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MNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tenofovir disoproxil Viatris 245 mg emkaAvppéva pe Aemtd vEVIO dtoKia

2.  MOIOTIKH KAI ITIOXOTIKH XYNGEXH
Kda0e emucoivppévo pe Aemtd vpévio diokio mepieyel 245 mg tenofovir disoproxil (wg maleate).

"Exd0y0 e yvootn dpdon:

Ka0e dioxio mepiéyet 155 mg povoddpikng Aaxtdlng.

IMa tov TANpn kaTdAoyo TV €kdOY®V, PA. Tapdypaeo 6.1.

3. DPAPMAKOTEXNIKH MOP®H

Enucodoppévo pe Aemtd vpévio diokio.

2TpoyyvAd, apeikvptTa, avolkToh YOAALIOn ¥POUATOS ETKOAVUUEVA e AETTO VIEVIO dloKia pe
duapetpo 12,20 + 0,20 mm mov pEpovy oTr| pio TOLg TAELPA Yapoyuévn TNV Evoelén « TN245» kot
oIV GAAN TNV EVOEEN «My.

4. KAINIKEX TIAHPO®OPIEXZ

4.1 OgpamevTikég gvoeitelg

Aoinwén and tov 16 HIV-1

Ta tenofovir disoproxil 245 mg emkaAvppéva pe AemTod LUEVIO dioKio EVOEIKVLVTOL GE GUVOLAGUO LLE
GALOL OVTIPETPOIKA QAPLAKEVTIKA TPOTOVTA Yio TN Bepaneio TV evnAikmv Tov &xovv mpocPindel amo
tov 10 HIV-1.

2T0VG EVIIAMIKEG, 1) amddEEN TV BETIKOV eMdpacewy Tov tenofovir disoproxil otn Aoipwén amd tov
10 HIV-1 Baciletar ota anotedéopata piog peAétng oe mpotobepamevdpevovg acheveic,
ovpmepapPovopévev acBevav pe vynid 1ikd eoptio (> 100.000 avtiypapo/ml) kot perétes otig
omoigg to tenofovir disoproxil Tpootédnke otn otabepn Pacikn Bepaneia (Kupimg TpuTAd HepamevTino
oynua) og acbeveic mov eiyav 06mM dexBei-avipeTpoikn aywyn kot wapovsialoyv TPdUN 10A0YIKY
arotuyia (< 10.000 avtiypapo/ml, pe tnv mAelovotnta TV acbevav va govv < 5.000 avtiypaga/ml).

Ta tenofovir disoproxil 245 mg emkalvppévo pe Aemtd vuEVio dlokio evogikvuvTal ETiong Yo T
Oepaneio Tov gpnPov mov Exovv TpocPinbdei amd tov 160 HIV-1, nhkiag 12 émg < 18 g1ov, pe avioyn
o NRTI 1 t0&kotnTEg MOV OMOKAEIOVV TN XPTION TAPAYOVIWV TPAOTNG YPOLULUNAG.

H emidoyn tov tenofovir disoproxil yia ™) aywyn acbevav pe Aoipwén omd tov 16 HIV-1 ot onoiot
&yovv AaPet avtipetpoikn Bepomeio tpémel vo Paciletor 6TV ATOUIKY SOKIUY 0VTOYAG 1)/KOL GTO
16topKo Bepamneiog kb acbevoic.



Aoipwén and tov 10 tne nratitdos B

Ta tenofovir disoproxil 245 mg emkaivppéva pe Aewtd vuévio diokia evdeikvovion yia tn Oepameia
g poviag Nratitidog B og evilikeg pe:

. OVTIPPOTOVLEVT] NTATIKT VOGO, e EVOEIEN EVEPYOD UKNG OVTILYPAPT|S, EXLHLOVE VYNAL EMimeEdL
olavivng apvotpaveeepdons (ALT) otov 0pd Kot 10ToA0YIKT EVOEIEN EVEPYOD PAEYUOVNG
ka1 tvoong (PA. mapdypoeo 5.1).

. €vdeldn 100 g nratitidag B pe avioyn ot Aapovdivn (BA. mapaypdpovg 4.8 kar 5.1).
. U1 OVTIPPOTOVLEVT NIaTikn VOGO (BA. Tapaypdpovg 4.4, 4.8 kot 5.1).

Ta tenofovir disoproxil 245 mg emkaivppéva pe Aemtd vuévio diokia evoeikvovio yia tn Oepameia
g xpoviag nratitidog B og eprifouvg nhkiag 12 €wg < 18 etmv pe:

. AVTIPPOTOVUEVT] NTTATIKT VOGO Kol EVOEIET] OVOGOLOYIKNG EVEPYOD VOGOV ONA. EVEPYOD UKTG
avTypang kot emxipovo vynid exinedo ALT otov 0opd 1 16TOA0YIKN EVOEIEN LETPLOG EMG
cofapng ereyovig Ko ivaong. Avagopikd pe v andeact Evapéng g Bepameiog 6Touvg
madlaTpikovg acbeveic, PAEne mapaypdpovg 4.2, 4.4, 4.8 ko 5.1.

4.2 Aocoloyio kor TpOTOG YOPNYNONS

H aywyn npémel va yopnynOei omd yotpd eéeidikevpévo ot Oepaneio HIV Aopudéewv kavm ot
Oepamneio g ypoviag nrotitidag B.

Aocoroyia

Evilikeg

H ocvvictdpevn 860 tov tenofovir disoproxil yia m Oeponeio HIV 1 yia T Bepaneio g ypoviag
nratitdog B eivar 245 mg (éva diokio) pia eopd v nuépa, Aapfavopevo amd tov otopatog pali pe
™V TpOO).

H amdéeaon yuo ™ Ogpoaneio tov Tadatpikdv acbevov (epnpfov) o tpénet vo Paciletar oty
TPOCEKTIKT £EETOLOT TOV EEUTOUIKEVUEVAOV OVOYK®DV TOV AGHEVODG KOl LLE AVOPOPA GTIG TPEYOVCES
TodlaTpikég katevduvimpieg odnyieg Bepameiog, copmePLOUPOVOLEVIC TNG TYAG TOV OPYIKDOV
GTOAOYIK®V TANpopopt®dV. Ta 0pEAN TG LAKPOYPOVIAG LIOAOYIKNG KATAGTOANG LE TN GLUVELOT| TG
Oepaneiog mpénel va otabuifovral EvovTt Tov Kivohvou NG TapateTopnévng Bepamneiog,
copumephopPavopévng g epeaviong aviektikon 100 nratitidog B kot tng afefaidtnrag oxetikd pe
TOV HOKPOYPOVIO OVTIKTUTO TG OGTIKNG Kol VEQPIKNG To&kotntag (BA. mopdypagpo 4.4).

H ALT opo? Ba mpémet va givar otafepd avénpévn yio TovAdylotov 6 piveg mpv tr Oepaneio Tov
TSATPIKAOV AcHEVOV [LE AVTIPPOTOVUEVT NTATIKY VOGO A0y HBeAg Betikng xpoviag nratitidog B
Kot yio TovAdylotov 12 pveg otoug acbeveic pe HBeAg apvnrtiky voco.

Aigprero ¢ Oepameiog oe evijikovs koi epifovg aobevels ue ypovia nrotitdo B
H Bértio ddpketa g Oepaneiog eivar dyvootn. H dakonn tng Oepaneiog pnopet va e&gtaotel

oG e&ng:

- >e HBeAg Betikovg acbeveig yopig kippwon, 1 Beponeio mpémet va yopryeitot yio TovAdylGTOV
12 pniveg oot emPePfarwbdei 1 HBe opopetatponn (HBeAg apvntikonoinon kat HBV DNA
apvnTikomoinon pe avii-HBe aviyvevon og dvo dradoyikd detypoto opov pe LEGOSIACTNLLO
TOVAGyIoTOV 3-6 Unvev) 1 péypt v HBs opopetoTpomn 1 péypt va vdpéet ammAeLn
amoteleopatikomrag (PA. mopdypapo 4.4). Ta enineda ALT xat HBV DNA opov mpénet va
TopakoAoLOOHVTOL TAKTIKA LT TN dlokom TG Bepameiog yio TNV aviyveLsT OTO0GONTOTE

OY1UNG LOAOYIKNG VTTOTPOTNC.



- >e HBeAg apvnrtikovg acBeveis yopig kippwon, n Bepaneio tpémet va yopryeitol TovAdyIGTOV
péxpt v HBs opopetatpomn 1 péypt va vdpEovy evOei&els yio ommAgLnL
amoTeAecUATIKOTNTOS. MTopel va eEgtactel, eniong, To evdgyOuevo dtoKomng g Bepameiog
LeTd amd TV enitevén otafepng LOAOYIKNG KOTAOTOANG (SMA. Yo TOLAdYIGTOV 3 £T1)) apKel Ta
enineda ALT kot HBV DNA opo? va maparkorovfohvtot ToKTIKE PHETA amd T O10KOTY| TG
Bepameiog yio TNV aviyvevon Toyxov OYIUNG LIOAOYIKNG VIOTPOTNG. L€ TEPIMTWOT TOPATETAUEVNG
Oepaneiog ylo tePLocOTEPO amd 2 €11, GLVICTATOL TAKTIKT Enova&loldynon yia vo emPePformbel
OTL 1] GUVEYLOT TNG EMAEYUEVNC Bepameiog Tapapével KOTAAANAN Yo TOV acOevr).

2T0VG EVMIKEG 0GOEVELG LLE UM OVTIPPOTOVUEVT] NTATIKT VOGO 1| KIPPmOT], dEV GLVIGTATAL 1) S10KOTN
g Bepomeiog.

IMa ™ Ogpancio e Aoipwéng amod tov 10 HIV-1 kot g ypdviag nrotitidag B oe evihikeg yio Tovg
omoiovg dev glval KatdAAnAn 1 d0Goloyia o€ GTEPEN LOPPT], AAAL KATAAANAQ CKEVAGLOTO UTOPOVV
va gleyxBo0v g TPog TN J1fEGIUOTNTA TOVG,.

To Tenofovir disoproxil Viatris diatifeton povo 6t Lopen EXKOAVUUEV®V HE AETTO VUEVIO SIoKimV
TV 245 mg. AALo KOTAAANAO GKELACUOTA UTOPOVV Vo ELEYXHOVV mG TTpog TN S100eGIUOTNTA TOVC.

Taudrazpikog nnBoouog

HIV-1: Ze gpnPoug niwciag 12 mg < 18 etddv xan Bapovg > 35 kg, n cvvictdpevn d6om tov tenofovir
disoproxil etvon 245 mg (éva dwokio) pia popd v nuépa, Aapfoavopevo amd tov otopatog pali pe v
tpopn (PA. Tapaypdpovg 4.8 kot 5.1).

Meiopéveg dooelg tenofovir disoproxil ypnopomolovvarl yio ) Oepaneio modaTpik®dv achevov
niiog 2 éog < 12 gtdv mov &yovv mpocPindei amd tov 10 HIV-1. Kabdg to Tenofovir disoproxil
Viatris dtotifeton povo e Hopen ETKAAVUUEVOVY e AETTO VUEVIO diokimv Tov 245 mg, dev gival
KaTdAANAo yia yprion o€ modlatpikovg acheveic nhikiog 2 £og < 12 etdv. AAAa KOTOAANAL
OKEVAGLLOTO LTOPOVV VoL ELEYYO0VV G TPOog TN S100ECIUOTNTE TOVG.

H acedieio ko ) amotedespaticotnta Tov tenofovir disoproxil o€ mandid nAikiag K4T® TV 2 TV
7ov €yovv mpocsPAnOel and tov 16 HIV-1 dev €xovv tekunpiwbei. Agv vdpyovv dabécipa dedopéva.

Xpovia nrazitido B: Ze epnpoug nAikiag 12 émog < 18 etdv kau Bapovg > 35 kg, n cuvictdpevn doom
tov tenofovir disoproxil eivat 245 mg (éva d1okio) pic eopd TNV NUEPA, AapPovouevo omd Tov
otopatog pali pe v tpoen (PA. mapaypdeovs 4.8 kot 5.1). H Bértiotn ddpkeia tng Bepaneiog etvon
€Ml TOL TAPOVTOG AYVOOTY.

H acpdieio ko 1 amotedespaticotnta tov tenofovir disoproxil g mondid pe xpovia nratitido B
nAiag 2 g < 12 etdv 1 mov Quyilovv < 35 kg dev &yovv tekunplodel. Agv vdpyovv dabéoyia
dedopéva.

INa ™ Bepaneio g Aoipwéng amod tov 10 HIV-1 kot g ypodviag nratitidag B o épnpovug nikiog 12
€mg < 18 etdVv Yo ToVg 0moioVE dgV ivarl KOTAAANAN 1 doc0A0Yia € GTEPEN LOPPT], GALO KOTAAANAL
GKEVAGHOTO UTOPOLV VO, EAeyyB00V ®¢ TPog TN dtebecIUOTNTA TOVG.

Aoon wov wapaleipOnre

Edv évag acBevig mapodeiyet kdmowa d6om tov tenofovir disoproxil vidg 12 @pdv omd TV KOvovikn
opa AYNS g 060MC, 0 acbevig mpénet va, mapel To tenofovir disoproxil pali pe tpoen 660 10
duvatd YpNnyopoTEPO KO VO GUVEXIGEL TO KAVOVIKO TOV 8060 0YIKO Tpoypappa. Edv évag acBevig
napaAeiyel Kamola d6on tov tenofovir disoproxil yio mepiocdtepo and 12 mpeg kot TANGIALEL | Opa
Yo TNV €mOUEVT 8O6T, 0 acBevic dev TPEMEL VL TAPEL T dOGT TOL TAPEAEWYE, OAAG QAN VO
GUVEYIGEL TO KAVOVIKO S0GOLOYIKO TPOYPOLLLLO.

Edv o acBevnic kdvet epetd evtdg 1 dpog omd ™ Aqyn tov tenofovir disoproxil, mpénet va mapet Eva
Ao diokio. Edv o acOevig kdvel epetd apod mepdoel meplocdTEPO 0md 1 dpa PETA TN AW TOV
tenofovir disoproxil, dev yperdletor va mapel GAAN d60M.



Eidikoi mAnBvouoi

Hlmawuévor
Aev vadpyovv drabécipa ototyeio Pacel Tov omoimv va tpotabei d6om Yo acbeveig niwiog
peyolvtepnc tov 65 etov (BA. mopdypapo 4.4).

Negpixn dvolerrovpyio
To tenofovir amopakpOveTOL pe veEPPIKY amékkpilon kat 1 ékBeon oto tenofovir avédvel o€ acbeveig
LE VEPPIKT SVGAELTOLPYICL.

Evilkeg
Yrdpyovv meploptopéva dedoUEVE Yo TNV ACPAAELN Kot omoTeE eopaTiKOTTA TOV tenofovir disoproxil

o€ eviilikeg acBeveig pe pétpo kot cofapn veppikn duciettovpyia (kdBapon Kpeatvivig

< 50 ml/min) kot ta pokporpdbecua dedopéva acedielag dev Exovv a&loroynOel yio e veppikn
dvorettovpyia (kdBapon kpeativivng 50-80 ml/min). Q¢ ex ToVTOV, GE EViAKeG acBeVelg Le vePpkn
duchertovpyia to tenofovir disoproxil mpémetl va yproylomoteitar povo 6v To evOEXOUEVA OPEAT OO
v Bgpamneia Bewpeitar 6T1 vIepokeAoVY TOVS EVIEXOEVOLG KIvdvvoug. H yoprynon tov tenofovir
disoproxil 33 mg/g kdkKol yio TNV TOPOYN LEWWUEVNS NUEPNOLHG dOoMS Tov tenofovir disoproxil
ocvvietdral ylo evidikeg acbeveic pe kdBapon kpeatvivig < 50 ml/min, copreptioppavouévmv
acBevdv vtd apokdadapon).

Hmio veppixn dvoiertovpyio. (kabapaon kpeotivivyg 50-80 mil/min)
[Tepropiopéva dedopéva amd kKAvikég peréteg vmootnpilovv v epdnag doon 245 mg tenofovir
disoproxil nuepnoing oe acbeveic pe N veppikn Svsiertovpyia.

Mézpia veppixn dvolertovpyio. (kabopon kpeativivyg 30-49 ml/min)

Koabmg 1 yopnynon younidtepng 66ong pe to diokio 245 mg dev givar duvatn, Lwopovv va
ALPNOLULOTOINOOVV TOPOTETAUEVA SOGOLOYIKA LEGOSIUGTNHLLOTOL LLE T XPTOT TOV EMKAAVUUEVOV IE
Aemto vUEVIO dlokimv Tov 245 mg. Mropei va ypnoiporomBei n yoprynon 245 mg tenofovir
disoproxil ké0e 48 dpeg pe Pdon ™ SUOPPOOTN TOV POPUUKOKIVITIKAOV d£60UEVOV amd TN
yopnynon povipovg d6ong o€ atopo HIV apvntikd kot yopic HBV Aolpwén pe mokidovg Babpotg
VEQPIKNG OLOAEITOVPYIOG, GLUTEPILAUPAVOLEVNS TG VEPPIKTG VOGOV TEAMKOV GTadiov 1 omoia
ypedletar apokabapor, aAld dev £xet emPeforwbel oe KAvikég perétes. Qg ek TovTOV, 1 KAWVIKY
OVTOTTOKPIOT GTNV Qy®YN KOl 1] VEQPIKT AEITOVPYiO TPEMEL VAL TAPAKOAOVBOVVTIOL GTEVE GE AVTOVG
tovg acBeveic (PA. mapaypapovs 4.4 kot 5.2).

2oPopn veppikn dvalertovpyia (kabopon kpeativivys < 30 ml/min) kou aoBeveic vao auoxabapon
AOY® EALEWYNG EVOALOKTIKOV TEPIEKTIKOTHTMV S1oKiwV, OEV €ivat SuvaToV Vo EPOPHOCTOVY ETAPKEIG
OVOTPOGOPHOYES TG 0OCNC, GUVETMG 1] YPNON € QLT TNV opdda acbevav dev cuvictdtotl. Edv dev
vrapyet dStbéoiun evarloktikn Bepomeio, Umopovv va ¥pnoLomoinfovy TapuTETAUEVE SOGOAOYIKA
LEGOJAGTNLLATA, MG EENG:

YoBapn veppikn dvciettovpyia: 245 mg tenofovir disoproxil pmopovv va yopnyovvrol ke
72-96 opeg (docoroyia dVo popég TNV efdopada).

Acbeveig vrd apokdBapon: 245 mg tenofovir disoproxil pwopovv va yopryovvtar kébe 7 nuéPeg
petd amd TV oAokANpwon pag cuvedpiog opokabapong*.

AVTEG 01 OVATPOGOPLOYES TOV S0GOAOYIKOD HEGOIAGTHLATOG Ogv Exouv emPePfaiwbel og KAvIKEG
peréteg. O TPOCOUOUDGELG KATASEIKVOOUV OTL TO TOPOTETUUEVO SOGOAOYIKO HEGOSIAGTILLOL LLE XPTION
tov tenofovir disoproxil 245 mg emikaAvppévav e Aentd vuévio diokimv dev givar 10avikod kot Ha
LTOPOVGE VoL EYEL MG OTOTEAEG LA OVENUEVT] TOEIKOTNTA KoL EVOEYOUEVMG OVETAPKT OVTATOKPLON. €2
€K TOVTOV, 1] KAVIKT avTamOKplon oty Bepameio Kot 1 veQpikn AElTovpyia TPETEL VoL
mapokorovBovvtal otevd (BA. Tapaypdpovs 4.4 kot 5.2).

* Tevika pio opd efdopadiaing, vroroyilovtag tpeig cuvedpieg ayokdbapons v efdopdda,
dbpkelag mepimov 4 wpmv 1 kabepio | HeTd omd 12 dpeg cuVOAIKNG apokdBaponc.



Agev pmopovv vo. 60000V 0dnyieg Yo acbeveig mov dev voPfdAlovtar og arpokdBapon, pe kabapon
kpeatwvivig < 10 ml/min.

Hondratpikot acBeveig
H ypnon tov tenofovir disoproxil dev cuviotdton o madiatpikong acheveic pe veppikn duciettovpyio
(BA. mapdypago 4.4).

Hrozikn dvolerrovpyio
Agv amatteital avomTpocapproyn g 06ong o€ acbeveig e nratiky dvciertovpyia (PA.
mapaypaeovs 4.4 kot 5.2).

Av 10 tenofovir disoproxil diokonet oe acbevelg pe ypovia nratitdo B pe 1 xopic cuvundpyovoa
Aoipwén amd tov 16 HIV, o1 acbeveig avtol mpénet va mapakorovBodvial otevd yio EvosiEn £apong

g Nratitdag (BA. Tapdypago 4.4).

Tpoémoc yoprynong

Ta dwokia tenofovir disoproxil Viatris tpémetl vo Aapfdavovtal pio gopd Ty NuéPa, amd TOV GTOHOTOG
padi pe v Tpoen.

Qo16060, 68 eEPETIKEG TEPMTMGELS, Ta tenofovir disoproxil Viatris 245 mg emkaAvppéva pe Aentod
vUéVIo dlokia propovv va yopnynBovv petd amd didlvon Tov diokiov og TovAdytetov 100 ml vdartog,
YOUOV TOPTOKOALOD 1] YVUOV GTAPVALOV.

4.3 Avrtevosieg

Yrepevoionoio ot SpacTiKn 0VGI0 1] G€ KATO0 OO T EKS0Y0L TOV OVAPEPOVTOL OTIV
mopdypoeo 6.1.

4.4 E101kég TPOEDOTOM|GELS KU TPOPVAAGEELS KATA TN (p1)oN
Tevika

Aoxoocio oviicopdtov HIV tpénet va napéyxetar oe 6Aovg toug acbeveig e Aoipwén and tov
10 HBV mpw and v évapén g Bepaneiog pe tenofovir disoproxil (BA. mapakdto Zovorapyovoa
Aotuwén omo HIV-1 kou yratitida B).

Xpovia nrozitioo. B

O acBeveic Tpémel va TAnpopopovvton 6Tt To tenofovir disoproxil dev €xet amoderyBel 6T amoTpénet
Tov Kivouvo petddoong tov HBV ce dAdovg péow oe£ovolikng emapng  LOAVVONG LECH TOL
aipatog. Oa mpémel va eEakolovdncovv va Aapfdvovtal KaTAAANAES TPOPVAGEELS.

Zuyyopnynon GAA®V QUPUIKEVTIKAY TPOTOVI®OV

- To Tenofovir disoproxil Viatris dev Tpémetl va cuyyopnyeitol e GAAL QUPUAKEVTIKAE TPOTOVTOL
mov mepEyovv tenofovir disoproxil 1 tenofovir alafenamide.

- To Tenofovir disoproxil Viatris dev npémet va cuyyopnyeital pe adefovir dipivoxil.

- H ovyyopnynon tenofovir disoproxil pe didanosine 6gv cuvietdtot (BA. mapdypaeo 4.5).

Ocpaneio TPUTAoD GLVIVOGLOV UE VOVKAEOGTO10/VOUKAEOTIOO,

"Exovv vrdpéet avapopés pe vyniod T060GTO LOAOYIKNG ATOTUYING Kol OVATTUENG AVTOYNG GE TPMULO
otadwo og acbeveic pe HIV, dtav 1o tenofovir disoproxil cuvévdotnke pe Aapovdivn kon abacavir,
Om®G eniong kot pe Aapfouvdivn kot ddovocivn wg Bepamevtikd oynua €’ arag nuepnoiog.



Emdpdoeic 6Toug ve@povE Kol 6T0 06TA 6TOV EVIAKO TANOuoud

Emidpdoeis arovg veppois

To tenofovir amekkpiveTon Kuping LECH TV vEQPPOV. Ne@PIKN EKTTMOT, VEPPIKT SUGAEITOVPYid,
avENUEVN KPEATLVIVI], VTOPOCOATALIN KOl KEVIPIKT COANVAPLOTAOELD (GUUTEPIAAULPBOVOLEVOL TOV
cuvopopov Fanconi), éxovv avapepBel otnv kKhvikn Tpdén pe ) xpnon tov tenofovir disoproxil (BA.
Tapdypoo 4.8).

Negpixn woparxolovbnon

ZUVIGTATOL 0 VTOAOYIGUOG TNG KABapon g kpeatvivg 6e OAOVG TOVG acbevelg Tpv TV Evapén g
aymyng pe tenofovir disoproxil 0nmg £miong Kot 1 TOPOKOAOVONGN TG VEQPIKNG AELTOVPYING
(xaBapon Kpeativivng Kol @OGPOPOG 0pov) HETA amd 600 £mC TEGGEPLS EPOOUADEG AYOYNG, LETA ATTO
TPELG UNVES OY®YNG KOt 0T SLVEXELD KABE TPELS £mg €61 pMveg o€ aoBevelg ympic veppikoig
mapdyovteg kivduvov. o acBeveic o kivduvo yia veppikn SVGAELTOVPYia, aTaLTEITAL GLYVOTEPN
TapoKoAoVONGN NG VEPPIKNG AEtTovpYiag.

Negpirn dwoyeipion

Av 0 pdopopog opov gival < 1,5 mg/dl (0,48 mmol/l) § av n kGBapon kpeativivng éxel ehattmbel oe
< 50 ml/min cg ka0e eviiAiko acBevi Tov Aappavet tenofovir disoproxil, 1 veppikn Agttovpyia Oa
TpENEL vaL ETaveEETAOTEL EVIOG oG efdopddag, cupumephapPavoévey Kol LETPICEMY TOV
GUYKEVIPMOGEWDV YAVKOING aipaTog, KaAiov aipatog kot yAukolng obpwv (BA. Toapdypapo 4.8, KEVIPIKN
cwinvoplonddein). Oa mpénet eniong vo e&etaletat 1 dakonn tng Beponeiog pe to tenofovir
disoproxil oe eviilkeg acBeveic e kdBapomn kpeatvivig < 50 ml/min 1 peimon Tov POSEOPOL 0POv
og < 1,0 mg/dl (0,32 mmol/l). H daxonn g Oepanciog pe tenofovir disoproxil Oa mpéner emiong va
ANeBel VTOYT BTNV TEPITTOOT TPOOOEVTIKTG LEIMGNG TNG VEQPIKNG Aettovpyiag dtav dev Exel
avayvoploTel Kamoto, GAAN attia.

2vyyopnynon kot Kivovvog veppikng tolikotnTag

H ypnion tov tenofovir disoproxil mpémel va amo@evyeTan pe Guyyopnynon 1 tpdseatr ypnion
VEQPOTOEIKOD PUPLOKEVTIKOD TPOIOVTOG (T.). OUIVOYAVKOGIdES, appotepikivn B, pookapvér,
yravoeuchofipn, evrapudivn, Pavkopvkivn, cidofovir 1§ vtepAevkivn -2). Av 1 TavTdYpOVN XOPNYNON
tov tenofovir disoproxil pe veppoTo&ikés ovsieg etvat avamdPeLKTN, 1 VEPPIKN A1TovpYio TPEMEL VO
napaxolovdeitar efdopadiaio.

[Mepmtmdoelc 0&eiog veQPIKNG OVETAPKELNG LETA TNV EVOPEN LYNANG SO0 1] TOAAATADY Un
GTEPOEODV AVTIPAEYLOVOOIDV poppikov (MEAD) éxouv avapepbei oe acbeveic o1 omoiot ELafav
Oepaneia pe tenofovir disoproxil kon pe mapdyovieg Kivddvov yia veppikn dvciertovpyio. Edv to
tenofovir disoproxil cvyyopnyeiton pe éva MEAD, n veppixn Asttovpyia Oo Tpénet va
TapoKorlovdeiTol ETOPKMC.

Yymiotepog kivovvog veppikng Suciertovpyiag Exel avapepbel oe acbeveig mov Eafov tenofovir
disoproxil 6e cuVOVAGUO e AVOGTOAEN TPOTEACTG EVIGYLUEVO LIE ritonavir 1} cobicistat. Amaiteiton
GTEVN TOPOKOAOVON OGN TNE VEPPIKNG AEIToVpYiag 6g avTovg Tovug acbeveic (BA. mapdypago 4.5). Le
aoBeveic [LE vEQPIKOVG TopAyovTEG Kivovvov, 1| cuyyopnynon tov tenofovir disoproxil pe evieyopévo
avaoToréa TpmTEASNG O TPEmet va. 0ELOAOYEITOL TPOGEKTIKGL.

To tenofovir disoproxil dev €yet KMvikd a&loloynBel o acbeveig mov AapBAvouV EOPLOKEVLTIKE
TPOTOVTA TO OO0 EKKPIVOVTOL atd TNV 1010 VEPPIKT] 080, GCUUTEPIAOUPOVOUEV®Y TOV UETAPEPOVCHV
TpwTeEivOV human organic anion transporter (hOAT) 1 kot 3 1 MRP 4 (.. cidofovir, éva yvooto
VEQPOTOEIKO QUPUAKEVTIKO TPOTOV). AVTEG O VEPPIKEG LETOPEPOVOES TPOTEIVES EVOEYETAL VAL ETVaL
VIEVOVVEG Y10l T1 COANVOPLOKT EKKPLOT] KOl EV UEPEL, TN VEQPIKT OMEKKPLOT TOL tenofovir Kot Tov
cidofovir. Zuvenmg, 1 OPULOKOKIVITIKY GVTOV TOV QUPUOKEVTIKOV TPOIOVTIOV, T0 0TOi0 EKKPIvOVTaL
amo TNV 1010 VEPPIKT 000 GUUTEPIAAUPOVOUEVOV TV PETAPEPOLVCOV Tp®TEIVOY hOAT 1 ko 3 1
MRP 4, uropeti va petafindei av yopnynBovv tavtdypova. Extdg av eivar amorvtog onapaitnto, dev
EVOEIKVLTAL 1] GLYYOPNYNGCT AVTAV TOV PUPUOKEVTIKOV TPOTOVIMV TO 0010 OTEKKPIVOVTOL ATTtO TNV
010 ve@pikn 080, 0ALG av gival avamdQEVKTO, 1 VEQPIKT Aettovpyia Ba mpénet va mopakoiovOeitan
epdopadiaia (BA. mapdypapo 4.5).



Neppixn ovolertovpyio
H veppkn acpdietn yia to tenofovir disoproxil €yet peletn el povo oe moAd pikpod Pabud oe eviiikeg
acBeveig pe veppikn duohertovpyia (kabBopon kpeativivng < 80 ml/min).

Evniixes ao0eveic ue kabapaon kpeotiviviyg < 50 ml/min, ovumepilaufovouevaov aclevav oo
opoxdBopon

Ynrdpyovv meplopiopéva d£doUEVE Yo TNV ACPALELN Kot omoTEAEoUATIKOTNTA TOV tenofovir disoproxil
oe ao0evelg pe veppikn dvoieitovpyio. Xvvenwmc, To tenofovir disoproxil wpémel va ypnoyLomoteitan
povo edv ta evogyOpueva opEA amd tnv Bepaneio Bewpeitar 6TL vIEPoKEAOVY TOVG EVOEYOUEVOLG
KivdOvovug. Xe acbeveic e cofapn veppikn duoiettovpyia (kdbapon kpeatvivig < 30 ml/min) kot og
aoBeveic mov amaitovv apokadapon, n ypnon tov tenofovir disoproxil dev cuvictdratl. Edv dev
vrapyet dStbéoiun evarroktikn Bepamneia, T0 60GOAOYIKO LEGOIACTN LA TPEMEL VOL AVOTPOGAPLOGTEL
KoL 1 VEQPIKT Agttovpyia mpémel va mapoakolovdeitar oteva (BA. Tapaypdpovg 4.2 kat 5.2).

Emidpaoeis ora ootd

OoTikég datapoyEs, OTMG 0GTEOUAANKI, Ol OTTOIEG UTOPOVV VO, EKONA®OOVY m¢ emipovo N
EMOEVOVEVO OGTIKO GAYOG KO, GTAVLLL, VO, GUVIEAEGOVY GE KATAYLOTO, EVOEYOUEVAMS VO, GLVOEOVTAL
pe emoyopevn omd to tenofovir disoproxil £yydg veppikn coinvaplomddeia (BA. mapdypaeo 4.8).

Mewwoelg g ootikng mukvotntag (OIT) éxovv mapatnpndei pe To tenofovir disoproxil o
TUYOLOTOMUEVES EAEYYOUEVEG KAMVIKEG OOKLUES O1apKeLag Emg Kot 144 eBdopddwv o acbeveig pe
Aotpwén amd tov 16 HIV 1 tov 16 HBV (BA. mapaypdpovg 4.8 ko 5.1). Avtéc o1 pewdoeig g OIT
YeVIKA PeATidbnkay petd ) dakomn g Oepomeiog.

e dAheg HELETEG (TPOOTITIKEG KOl GLYYPOVIKES), OL Tl évtoveg pelnoelg otny Ol mapatnpndnkav ce
acBeveic mov vroPfAnOnKav oe Bepaneia pe tenofovir disoproxil wg pépog evog BepamevTikon
OYNOTOG TOV TTEPLELYE EVIGYVUEVO OVACTOAEN TPOTEACNC.

Cevikd, AopPovopévev vadyn ToV 0GTIKGV JaTapay®mV Tov cLvdEovtal te to tenofovir disoproxil ko
TOV TEPLOPIGUEVOV HLOKPOTPODeG®V dedopévmV Yo TV enidpact tov tenofovir disoproxil oty
Vyela TOV 00TOV Kot 6ToV Kivouvo kataypdtov, Oa mpénet va eEgtdlovtol evorliakTikd Oepamevticd
oot Yo aoBeVEiG Le 06TEOMOPMOON 1| LE IGTOPIKO KATAYUATOV TOV 0GTMV.

Eni vovolog 1 aviyvevnong ootk dlatapoydv TpEmel Vo AaUBAVETOL 1] KATAAANAT EMGTNLOVIKY
GLUPBOVAN.

