, mov éxet
emmAokég otnv emAoyn tov oxnudtov HAART 115 onoieg pmopel va AaPet peAloviikd o acbevic.
Katd ovvéneia, ) evtekafipn dev mpémel va ypnoonolEiTal 6" avTég TIG GUVONKEG AOY® TNG
mhovotntog avantuéng avtiotaong tov HIV (BAéne mapdypapo 4.4).

ANTTES UETOUOTYEVONG HTOTOS

H acedlela ko anotelecpotikdTa g eviekofipng 1 mg pio popd v nuépa a&loloyndnkoy og
pio povov okélovg peAétn o€ 65 acbeveig Tov Elafov POGYEL LA NTATOG Y10 EMTAOKEG TNG YPOVIG
Moipwéng HBV kar eiyov HBV DNA <172 IU/ml (nepinov 1000 avtiypapo/ml) katd ™
petapdoyevon. O mAnbuopog g perétng nrav 82% avépeg, 39% Kavkdaoiol, kot 37% Acidteg, pe
péco 6po niwciag ta 49 £tn: 89% twv acbevav elyov HBeAg-apvntikn vOco Kotd TNV LETALOCKEVOT).
Amd toug 61 acbeveig mov a&lohoynnkav yio anotelecpatikdmra (Aafov eviekafipn yio
TovAdylotov 1 unqva), 60 emiong Erafoav avocosearpivn nratitidog B (HBIg) wc pépog tov
BepomevTIKOD GYNLOTOG Yo TV TPOPOAAEN HETA TN peETopdoyEVON. ATTd avTovg Tovg 60 acbeveis, ol
49 éoPav Yo meptocdTepo amd 6 unveg v Bepaneia g HBIg. Tnv ERdopdada 72 petd v
LETAPOGYEVOT), KOO od TIG 55 TapaTnpOVUEVES TEPITTAGELS OEV ElXE 10AOYIKT| vVoTponY| Tng HBV
[opZopevn mg HBV DNA <50 [U/ml (mepimov 300 avtiypapa/ml)], kot dev vnpée kapio
avapepHEIca 1OAOYIKT VTOTPOTN TIV GTIYUN TOL EAEYYOL Yo TOVG LTOAOITOVG 6 acbeveic. Olot ot 61
acBeveig eiyav andieion HBsAg petd v petapooygvon, kot 2 amd awtods Eywvay apyotepa HBsAg
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Betucol mépa ™ dratpnomn un avigvevoiwov HBV DNA (<6 IU/ml). H cuyvotnta kot 1 ¢don tov
AVETLOOUNTOV EVEPYELDV GE ATV TNV UEAETI NTOV COUPOVES LE EKEIVEG TTOV AVOLEVOVTOL OE
acBeveic mov £yovv vToPANBel og LETAPOTYEVOT NTATOG KOl TO YVWGTO TPOPIA acpareiog Tng
evrexafipnge.

THoudiatpirog ninBoouog

H peAétn 189 givon po peAétn g ac@AAELng Kol TG OTOTEAEGLOTIKOTTOG TNG EVIEKAPIPNG 6€

180 mondid kot prPovg ywpig Tponyovpevn Bepaneia pe voukieoaidia, nikiog and 2 €ng < 18 et@v,
pe HBeAg Betikn ypovia Aoipwén nratitidag B, avtipporovuevn nratikny voco kot avénuévn ALT.
Ot acBeveic TuyaomomOnkav (2:1) e Aqyn Tveromomuévng Bepaneiog pe evtexafipn 0,015 mg/kg
€0 0,5 mgmuépa (N = 120) 1 pe ewovikd edappoko (N = 60). H tuyaionoinon otpopatonomdnke
ava nAkiokn opdda (2 €mg 6 £tn, > 6 £mg 12 £t kol > 12 g < 18 £tn). Ta dnuoypapikd otolyeia
KO TO YOPOKTNPLOTIKA TG vocouv HBV katd tnv évapén ftav cuykpicipa petald tov 2 Ogpamevtik®v
oKEADV G€ OAEG TIC NAKlakEg opddes. Katd v évraén ot perétn, to péco HBV DNA ftav

8,1 logio IU/ml ko m péon ALT frav 103 U/l yia 6Ao tov tAnBoopd g pekéngs. Ta anotehéopato
Y10 TOL KOPLOL KATAUANKTIKG onpeio acpdieiag tnv ERdopdada 48 kot EBdopdda 96 mapovcialovral otov
TOPOKATO TIVOKOL.

Evtekafipn Ewkoviko @appoxo*

EBdopdda 48 EBdopdda 96 EBdopdda 48
n 120 120 60
HBV DNA < 50 IU/ml kot 24,2% 35,8% 3,.3%
opopuetatpony HBeAg”
HBV DNA < 50 IU/ml* 49,2% 64,2% 3,3%
Opopetatpony HBeAg* 24,2% 36,7% 10,0%
Opoiomoinon ALT® 67,5% 81,7% 23,3%
HBV DNA < 50 IU/ml*
HBYV «otdé v évapén 82,6% (38/46) 82,6% (38/46) 6,5% (2/31)
DNA < 8 logio IU/ml
HBV DNA «atd v évopén 28,4% (21/74) 52,7% (39/74) 0% (0/29)
<8 lOglo IU/ml

2 NC=F (un olokAipmon = amotvyio)

* Acbeveig Tuyatomompévol 6To €KOVIKO QApHaKo Tov dev elyav opopetatponi) HBe- £wg v efdopdada 48 yopicav oe
avouyth perétn pe eviekafipn yo o d0tEPO Xpdvo g perétng. o o Adyo avtd cuykprrikd dedopéva tuyatonoinong
eivor SaBéotpa povov €mg v ERSopdda 48.

H a&ordoynon g madiatpikng avtiotaong Paciletar o€ dedopéva amd moudaTpikovs acbeveig mov
dev glyav AdPel mponyovpevn Bepameia pe voukieoasidla pe Oetiky HBeAg ypovia Aoipmén pe HBV
o€ 000 Khvikég perétec (028 kot 189). Ot 600 peréteg mapéyovv dedopéva avhektikotntog and 183
acBeveic mov €haPav Bepaneio kKot Tapaxorlovnbnkav 1o 'Etog 1 ko 180 acBeveic mov érafav
Oepaneio kot TaparxorovdOnOnkav 1o ‘Etog 2. [paypatomomOnkay yovotumikég a&loAoyncelg oe OA0VG
Tovg acbeveic pe Sabéoua detypota Tov giyav 1wAoyKn dopvyn £og v ERdopdda 96 1 HBV DNA
<50 IU/ml v EBdopdda 48 1 tnv ERSopdada 96. Katd t didpieia Tov ‘Etoug 2, aviyvevdnie
yovotumikn avtiotaon otv ETV og 2 acBeveic (1,1% abporotikny mbavotra avtictaons om
duapkera tov ‘Etovg 2).

KMvikn ovtictaon oe Evijlikec

Ot acBeveic otig KMvikég pehéteg mov EhaPav eviekafipn 0,5 mg (ywpig mponyovpevn Bepaneio pe
vovkAieooioln) 1 1,0 mg (avBektikol otn Aapufovdivn) ko pe o pétpnon PCR HBV DNA v q
petd v EBdopdda 24, katd tn didpkela tng Oepomeiog, Topatnpnonkoy yio avroyn.

211G peléteg acbevav ympig mponyovuevn Bepomeia pe vovkieooidw, £og v ERSondda 240 ta

yovotumikd ototyeio vrokatactdoemv ETVr ota rtT184, rtS202, 1§ itM250, tpocdiopictnkay o€ 3
acBeveig mov Elafav evtekafipn, 2 and Tovg omoiovg ELEAVIGOY 10 oYK dtapuyn (BAERE Tivaica).
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AVTEG 01 VTTOKOTAOTAGELS TapaTNpONKaY LOVOV Tapovsia vrokatootdcewv LVDr (rtM204V kot
rtL180M).

Epgdvion yovotumikng avroyng otnv gviekaPipn xotd 1o ‘Etog 5, peléteg pe aobeveig ympic
mponyovuevn Bepaneia e voukAeosioln

‘Etog 1 ‘Etog2 | 'Etog3® | 'Etog4* | 'Etog 5°

AdcBeveic mov Ehafav Bepareio Ko 663 278 149 121 108
mapokolovdnOnkav og Tpog v
ovroyi”

AocOgveic katd ™ owdpkera
GUYKEKPLUEVOL £TOVG NE:

- guedvion yovotumikng ETVr? 1 1 1 0 0
- yovotvmikn ETVr ¥ pe 10hoyucn 1 0 1 0 0
gy’

AOBporotiki) mOavéTnTa Yio:

- gueavion yovotumikng ETVr” 0,2% 0,5% 1,2% 1,2% 1,2%
- yovotvmkn ETVr ¥ pe 10hoyuc 0,2% 0,2% 0,8% 0,8% 0,8%
gy’

Ta anoteléopota avravakrovv ypnon 1 mg evtekafipng yuo 147 amd 149 acbeveig 610 30 'Etog Kot yio 6A0vG TOUg
acbeveic oto 40 Kkat to 50 'Etog, kabdg kot cuvdvacpévng Oepaneiog eviekafipng-Aapifovdivng (axorovbodpuevng and
pokpoypovia Oepameio pe eviekafipn) yo didpeon duapketa 20 fdopddmv, yro 130 and 149 acbeveic oto 30 'Etog kot
v 1 efdopdda yio 1 and 121 acbeveig oto 40 'Etog, oe pekétn ovvéyiong Bepaneiog.

P Svumeploppdver acbeveic pe wo tovAdyiotov pétpnon HBV DNA péom PCR katd t Sidpketa g Oepomeiog, Thv 1
petd v efdopdda 24 £mg v efdopdda 58 (Etog 1), petd mv efdopdda 58 £wg mv efdopada 102 (Etog 2), petd v
efdopada 102 £wg v efdopdada 156 (Etog 3), petd v efdopdda 156 £mg tyv efdopdada 204 (Etog 4), N petd v
efdopada 204 wg v efdopdada 252 (Etog 5).

