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MEPIAHYH TQON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka 200 mg/245 mg emtkaAvppévo pe Aemwtd vpévio diokia

2. MOIOTIKH KAI IIOXOTIKH XYNOEXH

Kabe emucoloppévo pe Aemtd vpévio diokio mepiéyel 200 mg sutpiottapmivng kot 245 mg
Sdtoompo&ihikng tevopofipng (toodvvapovv pe 300,7 mg nAeKTpIKNIG S160TPOEIMKNG TEVOPOPipNG 1
136 mg tevopoipng).

"Exdoyo(a) ue yvootn épdon

KdéBe emxaroppévo pe Aemtd vpévio diokio mepiéyel 80 mg povoddptknig Aaktolng.

I"oa tov TAp1 KatdAoyo Tov ekdoOY®V, PA. mapdypoeo 6.1.

3. ®APMAKOTEXNIKH MOP®H

EmwcaAvppévo pe Aemtd vuévio diokio (10kio).

Ta Emtricitabine/Tenofovir disoproxil Krka emkaivppéva pe Aemntd vpévio diokia, givor xpdpotog
UTAE, 0OEN, oueikvpta diokia, dStuotdoemv 20 mm x 10 mm.

4. KAINIKEX IAHPO®OPIEX

4.1 OgpamevTikég evdeiterg

Ocporeia e HIV-1 Aoituwdng

To Emtricitabine/Tenofovir disoproxil Krka evésikvutor o¢ avtipetpoikn aywyn cuvovasov yio )
Oepaneio evniikov mov &yovv TposPindel amd tov 10 HIV-1 (BA. mopdypago 5.1).

To Emtricitabine/Tenofovir disoproxil Krka evdsikvuton emiong yio ™ Oepaneio epnPov mov Egovv
wpooPindei amd tov 16 HIV-1, ue avroyn oe NRTI 1 to&ikdtnTEG TOL QtoKAEioVY TN ¥p1oN
TapaydvIoOV Tp®dTNG YPUUUNS (PA. mapaypdeovs 4.2, 4.4 ko 5.1).

Ipopdlaln mpwv omo v éxbeon (PrEP)

To Emtricitabine/Tenofovir disoproxil Krka evésikvutol 6e GuVOLAGHO [E TPAKTIKES OLCPOAETTEPNC
6€£0VOMKNG ETAPNG Y10 TNV TPOPVAAEN TPV amd TNV EkBeom e oKomd TN HeI®ON TOL KIvoHVou
gpedvions g oeEovaiikmg petaddopevng HIV-1 holpméng og eviilikeg kat prfoug vyniov
Kwdvvov (BA. Tapaypdeovg 4.2, 4.4 ka1 5.1).

4.2  Aocoloyia Kon TpémTOS YOPNYNONG

H évap&n tov Emtricitabine/Tenofovir disoproxil Krka mpémet va yiveton amod yrotpd pe epmeipio 6to
YePopd Aoudéewv and tov 16 HIV.

Aocoloyia

Ocporeio tov HIV oe evijlixes kou epnfovs nlixiog 12 etav ko avo, ue fapog 35 kg tovddyiarov: ‘Eva
dwokio, pio popd nuepnoimg.

LHpoinyn tov HIV oe eviixes kou epnfoos nlixiog 12 etdv kar dvw, e Papog 35 kidd tovldyiotov:



"Eva diokio, pio gopd npepnoiog.

AwTiBevion LEPOVOLEVO GKEVACOTO ELTPICITAUTIVIG Kol S1G0TPOEIMKNG TEVOQORipNg Yo T
Oepaneio Tng HIV-1 Aolpwéng ebv kpiveton amapaitn 1 dtokon 1) N Tpomomoinom tng 66ong evog
a6 o cuotatikd Tov Emtricitabine/Tenofovir disoproxil Krka. [TapakaieicOe dnwg avatpé&ete oty
[epidinyn tov Xapakmmpiotik®v Tov [Ipoidvtog yio avTd To PopUOKEVTIKE TPOIOVTO.

Edv mapoareipBel kdmolo d6om tov Emtricitabine/Tenofovir disoproxil Krka evtdc 12 wpov and ™
ouvnn dpa Aqyng g doong, To Emtricitabine/Tenofovir disoproxil Krka mpénel va Anebei 660 t0
SuVaTOV GUVTOUOTEPA. KOl VO, CUVEXLOTEL TO KOVOVIKO d0G0A0Y1KO Tpoypappo. Edv mapaieipbei
kdmolo d6om Tov Emtricitabine/Tenofovir disoproxil Krka yio mepiocotepo amd 12 dpeg ko mincidlet
N Gpa Yo TV EMOpEVN 8001, dev Tpénet va Anedel ) d6on mov mapaieipOnie oAAd Tpémel va
GUVEYIOTEL TO KAVOVIKO HOCOAOYIKO TPOYPOLLLLAL.

Y mepintmon epéTov evtog 1 dpoag amd ) Afyn tov Emtricitabine/Tenofovir disoproxil Krka, npémnet
vo. IneBet éva dAlo diokio. Edv o éuetoc exdnimbel apdtov mepdoetl TeplocoTePO 0md 1 dpa PETA T

Ay tov Emtricitabine/Tenofovir disoproxil Krka, dev mpémet va AneOei dgvtepr doom).

Ewdkoi mAnfvopuoi

Himciowuévor
Agv anouteiton Tpocappoyn g 66ong (PA. Tapdypapos.2).

Negpixn dvolertovpyia

H gptprortoumivn kot 1) tevo@oBipn amopakpivovTol e VEPPIKT] OmEKKPLoN Kot 1) £ékbeon oty
EUTPLOLTOUTIVI Ko 0TV TEVOQORipn avédvetal o€ dtopa e veepikn duahertovpyia (BA.
Topoypaeovs 4.4 kot 5.2).

Evnlixec pe veppixn ovalerrovpyio.

Ye atopa pe kabapon kpeotwvivng (CrCl) <80 mL/min, To Emtricitabine/Tenofovir disoproxil Krka
TPENEL VAL YpNoLomoteiton Lovo edv Bewpeitar OTL Ta, EVOEXOUEVI OPEAT VITEPTEPOVV TMOV OVVITIKAOV
Kivovuvev. BA. ITivaxa 1.

MMivakag 1: Ao60roYIKES CVGTAGELS O EVIMKES PE VEQPPLKT] dVGAELTOVPYI

Ozgponcio g HIV-1 hoipwéng Mpo@vialn mpwv amd TV
£éx0gon
"Hmwo veppuci [Mepropiopéva dedopéva and kKhvikég peréteg | [eplopiopéva dedopévo. omd
dvchiettovpyia vrootnpilovv v epanaé nuepniola doom KAVIKEG PEETEG
(CrCl1 50-80 mL/min) (BA. mopdaypago 4.4). vrootnpilovv v epdmas

nuepnota d6on og Gropo
yopic HIV-1 doipmén pe
CrCl1 60-80 mL/min. H yprion
dev cLUVIGTATOL GE GTOUOL
xopic HIV-1 Aoipwén pe
CrCl < 60 mL/min xafmg dev
&xel pehenBel o€ avTod TOV

TANBvoUO
(BA. mapaypagovg 4.4
Kot 5.2).
Métpia veppikn| Youviotdron yoprynon ke 48 dpeg e Baon Agv cuviotdrton ) xprion o€
dvorertovpyia (CrCl N SIHOPP®GT) TOV PAPUUKOKIVITIKOV avTo ToV TANOLGUO.
30-49 mL/min) SESOUEVOV Y10l TV EUTPICITOUTIVI] KOL TN
Stoompo&idikn tevopofipn amd T xoprynon
epana& d06ong oe dropa yopig HIV Aoipwén
e dlapopeTikd Pabuod veppikng
dvchettovpyiog (BA. mapdypapo 4.4).
YoBapr| veppikn Agv cuviotdrtor Kab’ 61t pe to diokio Agv cuviotdton 1) ypnon o€
Sdvoettovpyia GLVOVAGHOD dgV UTOPOVV Va emLTEVYHOVV 01 avTo ToV TANHLCUO.




(CrCl <30 mL/min) ko KOTOAANAEG LEDGELS OTY] SOOM.
acbeveic vrd opodidivon

THoudiozpirog wAnQooudc e veppixn dvoiertovpyia
Agv cuvietdTol 1) xpron o€ dtopo NAkiog Kot Tov 18 etdv e veppikn duvciertovpyia (BA.
Tapdypopo 4.4).

Hrozikn dvolertovpyio
Agv amouteiton Tposappoyn g d0ong o€ acbevelg pe nratikn duciertovpyia (PA. mapaypdpovs 4.4
Kot 5.2).

THoudrazpixog minBoouog
H acpdielo Kot 1 0ToTEAECUATIKOTITO TOV GLVOVOUGUOD ERTPICITOUTIVIG/OGOTPOEIMKNG

tevopofipng o mandid nikiog kdtw Tv 12 etdv dev £xovv Tekunplmbet (PA. mapdypopo 5.2).

Tpomog yoprynong

A76 otopatog yopnynon. Eivar mpotiudtepo 1o Emtricitabine/Tenofovir disoproxil Krka va
Aappdveron padi pe Tpoen.

To emkaivppévo pe Aemtd vpévio diokio pmopei va dtoivbel o mepimov 100 mL vepo, yvpov
TOPTOKOALOD 1] GTOPLALOD Kot va AneOet apécwc.

4.3 Avrevosigeg

YrepevarcOnoio otTig dpacTikég OVGiEG 1) 6€ KATO10 amd Ta EKS0Y0 TOL OVAPEPOVTAL GTNV
Topaypago 6.1.

Xprion o¢ TpoOAiaén mpv amd v £kbeon og dropa pe dyvooto 1 Betikd amotédespa yioo HIV-1
AoTU@EN.

4.4 E101kég TPoEOOTOMGEIS KOl TPOPVAGEELS KATA TN Yp1jon

AocBeveic pe HIV-1 Aoipwén and oteréyn mov e€povv HeToAMGEEIC

To Emtricitabine/Tenofovir disoproxil Krka npénet va amopevyeton o acBeveic pe HIV-1 Aoipwén
amo otedéyn mov eépovv v K65R petddhaén ot omoiot £xovv AaPel TponyovUEVMG OVTIPETPOTKN
Oepaneio (BA. mopdypapo 5.1).

2uvoAkn otpatnyikn tpoinwnc évovtt e HIV-1 Aoipwéne

O cvvdvaopds epTpLoItapmivig/dtoonpo&Aikng tevoofipng dev givat TAVTO ATOTEAEGUATIKOS GTNV
TPOANYT TG HOAVVoNG amd tov HIV-1. Agv gtvar yvooto to ypovikd Sidotnue Emg Ty Evapén
TAPOYNC TpooTaciog apotov Eekivioel ANy tov Emtricitabine/Tenofovir disoproxil Krka.

To Emtricitabine/Tenofovir disoproxil Krka mpénet va ypnoylomoteiton ¢ tpo@vriaén mpv omd tnv
éxBeom HOVo ¢ PEPOG LOG GUVOMKTG OTPATNYIKNG TPOANYNG Evavtt g HIV-1 Aoipméng mov
neprlapfaver t ypnon GAAoV pETpev Tpdinyng tov HIV-1 (). cuotnpatikyg kot opon yprion
TPOPLAUKTIKOV, YVMOGT ToV 060evi) g Ttpog v Katdotaon g HIV-1 Aoipméng, taktikh e€étaon Y
e 0eE0VOMKOG LETAOIOOUEVES AOTUDEELC).

Kivovvog avdrrolng avioyns o€ mepinmtwan un aviyvevouns HIV-1 loiuwéne

To Emtricitabine/Tenofovir disoproxil Krka mpénet va ypnoyomoteiton yio m peimon Tov Kivovvou
poivvong and tov HIV-1 povo og dropa 6mov éxel emPePorwbdei 611 eivan apvntikd otov HIV (BA.
napaypoeo 4.3). [lpénet vo emPePardverar ek véov 0Tt Ta dTopo cuveyifovy va lvat apynTikd oTov
HIV avd taxtd ypovikd dractipato (.. TovAdyiotov Kabe 3 uiveg) pe ypnon g e&€taong
GLVOLAGLOD AVTIYOVOL/aVTICOUATOG EVOSm AapPdvetat To Emtricitabine/Tenofovir disoproxil Krka
v TPoPOAOEN TPV amtd TV £kBeo.



To Emtricitabine/Tenofovir disoproxil Krka am6 povo tov dev amotelel mAnpeg oxfipa yo tn Oepaneio
tov HIV-1 ka1 €govv eppoviotel petadddéels avtoyng tov HIV-1 og dropa pe pun oviyvedoyn HIV-1
Aoipwén ta omoio Aappdvovv pévo Emtricitabine/Tenofovir disoproxil Krka.

Edv vpiotavtol khvikd copntadpote cvpfotd pe ofeia toyevi Aoipwén kot e6v mbavoloyeitot n
napovoia Tpoéceateov (< 1 piva) ekbécewv otov HIV-1, 1 ypion tov Emtricitabine/Tenofovir
disoproxil Krka mpénet va yivetar pe kabvotépnon TovAdyloTov evog UNnvog Kot 1 KaTtaoTocT To
acBevn o¢ Tpog v HIV-1 Aoipwén va emiPefoidveral ek véov mptv v €vapén Tov
Emtricitabine/Tenofovir disoproxil Krka yio mpo@oia&n npv amnd v éxBeon.

2nuocio coUUOpewoNg

H amoterespatikdétnto tov Emtricitabine/Tenofovir disoproxil Krka ot peioon tov kivdvvov
poAvvong amd tov HIV-1 givar otevd cuvoQaopévn e TN CUUUOPPEOGCT) GTNV Yy OTTMG
KOTAOEIKVOETAL 0T TO LETPTGILO ETTESA TOV POPUAKOV 6To aipo (BA. Tapdypoeo 5.1). Ta dtopa
yopic HIV-1 Aoluwén mpémel va kabiotovtal evijpepo avd Taktd ypovikd S1acTiUaTo, Vo 0KoAovBohv
OVGTNPA TO GUVIGTOUEVO 30G0A0YIKO oynpa tov Emtricitabine/Tenofovir disoproxil Krka.

Aocbeveic pue Aoiuwén amd tov 10 e nrotitdoc B C

Ot acbeveig pe HIV-1 hoipwén kot ypdvia nratitide B 1 C ot omoiot Aappdvovv avtipeTpoikn aymyn
Statpéyovv avénpévo Kivouvo gppdviong cofapmdv katl SuvnTikd BovaTneOpOV NIOTIKGOV
avemBopn TV evepyeldv. Ot Y1aTpol TPEMEL VO AVATPEXOVV OTIS TPEXOVGES KaTELOLVTNPLES 001Yieg Yia
Oepamneieg kot tov HIV 1o to yepiopd e HIV olpwéng o acbeveic pe cuvomdpyovca Aoipmén
amd tov 16 ¢ Nrozitidag B (HBV) 1 tov 10 g nratitdog C (HCV).

H acedieio Kot 1 amoTeAGHATIKOTNTO TOV GUVOVAGLOD EUTPIGITOUTIVIG/OIGOTPOEIAKNG
tevopoBipnc oy mpoeviaén mpv and v ékbeon oe acbeveic e HBV 1 HCV Aoipuwén dev €xovv
TeEKUN PLOBOEL.

e TePImTMON ToL Yopnyeitan TovTdYpovn avtukn Bepaneia yio Tnv nratitdo B v C, tapakaieicOe
omw¢ ovatpeéete eniong oty avtiotoyn [epiinymn tov Xopaktnpiotikdv tov [Ipoidvtog avtdv tov
QOPLOKEVTIK®V TPoidvTmv. BA. emiong kdtw amd v mapdypapo Xphon ue redimacfipn ko

oopooumovfipn 1 copooumovPipn koi feiratacipn.

H diconpo&ihkn tevopoBipn evdeikvotal yuo tn Oepancio tov HBV ko 1 gptpiottapmivn £xet deilet
o011 dpa katd Tov HBV 6¢ poppokoduvopikés LelEéTes, ®GTOGO 1) AGPAAELN KOl 1] OTOTEAEGLOTIKOTITO
TOV EPTPIGITAUTIVIG/O160TTPo& KNG TEVOQOPipng dev £xetl Tekunplwbel cuykekpipéva yuo acbeveig pe
ypévie HBV hoipwén.

H dwokonn ¢ aywyng pe Emtricitabine/Tenofovir disoproxil Krka oe acOeveic pe Aoipwén and tov
HBYV pmopei va cvoyetiodet pe coPapég ofeleg e€dpoeig nratitidag. Acbeveig pe HBV Aoipwén mov
SdwokémTovv to Emtricitabine/Tenofovir disoproxil Krka, mpénet va mapakorovBodvior 6tevd 1060 pe
KAVIKO 000 Kot LLE EPYASTNPLAKO EAEYYO Y10 TOVAR(IOTOV APKETOVG UNVEG LETA TN SL0KOTY TNG
aywyne. Edv yperdletan, pmopel va dikatodoyeiton 1 emavévapén g Bepaneiog yio nratitida B. Xe
acBeveic pe TpoympnpéEvn NItk vOoo 1 Kippwon, 1) 1Ko TG Bepameing dev GLUVIGTATAL EGOGOV
£Eapon ¢ Nratitidog petd tn Oepaneio propel va 0dNyNoeL 6€ EAAEIYT NTATIKNG OVTIPPOTNOTG.

Hrotwkr véoog

H ac@dAeto kot 1 amoTEAEGUATIKOTITO TOV EUTPLGITOUTIVIIG/ O160TpoEIMKNG TeEvoPoBipng o€ acbeveic
L€ OMLLOVTIKEG VILOKEILEVEG NIATIKES dtaTopoyég Oev Exovv Tekunpuwdel. H poappokokivntikn g
tevopoBipng &xet peket el o€ acbevei e nratiky SVGAEITOVPYiO KUl OEV AMALTEITAL TPOGAPOYT TNG
doongc. H gappaxoxivntikny g eptprortopnivig dev £xet pedetndel oe acBevelg pe nmotikn
dvciettovpyia. Me Bdaon tov EAAYLOTO NIATIKO HETOPOAMGUO Kot TN VEQPPIKT 000 amoPoAng yio TV
guTplottoumivn, dev etvon mbavn n avéykn Tpocappoyng g 0o6ong tov Emtricitabine/Tenofovir
disoproxil Krka ce acBeveig pe nratikn duciettovpyia (PA. Tapaypdeovg 4.2 kot 5.2).



AocbBeveig pe HIV-1 Aoipwén kot mpobndpyovca nratiky SucAettovpyic, copmeptAapfavoprévng g
xPOVI0G EVEPYOD NTOTITIONG, £XOVV ALENUEVT] GLYVOTNTO ELPAEVIONG SLUTOPUYDY TNG NTTOTIKNG
Aertovpyiog Katd T dtdpKeld avTpeTpoikng aymyns cuvdvacpobd (CART) kot Tpémet va
TOPaKOAO0VOOVVTUL COUPOVE LLE TNV KADEPOUEV TPAKTIKY|. X TEPITTOOT EVOEIENC EMdEIvOONG TNG
NTATIKNG VOGOV G€ VTS TOVG 0oBeveic, Tpémet va eEeTdleTal To evOEYOIEVO JLUKOMNG 1] OPIOTIKNG

TOHONG TNG AYWOYNG.

Neppikéc emdpAcelc Kol EMOPAGELC GTA OGTA GE EVIAKEC

Neppixég emidpdoeic

H eutprorropnivn ko 1 tevopoPipn amekkpivovron kupiog amd Toug ve@pong LEG® EVOG GLVIVOGHLOD
OTEPOUATIKNG S1ONOTG KAl EVEPYOV GOANVOPLOKNG OMEKKPLoNG. Ne@pikn EKTTOOT, VEPPIKT
dvorertovpyia, AVENUEVT KPEATIVIVT), DTTOQPMCPUTALLI0 KOl AEITOVPYIKT] S10TapOYT TOV £YYVG
EGTELPANEVOV GOANVaPiov (cupmeptiappavopévon Tov cuvdpopov Fanconi) éxovv avoaeepbei pe
yxpnon g dtoompo&ihikng tevoeoBipng (BA. mapdypapo 4.8).

Neppixn wopaxolovbnon

[pw and v évapén tov Emtricitabine/Tenofovir disoproxil Krka ywa v avtipetdmion g HIV-1
AOTH®ENG 1 YO0 XPNOT OC TPOPVAOEN TPV amd TNV £KBECT], GUVIGTATOL O VTOAOYIOUOG TG KABapong
KPEATIVIVIG G€ OAQ TAL ALTOLLL.

X dropo xopic Tapdyovieg KvdOVOL Y10 VEPPIKT VOGO, GUVIGTATAL 1] TOPUKOAOVON G TG VEQPIKNG
Aertovpyiog (kdOapon KpeaTvivig Kot pOGPOPOG 0pov) LeTA amd 000 Emg T€0oeP1c BOOUAdES

YPNONG, LETA A0 TPELG PNVEG XPNONG KoL 6T CLVEXELW KAOE Tpelg Emg €€ unveg,.

Xg GTopo ToL JTPEYOVY KIVOUVO Y10 VEQPIKT VOGO OOLTEITOL GUYVOTEPT TOPUKOAOVON G TNG
VEQPIKNG AerTtovpyiog.

BA. emiong mopoakdto 6To 2y opiynon GAAwv popuaKeDTIK®OY TPOIoVTIWmY.