Emidpdoelc 61oue ve@poe Kol 6T0 06Té 6TOV TodaTptkd mAnbvoud

Yrdpyovv afefordtnteg oe oyéon e TIG LOKPOYPOVIES EMOPACELS TNG OGTIKNG KoLl TNG VEPPIKNG
to&ikotnrag. Emmiéov,  avaotpeyndtnta e veepikng to&ikdtrag dev pnopei va emPefoimbet
TANPOG. ZUVETMDG, GLUVIGTATOL L0, SIEMIGTNLOVIKT TPOGEYYIGT] YOl TNV EMOPKT EKTIUNON KOTA
TEPITTOOT TNG 100PPOTIOS OPEADV/KIVOOV®V TG Ogpameiag, TNV andPacn ¢ KATAAANANG
mapaKkolovOnong Katd tn didpkela g Oepaneing (cvumeptAapfavopévng tng amOPAcTg Yo TNV
amocvpon G Bepameiog) Ko Ty eEETOOT TNG AVAYKNG Y10 GUUTANPOON.

Emidpaoers arovg veppoic

"Exovv avaeephel veppikég avemBounteg evépyelec GUUPBATEG LE KEVTIPIKT VEQPIKT] COANVOPLOTAOEL.
o€ madlaTpikovs acheveic mov Egovv tposPandel amd tov 16 HIV-1, nhikiag 2 g < 12 etdv, otnv
KAwvikn perétn GS-US-104-0352 (BA. mapaypdpovg 4.8 wan 5.1).

Neppixn wopaxolovbnon

H veppikn Aertovpyio (kdBapon KpeaTvivig Kot pOGPOpog 0pov) TPEMTEL Vo AEI0A0YEITAL TPV 0o TN
Bepamneio Kot va mapoakolovbeitar katd tn didpkela tng Bepaneiog Omwg oTtovg eviikes (BA.
TOPATAV®).



Neppixn dioyeipion

Av 0 phopopog opov emPeParmbei o1t etvon < 3,0 mg/dl (0,96 mmol/l) oe kGO mardroTpicd achevn
mov AapPavet tenofovir disoproxil, n veppikn Aettovpyia Ba mpénet va enaveEetaotel evtdg oG
ePOOUABAG, CUUTEPIAAUPAVOUEVAOV KOl LETPTGEDV TV GUYKEVIPMOGE®MY YAVKOLNG aipatog, Kokiov
aipatog kot yAvkolng ovpwv (PA. mapdypopo 4.8, kevipikn coinvoplonadeia). Eni vmovolog 1
aviyveuong veppikov dlatapaydv TpEmeL vo AapPavetol 1 GuUPOVAT VEQPOLOYOL TPOKELLEVOL VO,
e€etaotel 1 dlakomn g Oepoameiog pe tenofovir disoproxil. H diakonr| tng Oepaneiag pe tenofovir
disoproxil Oa mpémel emiong va AneBel vTOY”N TNV TEPITTOOT TPOOSEVTIKNG UEIMONG TNG VEPPIKNG
Aertovpyiag 6tav dgv ExEL avoyvopLoTel Kdmolo GAAN attia.

2oyopnynon kot Kivovvog veppikng tolikotnTag
Epappolovtat ot idieg 6uoTdoelc OTmg Kot 6Tovg EVAAIKEG (BA. Tapamdve).

Negpixn dvalerrovpyio

H ypnon tov tenofovir disoproxil dgv cuvicTdton 6e madiatpikovg acheveic pe veppikn duciettovpyio
(BA. mapaypago 4.2). To tenofovir disoproxil dev mpénet va yopnyndei o Toudiatpikovg acdeveis pe
veppiKn ducAettovpyio Kot TPEMTEL VO SIOKOTEL G TOSATPIKOVG AGHEVEIC TOV OVATTOGGOVV VEPPIKT|
dvuodettovpyio koTd TN drdpkela TG Oepamneiog pe tenofovir disoproxil.

Emidpdoeis aro ootd

To tenofovir disoproxil propei va mpoxorécet peiowon g OIL. Aev vadpyet BefordTnTa @¢ TPOS TG
emdpaoels v oyxeTiopevav pe to tenofovir disoproxil petaforiav g OIl ot pokpompdbeoun
VYela TOV 00TMV Kot ToV Kivouvo HEAAOVTIKOV KoTaypdtmv (BA. mapdypoaeo 5.1).

Ent aviyvevong 1 vmévolag 06TIKOV dlatapoydv 6TovG Tondlatpikovs acbeveic, Tpémel va Aappavetot
1 KOTAAANAN EXIGTNUOVIKT] GUUPOVAN EVOOKPIVOAOYOL KU VEQPOLOYOL.

Hratum vocog

Ta SwBéoia dedopéva Yio TNV AoQAAELD KOL TV ATOTEAECLLATIKOTNTO EIVOL TOAD TEPLOPIGUEVA OE
0o0evelg [1E LETANOCYEVGT] TTOTOC.

YTapyouv TEPIOPIGUEVA Y10 TNV ACOALELD KOL TV OTOTEAESHATIKOTNTA TOV tenofovir disoproxil og
aocBeveic pe Aoipmén amod tov 10 HBV pe pun aviippomodpevn nratikni vocso kail 6 660vg £xouvv faduo
> 9 ot katdtaén Child-Pugh-Turcotte (CPT). Avtol o1 acBeveig pmopel va €xovv avénuévo kivovvo
EUPAVIONG GOPUPOV NIATIKOV 1] VEQPIK®V OVETIBOUNTOV EVEPYEL®V. EVToUTolg, ot Nmatoyolkég Kot
VEQPIKES TAPAUETPOL TPEMEL VO, TOPAKOAOVOOVVTOL GTEVA GE 0VTO TV TANBLoUO acBeEVDV.

Eopoeic nratitidog

Eapaoeis koo 0 Gepameio: AvBopuntes e€dpoelg atn xpovia nrotitida B ivor oyetikd cvyvég kot
yopaktnpilovral and mapodikég avénoelg otnv ALT opod. Metd v Evapén tng avTipeTpoikng
Oepaneioc, N ALT opov pmopei va avéndei o opiopévoug acbeveic kabmg petdvovtat ta enineda
HBYV DNA opod (BA. mtapdypago 4.8). Meta&d tov acbevav vrd Oepancio pe tenofovir, o1 e€dpoelg
Katd ) Oepaneio TaPoLGIACTNKAY TUTIKG HETA amo 4-8 fdouddeg Oepaneiag. e acheveig pe
AVTIPPOTOVEV NTATIKY VOGO, 0VTES 01 aVENGELG oty ALT 0pod yevikd dev cuvodevovtat oo
avENom OTIG CLYKEVTPOGELS YoAEPLOPIVIG 0poD 1 6TV EALEWYT NTATIKNG avTIppOTNonG. Acbeveic pe
kippwon pumopel va S1aTp€yovv VYNAGTEPO KIVOLVO Y10 EALELYT NTATIKNG AVTIPPOTNONG LETA GO L0
€€apon g NIaTiTIdog Kol GLVETMS, TPEMEL VA TAPUKOAOLOOVVTAL GTEVA KOTA TN SIUPKELR TNG
Oepamneiog.



Edpaoeic peta  dwaxonn e Ogparnciog: O&eia éEapon g nratitidog avaeipnke eniong oe
acBeveig mov glyav drakdyet T Bepaneio yio nmatitida B. Ot e&dpaoeig petd ) Oeponeio suvnbmg
oyetifovron pe avénon tov HBV DNA kot otnv mietioyneio tovg eaivetot oti ival
avtomeplopiiopevec. Ev 1001016, £rouv avaeepbei coPfapis e&dpoeis, cupmeplhopufovoprévey Kot
Bavartov. H nratikn Aettovpyia mpénet va mapokorovdeitor o€ emavolapfovopevo dSlootnuoTo pe
KAVIKO Kot epyaoTnploko emakoAovBo EAeyyo yio TOLAGYIOTOV 6 UVES LETA TN S10KOT TNG
Oepameiog Yo nratitida B. Eqv ypetaletar, pmopel va dikatodoyeitar 1 cuvEyion g Oepaneiog yio
nratitdo B. Ze acbeveig pe mpoympnpévn Nrotikn voco 1 Kippmon, 0ev GUVIGTATAL 1 SIOKOTN TNG
Oepanciog, epodcov 1 EEapon g Nratitidag puetd ™ Oepomneio pmopel va 00N yNceL o€ EALElYN
NTOTIKNG OVTIPPOTNOTG.

O nratikég eEApoelg eivarl 110TEPMG GOPAPEG KO OPIGUEVEG POPEG LOpaies o€ acbeveig pe un
OVTIPPOTOVLEVT] NTATIKY VOGO.

2vvorapyovoa Loiuwln amé nrozitioo C i D: Agv vdpyovv dedopéva Y10 TNV ATOTEAEGLOTIKOTN T
tov tenofovir o€ aoBeveig pe cuvundpyovoa Aoipwén and Tov 16 g nrotitdag C 7 D.

2vvorapyovoa loiuwln axé HIV-1 koi yratitido B: Adym tov Kvddvov avartuéng avtoyng tov HIV,
to tenofovir disoproxil mpénet va ypnoiponoleital Lovo g LEPOC UIOG KATAAANANG GUVOLAGUEVNC
OVTIPETPOTKNG 0ywYNG o€ acBeveig pe cuvombpyovoa Aoipmén amd tovg v HIV/HBV. Acbeveig pe
TPOVTAPYOVOO NTATIKY SVGAEITOVPYiO, cvuTEPLapPAVOLEVNG TNG XPOVING EVEPYOL NTOTITIONG, EYOVV
avENUEVN CLYVOTNTO ELPAVIONC OVOUOALDY GTNV NTOTIKT AEITOVPYio KOTA T SIGPKELN CUVOVAGUEVTG
avtpetpoikng aywyns (CART) kau mpénel va mapakoiovBovvtal cope@va pe Tnv Kobiepopévn
TPOKTIKT. L€ TEPITTMON EMOEIVOOTG TNG NTATIKG VOGOV GE QTH TNV KOTNyopia TV aclevav,
npénel va eEgTdleTon 1) SloKom| 1} 1) opLoTiky Tovon s Bepaneiag. Ev tovtolg, mpénet va onpeiwdel
ott avénoeig oty ALT pmopei va amotehovv pépog g kdbapong HBV katd ) dudpkeia g
Oepaneiog pe tenofovir, BA. tapandve Eédpoeis nrotitidog.

Xpnon Ue GLYKEKPIUEVOVE OVTUKOVC TOPGyovTES Yo ToV 16 Te nratitidac C

"Exet dSwomictwbei 6t 1 cuyyopnynon tenofovir disoproxil pe ledipasvir/sofosbuvir, sofosbuvir/
velpatasvir 1 sofosbuvir/velpatasvir/voxilaprevir av&avel Tig cLYKEVTPMGELS TOL tenofovir 6To
TAAGLO, EI0IKOTEPO OTNV TEPINTMON OV Ypnoitonoteitar pali pe kémowa aywyn ywo tov HIV mov
nepiEyet tenofovir disoproxil kot KGO0V EOPUAKOKIVITIKO eVicyLTH (ritonavir 1) cobicistat). Aev €xel
amodeyBel  acpdieia Tov tenofovir disoproxil oto TAaiclo g mapovoiag ledipasvir/sofosbuvir,
sofosbuvir/velpatasvir 1 sofosbuvir/velpatasvir/voxilaprevir kot KGTO10V QOPUOKOKIVITIKOD EVIGYVTH.
Oa mpénet va Aapfdvovtal vtoy ot mhovol kivduvol kot ta mhoava opEAN Tov oyetilovtot amd )
ovyyopnynon ledipasvir/sofosbuvir, sofosbuvir/velpatasvir 1| sofosbuvir/velpatasvir/voxilaprevir pe
tenofovir disoproxil 6tav divoviol 6e GUVOVAGHO e KATOLOV EVIGYVUEVO OVOGTOAEN TPMTEAGTC TOV
HIV (m.y. atazanavir 1] darunavir), 1dwaitepa og aoBeveic pe avEnuévo kKivouvo veppikng
dvuoiertovpyiog. Ot acbeveig mov Aappdavouv ledipasvir/sofosbuvir, sofosbuvir/velpatasvir
sofosbuvir/velpatasvir/voxilaprevir tavtdypova pe tenofovir disoproxil kot kdmolov evicyvpévo
avactoAéa Tpwtedong tov HIV Ba mpémnel va mapaxorlovbodvtal yio avemBOunTeg EVEPYEIEG TOV
oyetifovton pe to tenofovir disoproxil.

Touatikd Bdpoc kot petoforkic mopdusTpot

Kotd ™ dibpkela g ovTpetpoiikng Oepaneiog evOE eETal Vo TopOVGLOGTEL ADENGT TOV GOOTIKOD
Bapovg kKabmg Kot TV emmEdwv Tmv Mmidiov Kot T YAvKOIng oto aipa. Ot aAlayég avtég umopei, ev
LLEPEL, VO GUVOEOVTAL LLE TOV EAEYYO TNG VOGOV Kol TOV TpOTO (NG, Avapopikd e o Mmtidia, o€
OPICUEVEC TEPIMTAOGELG VITAPYOVV eVOEIEELS Y1 eMidpaon NG Bepameiag, Evd 6Gov apopd v avénon
TOL COUOTIKOV BAPOVG dEV VITAPYOLY 1oYVPESG EVIEIEELS OV VO T1) GLGYETILOVV LE OTOLUONTOTE
ocvykekplévn Bepamneio. H mapakoiovdnon tov Mmdiov kat tng YAvkolng oto aipo Tpémet vo
Baciletar otig kKabepmpéveg kKoTevBuvTipleg 0dnyieg Bepaneiag Tov HIV. Ot datapoyés tav Mmdiov
0o mpémer vo avtipetonifovrol 0nmg evOsikvuTal KAVIKA.
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Mutoyovdpilakn dvoAisttovpyio petd omd £kbeon in utero

NovkAeoo(T)1d1kd avaloyo EVOEXETAL VAL EXTNPEAGOLYV TN LLITOXOVIPLaKT Agttovpyia g Towkido Pabuod,
70 07010 €tvorl EVTOVOTEPO e TN otafovdivr, didavocivn kai {idoBovdivn. Exet avapepel
ptoyovdplakn dvciettovpyia o HIV apvntikd Bpépn to onola iyov extebel in utero )/ ko petd m
YEVVNOT| GE VOUKAEOGISIKA AVAAOYOL O AVOLPOPEG DTG BLPOoPOVSaY KVpimg T Bepaneio pe
Oepamevtikd oynuata mov mepieiyay (1dofovdivy. Ot khpieg avemBOUNTEG EVEPYEIEG O OTTOTES
avapépOnkav, etvar apatohoyikés dtotapayEs (avario, ovdetepomevia) Kot LETAPOAKESG SLOTAPAYES
(VYo ernimedo yaroktikod 0&€og oTo aipa, VYNAS exinedo Amdong 6o aipa). Ot evéEpyElEg AVTEC
cuyva Ntav mopodikec. Exovv avapepbei ondvia vevporoyikég dtatapoyg Oyiung Evapéng
(veptovia, omacpol, LU EVGLOAOYIKT CLUTEPIPOPE). Agv gival YvOOTO €L TOV TAPOHVTOG, EAV TETOLES
VEVPOLOYIKEG dtaTapoyég etvar Tapodikég 1 povipee. Ta gvprpata avtd Oa Tpénet va Aappdvovio
VILOYT Y10 0O10ONTTOTE TTOUdL TOL EKTEONKE in utero oe VOUKAEOS(T)101KA avAA0Ya, TO OO0
TapoLG1dlel GoPapd KAVIKE ELPALATE OYVAOGTOL OITIOAOYING, 10img VEVPOLOYIKE ELPTLLOTAL.

Ta gupipata ovtd dev ennpedlovy Tig TOPOVGES EBVIKEC GUGTAGELS Y10 TN XPTOT| OVILPETPOTKNG
Bepameiog oe £YKVEG YOVOIKES, TPOKELEVOL VO TPoANQOEl 1 kdbetn petddoon Tov 100 HIV.

2OVOPOUO ETAVEPYOTOINGNE TOV BlVOGOTOUTIKOD GUGTHLOTOC

e aoBeveig pe Aolpmén amd tov 160 HIV pe cofopn avocoloyikn averdpkelo EVOEXETAL VAL ELPOVICTEL,
katd v évapén e CART, pia eAeypovddng avtidpaon & AGUUTTOUATIKA 1] VTOAELLUOTIKA
guKaplakd Tadoydva Kot va TpokAN0ouv GoPapés KAVIKEG KOTOGTAGELG 1) ETOEIVOON TOV
cuunTOUATOV. TETolEg AVTIOPACELS EYOVV TUTIKE TAPOVCIAGTEL EVIOS TOV TPOT®V ERS0UAd®V 1
unvov ord v évapén g CART. Zyetikd topadeiypota givol 1 oueiPAnotpogiditido arod
KUTTOPOUEYOAOTO, YEVIKEVUEVES 1)/Kol EOTIOKEG AOIUDEELS amd pokofaKTnpidta Kot Tvevpovio
OPEINOLEVT GE Pneumocystis jirovecii. ®o TpETEL VO EKTILMVTOL OTOLUONTOTE PAEYLOVDOON
cuounTopoto Kot vo opifeton Oepamneio, 0tov amatteitol.

Avtodvooeg dratapayss (0mmg 1 vOcog tov Graves Kot 0uTodvooT NTatitidn) £xovv emiong avaeepOel
OT1 GupPaivovy KaTd TN PUOLLION TG EXAVEPYOTOINGNG TOV OVOGOTOWTIKOD GUGTHHATOC. Q6TOGO, O
avaPEPOLEVOG XPOVOC £C TNV Evapén gival TePIocOTEPO PETAPANTOG KOl AVTA TO YEYOVOTO UTOPEL VoL
cuppolv moArovg punveg petd v Evapén g Bepomeiog.

Oo1teoveékpmon

Avopépnkay TEPIMTMCELS 0GTEOVEKPOOTG, Kupims o€ acbeveig pe Tpoyopnuévn Aoipwén HIV v/kon
pokpag orapketag ékbeon oe CART, av kot n artiohoyio Oempeitar molvmapayovtikn
(ovumeprrappdvovtal ) xp1oT KOPTIKOGTEPOELSDV, 1] KATAVAAMGT AAKOOA, 1| Gofapn
OVOGOKOTAGTOAN, 0 VYNAOTEPOG deikTng nalag copatog). Ot acbeveic O mpémel va {ntovv wtpikn
cuppovin edv Tapovcldlovy EVOYANCELS Kat AAY0G oTig apfpmaoelc, duokapyio dpBpwmaong 1 duckoiia
TNV Kivnon.

Hlxwopévol

To tenofovir disoproxil dev €xet pehenBel o aobeveig nhikiog aveo Tav 65 eT@v. Ot NAKIOUEVOL
acBeveic givarl mOavOTEPO VO EYOVV UEIMUEVT] VEQPPIKT AELTOVPYIQ, MG EK TOVTOL TPEMEL VO EMOEYOEl
Tpocoyn Katd T Bepameio nNAikiopévev acbevav e to tenofovir disoproxil.

Ta Tenofovir disoproxil Viatris 245 mg emkalvoppéva pe Aemtd vpévio dtokia TepiEyovv Lovobdpikn
Aoktoln. O acBeveig pe omdvia KAnpovopkd voorpata dvcoveéiog otn yorarktoln, oA
OVETAPKELD AoKTAONG 1 ducamoppoenom YALKO N G-yolakTolng dev mpémet va Aapfdvouy avtd o
QOPUAKEVTIKO TPOTOV.
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4.5 AMAremOpacelg pe GALO QUPRAKEVTIKA TPOTOVTA KoL GAAES POPQEG aAMNAETIOpOONG
Meléteg aAAniemdpaocemv €xovv TpaypoTonomBel LOVo o EVAAIKEG.

Me Bdon ta amoTEAESUA in Vitro TEWPAPATOV KOl TN YVOOTH 000 anékkpiong Tov tenofovir, 1
mBovotnta aAAniendpdoemv Tov tenofovir pe dALa QApLOKELTIKA TPOIOVTA, [E TN LEGOAAPNOT TOV

CYP450, stvon pukpn.

H cvyyopniynon éev cuvictdrot

To tenofovir disoproxil dev mpémel vo Guyyopnyeitol Ue GAAL QOPUAKEVTIKA TPOIOVTO TOV TEPIEXOVY
tenofovir disoproxil 1 tenofovir alafenamide.

To tenofovir disoproxil dev mpémel va cuyyopnyeitar pe adefovir dipivoxil.

Aidavoaivy
H ovyyopnynon tov tenofovir disoproxil pe didavosivn dev cuviotdtot (BA. Tapdypapo 4.4 Kot
ITivaxa 1).

DopLOoKeEDTIKG TPOIOVTO TOD ATEKKPIVOVTOL OO TH VEPPIKH 000

Epdoov 1o tenofovir anekikpivetal Kupimg omd Toug ve@povgs, 1 Guyyoprynon Tov tenofovir disoproxil
LLE POPUOKEVTIKG TPOTOVTA TTOV EAATTMVOLV T VEPPIKT Agttovpyia 1 aviaymvilovtal yio evepyo
COANVOPLOKY] OTEKKPLOT HECH TMV peTapeEpovc®mV Tpmteivdy hOAT 1, hOAT 3 1} MRP 4 (r.y.
cidofovir) umopei va av&nocet Tig GLYKEVTPMOGELG TOL tenofovir 1)/ Kot Tmv GuyXopnyoOUeEVOY
(QOPULAKEVTIKAOV TPOIOVI®MV GTOV 0pO.

H ypnon tov tenofovir disoproxil mpénel va amo@evyeTan pe Guyyopnynon 1\ tpdseatr yp1on
VEQPOTOEIKOD PUPLOKEVTIKOV TPOIOVTOG. OPIoUéva TapadelyLoTo CUUTEPIAALBAVOVY, AALG YWPIg VoL
neplopifovtal og avtd, opvoyAvkooides, appotepikivn B, pookapvétn, ykaveikioPipn, tevtapudivn,
Baviopwxkivn, cidofovir 1§ wvtepAeviivn -2 (BA. mapdypapo 4.4).

Agdopévov 611 to tacrolimus pnopet va ennpedoet T veppikn Aeltovpyio, cUVIGTATAL GTEVN
napakolovOnon, 6tav cuyyopnyeiton pe tenofovir disoproxil.

Al\ec oMNAETOPAGELS

O aAniemdpdoelg peta&y tov tenofovir disoproxil Kot GAA®Y GOPUAKEVLTIKOV TPOIOVI®OV
napatifevion otov [ivaka 1 Tapoakdto (1 adEnon vrodekvieTal g «T», 1 Heldon g «|», Koo
peTafoAn g «<>», 600 popéc nuepnoing wg «b.i.d. » kot pia opd nuepnoing mg «q.d. »).
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Mivakag 1: AAiniemdpaocelg petalv tov tenofovir disoproxil kol GALOV QUPPIKEVTIKAOV

TPOIOVTOV

DoppoKeVTIKG TPOIOY UVa
OgpamevTiKi Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPULAKOV
Méon mocooTI0ia
petapoin otig Tipég

YV0TACT] GYETIKA PE TN

cvyXopiYNoT pE 245 mg
tenofovir disoproxil

eMidpaon oTIg
POPLOKOKIVITIKEG
TOPOUETPOVS TOV
darunavir/ritonavir.
Tenofovir:

AUC: 1 22%

Chin: T 37%

AUC, Cmax, Cmin
ANTI-AOIMQAH
AvTIpETPOiKA
AVUOTOAEIS TPOTEACOV
Atazanavir/Ritonavir Atazanavir: Agv cuvieTtdTol
(300 q.d./100 q.d.) AUC: | 25% avompocapuoyn g 60onc. H
Cmax: | 28% avénuévn ékbeon tov tenofovir
Chin: | 26% Bo pmopovce vo eVioyOoEL TIG
Tenofovir: oyxetilopeveg pe to tenofovir
AUC: 137% aveEmBOUNTES EVEPYELES
Ciax: 1 34% GUUTEPTAALPOVOUEVOV KoL TV
Cuin: T29% VEQPIKGOV dtatapaydv. H
VEQPIKN Ag1TOvpYio TPEMEL VAL
mopoKolovdeitat 6TeVA
(BA. mapdypago 4.4).
Lopinavir/Ritonavir Lopinavir/ritonavir: Agv cuvieTdTon
(400 b.1.d./100 b.i.d.) Kapio onpovticy AVOTPOCAPUOYN TG 66onc. H
eMidpaon oTIg avénuévn ékbeon tov tenofovir
(POPLOKOKIVITIKES Bo popovse va eVioyOoEL TIG
TAPAPETPOVS TOV oyetilopeves pe to tenofovir
lopinavir/ritonavir. avemBounTeg evEPYELES
Tenofovir: GUUTEPTLOUPOVOUEVOV KaL TOV
AUC: 1 32% veQpKOV dtatapaydv. H
Cinax: VEQPIKN AgITovpYio TPETEL VAL
Ciin: T 51% mapakoiovdeital otevd
(B\. mopdypago 4.4).
Darunavir/Ritonavir Darunavir: Agv cuvieTdTon
(300/100 b.i.d.) Kopio onpavtikn avampoocapuoyn g doong. H

avénuévn ékbeon tov tenofovir
Ba pmopovce va evioyboEL Tig
oxeT{opeves pe To tenofovir
avemBouNTeg EVEPYELES
SLUTEPIAOUPOVOLEVOV KOl TOV
VEQPIKOV dlatapoydv. H
VEQPIKN Ag1TovpYio TPEMEL VO
mapakoAovdEiTal 6TEVE

(BA. mapdypago 4.4).
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég
AUC, Cmax, Cmin

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

NRTIs

Adovoacivn

H ovyyopnynon tenofovir
disoproxil pe didavocivn
oomnyei og katd 40-60%
OVENUEVT] CLGTNLOTIKT
éxbeon ot ddavoasivn.

H ovyyopnynon tov tenofovir
disoproxil pe ddavocivn dev
cvviatdrtol (PA.

mapaypogo 4.4).

H avénuévn cvotnpotikn
é€xBeom ot d1davooivn pumopet
va ovénoel Tig avembounteg
gvépyeleg Tov oyetilovtat pe
ddavooivn. Tndvia, Eyovv
avapepBel maykpeatitidon Kot
yoraxTikn o&émon, eviote
Bavatneodpec. H cuyyoprynon
tov tenofovir disoproxil pe
ddavooivn og 660m 400 mg
NUEPN OIS GUGYETIOTNKE LUE
OMUOVTIKY LEei®oT Tov aptBpov
kuttapov CD4, mbavog Adym
EVOOKVTTAPLOG OAANAETIdpOOTS
g€artiag g omoiag awéndnke n
POGPOPLALOUEVT (ONA. M
dpactikn) ddavoacivy. Mo
pewmpévn d6om 250 mg
ddavocivng cuyyopnyodpevn
pe Bepaneia tenofovir
disoproxil cuoyetiotnke pe
AVOPOPES LYNAOD TOGOGTOV
LOAOYIKNG OTOTLYIOG LLE TOVG
S1Popovg GVVOVAGHOVS TOV
dokpdonKay yio tn Ogpameio
™G Aoipméng and tov 10
HIV-1.

Adefovir dipivoxil

AUC: &

Cmax: >

To tenofovir disoproxil dev
TPENEL VO GUYYOPTYELTOL LLE
adefovir dipivoxil

(BA. mapdypago 4.4).

Entecavir

AUC: &

Crax: <

Agv vmp&av KAviKa
OMNUOVTIKEG POPLLOKOKIVITIKES
aAAnAemdpaoelg OTav 0
tenofovir disoproxil
cuyyopnyNONKe e entecavir.
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin
AvTtukoi Tapdyovteg yuu Tov 16 g nraritiveg C
Ledipasvir/Sofosbuvir Ledipasvir: Ol aVENIEVEG CLUYKEVTPDOELS
(90 mg/400 mg q.d.) + AUC: 1 96% Tov tenofovir 6To TAAGLLO TOV
Atazanavir/Ritonavir Crax: T 68% givan amotédeopa g
(300 mg q.d./100 mg q.d.) + Chin: T 118% ovyyoprynong tenofovir

Emtricitabine/Tenofovir disoproxil

disoproxil,

(200 mg/245 mg q.d.)! Sofosbuvir: ledipasvir/sofosbuvir kot

AUC: & atazanavir/ritonavir, dOvoTol vou

Crax: < avENCOVV TIG AVETIOOUNTES
gvépyeleg Tov oyetiovtot e o

GS-331007> tenofovir disoproxil,

AUC: & SUUTEPIAOUPAVOUEVOV TOV

Cinax: VEQPIKAV dtotapaydv. Agv €xet

Chin: T42% amoderyBel n aopdieio Tov
tenofovir disoproxil 6tav

Atazanavir: ypnowonoteital poli pe

AUC: & ledipasvir/sofosbuvir kot

Cinax: <> KO0V QOPLOKOKLYNTIKO

Cunin: T 63% gvioyuty (1. ritonavir 1
cobicistat).

Ritonavir:

AUC: & O ocvvdvacpdc Ba Tpémet va

Cinax: <> YPNOUYLOTOLEITOL LLE TPOGOYN

Chin: T45% KO LLE GUYVI VEPPIKN
TopaKoAoVON G, EPOGOV deV

Emtricitabine: VIapyovV Srobécieg dAleg

AUC: & EVOALOKTIKES EMAOYEG

Cinax: (BX. mapGypago 4.4).

Chin: <>

Tenofovir:

AUC: <

Cumax: T47%

Cnin: 147%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin

Ledipasvir/Sofosbuvir Ledipasvir: Ot avENPEVEG CLYKEVTPMOELS
(90 mg/400 mg q.d.) + AUC: < Tov tenofovir 6To TAGGLLO TOV
Darunavir/Ritonavir Crax: © glval omotéheospa TG
(800 mg q.d./100 mg q.d.) + Cnin: <> ovyyopnynong tenofovir
Emtricitabine/Tenofovir disoproxil disoproxil,
(200 mg/245 mg q.d.)! Sofosbuvir: ledipasvir/sofosbuvir kot

AUC: | 27% darunavir/ritonavir, dvvatot v

Conax: | 37%

avENGOLV TIG AVETIOVUNTEG
gvépyeleg Tov oyetilovtot pe to

GS-331007> tenofovir disoproxil,

AUC: & GUUTEPIAOLBOVOUEVOV TOV

Crax: < VEQPPIKOV dl0Tapaydv. Agv Exel

Cnin: <> anodetyBel 1 aceareln TOV
tenofovir disoproxil 6tav

Darunavir: ypnowonoteital poli pe

AUC: & ledipasvir/sofosbuvir kot

Crax: < KOO0V POPLOKOKIVITIKO

Chnin: < gvioyvtn (1.y. ritonavir 1
cobicistat).

Ritonavir:

AUC: < O ocvvdvacpdc Bo Tpémet va

Crax: < YPT|CULOTOLELTOL [LE TTPOGOYN

Chin: T 48% KOl LLE GLYVI] VEQPIKN
TapoKolovdnon, epdcov dev

Emtricitabine: vrapyovv Srabéoyleg GAAES

AUC: < EVOALOKTIKEC EMIAOYEG

Cinax: & (BA. mapdrypago 4.4).

Cmin: g

Tenofovir:

AUC: 1 50%

Ciax: T 64%

Cuin: T 59%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin

Ledipasvir/Sofosbuvir Ledipasvir: Agv cuvictdTon
(90 mg/400 mg q.d.) + AUC: | 34% avoamposapuoyn g d6one. H
Efavirenz/Emtricitabine/Tenofovir | Cpax: | 34% avénuévn ékbeon tov
disoproxil Chin: | 34% tenofovir Oa propovce va
(600 mg/200 mg/245 mg q.d.) EVIOYVOEL TIG GYETILOUEVES [

Sofosbuvir: 1o tenofovir disoproxil

AUC: & VeV UNTEG EVEPYELES

Cinax: &> GUUTEPILAULPOVOUEVOVY KO

TOV VEPPIKOV dlatapaydv. H

GS-331007% veQPIKN Agrtovpyio TPEMEL va

AUC: & nopoakorovdeitol oTeVE

Crax: < (BA. mapdypoapo 4.4).

Chnin: <>

Efavirenz:

AUC: <

Chax: <

Chnin: <>

Emtricitabine:

AUC: <

Cmax: <

Chin: &

Tenofovir:

AUC: 1 98%

Cunax: 1 79%
Coin: 1 163%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin

Ledipasvir/Sofosbuvir Ledipasvir: Agv cuvieTdton
(90 mg/400 mg q.d.) + AUC: & avomposapuoyn g 66one. H
Emtricitabine/Rilpivirine/ Crax: © avEnpévn éxbeom tov
Tenofovir disoproxil Chin: © tenofovir Ba propovace va
(200 mg/25 mg/245 mg q.d.) eVIoYVoEL TIG OYETILOUEVEG UE

Sofosbuvir: o tenofovir disoproxil

AUC: & OVETOVUNTES EVEPYELES

Cinax: &> GUUTEPIAAUPOVOUEVOVY KOt

TOV VEPPIKAOV dtatapoydv. H

GS-331007% veQpIKN Aettovpyia Tpémel va

AUC: & TapaKkoAovdeiTol oTEVH

Crax: < (BA. mapdypago 4.4).