Y Ot aobeveig égovv emiong vrokatactdoeg LVDr.

<1 logio avénon amd to vadip oto HBV DNA péow PCR, emPefoiopévo and arinhodiadoyes LeTpioeis 1 610 Téh0g
TOV YPOVIKOL SLOGTHULOTOC.

Ot vrokartactdoeig ETVr (emmhéov tov vrokataotdcewv LVDr rtM204V/1 + rtL180M)
mapotpnOnkay katd Vv évapén oe mpoidvta amopdvoong and 10/187 (5%) acbeveic avOektikovg
o™ AapBovdivn, mov Eafav evtekafipn kot TopaTnpHONKoV Yio avToyr, VTOSEIKVOHOVTAS OTL
mponyovuevn Oepaneio pe Aapifovdivn etvar duvatd vo emAEEEL AVTEC TIG AVOEKTIKEG VTOKATAGTACEL
KOl OTL VTAPYOLVV O€ YOUNAN cvuyvotnta Tpwv T Bepaneio pe evtexafipn. Ewg v ERSopdda 240, 3
a6 Tovs 10 acbeveic eppavioe 10hoyikn dopuyn (wdénon < 1 logio Tove and to vadip). H
eupaviCopevn avtoyn oty eviekafipr o peléteg pe acbeveig avBekticovg otn Aapifovdivn €wog v
EBdopada 240 mapovctaleTor mEPIMTTIKE GTOV TIVOKO.

Tovotumikn avroyn oty evtekaPipn katd to 'Etoc 5, peréteg pe acbeveic pe avhektikdmmra ot
AopiBoudivn

‘Etoc 1 'Etoc 2 ‘Etoc3® | 'Etog4® | 'Etog5*

Aocbeveic mov Elafav Oepaneio Kot 187 146 80 52 33
mopoKorovdOnkay ®g Tpog TV
avtoyn®

AocOgveic katd ™ ordpkera
GUYKEKPLUEVOL £TOVG NE:

- gueavion yovotvmikng ETVr? 11 12 16 6 2
- yovotumikny ETVr pe 1oAoykn 2°¢ 14° 13° 9¢ 1°
Sapuyn’
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Tovotumikn avroyn oty evtekaPipn katd to 'Etog 5, peréteg pe acbeveic pe avhektikdmra ot
AopiBoudivn

‘Etoc 1 'Etoc 2 ‘Etoc3® | 'Etog4® | 'Etog5*

ABporotiki mOavoTnTa Yio:

- guedvion yovotumikng ETVr? 6,2% 15% 36,3% 46,6% 51,45%
- yovotumiki) ETVr Y pe 10hoyim 1,1%° 10,7% © 27% ¢ 41,3%© 43,6% °©
Sapuyn’

¢ T amoTeEAEGUOTO AVTOVOKAOVV Xp1ion cuvdvacpévig Bepaneiog eviekafipnc-Aappovdivng (akorovBodpevng omod
poakpoypovia Oepamneia pe eviekofipn) yio didpeon dwdpkela 13 efdopddmv yio 48 and 80 acbeveig 1o 30 Etog, didpeon
dapketa 38 efdopadmv yuo 10 and 52 acbeveig oto 40 "Etog kot yia 16 efdopddes yo 1 and 33 acbeveig oto 50 'Etog, oe
perén cuvéyong Bepameiog.

P Toumepthappaver oobeveic pe pa tovddyiotov pétpnon HBV DNA péoo PCR katé ™ Siépketa g Oepameiog, v 7
petd v efdopdda 24 mc v efdopdda 58 (Etog 1), petd v efdopdda 58 émg v efdopdda 102 (Etog 2), petd mv
efdopdda 102 émg mv efdopdada 156 (Etog 3), petd v efdopdada 156 Emg mv efdopdda 204 (Etog 4), 1 petd v
ePoopada 204 £wg v efdopada 252 (Etog 5).

¥ O aoBeveic &yovv emiong vrokatactdoelg LVDr.

3 <1 logio adénom and 1o vadip oto HBV DNA péow PCR, emiBeBatopévo and aAinlodibdoyeg petpicels 1 1o téhog
TOL YPOVIKOD SL0GTHHATOG.

¢ ETVr mov gppaviletal 6 0molodToTE £T0G, L0AOYIKY S10PUYT GTO £TOG TTOV OVOLQPEPETOL.

Metafd tov oviektikdv ot AapBovdivy acbevay ue HBV DNA < 107 logio avtiypago/ml kot v
&vapén, 64% (9/14) nétoyav HBV DNA < 300 avtiypapo/ml v Efdopdda 48. Avtoi ot 14 acBeveig
glyov YoUNAGTEPO TOGOGTO YOVOTUTIIKNG avToyng oty evtekafipn (abpototiky mbavomta 18,8%
petd and 5 £In TapakoAoVONOTG) GE GYECT LE TO GUVOALKO TANBVoUd TG pHeAéng (PAéne mivaka).
Eniong, ot avBektikoi ot AopuPovdivn aceveic mov métuyay HBV DNA < 10 logio avtiypago/ml
pécm PCR v ERdoudda 24, eiyov YounAoTepo TOGOGTO AVTOXNG GE GYECT] LE EKELVOLG IOV OEV ElYOV
(5emg aBporoTikn mbovotta 17,6% [n=50] évavtt 60,5% [n=135], avtictoym).

Eviaio avalvoon tov klivikov doxiuav @aong 2 ko 3: L pol LETEYKPLTIKN EViAia aVAAVOT) TOV
dedopévav avtoyng otnv eviekafipn amd 17 khvikég dokipég Daong 2 ko 3, Katd tn SidpKeLd Tng
Oepamneiog pe eviekafipn aviyvedtnke pio oyeTi{ONEV LE OVTOYN OTNV EVIEKAPipN VTOKATACTOON
rtA181C og 5 amd tovg 1.461 cvppetéyoviec. Avt 1| LVTOKATAGTOOT AVLYVEDTNKE LOVO TOPOVGIX
vrokataotdcemv rtL180M kot rtM204V mov oyetifovtal pe v avtoyn otn Aapfoudivn.

5.2 ®@oppokoKivnTIKEG IOLOTTES

Amoppdenon

H evtekoPipn amoppopdtat ypriyopa L TIC LEYIOTEG GUYKEVIPMGELS TAUGLOTOG VO TOPOTNPOVVTOL
peta&d 0,5-1,5 opeg. H andivt Prodwwbeoipdtra dev £xel mpocsdiopiobei. Me Bdomn v anékkpion
HEG® TOV 0OVP®V TOV OVOAAOIMTOV PAPUAKEVTIKOD TPOiOVTOG, 1 Prodtabeciudtnta ekTipdTon 0Tt
avépyetar o€ TovAdyiotov 70%. Yrapyet pa avénon avaioykn pe tn 6001 TV TH®V TG Cmax KoL
g AUC petd amd molhamiég dooegig mov kvpaivovrol and 0,1-1 mg. H otabepn katdotaon
emtuyydvetar peta&d 610 nuépeg petd amd nuepnota 66om pe ~2aAdcio GVGSMOPELGT). Ot Chax KoL
Chmin 011 6T00ep1 Katdotaon givar 4,2 ko 0,3 ng/ml, avtictoyya, yio d6on 0,5 mg, kou 8,2 ko

0,5 ng/ml, avtictoya, Yy 1 mg. Ta diokia kot o wéGo didAvpa tay Proicodvvape o vyleig
ebelovtég. Tt avto, kat o1 600 HOPEES, UTOPOVV VO, XPNGLULOTOUN 00DV EVOAAUKTIKA.

Xopnynon 0,5 mg evtekafipng pe o ovvndeg yeopo pe vymid Amwapd (945 keal, 54,6 g Mmapd) 1 Eva
elappt yeopa (379 keal, 8,2 g Mmapd) elxe g omotéhespa EAAYIOTN KaBLGTEPNOT TG ATOPPOPNONG
(1-1,5 opa petd and yevpa évavtt 0,75 opo petd and vnoteio), o peiowon e Cmax kKotd 44—46%
kot po peimon g AUC katd 18-20%. Otav Aapfdvetot pe Tpo@n], ot LELOUEVES Cmax kot AUC, dev
Bewpovvror mg KAvikd oyetilopeveg o acBevelg yopic mpornyovuevn Bepamneio e VOUKAEOGIO10 ALY
UTOPEL VO EXNPEACOVY TNV ATOTEAEGLOTIKOTNTO G€ acOeveic avBexTikovc otn AapuPBovdivn (PAEre
mapaypoeo 4.2).
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Koatavoun

O exTiu®pEVOG GYKOG KATAVOUNG TNG EvieKaPipng elvar mepiocdtepog amd Tov olkd 0yko cmpotoc. H
TPOTEIVIKY GOVOEST] OTNV TPOTEIVI TOV 0vOp®TLIVOL 0poV in vitro givar =13%.

Blouetaoynuotioudg

H evtexafipn dev amotelel vIOGTPOLLO, OVOCTOAEN 1) ETAYMOYEN TOL GLGTILOTOC TOV EVEDUOV
CYP450. Metd amd yopiynon “C-entecavir, dev mopotnpridnkoy oEeldopuévor 1| akeTVAMOUEVOL
petafolite kan pkpég mTocoTnTEG pETafoTmv Tng edong I, yAvkovpovidia kot Bgukd culedypara.