Neppuny drayeipion oc aobeveic ue HIV-1 loiuwln

Edwv ta eninedo pwopdpov opov givar < 1,5 mg/dL (0,48 mmol/L) | 1 k&Bapon kpeatvivig LetdveTon
o€ < 50 mL/min cg omotovonmote acBevn AapPdvel Emtricitabine/Tenofovir disoproxil Krka, n
VEQPIKN AlTOVpYia TPEMEL VO EMOVAEIOAOYEITOL EVTOG LG EBOOUASAG, CUUTEPIAAUPAVOUEVDV TOV
LETPNGEDV T®V GLYKEVTPDOGE®DY YAVKOING Oilatog, KaAiov aipatog Kot yAvkolng ovpwv (BA.
Topaypapo 4.8, KeVIpiKi coAnvaplonadeln). o mpénel va Anebei vwoyn N daxomn g Bepameiog pe
Emtricitabine/Tenofovir disoproxil Krka o€ acOeveic pe peiowon g kdbapong kpeatvivng o

< 50 mL/min 9} peimon tov pwsedpov opov oe < 1,0 mg/dL (0,32 mmol/L). H dwaxonn g Bepamneiog
ue Emtricitabine/Tenofovir disoproxil Krka 6o npénet eniong va Anebei vdymn oty nepintmon
TPOOJOEVTIKNG LEIMONG TNG VEPPIKNG AEITOLPYiaG OTav Oev £XEL OvayVOpPIoTEL Kamolo GAAN otio.

H veppin acpdieta pe eptprortapmivn/diconpoéikn tevoeofipn £xet peretn et povo o moAw
neplopicpévo Pabuod o acbeveig pe HIV-1 Aoipmén pe ékmtwon g veppikng Aettovpyiag (kdbapon
kpeatvivng < 80 mL/min). IIpocappoyég To0v 0GOA0YIKOD LEGOSIAGTNLLOTOC CLUVIGTMVTOL Y10,
acbBeveic pe HIV-1 Aoipwén kot kédBapon kpeativivng peta&d 30 ko 49 mL/min (BA. wapdypago 4.2).
ITepropiopéva dedopéva amd KAMVIKEG LEAETEC VITOINAMVOUV OTL TO TOPATETAUEVO HOGOAOYIKO
LEGOAGTN O OeV Elval 10aVIKO Kot Bol Lopovse va £XEL G OMOTELEGLLO AVENUEVT] TOEIKOTNTO KOl
EVOEYOLEVAC avemapKN amokpion. EmimAéov, og pia pikpn kKAvikn pekém, pio vroopddo acbevav pe
KkdBapon kpeatvivng peta&d S50 kot 60 mL/min ot owoiotl EAafav dioompolidikn tevopofipn o
oLVOLAGO LE gpTplottautivn kabe 24 dpeg, siyav 2-4 popég peyarvtepn ékBeon oty tevopofipn
Kot emdeivoon g veepikng Aettovpyiag (BA. Tapdypaeo 5.2). Q¢ ek ToHTOL, AMALTEITAL TPOGEKTIKN
EKTIUN O™ TOL 0PEAOVG-KIVEUVOL OTav To Emtricitabine/ Tenofovir disoproxil Krka ypnoiponoteitot og
aobBeveic pe kdBapon kpeativiving < 60 mL/min kot 1 veepikn Aettovpylo Tpémetl vo mopakolovdeitol
otevd. EmmAéov, 1 KMviKT| amoKpion oty ay@yn TpEnel vo Tapakoiovdeital otevd oe aobeveic mov
Aappavovv Emtricitabine/Tenofovir disoproxil Krka yio wapotetapévo 6ocoroyikd pecodidotnuo. H
yp1on tov Emtricitabine/Tenofovir disoproxil Krka dev cuvietdtot o acBeveic pe cofapn veppikn



dvuoiertovpyia (kaBapon kpeatviving < 30 mL/min) kot o€ acbeveig mov yperdlovtot aipodidivon
€POGOV e T0 S16K{0 CLVIVAGHOV deV LTOPOLV Va. EmTEVYHOVV 01 KOTAAANAES LEIDOELS OTT| SO0
(BA. mapaypdeovg 4.2 kar 5.2).

Negpixn owoyeipion otny Tpopoviacn Tp1v omo v ékbeon

O ocvvdvaopog epTpiottapmivig/dtcompo&ilikng tevopoBipng dev éxel pelet el o dtopa ympig
HIV-1 Aoipwén pe kaBapon kpeatvivig < 60 mL/min Ko KoTd GLVETELWD dEV GUVIGTATOL Y10 (PTIOT
oTOV GVYKEKPIEVO TANBVGRO. Edv ta eminedo pocpdpov opov givar < 1,5 mg/dL (0,48 mmol/L) | n
KkdOapon kpeatvivng perwvetor o < 60 mL/min o€ onotodmote dropo AapPavet
Emtricitabine/Tenofovir disoproxil Krka ¢ mpopoiaén mpv and v ékbeon, n veppikn Asrtovpyia
npénel va emovadloloyeiton evidg oG efOopadoc, CuUTEPIAAUPAVOLEVOVY TOV LETPTCEDV TOV
OLYKEVTPOGEWDY YAVKOING aipatog, kaAiov aipatog kot YAvkoing ovpwv (BA. mapdypapo 4.8, Kevipkn
ocwlnvaprorddeia). [Tpémer va e&etdleTon To EVEEXOUEVO OLOKOTNG YPTIONG TOL
Emtricitabine/Tenofovir disoproxil Krka e dtopa pe kdBapon kpeatvivig petmpévn og < 60 mL/min
N UE UELDOELS 0TO EMMESD POOPOPOL opov o€ < 1,0 mg/dL (0,32 mmol/L). H dwakomn ypriong tov
Emtricitabine/Tenofovir disoproxil Krka npénet emiong va e&etdleton og evoeyOUEVO 0TIV TEPITTOON
TPOTOVGOG LEIOTG TG VEPPIKNG AetTovpylag OTav dev £XEL avayvwploTel Kdmoto dAAN attia.

Emdpaoeis oo oo1d,

Ootikég drotapayés, OTMG 0GTEOUAANKIM, Ol OTOlEC UTOPOVV VO, EKONA®OODV MC ETILOVO 1
EMOEVOVLEVO OGTIKO AAYOG KOl 01 OTTO1EC LTOPOVV VA, GUUPAAAOVY OYL GLYVH GE KOTAYUATO, ITOPET
va oyetiovron pe emayopevn amd T StG0TPOEIMKN TEVOPOPIpN KEVIPIKT VEQPIKT COANVapLondOEeilo
(BA. mapdypago 4.8).

Eni vmovolag 1 aviyvenong 0oTiKOV dlotapay®y TPETEL Vo AAUPBAVETOL 1] KATAAANAT YVOUATELON.

Ocporeio e HIV-1 Aoiuwdng

Mewwoelg g ootikng mukvotntag (OIT) £xovv mapatnpnOei pe to tenofovir disoproxil oe
TUYOLOTIOUNUEVEG EAEYYOUEVEG KAMVIKES dOKIEG didpretog £mg Kot 144 efdopddwv oe acBeveig pe
rotpwén and tov 10 HIV 1 tov 10 HBV (BA. mapaypdpovg 4.8 kot 5.1). Avtég o petdoels g OI1
veviKa BedTiodnkoy petd m dakomn g Oepameiog.

Y dAleg eAETes (TPOOTTIKEG KOl GUYYPOVIKES), OL TTlo EVTOVEG petdoelg oty OIT mapotnprnkav og
acBeveic mov vroPAnnKav o Bepaneia pe dioompo&ihikn TevoPoPipn wg LEPOG eVOG BepamevTIKOD
OYNLLOTOG TTOV TTEPIELYE EVOV EVIGYVILEVO OVOCTTOAEN TPMTEACNG. ZVVOALKE, Aapfavorévay vtoyn Tov
OGTIKAOV O10TOPOYDV TOL CLVIEOVTAL LE TN SIGOTPOEIAIKT) TEVOQORipN Kol TV TEPIOPIGUEV®V
LoKpompOOES OV HESOUEVMV Y10 TV EMIOPAOT] TNG SIGOTPOEIAIKNG TEVOPOPIPTG GTNV VYEIX TOV 0GTOV
Kot 6ToV Kivduvo Kataypdtov, 0o mpémnet va e&etdlovton eVOALaKTIKE OEPATEVTIKA GYNUOTO Y0
0.60eVELS [LE 0GTEOTOPMOON 1] LLE IGTOPIKO KOTAYHATMV TOV 0GTMV.

Tlpogpdloén mprv omo v éxbeon

e Khvikég pehéteg o atopa yopic HIV-1 holpwén, mapatnpndnikay wkpéc peiwoelg oty OIL. Xg
po pedétn 498 avopav, ot péceg petaforéc otny OII amd v évapén g pedétng mg v efdopddo
24 xopaivovray amd — 0,4% £wog — 1,0% oo 16yi0, 611 GTOVOLAIKT GTHAN, GTOV QVYEVA TOV Unptaiov
00TOV K01 GTOV TPOYAVTHPO G€ GvOpeg Tov eAdpPavay oe nuepnola Bdon
gptplortapmivn/disompo&ilikn tevopoBipn wc tpo@vAasn (n = 247) £vavTL TOV EIKOVIKOD QOPUAKOD
(n=251).

Neppikéc emdpaoelc Kot ETOPECEIC 6TO 0GTA 6TOV TodLOTPlkd TANOvoud

Yrapyovv acdpelec Tov cueyeTi{ovTol UE TIG LOKPOYXPOVIEG EMOPAGELS TNG SIGOTPOEIAKNC
TeEVOPOBipng 6ToVg VeQPOoVg Kot ota 0otd katd T Oepaneio g HIV-1 Aoipwéng otov mandiotpikd
TANOVGUO Kal TIG LOKPOYPOVIES EMOPAGELG TOV GLUVOVAGHOD EUTPICITOUTIVIIG/TEVOPORipNG 6TOVG
VEQPPOVS KOl 6TOL 0GTA, OTOV YPNOOTOLEITAL G TPOPVAAEN TPV amtd TV £kBeon og un
npooPePAnuévoug epnpovug (BA. mapdypago 5.1). Emmhiéov, dev pumopet va eEaxpifwdel mAnpwcn
OVOOTPEYILOTNTO TNG VEPPIKNG TOEIKOTNTOG LETA TN O10KO0TT TG O160TPoEIMKNG TEVOPOPipNG Yo T



Oepaneio Tov HIV-1 1 petd tn dtokomq Tov cuvovacpol EUTPIGITAUTIVIG/TEVOQORipTG G TPOPOANEN
TP amd TNV £kBeom.

ZVVIOTATOL TOAVTAELPT| TPOGEYYIOT| TPOKEUEVOD VO oTOOOTEL 1| GYEOTM 0PELOVG/KIVODVOL TG
LPNONG TOL GLVOVAGHOD ERTPIGITOUTIVIG/TEVOQORipNG Yo T Bepameia Tng HIV-1 Aoipuwéng i yio tnv
TPOoPLAAEN TPV omd TNV EkBEON, VO ATOPACIGTEL 1] KOTAAANAN TopakoAovONon Katd T didpKeLo TG
Oepanciog (cvpumeprhapPovorévne g omdeaong yio dtakonn g Bepomeiog) kot va pehetndein
avAaYKT CUUTANPMONG KATE TEPITTOOT).

Otov 0 cLVIVUGUOG EUTPLOITOUTIVIG/TEVOPOPIPNC ¥pNOIUOTTOLEITOL Y10 TNV TPOPVAAEN TPV AmTd TNV
éxbeon, Ta dropa Ba wpémel va vrofarloviol og emavaANTTIKY 0E0AdYNoN o€ KAOe emiokeym
TPOKELLEVOL VO SlomoTOVETAL €6V £EakoAovBolv va dtaTpéyovy vyniod kivovvo HIV-1 Aoipwéng. O
kivovuvog g HIV-1 Loipwéng Ba mpénel va otabpiletor Evavtt Tov SUVNTIKOV ETOPAGEDY GTOVG
VEPPOVG KOl 0TO, 0GTA OO TN LAKPOYPOVI ¥PNOT) TOV GLVIVUGHOV ERTPICITAUTIVIIG/TEVOPORipNC.

Negppirég emopaoeig:

Neppicég avemBOUNTEG EVEPYELES TOV GLVAOOVV [LE TV KEVIPIKY| VEPPIKT COANVOPLOTAOELD £xouv
avaeepbel og modatpikovg acbeveic mov xovv TpooPindel and Tov 16 HIV-1 niiog 2 €mg

<12 gr®v oy khvikn perétn GS US 104 0352 (BA. mapaypdpovs 4.8 kot 5.1).

Negpn woparxolodOnon

H veppwr| Asrtovpyia (kdBapon kpeatvivig Kot pdc@opog opov) Ba mtpénet va, a&roroyeital Tpv and
v &vapén Tov GUVOLAGHOV epTpiotTapTivng/Tevoeofipng Yo T Bepameia tov HIV-1 1 yia v
TPoPLAALN TPy amd TV EkBeon Ko Ba mpénet va mapakolovdeiton kaTd T S1dpKEL TNG XPNONG,
OMMC GTNV TEPITTMON TV EVIAIK®V (BA. TOPATAVD).

Negpixn owoxeipion

Edv emBeforwbei 611 0 pidopopog 0pov avépyetar o < 3,0 mg/dL (0,96 mmol/L) ce onotovdfmote
madtatpikd acBevi AapPaver Emtricitabine/Tenofovir disoproxil Krka, n veppikr Aertovpyia Oa
TPEMEL VO EMOVEKTILATOL EVTOG oG EOORAdaC, CLUTEPIAAUPOVOUEVOV TV LETPTICEMY TOV
OGLYKEVTPMOGEWDY YAVKOING aipatog, KaAiov aipatog kot YAVKOINng ovpav (PA. mapdypoo 4.8, KevIpikn
cwlnvaprorddeia). Eni aviyvevong 1 vedvolag veppikmv dtotapaymdv, Tote Oo mpémel vo Aapfavetan
YVOUATELGT AO VEQPOLOYO TPOKEIUEVOD VoL e£€T00DOEL TO EVOEYOUEVO SLOKOTNG TNG YPTIONE TOL
oLVOLAGLOY EUTPICITAUTIVIG/TEVOQORipTG. To vieyOUEVO S1OKOTTNG TNG XPNONG TOV
Emtricitabine/Tenofovir disoproxil Krka Oa npénet emiong va e&etacel 6Ny mepintmon TpoodenuTikig
LEI®ONG TNG VEPPIKNG AELTOVPYIaG, OTOV deV £XEL AVAYVOPIGTEL KAmolo GAAN attia.

20yyopnynon kot Kivoovog Ve@pIKiG TOCIKOTHTAS
Ioybovv o1 id1eg cuoTdoelg pe Tovg evidkeg (PA. TOPOKATO «XVYX0pPNYNoN GAA®V POPLOKEVTIKOV
TPOIOVIMVY).

Negpixn dvoiertovpyia

H yprion tov Emtricitabine/Tenofovir disoproxil Krka dev cuviotdrtat og dropa nikiog KAT® TovV

18 etdv pe veppikn duoertovpyia (PA. mapdypago 4.2). H yopnynon tov Emtricitabine/Tenofovir
disoproxil Krka dev Oa mpémet va Eekivd oe mardratpikovg acbevelg pe veppikr duciertovpyia kot Oo
TPEMEL VOL SIOKOTTETOL G TALOLOTPIKOVG 0.60gvelg mov gppavilovy veppikn SuoAeitovpyio KOTd T
dupketa ™G yprong tov Emtricitabine/Tenofovir disoproxil Krka.

Emidopaoeis oo ootd,

H ypnon tng disompo&iiikng tevopoPiprng urnopel va TpoKaAECEL LEIMON TNG OGTIKNG TUKVOTITOG
(OIT). O1 emdpdoeic Tov petaformv oty OIl wov oyetilovion pe ™ dioompo&ihikn tevopofipn ot
pokporpdOeopn vyeio TV 0GTAOV KOl 6TOV LEAALOVTIKO Kivouvo kataypdtov oev etvon BEPateg (BA.
Topaypago S.1).

Ent aviyvevong 1 vdvolog dlotapaymv TV 06TMV KATE TN YP1oT1 TOV GLVILUGHLOV
epTplortapmivng/tevopofipng o€ omotovonmote ToudloTptkd acbev, Oo mpémel vo Aapfdveran
YVOUATELGON AO EVOOKPIVOAOYO KO/ VEQPOLOYO.



Bapoc kot petaforkéc mapaueTpot

Kotd ) didpreia g ovipetpoikng Bepameiog EVOEXETOL VO TAPOVGLOCTEL AVENGT) TOV CMOUOTIKOD
Bapovg kabd¢ Kot TV EMmEd®V TV MAISi®V Kot TG YAvKO(Ng oto aipo. Ot odhayég avtég Umopet, ev
LEPEL, VO GLUVOEOVTOL LE TOV EAEYYO TNG VOGOL Kot TOV TPOTO (NG, AVOQOPIKA e To Aidia, o
OPICHEVEG TTEPIMTMOGELG VILAPYOLV EVOEIEELS Yia emidpaom Tng Oepameiog, Evd 6oV apopd v avEnon
TOV COUATIKOV PApovg dev VIapyovv 1oyvpég eVOEIEEIS TOV Va T GLGYETILOVV e 0TO10ONTTOTE
ovykekpévn Bepameio. H mapoakorlovOnon tov AMmdiov kot g yAvkolng oto aipa Tpémet vo
Bacileton otig kabiepmuéveg katevBuvenpleg odnyieg Bepanciog Tov HIV. Ot Swotapayés tov Mmdiov
TPETEL VOL AVTILETOTILOVTOL OTTOG EVOETKVITUL KAVIKA.

Mutoyovdplokn duociertovpyio uetd omd €kbeon in utero

NovkAeoo(T)d1Kd avarloyo EVOEYETAL VO, EXNPEACOVY T1| LUTOYOVIPLOKT] AEITOVPYiC OE TOIKIAO BaOUO,
70 omoio gival evtovotepo e T otafovdivn, T ddavosivn kot T {idofovdivn. ‘Exet avapepbei
ptoyovoplokn dvciertovpyio oe HIV apvntikd Bpéen ta omoio siyav ektebel in utero kavn petd m
YEVVNOT] G€ VOUKAEOGIOIKA avdAoya. Ot avapopég avTtég apopovoay Kupimg T Bepameio pe
Bepamevtikd oynuata wov mepleiyov (idofovdivn. Ot kVpleg avemBOUNnTeg EVEPYELEG TTOV AvaPEPOT KOV
glval opotohoyikég dratapoyés (avorpio, ovdetepomevia) Kot PeTABoAKES dtaTapayEs (VYNAd enimedo
YOAOKTIKOD 0££0G 6TO aijto, VYNAS eminedo Aurdong oto aipa). Ta coppdapota avtd cuyvd nTov
apodtkd. ‘Exovv avapepbel omdvio vevpoloyikég datapayéc Oyiung évapéng (vreptovia, 6macplol,
L1 GUGLOAOYIKT) GUUTEPLPOPE). Aev Elval YVOGTO €M TOL TOPOVTOG, EAV TETOLEG VELPOAOYIKEG
Srotapayég etvorn Topodikéc | povipes. Ta evprpata ovtd Tpémel vo Aappdvovtatl vTdyn yio
OTOLOONTOTE TTOLdL TOL EKTEONKE in utero 6€ VOUKAEOO(T)WOKE avéAoya, To onoio mapovstalel coPapd
KAVIKG €0pNUATO 0yVOOTOL aiTlohoyiag, 10img vevporoyikd svpipata. To svpripata ovtd dgv
emnpedlovv TIg TapovSES EBVIKEG GLGTACELS YlOL T YP1ON AVTIPETPOTKNG Bepameing oe £yKveg
YOVOIKEG TPOKELLEVOL Vo TPOAN@Oel 1) kdBetn petddoon tov 1ov HIV.

2ovopouo Emovepyomoinonc t1ov AvoGomotnTikod SVGTHUOTOC

Ye acbeveic pe HIV Lolpmén pe coPfopn avoGOAOYIKY OVETAPKELD EVOEYETAL VO, ELPUVICTEL, KOTA TNV
évapEn e CART, pio Aeypovddng avtidpaoct 6€ 0GUUTTOUOTIKE 1] DVITOAELUATIKG EVKALPLOKA
nafoyovo Kot vo TpokAN00o0vV GoPapéc KAVIKEG KATAGTAGELS, T} EXOEIVMOON TOV CUUTTOUATOV.
Tétoteg avtidpdoelg £xovv Tumikd Topatnpndel eviog Tov TpdTOV Alywv ERSoUAdmY 1 VeV omd v
évapén e CART. Zyetikd mopodeiypoto sivor n apeifAnotpoetditido amd KVTTUPOUEYOAOTO,
YEVIKEVUEVEG KON E0TIOKEC AOUMEEIS OO PUKOPOKTNPIOIN KO TVEVUOVIO OPEIAOLEVT GE
Pneumocystis jirovecii. IIp€nel va eKTILOVTOL OTOLOONTOTE PAEYLOVAOIT] GUUTTMHOTO KoL Vo opileTan
Oepameia, Otov amorteitor. Avtodvooeg droTapayés (OTmg n vocog Tov Graves Kot 1 0VTodvoo)
nratitda) Exovv eniong avaeepbei 6Tt GupPaivovy Katd T pYOIIGT TG EMAVEPYOTOINGNG TOV
OVOGOTOMTIKOD GLGTHATOG. 26TAC0, 0 AVAPEPOLEVOS XPOVOG EmG TNV Evapén eivol TepiocdTepo
HeTAPANTOG KOl 0VTH T YEYOVOTA PTOpEl vo GOUPOVV TOAAOVG Pveg LeTd v évapén g Bepameiag.