Chnin: <>

Emtricitabine:

AUC: <

Chax: <

Chnin: <>

Rilpivirine:

AUC: <

Cmax: <

Chin: &

Tenofovir:

AUC: 1 40%

Cmax: >

Cuin: T 91%
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DoppoKeVTIKO TPOIOGY UVa

OepamevTiki weproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin
Ledipasvir/Sofosbuvir Sofosbuvir: Agv cuvieTdton
(90 mg/400 mg q.d.) + Dolutegravir | AUC: < avomposapuoyn g 66one. H
(50 mg q.d.) + Crax: © avénpévn éxbeom oto
Emtricitabine/Tenofovir disoproxil tenofovir Oa propovace va,
(200 mg/245 mg q.d.) GS 331007> eVIoYVOEL TIG OYETILOUEVEG UE
AUC: & o tenofovir disoproxil
Crax: < fumarate avemBounteg
Cuin: < EVEPYELEC,
GUUTEPIAAUPAVOUEVOVY TOV
Ledipasvir: veppikov datapaydv. H
AUC: & veQpikn Agrtovpyia Oo Tpénet
Crax: < va apakorovbeitoan oteva (PA.
Cuin: < mapdypoo 4.4).
Dolutegravir
AUC: <
Chax: <
Chnin: <>
Emtricitabine:
AUC: <
Cmax: <
Chin: &
Tenofovir:
AUC: 1 65%

Conax: 1 61%
Conin: 1 115%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin
Sofosbuvir/Velpatasvir Sofosbuvir: Ot awENPEVEG GLYKEVTPMOELS
(400 mg/100 mg q.d.) + AUC: & Tov tenofovir 610 TAdopHA TOVL
Atazanavir/Ritonavir Crax: © elval oamotéhespa TG
(300 mg q.d./100 mg q.d.) + Guyyxopnynong tenofovir
Emtricitabine/Tenofovir disoproxil | GS 331007% disoproxil fumarate,
(200 mg/245 mg q.d.) AUC: & sofosbuvir/velpatasvir kot
Cax: <> atazanavir/ritonavir, dOvoral
Chin: T 42% va VNGOV TIG AVETIBVUNTES
gvépyeteg mov oyetilovtan pe
Velpatasvir: to tenofovir disoproxil

AUC: 1 142%
Conax: 1 55%
Conin: 1 301%

fumarate,

GUUTEPIAAUPAVOUEVOV TOV
VEQPIKAV dl0Tapay®dV. Agv
€yel amodelybel N acedieio

Atazanavir: tov tenofovir disoproxil

AUC: & fumarate 6tav ypnoomoteital

Crax: < pali pe sofosbuvir/velpatasvir

Cuin: T 39% KOl KOO0V QOpLOKOKIVI TIKO
evioyLTn (T.y. ritonavir 1)

Ritonavir: cobicistat).

AUC: <

Crax: < O ocvvdvacudg Bo mpénel va

Chin: T29% XPNOYLOTOIEITOL [LE TPOCOYN
KO [LE GUYVI| VEQPIKN

Emtricitabine: mapakorovnomn (PA.

AUC: & Tapdypoo 4.4).

Cmax: >

Chnin: <>

Tenofovir:

AUC: &

Cmax: T 55%

Cuin: T 39%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin
Sofosbuvir/Velpatasvir Sofosbuvir: Ot awENPEVEG GLYKEVTPMOELS
(400 mg/100 mg q.d.) + AUC: [28% Tov tenofovir 610 TAdopHA TOVL
Darunavir/Ritonavir Crmax: | 38% elval oamotéhespa TG
(800 mg q.d./100 mg q.d.) + Guyyxopnynong tenofovir

Emtricitabine/Tenofovir disoproxil | GS 331007% disoproxil fumarate,

(200 mg/245 mg q.d.) AUC: & sofosbuvir/velpatasvir kot
Cax: <> darunavir/ritonavir, d0voron vo.
Cuin: < av&noovv Tig avembounTeg

gvépyeteg mov oyetilovtan pe
Velpatasvir: to tenofovir disoproxil
AUC: & fumarate,
Cax: | 24% GUUTEPIAOULBOVOUEVOV TOV
Cuin: < VEQPIKAV dl0Tapay®dV. Agv
€yel amodelybel N acedieio
Darunavir: tov tenofovir disoproxil
AUC: & fumarate 6tav ypnoomoteital
Crax: < pali pe sofosbuvir/velpatasvir
Conin: < Kol KATO10V QOPUOKOKIVITIKO
evioyLTn (T.y. ritonavir 1)
Ritonavir: cobicistat).
AUC: <
Crax: < O ocvvdvacudg Bo mpénel va
Cuin: < Xpnoonoteital pue Tpocoyn
KO [LE GUYVI| VEQPIKN
Emtricitabine: mapakorovnomn (PA.
AUC: & Tapdypoo 4.4).
Cmax: >
Chnin: <>
Tenofovir:
AUC: 1 39%
Cmax: T 55%
Cuin: T 52%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin
Sofosbuvir/Velpatasvir Sofosbuvir: Ot awENPEVEG GLYKEVTPMOELS
(400 mg/100 mg q.d.) + AUC: | 29% Tov tenofovir 610 TAdopHA TOVL
Lopinavir/Ritonavir Crax: | 41% elval oamotéhespa TG
(800 mg/200 mg q.d.) + Guyyxopnynong tenofovir
Emtricitabine/Tenofovir disoproxil | GS 331007% disoproxil fumarate,
(200 mg/245 mg q.d.) AUC: & sofosbuvir/velpatasvir kot
Crax: < lopinavir/ritonavir, 60vartot va
Cuin: < av&noovv Tig avembounTeg
gvépyeteg mov oyetilovtan pe
Velpatasvir: to tenofovir disoproxil
AUC: & fumarate,
Crax: § 30% GUUTEPIAOULBOVOUEVOV TOV
Cuin: T 63% VEQPIKAV dl0Tapay®dV. Agv
€yel amodelybel N acedieio
Lopinavir: tov tenofovir disoproxil
AUC: & fumarate 6tav ypnoomoteital
Crax: < pali pe sofosbuvir/velpatasvir
Chin: & Kol KATO10V QOPUOKOKIVITIKO
evioyLTn (T.y. ritonavir 1)
Ritonavir: cobicistat).
AUC: <
Crax: < O ocvvdvacudg Bo mpénel va
Cuin: < Xpnoonoteital pue Tpocoyn
KO [LE GUYVI| VEQPIKN
Emtricitabine: mapakorovnomn (PA.
AUC: & Tapdypoo 4.4).
Cmax: >
Chnin: <>
Tenofovir:
AUC: &
Cmax: T42%
Cmin: <>
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin

Sofosbuvir/Velpatasvir Sofosbuvir: Agv cuvieTdton
(400 mg/100 mg q.d.) + AUC: & avomposapuoyn g 66one. H
Raltegravir Crax: © avénpévn éxbeom oto
(400 mg b.i.d) + tenofovir Oa propovace va
Emtricitabine/Tenofovir disoproxil | GS 331007% eVIoYVoEL TIG OYETILOUEVEG UE
(200 mg/245 mg q.d.) AUC: & 1o tenofovir disoproxil

Crax: < fumarate avemBounteg

Cuin: < EVEPYELEC,

GUUTEPIAOUPAVOUEVOVY TOV

Velpatasvir: veppikov datapaydv. H

AUC: & veQpikn Agrtovpyia Oo Tpémet

Crax: < va apakorovbeitoan oteva (PA.

Cuin: < mapdypoo 4.4).

Raltegravir:

AUC: <

Chax: <

Cuin: | 21%

Emtricitabine:

AUC: <

Cmax: <>

Chin: &

Tenofovir:

AUC: 1 40%

Crax: T46%

Cuin: T 70%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin

Sofosbuvir/Velpatasvir Sofosbuvir: H ovyyopnynon
(400 mg/100 mg q.d.) + AUC: & sofosbuvir/velpatasvir kot
Efavirenz/Emtricitabine/Tenofovir | Cpax: T 38% efavirenz avapéveral va
disoproxil UELDGEL TIG GLYKEVIPDGELS TOV
(600 mg/200 mg/245 mg q.d.) GS 331007* velpatasvir oto TAdopa. H

AUC: & Guyyopfynon

Crax: < sofosbuvir/velpatasvir pe

Cuin: < OepameEVTIKA OYNLATA TOV

nepi€yovv efavirenz dgv

Velpatasvir: ouvicTdToL.

AUC: | 53%

Crmax: | 47%

Cuin: | 57%

Efavirenz:

AUC: <

Chax: <

Chnin: <>

Emtricitabine:

AUC: <

Cmax: <

Chin: &

Tenofovir:

AUC: 1 81%

Conax: 1 77%
Coin: 1 121%
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DoppoKeVTIKO TPOIOGY UVa
Ogpamevtin Teproyn
(6061 6€ mg)

Emépdoseig ota emineda
POPLAKOV
Méon mocooTIoia
petopoin otig Tipég

YV0TACT] GYETIKA pE TN

cuyyopfynon pe 245 mg
tenofovir disoproxil

AUC, Cmax, Cmin

Sofosbuvir/Velpatasvir Sofosbuvir: Agv cuvieTdton
(400 mg/100 mg q.d.) + AUC: & avomposapuoyn g 66one. H
Emtricitabine/Rilpivirine/Tenofovir | Cpax: <> avénpévn éxbeom oto
disoproxil tenofovir Oa propovace va
(200 mg/25 mg/245 mg q.d.) GS 331007 eVIoYVoEL TIG OYETILOUEVEG UE

AUC: & o tenofovir disoproxil

Crax: < fumarate avemBounteg

Cuin: < EVEPYELEC,

GUUTEPIAOUPAVOUEVOVY TOV

Velpatasvir: veppikov datapaydv. H

AUC: & veQpikn Agrtovpyia Oo Tpémet

Crax: < va apakorovbeitoan oteva (PA.

Cuin: < mapdypoo 4.4).

Emtricitabine:

AUC: <

Chax: <

Chnin: <>

Rilpivirine:

AUC: <

Cmax: <

Chin: &

Tenofovir:

AUC: 1 40%

Crax: 1 44%

Cuin: T 84%
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DoppoKeVTIKO TPOIOGY UVa

Emépdoseig ota emineda

YV0TACT] GYETIKA pE TN

Ogpamevtin Teproyn POPLAKOV ovyyopnynon pe 245 mg
(6061 6€ mg) Méon mocooTIoia tenofovir disoproxil
petopoin otig Tipég
AUC, Cmax, Cmin
Sofosbuvir/Velpatasvir/ Sofosbuvir: Ot aVENEVEG CLYKEVTPMGELS TOV
\Voxilaprevir (400 mg/100 mg/ AUC: < tenofovir oto mAdoua mov gival
100 mg+100 mg q.d.)* + Darunavir  [Coax: | 30% OTOTEAEGLOL TNG CLYXOPNYNONG
(800 mg qg.d.) + Ritonavir (100 mg  (Crin: N/A tenofovir disoproxil,
g.d.) + Emtricitabine/Tenofovir sofosbuvir/velpatasvir/voxilaprevi
disoproxil (200 mg/245 mg q.d.) GS-331007% r kot darunavir/ritonavir, dOvatot
AUC: < VoL wENGOVY TIG AVETIHOUNTES
Conax: > evEpYELeC TOL oyeTilovTon e TO
Cuin: N/A tenofovir disoproxil,
cLUTEPIAALPOVOLEVOVY TOV
Velpatasvir: EPPIKAOV OL0TOPOYDV.
AUC: < Agv €yel amoderyOel n acpareia
Crnax: <> tov tenofovir disoproxil détav
Cuin: <> pnoonoteiton pali pe
sofosbuvir/velpatasvir/voxilaprevi
'Voxilaprevir: T KOl KOO0V (POPUOKOKIVITIKO

AUC: 1 143%
Crnax:1 72%
Conin: 1 300%

Darunavir:
AUC: <~
Cmax: <~

Conin: | 34%

Ritonavir:
IAUC: 1 45%
Cmax: T 60%

Chin: <

Emtricitabine:
AUC: <«
Cmax: <~

Chin: <

Tenofovir:
IAUC: 1 39%
Cmax: T 48%

Coin: 1 47%

evioyvTn (m.y. ritonavir 1
cobicistat).

O ocvvdvacuds Bo mpémel va
XPNOLOTOIEITOL [LE TPOCOYN
KO [LE GUYVI| VEQPIKN
mapoakolovdnon (BA.
Tapaypoeo 4.4).
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DoppoKeVTIKO TPOIOGY UVa Emépdoseig ota emineda YV0TACT] GYETIKA pE TN
Ogpamevtin Teproyn POPLAKOV ovyyopnynon pe 245 mg
(6061 6€ mg) Méon mocooTIoia tenofovir disoproxil
petopoin otig Tipég
AUC, Cmax, Cmin
Sofosbuvir Sofosbuvir: Agv amartaiton
(400 mg q.d.) + AUC: & AVOTPOGaPULOYN TG SO0MC.
Efavirenz/Emtricitabine/ Tenofovir | Cpax: | 19%
disoproxil
(600 mg/200 mg/245 mg q.d.) GS-331007%
AUC: &
Cumax: | 23%

Efavirenz:
AUC: &
CmaX: «>

Chin: <

Emtricitabine:
AUC: &
CmaX: «>

Chin: &

Tenofovir:
AUC: &
Cmax: T 25%

Chin: &

! Aedopéva mov mpokdmTovy amd ™ Yopiynon ddonc Tovtdypova e ledipasvir/sofosbuvir. H
Kapakmt) xoprynon (pe dtpopd 12 wpdv) £dwce TopOUoLo ATOTEAEGHLOTA.

2 0 kvpiog kKukhoophv petafoAitng Tov sofosbuvir.

3 Melé mov mpaypotomomOnke pe emmAéov voxilaprevir 100 mg dote va emrevyBovy ot ekOEcEIC
Tov voxilaprevir Tov avapévovion o€ acheveic pe Aoipwén HCV.

Meléteg mov devepynnkav pe GAAD QOPUOKEVTIKE TPOTOVTA

Agv v pEay KAMVIKA GNUOVTIKES POPUAKOKIVITIKEG aAANAeTIdpdcels 6Tav To tenofovir disoproxil
cuyyopnynonke pe emtricitabine, Aappovdivn, wdwaipn, efavirenz, nelfinavir, saquinavir
(evioyvpévov pe ritonavir), pebaddvn, ribavirin, rifampicin, tacrolimus 1 T0 0ppOVIKO AVTIGLAANTTIKO
norgestimate/ethinyl oestradiol.

To tenofovir disoproxil mpénet va Aapfdveral pe Ty Tpoen, Kabmg 1 TpoPn awéavel
BrodaBecipotnta tov tenofovir (BA. mapdypaeo 5.2).

4.6 TovipéTnTa, KOO KoL yolovyia
Kvnon

"Evag peydhog aptOpog de00UEVOV 08 £YKVES YOVOIKES (TEPITTOGELG EKPOOTC EYKVUOGVVIG
neplocdtepeg and 1000) koTadetkvoouy Ty un HTapEn GLYYEVOV SIOLAPTLPLOV 1 TOEIKOTNTOG GTO
éuppvo/veoyvo oyetilopevng pe to tenofovir disoproxil. MeAéteg og {ma dev KoTédel&av
avamapoyoykn To&kotnta (PA. wapdypaeo 5.3). H yprion tov tenofovir disoproxil Oa propovoe va
OTOQOCIOTEL KOTA TN JEPKELD TNG EYKVUOGVVNG, EAV OLTY] KpIvETOL amapaiTnTn.

2 BProypapia, 1 ékBeom oto tenofovir disoproxil katd To Tpito Tpipunvo g Kdnong Exet
katadeydel 6T petwvel Tov kivouvo petddoone tov HBV amd ) untépa oto Ppépog v to tenofovir
disoproxil yopnyn0ei otn untépa, emmnpdcheta g yopNyNoNg avocospaipivng katd g nratitidog B
Kot gpPoiriov katd g nratitdag B ota Ppéen.
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e TpELG EAEYYOUEVEG KALVIKEG DOKIUES, GUVOALKA 327 €ykvues yuvaikeg pe xpovia HBV hoipwén
éhapav tenofovir disoproxil (245 mg) pia eopd v Nuépa amd Vv 28n Emg v 321 efdopdda Kimong
émg kot 1 pe 2 punveg petd tov toketd. Ot yvvaikeg kot Ta Bpéen mapoakorovBovvtay yia Eog 12 unqveg
LLETA TOV TOKETO. A&V TPOEKLYE KOVEVO OTLL0L ACOALELNS OTTO OVTA TO SEGOUEVAL.

Oniooudg

Qg yeviKdc Kavovag, GV TO Veoyvo AGPEL emapK TPOANTTIKY aymyn Yo nratitida B Katd tov ToKeTo,
o untépa pe nratitido B umopei va Onidcet to Ppépog .

To tenofovir amekkpiveTor 6To avOpOTIVO YAa 6€ TOAD younAd emineda Kot 1 £kbeon TV Ppepdv
HEG® TOV UNTPIKOL YaAakTog Oempeital apeAnTtéa. Av Kot To pakporpodecpa dedopéva ival
TEPLOPICUEVA, deV £xovv avapepBel avemBounteg evépyeteg ota Onialovta Ppéen Kot o1 UNTEPES Le
HBV Loipwén mov ypnoonoiovv tenofovir disoproxil pmopovv va Inidcouv.

[poxepévov va amopevyel  petddoon tov 100 HIV oto Bpéeog, cuvietdtor ot yovaikeg mov Lodv pe
tov 10 HIV va unv nidlovv ta Bpéen tovg.

Tovipémra

YTapyovv mePopIoHEV KAMVIKA SESOUEVO GYETIKA LE TIG EMTTAOGELS TOL tenofovir disoproxil ot
yovipotnta. Meréteg oe {da dev KatédeiEav emkivovveg emmtmoelg tov tenofovir disoproxil ot
yovipdtnra.

4.7 Emopacelg 6TV IKavOTITO 001Y161)G KOl EIPIGROD Py avipdTmv

Agv mpaypotonoOnikov HEAETES GYETIKA LE TIG EMOPAGELS GTNV KOVOTNTO 001YNONG Ko
yepopodunyovnuatmv. Ev tovtolg, o1 acbeveig mpémet va evnuepdvovtal 6Tt avapépinie (An Katd
) Oepaneia pe tenofovir disoproxil.

4.8 AvemOovunteg evépyeleg

IlepiAnyn Tov TPOPIA AGQAAELOC

HIV-1 kou yratitida B: Xe aoBeveig mov AapPavovv tenofovir disoproxil, Exovv avapepbei omdvia
cLUPAVTO VEPPIKNG SVGAELTOVPYING, VEQPIKT EKTTOOT KOl O)L GLYVE GUUPAVTO KEVIPIKNG
cwinvaplonddelog (cvpmepiiapfovouévov Tov cuvopopov Fanconi) mov pepikég opég 0dnyovv oe
00TIKESG O10TOPOES (TTOL GLUPBAALOVY Ol GLYVA GE KOTAYLOTO). ZUVIGTOTOL GTEVY TALPAKOAOVON G
NG vePPIKNG Agttovpyiog yia acbeveig mov Aapfavouv tenofovir disoproxil (BA. mapdypapo 4.4).

HIV-1: Tlgpinov 10 éva Tpito TV AGHEVOV AVOUEVETAL VO EPPAVICEL OVETIOVUNTEG EVEPYEIEG (G
arotéAeopa g Bepamneiog pe To tenofovir disoproxil, oe cGuvdvaoud e AAAES AVTIPETPOTKES OVGIEG.
AvTég o1 avTidpdoelg kupaivovtal GuviOe oo AT £0¢ HETPLL YOOTPEVTEPIKA cupPdvta. TTepimov
10 1% twv evniikev acBevav mov vrofAndnkav o Oepaneia e to tenofovir disoproxil Siékoyav ™
Bepameio LOY® TOV YUOTPEVTIEPIKOV GUUPAVIWV.

Hratitida B: Tlepinov 1o £va T£T0pTO TOV 0GOEVAOV OVOUEVETOL VO ELPAVICEL AVETIOVUNTES EVEPYELES
¢ anotéhespa TG Bepoameiog pe to tenofovir disoproxil, o1 meplocOTEPEG (U0 TIG OTOIEC ElvaL NTILEC.
e KMvikéc peréteg acbevav pe Aoipmén ard tov 10 HBV, 1 o cvvé eppoviopevn avemBountn
evépyela oto tenofovir disoproxil jtav 1 vavtia (5,4%).

Oc&eia ¢€apon g nratitidag avaeépOnie og aobeveic Tov eiyav dwukoyet ) Bepameio yio
nratitdo B (BA. mapdypapo 4.4).
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2uvortikn mepidnyn avemtBounTmv EVEPYELDV

H a&oidynon tev averBountmv evepyeidv oto tenofovir disoproxil Baciletotl o€ dedopéva omod
KAMVIKEG HeEAETEG Kau oTNV eumelpia HETA TNV KuKAopopia. Oleg ol avemBounteg evépyeteg
napovcidlovtor otov [ivaka 2.

Kiikég uedéres HIV-1: H a&loloynon tov avemBopntov evepyeidv amod to 6e00UEVA KAVIK®V
peretcdv HIV-1 Baciletal otnv gumeipio amd 000 pedétec o€ 653 acbeveic mov elyav dexbel aywyn oto
apedov, éhaPav tenofovir disoproxil (n = 443) 1 ewovikd dppaxo (n = 210) 6€ GLVOVAGUO LUE
A0 OVTIPETPOTKO PAPUOKEVTIKA TPOIOVTA Yio 24 Bdouddeg kot emiong o€ pio Sty TVPAN
GULYKPLTIKY EAEYYOUEVT peAéETn oty omoia 600 Tpmtobepamevopevol acbeveig EAafav aymyn pe
tenofovir disoproxil 245 mg (n =299) 1 otafovdivn (n = 301) o€ Guvdvacud pe AapBovdivn 1
epafpévin yuo 144 eBdopddeg.

Klvikeg puelétes nrozitidog B: H a&lohdynon tov avemBOunTov evepyelmv omd 10 SESOUEVE KAVIKOV
peretdv Paciletor kupimg oy gumelpia oamd dVo NMAEG TVPAEG CLYKPITIKEG EAEYXOUEVES LEAETEG,
oT1c omoieg 641 evilikeg acbeveic e ypovia nratitida B kot avtipporodpevn nratikn voco Erafov
Oepaneio pe tenofovir disoproxil 245 mg kabnuepva (n = 426) 1 adefovir dipivoxil 10 mg
Kkafnpepwad (n = 215) yia 48 efdopddes. Ot avemBounteg evépyeleg mov mopatnpnonKoy pe
ocuveylopevn Bepomeio yio 384 gfoopdadeg nTov cvuPatég e 1o TPoeik aceaieiog Tov tenofovir
disoproxil. Metd and o apykn peioon nepimov -4,9 ml/min (pe yprvion g e€icmwong
Cockcroft-Gault) 1 -3,9 ml/min/1,73 m?* (ue ypion g e&icmong Tpomomoinong g dlattag otn
veppikn voco [MDRDY]) petd 11 mpmteg 4 efdopddeg Oepameiog, o puBuodg g etnolag pLeimong et
v évapén g Bepameiog Tng veppikng Aettovpyiag mov avagépinke otovg acbeveig mov Eafov
Oepaneio pe tenofovir disoproxil frav -1,41 ml/min ava £tog (pe ypron g e&icwong
Cockcroft-Gault) kot -0,74 ml/min/1,73 m* avé €tog (pe xprion ¢ &icmong MDRD).

Aaobeveig ue un avrippomovuevy nratiky vooo: To Tpopid aceareiog tov tenofovir disoproxil ce
acOevelg pe pn avippomovpevn Nratikny voco aloloyndnie oe pia SmAn TVEAN, Evepya eheyyOpevn
perétn (GS-US-174-0108) ot omoia ot evidikeg acBeveic ElaPav Oepaneio pe tenofovir disoproxil
(n = 45) 1 emtricitabine cvv tenofovir disoproxil (n = 45) 1} entecavir (n = 22) yw 48 gfdopnddes.

210 okéhog g Oepomeiog pe tenofovir disoproxil, 7% twv acbevav diékoyav ) Bepaneia eEortiog
KAmoag avemBoun g evépyetac, 9% twv acbevav mapovsiocayv emPePoiwpévn avénon ot
Kpeatwvivn opod > 0,5 mg/dl 1§ emPePfaropévog pdGPOpog opov < 2 mg/dl puéypt v 48" efdopdda.
Agv vmpEav GTATIOTIKA GNUAVTIKES S0pOpPES LETAED TOL GLVOVACHOV TOV GKEAOVS TTOV TTEPIELYE
tenofovir ka1 Tov okélovg mov mepieiye entecavir. Metd amd 168 efdopades, 16% (7/45) g opddog
tov tenofovir disoproxil, 4% (2/45) tng opddog TG emtricitabine cuv tenofovir disoproxil kot 14%
(3/22) ¢ opéidag Tov entecavir TOPOVGINCOV ATOTVYIO AVEKTIKOTNTAG. AEKO Tpio TOIG EKOTO (6/45)
¢ opadag tov tenofovir disoproxil, 13% (6/45) tng opddag g emtricitabine cuv tenofovir
disoproxil ka1 9% (2/22) g opddag Tov entecavir giyav emPePorwpévn avénon oty kpeativivi opov
> 0,5 mg/dl 1§ emPeParopévo podceopo opov < 2 mg/dl.

Kot mv 168" gfdondada, oe avtdv Tov TANOLGUO 060EVAOV LE U1 AVTIPPOTOVLEVT NTATIKY VOGO, TO
10060610 Bavatov ftav 13% (6/45) otnv opndda Tov tenofovir disoproxil, 11% (5/45) oty opdda g
emtricitabine ovv tenofovir disoproxil kot 14% (3/22) otnv opddo tov entecavir. To 1060010
NTOTOKLTTOPIKOV KapKkvapatog nTav 18% (8/45) oty opdda tov tenofovir disoproxil, 7% (3/45)
otV opdda tng emtricitabine cuv tenofovir disoproxil kot 9% (2/22) otnv opdda Tov entecavir.

Ot acBeveic pe vynAd Pabud CPT kotd v évapén tng Oepamneing eiyov mo avénuévo kivouvo
ELPAvVIoNS GoPap®v avemtBounTmv evepyeldv (BA. Topdypapo 4.4).

AoBeveig ue ypovia nrotitioo. B ue ovroyn oty lamivudine.: Aev avayvopioTnKay vEEG aveTBOUNTEG
evépyeleg oto tenofovir disoproxil amd pia Toyoomompévn, SImAd TveAn perétn (GS-US-174-0121)
otnv omoia 280 acBeveig pue avroyn ot lamivudine élafav Beponeia pe tenofovir disoproxil (n = 141)
N emtricitabine/tenofovir disoproxil (n = 139) ywx 240 efdouddec.
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[Mopakdto napovoidlovtal avd cOGTNUA, KATyopio opydvoy Kot cuyvoTNnTa ol avemBOUNTEG
EVEPYELEC TTOV eVOEXETAL (TOVAGYIoTOV TBaVOAOYEiTaL) VO cuoyeTilovTon pe T Bepomeio. Evioc kabe
Katnyopiog cuyvotNnTag ELPAVIoNS, O avemBuunteg evépyeleg maporifevtar katd eBivovoa cepd
cofapdmrac. Ot cuyvotntes opilovtar wg ToAd cuyvég (> 1/10), cvyvég (= 1/100 éwg < 1/10), oyt
ouyvég (= 1/1.000 émg < 1/100) 1| omdvieg (= 1/10.000 émg < 1/1.000).

Mivaxag 2: ZvvonTiki) TEPilnqyn TOV aveETOOUNTOV EvEPYELDY OV oyeTi{ovTon pe To tenofovir
disoproxil dcsl TOV KMVIKOV HELETOV Kl TG EUTEPIOG NETE TNV KVKAOQOpia

ToyvétnTo | Tenofovir disoproxil

Awozapoyés tov uetofloliouod xor s Opsyng:

IToAd cuyvéc: VToPOGPaTALio

Oy ouyvéc: vrokoMapio

Ehvieg: YOAOKTIKN 0EEmoN

A1070p0YES TOD VEVPIKOD GVOTHIATOG:

IToAV cuyvéc: CaAn

Yuyvéc: KEQOAOAyioL

A1oz0poyég 100 YaoTPEVTEPIKOD:

IToAv cuyvéc: duappota, EUETOC, VAVTIO

Xuyvéc: KOW0KO AAYOG, KOIAOKT S18TO0T), LETEMPIGHOG

Oy ovyvéc: TOYKPEQTITION

A1070p0yES TOV NTATOS KoL TV YOANPOPOYV:

Xuyvéc: QVENUEVES OUIVOTPOVQEPAGES

ErAVIEG: NTOTIKN GTEATOON, NRATITION

A10T0poYES TOV JEPUATOS KAL TOV DTOIOPLOD 1GTOD:

IToAv cuyvéc: eEavonua

Emhvieg: ayyeoidnuo

A1070p0YES TOV UDOTKEAETIKOD GUGTHIOTOS KOIL TOD GUVOETIKOD 10TOD:!

Xuyvéc: LELOUEVT 0GTIKA TUKVOTNTA

Oy cuyvéc: popdopvdivon’, wikn advvapio

N ooteoporakio (Tov exdNADVETIL OG 06TIKO GAYOG Kot cupuPdAdlel Oyt cvyvé o

Zrdvieg: . 1.2 . |
KOTAyUoTo) * “, poomdadeio

A1070p0YES TWV VEQPOY KAL TV 0UPOPOPWY 00WV.

. - QLENUEVT] KPEOTIVIVT), KEVIPIKT] VEPPIKT COANVOPLOTADELD

Oyt ovyvéc: . . .
(ovumepriapfovouévov Tov cuvopouov Fanconi)
oela veppikn avemdpkelo, VEPPIKN OVETAPKELD, 0EEIDL COANVOPLUKT VEKPWOOT),

ETAVIEG: veppitic (cvpmepthopfavopévig ofeiog didpeong veppitidag)’, veepoyeviig
dmotog dafnng

TEVIKES 010TOPOYES KO KOTOGTATELS THS 000D YOPHYNOoNG:

[ToAv cuyvéc: Kkatafoin

Tuyvéc: KOT®ON

! Avti 1 avemi0dpnTn evépyeta umopel vo pQavicTel g GUVETELD TNG KEVIPIKNG VEPPIKNG coANvaplonddeiag. Ay Osmpeitat
atimdmg cuoyetopevn pe to tenofovir disoproxil otnv mepintmon amovsiog avtg TG cLVONKNG.

2 Avt] 1 avemifounn evépysia ovayvopiomie pEcom g napakorovdnong petd myv kukAogopia, cArE Sev mapatnprOnke
G€ TUYOLOTOMUEVES EAEYYOUEVES KAMVIKEG HEAETEG 1) 6TO dlevpLUEVO TTPOYpappa TpdcPacng oto tenofovir disoproxil. H
Katnyopio cLVOTNTAG EKTIUNONKE and £V GTATIGTIKO VIOAOYIGUO LE BACT TO GUVOAKO aplipd TV achevav mov eiyav
ektebel oto tenofovir disoproxil og Tuyotomopéveg EAeYYOLEVEG KAMVIKES SOKIUEG Kat TO SLEVPLHEVO TPOYpappa TpOoPacng
(n=17319).

3 H ocuyvomra ovtg g avemBountng evépyelog ektiuinke PAoet SeS0EVOV AGPALELNG TOV TPOEKLYAV OO S1POPETIKEG
Khwvikég peléteg pe 1o TDF og aoBeveig pe hoipwén and tov 16 HBV. BA. eniong napaypapovg 4.4 ko 5.1.

Ieprypopn emAeyuévav avemBountoyv Vepyeidv

HIV-1 kou nrazitido B:

Negpirn dvaliertovpyio.

Kabdg o tenofovir disoproxil pmopei va npokaAiécel veppikny PAAPN cuvioTdTol 1| 6Tevn
napakorlovOnon g veppikng Aettovpyiag (PA. mapaypdaeovg 4.4 ko 4.8 Iepilnyn tov mpopil
aopaleiog). H xevipikn veppikt] colnvaplonddeto yevikd emAvOnke 1 Pertidddnke petd and
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dwokomn Tov tenofovir disoproxil. Q01060, 6g opiopévoug acbeveig, ol peudoelg otnv Kabapon
KpeaTvivig dev emAvinkav eviedmg mapd  dtakon] Tov tenofovir disoproxil. AcBeveig pe kivduvo
veppIKNG duoiettovpyiog (0Tmg acheveis pe veppikohs mapdyovteg Kivduvou katd tnv Evapén,
npoympnuévn Aoipwén HIV, 1 acbeveic mov Aappdvouy tantodyxpovae veppoTo&ikd QopUakeVTIKA
TPOIOoVTAL) £XOVV OLENUEVO KIVOVVO VO TOPOLGLAGOVY EAMTN AVAKTNGT TNG VEPPIKNG AEITOVPYIOG
mapd T drakomi Tov tenofovir disoproxil (BA. mapdypapo 4.4).

Tadaxtikn o&éwon

"Exovv avaeephei mepiotatikd yorloktikng o&€mong pe to tenofovir disoproxil g povobepamneia 1| o
cuvdvacpd pe dlha avipetpoikd. Ot aceveig pe Tapdyovieg Tpodiabeong, Omwc oobeveig pe un
AVTIPPOTOVLEVT NTATIKY VOGO 1 acBevei mov AapBavouy Tantdypova QApPOK TOV Eival YVOGTO 6Tl
TPOKOAOVV YOAOKTIKN 0&E@GT £x0ovv aLENUEVO KiVOVVO VO TaPOLGLAcOVY GoPapT YOAUKTIKT 0&Eman
Kkatd ) ddpkewn g Bepaneiog pe tenofovir disoproxil, cuuneptiappavopévov Tov Bavatnedpmv
expacewmv.