Amofoin

H evtexafipn anofdiieTor Katd KOPLo AOY0 amd To VEQPE [LE OVAKTNOT] TNG OVOAAOIMTNG SPUGTIKNG
ovoiag oto ovpa Katd T otabepn Kotdotaon Kotd mepimov 75% g doonc. H veppuc kabapon eivon
aveEapnTn g 660mM¢ Kot Kupaivetar peta&d 360—471 ml/min vrodeucviovtag 6Tl 1) eviekofipn
VTOKELTOL TOCO GE€ GMELPAPATIKN d1ONnoT 060 Kot o€ Kabapr) CoANVApLoKn ArEKkpion. Aoy ehdcel
T UEYIOTO EMIMEDD, Ol GLYKEVIPADGELS EVTEKAPIPTG OTO TAAGA LEIDVOVTAL LE dEVLTEPOL Pabov
ex0eTIKO pLOUO pe Evav TEMKO ypovo M-Cmng amofoing ~128—-149 dpeg. O Babudc cueodpevong
NG SPUCTIKNG 0VGING, OV TopaTPHONKE, gival *2TAdG10¢ e panaé nuepnola door,
VTOOEIKVVOVTAG £VOV OPAGTIKO ¥pOvo NUt-Cong mepinov 24 dpec.

Hratikn dusAisttovpyio

Ol opHOKOKIVITIKEG TapapeTpol o€ acbeveic pe pétpla | cofapn nratikn dvcAettovpyio NTay
TOPOUOIEG LE OVTEG TOV AGHEVAOV LLE PLGIOAOYIKT NAATIKY| AELTOVPYiOL.

Neopikn dvcArertovpyio

H xd0apon g eviekafipng peidveral pe ) peimon g kdBapong e kpeativivng. AyodtbAaion
dupkerag 4 opmv amopdkpouve =13% g 66omg ko 0,3% amopakpivinke ue CAPD. H
QOPLOKOKIVITIKY TG evTekafipng petd amod o 66om 1 mg og aceveic (ympig xpdvia Aoipnmén
nratitdog B) eaivovton otov mapaxdto wivoko:

Ké&08apon kpeativivig kata v Evapén (ml/min)

Aképon "Hma Mérpa  Zofapn Xofapn XoBapn
>80 > 50 30-50 20-  AVTIHETOTION AVTIUETAOTION
>80 <30 pe pe CAPD
Awyodwoiion
(n=06) (n=06) n=6) (n=6) (n=4)
(n=96)
Crmax (ng/ml) 8,1 10,4 10,5 15,3 15,4 16,6
(CV%) (30,7) (37,2) (22,7) (33,8) (56,4) (29,7
27,9 51,5 69,5 145,7 233,9 221,8
AUC(0-T)
(ng-h /ml) (25,6) (22,8) (22,7) (31,5 (28,4) (11,6)
(CV)
. 383,2 197,9 135,6 40,3 NA NA
CLR (ml/min) ’ ’ ’ ’
(SD) (101,8) (78,1) (31,6) (10,1)
CLT/F (ml/min) 588,1 309,2 226,3 100,6 50,6 35,7
(SD) (153,7) (62,6) (60,1) (29,1) (16,5) (19,6)
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Metd and uetaudoyeven NIUTOC

H éxBeom oty eviekafipn Anntdv petapdoyevong ratog pe Aoipwén HBV oe otabepn d6on
KukAoomopivig A 1 tacrolimus (n = 9) tav =2 Ao g EkBEOTG VYLDV EBEAOVIDOV e PUGLOAOYIKN
veppikn Asttovpyio. H petafinbeica veppikn Aertovpyia cuvelsépepe atnyv avénon g ékxbeong oy
gvtekafipn og avtovg Toug acbevelg (BAEne Tapdypago 4.4).

Ddvro

H AUC frav 14% vynAotepn oTiG YOVOIKES GE GYEOT LE TOVS AVIPES, AOY® SLAPOPDV OTI) VEPPIKT
Aertovpyla kot to copaTikd Bapog. Metd amd Tpocapoyn yia Tig Stapopég atnyv kabapaon g
KPEOTVIVIG KOl TO COUOTIKO BAPog dev vanpye Kapio diopopd otnv Ekbeon HeTa&d appEvav Kot
niéov atop@y.

Hldxiwopévot

H enidpaon g nlkiog ot eappakokivntikn g evtekafipng aodoyndnke cuykpivovtog to
NMKIOUEVO ATOUA e E0POG NAKIOV 65-83 etdv (Uéom nhkia yovaikdv 69 &, avopmdv 74 ) ue
veapd dtopa pe e0pog NAkldv 20—40 etdv (péon nAkia yovakadv 29 £, avopav 25 ét). H AUC
nrov 29% vynioteprn 0TOVG NAKIOUEVOVS OE GYECT| LE TO VEOPA ATOoL, KUPIG AOY® dtapopdv 6Tt
VEQPIKY| Agrtovpyia Kot To cOUATIKO Bapog. MeTd amd mpocaployn yia Tig Stapopég otnv Kabapon
NG KPEATIVIVIG Kal TO cOUATIKO Bapog, ot nAikiopévor glyav 12,5% vynidtepn AUC amd ta veopd
dropa. H avdivon tng oppokoKivnTiknig Tov TAnfucpod mov kdAvrte acBeveig pe ebpog nhkiog 16—
75 étn dev £0e1&e OTL M MAIKio ETOPA CNUAVTIKG OT QOPUOKOKIVITIKY TNG EVTEKOPipNG.

Doy
H gpoppakokivntikn avédivon tov tAnfucpol dev £5€1Ee OTL 1| GLAN EMOPE GNUAVTIKA OTN

QapUaKoKVNTIKN TG eviekaBipne. Qotdco, pmopovv va eoybodv cupmepdopoTa HOVO Yo TIG OUAOES
Koavkdowov kot Aclotdv, kafdg Tav ToAD Alya To GTOUN TOV AOUTMV KOTIYOPLDV.

Houdrotpiukdc tAnbvoudg

H poppokokivntikn otafepnc katdotoaong g eviekafipng a&oloynonke (uerétn 028) og

24 HBeAg Oeticohc mandlatpikong GUUUETEXOVTES YmpiG Tponyoduevn Bepaneia pe voukAeosiow
nAkiog oo 2 £o¢ < 18 eT@v pe avtippomovpevn nratiky voco. H ékbBeon oty eviekofipn oe dropo
xopic mpornyovuevn Bepaneia e voukieosidio mov Aappavay draé nuepnoleg dOGEIS EviekaPipng
0,015 mg/kg émg 0,5 mg 10 péyioto, Nrav Tapopola Le v EkBeomn mov emtedyOnKe o8 EVIAIKEG TOV
Adppoavay araé nuepnoing 66ceic Tmv 0,5 mg. H Crax, AUC (0-24) kot Cpin Y100 00Té T0L dTOMA HTOV
6,31 ng/ml, 18,33 ng-h/ml ko1 0,28 ng/ml, avtictoiya.

5.3 Ipoxivikd dedopéva Yo TNV a6QAALELD

e emavolopuPavoueveg LeEAETEG TOEIKOTNTOG GE GKOAOVG, TOPOTNPNOTNKE AVOSTPEYIUT TEPLOYYELOKT|
(PAEYHLOVY] GTO KEVIPIKO VELPIKO GUGTI LA, Y0 TNV 0010 01 OOCELS YMPIG EMLOPACT] OVTIGTOLYOVCAV GE
ekBéoelg 19 kot 10 mhdoieg Tov docemv yuo avBpmmovg (yia 0,5 kot 1 mg avtictoyya). To gvpnua
avTod dev mapoTnpNONnKe o€ peléTes ETavorapuPavorevmy 0cemV og GALA €10M, TEpAaUPavOUEVOY
TV TOKOV 6TOVG 0Toiovg yopnynOnke evtekafipn kabe nuépa yia 1 étog oe exbéoerc <100 mAdoieg
Ao aVTEG o€ 0VOPAOTOLG,.

Te PEAETEG TOEIKOTNTOG TG AVOTOPAYMYIKNG IKAVOTNTOG OTIG 0Toieg TEpapatolma Elafav
evtekafipn péxpt kan yuo 4 gfdopddec, dev damoTddnke kopio EVOEIEN ETNPEACUEVIC YOVILOTNTOG GE
appevec N OMAelc apovpaiovg e VYNALG ekBécelg. MetaPoréc Opxe®V (EKPUAIOT CTEPUATIKMV
cOANVOpioV) NTav EKONAES 68 HEAETES TOEIKOTNTOG EXAVOAAUPAVOUEVOV OOGEDY GE TPOKTIKA Kol
oKOAoVG o€ ekBéoelg <26 mAdotes amd avtég o avOpmnovg. Kapio petafoin opyemv dev Ntov
€KOMAN o€ o peAétn 1- €tovg o€ mOMKovG.
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Enineda yopic enidpaon oy epfpvotolikdtnta 1 ToEIKOTNTA 6TN UNTéPA amd TN YOPNYNoN
evtekafipng og eYKLHOVOUVTEG 0pOVPAIOVG KoL KOUVEALD, NTOV ovTioTOXO pe ekBEoelg <21 popég
aTNG 6€ avOp®OTOVS. LTOVG apovPaiovs 6€ VYNAEG dOGELS TapATNPNONKAV TOEIKOTNTA Y10 TN UNTEPQ,
T0EIKOTNTA Y10 TO EUPPLO (ATOPPOPNGELS), LIKPOTEPH COUATIKA Papn eUPpOov, TAPALOPPDCELS TNG
0VPAG KOl GTOVOVAMV, HELOUEVT] 0GTEOTOINGT (GTTOVOLAOV, GTEPVISIOV KOl PUALYY®OV) Kot
eMpOcHeETOL 00QPLIKOL GTOVOLAOL KoL TAEVPE. XT0L KOLVEALD GE VYNAEG dOCELS TaporTn prOnKay
To&kdTNTA Y10 TO EUPPLO (ATOPPOPNCELS), LELMWUEVT 0GTEOTOINGN (VOEWONC) Kot avENUEVN
npoonToon g 13™ nhevpdg. v nept-npoyevvnTIKn HeAETN 6€ apovpaiovs dev mapatnprinkay
avemBounTeg EVEPYELEC GTA VEOYVA. Xe o Eex®ploth HEAETN KaTd Trv ool yopnynonke eviekafipn
10 mg/kg, oe eyxvovg kot OnAdlovieg apovpaiovg anodeiydnke t0co 1 £kbeon Tov eufpvov otV
evtekafipn 600 Kol 1 AmEKKPIoN TG EVIEKOPIPNG GTO YOAN. Xg VEUPOVS ApoVPAiovs GTOVS 0TOI0VG
yopnynoOnke eviexkafipn tig nuépec 4 £mg 80 petd ™ yévvnon, TopatnpnOnke LETPimG HELOUEVT
avtidpaon oe opvidia axovotikd epebicpata 61N drdpkela TG meptddov anokatdotaong (muépeg 110
€w¢ 114 petd ™ yévvnon) oA Oy 6t Stdpkela TG TEPLOdov yopnynong oe Twég AUC <92 popég
VYNAOTEPES amd 0TS GTOV AvBpwTo, ot d6on Tev 0,5 mg 1 og 16odHvapn 6061 Yo TUSITPIKOVS
acBeveic. Me dedopévo 1o mepiidpio £kBeomng, ovtd To evpnpa Bempeitar TOAVO vor unv £xel KAMVIKNI
onuacio.