Evkouprokéc AowméEeic

AocbBeveic pe HIV-1 hoipwén ot omoiot Aappdavovv Emtricitabine/Tenofovir disoproxil Krka 1 dAAn
avTipeTpoikn Bepameio propel va e£akoAovdolv va avarTTOGGOUY EVKOIPLOKEG AOUMEELG Kot GAAES
emmAokég g HIV Aoipuméng Kot cuvenmg mpEmel va TapapEVOUY VIO GTEVI] LUTPIKN TapaKoAoLON o
oo ylTpovg pe gpmelpio otn Oepaneio acbevmv pe vocsoug oyetilopeveg pe tov 10 HIV.

Ooteovékpmon

AvopépnKav TEPITTMOGELG 0GTEOVEKPWOOTG KVPIWS 6€ 0l60eveic e mpoympnpévn Aoipmén HIV ko
poxpds duapketog éxbeomn oe CART av ko 1 artioroyia Bswpeiton moAvmapayovikn
(ovumepthappavovtal 1 xpNoT KOPTIKOGTEPOEWIDY, 1 KATAVAAMGT OVOTVEVLATOIMV, 1| coPapn
OVOGOKATAGTOAT], 0 VYNAOTEPOG deiktng nélog odpatog). Ot acbeveic mpémel va {nTodv 1aTpikn|
GLUPOVATN €6V Tapovolalovy EVOYANGCELS Kal AAYOG GTIG apBpdoels, dvokapyio apBpmong 1 SuoKoAin



otV kivnon.

Zuyyopnynon GAA®V QOPUAKEVTIKAOV TPOIOVIMV

H ypnon tov Emtricitabine/Tenofovir disoproxil Krka npémnet va amopedyetar pe cuyyopniynon 1
TPOGPAT XPNON VEPPOTOEIKOD PAPUAKEVTIKOV TPOidvTog (PA. mapdypapo 4.5). Edv n tavtdypovn
YPNON HE VEPPOTOEKOVG TapAyovTESG Efval AVOTOPEVKTT, 1| VEQPPIKN Agttovpyio TpEneL va
mapaxorovdeital og efdopadiaio Paon.

[Meprmtdoeig o&glag veppixng avemdpkelag LeTd v Evapén vymMANg d6ong 1 TOALUTAGY N
OTEPOEODV AVTIPAEYLOVOI®V pappakwv (MEAD) éxovv avaepepbei o acbeveic pe HIV-1 Aoipwén ot
omoiotl éhaPav Bepaneia e dStoompo&hikn TevopoPipn kot elyav Tapdyovies Kivdhvo Yo VEQPPIKT
dvoiertovpyia. Edv to Emtricitabine/Tenofovir disoproxil Krka cuyyopnyeitar pe éva MEAD, 1
VEQPIKT AEITOVPYIQ TPEMEL VO, TOPOKOAOVOEITOL ETAPKDG.

YynmAotepog kivouvog veppikng ducieitovpyiog xetl avapepbel oe acbeveig pe HIV-1 Aoipmén mov
élafov d160mpoliMkn Tevoeofipn o€ GUVOLACUO LE AVOGTOAEN TPMTEAGNG EVIGYVUEVO LE prTovaPipn
N KOUTIGIOTATN. ATOLTEITAL GTEV TTOPAKOAOVONGN TG VEPPIKNG AELTOVPYING GE AVTOVG TOVG aobeveig
(BA. mapdypago 4.5). Ze acBeveig pe HIV-1 Lolpmén kot veppikong Topdyovteg Kivduvov, 1
oLYYOPNYNON TG S160TPOEIAKNC TEVOPOPIPNG LE EVOV EVIGYVUEVO OVOCTOAEN TPWTEAOTG TPETEL VAL
a&loloyeiton TPOGEKTIKA.

To Emtricitabine/Tenofovir disoproxil Krka dev mpénel va cuyyopnysiton pe GAAQ QOPLOKEVTIKA
TPOIOVTO TOL TEPLEYOVV EUTPICITOUTIVY, S150Tpo&ihKkT TeEvoPofipn, Tevopofipn arapevapion, 1 GAA
avaAoyo, KuTidivng, 0mmg 1 AautBovdivny (BA. Tapdypago 4.5). To Emtricitabine/Tenofovir disoproxil
Krka dgv mpénet va cuyyopnyeiton pe dumioiikn adepofipn.

Xpnjon pe Aedmaofipn xai copooumovfipn, copooumovfipn ko feiratacipn 1 copooumovfipy,
feimaracfipn ko folilampefipn

‘Exetl Swomiotmbel 0T1 1 cuyxoprynon disompolihkig tevopoPipng pe AedimacPipn/copocumovPipn, pe
copooumovBipn/PermatacPipn 1| pe copoourovPipn/PernatacPipn/posihanpePipn avéaver Tig
OGLYKEVTPMGELG TNG TEVOPOPIPNG 0TO TAUGLLML, EIOIKOTEPT TNV TEPINTOOT TOV Yprolomoteiton pali pe
Kdmoto aymyn yio tov HIV mov mepiéyet dicompo&ihikn| tevopofipn Kot KUTOoV (oPLOKOKIVIITIKO
evioyut (prrovaPipn N KOUTIGIGTATN).

Agv €xet amoderybei n aocpareia g Sicompo&ihkng Tevopofipng dtav cuyyopnysiton pe
AedumacBipn/copoosunovfipn, pe copoosumovPipn/BermatacPipn 1 pe
copocumovBipn/BerratacPipn/BoéirampePipn Kkal KAmolov GapuokokvnTIKO evioyvth. [pénet va
Aappdvovtor vroymn ot mhovoi Kivovvor Kot To Thava oQEAN Tov oxeTiovTal LE TN GLYYXOPNYNON,
wuwitepa og acbeveic pe avénpévo kivouvo veppikng dvoiettovpyiog. Ot acbeveic mov Aappdvouvv
AedumacBipn/copoospmovfipn, copooumovPipn/Pelnatacipn M
copocumovBipn/BerratacPipn/polianpePipn Tavtdypova Le S1G0TPOEIAKT TEVOPOPipN Kot KATO10V
EVIGYLIEVO avaoToAEN TpmTedons Tov HIV mpémet va mapakoriovBovviat yio avemBounteg evépyeleg
7ov oyetiovon pe T S1o0mPoEIAIKN TEVOPOPipT.

2oyyopnynon g o1eompolIlikig tevopofipns ue didavoaivi
H ovyyopniynon g diconpo&idikng tevopofipng pe ddavoosivn (BA. mapdypagpo 4.5).

Ayoyn 1putAod cuvdvosroD VOUKAEOGIOIMY

"Exovv vapéel avapopég e vynio mococTo 1OAOYIKNG OTOTLUYING KOl OVATTUENG OVTOYNG O TPDOULO
014010 o€ acbeveig pe HIV-1 Aolpmén 6tav 1 dStoompo&idikn 1evopoPipn cuvovdcsTnKe e
AopuPovudivn ko afokafipn, 6nmg exiong kot pe Aapfovdivn kai 01davocivn wg Bepamentikd oy
e’ ama& nuepnoing. Yrapyetl otevi opotdtnta omd TAsupdg dSopng peta&d Aapifouvdivng Kot
EUTPLOLTOUTIVIG OTLMG EMIONG KoL POPLLOKOKIVITIKES KO POPUOKOSVVOUIKES OLLOIOTNTEG LETAED QVTOV
TV 000 Tapaydviov. Etopévac, propel va mapatnpnbodv ta idia tpofAnuata, ov to
Emtricitabine/Tenofovir disoproxil Krka yopnyn0si pe éva tpito voukAeooidkd aviroyo.
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Hlxiopévor

O cvvdvao s eptpiottapmivne/Siconpodhkng tevopofipng dev £xet peretn et oe dropa nAkiog dve
TV 65 et®v. Ta dtopa nAkiog dve Twv 65 TV givor o mTOOVE va £YovV LEIOUEVN VEQPIKN
Agrtovpyia, ®G K TOVTOL OMALTEITOL TPOGOYT| KATA TN Yoprynon tov Emtricitabine/Tenofovir
disoproxil Krka cg dropo peyardtepng nikiog.

Aaxtoln

To Emtricitabine/Tenofovir disoproxil Krka mepiéyet povotidpucn Aaxtoln. Ot acOeveig pe ondvia
KAnpovopikd tpofAnpata ducaveiog otn YoAakToln, TANPN AVETAPKELD AAKTAONS 1] KOKN
amoppdenomn YAUKOINC-YarakTolNG dev TPEMEL va AapBavouy avTd TO PAPUAKO.

Nérpro

To Emtricitabine/Tenofovir disoproxil Krka nepiéyet Ayotepo amd 1 mmol vatpiov (23 mg) avd
dtokio, etvar OnAadN 0VGLOCTIKA «EAEVBEPO VaTpiovy.

4.5 AMNAemOPACELS NE GAAY PUPROKEVTIKA TPOTOVTA KO AAAEG POPPES TAANAETIOpAONG
Melétec adAniemdpaocewy Exovv Tpaypotonombei Lévo o EVAMKEG.

KoBdc 1o Emtricitabine/Tenofovir disoproxil Krka mepiéyet eptpiortoumivn kot S160mpo&hikn
TeEVOPOBipn, OTOEGONTOTE AAANAETIOPAGELS EYOVV OVOYVOPIOTEL LEPOVMOUEVA [LE OVTEG TIG OVGIES
EVOEYETAL VO, ELOOVIOTOVV Kot e To Emtricitabine/Tenofovir disoproxil Krka. Mehéteg
OAANAETOPACEDV EYOVV TPaYLATOTOMOEL LOVO G EVIIMKEG,.

H poppokokvnTiky g eptpiottapunivng Kot g tevopofipng Katd m otabepomompévn KoTtaoToom
otav M gpTplottaumtivn kot 1 o1compo&ihkn tevoofipn xopnyndnkov tavtdypova RTav idla pe
QOPUAKOKIVITIKT] GLTAOV TV QAPUOKEVTIKOV TPOIOVIOV KOTd TN LELOVOUEVT] YOPTYNOT] TOVC.

Khvikég kat in vitro nehéTec @UPLOKOKIVITIKNG OAANAETIOpaoNG £6€1EAV OTL TO EVOEYOUEVO TOV
dwapesorafovpevev omd to CYP450 aAAnAenidpacemy mov EUTAEKOVY TNV EUTPIGITOUTIVI KOL T

S1e0ompo&IAIKn TEVOPOPipn pe GAAO POPUAKEVTIKAE TPOTOVTa, vt YoUNAO.

H cvuyyopnynon dgv cuvictdton

To Emtricitabine/Tenofovir disoproxil Krka dev mpémnet va cuyyopnysiton pe Ao QopLOKELTIKA
TPOIOVTO TOV TEPLEYOVY EUTPLOLTAUTIVN, diooTpo&ihkn TevopoBipn, tevopofipn aiapevapion 1 dAlo
avéloya kutidivng, 6mmg AapiBovdivn (BA. mtapdypaeo 4.4). To Emtricitabine/Tenofovir disoproxil
Krka dev mpénet va ovyyopryeital pe to dunfoiikn adepofipm.

Adovooivy
H ovyyopfiynon tov Emtricitabine/Tenofovir disoproxil Krka e d1davooivn dev cuvictdron
(BA. mapdrypago 4.4 ko [Tivaka 2).

DopuoxevtiKa Tpoiovia wov amofdllovial awo T VepPiKy 000

Kobbg n eptprottoumivn kat 1 tevo@oPipn amofaiioviol Kupimg omd Toug veppolg, 1| GLYXOoPIYNon
tov Emtricitabine/Tenofovir disoproxil Krka pie @appokevtikd mpoidvio mou Leudvouy T veQpLkn
Aettovpyia i avToyovifovtot yio Ty gvepyd cowinvaploxn anékkpion (m.y. cidopofipn) puropei va
OVENCEL TIC GLYKEVIPMGELG TNG ERTPLOITAUTIVIG, TNG TEVOQORIpNG KaUM TV cuy)op1yoOLEV®OV
QOPUAKEVTIKAOV TPOIOVI®MV GTOV 0p0.

H ypnon tov Emtricitabine/Tenofovir disoproxil Krka npémel vo amopevyetat pe cuyyoprynon 1
TPOGPATT YPNON VEPPOTOEIKOD QPUPLOKEVTIKOV TTpoiovtog. Opiopéva tapadeiypata teptiapfivovy,

oALG xopic va meptopilovtal 6€ avTd, TIG AUVOYAVKOGIdES, TNV appotepikivn B, T pookapvérn, T
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ykavowAofipn, v mevtapdivn, ™ foavkopvkivn, ) cdoeoPipn 1| v wrepievkivn-2 (BA.

Topaypapo 4.4).

AM\ec aANAETIOPAGELS

O aAniemdpdoeic peta&hd Tov GLVILAGHOD EPTPICITAUTIVIG/OIGOTPOEIMKNG TEVOPORipNg 1| TV
LELOVOLEV®V GUGTATIKMY TOV Kol AAA®MV POPLOKEVTIKAOV TPoidvTv Topatifeviot otov ITivoka 2
TOPOKATO (1] A0ENGT VTOSEIKVIETOL WG «T», 1 LEIWGT MG «|», Kopio HETAPOAN G «<>», V0 popEg
nuepnoing wg «b.i.d.» kot pia popd nuepnoing og «q.d.»). Edv elvar Stubéoipa, ta daotinota
gumotoovvng 90% divovion evtog mapeviEcewy.

Hivakag 2: AAAniemdpdaoeis peta&d TOV GLVOVUCHOD ERTPLOLTANTIVIIG/OLo0TPOEIAKIG
TEVOQOPipNg 1] TOV HELOVOUEVAV GUOTATIKAY TOV KOl GAAOV QUPUIKEVTIKOV TPOIOVIOV

DopproKeVTIKG TPOIOV ava
OepomevTiKi TEPLOYN

Emdpaoceig ota
emineda pappdxov
Méon mocooTIoi0

peTafoln otig TINEG
AUC, Cmax, Chin ue
90% dwotipato

YV0TOO GYETIKA PE TN GUYYOPI YN0 NE
Emtricitabine/Tenofovir disoproxil Krka
(eptprorropmivny 200 mg, SicompoSthki
Tevo@ofipn 245 mg)

disoproxil
(300 mg q.d./100 mg q.d./245 mg
q.d.)

AUC: | 25% (| 42
£mg | 3)
Chnax: l, 28% (l, 50

EUTGTOGVVI|G,
epooov givan
dbéopa

(uyoviopdc)
ANTI-AOIMQAH
AvTIpETPOiKE
AVaGTOAEIC TPOTEACOV
Atazanavir/Ritonavir/Tenofovir Atazanavir: Agv cuvietdton Tpocappoyn tng d6ong. H

avénpévn €kBeomn oe tevoeofipn Ba propovce
VoL EVIGYVGEL TIG OYETILOUEVEG e TNV TEVOPOSipn
OVETIOVUNTEG EVEPYELEG, CUUTEPIAAUPAVOLEVDV

£€0g 1 95) TOV VEPPIKAV dwatapaydv. H veppum

Chin: | 26% (| 46 Agrtovpyla mpémet va Tapakoiovbeitan oteva

éwc 1 10) (BA. mapdypago 4.4).

Tenofovir:

AUC: 1 37%

Crmax: T 34%

Cmin: T 29%
Atazanavir/Ritonavir/Emtricitabine | H aAAnAenidopaon

Ogv €yet peretnet.
Darunavir/Ritonavir/Tenofovir Darunavir: Agv cuvietdrol Tpocappoyn g 66ong. H
disoproxil AUC: < avénpévn €xbeon oe tevoeoPipn Oo propodoe
(300 mg q.d./100 mg q.d./245mg | Cpin: <> VoL EVIGYVGEL TIG OYETILOUEVES e TNV TevogoPipn
q.d.) Tenofovir: avemBOUNTEG EVEPYELEC CLUUTEPIAQUPAVOUEVDV

AUC: 1 22% TOV vePPIKaV dwutapaymv. H veppikn

Cuin: 137% Agrtovpyia Tpémel va mapakoAovdeital oTeEVA
Darunavir/Ritonavir/Emtricitabine | H aAnienidpaon (BA. mopdaypago 4.4).

dev €yl peretnOel.
Lopinavir/Ritonavir/Tenofovir Lopinavir/Ritonavir | Agv cuviotdrol Tpocappoyn g doone. H
disoproxil : avénpévn €kBeon oe tevoeofipn Ba pmopovce
(400 mg b.i.d./100 mg AUC: & VoL EVIGYVGEL TIG OYETILOUEVEG LE TNV TEVOPOPipN
b.i.d./245 mg q.d.) Crax: <> OVETOVUNTEG EVEPYELEG CUUTEPIMOUPAVOUEVOV

Chin: <> TV VEPPIKAOV dtotapaydv. H veppur

Tenofovir: Aertovpyio Tpémel va TapakoAovOeiTal GTEVA

AUC: 132% (125 | (BA. mopdypago 4.4).

£€wc 1 38)

Crax: <>

Chin: T51% (1 37

£€mg 1 66)
Lopinavir/Ritonavir/Emtricitabine | H aAAnAenidpaon

Ogv €yer peretnet.

NRTIs
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

Didanosine/Tenofovir disoproxil

H cuyyopiiynon
Stoompo&ihikng
TEevoQofipng pe
ddavooivn odnyei
oe katd 40-60%

H ovyyopfiynon tov Emtricitabine/Tenofovir
disoproxil Krka pe 61dovooivn dev cuvietdTon
(BA. mapdypago 4.4).

H avénuévn cvotnpotikn ékbeorn ot

avénpévn dwdavooivn propel va avénoet tov kivéuvo
GUGTILOTIKN AVETIOOUNTOV EVEPYELDY GUGYETILOUEV®V LE TN
éxbeon o dwavocivn. Zrdvia, £xovv avapepbel
Sdavoasivn. TOYKPEOTITION Kot YOAAKTIKT 0E€waon, eviote
potpaia. H cuyyoprynon tov tenofovir
disoproxil pe didavocivn og 6601 400 mg
NUEPNCIMG GUGYETICTNKE e CNUAVTIKN pelwon
oV ap1Bpov kuttdpov CD4, mbavdg Adyw
evookLTTapLog aAANAeTidpoong €& artiog Tng
omoiog avENOnKe N POcEopLAIOIEVT (SNA. 1
dpaotikn) dwavosivn. M petwpévn d6on Tev
250 mg 3180voGivig GUYXOPTYOOLEVTG LUE
Oepancio tenofovir disoproxil cuoyetiomke pe
i i E— AVOQOPES VYNAOD TOGOGTOD 1OAOYIKNG

Didanosine/Emtricitabine H aAAnenidpaon AMOTVYIAG HE TOVC SIEPOPOVS GCUVIVAGHOVS TOV
dev yer pehenOei. dokipdotnkoy Yo Th Oepameio g Aoiuméng

amd Tov 10 HIV-1.

Lamivudine /Tenofovir disoproxil | Lamivudine: H AopBoudivn ko to Emtricitabine/Tenofovir
AUC: | 3% (| 8% disoproxil Krka dev mpémer va yopnyodvron
éwc 1 15) tavtoypova (BA. mapdypapo 4.4).

Crax: | 24% (| 44
fog | 12)

Cmin: AY
Tenofovir:

AUC: | 4% (] 15
£og 1 8)

Crmax: T102% (] 96
¢wc 1 108)

Cmin: AY

Efavirenz /Tenofovir disoproxil Efavirenz: Agv amoteitol Tpocappoyn g 60omg TG
AUC: [ 4% (L7 epafpévine.
éog | 1)

Cnax: | 4% (| 9 g
12)

Cmin: AY
Tenofovir:

AUC: | 1% (] 8
£og 1 6)

Criax: 1 7% (1 6 é(l)g
122)

Cminl AY

ANTI-AOIMQAH

Avtuukoi rapdyovres yia Tov 16 g nrartitidos B (HBV)
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

Adefovir dipivoxil/Tenofovir
disoproxil

Adefovir dipivoxil:
AUC: | 11% (] 14
gng | 7)

Crmax: | 7% (] 13
éog | 0)

Cmin: AY
Tenofovir:

AUC: | 2% (] 5
éwg 1 0)

Crmax: | 1% (1 7 é0g
16)

Chin: AY

H dumPaiuc) adepofipn kot to
Emtricitabine/Tenofovir disoproxil Krka dgv
TPEMEL VOL OpTYOUVTOL TAVTOYPOVAL (PA.
Tapdypoaeo 4.4).

AVTUuKoi TOpPayovTES Y10 TOV 10 TG

nratzitvag C (HCV)

Ledipasvir/Sofosbuvir

(90 mg/400 mg q.d.) +
Atazanavir/Ritonavir

(300 mg q.d./100 mg q.d.) +
Emtricitabine/Tenofovir disoproxil
(200 mg/245 mg q.d.)!