HIV-1:

Meroforikéc mopouetpot

To copoatkd Bapog kot ta enineda TV Mmidiov Kot T YAVKOING oto aipo evdéyxetot va avgnbovv
Katd T O1dpKeLn TG avTipeTpoikng Bepameiog (BA. mapdypapo 4.4)

2OVOPOUO ETAVEPYOTOINCNS TOV AVOTOTOINTIKOD GOGTHUATOS

e aoBeveig pe Aolpmén amd tov 10 HIV pe cofapn avocoloyikn avemdpKeLo EVOEXETAL VA ELPAVICTEL,
katd v évapén g CART, pia preypovddng avtidpaon ce AOUMEELG OO AGVUTTOUATIKA 1)
VTOAEIUUATIKA EVKOPLOKE Todoyova. AvTodvooeg dtatapoyss (0rmg 1 vocog tov Graves kot n
avtodvoon NroTitda) £xovv eniong avapepbel. QoT1060, 0 AvaPePOUEVOS XPOVOGS G TNV Evapén
glval Tep1ocaTEPO PETAPANTOC KAl VT TO, YEYOVOTO UTOPEL VoL GLUPOVV TOAAODG UNVEG LETE TNV
évapén g Bepamneiog (BA. Tapdypapo 4.4).

Ooteovéxkpawon

"Exovv avogepbel mepintdoelg 06TE0VEKPMONG KUPIWG o€ achevelg pe YVmoTOOG YEVIKA TAPAYOVTES
Kwvdvvov, Tpoympnuévn Aoipwén HIV 1 paxpdg didpketog Exbeon oe CART. H cuyvotnta avtmdv
elvar dyvoot (BA. tapdypago 4.4).

Hrozitido B:

Edpaoeic nratitidog koto. t didpkeia s Oepameiog

e peréteg pe mpwtobepamevopevoug e voukieosidwn acBeveic, avénoeig oty ALT katd ) didpkea
g Bepamneiog > 10 popég to ADO (Avadtato Pusroroykd Opro) kot > 2 popég TNV TN KT TNV
évapén epeaviotkav oto 2,6% tov acdevav mov Adppavav Bepancio pe tenofovir disoproxil évavtt
tov 1,9% tov acBevav mov ehduPovav adefovir dipivoxil. Meta&d tmv acBevav mov Adpupavoy
tenofovir disoproxil, ot avénoeig otnv ALT katd ) didpkeia g Bepansiog elyov didpeco xpovo
péypt v Evapén tic 8 efdopddeg, emAvdnkayv pe T cvvéyion g Oepameiog Kol GtV TAEOYNOI0 TOV
TEPTMGENVY, cuoyeTiotnkay He > 2 logio avtiypaga/ml peimwon oto ukod goptio mov wponyndnke 1
ocvvéneoe pe v avénon g ALT. Zvviotdton 1 mEpLodikn TapakoAovdneT g Nratiknig Aettovpyiog
Katd tn Sdpkela g Bepoameiog.

Elapoeic nratitidog peta wy daxonn g Ospaneiog
Ye acbeveic pe Aoipmén and Tov 10 HBV, napovcidotnie KAVIKN Kot EpYacTnplokn anddetn tmv
eEapoenv nratitidog, Petd ) dlakomnn g Oepomeiog Yo tov 10 HBV (BA. mapdypoeo 4.4).

Hodratpikog minbuopde

HIV-1

H a&oidynon tev avemBountov evepyeldv Paciletor o€ 600 Tuyaomompéveg neléteg (LEAETES
GS-US-104-0321 ko1 GS-US-104-0352) o¢ 184 nadratpikovg acBeveic (niciog 2 €mg < 18 etdv) mov
elyav tpocPinbei amod tov 10 HIV-1, o1 omoiotl éhaPav Bepaneia pe tenofovir disoproxil (n = 93) i
EIKOVIKO PAPUAKO/EVEPYO GUYKPITIKO TTapdyovTa (n = 91) 6€ GUVIVAGUO HE AALEG AVTIPETPOTKES
ovoieg yia 48 gfdopades (PA. mapdypao 5.1). Ot avemBounteg evEpyeleg TOL TOPATNPNONKAV GTOVG
noudloTpikovg acbeveic mov EAafav Bepameia pe tenofovir disoproxil tav cvpuPatég pe ekeiveg mov
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mapoTnpiOnkav otig KAvikég peréteg tov tenofovir disoproxil otovg evidikeg (BA. Tapdypago 4.8
2vvortiky mepilnyn ovem@ountwy evepyerdv kar 5.1).

Mewwoelg g OI1 éyovv avapepbei o Toudiatpikovg acbeveic. Ze epnfovg mov £xovv TposPindei and
tov 10 HIV-1, o1 BaBporoyiec BMD Z mov mopatnpnniav ata dtopo tov Elafov tenofovir
disoproxil tav yaunAdtepeg and exeiveg mov mapatnpnOnKav oe dTopd Tov EAaPay EIKOVIKO
@AapuraKo. X modid mov £xovv npocPinbdet amd tov 10 HIV-1, ot Babuporoyieg BMD Z mov
mapoTnpnOnkay ota dtopa wov dAlatav og tenofovir disoproxil NTov younAotepes omd ekeiveg mov
TapoTNPNONKAY G€ ATOLN TOL TAPEUEIVAY GTIV AY®YT TOLS TOV TTEPLElxe oTofovdivn 1§ {idofovdivn
(BA. mapaypapovg 4.4 ko 5.1).

¥t peiétn GS-US-104-0352, 8 and tovg 89 maidiatpikovg acbeveic (9.0%) mov extébnkav 610
tenofovir disoproxil (S1dpeon €kBeon oto tenofovir disoproxil 331 eBdopddeg) diEkoyav To PapLaKo
NG HEAETNG AOY® VEPPIKDV avemBountav evepyelav. [1évte acBeveic (5,6%) giyav epyaoctnplokd
EVPNLOTA TOV NTAV KAWVIKA CUUPATE e KEVIPIKT VEPPIKT] COANVaplonddeia, 4 ek TV onoiwv
diéxoyav t Bepameia pe To tenofovir disoproxil. Enté acBeveic eiyav Tipnég vroroylopevon pvbpon
onspopatikng dnong (GFR) peta&n 70 kor 90 ml/min/1,73 m% Meta&d ovtdv, 3 acbeveic
eULPavIcav KAVIKA onpavtikni peimon otov vroroyilopevo GFR 1 omola fedtiodnke petd m drokomn
tov tenofovir disoproxil.

Xpovia nrazitido. B

H a&lohdynon tov avemBountov evepyeimv Paciletol e pia tuyoomompuévn peAétn (Lerét
GS-US-174-0115) oe 106 gpnfovg acBeveic (Mikiag 12 €wg < 18 etv) pe xpovia nratitido B ot
omoiol éAafav Oepameia pe tenofovir disoproxil 245 mg (n = 52) 1 ewcoviko eappoko (n = 54) yio
72 gfdopnddeg rat po Toyonomotnuévn pehétn (peiétn GS-US-174-0144) o 89 acBeveig pe ypovia
nratitda B (nlikiog 2 émg < 12 gtdv) mov élafav Oepancio pe tenofovir disoproxil (n = 60) 7
€OVIKO @dppaxo (n = 29) yia 48 gfdopddeg. Ot avemBounteg evEpyeles TOV TAPOTNPNONKAY GTOVG
noudloTpikovg acbeveic mov EAafav Bepameia pe tenofovir disoproxil tav cvpuPatég pe ekeiveg mov
mapoTnpnOnkay otig KAvikég peréteg tov tenofovir disoproxil 6tovg eviiikeg (BA. Tapdypago 4.8
2vvortiky mepilnyn ovem@ountwy evepyerdv kar 5.1).

Mewoeig g OIT &xovv apatnpndel og maudiatpikovg acbeveic nhikiog 2 €wg < 18 eTmVv ov £xovv
pooPAndet and tov 10 HBV. Ot BaBporoyieg BMD Z mov mapatnprinkav ota dtopa mov Ehafav
tenofovir disoproxil Ntav yapnAotepeg amd ekeiveg mov mapatnprOnkoy ce dropa mov Erafav
goviKo @dpuaxo (PA. mtapaypdeovg 4.4 kot 5.1).

AMot e1d1koi tAinfvopoi

Hlrkiwuévor

To tenofovir disoproxil dev €xel peretndel oe acbeveig niikiog wéve and 65. O nhikiwpévol acheveic
elvar o mlavo va £xouv HELUEVT VEPPIKT AgtTovpyin, ®G K TOVTOV OTOLTELTOL TPOGOYT KOTA TN
Oepaneio nAkiopévov acbevav pe to tenofovir disoproxil (BA. wapdypapo 4.4).

AoBeveig ue veppixn dvaleitovpyia

E@odocov 1o tenofovir disoproxil prmopet vo Tpokaiésel vEQPIKT| TOEIKOTNTA, GUVIGTATOL GTEVN
TApOoKOAoVONGN NG VEPPIKNG AelTovpYyiag o€ eviidikeg acBevels Le vePPIKT SLGAEITOLPYiD TOV
Aappdavovv Ogpaneio pe Tenofovir disoproxil Viatris (BA. mapaypdpovg 4.2, 4.4 kai 5.2). H yprion tov
tenofovir disoproxil dev cuvictdrtol 6 TdLOTPIKOVG 0cOeVElS e veppikn dusiertovpyia (BA.
Tapaypaeovg 4.2 kot 4.4).

Ava@opd THavoAoyOOLEVOV OVETIOVUNTOV EVEPYELDY

H avoagpopd miBavoroyodpevev avemBountmy evepyeidv HeTd amd T yoprynon dewg KukAogopiog
TOV QUPUAKELTIKOD TPOidVTOG givar onuavtikn. Exitpénet tn cuveyn mopakoAiovdnon tng oyéong
0PEALOVG-KIVODVOV TOV QOPUOKEVTIKOD TPOIdVTOog. Znteital and Tovg enayyelnatieg Tov Topéavyeiog
VO 0VOPEPOVY OTTOLEGINTOTE TOUVOAOYOVUEVES AVETIOOUNTESG EVEPYELES HES® TOL EBVIKOD
GULGTILLOTOG OVAPOPAG TOL ovaypapeTol oto [Tapdptnua V.
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4.9 Ymnepoocolroyia

ZVURTOUOTO,

Y nepintwon vrepdocoroyiag, o achevig Tpémet va TapakoAovdnBel yio evdei&elg toEucotntog (PA.
Tapaypaeovg 4.8 kat 5.3) kot TPEMEL va EQopRocTEl GLVHONG VIooTNPIKTIKY OEpaneia, OTwG
amoteiTot.

Avtipuetonion

To tenofovir propei va amopoakpuvOei pe apoxdbapon. H didpeon kadBaporn tov tenofovir pe
oipokdBapon givor 134 ml/min. Agv givorl yvooto edv to tenofovir pnopet va amopokpovOet pe
meprrovaixkn Kabopon.

5. DAPMAKOAOTI'IKEX IAIOTHTEX

51 ®@appoKodvvopuIKES IOOTNTES

Dappakobepomevticn Kotnyopio: AvTiKo yio GUGTNUATIKT XPTOT, VOUKAEOGIOIKOT KOl VOUKAEOTIONUKOL
OVOLGTOAELG TNG AvAGTPOPNG HeTAypapdons, koduog ATC: JOSAFO7

Mnyaviopudc dpdone Kot QapuaKodLVUUIKES ETOPAOELC

To tenofovir disoproxil maleate givai to pnieivikd drag tov tpoeappdrov tenofovir disoproxil. To
tenofovir disoproxil amoppo@dtol Kot LETATPERETAL GTNV EVEPYT ovaGia tenofovir, 1 omoia givar Eva
AVALOYO LOVOQ®MGPOPIKOL VOUKAEOGISI0V (VOUKAEOTIOW). TN GUVEYELD, TO tenofovir petatpémetan
oToV gvepyo petaPoritn tenofovir diphosphate, £va vToypPE®TIKO TEPUATIOTH AAVGISOC, OO KUTTAPIKA
évlopa suveyovg ekppacnc. To tenofovir diphosphate gppaviletl evéokvtTopkd xpodvo nuilong

10 @pdV GE EVEPYOTOINIEVO, LOVOTTOPTVA KDTTOPO TOL TEPIPEPIKOD aipotog (PBMCs) kot 50 wpdv o€
ev npepia povorvupnva kvtropa. To tenofovir diphosphate avactéddel Ty avaoTpoen petaypapdon
HIV-1 ko v modvpepdon HBV pe dpeco aviayoviopd d€cHeuons 6to puoikd
0e00&VP1PoVOVKAEOTIOO-VTOGTPMUA, KAOMG KOl e TEPUATIOUO TNG 0Avaidag Tov DNA petd v
evoopdtwon oto DNA. To tenofovir diphosphate givol ac0evic ovactoréog TV KTTAPIKOV
TOAVUEPOCOV @, B kot Y. Xg cvykevipmoelg uéypt 300 umol/l, emiong dev £xel damotmOel enidpaon
tov tenofovir ot cvvBeon Tov ptoyovoplako DNA 1 oty mapaymyn yolaktikod o&éog, o€
dokiacieg in vitro.

Aedouéva ayetixa pe tov HIV

HIV avti-ukn dpaon in vitro: H ovykévtpmon tov tenofovir mov anouteitat yia 50% avoaotorn (ECso)
TOV apyEyovov epyactnplokol oteléyovg HIV-1ip givon 1-6 pmol/l oe Aeppoeideig kuttapikég
ypappéc kan 1,1 umol/l evavtio o Tpwtoyeveig amopovouévovg 1ovg HIV-1 tov vrotumov B oe
PBMC:s. Emiong, to tenofovir givan gvepyd evavtia otovg vrotinmovg A, C, D, E, F, G kot O kot
evavtwa otov HIVea o€ mpwtoyevi povokvttopo/pokpopdya. To tenofovir eppavileton dpactikd

in vitro evavtia otov HIV-2, ue ECsg ion pe 4,9 pumol/l o€ xottapa MT-4.

Avroyn: "Exovv emheyel in vitro kot 6€ opiopévoug acbeveic otehéyn HIV-1 pe peiopévn evoaiodnoio
oto tenofovir ko pio K65R petdiiaén omv avdotpoen petaypapdon (BA._ KA
OOTEAECLLOTIKOTITO Kot ac@AAeln). To tenofovir disoproxil Tpénel vo amopevyetal o€ aobeveig vILd
TPOTYOVLLEVT] AVTIPETPOIKT Oy@YN UE GTEAEYM TTov epthapPavouv v K65R petdAraén (BA.
napaypaeo 4.4). Emmiéov, o K70E vrokatdotacn oty avdotpoen petoaypapdon tov HIV-1 €xet
emheyel omd o tenofovir Kot Tpokadel pel@pEVN evooOnoia youniov emmédov oto tenofovir.

Khlvikég peréteg og acbeveic mov giyav on dexbei Oegpancio a&ordoyncav v avti-HIV dpdaon tov

tenofovir disoproxil 245 mg évavti otedeymv Tov HIV-1 pe avtoyn 61oug voukieooidikong
avaotolreis. Ta amoteréopata deiyvovv 6t acbeveic pe HIV mov ekppdlet 3 1 meplocdtepeg
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petarla&elg mov cvoyetifovrat pe avéioya Bupdivng (TAMs) ko meptrapfavovv, gite tnv M41L
eite v L210W petdAraén g avAaoTpopng LETOYPAPAoNG, ETESEIENV LELOUEVT) OVTOTOKPLOT OTIV
ayoyn pe tenofovir disoproxil 245 mg.

KMvikn ommoteAec LOTIKOTNTO KOl 0GQAAELO,

H amoteleopartikotnta tov tenofovir disoproxil oe eviihikeg acBeveic mov £yovv 116m dexbel aywyn kot
npotobepamevopevoug pe HIV-1 hoipwén éxel anodeyBel oe peiéteg didpkeiag 48 gfdopddmv kot
144 efdopddwv, avtiotorya.

¥t perétn GS-99-907 yopnynOnke ewovikd eappako 1 to tenofovir disoproxil 245 mg oe

550 evihikeg aoBeveig mov eiyov 101 dexOel aymyn yia 24 gfdouddes. Kot v évapén g dokiung o
nécoc aptduoc kuttapov CD4 ftay 427 kottapa/mm?’, n péon i HIV-1 RNA 610 mAdG0 fToy
3,4 logio avtiypaga/ml (o 78% twv acbevav giye ukd eoptio < 5.000 avrtiypago/ml) ko n péon
duapkela g mponyovuevng Bepanciog HIV rav 5,4 xpévia. H yovotumkn avdivon tov
amopovopévav wv HIV kotd v évapén and 253 acbeveic £de1ée 6TL T0 94% TtV 0.0Bevmv
napovcioce aviexticég petarraéelg HIV-1 mov oyetioviav pe voukAeoo1d1ko0g aVaGTOAEIS TG
avacTPOENG LETOYPaPAoTS, TO0 58% mapovciace peTaArdEels Tov oxeTilovTay pe TPMOTEAGTKOVS
avaoTOAELS kal To 48% mapovoiace petaAlaelg mov oyetioviay He U VOUKAEOGIOIKOVG AVOGTOAEIS

NG AVAGTPOPTG LETAYPAPAOTG.

Kotd v 24" efdopdda, n péon, ypovikd otaduicpévn petafoin amnd v T Kotd v Evapén 6cov
aopd to. HIV-1 RNA enineda 610 mAdopo (DAVGa) ftav -0,03 logio avtiypapa/ml

ka1 -0,61 logio avtiypapo/ml yio Tig Opadeg TOL €1KOVIKOD GappaKoL Kat Tov tenofovir disoproxil
245 mg (p < 0,0001). Katd v 24" eBdopdda, mapatnpiOnke pHio GNUOVTIKY OTOTIOTIKY d10p0pd,
VIEP TG ay®YNG He To tenofovir disoproxil 245 mg, otn péc, YPOVIKE GTaOGHEVT HETAPOAN
(DAVGa4) TV ap1Bpod kuttdpov CD4 amd v évapén (+13 kdttapa/mm?’ yio tv opdda Tov
tenofovir disoproxil 245 mg évovti -11 KuTTépOV/Mm? yia TV OUASH EICOVIKOD QOPUAKOV, TIUN
p = 0,0008). H avrti-tixn avtamokpion tov tenofovir disoproxil tav mopapévouca Kot yio. Tig

48 gfdopades (DAVGus Tav -0,57 logio avtiypaga/ml, 1o T0600616 TV acbevav pe HIV-1 RNA
Kkato amo 400 1 50 avtiypaea ftav 41% kot 18% avtictorya). Oxtod (2%) acbeveig vid tenofovir
disoproxil 245 mg avéntvu&av v K65R petdAloén eviog tov mpdtov 48 efdouddwv.

H duipxerag 144-gfdopddmv dumhn TupAn, evepyd ereyyopevn eaon tng pekétng GS-99-903,
aEL0AGYNOE TNV AMOTELEGUATIKOTNTA KAt TNV ao@dAieia Tov tenofovir disoproxil 245 mg évavtt g
otafovdivng 6tav ypnoylomoleital 6€ cuvdvacpo pe lamivudine ko efavirenz ce
TpmToBEPATELOLEVOLS e avTIpETPOikT Bepameio evilikes aoBeveig pe HIV-1 Aoipwén. Katd v
évapén 1 péon Ty v CD4 kuttdpov Hrav 279 kdttapo/mm?, 10 péco 1ikd poptio fTov

4,91 logio avtiypaga/ml, t0o 19% tov acBevov etyov cvpntopatiky HIV-1 Aoipwén kot to 18% eiyav
AIDS. Ot aofeveig katnyopromomOnkav Bdcel tov HIV-1 RNA kot tov apiBpod tov CD4 kuttédpov
katd v évapén. Koatd v évapén, 1o 43% tov acbevav elyav 1ikd eoptio > 100.000 avrtiypapo/ml
kot 10 39% eiyav apOpd CD4 kvttdpov < 200 kotTopo/ml.

Me avdivon npobeong Oepamneiog, (eEAlnr] dedopéva ko petdraln o avtipeTpoikn Oepaneia (ART)
BepnOnkav g amotuyin), T0 1060616 0cbevav pe HIV-1 RNA kdto and 400 avtiypapo/ml kot
50 avtiypaeo/ml petd 48 gfdopdadec Oepaneiog rav 80% kot 76% avtictorye 6T0 GKELOC TOV
tenofovir disoproxil 245 mg o€ cuykpion pe 84% kot 80% tov okérovg g stavudine. Katd v
144" gBdopdda to T0c0otd TV acbevav pe HIV-1 RNA kdto arnd 400 avtiypaga/ml kot

50 avtiypago/ml ftav 71% xar 68% avtictorya 610 okéLog Tov tenofovir disoproxil 245 mg, oe
ovyKkpion pe 64% kot 63% o610 oKéAOG TG stavudine.

H xotd péco 6po ariayn amd v Evapén yio to HIV-1 RNA kot tov apBpo tov CD4 kuttdpov katd
v 48" gfdopada Bepameiog NTov TOPOUOI0G Kot 6TIG 000 opddeg vod Bepameia (-3,09

ko -3,09 logio avtiypaga/ml, +169 ko 167 xotrapo/mm’ oTig opddeg Tov tenofovir disoproxil

245 mg kot stavudine avtictoya). Kotd v 144" gfdopdda n péon arlayn katd tnyv Evapén
TAPEPEIVE TTOPOUOLO KOt 0T0 dV0 okéEAN TG Bepaneiog (-3,07 ko -3,03 logio avtiypapa/ml +263 kou
+283 kvtropa/mm’ oTi¢ opddec Tov tenofovir disoproxil 245 mg kot ¢ stavudine avticTotya). Mia
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otabepn| avrandkpion otny Oepamneia pe tenofovir disoproxil 245 mg SwumotdOnKe aoyETOG TOL
apBpov CD4 kuttdpav katd v Evopén.

H K65R petdAraén epoovicnke o eAappd vyniotepo To606T6 060eV@dY TNV opddo. Tov tenofovir
disoproxil o€ cOykpion pe v opdda er&yyov (2,3% évavtt 0,7%). H avtoyn oty efavirenz 1§ otnv
lamivudine &ite Tponyeito gite cvvémunte pe v avantuén g K65R oe 6Aeg Tig meputtdoeis. OKTd
aoBeveic giyav HIV pe éxppacn g K65R oto okéhog tov tenofovir disoproxil 245 mg, ce 7 ek TV
omoiv gpeavioTnke Katd tn d1dpKeln TV TpOTOV 48 efdonddmv trng Oepaneing Kot 6Tov TEAEVTAIO
v 96" gfdopada. Aev mapatnpnOnke tepartépw avamtvén g K65R péypt v 144" efdopdda. Evag
aoBevng oto okéhog tov tenofovir disoproxil avéntuée v K70E vrokotdotacn otov 10. Ao
YOVOTUTIKEG KO POIVOTUTTIKEG OVOADGELG Ogv LI PEE EVEEIEN AAA®DVY 03V Y10 AVATTVEN AVTOYNG OTO
tenofovir.

Agdouéva oyetixd pe tov HBV

HBYV avui-uki dpaon in vitro: H avti-uxn dpdon in vitro tov tenofovir katd tov HBV a&loroynonke
oV kvttapiky ypopup HepG2 2.2.15. O tipég ECsp yua to tenofovir tav 6to gupog amd 0,14 £mg
1,5 pmol/l, pe tiég CCso (50% ovyxévrpwon kuttapotoéikdtntag) > 100 umol/l.

Avroyn: Aev avayvopiotnkav HBV petadlatelg oyetildueveg pe avroyxn oto tenofovir disoproxil (BA.
KAMvikn amoteAeopotikdTnTo Kot acQAAELn). X ovaADGELS e KLTTOPIKT Pdor, Ta otedéyn HBV mov
ekepalovv Tig petaAragels rtV173L, rtL180M kot rtM2041/V mov oyetilovion pe avtoyn om
Aapovudivn kai oty teAumBovdivn £dei&av evaioOnoia oto tenofovir 6To gvpog amod 0,7 £mg

3,4 popég exetvn Tov apyéyovov 100. Ta oteréyn HBV mov ekppalovv tig petarraserg rtL180M,
rtT184G, rtS202G/1, rtM204V kot itM250V mov oyetiCovtol pe avtoyn 6to entecavir £de1&av
evatodnoia 6to tenofovir 6to gvpog amod 0,6 £mg 6,9 popég ekeivn Tov apyéyovov 100. Ta otehéyn
HBYV mov ekppalovv tig petarraéelg rtA181V kot rtN236T wov oyetilovral pe avroyn oto adefovir
€de1&av evaictnoia oto tenofovir 6to gvpog amd 2,9 émg 10 popég ekeivn Tov apy€yovov 100. Ot 101
7ov epLEyovv T petdrhoén rtAl81T mapépevay gvaicOnrtol oto tenofovir pe Tipég ECso 1,5 popd
eketvn Tov apy€yovou 100.

Khwvikn amotelecpotikdtnta Kot ac@dAsio

H amddein tov fetikmv emdpdoemv tov tenofovir disoproxil 6 aviippomovuevn Kot pun
AvTIPPOTOVLEV NTATIKY VOGO Paciletol og 10A0YIKES, PLOYMUIKES KOl OPOAOYIKES AVTATOKPICELS GE
eviAikeg pe HBeAg Oetikn 1 HBeAg apvntikn| ypdvie nratitida B pe avtippomoduevn nmotikn voco.
Ovvnd Bepancio acbeveic meplieAdupavay oLTOVG TOL NTOV TPOTOHEPATEVOLEVOL, TTOV LYoV AdPet
ayoyn pe Aappovdivn, ayoyn pe adefovir dipivoxil kou acBeveic pe petaddatelg mov oyetifovran pe
avtoyn ot AapBovdivn kv avtoyn oto adefovir dipivoxil kotd v évapén g Bepamneiog. Eyet
amodetyfel 6PeL0g Le BAOT TIG IGTOAOYIKEG AVTATOKPIOES 68 0oBEVEIG [LE AVTIPPOTOVUEVT] NTOTIKN
vOGO.

Eumepio ue ao6eveic ue ovtipporoduevy nrotikn vooo katd v 48n fdouddo (ueréteg
GS-US-174-0102 kou GS-US-174-0103)

Ta amotehéopato 48 fOoOHAd®V OO dVO TLYUOTOINUEVES, OUTAEC TVQAEG LEAETEG PAGNG 3 TOV
ocvykpwov to tenofovir disoproxil pe to adefovir dipivoxil oe gvijlikec acOeveig pe avtippomovevn
nroTikn voéco napovstifovror otov [ivaxa 3 napakdte. H pelétn GS-US-174-0103 devepynonke o€
266 (tuyatomomuévoug kot vd Bepomeio) HBeAg Oetikovg acBeveic, v n pedétn GS-US-174-0102
devepynonke oe 375 (tuyaomonuévoug kot vrd Bepamein) aobeveic apvnricovg yio HBeAg ko
Oetcovg yio HBeAb.

Kat o115 600 avtég peréteg, o tenofovir disoproxil rov onpavtikd avadtepo o oyéon pe to adefovir
dipivoxil yio 10 TpTOYEVES KATAANKTIKO ONUEID TANPOVS avTamdkpiong (kaboplopevo og enimeda
HBV DNA <400 avtiypageo/ml kot BeAtimon oty khipao Knodell pAgypovig-vékpmong
TovAdylotov 2 onpeiov yopig emdsivmon otnv KAipaka ivowong Knodell). H Beponeio pe tenofovir
disoproxil 245 mg cvcyetionKe emiong pe onUAvVTIKA VYNAOTEPES avaroyieg acBevaov ue HBV DNA
<400 avtiypagpo/ml og cOykpion pe ) Oepaneia pe adefovir dipivoxil 10 mg. Kat ot 600 Oepamneieg
TOPETYOV TAPOLOLN OTOTEAEGUOTO. OGOV QPOPA TNV 1IGTOAOYIKT avtamokpion (kabopllopevn mg
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Beitioon otnv khipaxo Knodell pAeypovig-vékpwong tovAdyiotov 2 onpeiov ympic emdeivaon otnv
KAipaka tvoong Knodell) xatd v 48" efdopdda (BAére ITivaxa 3 mopakdtm).

¥t perétn GS-US-174-0103 og pio onpavticd vyniotepn avaioyio acbevav otny opdda tenofovir
disoproxil an6 exeivn otnv opdda adefovir dipivoxil eppaviotnke oporomomuévn n ALT ko
emetevyOn apvnrikomoinor tov HBsAg kotd tnv 48" efdopdada (PAéne TTivoko 3 TopokdTm).

Mivaxag 3: Mapapetpor anoterecpatikétnTog o HBeAg apvntikodg kar HBeAg Ogtikoig
0o0sveig pe avrippomoduevn vooo katd tnv 48" efdopndada

Mehétn 174-0102 Meiétn 174-0103 (HBeAg 0eT1K0)
(HBeAg apvnrtiko)
Mopaperpog Tenofovir Adefovir Tenofovir Adefovir
disoproxil dipivoxil 10 mg disoproxil dipivoxil 10 mg
245 mg 245 mg
n=125 n=90
n =250 n=176
mqpng 71* 49 67* 12
avtamékpion (%)
Iotoloyia
Iotoloyia
Iotohoyun 72 69 74 68
avtomokpion (%)°
Awapegon peioon -4,7* -4,0 -6,4% -3,7
HBV DNA ané v
évapdn’
(logip avtiypago/ml)
HBYV DNA (%)
<400 avtiypoepo/ml 93* 63 76* 13
(<69 1U/ml)
ALT (%)
Oporomomuévn 76 77 68* 54
ALT?
Oporoyia (%)
HBeAg dev epapuoletar | dev epappoleton 22/21 18/18
apvnrkomoinon/
OPOUETOTPOTY
HBsAg 0/0 0/0 3*%/1 0/0
apvnrikonoinon/
OPOUETATPOTN

* Ty p évavt adefovir dipivoxil < 0,05.

2 [Tapng avtandkpion kabopilopevn wg eninedo HBV DNA < 400 avtiypagpo/ml kot fektioon oty kAipoka Knodell
PAEYLOVIG-VEKPMOOTG TOVAGYIGTOV 2 onpeimv xopig emdeivoon otnv KAipaxa ivoong Knodell.

b Beltimon oty kipoxa Knodell pAeypoviic-vékpmong Tovhéyiotov 2 onusiov xopig emidsivoon otnv kKiipaka tvoong
Knodell.

¢ H duapeon petaforny HBV DNA and v évapén avticatontpilel povo ) dwapopd petaé&d tov HBV DNA kotd tyv évapén
Kot Tov opiov aviyvevong (LOD) g avaivong.

4.0 TnBvoPOC OV YPNGLLOTOWONKE Yo TNV avdAvon TG opadonoinong Thg ALT cvumepiédaPe uovo acdeveic pe ALT
nave and to ADO katd v Evopén.
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To tenofovir disoproxil cuoyetioTnKe pe GNUAVTIKA VYNAOTEPES OvaAoYieg acBeEVOVY He un
aviyvevoipo HBV DNA (< 169 avtiypaga/ml [< 29 TU/ml], 6pto T ToGOTIKOTOINGNG TG AVAAVONG
HBYV Roche Cobas Taqman), o cOykpion pe to adefovir dipivoxil (neiétn GS-US-174-0102, 91%,
56% wan perétn GS-US-174-0103, 69%, 9%, avtiotoyya).

H avtondkpion ot Bgpaneia pe tenofovir disoproxil tav cvykpioiun otovg acbeveig oe
npornyovuevn Bepamneia pe voukieoaidia (n = 51) kot 6Tovg TPOTOOEPATEVOUEVOVG LE VOVKAEOGTdLO
aocBeveic (n = 375), kabmg Ko otovg acbeveig pe puoloroyikn ALT (n = 21) kot un pucioroyiky ALT
(n =405) xatd v Evapén, 6tav cuvdvactniay ot peréteg GS-US-174-0102 ko GS-US-174-0103.
Yapavto evvéa and Toug 51 acbeveig oe mponyodpevn Bepaneio pe vovkieosidwa eiyav mponyovuévmg
AaPet Oepameio pe AapPovdivn. Xto efdopunvra tpia To1g ekaTd TV AcHeVOV GE TPoTyodevn
Oepameio e voukieosidla kot 6to 69% TV TPOTODEPUTEVOUEVOV e VOVKAEOGIOIN 0lGOEVDY
emetevyOn TANpNG avtamokpion ot Bepamneia, evd oto 90% tv achevdv oe mponyovuevn Bepameio
pe voukAeoaidia kot ato 88% twv mpTofepamendueEVOVY e VOUKAEOGIdN 0icOevaV emeTedytn
katactoAn tov HBV DNA <400 avtiypago/ml. Orot ot acBeveic pe pustoroywkn ALT katd v
évapén kot to 88% tov acbevov pe un euciorloyuny ALT katd v évapén TETu oV KOTAGTOAN TOV
HBV DNA <400 avtiypaga/ml.

Eurepio wépav twv 48 efdouddwv ot ueréteg GS-US-174-0102 kor GS-US-174-0103

>1ic peréreg GS-US-174-0102 ko GS-US-174-0103, petd ™ Ay dwrAng toeAng Bepameiog yio

48 gfdopaodeg (eite tenofovir disoproxil 245 mg eite adefovir dipivoxil 10 mg), o1 acBeveig GAra&ov
yopic dokonn o€ Bepameio avolktng emonuavong pe tenofovir disoproxil. Xtic peréteg
GS-US-174-0102 ko GS-US-174-0103, 77% wot 61% tov acfevodv cuvéyioay ot LeAén puéxpt tnv
384" gfdoudda, avtictorya. Koatd v 96", v 144", v 192", tnv 240", tv 288" kot v

384" gfdopdda, 1 1OAOYIKH KOTOGTOAN, 01 BLOXNUIKEG KOl 01 OPOAOYIKEG OVTOTOKPIGELG dtatnphnKay
ue cvveylopevn Bepaneio pe tenofovir disoproxil (BAéne TTivaxeg 4 Kot 5 TAPUKATO).