Kapia évdei&n yovoto&ikotntag dev mapatnpndnke oe Evav Tpocdlopiopnd UiKpoPlakig
peTaALOEIKOTNTOG KOTA Ames, Evav TPOoGdlopIoHd HETAALAENG YOVISI®V KLTTAP®V BNAacTIK®V, Kot
£VOV TTPOCOIOPIGUO HETACYNUATIGHOD HE EUPPLIKA KuTTOpO Zuplokod hamster. Mo pikpomupnviky
peAETN Kal po peAétn amokatdotacng DNA og apovpaiovg ntav emiong apvnrikéc. H evtexafipn
TPOoKAAese pNEN 6€ KOAMEPYELEG AVOPOTIVOV AEUPOKVTTAPOV GE GUYKEVTIPMGELS GTLAVTIKA
VYNAOTEPEG OO OVTEG TTOV EMLTVYXAVOVTUL KAIVIKA.

AteTeilc HEAETEG KOPKIVOYEVEGNC: GE APPEVEG TOVTIKOVG TOpaTnPpHONKay avENCELS OTN GLUYVOTNTA
OYK®V TOL TVveDoVe. o€ ekBEcelg < 4 kat £ 2 TAAG1EG anTOV o€ avOpmmovg yia ta 0,5 mg kot 1 mg,
avtiototya. Tng avantuéng tov dyKov Tponynonke TOAATAOGIUGUOC TVEVIOVIKGOV KUTTAP®OV GTOV
TVEDUOVA TTOL OEV TTOPATNPHONKE GTOVE BPOLPAIOVG, GTOVG TKVAOLE 1) 6TOVE TTONKOLGS, delyvovTag OTL
éva onpeio KAWL 6NV avanTuEn Tov GYKOL GTOVG TVEVHOVES TV TOVTIKAOV gival 1014 ov Tov gidovg.
Avénpéveg ouxvoTnNTEG ALV OYKOV TEPIAAUPAVOLEVOV EYKEQOAIKOD YAOIDOTOS GE APPEVEG KOl
OMhelc apovpaiong, NIATIKOV KAPKIVOUATOG GE APPEVES TOVTIKOVS, KOAONO®V OyYEINK®V OYK®V GE
OMAelg movTiKoHg Kol NIATIKOV 0OEVOUAT®V Kol KApKIVOUATev og OAelg apovpaiovg Exovv
mapatnpnOei povo og vynAég dua Piov ekbBécels. QoT060, dev KATEGTN SLUVATOV VA TPOGIOPIGHOVV e
axpifea ta enimeda ylo un enidpaot. H mpofreyipdmra tov evpnudtov 66ov apopd ctov dvBporo
dev givar yvoorn. o ta kKAvikd dedopéva, PA. mapdypapo 5.1.

6. ®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaroyog exdoymv

[Mupvag diokiov:
MikpokpLGTOAAIKT KuTTOPiv
Kpocmopidovn

Movoiddpikn Aaktoln
ZTEATIKO LOoyVIOl0

Emwcdioym diokiov:
Aw&eido tiraviov (E171)
Yrpopehdoln
[MoAvatBvievoylvkoin
[ToAvoopPiko 80

6.2 AocvpPototnTeg

Agv gpappdletar.
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6.3 Awdpkero Lomg

3 émm

6.4 Iowitepeg mpo@urdiers katd T @OAAEN TOV TPOiIdVTOG
Agv vapyovv 1d1kég 0dNyieg S10THPNOTG Y1 TO TPOIOV AVTO.
6.5 ®@Vo1 KO GVOTUTIKA TOV TEPLEKTT

Yvokevaocieg kuyelov (blister) amd OPA/alovpivio/PVC-aiovpivio mov mepi€yovv 30 emkaAvppEva
pe Aemtd vuévio diokia.

Yvokevaoieg kuyelov (blister) didtpnteg g piog 66ong amd OPA/aiovpivio/PVC-aiovpivio mov
mepiéyovv 30 x 11 90 x 1 emucolvoppévo pe Aemtd vUEVIO SIoKid.

DugAn molvaBvieviov vyning Tokvotntag (HDPE) pe topa acpaleiog yio moadid amd
TOALTPOTVAEVIO, TToL TTepLEYeL 30 1 90 diokia emtkodvpupévo pe AETTO LUEVIO.

Mmopet va. pnv KukAO(POopoOV OAEG Ol GUGKEVAGIEG.
6.6 Iowitepeg TpoPLAAEELS aOPPIYNG

Kd&Be aypnoiponointo gopuokevtikd Tpoidv 1) VIOAELUN TPENEL VO OTOPPITTETOL COLPMVO LE TG
KOTO TOTTOVG IGYVOVGEC GYETIKES SLOTAEELG.

7. KATOXOZXZ THX AAEJIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

IpAavdia

8. APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/17/1227/001
EU/1/17/1227/002
EU/1/17/1227/003
EU/1/17/1227/004
EU/1/17/1227/005
EU/1/17/1227/006
EU/1/17/1227/007
EU/1/17/1227/008
EU/1/17/1227/009
EU/1/17/1227/010

9. HMEPOMHNIA ITPQTHX EIT'KPIXHX/ANANEQXHYX THX AAEIAX

Hpepopnvia tpdng £ykpong: 18 Zemtepppiov 2017
Huepopnvia televtaiog avavémong: 21 lIovviov 2022
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10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TAnpopopieg yia 10 TOPOV POPUOKEVTIKO TPOidV givor O1BEGILEG GTO SIKTLOKO TOTO TOV
Evpomaikod Opyovicpod @appdkov http://www.ema.europa.eu/.
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IMAPAPTHMA II
IMAPAXKEYAXTHX(EX) YHHEYOYNOX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H TEPIOPIXEMOI XXETIKA ME TH ATAOEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

AMIOTEAEEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOZX(OI) I'TA THN AIIOAEXMEYXH TQN
IMAPTIAQN

‘Ovopa kot 81e00vven TV TAPACKEVAGTMOV TOV £ivail VTEVOBVVOL YO TV ATOSEGUEVCT) TV TAPTIOWV

Mylan Hungary Kft.
Mylan utca 1,
Komarom - 2900
Ovyyopia

Viatris Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe

Hessen, 61352,

I'eppavia

210 £VTLTO PUALO 0NYIDV ¥PTONG TOL POPUAKEVTIKOD TPOIOVTOG TPEMEL VO, OLVOLYPAPETOL TO GVOLLOL
ka1 1 d1evBvvon Tov TAPUCKEVAGT TOV Eival VTEVOVVOG Y10 TNV OTOSEGUEVCT| TNG GYETIKNG TOPTIONG.

B. OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokenTikd TPOIOV Yo TO 0TTOi0 amanteital TEPLOPIopUéVN Tpiky cvvtayn (PA. mapdaptnua I:
[epiinym tov Xapaktnpiotikodv tov [Ipoidvtog, mapdypapoc 4.2).

I AAAOI OPOI KAI ATAITHXZEIXZ THE AAEIAX KYKAO®OPIAX
. Ex0éoe1g meproduciic mapakorovdnong g acpdireras (PSURs)

Ot anortnoelg yio v vofoin twv PSURS yio 10 ev AOY® Qappokentikod tpoiov opifovral
GTOV KOTAAOYO LE TIC Nuepounvieg avapopds s Evoong (katdioyog EURD) mov mopotifeton
oV mapdaypago 7, tov apBpov 107y, g odnyiag 2001/83/EK kot kdbe emakdiovdng
EMKALPOTOINONG OTMG OMUOGIEVETOL GTNV EVPOTAIKT] SIKTLOKT TOAN Y10 TO PAPLLOKCL.

A.  OPOI'H HEPIOPIZMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPHZIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Xyéo10 drayeipiong Kivovvou (XAK)

O Kdaroyog Adetog Kukhopopiag (KAK) Oa dieEaydyet Tig amattovpIeEVES dpacTnpLOTITES Kot
TOPEUPAGELG POPLOKOETOYPVTVIIONG OTMS TapoLGtalovial 1o cvuemvniév ZAK mov
nmapovctileTar otnv evotnta 1.8.2 g ddelog kukAopopiog Kol 0TolEGONTOTE EMOKOAOVOES
gykekpuéveg avabempnoeig tov TAK.