Ledipasvir:

AUC: 1 96% (1 74
fmg 1 121)

Cnax: 1 68% (1 54
£mg 1 84)

Chin: T 118% (1 91
éoc 1 150)
Sofosbuvir:
AUC: &

Cmax: >
GS-331007%
AUC: &

Cax: <>

Chmin: T42% (1 34
¢ 1 49)
Atazanavir:
AUC: &

Cax: <

Chin: T 63% (1 45
¢ 1 84)
Ritonavir:

AUC: &

Cmax: Ad

Chin: T45% (1 27
£0c 1 64)
Emtricitabine:
AUC: &

Cmax: g

Cmin: A
Tenofovir:

AUC: &

Cax: T47% (1 37
éwc 1 58)

Chmin: T47% (1 38
éwc 1 57)

Ot a&NUEVEG CUYKEVTPOGELS TNG TEVOPOPIpTG
GTO TAACLO TTOV EIVOL OTOTELEGLLO TNG

oLy opNYNoNg dioompolthikng tevogofipng,
AedimacBipng/coposumovPipng kot
atalavafipng/prrovaPipng dvvavrot va
aLENGOLVV TIC AVETIOOUNTEG EVEPYELEG TTOV
oyetiCovtar pe ™ dtoompo&ihkn tevopofipn,
GUUTEPIAAUPAVOLEVOV TMV VEPPIKOV
Swtapaydv. Aev éyetl amoderydel n aoPdAeid TG
droompo&idikng tevoeofipng otav
ypnolpomoteiton poli pe
AedumacBipn/copocumovfipn Kot kdmolov
(QOPLOKOKIVITIKO gvioyvtn (m.y. prtovafipn 1
KOUTGLOTATN).

O GVVIVOOUOG TIPETEL VO YPTCYLOTOLEITOL [
TPOCOYN KOl HE CLYVI VEQPIKY TTopakolovbnon,
€POGOV gV VILAPYOLV dlaBEIUES AAAES
EVOAOKTIKEG EMAOYES (PBA. Tapdypago 4.4).
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE

Emtricitabine/Tenofovir disoproxil Krka

(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)
Ledipasvir/Sofosbuvir Ledipasvir: Ot av&NUEVES GLYKEVTPAOGELS TNG TEVOPOPIpTG
(90 mg/400 mg q.d.) + AUC: & GTO TAICLO TTOV EIVOL OTOTEAEGLLOL TNG
Darunavir/Ritonavir Crax: <> oLYXopNYNOoNG S1oompo&MKNG TEVvopoPipng,
(800 mg q.d./100 mg q.d.) + Chnin: < AedimacBipng/copooumovfipng kon
Emtricitabine/Tenofovir disoproxil | Sofosbuvir: vtapovvafipng/pirovafipng, Svvavtor vo
(200 mg/245 mg q.d.)! AUC: | 27% (1 35 | av&noovy Tig avemBounTeg eVEPYELEG OV
émg | 18) oyetiCovtat e T dtoompo&ikr| TevopoPipn,
Chnax: § 37% (| 48 GUUTEPIAAUPOVOLEVOV TOV VEPPIKOV
€mg | 25) Swatapaydv. Aev éyet amoderydel 1 aodieia g
GS-331007% dtoompo&iAikng TevopoPipng otov
AUC: & ypnowomnoteitol polt pe
Crax: < AedumacBipn/copocumovfipn Kot kdmolov
Chin: < QOPUOKOKIVITIKO eVioyVT (1), prrovafipn 1
Darunavir: KOUMIOLOTATN).
AUC: & O cvvdLOoUOC TPETEL VOL XPTCULOTOLEITOL [UE
Chnax: <> TPOGOYN KOl LLE GLYVI VEQPIKT] TAPAKOAOVOT O,
Chnin: <> €POGOV gV VILAPYOLV JOEGILES AAAES
Ritonavir: EVOALOKTIKES EmMA0YES (BA. mapdypapo 4.4).
AUC: <~
Cax: <>
Chin: 1 48% (1 34
£0c 1 63)
Emtricitabine:
AUC: <
Crnax: <>
Cmin: «>
Tenofovir:
AUC: 1 50% (1 42
£0c 1 59)
Crmax: T 64% (1 54
éog 1 74)
Chin: 159% (1 49
£wc 1 70)
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

Ledipasvir/Sofosbuvir

(90 mg/400 mg q.d.) +
Efavirenz/Emtricitabine/Tenofovir
disoproxil

(600 mg/200 mg/245 mg q.d.)

Ledipasvir:

AUC: | 34% (| 41
£mc | 25)

Cnax: | 34% (| 41
éog 1 25)

Chnin: | 34% (| 43
£mg 1 24)
Sofosbuvir:

AUC: &

Cmax: «>
GS-331007%
AUC: &

Cax: <

Cmin: >
Efavirenz:

AUC: &

Cax: <>

Cmin: g
Emtricitabine:
AUC: &

Cax: <

Cmin: g
Tenofovir:

AUC: 1 98% (1 77
oG 1 123)

Cinax: T 79% (1 56
éwg 1 104)

Chmin: T 163% (1 137
¢wc 1 197)

Agv cuvieTtdton Tpocappoyn g doong. H
avéEnuévn €xbeon oe tevoeofipn Oo pmopovoe
VoL EVIOYVOEL TIG OYETILOUEVES e T1)
Sroompo&ihikn tevoeofipn avemBounteg
EVEPYELEG, GCUUTEPIAUUPAVOUEVOV TV VEPPIKOV
Swrapaydv. H veppikn Aettovpyia mpémet vo
napakolovdeital 6teva (PA. Topdypapo 4.4).

Ledipasvir/Sofosbuvir

(90 mg/400 mg q.d.) +
Emtricitabine/Rilpivirine/
Tenofovir disoproxil

(200 mg/25 mg/245 mg q.d.)

Ledipasvir:
AUC: &
Cax: <>
Cmin: A
Sofosbuvir:
AUC: &
Cmax: Ad
GS-331007%
AUC: &
Cmax: >
Cmin: Ad
Emtricitabine:
AUC: &
Cax: <>
Cmin: >
Rilpivirine:
AUC: &
Cmax: Ad
Cmin: Ad
Tenofovir:
AUC: 1 40% (1 31
g 1 50)
Cax: <>

Cunin: 1 91% (1 74

Agv cuvieTtdton Tpocapuoyn g doong. H
avénpévn ékbeomn oe tevopofipn Oa propovoe
VoL EVIOYVGEL TG OYETILOUEVEG E TN
Stoompo&idikn tevoeofipn avemBounteg
EVEPYELEG, CLUUTEPIAAUPOVOLEVOV TOV VEPPIKOV
Swrapoydv. H veppikn Aettovpyia mpémet vo.
mapaxorovdeitat oteva (PA. Tapdypogo 4.4).
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(unyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

éoc 1 110)

Ledipasvir/Sofosbuvir

(90 mg/400 mg q.d.) +
Dolutegravir (50 mg q.d.) +
Emtricitabine/Tenofovir disoproxil
(200 mg/245 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <

GS 331007%
AUC: &
Cmax: <
Cmin: <

Ledipasvir:
AUC: &
Cmax: <
Cmin: <«

Dolutegravir
AUC: &
Cmax: <
Cmin: <

Emtricitabine:
AUC: &
Cmax: <
Cmin: <

Tenofovir:

AUC: 1 65% (1 59
éog 1T 71)

Cmax: 1 61% (1 51
éoc 1 72)

Cmin: 1 115% (1
105 éw¢ 1 126)

Aev anorteiton Tpocappoyn g d6ong. H
avénpévn €xbeon oe tevoeopfipn Oo pmopovoe
VOl EVIGYVGEL TIG GYETILOMEVES e TN
Sdtoompo&idikn tevoeofipn avemBounteg
EVEPYELES, CUUTEPIAAUPOVOUEVMV TMV VEPPIKOV
Swtapaydv. H veppikn Aertovpyio mpémet va
napakorovdeital oteva (PA. Tapdypapo 4.4).

Sofosbuvir/Velpatasvir

(400 mg/100 mg q.d.) +
Atazanavir/Ritonavir

(300 mg q.d./100 mg q.d.) +
Emtricitabine/Tenofovir disoproxil
(200 mg/245 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <

GS 331007%
AUC: &

Cmax: <

Cmin: 1 42% (137
¢ 1 49)

Velpatasvir:

AUC: 1 142% (1
123 ¢mg 1 164)
Cmax: 1 55% (1 41
éog 1 71)

Cmin: 1 301% (1
257 éwg 1 350)

O1 awENPEVEG GLYKEVIPMGELS TNG TEVOPOPIpNG
GTO TAAGHO TTOV EIVOL OTOTELEGLLO TNG

oLy opNYMoNg dicompolthikng Tevogofipng,
co@ocpmovPipne/PeAnatacipng ko
atalavafipng/prrovapipng, SOvavrot va
aLENCOVV TIC aVEMBOUNTES EVEPYELEG TOV
oyetiCovtar pe ™ dtoompo&ihkn tevopofipn,
GUUTEPIAAUPAVOLEVOV TV VEPPIKOV
Swtapaydv. Aev éyet amoderydel n aoPdAeia TG
droompo&idikng tevoeofipng otav
ypnolpomoteiton poli pe
copooumovPipn/ferratacipn Kot kdmolov
QOPLOKOKIVITIKO gvioyvTn (m.y. prrovafipn 1
KOUTIGLOTATN).

O cvvdvaopdG TPETEL VoL YPTCYLOTOLEITOL [E
TPOGOYN KOl LUE GUYVI VEPPIKT TOPOKOAOVONON
(BA. mapdypago 4.4).
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

Atazanavir:

AUC: &

Cmax: <

Cmin: 1 39% (1 20
é0c 1 61)

Ritonavir:
AUC: &
Cmax: <>
Cmin: 129% (1 15
£0c 1 44)

Emtricitabine:
AUC: &
Cmax: <>
Cmin: <>

Tenofovir:

AUC: &

Cmax: 1 55% (1 43
é0c T 68)

Cmin: 1 39% (1 31
¢ 1 48)

Sofosbuvir/Velpatasvir

(400 mg/100 mg q.d.) +
Darunavir/Ritonavir

(800 mg q.d./100 mg q.d.) +
Emtricitabine/Tenofovir disoproxil
(200 mg/245 mg q.d.)

Sofosbuvir:

AUC: | 28% (] 34
éwc | 20)

Cmax: | 38% (| 46
¢ | 29)

GS 331007%
AUC: &
Cmax: <
Cmin: <

Velpatasvir:

AUC: &

Cmax: | 24% (] 35
éog | 11)

Cmin: <

Darunavir:
AUC: &
Cmax: <
Cmin: <

Ritonavir:
AUC: &
Cmax: <
Cmin: <

O1 awénpéveg GUYKEVTPMGELS TNG TEVOPOPIpNG
GTO TAACHO TTOV EIVOL OTOTELEGULO TNG
GLYYopNYNONG S160TPOEIMKNG TEVOPOPipTG,
copoourovPipng/Pednatacipng Ko
vtapouvvafipng/prrovafipng, Svvovton va
aLENGOVV TIC AVEMBOUNTES EVEPYELEG TOV
oyetiCovtar pe ™ dtoompo&ihkn tevopofipn,
GUUTEPIAAUPAVOLEVOV TV VEPPIK®OV
Swtopoydv. Agv €xel amoderydel n acPaield TG
droompo&idikng tevoeofipng otav
ypnoipomoteiton poli pe
copooumovPipn/ferratacipn Kot kdmolov
QOPLOKOKIVITIKO gvioyv (w.y. prrovafipn 1
KOUTIGLOTATY).

O cvvdvaoudC TPEMEL VL YPTCYLOTOLEITOL [UE
TPOGOYN KOl LLE GUYVI VEPPIKT] TOPAKOAOVON O
(BA. mapdypago 4.4).
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Cmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

Emtricitabine:
AUC: &
Cmax: <
Cmin: <

Tenofovir:

AUC: 139% (1 33
¢ 1 44)

Cmax: 1 55% (1 45
£m0¢ 1 66)

Cmin: 1 52% (1 45
£0c 1 59)

Sofosbuvir/Velpatasvir

(400 mg/100 mg q.d.) +
Lopinavir/Ritonavir

(800 mg/200 mg q.d.) +
Emtricitabine/Tenofovir disoproxil
(200 mg/245 mg q.d.)

Sofosbuvir:

AUC: | 29% (| 36
émg | 22)

Cmax: | 41% (] 51
€mg | 29)

GS 331007%
AUC: &
Cmax: <«
Cmin: <«

Velpatasvir:

AUC: <

Cmax: | 30% (| 41
éoc | 17)

Cmin: 1 63% (143
¢ 1 85)

Lopinavir:
AUC: &
Cmax: <
Cmin: <«

Ritonavir:
AUC: &
Cmax: <
Cmin: <

Emtricitabine:
AUC: &
Cmax: <>
Cmin: <>

Tenofovir:
AUC: &
Cmax: 1 42% (1 27

O1 awENPEVEG GUYKEVTPMGELS TNG TEVOPOPIpNG
OTO TAGGLLA IOV EIVOL OTOTEAEGILA TG
GLyYopNYNoNS S160TPOEIMKNG TEVOPOPipTG,
copoourovPipng/Pednatacipng Ko
AomwvaBipng/prrovafipng, Svvavral va avéfcovy
TG avemBopunTeg evépyeleg mov oyetilovTan pe
™ disompo&ihikn TevopoPipn,
GUUTEPIAAUPAVOLEVOV TV VEPPIKDV
Swtopoydv. Agv £xetl amoderydel N acPaied TG
droompo&ihikng tevoeofipng otav
ypnowomnoteiton poli pe
copocpmovfipn/PermatacPipn kot kémolov
QOPLOKOKIVITIKO evioyv (w.y. prrovafipn 1
KOUTIGLOTATN).

O cLVOVOCHOG TTPETEL VOL YPTCULOTOLELTOL e
TPOGOYN KOl LE GLYVY VEPPIKT TOPAKOAOVON G
(BA. mapdypago 4.4).
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

éoc 1 57)
Cmin: <

Sofosbuvir/Velpatasvir

(400 mg/100 mg q.d.) +
Raltegravir

(400 mg b.i.d) +
Emtricitabine/Tenofovir disoproxil
(200 mg/245 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <

GS 331007%
AUC: &
Cmax: <
Cmin: <>

Velpatasvir:
AUC: &
Cmax: <>
Cmin: <«

Raltegravir:

AUC: &

Cmax: <

Cmin: | 21% (| 58
g 1 48)

Emtricitabine:
AUC: &
Cmax: <>
Cmin: <

Tenofovir:

AUC: 1 40% (1 34
£0c 1 45)

Cmax: 1 46% (1 39
éoc 1 54)

Cmin: 1 70% (1 61
£wc 1 79)

Agv cuvietdton Tpocappoyn g doong. H
avénpévn €kbeom oe tevopofipn Oa propovoe
VoL EVIGYVGEL TIG OYETILOUEVES e TN
dtoompo&idikn tevoeofipn avemBounteg
EVEPYELEG, CLUUTEPIAAUPOVOLLEVOV TOV VEPPIKODV
Swrapaydv. H veppikn Aettovpyia mpémnet vo
mapaxorovdeitatl oteva (PA. Tapdypapo 4.4).

Sofosbuvir/Velpatasvir

(400 mg/100 mg q.d.) +
Efavirenz/Emtricitabine/Tenofovir
disoproxil

(600 mg/200 mg/245 mg q.d.)

Sofosbuvir:

AUC: &

Cmax: 1 38% (1 14
¢wg 1 67)

GS 331007%
AUC: &
Cmax: <
Cmin: <

Velpatasvir:

AUC: | 53% (] 61
éog | 43)

Cmax: | 47% (| 57

H ovyyopfiynon
copocpmovPipne/PeAnatacipng ko
€afipéving avopéveTal Vo LELDCEL TG
GULYKEVIPOOELS TNG PeAmatacfipng oto TAdopa.
H ovyyopfiynon
co@oopmovPipng/Pernatacipng pe
Oepamenticd GyfaTo TOL TEPLEXOLV EQABpEVEN
dev cuvicTtarol.
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

¢ | 36)
Cmin: | 57% (| 64
o | 48)

Efavirenz:
AUC: &
Cmax: <«
Cmin: <

Emtricitabine:
AUC: &
Cmax: <
Cmin: <

Tenofovir:

AUC: 1 81% (1 68
£0c 1 94)

Cmax: 1 77% (1 53
éoc 1 104)

Cmin: 1 121% (1
100 éwg 1 143)

Sofosbuvir/Velpatasvir

(400 mg/100 mg q.d.) +
Emtricitabine/Rilpivirine/Tenofovi
r disoproxil

(200 mg/25 mg/245 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <

GS 331007%
AUC: &
Cmax: <
Cmin: <

Velpatasvir:
AUC: &
Cmax: <
Cmin: <

Emtricitabine:
AUC: &
Cmax: <
Cmin: <

Rilpivirine:
AUC: &
Cmax: <
Cmin: <

Tenofovir:

AUC: 1 40% (1 34
£m¢ 1 46)

Cmax: 1 44% (1 33
£0c 1 55)

Cmin: 1 84% (1 76
£0c 1 92)

Agv cuvieTtdton Tpocapuoyn g doong. H
avénpévn ékbeomn og tevopofipn Oa propovoe
VOl EVIGYVGEL TG OYETILOUEVES LE TN
dtoompo&idikn tevoeofipn avemBounteg
EVEPYELEG, CUUTEPIAAUPOAVOLEVOV TOV VEPPIKOV
Swrapoydv. H veppikn Aettovpyia mpémet vo
mapaxorovdeitat oteva (PA. Tapdypapo 4.4).
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE

Emtricitabine/Tenofovir disoproxil Krka

(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

Sofosbuvir/Velpatasvir/ Sofosbuvir: O1 0wENUEVEG GVYKEVIPMGELS TNG TEVOPOPIPNG
Voxilaprevir (400 mg/100 mg/ | AUC: <~ 670 TAUGLLOL IOV £Ival OTOTEAEGLLOL THG
100 mg+100 mg q.d.)3 i Darunavir Crax: | 30% oLYXOPNYNONG T®V d160TPo&IMKNG TEVOPORipng,
(800 mg q.d:) + R.1t0naV1r (10(.) T8 | Coin N/A coooumovPipng/PeknatacPipng/Boihampefipn
q.d.) + Emtricitabine/Tenofovir e ! ; g
disoproxil (200 mg/245 mg q.d.) ¢ kou dapovvaPipng/prrovaPipng, evogyetar va

GS-331007% aLENGOLVV TIC AVETIOVUNTEG EVEPYELEG TTOV

AUC: & oxetiovtan pe N dtoompo&idikn TevopoPipn,

Chnax: <> GUUTEPIAAUPAVOUEVOV TV VEPPIKDV

Chnin: N/A SwTopoydv.

Aev éyel amoderybei n acpdieia g

Velpatasvir: Sdtoompo&iiikng tevopoPipng otav

AUC: < ypnopomoteiton poli pe

Chnax: <> copooumovPipn/BernatacBipn/Posihanpefipn

Chin: < KoL KOO0V QApUOKOKIYITIKG EVIGYVTH (.Y

prrovafipn 1 KOpTIoIoTaTY).
Voxilaprevir:

AUC: 1 143%
Coax: T 72%
Conin: 1 300%

Darunavir:
AUC: &
Cmax: >

Conin: | 34%

Ritonavir:
AUC: 1 45%
Crax: T 60%

Chin: <>

Emtricitabine:
AUC: &
Cmax: Ad

Chin: <>

Tenofovir:
AUC: 1 39%
Cinax: T 48%
Chmin: T47%

O cvvdvaoudc Oo Tpénel va ypnoipoToteitat pe
TPOGOYN KOl LLE GUYVI VEPPIKT] TOPAKOAOVON O
(BA. mapdypago 4.4).
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D opproKEVTIKG TPOIOV aVa
OepamevTikn wepLoyN

Emdpaoceig ota
emineda pappdxov
Méon mocooTiaio

petapoin ot TIRéS
AUC, Cmax, Chmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(uyoviopdc)

YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
Emtricitabine/Tenofovir disoproxil Krka
(sptprovropmivny 200 mg, Sicompodrki
TeVOQOPipn 245 mg)

Sofosbuvir

(400 mg q.d.) +
Efavirenz/Emtricitabine/Tenofovir
disoproxil

(600 mg/200 mg/245 mg q.d.)

Sofosbuvir:
AUC: &

Crmax: | 19% (| 40
émg 1 10)
GS-331007%
AUC: &

Crmax: | 23% ({ 30
éoc 1 16)
Efavirenz:

AUC: &

Cax: <>

Cmin: Ad
Emtricitabine:
AUC: &

Cax: >

ijnl A
Tenofovir:

AUC: &

Ciax: 125% (18
g 1 45)

Cmin: >

Agv amouteiton Tpooaproyn g 60omg.

Ribavirin/Tenofovir disoproxil

Ribavirin:

AUC: 1 26% (1 20
oG 1 32)

Cax: § 5% ( 11
éog 1 1)

Cumin: AY

Aev amarteiton Tpocapproyn e 666mg e
pyumafipivng.

Avtuikoi Tapdyovreg Yo Tov 16 Tov £pTnTo.

Famciclovir/Emtricitabine

Famciclovir:
AUC: | 9% (] 16
éog | 1)

Chnax: | 7% (] 22
éoc 1 11)

Cmin: AY
Emtricitabine:
AUC: | 7% (| 13
éog | 1)

Cax: § 11% (] 20
éog 1 1)

Cmin: AY

Aev amorteiton Tpocappoyn e d6ong e
QopohoPipng.