IMivakag 4: Mapaperpor amoterespatikétnrac o HBeAg apvntikovg aoOeveic pe
OVTIPPOTOVUEVY] VOGO KaTa TNV 96", TNV 144", Ty 1927, TNv 240", TNyv 288" ko Tnv 384" gfdopada
pe Ogpaneio avolkTig EMONPAVONG

Meglrétny 174-0102 (HBeAg apvnTikd)

Mopdapetpoc’ Tenofovir disoproxil 245 mg Adefovir dipivoxil 10 mg aAhayn og

n =250 tenofovir disoproxil 245 mg
n=125

Epdopdoa 96" | 144° | 1928 | 240" | 288' |384° | 96° | 144" | 192" | 240' |288™ | 384P

HBYV DNA (%) 90 | 87 | 84 | 83 80 | 74 | 89 | 88 | 87 | 84 | 84 | 76

<400 avtiypapo/

ml (<69 IU/ml)

ALT (%) 72 | 73 | 67 | 70 | 68 | 64 | 68 | 70 | 77 | 76 | 74 | 69

Opoiomompévn

ALT?
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Mgiétn 174-0102 (HBeAg apvnTiké)

Hapdaperpoc® Tenofovir disoproxil 245 mg Adefovir dipivoxil 10 mg aAlayn o€
n =250 tenofovir disoproxil 245 mg
n=125
Oporoyia (%)
HBeAg dgv | 0gv | dev | dev | bev | dev | dev | Ogv | dev | dev | dgv | dgev

apynTko-ntoinen/ |epap- [epap- [epop- [epop- [epap- [Epap- |[EPap- |epap- |epap- [epap- [pap- [spop-
OPOUETATPOTN nole- |nole- |pnole- |nole- |pole- |nole- |uole- |pole- |pnole- |uole- |pole- |pnole-
tow | tow | tow | tor | Tton | Tol | Tor | TO | TOU | TOU | TOM | Tow

HBsAg opvntiko- | 0/0 | 0/0 | 0/0 | 0/0 | 0/0 | 1/1" | 0/0 | 0/0 | 0/0 | 0/0* | 1/1* | 1/1"
moinon/
OPOUETATPOTN

2 Booiopévn otov Akyopibpo Makpoypoviag A&oddynong (Long Term Evaluation algorithm, LTE Analysis) — Ot acbeveig
01 07o{0t SLEKOY AV 0O TN LEAETN OTOLOONTOTE YPOVIKT OTIYUN TPty amd v 384" efidopdda Adyo KataAnkTikod onpeiov
oplopevov amd T0 TPOTOKOALO, KaOMG emiong kot 0ot ohokAnpwcay v 384" efdondda, nepihapfdvovial otov
TOPOVOLLOGTH.

b 48 gBSopadeg Sumhig TvpAg Oepaneiag pe tenofovir disoproxil axolovBovpevng amd 48 efdopddec Oepansiog ovorkTg
EMONUAVONC.

¢ 48 efdopadeg dSumhng ToeAng Bepaneiag pe adefovir dipivoxil axolovBodpevng amod 48 efdopddes Oepaneiog ovorkTmg
emonuavong pe tenofovir disoproxil.

4.0 TinBvopdc mov ypNGILoTOONKE Yo TNV avdAvon g opadonoinong thg ALT cvunepiédafe uovo acdeveic pe ALT
néve and to ADPO katd v Evopén.

€ 48 efdopadeg diming TveAng Bepanceiog e tenofovir disoproxil axolovBovpevng and 96 efdopdades Bepameiog avorkTig
EMCTLAVOTG.

48 gBSopadeg Suthic ToeMig Bepameiag pe adefovir dipivoxil axolovOoduevng and 96 efdouddec Depamneiog avorktig
emonuaveong pe tenofovir disoproxil.

€ 48 gfdonadeg dSurAng TvpAng Bepaneiog pe tenofovir disoproxil axoAovBovpevng and 144 efdopddeg Bepanciog avoiktig
EMOTULAVOTG.

h 48 eBSonadec Siming TveAng Bepomneiog pe adefovir dipivoxil axorovBovpevng omd 144 £BSopddec Oepomeiog avorkThg
emonpuavong pe tenofovir disoproxil.

148 £Bdopddeg Siming TopAng Bepansiog pe tenofovir disoproxil oxolovfoduevng and 192 fdopddeg Depansiog avorktng
EMONUOVONG.

148 eBdopddec Stmdng e Oepansiog ue adefovir dipivoxil axorovBovpevng amd 192 epSouddeg Oepomeiag avolkThg
emonpuavong pe tenofovir disoproxil.

K"BEvag acbevic oty oudda avth £ytve HBsAg apvntikdg Yo tpdtn @opd oty emickeym katd tv 240" efdoudda kot
cuvé e otn peAéTn Katd To XPOVO S10KOTNG TV dedopévav. QoT1060, N omdrewe HBsAgE tov atdpov emPefoddnke tedkd
GTNV EMOLEVT EMICKEYT.

148 £Bdopddec Siming TopAng Bepansiog pe tenofovir disoproxil oxolovBodpevng ard 240 efdopuddec Depaneiog avorktng
EMOTULAVOTG.

M 48 gfdopadeg SumAng oA Oepaneiog pe adefovir dipivoxil axolovBovpevng and 240 efdopddeg Bepaneiog avoiktig
emonuavong pe tenofovir disoproxil.

" Ta apBuntikd orotyeio Tov mTapovctdlovial ival GLYKEVIPOTIKG T0c00Td Pacicpéva og avaivon Kaplan Meier
e&apovEVEV TV dEJ0UEVMV TOL GLAAEXONKAV HeTd TV TpocBKN TG emtricitabine oty Oepameio AvVOIKTAG ETGNLAVONG
e tenofovir disoproxil (KM-tenofovir disoproxil).

© 48 gfdopddes durAng TvpAng Bepameiag pe tenofovir disoproxil axohovBodpevng amd 336 efdopddeg Bepamneiog ovolkTig
EMONUAVONC.

P 48 gfdonadeg SumrAng TopAng Bepaneiog pe adefovir dipivoxil axolovBovpevng and 336 efdopddeg Oepaneiog avoiktig
emonpavong pe tenofovir disoproxil.
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Mivaxag 5: MMapaperpor amoterespotikéTnroc oc HBeAg Oetikolc acOeveic pe avrippomroduevn
vooo katd TV 96", Tnv 144", tqv 1921, Tqv 240", Tnv 288" kan Tnv 384" efoopdda pe Oepansia
OVOIKTI|G EMGNLAVOTS

Meiétn 174-0103 (HBeAg 0eTik0)
Hapdaperpoc® Tenofovir disoproxil 245 mg Adefovir dipivoxil 10 mg aliayn o€
n=176 tenofovir disoproxil 245 mg
n=90

Epdopéoa 9b6 144 122 240 | 288 | 384 | 96 14!4 192 2110 288 | 384

e j m o c i n p
HBYV DNA (%) 76 | 72 | 68 | 64 | 61 56 |74 71 | 72 | 66 | 65 61
<400 avtiypaeo/ml
<69 1U/ml
ALT (%) 60 | 55 | 56 | 46 | 47 47 | 65| 61 | 59 | 56 | 57 | 56
Opodomoinpévn
ALT?
Opolroyia (%)
HBeAg apvntiko- | 26/ | 29/ | 34/ | 38/ | 37/ | 30/ |24/ | 33/ | 36/ | 38/ | 40/ | 35/
noinon/ 23 | 23 | 25 | 30 | 25 20 | 20| 26 | 30 | 31 31 24
OpOUETATPOTN
HBsAg apvntiko- S/ 8 | 11/ | 11/ | 12/ | 15/ | 6/ | 8/ 8 | 10/ | 11/ | 13/
noinon/ 4 | 68 | 8¢ | 8 g | 12 | 5 | 7 | 7¢ | 10" | 10" | 11!
OpPOUETATPOTN

2 Baowopévn otov Adyopidpo Makpoypoviag A&orkdynong (Long Term Evaluation algorithm, LTE Analysis) — Ot ac0eveig
01 0mo{01 SLEKOYAV OO TN LEAET OTOLUONTOTE YPOVIKT GTIYUN TPV amd TNV 384" efdopdda Aoy KaTtaAnKTiKod onpeiov
0op1LoEVOL 0o TO TPMTOKOAAO, KaBMG emiong kat 6oot ohokAnpwcav v 384" efdopada, teptlappdvovtol otov
TOPOVOLLOGTH.

b 48 ¢BSopnadec Siming TveAng Bepoameiog e tenofovir disoproxil axolovBovpevng amd 48 efdouddeg Oepameiog ovorktig
EMOTULAVOTG.

© 48 gfdopddeg dSuming TveAng Bepanciog pe adefovir dipivoxil axolovBovpevng and 48 efdopddes Oepaneiog avorktg
emofpavong pe tenofovir disoproxil.

40 mTinBuopdg mov ypnoomoOnKe yia TV avéAvon g opadonoinong g ALT cvunepiédafe povo acdeveic pe ALT
néve and to ADO katd v Evopén.

€ 48 efdopadeg dSumhng TveAng Bepaneiog e tenofovir disoproxil axolovBovpevng and 96 efdonddes Oepameiog avorkTig
EMCTLAVOTG.

48 gBSopadeg Suthic TveMg Bepameiag pe adefovir dipivoxil axolovOoduevng and 96 efSdouddec Depameiog avorktig
emonpavong pe tenofovir disoproxil.

¢ Ta apBuntikd crotyeio Tov Tapovctdlovial ival GLYKEVTIPOTIKG T0c00Td Pacicpéva og availvon Kaplan Meier
GUUTEPLAUPOVOLEVOV TV dEJ0LEVOV TOL GLAAEYONKAY HeTd TV TpocHKkn Tng emtricitabine ot Oepaneio avolkTig
emonuavong pe tenofovir disoproxil (KM-ITT).

h 48 gBSopadeg Sumhig TvpMg Bepameiag pe tenofovir disoproxil axolovBovpevng amd 144 efSouddeg Oepomeiog avoiktig
EMONUAVONC.

148 eBdopddec Siming toeAng Bepansiog pe adefovir dipivoxil axolovBovpevng amd 144 epdouddeg Oepomeiag avolkThg
emonpavong pe tenofovir disoproxil.

148 eBdouadec Sumhig TveAng Bepaneiog pe tenofovir disoproxil axolovBovpuevng omd 192 efdouddeg Oepameiog avorkthig
EMCNLAVOTG.

k48 eBdonadec Sming TveAng Bepomeiog pe adefovir dipivoxil axorovBovpevng amd 192 eBdopddec Oepomeiog avorkThg
emonpavong pe tenofovir disoproxil.

' Ta apOuntiké ctoryeia mov mapovsidoval eivar cuykevipoTikd mocootd Basiouéva oe avéivon Kaplan Meier
EqpovpEVOVY TV ded0UEVMV OV GLAAEXONKOV LETE TNV TPpocsOn KT TG emtricitabine ot Ogpameio ovOIKTNG TGN HOVONG
pe tenofovir disoproxil (KM-tenofovir disoproxil).

M 48 gfoonadeg SurAng oA Oepameiag pe tenofovir disoproxil akoAovBodpevng amd 240 efdopades Oepameiog ovorkTmg
EMICTLAVOTG.

148 gfdonadeg dSurAng TuvpAng Bepanciog pe adefovir dipivoxil axolovBovpevng and 240 efdopddeg Oepomeiog avoikig
emonuaveong pe tenofovir disoproxil.

© 48 gBdonadeg dSurAng TvpAng Bepaneiog pe tenofovir disoproxil axoiovBovpevng and 336 efdopddeg Bepanciog avoiktig
EMCTLAVOTG.

P 48 gfdopddes dutAng TvpAng Bepameiog pe adefovir dipivoxil akolovBoduevng amd 336 efdopddeg Oepaneiog avorktig
emonuavong e tenofovir disoproxil.
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AvtisToryiopéva dedopéva Proyiog Nrotog katd v Evapén kot katd v 240" efdopdda fTov
Swbéoa yo 331/489 aobeveig mov mapéuevav otig pedéteg GS-US-174-0102 ko GS-US-174-0103
katd v 240" efdopada (PA. IMivaka 6 Tapakdto). Evvevivia mévta toig exatd (225/237) tov
acBevav yopis Kippwon katd v évapén kot 99% (93/94) tov acbevav e kippmon katd v Evapén
mapovciocav gite kopio petafoln eite fertimon oy ivoon (kKhipaxa ivoong Ishak). Amo tovg

94 acBeveic pe kippwon katd v évapén (kKMpaxa tvoong Ishak: 5 - 6), 26% (24) dev mopovciacav
Kapio petafoin oty kKhipoka ivawong Ishak kot 72% (68) mapovcioacav vroy®dpnon e Kippwong
katd v 240" efdopdda pe peimon oty KAipoka ivoong Ishak tovAdyiotov 2 onpeiov.

Hivakag 6: Iotoloyukn avrandkpion (%) o HBeAg apvntika kor HBeAg 0gtikéd dropa pe
avTIPPOTOVNEVY] VOG0 KaTa TNV 240" efdopado o cVyKpion pne TN Evapln

Melétn 174-0102

Melétn 174-0103

(HBeAg apvntiké) (HBeAg 0gT1k0)
Tenofovir Adefovir dipivoxil Tenofovir Adefovir dipivoxil
disoproxil 10 mg oAkoyn oe disoproxil 10 mg aAkayn oe
245 mg tenofovir disoproxil 245 mg tenofovir disoproxil
n=250° 245 mg n=176° 245 mg
n =125 n = 90°
Iotoloywn 88 85 90 92
avtamoKpion™ [130/148] [63/74] [63/70] [36/39]
(%)

2 O mAnBvopdg mov ypnoporomOnke yio Tnv avdivon g totoloyiog cuumeptélafe povo acbeveig pe dSwbéoipa dedopéva
Broyiog Nrotog (Amovsia = AmokAeiopog) katd my 240" efdopdda. H avtandkpion petd v tpochnkn g emtricitabine

anokieictnke (cuvoro 17 atop®V Kot 6TIG dV0 UEAETES).
b Bedtioon oty kMpoio Knodell pleypovig-vékpmong Tovddyiotov 2 onueimv yopic emdeivoon otnv khpaka tvmong

Knodell.

¢ 48 efdopadeg durhng TueAng Bepanceiag e tenofovir disoproxil axolovBovpevng and éwg 192 efdopddeg Bepaneiog

OVOIKTNG EMIGTLLAVOTG.

448 gBdopadeg Sumhig TvpMg Bepameiag pe adefovir dipivoxil oxolovBodpevng and émg 192 efdouddeg Oepomeiag avolkThg
emonuavong e tenofovir disoproxil.

Eumeipio oc acOeveic pue ovvomapyovaa Loiuwén amo tov 10 HIV ko mponyovuevy Ogpameio pe

Aopifovoivy

g TUYALOTTOUNUEVT, OITAN TVQAN, EAeyyOuevn ueAétn 48 efdouddwv pe tenofovir disoproxil 245 mg g
eviAkeg acBeveic pe cvvomdpyovoa HIV-1 Aoipwén kot ypdvie nratitida B og mponyoduevn
Oepameio pe Aoppovdivn (pekétn ACTG 5127), ta péoa enineda HBV DNA opod kotd v Evapén
o€ aobeveig Tuyatomompuévong oto okélog tenofovir frav 9,45 logio avtiypaga/ml (n=27). H
Oepameia pe tenofovir disoproxil 245 mg cvoyetiotnke pe pia péon petaforr cto HBV DNA opov
amo Vv évapén, otovg acbeveic yio Tovg omoiovg vanpyay dedouéva 48 gfdouddmv, tng Taéng

To0V -5,74 logio avtiypago/ml (n = 18). EmmAéov, 61% tov acBevov eiyov puotoroywkn ALT kotd tnv

48" efdopdda.

Eureipio oe aobeveic ue emuévovoa ukn ovrypopn (ueiéty GS-US-174-0106)
H amoteleopatikotnta kot  acpdieio tov tenofovir disoproxil 245 mg 1 tov tenofovir disoproxil
245 mg ovv 200 mg emtricitabine a&loloynOnke o€ ToyoomoMUEVT], SMAN TOPAN peAETn (LeAétn
GS-US-174-0106), oe HBeAg Betucovg kot HBeAg apvntikode evidikeg acBeveig mov giyov
emypévovoa wupio (HBV DNA > 1.000 avtiypaga/ml) eved Adppavay adefovir dipivoxil 10 mg ywa
nePLocoTEPO amd 24 efdonddec. Katd v évapén, oty opdda Bepomeiog to 57% tov acdevav
TUYOLOTOMUEV®V 6TO GKELOG tenofovir disoproxil Evavtt Tov 60% TtV achevdv TVYUOTOMUEVOY GTO
okéhog emtricitabine cuv tenofovir disoproxil, giye mponyovpuévag Aapet Bepancia pe AapPovdivn.
Yuvolika katd v 24" gfdopada, 1 Oepaneia pe oywyn mov mepieiye tenofovir disoproxil eiye g
amotédeoua 10 66% (35/53) tov acBevov ne HBV DNA <400 avtiypaga/ml (< 69 IU/ml) évavtt tov
69% (36/52) Twv acBevav o1 onoiot EaPav emtricitabine cvv tenofovir disoproxil (p = 0,672).
Emnpocbeta, 10 55% (29/53) twv acbevav ot omoiot lafav emtricitabine cuv tenofovir disoproxil
elyov un aviyvevoyo HBV DNA(< 169 avrtiypaga/ml [< 29 TU/ml], 6pto TG ToG0TIKOTOINONG TNG
avdivong HBV Roche Cobas TagMan) évavti tov 60% (31/52) tov acBevav ot omoiotl Erafav
emtricitabine cuv tenofovir disoproxil (p = 0,504). Ot cuykpicelg peta&d Tv opddmv Bepaneiog
népav NG 24™ gfdouddag tav 6VGKOAO Vo EPUNVEVTOLV, EQOGOV 01 EPEVVITEG Elyav TNV ETIAOYN VA

40




gvtaTikomomoovv N Bepaneio g Bepomeio avolkTig emonpavong e emtricitabine cuv tenofovir
disoproxil. Makpoypdvieg peréteg yio va a&lohoyndei o Adyog opérovg/kivouvo g dumhng Oepaneiog
pe emtricitabine ouv tenofovir disoproxil, e acBeveic pe HBV povo-toipmén, Ppiokovat og eEEMEN.

Eumeipio o acOeveic ue un avrppomovuevy nratiky vooo t 48" efdouado (ueletn GS-US-174-0108)
H perétn GS-US-174-0108 givon pio toyoiomompévn, SImAG TVQAT EVEPYOTONUEVT] LEAETT TTOV
a&lohoyel v aoeaiela kol TV anoteAespoTikoTnTo, Tov tenofovir disoproxil (n = 45), trng
emtricitabine cuv 1o tenofovir disoproxil (n = 45), ka1 tov entecavir (n = 22), g acOeveic pe pun
avTIPPOTOVLEVT] NTTATIKT VOG0. 10 6kéAog Oepameiag pe tenofovir disoproxil, o1 acOeveig eiyav péon
Babuoroyia CPT twv 7,2, n péon HBV DNA tov 5,8 logio avtiypapo/ml ko péon ALT otov opd
tov 61 U/l katd v évapén. Zapdvta 600 1015 ek0td (19/45) Tov acbevav giyav TovddyioTtov 6 Pveg
mponyovuevn gumepia Ogpaneiog ot lamivudine, to 20% (9/45) tov aclevav giyav Tponyovuevn
eunepio Oepaneiog oto adefovir dipivoxil kot 9 tov 45 acBeveic (20%) elyav petarhdéelg avtoxng
ot AopPovdivn kavm oto adefovir dipivoxil katd v évapén. Ta TpwToyev] KATAANKTIKG oMUEin
ACoQAAELNG TAV 1] SLOKOTN AOY® LG avemBOUNTNG evépyelog Kot 1) emiPePformpévn avénon oty
Kpeatwvivn opov > 0,5 mg/dl 1 o emPeParwpévoc pdspopog opov < 2 mg/dl.

e acBeveic pe Pabpodc CPT <9, 74% (29/39) oty opdda Oeponeiag pe tenofovir disoproxil kKot 94%
(33/35) oty opdda Bepaneiog pe emtricitabine vy tenofovir disoproxil enetedydnoav enineda
HBV DNA <400 avtiypaga /ml petd and 48 efoopddeg Beponeiog.

YuvolKa, To dedopéva mov eENxOncav amd Tt pHeAétn avtr ivar VITEPPOAIKA TEPLOPIGUEVO DOTE VO,
eEayBovv 0mo1001TOTE OPIGTIKA GLUUTEPAGLOTA CYETIKA LE TN GUYKPLOT TNG emtricitabine cuv
tenofovir disoproxil évavti tov tenofovir disoproxil (BA. [Tivaxa 7 Topakdto).

Hivaxag 7: MopapeTpol a6QALELNS KOl OTOTEAEGUATIKOTITOG 6 060EVEIC e u1| avTippomTovpEVY
NraTIKY vo60 Katd TNy 48" gfdopada

Melrétn 174-0108

IMopdperpog Tenofovir disoproxil | Emtricitabine 200 mg/ Entecavir
245 mg tenofovir disoproxil (0,5 mgn 1 mg)
(n=45) 245 mg n=22
(n=45)
ATOTUYl0, OVEKTIKOTNTOG 3 (7%) 2 (4%) 2 (9%)
(névipn draxom) Tov
POPURAKOV TNG PEAETNG

Aoy mog avem@vunng
gvépyerac Katd tn owdpkero
¢ Ogpamneiog)

n (%)*

Empepfaropévn avénen 4 (9%) 3 (7%) 1 (5%)
TNG KPEATIVIVIG

opov= 0,5 mg/dl amd Tqv
évapén 1 emPefparopévog
POGPopoc 0pov <2 mg/dl
n (%)°

HBYV DNA n (%) 31/44 (70%) 36/41 (88%) 16/22 (73%)
<400 avtiypago/ml

n (%)
ALT n (%) 25/44 (57%) 31/41 (76%) 12/22 (55%)

Opoaromomuévn ALT
Mceimon > 2 pabpov otn 7/27 (26%) 12/25 (48%) 5/12 (42%)
CPT am6 v évapén

n (%)
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Melétn 174-0108
IMopdperpog Tenofovir disoproxil | Emtricitabine 200 mg/ Entecavir
245 mg tenofovir disoproxil (0,5 mgn 1 mg)
(n=45) 245 mg n=22
(n=45)
Méon airayi] oto Padpo -0,8 -0,9 -1,3
CPT amé v évapln
Méon airayn oto faBpd -1,8 -2,3 -2,6
MHNTZX (Movtéio
Hratwkig Nocov Terikov
X1a6iov) amé v Evapén

2 Ty p M omoia GLYKPIVEL TO GKELOG TOL TEPLEXEL TO GLVOLAGHO e tenofovir Evavtt Tov okélovg pe entecavir = 0,622,
b Ty p 1 onoia cuyKkpivel 10 okELOG TOV TEPIEYEL TO GLVEVAGUO e tenofovir EvavTt Tov okélovg e entecavir = 1,000.

Eurepio wépav tawv 48 gfdouddwv oty ueréty GS-US-174-0108

XPNOWOTOLDOVTAG [0l avAALGT) TOV TOTOL U1 OAOKANpOGAvVTEG/ aArayr = amotuyia, 50% (21/42) twv
atopmv ov haPav tenofovir disoproxil, 76% (28/37) Twv atdpwv mov Ehafav emtricitabine cuv
tenofovir disoproxil kot 52% (11/21) tov atdépev Tov ELafav entecavir TéTvyov

HBV DNA <400 avtiypago/ml tnv 168" efdopdda.

Eumeipio o acOeveic ue HVB ue avroyn oty Aoauifovoivy v 240" gfooucoa (uerétn GS-US-174-0121)
H amotedeopotikdmra kot n acedareia tov tenofovir disoproxil 245 mg a&oloynnke oe o
ToyoomompEVT, dSmAd TEAN pekétn (GS-US-174-0121) oe HBeAg Oetikovg kan HBeAg apvntikovg
acBeveic (n = 280) pe avipporovpevn nratikny voco, wupic (HBV DNA > 1.000 [U/ml) ko
yovotumikég evoeigelc avtiotaong ot lamivudine (rtM2041/V +/- rtL.180M). Mdvo névte acbeveig
elyav petarrdaéelg mov oyetiovron pe avroyn oto adefovir katd v évapén. Exatdév copdvia Eva kot
139 eviilika dropo Tuyaromombnkov o€ éva okérog Bepaneiog tenofovir disoproxil kon emtricitabine
ovv tenofovir disoproxil, avtictoya. Ta dnpoypapucd dedopéva Katd tnv Evapén ftav mopouote
peta&d Tmv dVo okehdv Bepaneiog: Katd v évapén, 52,5% twv atdpov tav HBeAg apvntikd,
47,5% nrav HBeAg Oetikd, 1o péco eninedo HBV DNA ftav 6,5 logio avtiypago/ml, korn péon
ALT frav 79 U/l, avtictoiya.

Metd amd 240 efdopadeg Oepaneiag, 117 and 141 dropa (83%) mov tuyaomombnkoav ce tenofovir
disoproxil eiyav HBV DNA < 400 avtiypapa/ml, kot 51 and 79 dropa (65%) eixov oparonoinon g
ALT. Metd and 240 gfoopadeg Oeponeiog pe emtricitabine ovv tenofovir disoproxil, 115 axd

139 dropa (83%) eiyav HBV DNA < 400 avtiypoaeo/ml, kot 59 and 83 dropa (71%) siyov
opaionoinomn g ALT. Meta&d tov HBeAg Oetikav atopwmy mov toyatorodnkay ce tenofovir
disoproxil, 16 and 65 dropa (25%) eppdvicay HBeAg apvnricomoinon, kot 8 and 65 dropa (12%)
eppavioav avti-HBe opopetatponr| péypt v 240" efdopdada. Xta HBeAg Betucd dtopa mov
TuyotoTomOnKkav ce emtricitabine cuv tenofovir disoproxil, 13 and 68 dropa (19%) eppdvicav
HBeAg apvntikonoinon, kot 7 and 68 dropa (10%) eppdvicav avii-HBe opopetatponn péypt v
240" gfdopdda. Avo dropa wov Tuyotomombnkay o tenofovir disoproxil eppdvicay HBsAg
apvnrtikomoinom péypt v 240" efdopndada, oA Oy opopetatponn o€ avti-HBs. [Tévte dtopa mov
TuyotoTomOnKav o€ emtricitabine ouv tenofovir disoproxil eppdvicavy HBsAg apvntikoroinon, pe
2 amd owtd ta 5 dtopo va gupaviCovv opopetatponn og ovti-HBs.

Klwixn ovioyn

Tetpakdciot eikoot €61 HBeAg apvnrucol (GS-US-174-0102, n = 250) xon HBeAg Betikoi
(GS-US-174-0103, n = 176) acBeveic apyucd Toyotomoinuévol o€ S1mAn ToeAn Bepomeio pe tenofovir
disoproxil kot ot omoiot petd dAla&av o€ Bepameio avoiktng emionpoveng pe tenofovir disoproxil
a&loroynOnkav yo yovotumikég petaforés oty HBV molvpepdon katd v évapén. Iovotumiég
a&lohoynoeig mov devepyndnkav oe dhovg toug acbeveic pe HBV DNA > 400 avtiypapa/ml katd tnv
48" (n = 39), v 96" (n = 24), v 144" (n = 6), v 192" (n = 5), v 240" (n = 4), Vv 288" (n = 6) Ko
v 384" gfdopdda (n = 2) povobepaneiog pe tenofovir disoproxil £de1&av 6TL dev avamthyOnKov
petaAld&elg oyetiloueveg pe avtoyn oto tenofovir disoproxil.
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Awxooiot déka mévie HBeAg apvnrikoi (GS-US-174-0102, n = 125) xon HBeAg Betikol
(GS-US-174-0103, n = 90) acbeveig apyucd Toyoionompévol oe dimhn ToeAn Beponeio pe adefovir
dipivoxil kot ot omoiot petd dAha&ov oe Bepomeio avoiktig emonpavong pe tenofovir disoproxil
a&loroynOnkav yo yovotumikég petaforés otnv HBV molvpepdon katd v évapén. Iovotumiég
a&lohoynoeig mov devepyndnkav oe dhovg toug acbeveic pe HBV DNA > 400 avtiypapa/ml katd tnv
48" (n=16), v 96" (n=5), v 144" (n = 1), v 192" (n = 2), v 240" (n = 1), v 288" (n = 1) ko
v 384" gfdopdda (n = 2) povobepaneiag pe tenofovir disoproxil £de1&av 6TL dev avamthyOnKov
petaAldéerg oyetiloueveg pe avtoyn oto tenofovir disoproxil.

> peiétn GS-US-174-0108, 45 acBeveic (cupneprrapfavopévov 9 acbevav pe peToAAGEELS
avtoyng ot lamivudine xavn oto adefovir dipivoxil katd v évapén) éhafov tenofovir disoproxil
v oG 168 efdopddeg. Ava Levyn YOVOTUTIKA S€SOUEVE OO OTOUOVOUEVE GTEAEYN ToL 100 HBV
Katd Vv évapén kot vrd Bepaneio frav dSabéoia yio 6 and 8 acBeveic ue HBV DNA

> 400 avtiypago/ml tnv 48" gfdopdada. Agv EVIOTIGTNKAY GTO OTOUOVOUEVE QVTO GTELEYT
VIOKOATAGTACELS ApvoEEmV GuvdedeveG Le avToyn oto tenofovir disoproxil. ['ovotumikn avédivon
TpaypoToromOnke yu 5 dtopa 6to okélog Tov tenofovir disoproxil petd v 48" efdopdda. Aev
EVTOTIGTNKOAV GE KOVEVA ATOUO VTOKATOOTAGELS CUIVOEEMV GUVOEOUEVES LLE avToyn oTo tenofovir
disoproxil.

>t peiétn GS-US-174-0121, 141 acBeveig pe vrokotaotdoelg avroyng ot Aapfoudivn katd v
évapén éhaPav tenofovir disoproxil yuo Ewg 240 efdopddes. Zvocmpevtikd, vanpéay 4 aobeveig ot
omoiotl eppavicay opkd eneicddio (HBV DNA > 400 avtiypaga/ml) oto tedevtaio ¥povikd ornueio
g aymyng tovg pe tenofovir disoproxil. Meta&d avtav, avda (edyn dedopéva axorovbiog omd
amoUOVOUEVE, 6TEAEYN TOL 100 HBV xotd v évapén kot vid Bepaneio nTov dabéoipa yio 2 amd
toug 4 acBeveic. Agv EVIOTIGTNKOV GTO OTOUOVOUEVO OVTE GTEAEYT VTOKATAGTAGELS AUIVOEEDV
ouvoedeveG pe avtoyn oto tenofovir disoproxil.

Ye o mondtotpikn peétn (GS-US-174-0115), 52 acbeveic (cvumepirappavopévav 6 acevav pe
petaAld&erg avtoyng ot Aopoudivn Katd tnv Evapén g HeAEg) Elafav apyikd ToeAn Bepaneia
e tenofovir disoproxil yuo £éwg 72 efdopddeg Ko petd 51/52 acbeveig aAa&av oe Bepameio avorkTig
emonuavong pe tenofovir disoproxil (opdda tenofovir disoproxil-tenofovir disoproxil). ['ovotumikég
a&lohoynoelg dievepyndnkav ce OAovg Tovg acbeveis e ev Ady® opddoag e

HBV DNA > 400 avtiypoagpo/ml kotd tnv efdopdada 48 (n = 6), v efdonddo 72 (n =5), mv
eRdopdda 96 (n =4), v gfdopada 144 (n = 2) kou v efdoudada 192 gfdopada (n = 3). [evrvra
téaoepig aobevelg (ovumepriappavopévay 2 aclevov pe petaAldéelg avtoyng ot Aaptfovdivn katd
v €vapén g peAéTng) ElaPav apyikd ToeAn Bepameio e EIKOVIKO pAPLOKO Yio 72 eSopddeg Kot
52/54 acbBeveic ouvéyioav pe tenofovir disoproxil (opdda PLB-tenofovir disoproxil). 'ovotumikég
a&loloynoelg devepynnkav oe OAOVG TOVG 0eBEVEIG TG €V AOY® OpadaG 1e

HBV DNA > 400 avtiypaga/ml katd tnv efdopdda 96 (n = 17), tnv efdopdda 144 (n = 7) ko

v eBdopdda 192 (n = 8). Agv evtomicTnKOV GTO ATOUOVOUEVE AVTO GTEAEYT VTOKOTOGTAGELS
apvo&Emv cuvOEOEVES e avtoyn oTo tenofovir disoproxil.

e wa wondtatpikn pekét (GS-US-174-0144), to avd (gvyn YOVOTUTIKA SESOUEVE OO OTOUOVMUEVD,
otedéyn tov 100 HBV katd v évapén kot vid Beponeio amd acbeveig mov Edafav Topin Bepameia pe
tenofovir disoproxil ntav dwwbéoa yia 9 amd 10 acbeveig v efdopdda 48 ue HBV DNA

> 400 avtiypaga/ml 6to TAdopa. Ta avd (edyn yovoTumikd de60pUEVa OO ATOUOVOUEVO GTEAEYT TOV
100 HBV kotd v évapén kot vro Oepomeio and aobeveic mov dAlagov og Oepaneio ovolkTig
emonpavong pe tenofovir disoproxil and Toeln Oeponeio pe tenofovir disoproxil (opdda TDF-TDF) 7
amd gwovikd eappaxo (opnddoa PLB-TDF) petd and tovAdyiotov 48 gfdondadec TopAng Oepaneiog
Ntav Swbéoa yuo 12 amd 16 acbeveic v efoopdda 96, 4 and 6 acbeveic v efdoudado 144 ko 4
ano 4 acBeveic v efdopdda 192 ue HBV DNA > 400 avtiypapo/ml oto mAdopa. Aev gviomiotnkay
OT0, ATOUOVOUEVO, OVTO GTEAEXN VTOKOTAGTACELS OUIVOEEMYV GUVIEOUEVES LLE OVTOYN oTo tenofovir
disoproxil émg tig efdopddeg 48, 96, 144 v 192.
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Hodratpikodg mAnduepdg

HIV-1: Zm perém GS-US-104-0321, 87 aoBeveig niikiag 12 émg < 18 etddv mov glyav tpocPindel
amd tov 10 HIV-1 ko glyav dgxBel aymyn oto maperbov érafav Bepaneia pe tenofovir disoproxil

(n =45) 1 ewovikd pappoko (n =42) oe cuvdvacud pe pa Beltiotorompévn Paoiky Bepomeio
(OBR) y10 48 gfdopddec. AOY® TV TEPLOPIGUDV TNG LEAETNG, deV kKaTadelyOnKe dpelog Tov tenofovir
disoproxil évavtt Tov gikovikod pappdakov pe Baon ta ernineda HIV-1 RNA o10 mAdopa Kotd v

24" gBdopada. Qot600, avapEvetal 0QeLog Yia Tov Epn o TAnbucud e Pdon v Tapéktoon
OEJOUEVOV TV EVINAIKOV KOl GUYKPITIKOV QOPUOKOKIVNTIK®V dedopévev (PA. mapdypoeo 5.2).