"Eva emixatporomuévo ZAK O mpémet va kotatedet:

. petd amd aitnuo tov Evponaikod Opyavicpod Oopudkov,

. OTOTESNTOTE TPOTOTOLEITOL TO GVOTN LA SL0XEIPLONG KIVOVUVOU, EIIKA (OG ATOTEAEGLLOL
AMYNC VEOV TANPOPOPIDOV TTOV UTOPOVV VO, EXLPEPOVY GTILOVTIKT GALOYT| 6T GYEom
0PEALOVG-KIVOOVOD 1] MG OTOTEAEGLOL TNG EMITEVENG EVOG GNULOVTIKOD 0POGTLLOV
(pappoakoemayphmvnomn 1 ELIGTOTOINGN KIVSUVOD).

Edv 1 vropoin pag EIIA ko 1 emkoupomoinen tov ZAK cvunintovy, dbvatat va katateBovv
TALTOYPOVO.
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ITAPAPTHMA III

EIIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI ME KYYEAEX (BLISTER)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 0,5 mg emucolvoppévo pe Aemtd vpévio diokia
gvtekoPipn

[ 2. TYNOEEZH IE APAXTIKH(EX) OYEIA(EY)

Kd&Be emucoroppévo pe Aemtd vpuévio diokio mepiéyel povoidpikn eviekafipn iooddvaun pe 0,5 mg
evtekafipne.

| 3. KATAAOT' OX EKAOXQN

[Mepiéyet emiong Aoktoln. AvatpéEte 6To PUALO OONYIDV Y10 TEPICCOTEPEG TANPOPOPIES.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Emwcodoppévo pe Aemtd vpévio diokio

30 gmKkoivppéva pe AenTo vUEVIO dloKia
30 x 1 emucoAvppévo, pue Aemtd VUEVIO dloKio
90 x 1 emucarvppévo pe Aentd VUEVIO dlokiol

[ 5.  TPOMOX KAI OAOX(OI) XOPHTHEHE

Awfaote 10 @OALO 0dNYI®V ¥pYoNG TPV amd TN YPNoM.
Amo6 otopaTog ypnon.

6. EIAIKH IPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEITIOYN KAI
AEN ITPOZETTIZOYN TA ITAIAIA

Noa puAdcoetal og Béon, TNV omoia dev PAETOLV Kot dgv Tpoceyyilovv To TOdd.

[ 7. AAAH(EX) EIAIKH(EX) TPOEIAOMIOTHEH(EIE), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TATAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@0OXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAEJIAY KYKAO®OPIAX

EU/1/17/1227/002
EU/1/17/1227/003
EU/1/17/1227/005

13. APIOMOZX ITAPTIAAX

[oaprida

| 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

| 16. IHNAHPO®OPIEX XE BRAILLE

Entecavir Viatris 0,5 mg emkaAvppéva pe Aemtod vuEVio dlokia

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

A168146T0TOG YPAPU®TOS KDdKAG (2D) mov @épel Tov TEPIMNEOEVTO LOVASIKO 0VOyVOPIOTIKO KOSIKO

18. MONAAIKOZX ANAT'NQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEITIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

KYYEAH (BLISTER)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 0,5 mg emkaAvppéva pe Aentd vpévio diokia
gvtekoPipn

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AHEZHX

AHZEH

4. APIOMOZX ITAPTIAAX

[oprtioa

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY IIPEITIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

KYYEAH MONAAAX AOXHX (BLISTER)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 0,5 mg dwokia
gvtekoPipn

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AHEZHX

AHZEH

4. APIOMOZX ITAPTIAAX

[oprtioa

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTII'TA ®IAAH

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 0,5 mg emkaAvppéva pe Aemtd vuévio dlokia
evtekaPipn

[ 2.  TYNOEXIH IE APAXTIKH(EX) OYEIA(EL)

Kd&Be emucodoppévo pe Aemtd vpévio d1okio Tepiéyel povovdpikn eviekafipn tooddvaun pe 0,5 mg
evtekaPipng.

[3. KATAAOTrOX EKAOXQN

[epiéyer emiong Aaktoln. Avatpééte 6To PUALO 0ONYIDV Y10 TEPIGGOTEPEG AT POPOPIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI TEPIEXOMENO

Emwcoloppévo pe Aemto vpuévio diokio

30 gmkoAvppévo pe AeTTO VUEVIO O1oKiN
90 emucaAvpLLéva [Le AeTTO VEVIO dloKin

[ 5.  TPOMOX KAI OAOX(OI) XOPHTHIHE

Awfaocte 10 @OALO 0dNYI®V ¥pYoNG TPV amd TN YPNRoM.
Amo6 otopaTog ypnon.

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

Noa puAdcoetal og Béon, TNV omoia dev PAETOLV Kat dgv Tpoceyyilovv To TOdIdL.

[ 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIX), EAN EINAI AMAPAITHTH(EX)

| 8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TATAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@0OXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAEJIAY KYKAO®OPIAX

EU/1/17/1227/001
EU/1/17/1227/004

13. APIOMOZX ITAPTIAAX

Moprtioa

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHI'TEX XPHXHX

| 16. ITAHPO®OPIEX XE BRAILLE

Entecavir Viatris 0,5 mg emkaivppéva pe Aentd vpévio diokia

17. MONAAIKOX ANATNQPIZTIKOL KQAIKOY —AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOC YPOUU®TOS KDoA (2D) mov pépel Tov TEPIANPOEVTO LOVOSIKO aVayVOPIOTIKO KOJIKO

18. MONAAIKOZX ANAT'NQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA ATIO
TON ANOPQIIO
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

ETIKETA ®IAAHX

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 0,5 mg emkaAvppéva pe Aemtd vuévio dlokia
evtekaPipn

[ 2.  TYNOEXIH IE APAXTIKH(EX) OYEIA(EL)

Kd&Be emucodoppévo pe Aemtd vpévio d1okio Tepiéyel povovdpikn eviekafipn tooddvaun pe 0,5 mg
evtekaPipng.

[3. KATAAOTrOX EKAOXQN

[epiéyer emiong Aaktoln. Avatpééte 6To PUALO 0ONYIDV Y10 TEPIGGOTEPEG AT POPOPIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI TEPIEXOMENO

Emwcoloppévo pe Aemto vpuévio diokio

30 gmkoAvppévo pe AeTTO VUEVIO O1oKiN
90 emucaAvpLLéva [Le AeTTO VEVIO dloKin

[ 5.  TPOMOX KAI OAOX(OI) XOPHTHIHE

Awfaocte 10 @OALO 0dNYI®V ¥pYoNG TPV amd TN YPNRoM.
Amo6 otopaTog ypnon.

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

Noa puAdcoetal og Béon, TNV omoia dev PAETOLV Kat dgv Tpoceyyilovv To TOdIdL.

[ 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIX), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TATAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@0OXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAEJIAY KYKAO®OPIAX

EU/1/17/1227/001
EU/1/17/1227/004

13. APIOMOZX ITAPTIAAX

Moprtioa

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHI'TEX XPHXHX

| 16. ITAHPO®OPIEX XE BRAILLE
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI ME KYYEAEX (BLISTER)

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 1 mg enicalvppévoe pe Aentd vpuévio diokia
gvtekoPipn

2.  XYNOEZH XE APAXTIKH(EL) OYXIA(EX)

Kd&Be emucorvppévo pe Aemtd vpévio diokio mepiéyel povoidpikn eviekafipn iwwodbvoun pe 1 mg
gvtekaPipng.

| 3. KATAAOT' OX EKAOXQN

[Mepiéyet emiong Aoktoln. AvatpéEte 6To PUALO OONYIDV Y10 TEPICCOTEPEG TANPOPOPIES.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Emwcodoppévo pe Aemtd vpévio diokio

30 gmKkoivppéva pe AenTo VUEVIO dloKio
30 x 1 emucodloppéva, pe Aemtd vEVIO diokio
90 x 1 emucarvppévo pe Aentd VUEVIO dlokiol

5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Awfaocte 10 @OALO 0dNYI®V ¥pYoNG TPV amd TN YPNRoM.
Amo6 otopaTog ypnon.

6. EIAIKH ITPOEIAOITIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA TTAIAIA

Noa puAdcoetal og Béon, TNV omoia dev PAETOLV Kat dgv Tpoceyyilovv To TOdIdL.

[ 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIX), EAN EINAI AMAPAITHTH(EX)

| 8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TATAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@0OXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAEJIAY KYKAO®OPIAX

EU/1/17/1227/007
EU/1/17/1227/008
EU/1/17/1227/010

13. APIOMOZX ITAPTIAAX

[oaprida

| 14. TENIKH KATATAEH I'TA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

| 16. IHNAHPO®OPIEX XE BRAILLE

Entecavir Viatris 1 mg emkaAvppéva pe Aewto vuévio dlokio

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

A168146T0TOG YPAPU®TOS KDdKAG (2D) mov @épel Tov TEPIMNEOEVTO LOVASIKO 0VOyVOPIOTIKO KOSIKO

18. MONAAIKOZX ANAT'NQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX ITIOY IIPEITIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

KYYEAH (BLISTER)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 1 mg emkaAvppéva pe Aemto vpévio diokio
gvtekoPipn

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AHEZHX

AHZEH

4. APIOMOZX ITAPTIAAX

[oprtioa

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX ITIOY IIPEITIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

KYYEAH MONAAAX AOXHX (BLISTER)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 1 mg diokia
gvtekoPipn

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AHEZHX

AHZEH

4. APIOMOZX ITAPTIAAX

[oprtioa

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTII'TA ®IAAH

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 1 mg emkaAvppéva pe Aewto LUEVIO dloKio
evtekaPipn

[ 2.  TYNOEXIH IE APAXTIKH(EX) OYEIA(EL)

Kd&be emucoroppévo pe Aemtd vpévio d1okio mepiéyel Lovoidpikn eviekafipn toodbvoun pe 1 mg
evtekaPipng.