Dappoke KoTd TOV puKofaktnpiny

Rifampicin/Tenofovir disoproxil

Tenofovir:

AUC: | 12% (] 16
éog | 8)

Crax: | 16% (] 22
éwc | 10)

Cuin: | 15% (] 12
¢0g | 9)

Agev amorteiton Tpocappoyn g d66nG.

AIIO XTOMATOX ANTIXYAAHIITIKA
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D opproKEVTIKG TPOIOV aVa Emdpaoceig ota YV0TOGC GYETIKA IE T1] GUYYOPIYN O] NE
OepamevTiKi TepLoyn emineda pappdxov Emtricitabine/Tenofovir disoproxil Krka
Méon mocooTiaio (sptprovropmivny 200 mg, Sicompodrki
petapoin ot TIRéS TeVOQOPipn 245 mg)

AUC, Cmax, Cmin ue
90% dwotipato
EUTLOTOGVVIG,
epooov givan
dabéopa
(umyoviopdc)

Norgestimate/Ethinyl oestradiol/ Norgestimate: Agv amouteitol Tpooapoyn g 600mMg TV
Tenofovir disoproxil AUC: | 4% (] 32 VOPYESTILATNG/ AlOVVIAIKAG 016 TPASIOANG.
£éoc 1 34)

Crmax: | 5% (| 27
g 1 24)

Cmin: AY

Ethinyl oestradiol:
AUC: | 4% (19
éwg 1 0)

Crmax: | 6% (] 13
£og 1 0)

Chin: § 2% (] 9 éog
16)

ANOZOKATAXTAATIKA

Tacrolimus/Tenofovir Tacrolimus: Agv amouteiton Tpooapoyn g 600mMg TG
disoproxil/Emtricitabine AUC: 14% (|3 TOKPOALLOVG,.

g T 11)

Cax: 7 3% ({ 3 ¢
19)

Cmin: AY
Emtricitabine:
AUC: | 5% (1 9
éog | 1)

Crmax: | 11% (] 17
éng | 5)

Cmin: AY
Tenofovir:

AUC: 16% (| 1
g 1 13)

Crax: T13% (11
éoc 1 27)

Cmin: AY

OIlII0YXA ANAATHTIKA

MebBadovn/Tenofovir disoproxil MebBadovn: Agv amorteitol Tpocaproyn g 600mMg TG
AUC:15% (12 pedadovng.

éwc 1 13)

Cnax: 1 5% (| 3 g
114)

Cmin: AY

AY = dev vmoloyioTnKe.

N/A = dev gpappoletat.

! Aedopéva mov mpodkuyav amd T xopfymon doong tantdypova e AeduacPipn/coposumovPipn. H khpaxeot) xopiynon
(1e dwapopd 12 mpdv) £6mGE TOPOLOLNL ATOTEAEGILOTAL.

2 O K0p1og KUKAOPOP®Y peTaforitng g coposumovipnc.

3 Melém mov mpaypotomow|Onke pe emmhéov PoEhampeipn 100 mg yio vo. emtevyBovv ekbécelc oe Po&hampePipn mov
avapévovton og acdeveic pe Aoipwén HCV.

4.6 T'ovipétnTo, KOO KO Yarovyia
Kvnon
"Evag peydiog apiBuodc dedopévav og £YKues Yuvoaikes (Tepummtdoelg EKPaong eYKuHooOvIg
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neplocotepes amd 1.000) dev Katadetcviouy v vmapén cuyyevav Stopaptidv 1 To&ikd g 6To
EuPpoo/veoyvo oxeTIlOpEVES LLE TNV EPTPLCLTOUTIVY Kot T1) Stoompodihikn Tevoeofipn. Meléteg oe
oo pe v epTpiottopmivn Kot T Stoompo&IAtkn TevoeoPipr 6ev KOTESEIENV AvaTapay®YIKN
to&kotnTa (BA. Tapdypapo 5.3). Zuvenmg 1 yprion tov Emtricitabine/Tenofovir disoproxil Krka 6a
UTOPOVOE VO, ATOPOAGIOTEL KOTA T SIEPKELD TG KUT|ONE, EAV OVTO KPIVETOL ATOpOiTNTO.

OnAacuog
H eptprorrapmivn ko ) tevopofipn éxet amoderyfel 6T1 amekkpivovtor 610 avOpdmvo yaia.
Yapyovv aveTapKelg TANPOPOPIEG GYETIKG LIE TNV EMIOPOOT] TG EUTPIOITAUTIVIG KOL TG

tevopofipng ota veoyévvnto/Ppéen. Xvvenmg to Emtricitabine/Tenofovir disoproxil Krka dev mpémet
VoL YPNOLOTOLEITOL KOTA TNV d1dpKeLa TOV ONAAGHLOD.

[pokeyévou va amopevyBei n petdadoon Tov 100 HIV oto Bpépog, cuvictdral ot yovaikeg mov Lovv pe
tov 10 HIV va pnv dniélovv ta Bpéen tovg.

Fovipdémra

Agv vtdpyovv dtobéoipa deSOpEVA Y10 TOV AVOPMTO GYETIKA LIE TIG EXTTOGELS TOV GUVOVLAGHLOV
EUTPIOITOUTIVIG/ O150Tpo&IMKnG TEVoPoPipng. Meléteg oe (ma dev katédei&av emiPrapeic emaTOOELS
™G EPTPIOITaUTIVIIG 1 TNG S160TPOEIMKNG TEVOQOPipTG 0T YOVILOTNTO.

4.7 Emdpacelg oty IKavVOTTA 001]YN61)G KOL YEIPLGROD Py oviLdTov

Agv &govv mpoypatomomnOel HEAETEG OYETIKG. LE TIC EMOPACEIS TNV IKOVOTNTA 031 YNONG KOl
YEPOUOV pnyavnudTev. Ev toutolg, Ta dropa tpémet va evipepwBohy 6Tt Katd T Stdpkelo ayoyng
Le epTprottapmivn Kot d1oompo&idikn tevopofipn avapépbnke Lain.

4.8 AvemOOunteg evépyseieg

ITepiAnwn tov TPoik acEGAELC

HIV-1 Aotuwén

O1 o ovyva avapepbeiceg avemBounteg evépyeleg Tov Bewpnnkov duvnTikds 1| TOUVDS
oxETILOUEVEG LLE TNV EPTPIGLTOUTIVY KoM T dtoompo&ilikn tevopoBipn nrav vavtio (12%) kot
dbppota (7%) o pa Tuyoomopuévn KAVIKN HeAETN avorythg emonpavong o evilikes (GS-01-934,
BA. mapdypago 5.1). To Tpopih ac@AAENG TG ELTPIGITAUTIVIG Kot TNG SIGOTPOEIMKTS TEVOPORipNg
OTN CUYKEKPIUEV UEAETT TV GOUPOVO LLE TNV TPOTYOOUEVT EUTELPIQ [LE AVTOVG TOVG TAPAYOVTEG
otav o kaBévag yopnynnke poli pe dAAovg avTpeTpoTKoHS TapPAyOVTEG.

Tlpogpdloén mpwv omo v éxbeon

Agv evTomioTNKAY VEEG AVETBVLNTES EVEPYELEG LE TO CLUVOVOGHO ERTPIOITAUTIVIG/IICOTPOEIAIKNG
TeEVOQORipng og 300 TUYOTOMUEVES EAEYYOLEVEG e EIKOVIKO Qaplako peétes (IPrEx, Partners
PrEP) o115 omoieg 2.830 evidikeg yopic HIV-1 Aoipwén Elafav eptprortapmivn/dicompo&iiikn
tevopofipn pio eopd nuepncing mg Tpopviatn tpv and v ékbeor. Ot acbeveig terovoaV VIO
TapaxorovOnomn yo didpeco ddotnua 71 gfdopadmv kot 87 gfdopdadmv, avtiotoyo. H o cuyvn
avemBoun evépyela Tov ovapEPONKe oTNV OUASN TOV GUVOVAGHOL EUTPICITAUTIVIG/IIGOTPOEIAIKNIG
tevoofipne ot perétn iPrEx frav n kepoiodyio (1%).

IepiAnyn avemBOuUNTOV EVEPYEIDYV GE LOPPN TTIVOKO

O avemBounteg evépyeteg o1 omoieg OempnOniav TovAdyloToV SuVNTIK®G OYETILOUEVES LIE TN
S160mPOEIMKN TEVOPOPipN KoL TNV EUTPLOITOUTIVY] 0O KAMVIKEG LEAETEG KO OO TNV EUTELPIO, LETA
v kKukAogopia o acobeveig pe HIV-1 Aoipwén kotaypdaeovtol otov [ivaxa 3, mo kdtwo, ava
KaTNYopiol OpYovVIKoy GUGTHIOTOG TOV GOMOTOG Kot cuyvotnTa pedvions. Eviog kabe katnyopiog
oLYVOTNTOG EULPAVIONG, Ol AVeTIOOUNTEG eVEPYELEC TapaTiBevTot KaTd cepd @Oivovsag cofapoTnTog.
O1 ovuyvotreg opilovtor wg moAl cuyvég (= 1/10), ouyvég (= 1/100 éwg < 1/10), oy ovyvég (= 1/1.000
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£wc < 1/100) 1§ omdvieg (= 1

/10.000 £wg < 1/1.000).

MMivokag 3: Mepiinyn TOV avemOOUNTOV EVEPYELOV 6E PopP1] TivoKa TOV oeTilOVTOL PE TN
0160TTPOELAIKTY TEVOPORipN KoL TNV EPTPLOLTOUTIVY] BAGEL TOV KMVIKAV HELETOV KOL TNG
EUTEPLOG PETA TNV KVKAOQOPi

Toyvétnro | Eptprortopmivy I Awsomtpolriki] Tevo@ofipn
A10T0payéS TOV QIUOTOMTIKOD KOl TOD ASUPLKOD TVOTIUOTOS:

Toyvéc: OVJETEPOTEVIDL

Oy cuyvéc: avoupio?

A10TOPOYES TOD AVOGOTOINTIKOD GUGTHUOTOG:

Toyvéc: | aMepyucy avridpaon |

Aiazapoyés tov ustafolionod kai tne Gpeyng:

IToAb cuyvéc: VIOPOGEOTALLio!
Xvyvéc: vEpyAVKOLio, VITEPTPLYAVKEPIOOLLLIOL

Oyt ouyvée: vrokolonpio!
Ymoviec: YOAOKTIKN 0&€mon

Poy1oTpirés O10Topoyés:

Xoyvéc:

abmvia, Un QuG1oAoYIKA Ovelpa.

A10T0p0YES TOV VEVPIKOD TVGTHUATOS:!

IToAb cuyvéc:

KEPAAQAYio

GO

Tuyvéc:

GoAn

KEPAAQAYiQ

A1070payés TV YOTTPEVTEPIKOD:

IToAd cuyvéc: ddppota, vavtio ddppota, £uetog, vavtio
ovénuéva enimedo apvidong
‘. OVHREPUAON B GUVOHEVTIG TS . KOUMOKO dAyoG, KOolAloKT dtdToo,
Yoyvéc: TOYKPEOTIKNG AULAAONG, avENpéva ,
eminedo Mmdong opov, EUETOG, HETEOPIGHOG
KOWM0oKO Ghyog, duomeyia
Oyt cuyvée: TOYKPEATITION

A1070payéS 100 RTATOS KOL TWV YOMPOPWV:

avéENpéve. ETITESH OCGTAPTIKAG
apwotpavopepdong (AST) otov opd
KoM avénpéva minedo

Toyvég: AUVOTPOVGEEPGOTC TG TAaviviic avénpéva ETimedo TPAVEUUIVOCHY
(ALT) otov opo,
VIEPYOAEPLOpIVOILLiL

ZrAviES: NTOTIKN GTEATOON, NROTITON

Awozopayes 100 IEPUATOS KoL

70V DTOIOPLOV 1GTOD:

[ToAb cuyvéc: e€avnua
KUOTIKO-QUGOAMI®OTO e&AvON L,
QlokTovddeg e&hvonpa,

. KnAdoPraTODIES EEAVON L,

Togvee: e&avonua, kwvnoude, kKvidwon,
OTOYPOUATICUOS TOL SEPUATOG
(umepperdyypmon)”

Oyt ovyvée: ayyelooidnuo’

Yoviec: OyYEL0010M L0

A1ozopoyés Tov [oakeleTiKo

0 GUOTHUOTOS KO TOD GOVOETIKOD 10TOV.

avénpéva emineda Kivaong g

IToAd cuyvéc: KpeaTivc

Yoyvéc: UEWOUEVT OGTIKT TUKVOTNTOL

Oyt cuyvéc: papdopvdrvon!, pixh advvouio!
0GTEOUAANKIO (EKONADVETAL OG

Zrivieg: 0GTIKO AAYOG KOl GUUPAAAEL OYL

ovyvé e Katdypota)'?, porddeia!

A10T0payes TV VEPPMDV KoL TV OVPOPOPDY 00WV:

Oyt ovyvée:

avénpévn kpeatvivn, TpoTEivovpia,
AEITOVPYIKT] StaTapoyr TOV £YY0G
EOTEPAUEVOL COANVAPIOL
cuumepAapPavopévoy Tov
cuvopouov Fanconi
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Xoyvétnra Eptpiortaumivy Awsompolriki] Tevo@ofipn
veppikn avemdpreto (o&ela o
xpOVIO), oeia cwANVapLoKN
VEKPW®GT), VEQPITION

Zmbvieg: (ovumephapPavouévng o&elog
dapeong veppitidag)’, veppoyevig
amotog d1offNTng

Levikég d10T0payés Kol KOTAoTATELS THS 000D YOPHYNONG:

IToA cuyvéc: e€acbévion

Xuyvéc: movog, e&acbévion
I Avth 1 avem@buntn evépyeta pmopel va. eppovicTel wg GUVERELD TNG AEITOVPYIKTG SLOTOPOYTG TOV £YYDG ECTEPAUEVOD
cwAnvapiov. Aev Bewpeitor uTiwdDG oYeTICONEVN HE TN OG0TPOEIMKT TEVOPORipn otV TEPinT®ON amovciog GVTHG TG
oLVONKNG.
2 Toyvn frav 1 ovarpio Kot ToAd cvyvog 0 amoypoUATIGHOG Tov dEpuatoc (auEnuévn vrepueidyypoon), otav 1
guTpLoITOpTIVI YopNYNONKe o€ Toudlotpikodc acbeveic.
3 Avti M ovemBOUN TN EVEPYELD, AVOYVmPIGTNKE LEGM TNG TaPaKOAOVONGNC HETE TV KukAogopio arld dev mapatnpridnke ce
TUYOOTOUNEVEG, EAEYYOUEVEG KMVIKEG HEAETEG O eviAkeg | o€ KAMvikég pedétes Tov HIV ya v eptpiottapmivn og
TOSOTPIKONG AGOEVEIS 1| G TUYALOTOMNUEVES KAMVIKEG PEAETEG ) GTO SLEVPVUEVO TPOYPAULLO TPOSPOONG OTN SIGOTPOEIAIKT
Tevoeofipn o t disompoidiky| tevopofipn. H kotnyopio cuyvotntag extipunnke amd Evay oTaTioTiko VIoAOYIGHO 1E
Béon to cuvorikd apBpd TV aclEVOY TV Eiyav eKTEDEL OTIV EUTPICITAUTIVI GE TUYXOLOTOMNUEVEG KMVIKES HEAETEG
(n =1.563) 1 ot S160mPOEIMIKT TEVOPOPIPT GE TUYOLOTONUEVEG ELEYYOUEVEG KAMVIKEG HEAETEG KOl GTO SLEVPVHEVO
npoypapa tpdcPacng (n = 7.319).

Ieprypa@n) emMAEYUEVOV AVETIOVUNTOV EVEPYELDV

Negpixn ovoiertovpyia

Kobmg to Emtricitabine/Tenofovir disoproxil Krka pmopel vo mpokaAécel veppixn PAAPT cuvieTdton
1 otevi TapakolovONon TS veppikng Aettovpyiag (BA. mapdypago 4.4). H Aertovpykn datapayn Tov
€YY0G EGTEPAUEVOD COANVOPIOL YEVIKG EmAVONKE 1| BeATIDONKE PETA 0Td TN SLAKOTN TG
dtoompo&ihikig tevopofipns. Qo1600, og opiopévous acbeveic pe HIV-1 hoipwén, ot peidoeig otnv
KaBapomn kpeatvivig dev eMAVONKOV EVIEADG TOPA TN SLOKOTH TG S160TPOEIAMKNG TEVOPOPipNG.
Acbeveig og Kivouvo veppikng duoieitovpyiag (0Tmg acbevelg e vEPPIKOVG TOPAYOVTEG KIVOUVOL
Katd v Evapén, Tpoxwpnuévn Aoipmén HIV 1 acBeveic mov Aappdvouv tautdypova veppoto&ikd
QOPLOKEVTIKA TPOIOVTO) £0VV OENUEVO KIVOVVO VO TAPOVGIAGOVYV EAMTN AVAKTNGT TNG VEQPIKNG
Agrtovpyiog mapd T dlokom g d160mpolidkng tevopoBipng (BA. Tapdypago 4.4).

Tolaxtikn o&éwon

Eyovv avapepbei meprotatikd yohaktikng oEémong e to tenofovir disoproxil w¢ povobepaneia 1| og
oLVOLAGHO pE dALa avTipeTpoikd. Ot aobeveic pe mapdyovies mpodidbeonc, dnwg acbeveic pe pn
avTIPPOTOVLEV NIATIKN VOG0 N acBevelg Tov Aapfavouy Tavtdypova pappaka To omoia etvat
YVOOTO OTL EXAYOLV YOAUKTIKT 0EEMGT, S10TPEXOVV QLENUEVO KIVELUVO EUQAVIOTS BOpLic YOAUKTIKAG
o&éwong Kotd T dibpketn g Bepameiag pe tenofovir disoproxil, coumepthappovouévev
Bavatneopwv ekPacewv.

Merofolikég mopauetpol
To copatikd Bapog Kot To exinedo TV Mmdiov kai g YAVKOING 6To aipa evdéyetal va avénbovv
Katd T S1apKeln TG ovTipeTpoikng Bepaneiag (PAEre mopdypapo 4.4)

2ovopouo Eravepyomoinons tov Avooomointikod Zoothuatog

e aobeveic pe HIV Aolpwén pe coPapr| avocoroyikn| avemdpKelo eVOEXETAL VAL ELOOVIOTEL, KATE TV
évapén e CART, pio @Aeypovdong avtidpaoT 6€ OGVUTTOUOTIKG 1) VTOAELUOTIKG EVKOULPLOKA
nmaboyova. Avtodvooeg datapayés (6mwe 1 vocog tov Graves Kot 11 GVToAvooT NToTiTdn) EXouv
emiong avapepbel. QoT060, 0 AVAPEPOUEVOS ¥POVOS £MC TNV Evapén ivol TePLoadTEPO UETAPANTOG
Kot ovTd To YeYyovoTa Pmopel vo GupPovv moALoVG Pves PeTd TV Evapén tng Oepameiog (PA.
Tapaypopo 4.4).

Ooteovékpwan

"Exovuv avapephel tepmtdoeic 06TE0VEKPMOTNG, KUPIMG G ACHEVELS [IE OVOYVOPIGLEVOVG YEVIKE
Tapdryovies Kivdhvov, poxwpnuévn Aoipmén HIV 1 pokpdg didpketog éxbeon oe CART. H
ouyvotTNTO AVT®V glvan dyvootn (BA. mapdypoago 4.4).
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Toudrotpkdc mindvoude

H a&oroynon tov avemBountov evepyeidv mov oyetiovral pe v gptpiottapunivn Paciletot otnv
gumepia omd Tpelg ToudTpikég pekéteg (n = 169) otig onoieg TpmTolepamevdUeEVOL TULSIATPIKOT
acbBeveic (n = 123) kot madratpikoi acheveig mov giyav AaPet mponyovpévag Bepaneio (n = 46),
nikiog 4 umvav €mg 18 etdv, ot omoiot giyav tpocPindel amd tov 16 HIV, éhafav gutpiottaunivn oe
GUVOLAGHO LLE AAAOVG AVTIPETPOTKOVS Tapdryovtes. EkTog amd Tig avemBountes evépyeleg mov
avaeépOnkay oe eviAtkes, n avorpio (9,5%) kot o duoypopatiopog tov dépuatog (31,8%)
TOPOVCLAGTNKAY GLYVOTEPQ OTLG KMVIKEG SOKIUEG 08 TodLoTPLKovS acBeveic amd 0Tt og evihkeg (PA.
napdypago 4.8, [epidnymn avemBopnTOv EVEPYEL®Y GE LOPPN TIVOKQ).

H a&oloynon tov avemBountov evepyeidv mov oyetiCovral e tn d160mpo&hikn] tevopofipn
Bacileton og dvo Tuyoomompéves dokpés (neréteg GS US 104 0321 ko GS US 104 0352) oe 184
Todlatpikovg aobeveic (nAkiog 2 éog < 18 gtdv) mov Tposfindnkoy arnd tov 10 HIV-1, o1 omoiot
EhaPav Bepamneio pe disompoliaikn tevogofipn (n = 93) 1} ewovikd/evepyd cuYKpITIKO PApLoKo (n =
91) o€ cuvdvaoud e GALOVE AVTIPETPOIKOVG TTapayovTeES Y1 48 efdonddes (PA. mapdypapo 5.1). Ot
avemBounTec evépyeleg mov mapaTnpROnKay o TodTpikovg acheveic mov Edafav Bepameio pe
dtoompo&IAkn TEVOEOPipn NTOV COUPOVEG LE EKEIVEC TOL TTapaTPHONKAY GE KAMVIKES HEAETES TNG
dteompo&iiikng tevopofipng oe eviiikeg (PA. Tapdypoeo 4.8 IepiAnyn avembBountov evepyeumv o€
popon mivaxa kot 5.1).