Xe aoBeveic mov EhaPav Bepaneia pe tenofovir disoproxil 1 eikovikd eappako, 1 péon Pabduoroyio
BMD Z oc@vikng poipag tng omovovAkng otiing nrav -1,004 kot -0,809, evd 1 H€cn 0AOCOUATIKY
Babuoroyia BMD Z ftav -0,866 kot -0,584, avtictoyya, katd tnv Evapén g perétng. Ot péoeg
petoPorég katd v 48" efdopdda (Téhog g SuTAng TVPANS paong) Nrav -0,215 ko -0,165 o
Babuporoyia BMD Z oc@uikng poipag g 6movovAtkng othing kot -0,254 kot -0,179 oty
olocopatikn fabporoyic BMD Z yia tig opddes tenofovir disoproxil kot gikovikod @appikov,
avtiotoyya. To péco mocooto evicyvong g OIl Hrav pikpdtepo oty opdda Tov tenofovir disoproxil
G€ GUYKPLON UE TNV Opdda Tov €1Kovikov gapudikov. Katd v 48" efoopdda, €51 Eépnpot oty opdda
tov tenofovir disoproxil kot évag épnpog otnv opddd TOV EIKOVIKOD GOPUAKOV EiY0V OMLOVTIKY
anmAelo OIT g 06QLIKNG poipag TG omovoLAIKNG 6TNANG (Kabopilopevn og armAgio > 4%).
Meto&d 28 acBevav mov Ehafav 96 efdopadeg Bepaneiag pe tenofovir disoproxil, ot fabporoyieg
BMD Z peidbnkov katd -0,341 yio v 06@uikn poipa g omovovAikng othing kot -0,458 yo
0AOKAT PO TO GMLLA.

> peiétn GS-US-104-0352, 97 acBeveic mov giyav 1101 dexbel aywyn oato mapeAdov, nhikiog

2 émg < 12 e1mv, pe otabepn] 10AOYIKN KOTAGTOAN LE aywyég mov mepieiyav stavudine 1 zidovudine
Tuyatomombnkay gite yio avtikatdotaon g otafovdivig 1 zidovudine pe tenofovir disoproxil

(n = 48) &ite Y10 cLUVENION TNG aPYIKNG TOVG aywyNg (n = 49) yia 48 gfdouddes. Katd v

48" efdopada, 83% twv acbevav oty Bepaneia pe tenofovir disoproxil kot 92% twv acbevdv oty
opada Oepaneiog pe stavudine 1 zidovudine giyav cvykevipooeig HIV-1 RNA <400 avtiypago/ml. H
dpopd otV avaroyia Tov acbevav mtov datipnoay < 400 avtiypago/ml katd v 48" efdopdda
EMNPEACTNKE KUPI®G 0O TOV VYNAOTEPO aPlOUO TOV dlaKoT®V 6TV opada pe tenofovir disoproxil.
Orav amoxieicOnkav to el dedopéva, 91% tmv acBevav otnv opdda Oeponeiog pe tenofovir
disoproxil ka1 94% tov acBevadv oy opdda Bepameiog e stavudine 1) zidovudine eiyov
ovykevipmoelg HIV-1 RNA <400 avtiypapo/ml xotd v 48" efdopddo.

Mewwoeig g OI1 £rovv avapepbel oe madiatpicods acbeveis. Xtovg acbeveig mov édafav Oepaneio
pe tenofovir disoproxil 1 pe stavudine 1} zidovudine, 1 péon Babuoroyioc BMD Z oocguikng poipag g
omovOLVAKN G oTAANG ftav -1,034 kot -0,498, evd 1 péom olocwpatiky faduoroyio BMD Z

ntav -0,471 kar -0,386, avtictorya, katd tnv évapén g perétng. Ot péoeg petaPorés katd tnv

48" gfdopada (téhog TG TVuYaoTTOUEVNS o) NTav 0,032 kot 0,087 ot Pabuoroyioc BMD Z
0GMLIKNG Hoipag NG oTovOLAIKNG oTNANG kot -0,184 kot -0,027 otnv ohocwpatikn Babpoloyia
BMD Z ywa 116 opdideg tenofovir disoproxil kot stavudine 1) zidovudine, avtictoyya. To péco mocootd
gvioyvomg TG 0OTIKNG TUKVOTNTOG TNG OGPUIKNG HOIPOS TNG GTOVOLAIKNAG GTAANG KAT TNV

48" gfdouado fTav Topopolo peta&d e opddag Oepaneiag pe tenofovir disoproxil kot g opddog
Oepameiog e stavudine 1| zidovudine. H oAocopatikn evioyvon TG 0GTIKNG TUKVOTNTOG 1 TAV
pucpdtepn oty opada Bepomeiog pe tenofovir disoproxil og Guykpion pe v opdda Oepaneiog pe
stavudine 7 zidovudine. ‘Eva dtopo mov éhofe aywyn pe tenofovir disoproxil Topovcioce onpavTik
(> 4%) anwAewo g OIT ¢ 06QLIKNG Hoipag TG GTOVOLAIKNG GTHANG Kol KAvEVO GTOpO ToL EAafE
ayoyn pe stavudine 1 zidovudine dev mapovoioce onpavtiky ardisia Kotd v 48" efdopdda. Ot
Babporoyiec BMD Z peidOnkov katd -0,012 yio tnv 06QUIKN poipa g 6ToVOLAIKAG GTHANG Kot
katd -0,338 yio 0AOKANpO T0 copa ot 64 dropa mov ElaPav Oepaneia pe tenofovir disoproxil yio
96 eBdopdadec. O Pabporoyicg BMD Z dev mpocappuosmray yio Hyog kot BApog.
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2t perétn GS-US-104-0352, 8 and tovg 89 maudratpikovg aceveic (9.0%) mov ektédnkav oto
tenofovir disoproxil diékoyav 10 PAPLOKO TNG LEAETNG AOY® VEPPIKMV AVETLBOUNTOV EVEPYELDV.
[Tévte acBeveic (5,6%) eiyav epyaotnplokd evpOTH TOL MTOV KAMVIKE CULBOTA PE KEVIPIKT VEPPIKN
colnvaplonddela, 4 ek v oroiwv diékoyav T Bepomeio pe To tenofovir disoproxil (diGpeon ékbeon
oto tenofovir disoproxil 331 gfdopddeq).

Xpovia nratitioo B: Tt pedétn GS-US-174-0115, 106 HBeAg apvnrikoi kot HBeAg Oetikoi
acBeveic nhkiag 12 émg < 18 gtmv pe ypoévia Loipmén and tov 16 HBV [HBV DNA

> 10° avtiypopa/ml, vynid enineda ALT otov 0pd (> 2 x ADO) 1 16T0pticd VyMAGV emmédov ALT
6ToV 0pd Katd Tovg TElevTaiovg 24 pnveg] Elafav Bepaneio pe tenofovir disoproxil 245 mg (n =52) 1
EIoVIKO pdppako (n = 54) yua 72 gfdopddes. Ot aobeveic Enpemne vo Tav TpOToHEPATEVOUEVOL LIE
tenofovir disoproxil, aAAd propovoay va Exovv AaPet Oepancieg pe Pdon v wviepeepdvn (> 6 unveg
TP amo TN d1A0yN) N omoladnmote GAAN amd Tov otopatog Bepaneio katd tov HBV pe
VOvKAE0Gida/voukAeoTidlo, mov dev mepieiye tenofovir disoproxil (> 16 gfdopddec mpv amod ™)
dwaroyn). Katd v 72" efdopdda, cuvorikd 88% (46/52) tov acbevdv oty opndda Bepaneiog pe
tenofovir disoproxil kot 0% (0/54) tewv ac6evdv 6TV Opdda TOL EIKOVIKOD QApUAKOV Elyov

HBV DNA <400 avtiypaga/ml. EBdounvta técoepa t01g k0to (26/35) Tmdv 0o0evadv otnv opdda
tov tenofovir disoproxil eiyov oporomompévn ALT katd v 72" efdopdda oe cvykpion pe 31%
(13/42) oty opdda Tov gikovikod eoppakov. H avtandkpion otn Oepaneio pe to tenofovir disoproxil
NTaV GLYKPIGIUN 6TOVS TPWTOOEPATELOUEVOLS e VOUKAEOG(T)idta acBeveis (n = 20) kot 6TOVG
acBeveig og mponyovuevn Bepomeia pe voukieoo(t)idla (n = 32), cupneptAapPavouévoy Tov oodevamv
pe avtoyn ot Aapfovdivn (n = 6). Evvevivta mévie 101G €KaTO TOV TPOTOOEPUTEVOLEVOV [UE
voukAeoo(T)ida acBeviv, 84% twv acBevav oe Tponyoduevn Bepancio pe voukieoo(t)ida kot 83%
TV acbevov pe avtoyn otn Aappovdiviy tétuoyay HBV DNA < 400 avtiypaea/ml kotd v

72" gfdopada. Tpravta Evag amd tovg 32 acbeveig g mponyovpevn Bepomeia pe vovkieoo(t)idla
glyav AaPet Tponyoduevn Bepaneio pe Aappovdivn. Kotd mv 72" efdopdda, 96% (27/28) tav
avocoloyiké evepydv acdevaov (HBV DNA > 10° avtiypaea/ml, ALT ctov opd > 1,5 x A®O) otV
opdda Bepomeiag pe tenofovir disoproxil kot 0% (0/32) Tov ac6Bevdv oty opdda TOL EIKOVIKOD
eoppaxov giyaov HBV DNA <400 avtiypaga/ml. EBdounvta mévte toig ekatd (21/28) taov
VOOOAOYIK( EvepYmV acBevdV oty opdda tov tenofovir disoproxil giyav puoioroyun ALT katd v
72" gfdopada og cuykpion pe 34% (11/32) otv opddo Tov EIKOVIKOD QOPLAKOD.

Metd amd 72 gfdopddes TVEANG TVYOoTOMUEVTS Bepaneing, kGOe acbevig umopodoe va oAAGEEL o
Oepaneio avolktg emonuavong pe tenofovir disoproxil £wg v efdopdda 192. Metd v gfdopdada
72 gfdoudda, n 10A0YIKT KOTAGTOAN dtatnprbnke e ekeivoug mov AdpuPavav dSmdn TvpAn Bepoameia
pe tenofovir disoproxil akoAovBovOpevn amd Oepaneia avowtg emonpoveng pe tenofovir disoproxil
(opdda tenofovir disoproxil-tenofovir disoproxil): To 86,5% (45/52) towv acBevidv g opddag
tenofovir disoproxil-tenofovir disoproxil eiye HBV DNA < 400 avtiypago/ml katd v gfdopdda
192. Meta&d tov ao0evav mov EAafov EIKoViKO EAPIOKO KATA TNV TEPi0d0 TNG SITANG TVEANG
Bepaneioc, 10 T0c001To TV acBevav e HBV DNA < 400 avtiypapo/ml avénfnke onuoviikd pHetd
évapén g Bepaneiog avoktng emonuavong pe tenofovir disoproxil (opdda PLB- tenofovir
disoproxil): To 74,1% (40/54) twv acBevav g opddag PLB- tenofovir disoproxil

glyav HBV DNA < 400 avtiypaeo/ml kotd v gfdopdda 192. To 1060616 TV 0.60evmv pe
opaionoinon g ALT katd v efdoudda 192 otnv oudda tenofovir disoproxil-tenofovir disoproxil
nrov 75,8% (25/33) peta&d ekeivov mov ntov HBeAg Oetikol katd v évapén g peréng kot
100,0% (2 ctovg 2 acbeveig) petadd exeivav tov nrov HBeAg apvntikol katd tnv évapén g
perémg. Iopopolo T0c00Td acdevav oTig opdadeg tenofovir disoproxil-tenofovir disoproxil kot PLB-
tenofovir disoproxil (37,5% kot 41,7% avtictorya) Tapovciacav opopetotponn o avii-HBe émg v
eBoopdoda 192.

Ta 6edopéva yio v ootikn Tokvotnta (OIT) amd ) pedétn GS-US-174-0115 cvvoyilovtor otov
ITivaxa 8:
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Mivaxag 8: AZ1oA6YyN01 TG 00TIKIG TUKVOTNTOG KATA TNV évapén g pehétng, Tnv efdopdda 72

Ko TV gfdopdoa 192

"Evapén Epoopdada 72 Epoopdoa 192
tenofovir |PLB- tenofovir |PLB- tenofovir | PLB-
disoproxil- | tenofovir |disoproxil- |tenofovir |disoproxil- |tenofovir
tenofovir | disoproxil | tenofovir |disoproxil | tenofovir | disoproxil
disoproxil disoproxil disoproxil
ﬁfﬁéﬁ?ﬁmﬂ?&i (glg’{)]ifﬁg 0,42 0,26 0,49 0,23 0,37 0,44
TR (0,762) (0,800) (0,852) (0,893) (0,946) (0,920)
Méon (SD) petoforn amod ™
Babporoyioa BMD Z oceuikrg AE AJE -0,06 0,10 0,02 -0,10
poipag TG GmoVOLAIKNG GTHANG (0,320) (0.378) (0,548) (0,543)
Kkatd Vv évapén g perétnc”
Olocopatikn péon (SD) -0,19 -0,23 -0,36 -0,12 -0,38 -0,42
Bobporoyio BMD Z* (1,110) (0,859) (1,077) (0,916) (0,934) (0,942)
Olocopatiky péon (SD)
petafoin amd ) Pabuoroyio AE AE -0,16 0,09 -0,16 -0,19
BMD Z xatd v évapén g (0,355) (0,349) (0,521) (0,504)
perétng”
OII oouikng poipag g 0 0 0
OTOVOLAIKNG OTHANG LEWUEVT A/E ANE (liga/czesv 9 0% gz’g(fe . 32’7 & Oevel
Katé TOLAGYIoTOV 6%P s obevelc) | (2 aobievelo)
Olocwpatikn OIT petwpévn Kotd AE AE 0% 0% 0% 1,9%
ToVAdYIGTOV 6% ° ’ ’ (1 acBevic)
Méon exatootiaio (%) avénon
OIT ocuikng poipag g A/E A/E 5,14% 8,08% 10,05% 11,21%
OTOVOVAIKNG GTAANG
Méon exatoomiaia (%) adenon | g AE 3,07% 539%  |6,09% 7,22%
oAocopotikng OIT ’ ’ ’ ’

A/E = Agv gpapuoletan
“ Ot BaBporoyiec BMD Z dev £yovv TpocapocTel @ Tpog To VoG Kot to Pépoc.
P Kbpio xotodnktikd onueio aocpdelog fog Ty 72" efdopdada

Yt perétn GS-US-174-0144, 89 HBeAg-apvntikoi kot -0etikol aobeveig nhkiog 2 £og <12 etdv pe
ypovia nratitda B élaPav Bepaneia pe tenofovir disoproxil 6,5 mg/kg £mg T péyiotn d6om tv

245 mg (n=60) 1 ewovikd pappako (n=29) wa eopd v nuépa yia 48 efdopndadec. O acbeveig Enpene
va oy Tpotodepamevopevot pe tenofovir disoproxil, pe HBV DNA >10° avtiypoga/ml

(~ 4,2 logio IU/ml) kot ALT > 1,5 X 10 avdTo10 Qucioroyiko opo (ADO) katd T dwwhoyn. Katd tnv
48n gfdoudda, cuvolikd 77% (46/60) twv acbevav oty opddo Bepameiog pe tenofovir disoproxil kot
7% (2/29) tov acBevodv oty opdda Tov gucovikov eoppdkov eiyov HBV-DNA <400 avtiypaga/ml
(69 IU/ml). E&nvta €& toig exatd (38 amd 58) tov acBevav otnv opddo tov tenofovir disoproxil
glyav oporomomuévn ALT katd v 48n gfdopdda oe auykpion pe 15% (4 amd 27) oty opddo Tov
gwovikol poppakov. Eikoot mévte toig ekatd (14 and 56) tov acbevadv otnv opdda pe tenofovir
disoproxil ka1 24% (7 amd 29) tov acbevdv TNV Opdd0 TOV EIKOVIKOD apurdakov tétuyov HBeAg
opopetatponn otnv Efdopdada 48.

H avtondkpion ot Ogpaneio pe tenofovir disoproxil Tov cuykpiciun 6Tovg TPOTOOEPATEVOUEVOVG
kot tpobepamevpévous acBevelg pe 76% (38/50) tv mpwtobepamevdpevev ko 80% (8/10) tav
npobepamevpévav acbevav va emttvyydvouy HBV DNA <400 avtiypago/ml (69 IU/ml) otnv
EBodopdda 48. H avrandkpion ot Bepaneia pe tenofovir disoproxil ftav, eniong, mapdpola 6tovg
acBeveig mov Ntov HBeAg-apvnticol cuykpirikd pe Toug acbeveic mov ntov HBeAg-Oetikol katd v
évapén pe 77% (43/56) tov HBeAg-Betikmv ko 75,0% (3/4) twov HBeAg-apvntikedv acbevav va
emrvyydvet HBV DNA <400 avtiypapo/ml (69 IU/ml) otnv Efdopdda 48. H katavoun twv HBV
yovotOmmv Kot TV Evapén ftav mapdpota avapesa tic opadeg TDF kot siovikod gapudkov. H
mietoynoio Tov acdevav nTav yovotoumov eite C (43,8%) eite D (41,6%) pe pkpdtepn kot mopdpoto
oLYVOTNTA YovoTUTI®V A Ko B (6,7% €kacto). Movo 1 acBevig mov tuyatoromOnke otnv opdda TDF
ntav yovotomov E oty évapén. T'evikd, o1 avianokpicelg otn Beponeio oto tenofovir disoproxil ftav
TapOLOLEG Yo Tovg Yovotimoug A, B, C kat E [75-100% tov acBevav tétuoxe HBV DNA

46



<400 avtiypaeo/ml (69 IU/ml) otnv ERdopdda 48] pe pkpdtepo T0606Td AVIOTOKPIOTG GTOVG
acBeveig pe Aoipwén yovotdmov D (55%).

Metd amd tovhdyiotov 48 £fdonadeg TVPANG TuyaoTouUEVN S Bepameing, kKabe acbevig pmopovoe va
oAa&er og Bepameio avoiktng emonpavong pe tenofovir disoproxil £wg v efdopdda 192. Metd v
efdopdoa 48, n 10AOYIKT KOTAGTOAN dtatnprOnKe Yo 6covg acbeveic eElapfavay SITAd TVEAN
Oepaneio pe tenofovir disoproxil axoiovBodpevn amd Oepameio avouctig emicnpovong pe tenofovir
disoproxil (opada TDF-TDF): To 83,3% (50/60) tov acBevav oty opdda TDF-TDF giyav HBV
DNA <400 avtiypaga/ml (69 TU/ml) v efdoudda 192. Meta&d tov acbevav mov Elafav eukoviko
@appako Katd tnv mepiodo g dSumhd TvPANG Bepaneiog, N avaroyia acbevav ne HBV DNA

<400 avtiypago/ml avé&ndnike onpoavtikd petd m Aqyn Bepaneiog avoktig emonuavong pe TDF
(opéda PLB-TDF): To 62,1% (18/29) tov acbevav oty opddo PLB-TDF eiyav HBV DNA

<400 avtiypagpo/ml v efdopdda 192. H avaloyia acBevav pe opororompévn ALT katd v
gBdoudda 192 otic opnddec TDF-TDF ko PLB-TDF ftav 79,3% ot 59,3%, avtictoyo (Bdost tov
Kpunpiev Tov KeVIpkov epyactnpiov). apduoa mtocootd acbevov otig opddeg TDF-TDF kot PLB-
TDF (33,9% o 34,5%, avtiotoya) Tapovsiacov HBeAg opopetatpony mg v efdopdda 192.
Koavévag acbevig oe kapio opdda Bepomeiog dev giye mapovoidcet HBsAg opopetatponn v
eBdopdda 192. Ta mocootd avrandkpiong otn Bepaneia pe tenofovir disoproxil tnv efdopdda 192
dttnpnOnkav yo 6A0vg Tovg yovotumovg A, B kan C (80-100%) otnv opdda TDF-TDF. Tnv
eBoopdoa 192, eEarxorovbel va mapatnpeitat YopunAdTEPO TOGOGTO AVIOTOKPIONG GTOVG OGOEVELS e
hoipwén yovotumov D (77%), adlAdd pe Bertioon oe cOykpion pe ta omoteAéopata g efdonadag 48
(55%).

Ta dedopéva ootikng mukvotnrag (OI1) amd ) perén GS-US-174 0144 cuvoyilovtol otov [Mivaka 9:

Mivakag 9: AELoAOY|61] 0GTIKIG TVKVOTNTOS KaTd TNV évapén, otnv Efdopdda 48 kot oty
Epdopada 192

‘Evapén Epodopada 48 Epdopada 192
TDF PLB TDF- PLB- TDF- PLB-
TDF TDF TDF TDF
Méon Babporoyio --0,08 -0,31 -0,09 -0,16 -0,20 -0,38
BMD Z oc@viknig (1,044) (1,200) (1,056) (1,213) (1,032) (1,344)
Hotpag mg
OTOVOVAIKNG
otmAng (SD)
Alhayn péomng A/E A/E -0,03 0,23 -0,15 0,21
Babporoyiag (0,464) (0,409) (0,661) (0,812)
BMD Z ocopvikng
poipag g
GTOVOLAIKNG
omAng (SD) amd
™V évapén
Méon -0,46 -0,34 -0,57 -0,05 -0,56 -0,31
OAOCOULOTIKN (1,113) (1,468) (0,978) (1,360) (1,082) (1,418)
Bobuoroyioc BMD
Z (SD)
Alrayn péong A/E A/E -0,18 0,26 -0,18 0,38
OAOCOUOTIKNG (0,514) (0,516) (1,020) (0,934)
Babuoroyiog
BMD Z (SD) an6
my évapln
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‘Evap&n Efoopada 48 Epoopdoa 192

TDF PLB TDF- PLB- TDF- PLB-
TDF TDF TDF TDF

ZUYKEVIPOTIKY
GLYVOTNTO
EUPAVIONG
peioong >4% omod
mv évopén ot A/E A/E 18,3% 6,9% 18,3% 6,9%
BMD ooc@uikng
poipag e
GTOVOVAIKNG
omAng’

ZUYKEVIPOTIKY
GLYVOTNTO
EUPAvVIoNg
peiwong > 4%
amo Vv évapén
otV
OAOCOUOTIKY)
BMD*

A/E A/E 6,7% 0% 6,7% 0%

Méon % avénon AE AE 3,9% 7,6% 19,2% 26,1%
BMD ooc@uikng
Hoipag g
GTOVOVAIKNG
oTHANG

Méon % avénon A/E A/E 4,6% 8,7% 23,7% 27,7%
OAOGMUOTIKNG
BMD

A/E = Agv gpoppodleton
¢ Kavévag emmiéov acbevng dev giye peimon >4% ot BMD népav g efdopddog 48

O Evponaikoc Opyaviopog @apudkmv Exel SOGEL avofodn amd Ty VTOYPEMGT VTOPOANG TV
amoteELecUATOV TV pHEAET®V e To tenofovir disoproxil e pia 1 TEPLEGOTEPEC VITOKATNYOPIES TOV
TS0 TpIkon TANBLGUOV ot Aoipmén amod tov 10 HIV kot ot ypovia nratitide B (BA.
Topaypaeo 4.2 Yo TANPOPOPIES GYETIKA [LE TNV TOLSIOTPIKN XPHON).

5.2 ®appoxoxiviTikéc 1010TNTEG

To tenofovir disoproxil givat éva V30 TOSOAVTO E6TEPIKO TPOPAPUOKO TO OO0 UETATPETETOL TOXEMG
in vivo og tenofovir Kot QoppaAdehon.

To tenofovir petatpémetor evéokvtTopikd oe tenofovir monophosphate kot 6t SpacTIK: O0VGI0 TO
tenofovir diphosphate.

Amoppdonon

Metd ) yopnynomn tov tenofovir disoproxil amd Tov otoOpATOg 08 aobeveis pe HIV, 1o tenofovir
disoproxil amoppopdtat ypriyopa kot petotpénetor og tenofovir. H yopfynon moAlomidv d6Gemv
tenofovir disoproxil pali pe yebpo o acBeveig pe HIV elxe og amotéheopa péoeg tipes (% CV)
tenofovir Cpax, AUC kot Cin 326 (36,6%) ng/ml, 3.324 (41,2%) ng-h/ml ko 64,4 (39,4%) ng/ml
avtiototrya. Ot LEYIGTES GLYKEVIPMOGELS TOV tenofovir TapatnpovVIaL GTOV 0pd LEGO GE L0 MOPO. A0
™ AMyn oV Paprakov ard aobeveic og vroteia Kot pEca 6€ Vo dpeg dTav Aappdvetor pe Ty
tpot. H amd tov otopatog frodiabesyotnto tov tenofovir amd to tenofovir disoproxil og acBeveig
og vnoteio v mepinov 25%. H yopriynon tov tenofovir disoproxil pali pe yedpo vyning
TEPIEKTIKOTNTOG G€ MTOPA ETOENGE TNV 0td TOL 6ToUATOG Prodiadesiuotnta, avédvovtag v AUC
tov tenofovir katd 40% mepimov kot ™ Crmax katd 14% mepinov. Metd v npdn d6om tenofovir
disoproxil og acBeveic petd amd yevpa, n LEoT Cmax 0TOV 0pd KOpovoTay amd 213 émg 375 ng/ml. Ev
TOVTO1G, M Yopnynon tov tenofovir disoproxil pe ehappv yebo eV ETEGPACE GTUOVTIKG OTN
QOpLOKOKIYNTIKY TOV tenofovir.
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Kotavopn

Kotomv evoopréProg yopnynong o dykog katavoung tov tenofovir e otabepn kotdoTaon
vroloyioOnke nepimov ota 800 ml/kg. Metd ™ yopriynon tenofovir disoproxil amd Tov 6T6H0TOG TO
tenofovir KOTOVEUETAL GTOVG TEPIGCOTEPOVS IGTOVGS, LE VYNAOTEPEG GUYKEVIPMGELG GTOVS VEQPOVG, TO
NTop KOl TO TEPLEXOUEVO TMV EVIEP®V (TPOKAVIKES HUeAETEC). H in vitro npmteivikn d€GELOT TOL
tenofovir g TpOTEIVEG TOL TAAGLOTOC 1} TOL OpOV TV HKPOTEPN amd 0,7 Ko 7,2% avtictolya, 6To
€0pog cuykevipooemv tov tenofovir and 0,01 €wg 25 pg/ml.

Buopgtaoynuotioudg

e pueléteg in vitro damotdOnKe 6T ovte T0 tenofovir disoproxil ovte to tenofovir amoteAovv
vrooTpopa Tev eviopov CYP450. Akdua, € onuaviikd HeYaADTEPES GUYKEVIPAOGELS (TEPITOL

300 popéc) amd avtéc mov £xovy mapoatpnOel in vivo, to tenofovir dev avETEINE in vitro To
petafolopd PopUAK®V TOV ENLTEAEL OTOLAONTOTE OO TIG KVPLOTEPES LGOUOPPEG TOL AVOPAOTIVOL
CYP450 ot onoieg ouppetéyovv oto Propetaoynuatiopd tov eapuakov (CYP3A4, CYP2D6,
CYP2C9, CYP2EI 1 CYP1A1/2). To tenofovir disoproxil, e cuykévipwon 100 umol/l dev eiye kopio
enidpaon o€ onowdnToTe and TG 1IoHopeEG Tov CYP450, ektog amd to CYP1A1/2, 6nov
mapotnpnOnke po pikpn (6%) aALE GTOTIGTIKG GTULOVTIKY LEI®OT 6TO HETOPOMGO TOV
vrootpdpatog ov CYP1A1/2. Béoetl avtdv tov dedopévav, 1 mbavotnta eKONA®ong KAVIKA
OTUOVTIK®V OAMAETISpAcE®V TTOV Vo TEPAapPavovy to tenofovir disoproxil kot GAla @appokevTicd
poiovta mov petaforilovror and o CYP450 givon pukpn.

Amofoin

To tenofovir amekkpivetal Kupiog LEGH TOV VEPPDY HECH dUONOTG KOl EVOG EVEPYOD GUGTAIATOG
ocOAMVaPLOKNG HeTaopdgs pe mepimov 70-80% g d0oms va amekkpiveton apeTdfAntn oTo ovpa
Kkatomy evoopAEPrag xoprynong. H ocvuvorkn kdBapon vroroyileton va givon mepimov 230 ml/h/kg
(mepimov 300 ml/min). H veppikn kaBapon €xel vmoroyisbei tepimov ota 160 ml/h/kg (mepimov
210 ml/min), mov givon Tépav ToL PLOUOL GTEPAPATIKNG S1ONONG. AVTO VTTOJEIKVVEL OTL 1| EVEPYOC
COANVOPLOKT] OTEKKPLOT] OTOTEAEL GIILOVTIKO LEPOC TNG améKKplomg Tov tenofovir. Katdmy
¥opNyNons and 1o oTOUA 1) TEAIKN Muicela {on Tov tenofovir lvar kdmov 12 €wg 18 mpeg.

O peléteg katéder&ov 0Tl 1 000G TG EVEPYOD COANVOPLOKNG ATEKKPIONG TOL tenofovir gloppéet 6To
€YY0G COANVOPLOKO KOTTAPO HECH TMV LETOPOPEWY human organic anion transporters (hOAT) 1

Kot 3 Ko EKKPEEL GTOL 0OVPOL LEGH TNG TOALOVOEKTIKNG o€ pappoka Tpoteiviig MRP 4.

TpopptkdTNTO/UN YPOLUKOTNTO

H @oppakokivntikn Tov tenofovir nrav ave&aptntn g d6ong tov tenofovir disoproxil, oto
d060A0Y1KO €0pog amd 75 £wg 600 mg Kol SV EMNPEACTNKE GO TNV EXAVIANYT TOV dOGEMV GE
OTO100NTOTE SOGOAOYIKO EMUTEDO.

Hlwio

Agv &yovv TpaypotonomOel apUoKOKIVITIKEG LEAETEG GE NAIKI®UEVOLS (NAKiaG Thve arnd 65 eTmv).

dvAO

[epropiopéva otoyyeio OYETIKA e TIG POPLOKOKIVITIKEG 1010TNTEG TOV tenofovir 6Tig yuvaikeg dev
VTOOEIKVOOVV CNUOVTIKESG EMOPAGELS (OC TPOG TO PVAO.

EbBvikétra

Agv &youv peretn0el ot QapUAKOKIVITIKEG 1O1OTNTEG CLYKEKPLUEVO GE OLOPOPETIKEG EOVOTIKEC OUADEC.
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TToudrotpikd e TANOLOUOC

HIV-1: Ot pappoxokivnTikég 1010t Teg otabepng Katdotaons tov tenofovir a&toloyndnkav ce

8 epnPfoug aobeveic (Mkiog 12 émg < 18 gtdV) mov giyav TpocsPAindei and tov 16 HIV-1 pe copatkd
Bapog > 35 kg. H péon (= SD) Crax K0t AUCq, givan 0,38 + 0,13 pg/ml kon 3,39 + 1,22 pg-h/ml,
avtiotorya. H ékBeom oto tenofovir mov enetevydn otovg epnfovg acbeveig mov Adpfavav amd tov
oTONATOG NUEPNOlEG 00a¢ELg tenofovir disoproxil 245 mg ftav mapopown pe v kbeom mov enetevydn
6T0VG evilikeg mov Adpfovay epanal nuepnoieg d6celg tenofovir disoproxil 245 mg.

Xpovia nrazitido B: H otaBepng kotdotaong EkBeon oto tenofovir otovg epnfovg acbeveig mov eiyov
polvvOei pe HBV (niikiag 12 émg < 18 etddv) mov eAdufoavay omd Tov GTOUATOG Ld TLEPTOL SO0
tenofovir disoproxil 245 mg ftav Topdpoln pe v £kbeon mov enetedydn oTOLE EVAAIKES TOV
ehapPovay epanal nuepnoteg d6celg tenofovir disoproxil 245 mg.

Agv €yovv mpaypotonomBel pappakoxvnTikég peréteg pe tenofovir disoproxil 245 mg diokia og
Todud nhkiog kato tov 12 eTdv 1 e veppikn dvoiettovpyia.