[3. KATAAOTrOX EKAOXQN

[epiéyer emiong Aaktoln. Avatpééte 6To PUALO 0ONYIDV Y10 TEPIGGOTEPEG AT POPOPIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI TEPIEXOMENO

Emwcoloppévo pe Aemto vpuévio diokio

30 gmkoAvppévo pe AeTTO VUEVIO O1oKiN
90 emucaAvpLLéva [Le AeTTO VEVIO dloKin

[ 5.  TPOMOX KAI OAOX(OI) XOPHTHIHE

Awfaocte 10 @OALO 0dNYI®V ¥pYoNG TPV amd TN YPNRoM.
Amo6 otopaTog ypnon.

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

Noa puAdcoetal og Béon, TNV omoia dev PAETOLV Kat dgv Tpoceyyilovv To TOdIdL.

[ 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIX), EAN EINAI AMAPAITHTH(EX)

| 8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TATAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@0OXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAEJIAY KYKAO®OPIAX

EU/1/17/1227/006
EU/1/17/1227/009

13. APIOMOZX ITAPTIAAX

Moprtioa

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHI'TEX XPHXHX

| 16. ITAHPO®OPIEX XE BRAILLE

Entecavir Viatris 1 mg emkaAvppéva pe Aemto vpévio diokio

17. MONAAIKOX ANATNQPIZTIKOL KQAIKOY —AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A160106T0TOC YPOUU®TOS KDoA (2D) mov pépel Tov TEPIANPOEVTO LOVOSIKO aVayVOPIOTIKO KOJIKO

18. MONAAIKOZX ANAT'NQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA ATIO
TON ANOPQIIO

PC
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

ETIKETA ®IAAHX

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Entecavir Viatris 1 mg emkaAvppéva pe Aewto LUEVIO dloKio
evtekaPipn

[ 2.  TYNOEXIH IE APAXTIKH(EX) OYEIA(EL)

Kd&be emucoroppévo pe Aemtd vpévio d1okio mepiéyel Lovoidpikn eviekafipn toodbvoun pe 1 mg
evtekaPipng.

[3. KATAAOTrOX EKAOXQN

[epiéyer emiong Aaktoln. Avatpééte 6To PUALO 0ONYIDV Y10 TEPIGGOTEPEG AT POPOPIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI TEPIEXOMENO

Emwcoloppévo pe Aemto vpuévio diokio

30 gmkoAvppévo pe AeTTO VUEVIO O1oKiN
90 emucaAvpLLéva [Le AeTTO VEVIO dloKin

[ 5.  TPOMOX KAI OAOX(OI) XOPHTHIHE

Awfaocte 10 @OALO 0dNYI®V ¥pYoNG TPV amd TN YPNRoM.
Amo6 otopaTog ypnon.

6. EIAIKH ITPOEIAOITIOIHEH XYM®QNA ME THN OITOIA TO ®PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIAIA

Noa puAdcoetal og Béon, TNV omoia dev PAETOLV Kat dgv Tpoceyyilovv To TOdIdL.

[ 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIX), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TATAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@0OXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAEJIAY KYKAO®OPIAX

EU/1/17/1227/006
EU/1/17/1227/009

13. APIOMOZX ITAPTIAAX

Moprtioa

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHI'TEX XPHXHX

| 16. ITAHPO®OPIEX XE BRAILLE
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B. PYAAO OAHI'TQN XPHXHX
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®Yrlo 0dNYIOV xprong: IAnpoopisg Yo Tov ypioTn

Entecavir Viatris 0,5 mg emkaioppéva pe Aentod vpévio diokia
Entecavir Viatris 1 mg emkaivppéva pe Lentd vpévio dokia
gvtekafipn

AWPacTe TPOGEKTIKG OAOKANPO TO GUALO 00N YLAOV YP1ONG TPLV UPYIGETE VU TALPVETE GVTO TO
PAaPLUKO, SOTL TEPLAAUPAVEL ONUAVTIKES TANPOPOPIES Y10 GOC.

. DoraEte avTd To EOAAO 0dNYLEV ¥prione. Towg ypelaotel va to dufdcete Eava.
. Edv &yete meportépm amopiec, poTNOTE TO YLOTPO 1) TO POPUAKOTOLO GOG.
. H ovvtayn yio avtd 10 @dppoako xopnynnke amokAelotikd yio 6og. Agv mpémnel vo SOGETE TO

Papuako og GAlovc. Mropei va toug TpokaAésel BAGPTN, oo Kot OTOV TO GUUTTMOUOTO TNG
acBévelog Tovg givan 1810 pe Tar dikd cag.

. Edv mapotnpnoete Kamoto avemBOuNT eVEPYELN, EVILEPDOTE TOV YIOTPO ) TOV POPLAKOTOLO
c0gG. Avtd 1oydel kot yuo KaBe Thoavn avemBOunTn eVEPYELD TTOL JEV AVOPEPETAL GTO TOPOV
@OALO odNyLdV xpriong. BAéme mapdypapo 4.

T wepréyer 1o Tapév vAL0 00N IOV

T etvor o Entecavir Viatris ko mowa givat 1 xprion tov
T mpémer va yvopilete mpwv mdpete to Entecavir Viatris
[é¢g va napete o Entecavir Viatris

[MBavég avemBounteg evépyeteg

[og va purdcoete to Entecavir Viatris

[epreydpeva tng cuoKeVAGING Kol AOITES TANPOPOPIES

SR R e

1. T givar To Entecavir Viatris kou mowa givan i yp1i61 tov

Ta dwokio Entecavir Viatris gival avtuka gappoka, wov ypnoiyporotovval yio tn Oepansio tng
AoipmEng Tov 100 ™G Kpovias (nakpoypoviag) nratitidag B (HBV) o¢ evijlkes. To Entecavir
Viatris uropei va ypnoyonoindei o€ dtopa Twv omoimv to Nrap £xel vrootel BAAPT, oAAG
eEaxolovBel va Aettovpyel cwGTA (AVTIPPOTOVLUEVT NTOTIKY VOCOGS), KAOMG KOl G ATOL TOV OTOimV
10 \map Exel vootel PAAPN Kot dev Agttovpyel COOTA (UN-AVTIPPOTOVUEVT] NTOTIKT VOGOG).

Ta owkia Entecavir Viatris ypnoipomorovvra eniong yia 11 0gpancia g Aoipoéng tov 100 g
1poviag (naxpoypoviag) nratitidas B (HBV) og mandrd ko eprpfovg nhikiog 2 eTdV £0g KATO
TV 18 et®v. To Entecavir Viatris uropei va ypnoonoindei o€ madid twv onoimv to Nrop £XEL
vrootel PAAPT, aALd eEakorovBel va Aettovpyel cmOTA (AVTIPPOTOVUEVT] NTATIKY VOGOG).

H Loipwén amd tov 16 e nratitdog B propei va odnynoet og PAafn tov nratoc. To Entecavir
Viatris PEIOVEL TO KO POPTIO GTOV OPYOVICUO GaG KOl BEATIOVEL TNV KATAGTOOT] TOV NTATOG,.

2. T ipéner va yvopilete npy mapete 1o Entecavir Viatris

Mnyv napete to Entecavir Viatris
. o€ mepinToon ailepyiog (vagpevarodneiog) oty eviekafipn 1 o omorodNmote AAAO amd To
GLGTATIKG OLTOV TOV PUPUAKOL (AvaPEPOVTAL GTNV TAPAYPAPO 6).

IIpogidomomceirs ko TpoPuLaLES

AmevBuveite oTov Y1aTpd 1 TOV POPLOKOTOLO GO TPOTOL TTapete To Entecavir Viatris

. €av giyote moté TpoPfApoTo PE TA VEPPA G6OC, EVIUEPDGTE TOV Y1ATPO GaG. AvTo gival
onpavtiko 816t to Entecavir Viatris amofdAAietar and Tov 0pyoviopd HEGH TV VEPPOV Kol
pmopet va yperaleoste Tpomomomuévr 600t 1 d0GOAOYIKO GYNLLA.
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. v otapatdte va maipvere To Entecavir Viatris yopig ) copfovin Tov yratpov cag yloti
N Nratitdd cog propel va emdevmbel petd ) dwokonn tng Oepanciog. Otav 1 Oepaneia pe 0
Entecavir Viatris dwokomnel, o yiatpog oag 0o cuveyicel va cog mapakorovbel kot va Kdvet
OLLOTOAOYIKODG EAEYYOVG Y10 PKETOVG UNVEGS.

. ov{NTIoTE pE TOV Y1aTPO GUS EGV TO NTAP GOG AELTOVPYEL 6OGTA Kot EGv O)L, TOLEG UTOPEL VL
glvar o1 mBavég cvvéneleg atn Oepamneia cog pe to Entecavir Viatris.

. o€ TePinTMon wov £xete emiong Aoipwén HIV (10¢ avBpomivng avocoaverndpkelog)
EVNUEPDOTE OTMGONTOTE TOV YLTPo c0G. Agv mpémel va AaPete Entecavir Viatris yio tn
Bepameio e Aolpméng nratitidog B ektdg edv Aapfavete mapddinia edppoka yio tov HIV,
YLOTL 1] ATOTEAEGLOTIKOTNTO, LEAAOVTIKNG oyyng Yia tov HIV mbavév va givar peiopévn. To
Entecavir Viatris dev Ba 0¢cel vtd Edeyyo tn Aoipwén cog and tov HIV.

. 1N My tov Entecavir Viatris dgv 0a cag epmodicel va peTad®oeTe TOV 16 TG Nratitidoog B
(HBYV) o6& dAAovg 0vBp®dmovg pHEcm 6EEOVOAMKNG ETAPNG 1] COUATIKAOV VYPDV
(meprrapPfavopévng Kot g emporvveng pe aipa). I't' awtd etvan onpovtico va Aappavete
KOTOAANAES TPOPVAAEELS Y10 VAL TPOGTOTEVGETE TOVG AAAOVS Omtd TN pnoAvvon pe tov HBV. T
Vv Tpoctacio 6cwv Ppickoval og kivouvo puoivveng pe tov HBV, vdpyet dobéoyo gpporto.