Mewvaoeig g OIT éxovv avapepbei oe ToudtaTpicong acheveis. e epnPouvg (MAkiog 12 £wg < 18 etddv)
7oL TPocPAnOnKay ard Tov 16 HIV-1, o1 fabporoyieg Z g OIl mov mapoatnpndnkoav c€ dropo mov
Evafav dicompo&hikn tevopofipn ftav yapnAdTepes amd ekeiveg mov mapoTnPNNKaV o ATOp TOL
Ehafoav elkovikd gapuako. X modtd (nAkiog 2 £o¢ 15 etdv) mov TposPfAndnkay and tov 10 HIV-1, ot
Babporoyieg Z g OII mov moapatnprOnkav o dtopo mov PETEPnoay o S160TPOEIAKN TEVOPOPipT
NTOV YOUNAOTEPES OO EKEIVEC TTOL TTAPATNPNONKOY GE GTOLO TOV TOPELUEIVOY GTO GYLLOL TOVG TTOV
nepieiye otafovdivn 1§ Ldofovdivn (BA. mapaypdeovs 4.4 kot 5.1).

2t perém GS US 104 0352, 89 moudwatpucoi acBeveic mov mposfAndnkoav and tov 16 HIV-1 pe
duapeon nAkio 7 etcdv (€bpoc amod 2 Emg 15 £tn) extédnkav og dtoompo&idiky tevoofipn yia diipeco
duotnpa 331 efdopddwv. Oktd and Tovg 89 acbeveic (9,0%) diékoyav To EAPHOKO TNG LEAETNG
AOY® VEPPIK®V avemBountav evepyeldv. [1évie acBeveig (5,6%) giyav epyaotnplokd evpiuoTo Tov
Ntov KAvikd cuuPotd pe KEVIPIKN VEQPIKT coANvVaplonadela, 4 ek TV onoimv diékoyav T Oepameio
pe dtoompo&iaikn tevoeoPipn. Entd acOeveig siyav Tipéc extiudpevon pupod orelpopaTiking
duydnong (GFR) petafd 70 kat 90 mL/min/1,73 m* Amd avtodg Toug acbeveic, 3 Tapovsiocoy
KAMVIKG onpovTikn peimon tov exktdpevov GFR katd m didpketa tng Oepameiog, o omoiog
Beltiobnke petd tn dakomn e S160TPoEIMKNG TEVOPOPipNG.

AlLot e1dikoi mAnOvopuoi

Aroua ue veppixn ovoleitovpyio.

KaOdG 1 S150TPoEIMKT TEVOQORipn Umopel Vo TPOKOAESEL VEQPPIKT| TOEIKOTITO, GUVIGTATOL GTEVT|
TOPOKOAOVON O TNG VEPPIKNG AELTOVPYIOG GE OTOIOVONTOTE EVAAIKA [LE VEQPPIKT OVGAEITOVPYIO TOV
Aappaver Emtricitabine/Tenofovir disoproxil Krka (BA. mapaypdeovg 4.2, 4.4 ko 5.2). H ypion tov
Emtricitabine/Tenofovir disoproxil Krka dev cuvietdtol oe dropo nikiog kdto tov 18 etdv pe
veppikn dvciettovpyia (BA. Tapaypdaeovg 4.2 kot 4.4).

Aobeveic ue oovomdpyovoa HIV/HBV 11 HCV loiuwén

To Tpo@iA TV avemBOUNTOV EVEPYEIDV TNG EUTPICITAUTIVIG KoL TG 1G0TPOEIMKN G TEVOQORipNg o€
évav meploptopévo apipd acbevov pe HIV Aoipwén ot omoiot eiyov cuvundpyovca HBV (n = 13) 1
HCV (n =26) Loipwén ot perét GS-01-934, fitav mapopolo pe autod mov mopotnpnonke o
aocBeveic mov eiyov porvvOel amd tov 16 HIV ywpig suvurdpyovsa Aoipwén. Ev tovtolg, 6mmg Ha
OVOLEVOVTOV Y10 GVTOV TOV TANOVGUO TV 060eVaVY, TapatnpnOnKoy mo cuyva avénoelg tov AST
kol ALT amd 611 610 yevikd mAnBvoud pe HIV Aoipwén.
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Eepoeic nratinidog ueta t daxon g Oepomeiog
Xe acbeveic pe Aolpwén and tov 10 HBV, mapovcidotnke KAVIKY Ko epyactnplokn £voeidn
nratitdog, petd ™ dwakomn g Oepomeiog (PA. Tapdypapo 4.4).

Avaoopd Thovoroyoduevev avemfountov EVEPYELHOV

H avagpopd mBovoloyodpevov avemBOunT®y evepyEIdV PHETA Ao TN YOPNYNOT AdEWG KUKAOQOPingG
TOV PAPUAKELTIKOV TPOTOVTOG glvan onpavtiky. Emtpénet  cvveyn mapakoiovdnon g oxéong
0PEAOVG-KIVOUVOL TOV POPHOKEVTIKOD TPOIOVTOC. ZNTEiTaL 0md TOVG EMOYYEALOTIES VYEING VO
AVOPEPOVY OTTOIEGINTOTE TOUVOAOYOVLEVES AVETBVUNTES EVEPYEIEG LEG® TOL EBVIKOD GLGTNLOTOG
avapopds mov avaypapetorl oto [apdptnua V.

4.9 Ynagpoocolroyia

e TePImTMON VIEPOGOLOYING, TO ATOMO TPEMEL VO TapakoAovOeitar yia evdei&elc ToEikotnTog (PA.
TapAypoo 4.8) kal TpEmeL va QapuoleTal | cLVIONG VTOGTNPIKTIKY OYWYTN, OTMS OTALTELTAL.

[Tocoo16 £wg 30% g 660Ng ™G eptprortapniving Kot tepimov 10% g 60omg g TevopoPipng
umopei vo amopakpuvoet pe opodidivo. Agv gival yvooTo edv 1 eputpiottapmivn | 1 tevopoPipn
UropovV va amopakpLvOoHV LE TEpITOVAIKT dtdAvon.

5. ®APMAKOAOTIIKEX IAIOTHTEXZ

5.1 ®@oppoKodvVVOpNIKES IOIOTNTES

DoppokobepoamentiKng Kotyopio: AVTUKO Y10, GUGTNOTIKY XPNON, avTukd Yo T Oepaneio tov HIV
rodéEemv, ovvovacpol. Kmdwog ATC: JOSARO3

Mnyovioudc dpbong

H gptprorropmivn eivor voukieootdikd avaroyo g kutidivng. H dicompo&idikn tevopofipn
LETATPERETON i ViVo G€ TEVOQORipN, Vol LOVOPOOPOPIKO VOUKAEOGTS10 (VOUKAEDTISW) avaAoYOo TG
UOVOPOGPOPIKNG adevosivie. Tooo 1 eutpioitapumivn 660 Kot 1) tevoofipn epeavilovv
gedkevpévn dpaon Evavtt Tov avBpdmivov 100 g avocoaverdpkelog (HIV-1 koar HIV-2) kot Tov
100 ¢ nratitdag B.

H gutprorrapmivn ko 1 tevogofipn powcspopviidvovrol and Kuttapikd Evivpa kot oynpatilovv
TPUPOCPOPIKT EUTPICITOUTIVI KOl SIPOGOOPIKT| TEVOPORipn, avtictorya. MeAéteg in vitro £de1&av OTL
TG0 N EUTPICITAUTIVI 6GO KoL 1] TEVOQORIPT HTOPOLV VoL QOSPOPLAIwOoHYV TANPS OTav Ppickovtot
TAVTOYPOVA GE GLVOLACHO LEGH ota KuTTOapa. H tpromceopikn gptpiottapmiv kot 1 Sipmc@opikn
TEVOQORipN AVOSTEALOVY OVTAYOVIGTIKG TNV 0vASTPOoPn petoypoedon tov HIV-1 pe amotéieospo tov
TEPUATIONO TNG aAVGOL Tov DNA.

T6G0 N TPIPWCPOPIKT EUTPIGITOUTIVI] OGO KoL 1 SP®SPOPIKT TEVOQOPipT eivar acbeveic avaoToeic
tv DNA nolvpepac®dv tov Oniactik®dv kot dgv vanpée voeien yuo toikdtnra 6Ta Pitoyovopla ite

in vitro gite in vivo.

Avrtiikn dpacTikOTNTO iR Vitro

HopoatnprOnke cuvePYIGTIKN OVTUKT dpdon e TO GLVILAGUO EUTPIGLTAUTIVIG Kot TEVOPORipNG
in vitro. IopoatnpnOnkay emmpocBETmg GUVEPYIOTIKEG EMPAGELS GE UEAETEG GUVOVOCLOV LE
OVOOTOAEIC TPWTEACTG KOl LLE VOVKAEOGIOIKOVG KO 11 VOUKAEOG101K0VG avactoieic g HIV

avVACTPOPNG LETOYPOPACTG.
Avtoym

In vitro
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[Mopoapnnke avtoyn in vitro Ko og opiopévous acbeveic tpooPefinuévovg and tov 160 HIV-1 Aoyw
™m¢ avantuéng g petdAraéng M184V/I pe v gprpicttapmivn 1 tng petdAraéng K65R pe mv
tevopofipn.

Ioi avBexticol oV gprprottopniviy mov Epepav ) petdAloén M184V/1, eppdvicav dtuotovpovpevn
avtoyn ot AapBovdivn, oA dtatpnoay v gvoictnoio Tovg ot didavocivn, otn otafovdivn,
otV tevoeoPipn kot ot {idoPovdivn. H petddhaén K65R pmopei eniong va emtheyel pe v
apmrokapipn 1 ddavosivn kot Tpokorel petwpévn evaichncio o AVTOVG TOVG TOPAYOVTEG TAEOV
g AapPoudivng, Tng epTpiottapmivig Kot tng tevoeofipng. H ditcompo&iiikn tevopofipn mpénet va
aropevyetal o€ acbeveig pe HIV-1 mov @épet v K65R petddiaén. Emmiéov, pio K70E
VITOKOTAGTOGT GTNV avaoTpoen petaypapdon HIV-1 éyel emdeyel and v tevopofipn kot odnyei o€
YOUNAOD EMTESOV pElOUEVN evanctncio oty aurakafipn, oty eptpiottapmiv, oty Aapfovdivn kot
otV tevooPipn. [lepimtdoeig pe HIV-1 mov eppavifovv 3 1 nepiocdtepes HETAAALAEELS TOV
oyetiCovral pe avaroya Bopdivng (TAMs) ko teptappdvovv gite tn M41L 1 ™ L210W petdAiaén
NG VASTPOPNG LETAYPAPAOTG EXESEENV LEIOWEVT] EaGONGIL GTNV AY®OY L SIGOTPOEIAKT
tevopoBipn.

In vivo — Oepameio e Loiuwéne and HIV-1

e pio TuYaloTOIEVT KAMVIKT HEAETN avorythg emonpavong (GS-01-934) oe npwtobepomevdpevoug
Le avTIPETPOIKT aywyn acheveig, dSteEnydn yovotumikdg Eleyyog o delypata mAdopatoc HIV-1 amo
OA0VG ToVG aobeveic pe emPefaropéva eninedo HIV RNA > 400 avtiypapo/mL v efdopdda 48, 96
N 144 7 xatd ™ oTiypn ¢ TPpOmPNG SIOKOTNG TOL POPUAKOV TNG LEAETNG.

Tnv efdopada 144:

- H petdAratn M184V/I avartiydnke og 2/19 (10,5%) deiypata wov avorvdnikoy and acbeveic
oV opdda sptprottapumivne/diconpoliiikng tevoeoBipng/epafipéving kot o 10/29 (34,5%)
detypato mov avarvnkay omd acbeveig oty opdda AapiPovdivine/Cidopovdivng/epafipéving
(T p < 0,05, dokpacio Fisher Exact i oroia cuykpivel tnv opddo
EUTPLOLTOUTIVIG/S100TPOEIAIKNI G TEVOPOPipNG pe TV opdda Aapifovdivng/{idoPovdivng oe
OAovg ToVG 0o0eVEIQ).

- Kavévag 10g mov avadvdnke dev mepieiye v K65R 7 tv K70E petdiiaén.

- TFovotunucn avtoyn otnv epafipévin, pe kopiapyn v K103N petdAraln, e&eliynke og 10 o€
13/19 (68%) acBeveic otnv opdda eptpiottaunivne/diconpoliiknig tevoeofipng/epafipéving
ka1 o€ 10 o€ 21/29 (72%) acbeveig oty opdda cvykpiong.

In vivo — mpopdlaln mpiv amo v éxbeon

AvoloOnkav detypoata mAdopatog atdpwv xopic HIV-1 Aoipmén amd 2 khvikég peléteg, v iPrEx
kot v Partners PrEP, yio 4 maparlayéc tov HIV-1 nov ekgppalovv vmokataostdoelg apvosémy (onA.
K65R, K70E, M184V ko1 M1841), o1 onoieg pmopodv SuvnTikd vo, TpoKaAEGOVY OVTOYN OTIV
tevopoBipn 1 oty eptpiortapmivn. Ty kKAvikn pelém iPrEx, dev aviyveddnkov topadiayic Tov
HIV-1 mov ekppalovv tig petaridéerc K65R, K70E, M184V 11 M 1841 tn oty TG OPOUETATPOTNG
peta&y tov atdpmv mov poAdvinkav ard tov 16 HIV-1 petd v éviaén tovg ot pekém. Ze 3 and 1o
10 Gropa mov exdNiwoav o&eion HIV Aoipuwén katd tnv Evtaén ot pehétn, aviyvehnkav ot
petaArdEerc M1841 kon M 184V otov 16 HIV o€ 2 and ta 2 dropa 6tny opdds Tov GUVILUGHOD
EUTPLOLTOUTIVI G/ O150TPOEIMKT G TEVOQOPipTg Kot o€ 1 amd Ta 8 dToua 6TV OLAde TOV EIKOVIKOD
QopuAKoL.

v Kavikn pedétn Partners PrEP, dev aviyvevubnkay maporiayég tov HIV-1 mov exepdlovv Tic
petaArdEerc K65R, K70E, M184V 11 M 1841 1 otiyun ™G OpOUETATPONNG LETAED TOV ATOU®V TOV
poAvvenkoav omd tov 10 HIV-1 kotd ) dudpketa g peréme. e 2 amd 1o 14 dropo mov exkdniwoay
o&eia HIV Aoipmén xotd v évtaén otn pedém, aviyyvevdnke n petdAroén K65R otov 16 HIV og 1
amo ta 5 dtopa oty opdda TG S160TPoEIMKNS TeEvoPoRipng 245 mg kou M petdiiacn M184V (mov
oyetileton pe avtoyn oty gutpicttapmivn) aviyvevnke otov 160 HIV og 1 amd to 3 dropo otnv opuddo
TOL GLUVOVAGHOV EUTPICITAUTIVIG/IIGOTPOEIAIKNG TEVOPOPIpNG.

Klvikd dedouéva

Ocpameio ne HIV-1 Aojuwlng
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e pia toyaiomompévn KMvikn peAétn avolytig emionpovong (GS-01-934), tpotobepamevopevor pe
avTpeTpoikn aywyn evitikes aoBeveic pe HIV-1 Aoipwén éhaPav gite oynquo eprpiottapnivig,
dtoompo&ihikng tevopofipng kot epafipéving (n=255) o popd nuepnoing eite 6tabepd cLVOVAGHO
AapBovudivg kat (idofovdivig dVo popég nuepnoing Kot epafipévin pio popd nuepnoing (n=254).
O1 aoBeveig oty opdda gpTpiottapmivg kot Stoompo&hikng tevopofipng Erafov
gptplortapmivn/diconpo&ihikn tevopofipn Kot epafipévin amod v efdopdda 96 Emg v efdopndda
144. Katd v évapén g Bepameiog, oTig TUYAIOTOMUEVEG OLAOES T, EMITESN

HIV-1 RNA mldoparog (5,02 kot 5,00 logio avtiypapo/mL) kot o aptBpdg kuttdpwv CD4 (233 ko
241 wdtrapo/mm?) oy mapdpota. To TPOTEVOV KOTAAKTIKO ONUEID ATOTEAEGHOTICOTITAS Y10l OVTH
N peAETN NTav 1 enitevén kot 1 dlathpnon eTPEPULOUEVOV GLYKEVTPDGEDY

HIV-1 RNA <400 avtiypago/mL yio 48 gfoopddes. Acutepedonoes ovaADGELG ATOTEAEGUATIKOTNTOG
v 144 gBdopddeg svpmeprérafov o 10600Td TV 0cdevav pe cvykevipaoelg HIV-1 RNA <400 7
<50 avtiypagpo/mL kot ™ petaforn tov apiBpov kuttdpwv CD4 and v évapén g Oepamneiog.

Ta dedopéva 48 €BSOUAOOV Yo TO TPMTEVOV KATAANKTIKO orueio £6e1&av Tt 0 GUVELOCUOG
guTpLottapmivng, d1oompo&IAkng tevopofipne kot epafipéving mapeiye avTiliky amoTEAECUATIKOTNTO
OV VIEPTEPOVOE GE GVYKPLON e LT Ao T0 6TafepOd cuVOLASUO AapBovdivng kon {idoPfovdivng pe
epafpévin omwg paiveronr otov [Mivaka 4. Ta dedopéva tov 144 efdopddwv yio 1o devtepedov
KataAnKTiKd onpeio mapovsidovral eniong otov [ivaka 4.

IMivakog 4: Agdopévo. amotereopatTikoTnTos 48 Kon 144 gfdopddwv and Tn perétn GS-01-934
oTI|V 070i0 1] ENTPLOLTANTIVY, 1] Sroompoliiiki] Tevopofipn kKot 1 epafipévin yopnynOnkayv ce
TPMOTOOEPUTEVOUEVOVS IE AVTIPETPOIKT aymyN 0.o0sveig pe HIV-1 hoipmén

GS-01-934 GS-01-934
Ogponcio 1o 48 efdopadeg Ogpancio Yo 144 gfdoonddeg
Emtricitabine+ Lamivudine+ Emtricitabine+ Lamivudine+
tenofovir zidovudine+ tenofovir zidovudine+
disoproxil + efavirenz disoproxil + efavirenz
efavirenz efavirenz*
HIV-1 RNA < 400 avtiypapo/mL 84% (206/244) 73% (177/243) 71% (161/227) 58% (133/229)
(TLOVR)
W p 0,002** 0,004**
% dapopd (95%CI) 11% (4% éwg 19%) 13% (4% éwg 22%)
HIV-1 RNA < 50 avtiypapa/mL 80% (194/244) 70% (171/243) 64% (146/227) 56% (130/231)
(TLOVR)
W p 0,021** 0,082%**
% Sapopd (95%CI) 9% (2% £wg 17%) 8% (-1% ¢wg 17%)
Méon petaforn 6tn HETpnon Tev +190 +158 +312 +271
Kuttdpwv CD4 (httopo/mm?)
amd Vv €vapén
TWh p 0,002 0,089
Awpopd (95%CI) 32 (9 éwg 55) 41 (4 g 79)

* X aoBeveic mov eddpPovav sptpiortopmivn, Sicompodihiky tevopoPipn kot epafipévin 600nke

gpTplortopmivy/diconpo&iiikn tevopofipn kot epaPipévin amd v efdopdada 96 Emg v efdopada 144.

** H tyn p Paoiotnke otn dokyacio Cochran-Mantel-Haenszel otpopatomompévn yo ) pétpnon tov kuttapov CD4
Katd v Evapén.

TLOVR = Time to Loss of Virologic Response (Xpdovog péypt tnv Andieia lodoyikhg Avtomoxpiong)

a: Aokipoocio Van Elteren

e pia toyotomompévn kKhvikn perétn (M02-418), 190 Tpwtobepamevdpevol Le avTIPETPOIKT oYY
eviAIkeg Eaafav eptpiottapmivn kot S160Tpo&hikn tevoofipn pio popd nuepncing 6 GLVILAGUO
pe AomwvoBipn/prrovafipn pio 1 600 @opéc nuepnoing. Tnv efdopdada 48 to 70% tov acbevodv og
oyqua Aomwvafipng/prtovafipng pio @opd nuepncing kot to 64% tov acdevav oe oynua
AomvaBipng/prrovafipng dvo eopég nuepnoing katédei&av HIV-1 RNA < 50 avtiypapo/mL. Ot péoeg
petaforéc otov aptdud kuttdpov CD4 and tv évapén g Oepansiog Hrav +185 kdtrapa/mm?’ kot
+196 kvtrapa/mm?, avticTotya.

H mepropropévn kAvikn epmeipio amd aobeveic pe svvurdpyovca HIV kot HBV Aoipmén vrodnidvet
OTL 1 AY®OYT| LE EUTPIOLTAUTIVY] ] S1G0TPOEIMKT TEVOQORipT Mg GUVILACLEVT avTIpETPpOikn Beparmeio
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v tov €leyyo g HIV dolpwéng, £xel g amotéleopa m peimon twv HBV DNA (peimon 3 logio 1
peimon 4 €wc 5 logio, avtictoya) (PA. wapdypopo 4.4).