Neopikn dveAisttovpyio,

O pappokokvntikég Tapdpetpot tov tenofovir kaBopicOnkav petd tnv yopnynon piog d6ong
tenofovir disoproxil 245 mg ce 40 evijlikeg acbeveic mov dev giyov porvvei pe HIV 1 HBV ko
eppavifovv mokidov Babuov veppikn ducieitovpyia Tov kabopicOnke copEova pe v kdbapon
kpeatwvivng katd v Evapén (CrCl) (pustoroykn veppikn Aettovpyia 6tav CrCl > 80 ml/min, Hmo
pe CrCl=50-79 ml/min, pétpra pe CrCl=30-49 ml/min kou coPapn pe CrCl=10-29 ml/min). X¢
cvyKkplon pe acBeveic e puoLoAOYIKN veEPIKN Aettovpyia 1| péom €kbBeon oe tenofovir + otabepd
amokAnon, avénonke and 2.185 (12%) ng-h/ml ce dropa pe CrCl > 80 ml/min ce avtictotya

3.064 (30%) ng-h/ml, 6.009 (42%) ng h/ml ko 15.985 (45%) ng-h/ml o€ acBeveic pe Nma, pétpra Kot
ocofapn| veppikn dvoreitovpyia. Ot docoroyikéc odnyies oe aobeveig pe veppikn dvcAiettovpyia, L
avEnom Tov 60GOA0YIKOD HEGOSIOGTNLOTOC, OVAUEVETOL VO EXOVV OTOTEAEGUA VYNAOTEPEG UEYIOTEG
CLYKEVIPAOGELS TAAGUOTOG Kot YaUnAOTePa Cin ETineda o€ acbeveic pe veppikn ducheitovpyia oe
ovykplon pe acBeveic pe puololoyikn veepikn Aettovpyia. H khvikn onpacio tov avotépom sival
ayvoorn.

e aoBeveic pe veppkn voco telkov otadiov (NNTZ) (CrCl < 10 ml/min) mov £govv avaykn
apokdBapong, Heta&d TV CUVESPLOV Ol GLYKEVIPOGELS TOL tenofovir avénbnkav onuUavTiKd evtog
48 opav, emroyydavovtag pio HEST Cmax TG T@ENG Tov 1.032 ng-h/ml ko péon AUCo.asn TG TAENG TOL
42.857 ng-h/ml.

2UVIGTATOL TO SOGOAOYIKO pecodidotnua yia to tenofovir disoproxil 245 mg va dtopoponoieital o€
eviAkeg aoBeveic pe kaBapon kpeatvivng < 50 ml/min 1| o€ acBeveig Tov oM £xovv NNTX kot
&yovv avaykn aipokabapong (BA. Tapdypao 4.2).

H @oppakokivntikn tov tenofovir o€ acBeveic pe kdBapon kpeatvivig < 10 ml/min kot o€ acOeveic
pe NNTZ mov avtipetoniletol pe meprtovaikn 1 GAAES LOPPEG O1dAVGNG dEV ExEL LEAETNOEL

H @oppakokivntikn Tov tenofovir o€ modiatpikodc aoOeveig pe veppikn Sucoieltovpyio dev €xel
peietnBel. Aev vdpyovv dlabéctpa dedopéva Yo vor Yivouy 0060A0YIKEG GVoTAGELS (PA.

Tapaypaeovg 4.2 kot 4.4).

Hrotikn dvcAeitovpyia,

Y& evilikeg acbeveig pe mokidov Babpov nratikn SucAettovpyia, ol omoiot dev giyav TpocsPinbdei and
tov 10 HIV 1 HBV yopnynfnke povipng d6on 245 mg tenofovir disoproxil copemva pe v Katdtaln
Child-Pugh-Turcotte (CPT). H gpapuakoxivntikn tov tenofovir dev petafAndnke onpuaviikd o€ dtopo
LE MTOTIKT OVGAELTOVPYiEL, VTOSEIKVDOVTOC OTL,0TO GTOLO AVTA OEV OTOLTEITAL OVOTTPOGOPLOYT TNG
doonc. Ot péoeg Tipés (%oCV) Crmax kot AUCo.. Tov tenofovir rav 223 (34,8%) ng-h/ml ko

2.050 (50,8%) ng-h/ml avtictoyya, o€ GUGLOAOYIKA ATOLN GE GUYKPIOT| LE TLG TIUEG
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289 (46,0%) ng-h/ml ko 2.310 (43,5%) ng-h/ml o€ dropa pe pérpio nratikny dSvciettovpyio Kot
305 (24,8%) ng-h/ml o 2.740 (44,0%) ng-h/ml og dropa pe coPfapn nratiky SuoAELTOLPYid.

Ev30-K0TTOpIKEC QUPUOUKOKIVNTIKEC IOOTNTEC

e un moAlomiaciolopeva povomvpnva KOHTTapo ToL TEPLPEPLKOL aipatog (PBMCs) n nuicewo Lon
tov tenofovir diphosphate avevpébnie mepinov otig S0 dpeg, evod n nuicewo (o oe PBMCs ta omoia
glyov VooTEl S1€YEPOT [LE PLTOAOGVYKOAANTIVY] avevpEdnke Ttepimov otig 10 mpeg.

5.3 TIIpoxivikd dgdopéva yia TV ac@dieia

Ot pun KAiKéG HEALETEG POPLOKOAOYIKNG OIGQAAELNG OEV OTOKAADTTOVV 1O1{TEPO KIVOVVO Yo TOV
avBpomo. Ta guprpato ToL TAPATPNONKAV 0TI LEAETEG TOEIKOTNTAG EXAVOAALPOVOLEVOVY OOGEWDY
6€ apovPaiovg, 6e GKOAOLS Kot 6€ TIONKOVG o€ enineda £kOeong peyoldTepa Ao 1 ica, Le To KAVIKG,
emineda £xBeong Kot Le EVOEXOUEVT OYEOT LE TNV KAWVIKNY (PNOT), CUUTEPIAAUPAVOLY VEQPIKT Kot
OGTIKT TOEIKOTITA KO L0 EAGTTOOT| GT1 GLYKEVIPWOT] POSPOpov opov. H ootikn to&ikdtnTa
dyvdodnke og ooteopoiakio (riBnkot) Kot eAdttmon g ootikng mokvotntog (OIT) (apovpaiot kot
oKkOAot). H 0011k To&1kdTNTa 68 VEAPOUG EVIIAKESG 0POVPAIOVS KOl GKOAOVS TOPOVGIAGTNKE GE
exbéoelg > 5 popég v ékbeom o TodraTpikove N eviihikeg acBeveic. Ootikn To&KOTN T
TOPOVGIACTNKE GE VEAPOVS LOAVGHEVOLG TtiBNKOVG 68 TOAD LYMALS KBEGELS HeTd amd vToddpLa
yopniynon (= 40 popécg v ékbeon o acbeveic). Ta vPNUATO TOV LEAETOV GTOVS APOVPAIOVG KoL
TOVG TONKOVG E0E1E0V PUPLOKOEEQPTMUEVT] ELATTIMON TNG EVIEPIKNG ATOPPOPTONG TOL POCPOPOV, LE
mBoavn devtepoyevn peimon g OIL.

Meléteg yovoto&ikotntog KatédelEav BeTikd amotelécpata otny in vitro SOKILOGio AEUPOUATOG
TOVTIKOD, apeifolo amoTeEAEGUATO GE £VO, OO TO GTEAEYT TOV XPTCLULOTOWONKAV 6TO TEGT Ames Kol
nma Betikd anoteréopota otn dokipacio UDS og mpwtoyevi nratokdtropa apovpaiov. Qc1060, T0
OTOTEAEGLLOTO. TTOV OPVITIKA GE L0 i1 VIVO SOKIOGI0L LIKPOTTUPTIVOV LVEAOD 0GTAV TOVTIKOD.

MeAETEC KOPKIVOYEVESNG LE AT TOL GTOWOTOG XOPNYNOT O€ 0POLPAIOVS KOl TOVTIKOVG E€1EQV LOVO
YOUNAT GVYVOTITA EUEAVIOTG OYKWOV TOV dMOEKASAKTOAOL o€ VITEPPOAIKA VYNAT OGN G TOVTIKOVC.
Avtol o1 dyKot dev paiveron va oyetilovtar pe avBpdnovg.

Meléteg TOEIKOTNTOS TNV AVATOPOYMYIKT] IKOVOTITO GE 0POVPAIONG Kot KOUVEALD dEV KATESEEQV
Kapio enidpacn 6Tig TOPALETPOVS TOV (EVYUPMUATOC, TNG YOVILOTNTAS, TNG KUMONG 1] OTIS EUPPLIKES
TapapéTpous. Qotdc0, 1o tenofovir disoproxil peimoe to deiktn Prooiudtnrag Kot 1o fapog Tmv
KOVLTOPLOV GE TEPL- KL LETAYEVVNTIKEG LEAETES TOEIKOTNTAG GE SOGELS TOEIKES YOl TN UNTEPQL.

H dpaoctikn ovoia tenofovir disoproxil kot o KOplo TPOidVTO PETAGYNUATICLOD TNG Elvar avOeKTIKd
610 TEPPEALOV.

6. OAPMAKEYTIKEX TAHPO®OPIEX

6.1 Kotdhroyog ekddyomv

Tvpnvog diokiov

MikpokpuGTaAAIKNY KuTTapiv

Movoidpikn Aaktoln

Y dpo&umpomvuiokuTTopivi YOUNANG VTOKATAGTACTG

KoAlog1dég Gvudpo mopitio
2TEATIKO LOyVIGL0
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EmixcAoyn pe vuévio
Ynrpopehdoln

Movobddpikn Aaktoln
Awo&eido tov titaviov (E171)
Tpuoxetivn

Ivdwokappivio Kvavo (E132)
6.2 Aocvpparotnreg

Agv gpapudletar.

6.3 Awgpkera Cong

2 xpovia.

IMo t1g préieg povo:
Metd to mpdTO Avorypa: ypnoiponoteite evtdg 90 nuepdv

6.4 Iowitepes mpourders katd T @O aEN TOV TPOidVTOg

Mn puAdcoete og Beppokpacio peyarvtepr tov 25 °C. DVAACGETE GTNV APYIKT GLCKELOGIN Yo VO,
TPOCTOTEVETAL ATTO TO (PMG KAL TNV VYPOAGia.

6.5 ®von K GVOTATIKA TOV TEPIEKTY

D1 amd moivaBviévio vyning tukvotrag (HDPE), pe €1d1ké topa aocpoleiog yio modid
eToypévo amd molvmpomvrévio (PP) pe vmootpopa eraymykig cuyKOAANGoNG dAOL VIOV Kot
aQLYPAVTIKO VAIKO (YEAT mupttikoD 0EE0G), Tov dratifeton oTa akdAovda peyédn cuokevaciog:

30 emkaivppéva pe AeTTO LUEVIO dloKio Kol TOAVGVOoKEVOGiEG TOL TTEPLEXOLY 90 (3 cvoKeVGiES
tov 30) emkaivppéva pe Aemtd vUEVIO doKial.

Yvokevaociec kuyéAng (blister) and OPA/Alovpivio/PE/Amoénpavticd/PE- Alovpivio mov mepiéyovv
10 1 30 emxoroppéva pe Aemwtd vpévio dokia.

Adprtn ovokevacio koyeing (blister) povadog doomg and OPA/Alovpivio PE/Amoénpavticd/PE-
Alovpivio mov wepiéyet 30 x 1 emkaivppéva pe Aentd vpévio diokia.

Mmropei va unv KukAOQOpovV OAEC 01 GUGKEVOGIES.

6.6 Iowitepeg mpoPuracers amdppryng

Kda0e aypnoiponointo @opuakevtiKo Tpoioy 1| VIOASUN TPETEL VO, ATOPPITTETOL COUPOVA LE TIG
KATO TOTOVG 16YVOVGEG OYETIKEG JIUTAEELS.

7. KATOXOZX THX AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN
IpAavdia
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8. APIOGMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/16/1129/001
EU/1/16/1129/002
EU/1/16/1129/003
EU/1/16/1129/004
EU/1/16/1129/005

9. HMEPOMHNIA IPQTHX EFKPIZHX/ANANEQXHY. THX AAEIAX

Hpepounvia mpatng £ykpiong: 08 Aekepppiov 2016

Hpepopnvia tedevtaiog avavémong: 26 Avyovatov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TANpoeopieg yio 10 TapdV pOPUAKEVTIKO TPOIOV etvarl dtaBécipec 6ToV SIKTLOKO TOTO

tov Evponaikod Opyoaviopov Oappakov:
http://www.ema.europa.eu
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ITAPAPTHMA 11

MHAPAXKEYAXTHX(EYX) YIEYOYNOZX(OI) I'TA THN
AIIOAEEMEYXH TQN ITAPTIAQN

OPOI'H HEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

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

Ovopa kot d1evBvvon Tov(TeVv) TapacKeLOSTH(®V) TV givat LVIEVHVUVOG(OL) Yio TNV UTOSEGHEVOT| TOV
TapTIdOV

McDermott Laboratories Limited T/A Gerard Laboratories T/A Mylan Dublin
Unit 35/36 Baldoyle Industrial Estate,

Grange Road, Dublin 13,

IpAavdia

Mylan Hungary Kft
Mylan utca 1,
Komarom, 2900,
Ovyyapia

Mylan Germany GmbH

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

Bad Homburg v. d. Hoehe,

Hessen, 61352,

Tepuavia

270 £VILTIO QUALO 0ONYIDV XPNOTG TOL POPLOKEVTIKOV TPOTOVTOG TPETEL VO, AVOLYPAPETOL TO GVOLLOL
Kat 1 d1evBuvon Tov Tapayyov oL eitvat LITEVBVVOGS Y1oL TNV ATOOEGEVGT) TG CYETIKNG TAPTIOAC.
B. OPOI'H HEPIOPIEMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH
DapprokevTIKO TPOIOV Y10, TO OTOT0 ATALTEITOL TEPLOPICUEVT TP cuvTayn (PBA. Topdptnua I:
[epiinym tov Xopaktnpiotik®v tov [Ipoidvtog, Tapdypapog 4.2).

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX

. Ex0¢oe1g meprodikng wapakorovdnong g acpdirerag (PSURS)

O1 amoutioets yo v vrofoin twv PSURS yia 10 ev Aoy® @oppakentikd mpoidv opilovion

GTOV KOTAAOYO UE TIG NUEpOUNVieg avapopds g Evoong (katdAoyog EURD) mov mapotiBeton

otV mapdypago 7, tov apBpov 107y, g odnyiag 2001/83/EK kot kdOe emakdiovdng
EMIKOLPOTOINGNG OTIMG ONLOCIEVETAL GTIV EVPOTOIKT] SIKTLAKT] TOAT Y10 TO PAPLLOKCL.

A.  OPOI'H NEPIOPIZMOI ZXETIKA ME THN AX®AAH KAI ATTIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY IIPOIONTOX

. Xyéo10 orayeipiong Kivovvou (ZAK)

O Karoyog Adelag Kvkhogpopiag (KAK) Ba die&aydyet Tig amattovpeveg dpactnploTnTeS Kot

TOPEUPACELS PAPLOKOETAYpOTVIOTG OTT™S Tapovctilovtal 6To cupemvndéy ZAK mov

napovotdleTar otnv evotnta 1.8.2 g ddelng KukAoPopiog Kot 0To1EGONTOTE ETUKOAOLOES
eykekpipéves avadempnoelg tov TAK.
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‘Eva emkaiporomnpévo XAK Oa mpénet va kototebe:

. Metd and aitnpa tov Evponaikod opyavicpod Ooppdkov,

. OnotedNTOTE TPOTOMOLEITAL TO GVGTNUO SloyEIPLONG KIVOHVOU, EOIKE MG ATOTELEGHO ANYNG
VE®V TANPOQOPUDY TOV UTOPOVV VO ETLPEPOVY GNUAVTIKY] OAAQYT] OTN GYECT] OQPEAOVG-KIVIUVOL
N ®¢ omoTELEG A TNG EMITEVLENC EVOG GNUAVTIKOD OPOCTLOL (PAPHOKOETOYPOTVIION 1
glayiotomoinon Kvdvvov).
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IMAPAPTHMA I1I

EIIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIZ TTIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAZXIA

KOYTI ®IAAHX KAI ETIKETA ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tenofovir disoproxil Viatris 245 mg emikodvppéva pe Aentd vuévio diokia
tenofovir disoproxil

2. YXYNOEXH XE APAXTIKH(EX) OYZIA(EY)

KéBe emxoroppévo pe Aemtd vpévio diokio mepiéyet 245 mg tenofovir disoproxil (wg maleate).

3. KATAAOI'OX EKAOXQN

[epiéyet povotidpikr] Aaktolr. AvorpéEte 6To PUALO 0ONYIDVY Y10 TEPIGCOTEPEG TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emucoloppévo pe Aemtd vpévio diokio

30 emwaAvppéva pe Aemtd vpévio diokial.

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

AwPaote T0 PUALO 0INYIDOV XPNOTG TPV Al TN YOPNYNON.

Ao oTOHATOC YpNOoM

6. EJAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION ITPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETTIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, TV onoia dev PAETOLV Kot dev Tpoceyyilovv To ToIdLd.

7. AAAH(EY) ETIAIKH(EY) ITPOEIAOITIOTHXH(EIX), EAN EINAI AITAPAITHTH(EX)
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8. HMEPOMHNIA AHZHX

AHEH

<uévo yio To Koutt>
Hupepounvia avoiyparog:

<ylo. TNV €TIKETA PLAANG KO TO KOLTI >
Metd to mpdTo dvorypa, ypnolonoteite vidg 90 nuepav

9. EIAIKEX XYNOHKEX ®YAAZHX

Mn gpuAdooete og Beppokpacio dve Tmv 25 °C. GVAACcoETE GTNV APYIKT] GLCKELOGIN Y10l VO
TPOCTATEVETAL OO TO PG KOL TNV VYPOCia.

10. TATAITEPEX ITIPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TQN
YIHOAEIMMATQON ITOY NTPOEPXONTAI AITIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

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

IpAavdia

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/16/1129/001

13. APIOMOZX ITAPTIAAX

Hoprtida:

| 14. TENIKH KATATAZH I'TA TH AIAGEXH

| 15. OAHI'IEX XPHXHX

| 16. TTAHPO®OPIEX XE BRAILLE

[uovo yio. to kovti]
Tenofovir disoproxil Viatris 245 mg
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17. MONAAIKOX ANATNQPIEZTIKOZ KQAIKOX — AIZAIALTATOX T[PAMMQTOX
KQAIKAX (2D)

SoumepAapBAaveTol ypoppKkog Kmokog 2A Tov PEPEL TO LOVOSIKO aVOyVMPLOTIKO.

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQPIXMENA
AITO TON ANOPQIIO

PC
SN
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ENAEIZEIX IIOY HIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI IOAYXYXZKEYAXIAY (ME BLUE BOX)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tenofovir disoproxil Viatris 245 mg enucaAvppéva e AenTd VUEVIO dlokia
tenofovir disoproxil

2. XYNOEZH XE APALTIKH(EX) OYZIA(EX)

KaBe emkoloppévo pe Aemto vpévio diokio mepi€yel 245 mg tenofovir disoproxil (mg maleate).

3. KATAAOI'OX EKAOXQN

[Mepiéyer povoddpikn Aaktoln. AvatpéEte 6To PUAAO 0OMNYLDV Y10 TEPICCOTEPEG TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI TEPIEXOMENO

Emwoadoppévo pe Aentd vpévio dtokio

[MoAamAn cvokevacio: 90 (3 cvokevacieg Twv 30) emkaivppéva pe Aentd vUEVIO diokial

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HEHX

Amd otopaTOG XPTION
Awfaote 1o GOALO 0N YLDV XPHONG TPV OO T YPNOT.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXIETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na pvidoocetar o€ 0éom, TV onoia dev PAETOVV Kot dgv Tpoceyyilovv To TOIdLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

Metd to mp®dTO Avoryua, ypnoilponoteite evioc 90 nuepov.
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9. EIAIKEX YYNOHKEX ®YAAZHX

Mn pvidcoete o€ Oeppoxpacio dve tov 25 °C. DuAACCETE GTNV OPYIKT CLGKEVAGIN Yo VOl
TPOCTATEVETAL OO TO PG KOL TNV VYPOCia.

10. TAIAITEPEX TPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TQN
YIHOAEIMMATQN ITIOY MIPOEPXONTAI AITIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

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

IpAavdia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1129/002

13. APIOMOZX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHEHE

‘ 16. TTAHPO®OPIEX XE BRAILLE

Tenofovir disoproxil Viatris 245 mg

17. MONAAIKOX ANATNQPIETIKOZ KQAIKOY —AIXAIALTATOX T[PAMMQTOX
KQAIKAX (2D)

A163166T0TOG YPAPR®TOS KOdwKaS (2D) mov @épet Tov TEpAN@HEVTO LoVadSIKO avayVOPIOTIKO KOSIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX -~ AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX I1OY IIPEITEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA

EXQTEPIKO KOYTI ITOAYXYXZKEYAXIAY KAI ETIKETA ®IAAHXE (XQPIX BLUE BOX)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Tenofovir disoproxil Viatris 245 mg emkaAvppéva Le AemTd LUEVIO dtoKia
tenofovir disoproxil

2. YXYNGOEXH XE APAXTIKH(EX) OYXZIA(EYX)

Ka0e emucoivppévo pe Aemtd vpévio diokio mepieyel 245 mg tenofovir disoproxil (w¢ maleate).

3. KATAAOT'OX EKAOXQN

[epiéyet povotidpikr] Aaktolr. AvorpéEte 6To GUALO 0ONYIDVY Y10 TEPIGCOTEPES TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI NEPIEXOMENO

Emwadoppévo pe Aertd vpévio dtokio
30 emkoAvppéva pe AeTTO LUEVIO dlokia

<[ T0 €00TEPIKO KOVTL TNG TOAVGVOKEVAGTIOG: >
Mépoc ToAOTANG GVOKEVAGTNG, OEV TOAEITAL YWOPLOTA.

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Ao oTOHATOC YpNOoT
Awfaote 10 PUALO 0dNYIDOV XpNOTG TPLY ATd TN (PN OT.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEMNEI NA ®YAAXXETAI *E OEXH THN OIIOIA AEN BAETIOYN KAI
AEN ITPOZETTIZOYN TA ITAIATA

No purdooceton g BEon, v onoia dev PAETOVY kot dev TPooeyyilovv To TodLd.

7. AAAH(EX) EIAIKH(EX) MPOEIAONOIHZH(EIX), EAN EINAI ATAPAITHTH(EX)
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8. HMEPOMHNIA AHEHX

AHEH

<uoévo yio To KouTt>
Hpepopnvia avoiyparog:

<yl TNV ETIKETO QLIANG Kol TO KOUTE>
Metd to Tp®dTO Gvotypa, xpnoilponoleite evioc 90 nuepov.

9. EIAIKEX XYNOHKEX ®YAAZHX

Mn gpuAdooete og Beppokpacio dve Tmv 25 °C. GvAAcoETE GTNV APYIKT] GUGKELOGIN Y10l VO
TPOCTATEVETAL OO TO PG KOL TV VYPOCia.

10. TAIAITEPEX ITPO®YAAZEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TQN
YIHOAEIMMATQN ITOY MTPOEPXONTAI AITIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

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

Iphovdia

12. APIOGMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1129/002

13. APIOMOX [TAPTIAAX

Haptida

‘ 14. TENIKH KATATAZEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. HNAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANATNOPIZTIKOX KOAIKOX — ATSAIAXTATOX TPAMMOTOX
KQAIKAX (2D)
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18. MONAAIKOZX ANATNOPIZETIKOX KOATKOX — AEAOMENA ANATI'NQXIMA AITO
TON ANOPQIIO
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ENAEIZEIX IIOY HIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTIT'TA KYYEAH (BLISTER)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tenofovir disoproxil Viatris 245 mg enucaAvppéva e AenTd VUEVIO dlokia
tenofovir disoproxil

2. XYNOEZH XE APALTIKH(EX) OYZIA(EX)

KaBe emkoloppévo pe Aemto vpévio diokio mepi€yel 245 mg tenofovir disoproxil (mg maleate).

3. KATAAOI'OX EKAOXQN

[Mepiéyer povoddpikn Aaktoln. AvatpéEte 6To PUAAO 0OMNYLDV Y10 TEPICCOTEPEG TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI TEPIEXOMENO

Emwoadoppévo pe Aentd vpévio dtokio

10 emkaivppéva pe AenTo LUEVIO dloKio
30 emkaAvpUEVO LE AETTO VUEVIO dloKin
30 x 1 emxoAvppéva e AETTO VUEVIO SLoKIaL

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Am6 otopaTOG XPIION

Awpdote To pUALO 0ONYIDOV XpYoNG TPV amd TN (PN oM.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION IPEIEI NA ®YAAXXIETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, TV onoia dev PAETOLV Kot dgv Tpoceyyilovv To ToIdLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX YYNOHKEX ®YAAZHX

Mn pvidcoete o€ Oeppoxpacio dve tov 25 °C. DuAACCETE GTNV OPYIKT CLGKEVAGIN Yo VOl
TPOCTATEVETAL OO TO PG KOL TNV VYPOCia.

10. TAIAITEPEX TPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TQN
YIHOAEIMMATQN ITIOY MIPOEPXONTAI AITIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

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

IpAavdia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/16/1129/003
EU/1/16/1129/004
EU/1/16/1129/005

13. APIOMOX [TAPTIAAX

Haptida

‘ 14. TENIKH KATATAEZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. HNAHPO®OPIEX XE BRAILLE

tenofovir disoproxil viatris 245 mg

17. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX —AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A163166T0TOG YPAPU®TOS KOdwKaS (2D) mov épet Tov TEpANEHEVTO LoVadSIKO Vo yVOPIOTIKO KOSIKO.

18. MONAAIKOZ ANAI'NQPIETIKOX KQAIKOX ~AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIXTEX ENAEIEEIX TIOY IIPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH (BLISTER)

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Tenofovir disoproxil Viatris 245 mg emikaAvppEva PLe AETTO VUEVIO dloKia
tenofovir disoproxil

| 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AHEHX

AHEH

| 4. APIGMOZX MMAPTIAAZX<, ETOIXEIA AOTH KAI KQAIKOI MIPOIONTOX>

Hoaptida

| 5. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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®YrAo 0dNYIOV ypriong: IIAnpoopiss Yo Tov acOevi)

Tenofovir disoproxil Viatris 245 mg emkaioppéva pe Aemtdé vpévio dokia
tenofovir disoproxil

Awpaote TPoGEKTIKA 0AGKANPO TO GVAAO 031 YIAV YP1OG TPV OPYICETE VA TALPVETE AVTO TO

PaPROKO, OLOTL TEPLAAPUPAVEL GILAVTIKES TANPOPOPIES YU GOC.

- Duiagte avtd T EUALO 0N YLDV Yprions. Towg ypelaotel va to dopdoete Eava.

- Edav éxete mepartépm amopieg, p@ToTe TOV Y1ATPO 1| TOV QOPUOKOTOLO GOG.

- H ovvtayn yia avtd 1o pappoko yopnynnke amokAeloTiKd yio cog. Aev TpENEL va SOGETE TO
QappaKo o€ GAAOVS. Mmopel va Toug Tpokarésel PAAPT, koM Kot OTAV To oMUeia TG
acBéveldc Toug givort 101 [Le ToL O1KA Gag,.

- Ed&v mapotnproete kKanowo avemBOunTn evEPYELD, EVILEPADGTE TOV YLOTPO 1) TOV PAPUAKOTOLO
60G. Avtd 1oyvel kat ylo KaOe mhoavn avemlBOUNT EVEPYELD TTOV EV AVOPEPETOL GTO TOPOV
@OAAO 0ONYUDV YprionG. BAéne mapdypago 4.

T Tepréyer 1o Tapév vALo 00N YLOV:

T givon to Tenofovir disoproxil Viatris kot ot givat 1 gp1ion Tov
T mpéner va yvopilete mpwv ndpete to Tenofovir disoproxil Viatris
g va napete to Tenofovir disoproxil Viatris

[MBavég avemBounteg evépyeteg

IMog va puidcoetal to Tenofovir disoproxil Viatris

[Tepreyduevo tng cuokevasiog Kot AOITES TANPOPOPIEg

IRl

Edv avto 10 pappoko £xel ovvtoyoypoa@n0sl yio To ta1di 6og, 6NUELOGTE 0TL OAES OL
TANPOPOPIES 6TO TAPOV QVALO 00OV YP1ioNGS 0TEVOVVOVTUL 6TO TULSL GUGS (GTNV TEPITTOGT
ovT), SrePdote «to madi 600 avTi Yo «EGEISH).

1. T givar To Tenofovir disoproxil Viatris kot wowa gival n yprion Tov

e To Tenofovir disoproxil Viatris mepiéyetl m dpactikn ovaia tenofovir disoproxil. Avtin
dPAGTIKY 0VGIN ElVaL £VO AVTIPETPOIKO N AVTI-UKO GAPIOKO TOV ¥PTGLULOTOLELTOL Y10, TN
Bepamneio tng HIV 1 HBV Aoipméng 1 kou twv dvo. To tenofovir givor vovrdeotidikog
AVOOTOAEQS THG OVATTPOPNS UETAYPAPATHS, EVPEMS YVWoTO G NRTI ko Aeitovpyel
mapepfaivoviag 6t ucloAoyikn Agttovpyio Tv evidumv (otov HIV avaorpopn
uetaypapaocy, oty nrotitoa B DNA molvuepdon) ta omoia eivol ovoidon yio Tnv
avamroapayoyn tov 1wv. Zto HIV, to Tenofovir disoproxil Viatris tpénel mavta vo
YPNOLUOTTOLEITAL GE GLVIVAGUO [ AALA PapLaKa Yo TNV avTiipeT®nion s HIV Aolpwéng.

Ta Tenofovir disoproxil Viatris 245 mg diokia givar ayoyn yie v Aoipoén andé tov HIV (16g

AvBpamivng Avocoaverapkelag). Ta Siokia givatl katdAANAa yio:

. EVIIMKEG

. gpnPovg nhkiog 12 ¢mg kGT® TOV 18 £TOV 01 00101 £Y0VV 1101 AGPer Oepameia pe GALa
oappaka yo. HIV ta omoia dev givat mAéov mANpmG AmoTEAEGUATIKA AOY® avATTUENG OVTOYNG 1|
€XOVV TPOKAAEGEL AVETIOVUNTEG EVEPYELEG.

Ta Tenofovir disoproxil Viatris 245 mg diokia gival exiong ayowyn ywo ™ xpoévia nroritido B,
pa Aoipoén a6 Tov HBV (166 e nratitidag B). Ta diokia eivar katdAAnAa yio:

. EVIIAIKEG

. gpnPovg nhkiog 12 émg kdT® TOV 18 £TOV

Agv givan amapaitro va éxete HIV yia va vropindeite og Oepameio pe to Tenofovir disoproxil Viatris
vy HBV.
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To edappako avtd dev amoterel Bepaneia g HIV Aoipméng. Evd Aopfavete Tenofovir disoproxil
Viatris e&arxoAiovbei va vrdpyet kivduvog vo avortd&ete Aoméelg 1 dAleg acBéveleg mov oyetifovton
pe v HIV Aoipwén. Mropet eniong va petaddcete HBV oe dhdovg, y1” avtd etvar onpoavtikd va
AOUPAVETE TIG OTOPOITNTEG TPOPVAGEELS Y10 TV OTOPULYH TNG HETAOOOTS TOL 10V.

2. T péner va yvopilete npwy napete 1o Tenofovir disoproxil Viatris

Mnyv wapete 10 Tenofovir disoproxil Viatris:
- Xg mepintmon arrepyiag oto tenofovir, tenofovir disoproxil 1] 6 omolodnToTE AALO OO TOL
GLGTATIKGE OVTOV TOV PAPHAKOL TOV AVOPEPOVTIOL GTNV TOPAYPAPO 6.

Av w16 1oy0eL Yo 560G, EVI|IEPDOTE APUEGOGS TO YIOTPO 6agS Kol punyv ndpete 10 Tenofovir
disoproxil Viatris.

Ipogrdomomoeis kon TpoPuAGEeLS

To Tenofovir disoproxil Viatris d¢ peidvel tov kivovuvo petddoong tov HBV oe dhhovg pécm
ce&ovalkng emaeng N LoAvveng Tov aipotoc. [lpénel va cuveyicete va maipvete Tpo@uAGEELS
TPOKELEVOL VO TO ATOPVYETE.

AmevBuvbeite oTov Y10Tpd 1] TOV QoproKonold cog mpwy tapete to Tenofovir disoproxil Viatris.

. Av giyote 6to TOpeELOOV KATOLX VEQPPIKT TAON 6N 1] AV 01 £€eTAGELS 6Og £0E1EAY OTL £YETE
npofinpa pe Tovg veppovg cac. To Tenofovir disoproxil Viatris dev mpémet va yopnyeital o€
gpnPoug pe vrdpyovra veepikd tpoPfinpata. Ipv and v Evapén tng Oepaneiag, o yaTpog
cag 0o cag {ntnoet voeXoUEVMG OpIoUEVES EEETAGEIC OiLATOG Yo VA a&LOA0YNGEL T Agttovpyia
TV veppmv oag. To Tenofovir disoproxil Viatris evééyetat va emnpedoetl Tovug veppoHc oag
Kkatd ™ odpkeln tng Oegpameiog. O yloTpog cag evogyetar vo oag (NTNoEL Vo KAVETE eEETACELS
aipatog kaf' 6AN TN Sudpkela tng Bepameing TPoKeEPEVOL va TapaKoAovOEl Tmg Aettovpyohv ot
veppoli coc. Edv eiote evilikag, o yuotpog cag gival mbovo vo cag cupufovAevost va Aappavete
Ta d1okia Alydtepo cuyvd. Mn peuwoete T cuvtayoypaenuévn doon, av dev cag to {ntnoet o
YTpog Gag.

To Tenofovir disoproxil Viatris dev yopnyeitar cuvibwc, 6tav Ndn maipvete GALQ pApLOK TOV
evdgyetar va PAGyovv Toug veppovg oag (PA. AAAa pdpuaxa ko Tenofovir disoproxil Viatris).
Av map” 6ho avTd 1 yopnynon tov kpbel amapaitntn, o yioutpog cag fa mapakorovbei
VEQPIKN 60G Aetrtovpyia og efdopadiaio Bdon.

. AV VTTOQEPETE ATO 0GTEOTOPOGT, £YETE IGTOPIKO KATOYUATOV TV 00TMV 1) EYETE TPOPAN AT
LLE T0L 0GTA GOG.