. 70 Entecavir Viatris avijkel og po opéda goppdkov mov propovv vo tpokaricovy
vorokTiky 0&émon (vepPolik) TOGOTNTA YOAOKTIKOD 0EE0G GTO QLo GOG) Kot SLOYKMGT] TOV
NTATOG. ZVUTTOUOTO OGS 1] VALTIO, EUETOG KOl TOVOG GTO GTOUAYL LTOPEL VO QavEPDOVOLY
avamTuén YOAoKTIKNG 0EEMONG. AVTN 1 OGTTAVIO, GALG GOPaPT TOPEVEPYELN TTOV OPIGUEVEG
popég Bavatnedpoc. H yohaxtikn oEEmon eppavileTor o cuyvd oTig Yovaikeg, dtaitepa edv
glvar Tohd vépPapeg. O yiaTpdc cag Ba cag mapakorovdel TakTikd 660 Taipvete To Entecavir
Viatris.

. gav £yete Laper Tponyovuévmg Bepaneio Yo ypovie nratitidoe B, tapakold evnuepmote Tov
yTpd Gog.

MHowowd xan £épnfor
To Entecavir Viatris dev Tpémet va ¥pnotponoteitol o€ modtd nikiog Kato tomv 2 etdv 1 Tov Luyilovv
Myotepo amo6 10 kg.

Alro pappoxa ko Entecavir Viatris
Evnuepdote to ylotpd 1 T0 popUakoTold oG AV TaipveTe, EXETE TPOSOATA TAPEL 1| UTOPEL Vo TAPETE
GAla pappoKa.

To Entecavir Viatris pe tpo@1n ko1 wotd

2T1C TEPIOGOTEPES MEPIMTMOGELG Umopeite va mdpete to Entecavir Viatris pe 1 yopic tpoen. Qotdc0,
e elyate AaPel mponyovpuevn Bepameia pe Evo EAPLOKO TOL TEPLEYEL TN OPAGTIKY 0VGia AaptBovdivn
npénel va eEgtdoete ta okoAovba. Eqv aAla&ate Bepameia kot Eekiviioote o Entecavir Viatris eneion
n Bepaneio pe AapPovdivn dev ftav emtoyng, Tpémetl va taipvete to Entecavir Viatris pe ddgio
oTopdyL Hio @opd TV nuépa. Edv n nmatikn cog vosog ivat Tpoy@pnpévn, o yaTpog cog 6o cog
vrodeitel emiong va maipvete to Entecavir Viatris pe 40€10 otopdyt. ASE0 GTONAYL OMaivel
TOVAGYIOTOV 2 MPES HETE OO YED O KOl TOVAYLOTOV 2 OPEG TPV OO TO EXOUEVO YEVLLOL.

Ta modid kot o1 Epnpor (nAikiog omd 2 g Kdtw Tov 18 etdv) pmopodv va mépovv to Entecavir
Viatris pe 1 xopig Tpoen.

Kionon, Onhaopoc ko yovipdtnra

Evnuepaote 1o yotpd cog edv giote £yKvog 1 oxed1aleTe va petvete £ykvog. Agv €xet amoderyBel 6T 1
xpNon G eviekafipng elvar aoceoing katd tn didpkela g komong. To Entecavir Viatris dev mpémet
VO YPNOOTOLEITOL KOTE TN S1apKELN TNG KOOGS EKTOG €0V €101KE VTOdeLyDel amd Tov yloTpd GO,
Eivar onpavtikd ot yovaikeg o€ avamapaywoykn nikio mtov Aappdvovv Oepaneia pe to Entecavir
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Viatris vo xpnotponotodv pio omoteAecpuatiky €00 avIicOAANYNG Yo Vol amo@hyouV v KATasToOV
£€YKVEC.

Agv mpémer va OnAalete katd ) didpkelo g Oepameiog pe to Entecavir Viatris. Evnuepoote tov
YwTpd cog av Onhalete. Aev givar yvmoto edv 1 evtekafipn, n Spactikn ovcio Tov Entecavir Viatris,
EKKPIVETAL 0TO aVOPOTIVO UNTPIKO YAAQL.

001yN o1 KO YEPLOROS PNYAVIRLATOV

H {aAn, n xovpaon (kénwon) kot 1 viota (VTvnAia) eivoar cuyveG avemiBOUNTES EVEPYELEC TOV UTOPEL
VO TOPEUTOSIGOVY TNV IKAVOTNTA 001 YNONG Kol YEPICHOV punyovnpudatov. Edv éxete omowndnmote
avnovyio GLUPOVAEVTEITE TO YLTPO GOG.

To Entecavir Viatris mepiéyer Aaxtoln

To @apuaxo avtd mepiéyel Aaxtoln. Eav cog £xel evnuepmaet o y1atpdc cog 0Tl Exete dvuoavesio oe
OpIoUEVA GAKYOPA, CLLPOVAEVTEITE TO YIOTPO GOG TPV TAPETE AVTO TO PAPHOKEVTIKO TPOIOV.

3. o va wapete To Entecavir Viatris

Agv yperdlerar va maipvovv 6Aot o1 acOeveig Tnv idwa 06on Entecavir Viatris.

[Tévtote va maipvete To GAPLOKO QLTO ALGTNPE COUPOVE LLE TIG 0ONYiEG TOV YoTpoL oag. Edv éyete
apeBories, pmTNOTE TO Y1TPO 1) TO POPLOKOTOLO GO,

INa evijlikeg 1 cuviotopevn doon eivan gite 0,5 mg 1 1 mg pio eopd TNV NUEPA OO TOV GTOUOTOC.

H 6061] oog O eEaptn Ol amo:
€av oag £xel yopnynoei Oepaneio yio tov HBV 610 maperdov, kot oo appoko miparte.

. €av éyete mpoParpata veppmv. O Y1oTpdg GOG UTOPEL VO GLVTOYOYPOPTGEL L0 XOUNAOTEPT
300N Yo €60GG 1 VO GOG SDOEL 0ONYIES Y100 AW e CLUYVOTNTA LIKPOTEPT) OO L0, YOPA TNV
nuépaL.

. TNV KOTAGTOCT TOV NTATOS GG,

INao toda ko epnfpovg (Mhikiog 2 €o¢ kGt TV 18 £TMV), 0 Y1I0TPOG TOL TV GG Bol ATOPAGIGEL
T omoTthn 0601 pe Bdon To copatikd Papog Tov Tadd cag. IToadid pe copotikd Pépog TOLAGYIGTOV
32,6 kg umopotv va maipvouvv evtekafipn and Tov 6topATog TO diokio 0,5 mg 1 Tpoteiveton
evtekaPipn mooipo didAlvpa. Zvvavtdror OAeG o1 O0ELS va yivovtal pamas pio eopd v nuépa. Agv
VIAPYOVV GLGTAGELS Yo, TNV eviekafipn o€ madid NAKiag KAT® TV 2 eTdV 1 L COUUTIKO Bapog
pikpotepo amod 10 kg.

INo toda ko epfpovg (Mhikiag 2 €og kato Tov 18 eT@v), vTdpyovy dwbécua Entecavir Viatris
0,5 mg emxorvppéva pe Aentd vpévio diokio 1 pmopel va etvan drabéoipo tooipo evarmpnua. O
Y1TpOG TOL TOd10V oag Ba amoPacicEL TN 6ot 066N UE PAON TO COUATIKO BAPOC TOV TALSIOD GOGC.

O ywTpdg oag Ba 60g GUUPOLVAEDGEL YloL T OGN TTOL gival KATAAANAN Y10 £G0G.

No maipvete TavtoTe TN 00T TOV GVVEGTNGE O YIATPAC GOC Y1 VO EEAGPAAMGETE OTL TO PAPUAKO GOGC
givol TANP®G OTOTELEGHATIKO KOl TPOKEWEVOL VOl EAATTMGTE TNV ovamTuén avtiotaong ot Bepamneio.
No maipvete 1o Entecavir Viatris yuo 660 xpovo Gag €xel GVGTNOEL 0 Y1oTpog cag. O yiatpog oag Oa
GOG EVILEPMGEL EAV Kol TOTE TPEMEL VOl SLoKOYTE TN Oegpameia.

Mepkoi acBeveic npénel va naipvovv to Entecavir Viatris pe ddeio otopdyt (PAéne To Entecavir
Viatris pe tpo@n kot wotd oty Tapdaypao 2). Edv o yiatpog cog o6g vrodei&et va maipvete to
Entecavir Viatris pe 40€10 otopdyl, avtod onuUaivel TOVAGYIGTOV 2 OPEG PETE amd Eva YOO KO
TOVAYLOTOV 2 DPES TPV OO TO EMOLEVO YEVLLO GOG.

Eav napete peyardtepn 8661 Entecavir Viatris amé tnv kavovik
Enwowmviote pe to yatpd cog apécmc.
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Edv Egyaoete va mapete To Entecavir Viatris

Eivar onpavtikd va punv dwapedyet kapud door. Edv cog dtagpoyet pia 66om tov Entecavir Viatris
TAPTE TNV OGO TO FVVATOV YPNYOPOTEPH KO KOTOTLY TAPTE TV ETOUEVT TPOYPOUUATIGUEV OCT) GTO
TAKTIKO TG XpOvo. Edv £xel oxedov pBdoet o ypdvog yia Ty enoeEVN dOGN GG, UNV TAPETE QLTI TOV
oa oEpuye. [epyévete kot mdpte TNV enduevn 6001 6TOV TPOoKOBOPIGUEVO ¥pOVo. Mnv Ttdpete duthn
3001 Y10 VO OVATANPAOGETE TN 006 TOL EEYACATE.

Mnyv ctapatarte To Entecavir Viatris yopig ™ copfovin Tov yratpov cog

Opiopévol Tapovctdfovv ToAD Gofapd GUUTTOUATA NTATITIONG OTOV GTOUATOVV TN AQYN TNG
evtekafipng. Evnpepmote 1o y1atpd 606 0pESMS Y10 OTO0ONTOTE ALY GTO GUUTTMLOTO TTOV
mapotpeite petd ) dlakonn tng Bepomeiog.