Hpopdloln mpwv omd v éxbean

H perétn iPrEx (CO-US-104-0288) a&iohdynoe 10 GuvovacUd eRTPLOITAUTIVIG/SIGOTPOEIAIKNG
TevoQofipng M To €Kovikd pappako o 2.499 dvdpeg (1] dStupuiikés yovaikeg) yopic HIV Aoipwén mwov
£€xovv ceEovaMkn emapn pe avdpes Kot ot ooiot Bewpodviav vyniol Kvdvvou yia epedvion HIV
hoipwéng. Ot acBeveic teAovoav VIO TopakolovONnon yia 4.237 avOpomo-£tn. Ta yapaKTNPIoTIKA
Katd v Evapén g perémng ocvvoyilovran otov Iivaka 5.

Hivakag 5: ITinOvopodg perétng amé ™ perlétn CO-US-104-0288 (iPrEx)
Ewoviko Eptprertopmiviy/dicompoiikn

PappoKo TeVOQOPipn
(n=1248) (n=1251)

Hlwio (ETn), Mécog 6pog (SD) 27 (8,5) 27 (8,6)
Do, N (%)

Eyxpoun/Aepoapeptkavikn 97 (8) 117 (9)
Agvkn 208 (17) 223 (18)
Muti/AAAn 878 (70) 849 (68)
Aocwotikn 65 (5) 62 (5)
Ionavuaii/Aativua EOvikotnta, N (%) 906 (73) 900 (72)
Hapdyovreg Xeovaikov Kivddvov katd ™ Aweroyn

Ap1Ou6c Zvvipoewv tig Tehevtaieg 12 Efdopddeg, Mécog |18 (43) 18 (35)
6pog (SD)

URALI 115 Tehevtoieg 12 ERdopadec, N (%) 753 (60) 732 (59)

URALI pe Zovtpopo HIV+ (1] ayvdotov katdotacng) tovg |1009 (81) 992 (79)
TeAevtaiovg 6 Mnveg, N (%)

Soppetoyn og Zuvordoktikn Zegovolikn Emaer toug 510 (41) 517 (41)
TeAevtaiovg 6 Mnveg, N (%)

2OvTpoog mov givan yvwotod ot etvor HIVA toug 32 (3) 23 (2)
Televtaiovg 6 Mnveg, N (%)

Opoavrtidpaon yo XO0eiin, N (%) 162/1239 (13)|164/1240 (13)

Aotpwén Opov and tov 16 Tov Amhod ‘Eprnta Tomov 2, N (430/1243 (35) |458/1241 (37)
(70)

Avtidpaon Agvkokvttapikng Eotepdong Ovpov Octikn), N |22 (2) 23 (2)
(%)

URAI = otk TpmKTik enaen yopic TpoeuiakTicd

Ytov [ivaxa 6 gppaviCovion ot emmtdoelg g HIV opopetatponrg cuvorkd kabds kot 610
VTOGHVOAO TTOV OVAPEPETAL TAONTIKN TPOKTIKT ETAPT Y®PiG TpoPLANKTIKG. H amotelecpotikdtnTa
NTOV OTEVE GUVVEOCLEVT LE TN CUUUOPP®GCT GTHV Oy®YN OT®G a&loAoynOnKe amd v aviyxvevon Towv
EMIESOV PAPUAKOV GTO TAACLO 1) EVOOKVTTAPIKG GE [ LeAETT 0oBevav-poptopav (Iivaxog 7).

Hivakog 6: Arotereopatikotnto otn perétn CO-US-104-0288 (iPrEx)

Ewcoviké |[Eptprovrapmivy/dicompoiiiucn| Tips p*» P
pappoxo(tevogofipn
Avéivon mITT
Opopetatponés / N 83/ 1217|48/ 1224 0,002
Meiwon Zyetikod Kivdvvov (CI 95%)P 42% (18%, 60%)
URAI Evtég 12 Efdopadmv Mpw ané ™ Aweroy), Avaiven mITT
Opopetatponés / N 72 /753 ‘34 /732 0,0349
Meimon Zyetikov Kivdvvov (CI 95%)P 52% (28%, 68%)

¢ Twég p Paoet dokaciog AoyapBpkng katdtaéng (log-rank). Ot tipég p yio v URAI avaeépovtor otn undevikn
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VO0EGN OTL | OTOTELEGUATIKOTTO SEPEPE HETAED TV oTpOUAT®V TV vroouddwv (URAIL ywpic URAI).

B Meimon oyetikov kvdhvov mov vroroyiletan yio v mITT Bdoel tng epgovicdeicog opopetatpomic, Shh., TOL TPOKOMTEL
UeTd TV Evapén g peléng péypt v mpdTn enickeyn petd ) Oepomeia (tepimov 1 piva petd my tekevtaio Stavopr| Tov
PopUaKoL TN HEAETNG).

Mivakog 7: AT0TELEGRATIKOTTA KOl GVUROpO®Sn 6TV ayoyr] otn perétn CO-US-104-0288
(iPrEx, avristoyiopévn avaivon ac0evav poptopwv)

Kooptn Aviyvev0év Mn Aviyvev0év |Meioon Zyetikov Kivovvou

Dappoxo Dappoxo (apgimrevpo CI 95%)"
Aocbeveic HIV-O¢tikol 4 (8%) 44 (92%) 94% (78%, 99%)
Avtictoyiopévor Maprtupeg HIV-Apvnticol |63 (44%) 81 (56%) —

¢ Meimon oyetikov Kvdhvou mov vroloyileton fdoet g eppavicdeioas (LeTtd TV Evapén T LEAETNG) OPOUETATPORNG aTd
mv mepiodo ANyng g dumhd TVPANS Bepameiog Kot Emg TV TePiodo Tapakorovinong didpkelag 8 efOoUadwy.
A&ohoynOnkav povo detypoto omd acbeveis mov TuyaomomOnkay o€ gptpiottapmivy/diconpo&iikn tevoeofipn wg mpog to
aviyvevolpo eninedo S160mpo&IMkng tevopofipns-DP oto mAdca 1) EvEoKLTTOPIKA.

H kv pedétn Partners PrEP (CO-US-104-0380) a&oldynoe to Guvovacuo
guTpLortopmivng/d1compoliiikig tevopoPipng, tn dicompo&ihikn tevopofipn 245 mg, 1 T0 EIKOVIKO
oapuaxo og 4.758 dtopa yopig HIV Aoipwén and v Kévua 1 v Ovykdvta e opoacvuPata
etepoPLAOQLa Levydpia. Ot acBeveic tehovoov vd Tapakoiovdnon yia 7.830 avBpwmno-étn. Ta
YOPOKTNPIOTIKE Katd Trv Evapén g perétng ocvvoyilovtor otov Iivoka 8.

Mivokog 8: ITAnOvopoc perétng and ™ perétn CO-US-104-0380 (Partners PrEP)

Ewoviko Awsompo&riki)| Eptprortapmiviy/dicompoliik)
PapnoKo Tevogofipn  |tevoofipn
(n =1584) 245 mg (n=1579)
(n=1584)
Hhxia (Etn), Avdpecog (Q1, Q3) 34 (28, 40) 33 (28, 39) 33 (28, 40)
®vho, N (%)
Avdpag 963 (61) 986 (62) 1013 (64)
Iovaika 621 (39) 598 (38) 566 (36)
Boaowd Xapaxtnprotikd Zevyoprod, N (%) 1 Avdpesog (Q1, Q3)
e Yapo pe GOVIPOPO TOV GUUUETEXEL 1552 (98) 1543 (97) 1540 (98)
TN HEAETN
'Etn ovpfioong pe cdvipopo mov 7,1 (3,0, 14,0) 7,0 (3,0, 13,5) |7,1 (3,0, 14,0)
GUUUETEXEL T HEAETN
Etn mov gival yvoot n opoasopfarn (0,4 (0,1, 2,0) 0,5 (0,1, 2,0) 10,4 (0,1, 2,0)
Katdotaon

2rov [Mivaka 9 mapovoidleton n enintwon g HIV opopetatpommc. O puBudg g HIV-1 opopetatpomnig
otovg vopeg o 0,24/100 avBpwmo-£tn ékBeonc 6T0 GUVOVOCHO EUTPIGLTAUTIVIG/O1G0TPOEIMKNG
tevopofipng kot o puBuods g HIV-1 opopetarpomig otig yovaikes itav 0,95/100 avBpmmo-£tn ékbeong
070 GLVOVACUO pTpLoLTOpUTiVIG/dioompo&idikng TevopoPipns. H amotedespatikdtnta nTav oteva
GUVLQAGHEVT] LE TI) CLUUOPPEOOT GTNV AY®YN OTTMG 0ELOAOYNONKE OTd TNV OVIYXVELGT) TV EXUTESWDV
QOPUAKOV GTO TAAGLLO 1] EVOOKVTTAPIKGE Kot ITaY VYNAGTEPT) GTOVG GLLUETEYOVTES TNG VITOUEAETIG TTOV
EraPav evepyd cupPovientin vrootpiEn o€ BEUATO GUUUOPE®GOTG Kot 0T detcvietonl otov [ivaxa 10.

Mivakog 9: ArotereospatikotTntae otn perétn CO-US-104-0380 (Partners PrEP)

Ewoviko AwonpoSiiki  |Eptpiortapmiviy/diconpoiik)
@appaxo TEVOQOPipn TEVOQOPipN
245 mg
Opopsetatpornsg / N* 52/1578 17 /1579 13/1576

Enintoon avé 100 avBporo-£n (CI
95%)

1,99 (1,49, 2,62)

0,65 (0,38, 1,05)

0,50 (0,27, 0,85)

Meimomn Zyetikov Kwvdvvou (CI 95%)

67% (44%, 81%)

75% (55%, 87%)

¢ Meimomn oxeTikod Kivdhvov mov vroroyifeton yio v kodptn mITT Pdaoet g epgpavicdeicac opopetatpomng (LETE TNV
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EvopEn TG LEAETNG). AlevepyohvTal GLYKPIGELS Y1t TIG OUASES TNG LEAETNG TTOL AapPAVOLY EVEPYO PAPLAKO EVAVTL TOV
EIKOVIKOV (QOPLLAKOV.

Mivekag 10: AroteleopatTikéTnTa KoL coppudpemon otnyv aymyn otn perétn CO-US-104-0380
(Partners PrEP)

IoocoTwkomoinen ApOpoc Atopwv pe Aviyvevleicao Extipdpevog Kivovvog v
®oppdkov Merétng  [Tevogofipn/Zivvoro derypdrov (%) pootocio ané HIV-1:
Aviyvevon ‘Evavtt Mn Aviyvevong
Tevogofipng
AoOeviig Kodpt Mzeimon Xyetikov Ty p
Kuwvovvovu (CI 95%)
Oudda 3712 (25%)|375 /465 (81%) 90% (56%, 98%) 0,002
FTC/d1compo&ihknig
Tevopopfipng®
Onada dwwonpo&ihkng |6/ 17 (35%)|363 /437 (83%) 86% (67%, 95%) <0,001
tevopofipng®
Ymoperétn Toppetéyovreg otnv Ywoperitn Meimon ZyeTikov Ty p
Toppopemong Toppépewonc? Kuwdivou (CI 95%)
Ewoviko |Awcompolrhki] Tevogofipn
oappoxo 245 mg +
Eprprorvtopmiviy/disompoliinki)
TevoQofipn
Opopetatponég / NP 14/ 404 0/745 (0%) 100% (87%, 100%) <0,001
(3,5%)

¢ «Acbevioy = gppavice HIV opopetatponty, «kKodptn» = 100 cuppetéyovieg mov emhéyOnkav toyaio omd kKobepio amnd tig
opadeg disompo&ihikng tevoeoPipng 245 mg kot eptpiottopmivig/diconpo&iiikng tevopofipns. A&oloynnkay povo
detypato AcBevav 1 Kooptng amd coppetéyovieg mov toyotomomdnkoy gite o€ dioompo&ihikn tevopofipn 245 mg 1 og
gpTpIoLTOpTivn/d160TPoEIAIKT TEVOPORipn yia aviyvedoa exineda TEvoPoPipng 6To TAGGHLO.

P O1 coppetéyoviec oy VIOUEAETN TELOVGOY VIO EVEPYO TOPOKOAODONGT Y10 GUUUOPPMCT GTNV Oy®YN], TL.X. ATPOGHEVEG
EMOKEYELG GTO GTITL KO KOTOUETPNGELS YOOV, Kot Ehafav cupfovlevtiky vTootnpién yia T BEATIOON ™G GLUUOPPOONS
GTO QPAPLOUKO TNG UEAETNG.

Iodorpikde TAnfvoude

H ac@dieio Kot 1 0moTEAECLATIKOTITO TOV GLVIVAGHOV ERTPICITAUTIVIG/TEVOPOPipNG o8 TOdLd
nMkiag KaTo Tov 12 €TV dgv Erovv Tekunplwosl.

Ocpamneio tne HIV-1 Aoijuwlne orov moidiotpixo winBoouo
Agv €yovv devepyn el KAviKéG LEAETEC e TO CLUVOVOGHO EUTPICITAUTIVIG/IICOTPOEIAIKNG
tevoofipng otov modatpucd TAnBuopod pe HIV-1 Aoipmén.

H xAviki] anotehesatikdTnTo Kot 1] 00QAAELD TOV GUVOVAGHOV EUTPICITAUTIVIG/IIGOTPOEIAIKNIG
TEVOQORipNG TEKUNPLOONKE OO LEAETEG TTOV SlEVEPYNONKOV LLE TNV EUTPICITAUTIVI KoL TN
d1oompo&IAkn TEVoPOPipn 6TOV YOpNYoUVTOL OG LEHOVOUEVOL TAPAYOVTEG.

MeAéteg e gpTpiottaumivn

e Bpéon kot Tondid nikiog ave Tov 4 pnvav, n TAsoyneio Tov acdevav mov EAafav
EUTPLOITOUTIVI TTETVYE 1) Orotripnoe TANPT KatactoAr Tov HIV-1 RNA oto mAdopa yio 48 gfdopddeg
(89% méruyov < 400 avrtiypagpo/mL kot 77% wétvyav < 50 avtiypaga/mL).

Mehéteg pe d100mpo&Idikn TevopoPipn

>t perdén GS US 104 0321, 87 acBeveic, nhkiog 12 émg < 18 g1dv, mov glyav ntpocPindel and tov
10 HIV-1 kau giyav Aapet mponyovpévmg Oepameia, Ehafav Oepameia pe dicompo&ihikr tevopofipn (n
= 45) 1 ewovikd appoko (n = 42) oe cuvdvacud pe pio Pedtiotomomuévn vokeipevn Oepaneio
(OBR) y10. 48 fdopades. AOY®m T®V TEPLOPIGUMV TNG UEAETNG, dEV KaTdEl O KE OPELOG TNG
doomPoEIMKN G TEVOPORipNg o€ oyéon e To lKovViKO pappako pe Bdon ta exinedo HIV-1 RNA o10
mAdopa v gfdopdada 24. Qotdco, avapévetar OPEA0S Yo Tov epnPikd TAnBvoud Pdoet g
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TOPEKTAONG TOV OEG0UEVMV EVIAIK®V KO TOV GUYKPITIK®V dEGOUEVAOV QAPUAKOKIVIITIKNG (PA.
TapAypapo 5.2).

X acbeveic mov Elafav Oepaneia pe Sicompolikn tevoeofipn 1 IKOVIKO GApLaKOo, 1| LECT
Babporoyia Z g OIT ocevikng poipag nrav -1,004 kot -0,809, kot n péon Pabuoroyia Z g OI1
0AOKANPOL TOV cMpoTOG Ty -0,866 Ko -0,584, avticTotya, Kotd TNV évopén g perétng. Ot péoeg
petaforég v efoopdda 48 (téhog g SmANg TVEANG edong) nTav -0,215 kot -0,165 ot Pabuoroyia
Z g OIT oopuikng poipac, kot -0,254 ko -0,179 ot Badporoyio Z e OIT oAOKANPOV TOV GOUATOC
Y0 TIG ORLASEG TNG SIGOTPOEIMKNG TEVOPORIPNG Kol TOL EIKOVIKOD QapliKov, avtictoryo. O pécog
pLOU6g avénong g OIT ftav pKpOTEPOG TNV OUAd TN SIGOTPOEIMKTG TEVOPORipNG 68 GOyKplon
HE TNV OLLAd0L TOV EIKOVIKOV Qapudkov. Tnv efdopdda 48, €1 EépnPot g opddag tng Sicompo&ihkng
tevoPofipns kot évag £pnPoc T opddus TOL EIKOVIKOD QapULAKOL elyov onpovTiky arxdieto OIT

06 pLTKNG poipag (opiletar g amdAigia > 4%). Xtovg 28 acbeveic mov Ehafav Beponeio 96 efdopdadwv
pe dtoompo&ihikn| tevopofipn, ot fabporoyieg Z g OIT peumbnray katd -0,341 yio tnv ooeviKg
poipa kot Kotd -0,458 Y10 0AOKANPO TO COUA.

2t perlém GS US 104 0352, 97 aoBeveic mov elyav AaPet mponyovpévemg Bepameia, niuciog 2 £mg
<12 etV pe otabepn, 1LOAOYIKN KATOGTOAT AapPavovtag BEpUmELTIKG GYNLOTO TTOV TEPLET OV
otaPovdivn 1 LidoPovdivn, Tuyaionomdnkay gite yio aviikatdotaon e oTafovdivng 1 g
(Q160Povdivng pe drtoompo&idikn tevoeoPipr (n = 48) ite yio cuvE oM TOL APy IKoD BEPOTEVTIKOD
oMuatog tovg (n = 49) yu 48 efdopddec. Tnv efdondada 48, 83% twv acbevadv otnv opdda
Oepameiog g dtoompo&iiikng tevopofipns kot 92% tmv acBevav oty opdda Bepomeiog g
otaPovdivng 1 e {idoPovdivg siyav cuykevipmoeic HIV-1 RNA < 400 avtiypaga/mL. H dtagopd
otV avoAoyia tov acBevav Tov dtutipnooy < 400 avtiypapo/mL v efdopdda 48 emnpedotnie
Kupilog amd Tov VYNAOTEPO aptBpd dlakondv otny oudda Oepomeiog e S160mpoEIMKNG TeEvopoPipnc.
Orav e&apébnkav ta dedopéva mov Eremav, 91% tov acbevdv g opddag Bepaneiag Tng
Stoompo&ihkn|g tevopofipng kot 94% tov acbevav e opddog Bepaneiog e otafovdivng N g
(QidoPovdivng eiyav ovykevipooeig HIV-1 RNA < 400 avtiypaga/mL v eBdopdda 48.

"Exovv avagepbel pewwoeig g Oll og modratpucois acbeveic. e acOeveig mov éhafav Oepaneia pe
dteompo&ihikn| tevopofipn 1 otafovdivn 1§ {idoPovdivn, n uéon Padporoyio Z e OIT ocevikng
poipag frav -1,034 ko -0,498, ko 1 péon Pabporoyio Z g OIT ohdKANpov Tov GOUATOC

fnrav -0,471 ko -0,386, avrtictoyo, katd v Evapén g peréne. H péon petafoin v efdoudda 48
(téhog g Tuyaomompévng eaong) Nrav 0,032 kar 0,087 otn Pabduoroyia Z g OIT oopuikng poipog
xo -0,184 xan -0,027 ot Pabporoyia Z g OIT 0AGKANPOL TOL CAOUATOG Y10 TIG OLASES TNG
S1e0mpo& Mk Tevopofipng kat tng otafovdiving 1 g (idofovdivng, avtictorya. O pésog pvouode
abENONG 00TMV TNG 0GPLIKNG poipag v efdopdda 48 Nrav mapdpotog petald g opddag Bepameiog
g 0160mPo&IMKNG TEVOPOPipng Ko TG opddag Bepameiag g otaPovdivng 1 e {idoPovdivne. H
avENOT 0GTAOV OAOKAT POV TOV GAOLATOG NTOV LIKPOTEPT 6TV opdda Bepameiog g Sicompo&ihikng
tevoPofipng oe cuykpion pe v opdda Bepameiog g otafovdivng 1 g Ldofovdivng. 'Eva dtopo
mov EhaPe Bepoameia pe Stoompo&IAikn TevoeoPipn kat kavéva atopo Tov Elafe Bepameia pe
otaPovdivn 1 GdoPovdivn Tapovcioce onpavtiky (> 4%) oandieia OIT ooeuikng poipag v
efdopada 48. O fabuporoyieg Z g OI peiddniav kotd -0,012 yio Tnv 06@LikN poipa Kot

katd -0,338 y1o oAOKANPO TO GOW 6T0 64 ATopa oV EAaPay S160TPoEIAk TEVOPOPipn Yo

96 gBdopades. Or Pabuporoyieg Z g OII dev otabpiotniay ©g Tpog to Vyog Kot To Bépog.