Mpoppata 06TOV (TOL EKINADVOVTOL MG ETILOVOG 1] EMBEWVOVUEVOG TOVOG GTA 0GTA Kot
KOTOAN YOOV HEPIKEG POPEG OE KATAYLOTO) UTOPEL va eppavicTodv g&attiog tng PAAPng ota
KOTTOPO TOV VEQPIK®V coANvapiov (BA. tapdypapo 4, ITifavés avemBounteg eVEPYeIES).
Evnuepdote Tov y1otpd TOU Tad1o0 6og €6v To Taudl oG £XEL TOVO GTA 00TH 1 KOTAYLLOTO.
To tenofovir disoproxil pmopel eniong va Tpokarécel anmAelo 06TIKNG TukvoTNnTaG. H o
£VTOVT OTTMAELN OGTIKNG TUKVOTNTOG TapatnpnOnke o KAvikéG peéTec 6Tav ot acheveig
élaPav Bepaneio pe tenofovir disoproxil oe cuviLACUO LE EVIGYVUEVO OVOGTOAEN TPOTEACTS.

Ievikd, vdpyovv afePartdTnTeG GYETIKA UE TIG EXOPACELG TOL tenofovir disoproxil ot
pokpompofecun vyeia TV 06TOV Kol TOV LEALOVTIKO KivOuvo KaToyUdTt®Vv o EVIAIKES Kot
ToudloTpiKovg acbeveic.

Opopévor eviihikeg aoBeveig pe HIV mov Aappdavovy cuvévacpod avtipeTpoikng Bepameiog
propel va ovamtHEOLV Lo 0GOEVELD TMV 00TMV TOV AEYETOL OGTEOVEKPMGT (VEKP®GT TOV

00TiTN 16700 TOL TPOKOAEITOL A0 EAAELYT] ALULATMOOTG TOV 06ToV). H Sidpkeia Anyng tov
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GLVOLOCLOV AVTIPETPOTKNG Bepameiag, 1 ¥pNON KOPTIKOGTEPOEWMV, 1] KATOVAA®GT AAKOOA, 1|
cofapr] avocoKaTAGTOAN, 0 VYNAOTEPOS deikTng NAlag cdpaTog pumopel Heta&d ALY vo gival
OPIOUEVOL OO TOVG TOAAOVG TOPAYOVTEG KIVODVOL Yo TNV EUPAvion Tng vocov. Evoei&elg tng
00TEOVEKPMOONG glvan 1) Suokapyio e apdpwonc, EVoyANcelg kat Tovol (11aitepa 6To YoQo, T0
YOVOTO KoL ToV Mpo) Kot Suokolia atny kivnor. Edv mapatnprioete onotodnmote and avtd tao
GUUTMTOUOTO, EVILEPDOTE TO YTPO GOG.

Xolntiote pe 10 Y10TPO 60C, AV £XETE IGTOPIKO NTOTIKIG VOGOV, cvpmepriapfavopivng g
nratitoas. Acbeveic e nratikny voco coumeptiapfovopuévng e xpoviag nroatitidag B i C, ot
omoiot Aapfavouv aviipetpoikn Bepaneio, ppaviCouv avénpévo kivovvo eupdviong coPapov
Kol SuvNTIKAE BovoTnEOPOV NITATIKOV EMTAOKOV. AV €xete Aolpwén and nratitda B, o yiatpog
cag Oa Kpivel pe Tpoooyn GyETIKG e TO Tola glvar 1) KoAVTEPN Bepomeia yio oag. Av €xete
1OTOPIKO NTATIKNG VOGOL N Aoipwén and ypovia nratitida B, o yiatpdc cag Ba cag vrofaiet o
e&etdoels aipoTog yio va Tapakolovbel v nratiky cog Aettovpyia.

No pocéyete TIg hotpdEers. Av taoyete and tpoywpnuévn HIV hoipwén (AIDS) ko éxete
Kamola Aolumén, EVOEXETAL VO EKONADCETE CUUTTOUOTA AOTUWOENG KO PAEYUOVNC | EXIOEIVOOT)
TOV COUTTONATOV TPOoLTapYovcag AoipwEng apdtov Eekivnoete Bepamneia pe Tenofovir
disoproxil Viatris. Ta cupuntdpate vt Propet vo vrodNA®VOLY OTL TO 0VOGOTOUTIKO GOG
ovotnpa €xet evioyvbel kot katomoiepd tn Aoipwén. Eivon mbovo va epoavicete onpeia
QAeypovig N Aoipwéng Alyo petd v Evapén Bepanciog pe Tenofovir disoproxil Viatris. Av
TAPOTNPNOETE onpeio PAEYHOVIG 1| AOTU®ENC, EVIIHEPDGTE UPECOS TO YIUTPO GUG.

Ext6g and 116 evkouplokéc Aouméels, avtodvooes dratapayés (Lio katdotaon mov ppaviletot
OTOV TO OVOGOTOMNTIKO GUGTIUO EMTIOETAL GE VY 1GTO TOV CAOUATOG) UTOPEL EMioNG VO
EUPAVICTOOV PeTd v Evapén Ayng eapudxkov ywo ) Bepaneio tg HIV Aoipwéng.
AvT0odvoceg dlatapoyEg LITOPEL VO ELPAVIGTOVY TOALOVG UNVEG LETA TV Evapén Tng Bepameiog.
Edv mopatnpnoete omoladnmote copuntdpata AIH®ENG 1) GALG GUUTTOUATO, OTMG HVTKN
advvapio, advvapio Tov apyilel ota ¥Epta Kot Ta TOS Kot KIVEITAL ETAV® TPOG TOV KOPUO TOV
COUOTOG, aicOHN U0 TOAU®Y, TPOUO 1] VTEPKIVITIKOTNTO, TOPIKAAEIGHE VO EVILEPDGETE TO
YTPO GOG AUECHOG VIO VO GG GUUPOVAEVGEL Y10l TV OTOPOITNTN Ay@Y.

Xvlntiote pe 10 Y1aTPO 1) TO PUPRAKOTOLO GUS AV £i6TE AvO TOV 65 gT@v. H ypron tov
tenofovir disoproxil dev €yel peletnOel oe acbeveic dvm TV 65 eTmdV. Av gioTte Gvod TOV

65 et@v Kot oag dobet cuvtayn pe Tenofovir disoproxil Viatris, o yuotpdg cog Oa npénel va cog
TAPOKOAOVOEL TPOGEKTIKA.

Mowra ko épnpor

Ta Tenofovir disoproxil Viatris 245 mg diokia gival katdrAinia yo:

epnPovg pe HIV-1 Loipoén nhiog 12 ¢mg kdto Tov 18 etd@v mov Luyilovv TovAdyioTov
35 kg kar wov £xovv 116M Aaper Ospaneia pe dAla pappoka yio HIV ta onoio dev givan miéov
TANPOG ATOTELEGUATIKA AOY® QVATTTUENG AVTOYNG 1] £X0VV TPOKAAEGEL AVETIOOUNTESG EVEPYELEG
epnPovg pe HBV roipwén nikiog 12 £éoc kato tov 18 etdv mov {uyilovv Tovrdyiotov

35 kg.

Ta Tenofovir disoproxil Viatris 245 mg diokia d€v gival katdAAnAa yio T okOAovOeg NAKLoKEG
opadec:

Agv poopilovror yro wondrd pe HIV-1 hoipmén niwiog kdto tov 12 etdv
Agv mpoopilovtal Yo tandra pe HBV hoipmEn nlikiog kdto tov 12 etov.

IMa ™ docoroyia, PA. mapdypao 3, 1o va wapete to Tenofovir disoproxil Viatris.

Alha gappoko ko Tenofovir disoproxil Viatris
Evnuepdote Tov y1o1po 1 TOV QUpUOKOTO0 00G AV TAipVETE, EXETE TPOGPATA TAPEL 1 UTOPEL VO
mhpeTe AAAL PApLOKAL.
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Mnyv ctapoatiocete va naipvete omowadnmote avii-HIV @appoxka cog £yel cuvtayoypapcel o
ywTpdg oag otav Eexvioete Bepancio pe Tenofovir disoproxil Viatris, edv €xete Tavtdypovo HBV
wot HIV.

. Mnyv ntapete To Tenofovir disoproxil Viatris av naipvete 10n dAia eappoia to omoio
nepigyovv tenofovir disoproxil 1 tenofovir alafenamide. Mnv naipvete To Tenofovir disoproxil
Viatris padi pe pdppaxa ta onoia mepiéyovv adefovir dipivoxil (éva dppoxo mov
ypNoonoteital yuo T Oepameia tng xpoviag nratitidag B).

. Eivol oA 6npavtikd va EV|HEPDGETE TO YI0.TPO GAS, AV TALPVETE GALO QAPPRAKA TOV
pmopel va pAdyovy Tovg ve@povg cac.

e avtd meptlopPavovro:

01 OUVOYAVKOGIOEG, 1 mevtadivn N n Pavkopvkivy (yio Baktnploky] Aoipwén),

N apgotepikivn B (Yo pokntiacikn Aoipmén),

1N OCKOPVETN, 1 YKavewkAoPipn 1 To cidofovir (yuo 10yevi Aoipwén),

N wtepAevkivn-2 (Yo T Bepaneio Tov Kapkivov),

10 adefovir dipivoxil (yio to HBV),

to tacrolimus (yio TNV KATOGTOAY TOV OVOGOTOWTIKOD GLUGTIHOTOG),

L1 GTEPOELDN aVTIPAEYUOV®DON appoka (MEAD, yia TV avaKoOPLoN TOVOV TOV 0GTMV N
HOTK®V TOVAOV).

. Alha @appoke. Tov mePExovy ddavocivy (kata s HIV hoipwéng): H Aqyn tov Tenofovir
disoproxil Viatris poli pe aAla avtukd eappoke tov tepiéyovv didanosine, vdéyetat vo
avénoet ta enineda g didanosine 610 aipo Kot va PEIDOCEL TOVG apBpods TV kuttapaov CD4.
dAeypovn T0V TAYKPEATOG KOl YOAOKTIKT 0EEMOT] (TEPIGGELN YOAUKTIKOV 0EE0C GTO QLO), TOV
umopel eviote va mpokarécetl avato, avapipnkay omdvia Katd T cuveLOSUEVT ANy
eopuaxkmv Tov tepiEyovy tenofovir disoproxil kat didanosine. O yuotpdg cog Oa e€etdoet
TPOCEKTIKG €0V O Gog yopnyNoel cuvdvacpovs tenofovir kat didanosine.

. Eivol emiong onuavTiko va EVI|HEPAOETE TOV YIUTPO 6aG GV AapPdvete
ledipasvir/sofosbuvir, sofosbuvir/velpatasvir 1| sofosbuvir/velpatasvir/voxilaprevir og Ogpamneio
v v nrotitda C.

To Tenofovir disoproxil Viatris pe Tpo1) xor motod
Maipvete 1o Tenofovir disoproxil Viatris pe tpoen (Yo Tapddstypa, Le Evo yeOHa 1) v TpOYELPO
yeoua).

Kinon kot Oniaocpog

Edv gicOe éykvog 1 OnAalete, vopilete 0t1 pmopei va €icbe £ykvog 1) 6yed14LeTE VO OMOKTHGETE T,
{ntnote ™ cupPovAn TOL YTPOL 1| TOL PAPLAKOTOLOD GOG TPOTOV TAPETE ALTO TO PAPLLAKO.

o Tlpoomadiote va amo@iyeTe vo peiveTe £YKV0G Katd TN didpkela tng Oepaneiog pe
Tenofovir disoproxil Viatris. IIpénet va ypnoytonoteite pio amoteAeopoTiKn HéBod0
OVTIGVAANYNG, TPOKEWEVOD VO ATOPVYETE Uio EYKVLOGUVT).

o Av éyete Maper to Tenofovir disoproxil Viatris katd ™ Sidpkelo g €yKupoGvuVNG 6aG, 0
YTpog 6ag pmopel vo {NTNoEL va KAVETE TOKTIKEG EEETAGELS OLATOG KOl AAAOVG
SyveOoTIKOUG ELEYYOVG TPOKEEVOD VA TAPAKOAOVOEL TNV avamTtuén Tov Tadod cag. e
a1l tv onoimv ot untépeg EAaPav NRTIs katd tn didprela tng eyKLUOGHVNG, TO OPELOG
g mpoctaciog omd Tov HIV vrepeiye Tov Kivddvov evdeyOuevav avemBountov evepyeidy.
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e Edv elote untépa pe HBV Aoipmén kot 10 popod cag EraPe Bepaneia yio tnv TpoAnymn g
petadoong g nratitdog B katd tov toketd, pmopeite vo OnAdoete To veoyvo 6ag, OAAG
TPENEL TPOTA VO, ameLOVVOEITE GTOV Y1ATPO TOL TASLOV GOG Y10 TEPICCOTEPES TANPOPOPIEC.

e O Onlaoudc dgv ovvieTdTal o€ yuvaikeg mov {ouv pe tov 10 HIV, kabmg 1 Aoipwén and tov
10 HIV pmopel va petadobei oto Ppépog pécw tov untpkov yaiaktog. Eqv Onialete N edv
oKENTESTE VoL ONAdoeTe, o TPEMEL VUL TO GVENTIGETE PE TOV YIATPO GOG TO GUVTOROTEPO
duvoTov.

OdMyNoN KOl YEPIGROS UNYAVIVATOV

To tenofovir disoproxil pmopel va tpokarécel LaAn. Av acbdaveote (oMopuévoc evd TtaipveTe T0
Tenofovir disoproxil Viatris, pnv 0d1nye€ite 1] KAVETE TOSNAATO KAl U Y PN CLOTOLEITE EpYyoreia N

pnyovipota.

To Tenofovir disoproxil Viatris wepiéyer Aaxtoln

Evnuepoote to Yiotpo cag wpiy wapete o Tenofovir disoproxil Viatris. Edv o ylotpdg cog 6dg
éxel el 0T €yete dvoavedio og KATOlo oAKYaPa, ETKOVOVIOTE LLE TOV YIOTPO GOG TPV TAPETE ALTO
TO POPAKEVTIKO TPOTIOV.

3. Hog va nwapete 1o Tenofovir disoproxil Viatris

[avtote va TaipveTe TO QAPLAKO OVTO AVOTNPE COLEOVO. LLE TIG 0ONYIES TOV YIOTPOL 1) TOV
@oppakomolov cog. Eav éxete appifolries, pmtnote To Y1Tpo 1 TO POPLUKOTOLO GOG.

H cvviet®dpevn 6001 sivor:

. Evijlikeg: 1 diokio v nuépa pe tpoen (Yo mapadetypa, pe Eva yebpo 1 Eva TpOYXEPO YEVLLWL).

. "Epnpor nhkiog 12 émg katm tov 18 etdv mov {uyilovv Tovidytotov 35 kg: 1 diokio v
nuépa pe Tpon (Yo mapaderypa, pe Eva yedpo 1 Eva TPpOYEPO YEV Q).

Edv €yete 1d1aitepn dvokorio otV KOTATOGT, pUropeite vo Opvppatioete To diokio pe v axpr evog
KovtoAob. Katomv avapi&te m oxovn pe mepimov 100 ml ((od motipt) vepov, YuUov TOPTOKAALOD 1y
YOHOV GTAPLAIOD KOl TEITE TO AUECWC.

. Ilavrote va TaipveTe TN 0061 TOL 60 GLVEGTIOE 0 YLOTPOS 6ac. 'Etot Ba eEacparicete 0T
TO PAPUOKO GOG Elval TANP®G aTOTEAEGHOTIKO Kot Oo peidoete TV mOavOTNTA OVATTUENG
avtoyng otnv Bepaneio. Mnv adddEete T docoroyia y®pPIg TNV EVIOAN TOL YLATPOV GOG.

. Av gloTe eVIMKOG KOl £ETE TPOPMIATE PLE TOVG VEQPOVS GOG, O YIOTPOG GOG EVOEXETAL VO
oag cvotnostl vo maipvete 1o Tenofovir disoproxil Viatris Alydtepo cuyvd.

. Av &xete HBV, o yuotpdg cog pmopei va cog mpoteivet Edeyyo yio HIV yio va dtomotdoet ov
&xete tavtoypova HBV kot HIV. Avatpé€ete ota guAla 0dnytdv xpnong tTmv GAlov
OVTIPETPOTKDV PAPUAK®V Y10t 0N YIEG OYETIKA LE TN ANYT TOV QAPUAKDY OVTOV.

. AMES LOPPES OLTOV TOV QAPLEAKOV UTOPEl Vo gival KATAAANAOTEPEG V1o acBeveic mov Exovv
dvokolia oty katdmoot. Potnote Tov y1atpd 1 TOV GOPLUKOTOL0 GOg.

Eav napete peyorvtepn 60on Tenofovir disoproxil Viatris awoé tnv kavoviki)

Edv mapete katd Adbog nepiocdtepa diokia Tenofovir disoproxil Viatris an’ 6,11 mpénet, pmopel va
dwatpéyete avEnpévo Kivouvo va TapovcsticeTe TOOVES avemBOUNTEG EVEPYELES LLE 0T TO PAPLLOKO
(BA. mapdypago 4, ITiBavés ovemBounteg evépyeieg). LoPPOVAEVTEITE TO YIOTPO GOG 1) TO TANGLECTEPO
TUN O ETELYOVTOV TEPIOTATIKMV. Nol Kpatdte T O1aAn Le To diokio pali cog, £T61 doTE Vo Umopeite
€0UKOAO VO TEPLYPAYETE TL EXETE TAPEL.
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Eav Eeyaoete va napete 10 Tenofovir disoproxil Viatris

Etvon onpavtico va punv mapareiyete d6om Tenofovir disoproxil Viatris. Edv mapaieiyete pia doom,

VROAOYIoTE TOON MPa £(EL TEPAGEL A0 OTAV EMPETE VOL TNV ELYOTE TAPEL.

. Eav givan Aryotepo amd 12 @peg amd v dpo mov cuvibmg Ty maipvete napte v 660 10
duvatod YpNYopOTEPO KOL GTT) GUVEXELD TAPTE TNV ETOUEVT] TPOYPOUUOTIGUEVT] HOCT TNV
KOVOVIKT] TNG MPal.

. Av gival TePLecOTEPO 06 12 APES OO TNV DOPO TOL ENPETE VO TNV ELYOTE TAPEL, UNV TAPETE
avtv mov mapoieiyate. [epyévete kot Tdpte TNV emdUEVN OGT GTNV KOVOVIKT TNG dpa. Mnv
TAPETE OUTAT SOOT] Y10, VO OVATTANPAOCETE TO SIOKI0 TOL EEYAGOTE.

Av KaveTe EPETO péca o€ pia dpa oo T Mjyn Tov Tenofovir disoproxil Viatris, tapte £éva aAlo
dwokio. Agv ypetdleTon va mhpete GALO O10Kio, av KAveTe EUETO POV EYEL TEPAGEL o PO OO TN
My tov Tenofovir disoproxil Viatris.

Edv otapatioete va maipvere To Tenofovir disoproxil Viatris

Mnyv crapartioete va maipvete to Tenofovir disoproxil Viatris ywpig va cog cuppovredoet o yiotpog
cag. H dwakonn| tng Bepaneiog pe 1o Tenofovir disoproxil Viatris evoéyetal va odnynoet o€ peimon g
OTOTEAECLLOTIKOTNTOG TNG Bepomeiog Tov GoG £YEL GLGTNOEL O YIATPOG GOC.

Av éyete nrorinida B 11 HIV ko nratitide B pali (cuvurdpyovoa LoipmEn), sivol moAd
OoNUaVTIKO Vo un dtaxdyete ) Oepameia pe to Tenofovir disoproxil Viatris ympig vo evnuepdoeTe To
Ytpod coc. YrnpEav Tepimtdoelg KoTd TG onoieg ot eE€TACELS aipatog N 1 cvumtopatoAoyio E61Eav
eMBEVMOT NG NTaTitidng o€ aobeveic mov diEkoyav T Ay tenofovir disoproxil. Evééyetot va
YPEWOTEL va KaveTe eEETAGELG AILOTOG Y10 APKETOVG UIVES LETA TN dlakoT TG Bepamneioc. Xe
pepkots acbevelg pe Tpoympnuévn NIOTIKn vOco 1 Kippmaon, dev cuvictdtal dlokom g Bepameiog,
KaOdC ovTd Pmopel va 0dNYNGEL OTNV EMOEIVOOT] TNG NTATITIONG GE PEPIKOVS OO AVTOVG TOVG
acBeveic.

. Evnuepoote 10 yotpod cog mpv dtakoyete 1o Tenofovir disoproxil Viatris yio omolodnmote
AOY0, E101KA av PudVETE KATOEG AVETIOVUNTEG EVEPYELEG 1 OV £XETE GAAN VOGO.

. Evnuepdote apécmg to yrotpd oG av TopaTnpioETE VEQ 1] 0oVVIOIGTA GUUTTOUOTA LETA TN
dtokom g Oepamneiag, 101ng cCuUTTOHOTA TOL TIoTEVETE OTL oyYeTilovTan e TV nratitido B.

. Enucowmvnorte pe to yuotpd cag tpv apyicete va maipvete Eava ta diokia Tenofovir disoproxil
Viatris.

Edv éxete mepiocdtepeg EpOTNCELS GYETIKA UE TN XPTOT AVTOV TOL POPUAKOV, POTNGTE TO YOTPO 1) TO
(QOPLOKOTOLO GOG.

4. MBavéc avemBOuNTES EVEPYELES

Koatd ™ dibpkela g Bepaneiog katd tov HIV evdéyeton va mapovsloctel avEnon Tov coOUOTIKOD
Bapoug Kot Tev emmEdwV TV Mmidiov Kot TG YAuKOINng 61o aipo. Avtd cuvdEeTar eV PHEPEL e TNV
OOKOTAGTACT TNG VYEIOG KOt TOL TPOTOL {®NG, EVED OTNV TEPITTMON TOV AMTSI®V TOV aiplaTog,
OpPOUEVES POPES 0peileTon og avTd KaBavTd To appaka katd tov HIV. O yutpog cag Oa
TPOYUATOTOOEL EEETAGELS Y10 TIG LETAPOAES QVTEG.

Onwg 6o To pApLOK, £TCL KOL GVTO TO PAPUOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, AV
Kot 6gv Topovclalovtal 6 GAOLG TOVG AVEPMOTOLG.
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MBavéc cofapéc avemBOUNTES EVEPYELES: EVIUEPDOTE APUEGAOS TO YLUTPO GUG

. H yaraxtikn o&émon (tepicosia YoLakTiKoD 0EE0C 6TO aipa) givor pua emwavia (Umopel va
emnpeacel £0g 1 og kabe 1.000 aobeveic) aAhd coPapn Kot dvvnticd BovaTneopog avemBOUNTN
evépyetn. O o K4t avemBounteg evépyeleg umopel va givan onpeio yoloktikng o&émong:

. Babeia, Tayeio avoamvon

. vvnAia.
vavTio, EPETOG KO KOIAOKOG TOVOG

Av vouilete 011 TdoyeTe and YOAIKTIKI 0EEMGT], E100TOOTE APEGOS TO YIOTPO GUC.

Alrec mOBavég coPapéc avemBOuNTES EVEPYELES

Ot axoAovBeg avemBountes evépyetes eivar Oy ovyvég (avtég umopel va ennpedoovv péypt 1 otovg
100 acBeveig):

. KOLALOKO GAyog (TOVOG GTNV KOIALOKT YOPO) AGY® QAEYHOVIG TOV TOYKPEUTOG

. BAGPN ota KOTTOPO TOV VEPPIKOV GOANVAPI®V

Ot axoAovBeg avemBountes evépyetes elvar omavieg (avtég umopel va ennpedoovv péypt 1 otovg
1.000 acBeveic):

. (QAEYLLOVT] TOV VEQPOD, GLYVOOVPia Kot aicOnpa diyag

. aAlayés 6Ta 00Pa GOG Kl TOVOG 6T PEGT AOY® VEQPIK®V TPOPANUATOV,
GUUTEPTAOUPAVOUEVIC VEQPIKNIC OVETAPKELOG

. 00TEOHOAOKIN (TTOV CLUVOIEVETAL OO 0GTIKO AAYOG KOl KATAAYEL LEPIKES POPES GE
Katdypota), 1 onoia pmopet va gppaviotet eEattiog PAAPNG oTa KUTTOPA TOV VEPPIKOV
coANvapiov

. MaOdES Nap

Edv vopilete 0T pmopei va £eTe 0TO1001)TOTE 0O AVTEG TIS GOPapsg avemOOUNTES EVEPYELES,
angvBuvlsite 670 YI0TPO GOC.

MeprocéTepo ocvyvic avemBOuNTEg evEpyELES

Ot ax6AovBeg avemBouNTeC evépyeteg elvarl TOAD cVYVES (AVTEG UTOPEL VO EXNPEAGOVY TOVAGYLGTOV
10 otovg 100 acBeveic):
. duappota, EUETOG, vavTtia, (oA, e&avOnua, aicOnua advvapiog

O1 eletdoeig umopel emions va ogiéovv:
. UELMUEVO, ETITEDD POGPOPOV GTO OO

Alreg mOavEG avemOBOUNTEG EVEPYELES

O1 akdlovBeg avemBounteg evépyeleg eivan ovyvég (anTég pmopet va emnpedoovy péxpt 10 otovg

100 acBeveig):

. TOVOKEPAAOGC, KOIMOKOG TOVOG, KOTMGT), aiGON L0l TOUTAVIGHOV, LETEMPIGUOG, ATMOAELNL OCTIKNG
TUKVOTNTOG

O1 eletdoeig umopel emions va ociéovv:
. TPOPANOTA GTO NTTOP

Ot ax6AovBeg avemBouNTeC evépyeleg givar 0yL ovYVvEG (aVTEG Umopel va emnpedoovy péypt 1 atovg

100 acBeveig):
. LiKY| omodoun o, poadyio 1| poikn advvapio

77



O1 eetdoeig umopel emiong va ociéovv:

. LEWDOELS GTO KAALO TOV Oi{LATOG
. avénuéva emineda Kpeatvivng oto aipa
. TPOPANATA GTO TAYKPENS

H poikn amoddunon, n ooteoporokio (Tov GuvodebeToL amd 00TIKO GAYOG KO KOTOANYEL LEPIKES
(QOpég o€ KATAyHaTa), 1) LLodyio, 1 LUK advvapio Kol Ol HELWGELG GTO KAALO 1) GTO PAOGPOPO TOV
aipatog, pmopet va epeaviotovy e&aitiag PAAPNG oTa KOTTOPA TV VEPPIKOV COANVOPI®YV.

Ot axo6AovBeg avemBounTeg evépyeteg eivar omavieg (avtég umopel va ennpedoovy peypt 1 otovg
1.000 acBeveic):

. KOWMOKO GAY0G (TTOVOG GTIV KOWAOKT Y®dpa) AGY® GAEYLOVIAS TOL HTATOG

. 0101 L0 TPOGMOTOV, XEILEMV, YADGGOS 1| AULLOV

Avo@opd avemOounTOV EVEPYELOV

Edv mopoatnpnoete Kamowo avemiBOunt eVEPYELD, EVIILEPDGTE TOV YIOTPO 1| TOV PAPUAKOTOO GOG.
AvT0 1oVt Ko Yo kéBe mhavr avemBountn evépyela mov dev avapEPETAL 6TO TAPOV PUAAO 0ONyUDV
ypnons. Mropetite emiong va avagépete avembountes evépyetes ansvbeiog, Lécw Tov eBvikod
GULOTILLOTOG OVAPOPAG TOL avaypapeTol oto [apdptnua V. Mécm tng avapopds avemBountmv
EVEPYEL®V Umopeite va fondncete 6T GLALOYN TEPIGGOTEP®V TANPOPOPLDY GYETIKA UE TIV OACPAAELN,
TOV TOPOVTOG POPUAKOV.

5. o va puidooetar To Tenofovir disoproxil Viatris
To @dappako avtd TPEMEL Vo LAACCETOL GE PLEPT] TOV OgV TO PAETOVV Kol OV TO POAVOLV TO TOdLA.

Na pn xpnoHonoteite 0vtd T0 PAPUOKO LETA TV NUEpOUNVi ANENG TOL OVAPEPETAL GTI PLAAT KoL
010 kovuti petd v {AHEH}. H nuepopnvia Aqéng etvor n teevtaio nUEPO TOV UNVO TOV AVOPEPETOL
ekel.

Mn gpuAdooete og Oegppokpacio peyarvtepn tov 25°C. DLAGGGETE GTNV OPYIKT) GLCKEVOGIN Y10 VO,
TPOCTOTEVETAL ATTO TO (PMG KOl TNV VYPOGia.
Mo T1g Qrédeg: PeTd TO TPAOTO GAvOrypa TNG PLAANG, YpNoIoToLeite viog 90 nuepmv.

Mnyv metdte QAPLOKA GTO VEPO TNG AMOYETELGNG 1| OTA OKLOKA amoppippata. Potiote to
(QOPLOKOTOLO GOG Y10 TO MG VO TETAEETE TO, PAPUOKO TOV OEV YPTOLUOTOLEITE M. AVTH TO, pLéETPo, Oa
Bonncovv otnv tpoctacia tov mepPaAiovtog.

6. Ilepreyopevo TG 6VGKELOGIAS KO AOITES TANPOPOPiES

T nepréyer o Tenofovir disoproxil Viatris

- H dpactikny ovoia eivan to tenofovir disoproxil. Kéfe diokio Tenofovir disoproxil Viatris
nmepiéxet 245 mg tenofovir disoproxil (mg maleate).

- Ta dAlo GoTaTIKG €IV LIKPOKPLOTUAAKT KUTTOPiVY, povoidpikh Aaktdln (BA. mapdypapo 2
To Tenofovir disoproxil Viatris wepiéyer doxtoln), vopo&umpomvAiokuttapivi, aGvudpo
KOALOEWES TLPITIO, OTEATIKO Laryviiolo, VIPOUEALOLN, d10&gidio Tov Titaviov (E171),
TpLoKeTivn Ko Adka tvdkokappviov kvavn (E132).

Epgavion tov Tenofovir disoproxil Viatris ka1 wepieyépevo mng cvekevaciog

Ta emucaioppéva pe Aemtd vpévio diokia Tenofovir disoproxil Viatris 245 mg givat 6tpoyyvAd,
apeikvpta, ovolkTod YoAALlov ¥pOUATOG S16Ki0 TOV PEPOVV GTN Uit TOVG TAEVPA YOPAYUEVT TV
évoelgn «TN245» kot otnv GAAN TV £vOeEn «M».

To eappoxo datifetor 6€ TAUCTIKEG PLOAEG LE E01KO TOUN OCPUAELNG Y10, TALOE Ko pepPpivn
oppayong, ot onoieg mepiEyovv 30 emkaAvppéva pe AeTtd VUEVIO diokia, KaBdS Kot o8
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TOAVGLOoKEVAGIEG TV 90 eMKAAVUUEVOVY e AETTO VYEVIO StoKimV, 01 0moieg TEPLEYOLY 3 PLAAES e
30 emoAoppévo pue Aemtd vpévio diokio Ekaot. Ot pidieg Tepiéyovv emiong Enpavtikd péco. Mnv
KATAVOADVETE TO ENPOVTIKO LEGO.

Ta dwokia datiBevtan eniong og cuokevacieg kKVyEANG (blister) mov mepiEyovv 10, 30 1 30 x 1 (Lovada
doong) dwokia.

Mmropei va unv KuKAo@OopovV OAEG 01 GUGKEVUGIES.

Katoyog Adcrag Kvkhopopiog
Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

IpAavdia

HMapackevacTiig

McDermott Laboratories Limited T/A Gerard Laboratories T/A Mylan Dublin
Unit 35/36 Baldoyle Industrial Estate,

Grange Road, Dublin 13

Iphavdia

Mylan Hungary Kft
Mylan utca 1,
Komarom, H-2900,
Ovyyapia

Mylan Germany GmbH

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

Bad Homburg v. d. Hoehe,

Hessen, 61352,

Ieppavia

INoa omoladnmote TANpoPopio GYETIKA LE TO TAPOV PAPLOUKEVTIKO TPOiOV, TapaKaAeiche va
amgvBuvleite 6TOV TOTIKO AVTITPOGMTO TOV KATOXOL TNG AdEWG KVKAOPOPIOG:

Belgi¢/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: + 370 5205 1288

Bbuarapust Luxembourg/Luxemburg

Maiinan EOO/] Viatris

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

Ceska republika Magyarorszag

Viatris CZ s.r.0. Viatris Healthcare Kft.

Tel: +420 222 004 400 Tel.: +36 1 465 2100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: + 4528 11 69 32 Tel: + 356212201 74
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Deutschland

Viatris Healthcare GmbH

Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

EALada
Viatris Hellas Ltd
TnA: + 302100 100 002

Espaiia

Viatris Pharmaceuticals, S.L.

Tel: +34 900 102 712

France
Viatris Santé
Tél: + 33437257500

Hrvatska
Viatris Hrvatska d.o.o
Tel: +385 123 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

Island
Icepharma hf.
Simi: + 354 540 8000

Italia
Viatris Italia S.r.1.
Tel: +39 02 612 46921

Kvnpog

GPA Pharmaceuticals Ltd.

TnA: + 357 22863100

Latvija
Viatris SIA
Tel: + 371 676 055 80

Nederland
Mylan BV
Tel: + 31 (0)20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel.: +48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romaéania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: + 358 20 720 9555

Sverige
Viatris AB
Tel: + 46 (0)8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited
Tel: + 353 18711600

To mapév vrro 0dN IOV YpiioNs avadempnOnke Yo TelevTaio gopd otic {MM/EEEE]}.

AgmTopepn TANPOQOPLOKE GTOLXEIN Y10t TO TPOTOHV aVTO Eivar d1abEca GTOV SIKTVLOKO TOTO TOV
Evponaikod Opyavicpod Gopudkav: http://www.ema.europa.eu
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