Edv éxete meprocdtepeg epOTNGEIS GYETIKA LE TN XPNION ALTOV TOV PAPLAKOV, POTHOTE TOV YIOTPO 1)
TOV QUPUOKOTOLO GO,

4. MOavéc avemBOuNTES EVEPYELES

Onwg 6Aa ta pappaka, £T61 Kot avTd T0 GApUaKo pumopel vo Tpokarécel avemBounteg evEPYELES oV
Kot 8V Tapovctdfoviatl og GAOVG TOVG 0VOPOTOVG.

Aocbeveig otovg omoiovg yopnynonke n eviekafipn £xovv avaQEPEL TIC TAPAKATO AVETIOOUNTEG
EVEPYELEG:

Evijlikeg
. Zuyvég (tovddyiotov 1 og 100 acbeveis): kepaiadyia, abmvia (advvapio va Koundovv),
KOmmwon (veepPoiikn kovpaon), {EAn, vivniia (VHoTR), EUETOG, SLippOola, VOUTiL
dvomeyia (duckoAia oty TEYN), Kot cuénuéva enimeda evEOUOV TOL HTOTOC GTO L.
. Oyt ovyvég (tovddytotov 1 og 1.000 acBeveic): eEdvOnua, amdieio LoAMOV.
o Yrévieg (tovAdytotov 1 og 10.000 acbeveic): coPapn aAlepykn avtidpoor).

MHoowd ko £pnfor

Ot avemBOUNTES EVEPYELEC TOV TOPOVCLACTNKAV GE TALOLA Kol EQTPOVG Eival TOPOUOLES UE AVTEG TTOVL
epupavicOnkov og EVIAIKEG OTMG TEPTYPAPOVTUL TTLO TAV® LE TNV 0KOAOLON dtapopd:

[ToAb cvyvég (tovAdytotov 1 og 10 acbeveic): yaunid enineda ovdetepopilav (£vag TOTOG
AEVKOKVTTAPWV, TO OTTOl £lvall CNUOVTIKE OTNV KatamoAéunon Aolpnméng)

Ava@opd avemOuunTOV EVEPYELOV

Ed&v mapotnpricete Kamowo avemBOUNTN EVEPYELD, EVILEPDOTE TOV YLOTPO 1) TOV POPUAKOTOLO GOG.
Av10 1oy0et Ko Yo kGOe mhovn avemBOUNTN EVEPYELN TOV OEV OVAPEPETOL GTO TAPOV PVAAO 0O YLDV
xpnons. Mnopeite emiong va avaeépete avemBountes evépyeteg omevbeiog, pEGm Tov g0vikoD
GLGTNUATOS AVOPOPAS TToV avaypdpetatl oto Hapdpmua V. Mécm ¢ avapopds avemBountomv
EVEPYELMV Umopeite va fondncete 6T GLAAOYN TEPIGGOTEP®Y TAPOPOPLDV GYETIKA LE TIV OCPAAELN
TOV TOPOVTOG POPLUAKOV.

5. Iog va puracoete To Entecavir Viatris

To eappoko aVTO TPETEL VO, PLAACCETOL GE LEPT TTOV dEV TO PAETOVY Kot dEV TO POGVOLV TOL TALdLA.
Noa pun xpnoHoToleite auTd TO PAPROKO LETA TNV NUEPOUNVIA ANENG TTOL OVAPEPETOAL, OTI PLAAT], GTNV
KLUWYEAN 1| 670 kovuti petd t AHEH. H nuepounvia Aéng eivar ) teAevtaio nuépa Tov piva mov
OVOPEPETOL EKEL.

Agv vapyovv 1d1kéEG 0dNYieg S10TPNoNG Yo TO PAPHAKO QVTO.
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Mnyv metdte PapLoKa 6TO VEPO TNG OTOYETELOTG 1) OTA OIKIOKA aroppippate. Pothote tov
QOPLOKOTOLO GOG Y10 TO TAG VO TETAEETE TOL PAPLLOKO TOV SEV YPNOUOTOLEITE Tl AVTA Tl PETPOL Oat
BonBnoovv oty mpooctacia tov mepPdilovtog.

6. Iepreyépeva TG GLOKEVAGIAG KOL AOLTEG TANPOPOPIES
T epréyer To Entecavir Viatris

Entecavir Viatris 0,5 mg emixolopuéva ue Aemro vuévio diokia
H dpactic) ovsia givar 1) evrexafipn. Kabe emcorvppévo pe Aemtd vpévio diokio (d10kio) mepiéyet
povobdpikn evrekafipn wwodvvaun pe 0,5 mg eviekafipnc.

Entecavir Viatris 1 mg emalopuéva pue Aemeo vugvio diokia
H dpactikn ovoia eivar 1 evtekafipn. Kébe emucoroppévo pe Aemtd vpuévio dwokio (diokio) mepiéyet
povoddpikn eviekaPipn wwoddvaun pe 1 mg evrexafipng.

Ta dAha cvotatikd giva:

Mvpnvag diokiov: PIKPOKPVOTOAAIKY KVTTAPIVT, KPOGTOR1d6VT, Aaktoln povotidpikn (BAére
mapdypago 2, «To Entecavir Viatris mepiéyel Aaxtoln»), oTeatikd Loyviclo

Enmucddoyn diokiov: 610&eidio Tov tiraviov (E171), vrpopeAddln, moAvaifulevoylokoan,
moAvcopPuko 80.

Epgavion tov Entecavir Viatris kol aepieyopeva T 6v6KevaGiog

Entecavir Viatris 0,5 mg emixolopuéva ue Aemeo vugvio diokia

Ta emucoloppéva pe Aemtd vpévio diokia (dtokia) givar diokio AEVKOD YPOUATOG, GTPOYYLAA,
OULPIKVPTOL, ETKOAVUUEVOL LLE AETTO DUEVIO, LLE OTPOYYLAEUEVO KOO KOL LE YOPAyHEVT TNV £VOEEN
«M» ot pio TAevpd kot v Evoelén «EA» oty GAAn.

Entecavir Viatris 1 mg emxalopuéva pue Aemeo vugvio diokia

Ta emucoloppéva pe Aentd vpévio diokia (dtokia) givar diokio AEVKOD YPOUATOG, GTPOYYLAL,
OULPIKVPTOL, ETKOAVUUEVD LLE AETTO DUEVIO, |LE GTPOYYVAEUEVO. GKPOL KO LE YOpOYLEVT TNV EVOELEN
«M» ot pio TAevpd Kot v EvoelEn «EB» otnv dAAn.

Ta Entecavir Viatris emtkaADppEVA LE AETTO VUEVIO SIOKIO TOPEYOVTOL OE GUGKEVAGIES LLE KOYEAES
(blister) mov mepieyovv 30 diokia, cuokevacieg pe Koyéheg (blister) didtpnteg mov mepiéyovv 30 x 1 1
90 x 1 diokia, Kabms kot og Prédeg mov wepieyovv 30 1 90 diokia.

Mmnopei va unv KuKAOPOpoUV OLEG 01 GUGKELAGIES.

Kértoyog ™c Gdgtag kukrogopiag
Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,

DUBLIN

IpAovdia

Hapackevactiig
Mylan Hungary Kft.
Mylan utca 1,
Komarom - 2900
Ovyyopia

Viatris Germany GmbH
Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
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Bad Homburg v. d. Hoehe
Hessen, 61352,
Teppavia

Mo omoladnmote TANpoPopic. GYETIKA LLE TO TOAPOV PAPUAKEVTIKO TPOIOV, TAPAKOAEIGTE VO
anevBuvleite GTOV TOTIKO AVTITPOGOTO TOV KATOYXOL TNG ASEWNG KUKAOPOPLaG:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bovarapus Luxembourg/Luxemburg

Buarpuc EOO/I Viatris

Ten.: +359 2 44 55 400 Tél/Tel: +32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kft.

Tel: + 420 222 004 400 Tel.: +36 1465 2100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +45 28 11 69 32 Tel: +356 21 22 01 74

Deutschland Nederland

Viatris Healthcare GmbH Mylan BV

Tel: +49 800 0700 800 Tel: +31 (0)20 426 3300

Eesti Norge

Viatris OU Viatris AS

Tel: + 372 6363 052 TIf: +47 66 75 33 00

E\Lada Osterreich

Viatris Hellas Ltd Viatris Austria GmbH

TnA: +30 2100 100 02 Tel: +43 1 86390

Espaiia Polska

Viatris Pharmaceuticals, S.L. Viatris Healthcare Sp. z o.0.

Tel: +34 900 102 712 Tel: + 48 22 546 64 00

France Portugal

Viatris Santé Mylan, Lda.

Tél: +33 4372575 00 Tel: + 351 214 127 200

Hrvatska Roménia

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000

Ireland Slovenija

Viatris Limited Viatris d.o.o.

Tel: +353 1 8711600 Tel: +386 123 63 180

island Slovenska republika

Icepharma hf. Viatris Slovakia s.r.o.

Simi: +354 540 8000 Tel: +421 2 32 199 100
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Italia Suomi/Finland

Viatris Italia S.r.L Viatris Oy

Tel: + 39 (0) 2 612 46921 Puh/Tel: +358 20 720 9555
Kvnpog Sverige

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: +46 (0)8 630 19 00
Latvija

Viatris SIA
Tel: +371 676 055 80

To Tapév Ao 00NYIOV YpoNS avademprOnKe Yo TEAEVTALN QOPE TOV

Addreg IYEQ TANPOPOPLOV

Agmtopepn TANPoPoplaKd oTotyEln Yio TO TPOidV avTod gival d100Ea10 GTOV SIKTVAKO TOTO TOL
Evponaikod Opyavicpod @opudkov: http://www.ema.europa.eu
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