>t perém GS US 104 0352, 8 amd tovg 89 maidiarpikovg acbeveig (9,0%) mov extébniayv og
S160mpo&IhikT TeEVoPoBipn StEkoyo TO PAPLOKO TNG LEAETNG AOYM VEQPIK®Y avETIOOUNTOV
evepyeldv. [1évte aoBevelg (5,6%) elyav epyastnprokd supruate Tov HTay KAMVIKE copuPatd e
KEVIPIKN VEPPIKT COANVOPLOnadeia, 4 ek Tov onoiwv diékoyav T Oepaneia e S160TPoEIAKT|
TevooPipn (didpeon £kBeon oe drocompo&idikn tevopoPipn 331 efdopadeq).

Tpopdloén mprv amo v éxbeon otov mordiotpikd wAnboouod

H amoteleopotikdtnTo Kot 1 0GOAAELR TOV GUVOVOGLOV EUTPICITAUTIVIG/SIGOTPOEIMKNG
TeVoQoBipng yio. v Tpo@vAaén Tpv and TV EkBecn oe £PNPOVE TOV GVUUOPPDVOVTOL LE TO
NUEPNO10 TPOYPOUE SOGEDV OVOLEVOVTOL VO EIVOL TAPOUOLES LE EKEIVES TV EVNAIK®OV GTO 1510
eninedo cuPUOPPWONG. O SuvNTIKEG EMOPACELG GTOVS VEPPOVS Kol GTO 0GTA OO T HoKpoypdvia
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YPNOTN TOV GLVIVOUGHOV EPTPICITAUTIVIG/TEVOPOPIPNG Yio TNV TPoOANEN TPV oo TV £kbeon og
epnPoug dev givan BéPareg (BA. mapdypapo 4.4).

5.2 ®@oppoxkokivnTikég 1010TNTEG

Amoppdonon

H Broicodvvapio evog eTKOADUUEVOD pE AETTO DUEVIO OI0KIOV EUTPICITOUTIVIG/ O1G0TPOEIAIKTG
tevoPofipng pe Eva okANpo kaydkio gptprottopniving 200 mg Kot Evo EMKOAVUUEVO e AETTO DUEVIO
dtokio dtoompo&idikng tevopofipng 245 mg anedeiydn uetd amd yopnynon epamas 666G 68 VIOTIKA
VY1 dTopa. MeTd TV amd GTOUOTOG YOPNYNON ERTPICITOUTIVIG/ O160TPo&IMKN G TEVOQOPipNgoe vym
dropa, 1 guTplottapmivn Kot 1 S160mPo&MK TEVOPofipn amoppop@VTaL TOYEWS Kot 1) S1GOTPOEIAKT|
tevopoPfipnuetatpénetor o€ TevoPofipn. Ot HEYIOTEG GVYKEVIPMOGELS TNG EUTPICITAUTIVIG KO TG
Tevopofipng otov opd mapatnpovviot vidg 0,5-3,0 @pdv HETA amd TN yopnynomn tng 06omng o
katdotaon vnoteiac. H yopriynon sutpiottapmivng/diconpo&ihkng tevoeoPipng pali pe tpoen siye
®G OTOTELEC O KABVOTEPNOT TEPITOL TPLDOV TETAPTMOV TNG DPOS GTNV EMTEVLEN TNG UEYIOTNG
ouykévipmong tevogofipng kot advénon twv AUC kat Cmax TG TEVOQOPipTG KaTd TTEpinov 35% kon
15%, avtiototya, 6Tav 0 cUVELAGHOG yopnYNONKe Lall pe yeOHo VYNANG TEPLEKTIKOTNTAS O MTTOpA 1
pe eErapl YeOpA, o€ CVYKPLOT LE TN YOPNYNoN TOL o€ Katdotaon vnoteiog. [Ipoxeipévon va
Beltiotomombei 1 amoppdenon g teEVvoeoPipng, cuvictdral to Emtricitabine/Tenofovir disoproxil
Krka va Aappdveton katd mpotipnon pall pe tpoen.

Koatavoun

Metd amd evoo@AEPLa YopNYNON 0 GYKOC KOTOVOUNG TG ELTPICITOUTIVIG Kot TG TEVOQOPipng nTav
nepinov ota 1,4 L/kg kon 800 mL/kg, avtictoya. Metd tnv amd oTOHOTOG XOPYNOT| ELTPICLTAUTIVIG
N S1o0mTPoEIAIKNG TEVOPOPIPNG, 1 ELTPIGLTAUTIVY KOt 1) TEVOQORipT KATAVELOVTOL EVPEWS GE OAO TO
oopo. H in vitro ohvdeon g eptpiottapmivng He TIc TPOTEIVEG TOL avOpOTIVOL TAUCHATOG TV

< 4% won aveEapTnn ™G oLYKEVTPWONG Yo €0pog 0,02-200 pg/mL. H in vitro chvdeon g
TeEVOPOBipNG e TIG TpwTEiveg TOV TAAGLATOG 1) TOL 0po¥ MTav < 0,7 ka1 7,2%, avtictoiyws, o €0pOC
oLYKeEVTpOGE®V TEVOPOPipng amod 0,01 éwg 25 ng/mL.

Buouetaoynuotiopnog

O petapoMopog e eptpiottapmivng eivar teplopiopévos. O POPETAGYNUATIGHOG TNG
guTprortopmivng meptiapfavel Ty o&eidwon Tov SakTuAioV TV BEIOAMY Kol TO CYNUATICUO TOV
3'-sulfoxide drnotepeopepav (mepimov 10 9% g dOoMG) Kot T oVLeVEN e YAVKOVPOVIKO 0EL Y VoL
oymuartiotet 1o 2'-O-yAvkovpovidto (mepimov to 4% g d6oNG). L& HEAETEG in vitro SmoTddnKe OTL
oV1e 1 d1sompo&hikn tevopofipn ovte 1 TEVOoPOBipn amotedovv vtocTpopa TV evivuwnv CYP450.
Ovte N gprpiottaprivn ovte 1 TEVoPofipn avéstellay in Vvitro o PLETABOMOUO POPULAK®OV TOV
Sopecorafeiton amd OAEG TIC KOPLES 100HOPPES ToL avBpdmvov CYP450 mov cuppetéyovv 6to
Bropetaoynpaticpd eapudkev. Exiong, n eputpiortapnivn dev avéotelie v
0VPOVO-5"-31PMGPOYAVKOVPOVUAIKT] TPAVCPEPETT), TO EvEVpO OV givat LITELOVVO Yo TN
YAVKOLpOVISI®ON.

Amofoln

H gptprorroumivn amekkpivetal TpmTapyika LEG® TOV VEPPAOV LE TANPT AVAKTNON TS d00TG vV
emruyydvetal oto ovpa (epimov to 86%) kot ota koémpava (wepimov 1o 14%). To 13% g ddong g
euTprortapmivng ovaxtiinke ota ovpa pe T Lopen TV petaforrtdmv. O Hécog 6pog g
GLOTNHOTIKNG KaBapong g eptpiottautivig rav 307 mL/min. Metd v amd otdatog xopniynon, o
¥pOvog nuioetog {ong Yo v amofoAn tng epTpiottapmivig frav tepinov 10 dpec.

H tevopoPipn anekkpivetor Kupimg HECH TOV VEQPOV TOGO HECH OGNS 660 Kol LEGH EVOC
EVEPYOV GLGTNILOTOG COATVOPLOKNG LETOPOPAS e mepimov 70-80% tng 6omg va amekkpiveTon
apetdpAn ota ovpa HETd amd evooPAEPia yoprynon. O pnécog 6pog g eovopevng kdbapong e
Tevoofipng Ntav mepimov 307 mL/min. H veppikn kdOapon €yl vmoroyisOel mepinov ota

210 mL/min, mov etvon TEPaV TOL PLOUOV cTEPAPATIKAG d1ONONG. AVTO LTOSEIKVIEL OTL 1] EVEPYDC
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COMVOPLOKT ATEKKPLOT OTOTEAEL OTUOVTIKO LEPOG TNG OTEKKPIOTG TG TEVOPOPipng. Metd v and
OTOLOTOG YOPNYNON, 0 XPOVOG Nuicelag Cong Yo tnv amofoin g tevopofipng ftav mepinov 12 Emg
18 mpec.

Hldxiopévot

Agv &govv mpaypatoron el QoproKoKVNTIKEG LEAETEG e EPLTPIOITOUTIVI ) TEVOQOPipT
(xopnyoduevn o¢ disompo&ilikn TevopoPipn) o€ nMKlopEVOLS (MAKIOG TAV® 0md 65 eTMV).

O107¥6)

H epoppoxokivntikn tng eptpiottapmivn kot g tevoeoPipng eivat mapopola o€ dvopeg kot o€
yovaikeg acbeveis.

Efvicémra
Agv €yet evromoel KAMVIKE onpavTiKy S10pOopOTOincT GTN QUPHOKOKIVITIKT OGOV apopd TV
€OVIKOTNTO Y10 TNV EPTPIOITOUTIVY. AgV €YoV HEAETNOEL EIOIKMOG O1 POPUOKOKIVITIKEG 1010TNTES TNG

tevopoBipng (xopnyolpevn oc dioompo&ihikt| Tevopofipn) o€ d10popeTikég eBVOTIKES OUASEG.

Ioudratpikodc TAnBvouode

Agv &govv Tpayuatomom el QopUOKOKIVNTIKEG LEAETEG LE epTplottapmivn/dicompo&ilikn tevopoBipn
oe moudid Ko eprfoug (MAkiog Kato tov 18 e1dv). AZloloyndnke n GopUAKOKIVITIKN OE
otobepomoinuévn katdotaon g tevopoBipne o 8 eprifovg acbeveic ue HIV-1 Aoluwén (nikiog

12 ém¢ < 18 e1dv) pe copatikd Bapog > 35 kg ko og 23 moudid pe HIV-1 hoipwén niwiog

2 éwg < 12 erwv. H €kBeon otnv tevopofipn mov emitedydnke og awtovg Toug TondaTpikos acheveic
7oV g GuPavay amd GTOUATOC NUEPNOLES SOGELS S160TPOEIMKTG TEVOQOPipNg 245 mg 1 dtoompo&iaiky
TevooPipn 6,5 mg/kg copotikov Bapovs £mc T péytotn doon 245 mg ftav mapopota pe v £kbeon
o€ eVNAIKEG TOL eAdpPavay epamas nuepnoteg 60celg d1compoliMkng Tevopofipng 245 mg. Agv égovv
TPOYUATOTOMOEL POPUOKOKIVITIKEG LEAETEG LE d100TPOEIMKNY TEVOPOPipT o8 TodId KAT® TV

2 gtov. ['evikd, 1 eoppokokivnTiky g epTpiottapnivig o Ppéen, tondid Kot epnpfovg (mAwiog amod
4 umvov €og 18 etdv) eivor TopOUOLO LE AVTN TOV EVIAIK®V.

H epoppoxokivntikn g gprpiottapnivig Kot e tevoeoBipng (xopnyoduevn og dStcompoiiikn
Tevo@ofipn) avopévetorl va ivar Tapdpotla o€ TposPePAnuévong kot un tposPefinuévovg and HIV-1
epnPovc, pe Pdon v mopodpowa Ekbeon Towv tpocPefinuévov and HIV-1 eprfov kot evniikov oty
ENTPIOITAUTIVI KO TNV TEVOPOPipn kat Tnv mapdpota EkBeon Twv tpooPefAnuévev kot un
nwpooPePpAnpuévav ard HIV-1 evniikov oty eptpiottapmivn Kot otnv tevo@ofipn.

Neppikn dvciertovpyia,

[epropiopéva pappokokvntikd dedopéva eivat StaBEGLILA Yol TV EUTPICITAUTIVY KoL TNV TEVOPORipT
LETA O GLYYXOPNYNOT TOV HELOVOUEVOV GKEVAGUATOV 1 WG GLVOVAGHIOG
eptprortapmivng/diconpoliiikig tevopoPipng oe acbeveic pe veppkn dvoiettovpyia. Ot
(QOPLOKOKIVITIKEG TTOPAUETPOL TTPOGIOPICTNKOAV KUPIMG LETA TN XOPNYNOT| EQATAE dOGEDY
eptprortapmivng 200 mg M dtoompo&iaikng tevopofipng 245 mg oe dtopa ywpic HIV Aoipumén ko pe
Stapopo Pabud veppikng dvoiettovpyiog. O Babudg g veepikng ducAiertovpyiag TpocdlopicTNKE
Kot TV Evapn copeova pe v kdbapon kpeatvivg (CrCl) (puotoroyikn veppikn Agttovpyio Otav
CrCl > 80 mL/min, fma duciertovpyia pe CrCl = 50-79 mL/min, pétpio duciertovpyia e

CrCl = 30-49 mL/min kot coPapn dveiertovpyia pe CrCl = 10-29 mL/min).

H péon ékBeon oy gurpiottaunivn (%CV) avénbnke omd 12 (25%) ugeh/mL cg dropo pe
QLGLOAOYIKT VEPPIKN Aettovpyia, o 20 (6%) pgeh/mL, 25 (23%) pgeh/mL ot 34 (6%) pugeh/mL, ce
dropa pe Mo, pHETPLR Kot coPapn veppik duciettovpyia, avtictoryo. H péon ékBeon o tevopoPipn
(%CV) avénbnke omd 2.185 (12%) ngsh/mL o dropa [l PUCLOAOYIKT VEQPIKT AgtTOovPYid, GE

3.064 (30%) ngeh/mL, 6.009 (42%) ngeh/mL kot 15.985 (45%) ngeh/mL, o dropa e Ao, pETpla
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Kot cofapn veppikn ducAettovpyia, avtioTolya.

H a0énon tov 606000Y1K00 LEGOSIOGTILOTOC Y10 TO CUVIVAGHO EUTPICITAUTIVIG/ IICOTPOEIAKNG
tevoofipng o€ acbeveig pe HIV-1 holpmén pe pétpro veppikn SuGAEITOVPYiR OVOLULEVETOL VAL EXEL (OG
ATOTELEGLLO VYNAOTEPES UEYIOTEG CVYKEVIPAOELS 0TO TAAGUA Kot XOUNAOTEP EMINESD Chin OE
oVvYKplom UE 060gvelg pe PUGIOAOYIKT VEQPIKN AgtTovpyio. Xe GTOUN LE VEPPIKT VOGO TEAKOV
otadiov (NNTZ) mov yperdlovtor apodidlvon, Heta&d Tov cuvedpidv dtdAvong 1 £ékBeon oto
eappako av&Nbnke onuavtikd eviog 72 mpdv etévovtag ta 53 (19%) pgeh/mL gprpiottapmivng, kot
evtog 48 wpav ptavovtag ta 42.857 (29%) ngesh/mL tevopofipng.

Mia pkpn KAV peAétn o1e€nyon yo tnv eXTipmon g aGPAAELNG, TNG AVTIIKNG dPACTIKOTNTOG KOl
NG POPUAKOKIVITIKNG TG S160TPo&IMKNG TEVOPOPIPNG 08 GUVOVAGUO LE TNV EUTPICITAUTIVI OE
acBeveic pe HIV Aoipwén pe veppikn dvciertovpyio. Mio vroopdda acbevav pe kabopon
Kkpeatvivng peta&d 50 ko 60 mL/min xatd Vv évapén, ot oroiot eAdupavay epdmas ddomn
nuepnoing, eiyov 2-4 eopéc peyorvtepn ékbeon otnv TEVOQOPipn Kot EMSEIVOOT TNG VEQPIKNG
Aertovpyiog.

H poppokokivntikn g eprpiottapnivig Kot e tevoeofipng (xopnyoduevn og dtoompo&iiikn
tevopofipn) o€ modiatpikovg acheveis Le veppikn duoiettovpyia dev €xet pedetndel. Aev vdpyovv

Srabéoipa dedopéva Yo VoL Yivouv cueTtdoelg yio ) docoroyia (BA. mapaypdeovg 4.2 kot 4.4).

Hratikn dvcheitovpyio

H poppokokivntikn Tov cuvovasov RTPIoITaUTivg/dioompoEIAtkng tevopofipng dev £xet peretn el
o€ ao00eveic e NTaTIKY SVGAEITOVPYIAL.

H gpoppoxokwvntikn g eprpiottapnivn dev €xel pekembel oe acBeveis yopic HBV Aoipwén kon
mowkilovg Pabpodc nratikng avendpkelag. ['evikd, 1 QopUOKOKIVITIKY TG ELTPICITAUTIVY o8
acBeveic pe HBV Lolpmén tov mopopo Le auTi TV LYV atOU®V Kol Tov acdevav pe HIV

rotpwén.

X acbeveic yopic HIV Aoipwén pe mowiiov Pabuov nratiky dusisttovpyia, xopnyndnke pdanas
d6om 245 mg diconpo&iiikng tevopoBipncovpeova pe v katdroén Child-Pugh-Turcotte (CPT). H
(QOPLOKOKIVITIKY TNG TEVOQOPipng dev pLetafAninke onpoavtikd o€ dtopo pe nratiky SueAettovpyia,
vrodnimvovtag 6Tl 6Ta ATopa avTd dev amonteiton TPosapproyn g 06ong. Ot péoeg Tég (%CV)
Crmax kot AUCo.. TG TEVOQOBipng tav 223 (34,8%) ng/mL kot 2.050 (50,8%) ngeh/mL, avtictoiya,
o€ (PLOIOAOYIKA dTopa o8 CVYKPLON UE TIC TIHEG 289 (46,0%) ng/mL ko 2.310 (43,5%) ng*h/mL o¢
acBeveic pe pétpra nrotikn dvorettovpyio kon 305 (24,8%) ng/mL ko 2.740 (44,0%) ngeh/mL c¢
acbBeveic pe coPapn nratikn Suciertovpyia.

5.3 Ipoxhvika dgdopéva Yo TNV A6QAAEL0,

Euzpioitourmivy

To pn Khvikd 6£dopéEVa GYETIKA LE TNV ELTPICLTOUTIVY dEV OMOKAADTTTOVVY 1310iTEPO KivOLVO Y1 TOV
avBpomo e Paor T cvpPaTIKES LEAETEG PUPLOKOAOYIKNG AGPAAELNS, TOEKOTN TG
emavaAdpBavopevov 066EwV, YOVOTOEIKOTNTAG, EVOEXOUEVNG KAPKIVOYOVOL dpAcg Kot TOEIKOTNTAG
OTNV OVOTOPAYMYIKT IKUVOTNTO Kot AvATTLEND.

Mioorpolidikn tevopofipn

O1 pun KAVIKEG LEAETEC PUPUOKOAOYIKNG OCPAAELNG OYETIKA e TN S1G0TPOEIMKT| TEVOPOSipn dev
ATOKOAVTTOVV 1310{TEPO Kivouvo Yo Tov avOpwmo. To svpipata wov mapotnpidnkay oe peréteg
TOEIKOTNTOG EMOVAAAUPOVOLEVOV SOCEMV GE APOVPAIOVS, 68 GKVAOVG Kot 68 T KOVG o€ eminmeda
éxbeomng peyalvtepa omd 1 ioa pe to KMvikd emimeda £kBeong Kot pe evogyOUEVT GYEOT UE TNV
KAWVIKN Xp1OT|, COUTEPIAAUPAVOVY VEQPIKT KOl OCTIKT] TOEIKOTNTO KOl LEIMON GT1 GVYKEVTIPMOOT
Qe®cedpov 0poV. H ootikn to&iotnta Stayvaebnke wg ooteoparaxio (ibnikot) ko petwpévn OI1
(apovpaiot kot okvAor). H ootikn to&ikdtnta 68 veapohs EVAAIKEG apovPaiovs Kot GKOAOVG
Tapovoldotnke o€ ekBEGEIG > 5 popéc v ékBeon oe mandlatpikovg 1 eviihkeg acbeveis. Ootikn
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TOEIKOTNTO TOPOVGLACTNKE GE VEAPOVG LOAVGHEVOVG TTiONKOVG 08 TOAD VYNAES eKBETELS LeTd amd
vrodopla yopnynon (= 40 popég v ékbeon oe acbeveic). Ta evpnpoTa TOV LEAETMOV GTOVG
apOLPAIOVS KoL GTOVG TONKOVS £JE1EAV PUPUOKOEEAPTOUEVT LEIMON TNG EVIEPIKNG OTOPPOPTONG TOV
Qe®cedpov pe mhovn devutepoyevn peimon g OIL

Mehéteg yovoto&ikotnTog Katédel&ay OeTiKd amoTeAEGLATO GTNV i1t Vitro SOKIUAGIO AEUPDUATOG
ToVTIKOV, aueifoia amotelécpata o€ £va omd To GTEAEYN TOL XPNoIoToOnKay 6T SoKILacio
Ames, kot o OeTikd amotelécpota ot dokipacio UDS og mpotoyevi nratokdtrapo apovpaiov.
Q061660, TO ATOTEAEGLLOTO NTAY OPVNTIKA GE 1O in Vivo SOKIHLOGTIO KPOTUPTVAVY HUEAOD TV 0GTMV
TOVTIKOV.

Mehéteg kapKivoyEveong e amd GTOLATOG XOPNYNOT GE apovpaiovg Kot Tovtikovs £de1&av Lovo
YOLNAT GLYVOTNTO ELPAVIOTG GYK®OV TOV SMIEKASAKTOAOV 0€ VIEPPOAKE VYNAN dOGN OE TOVTIKOVG.
Avtoi ot Oykot eivan amiBovo va oyetilovton pe tov dvBpwmo.

Mehéteg ToEIKOTNTOG TV OVATOPOYWYIKN KOVOTNTO GE apovpoiong Kot KOUVEALD dev KaTEdEEQV
Kopio enidpaoT oTIG TAPAUETPOVS TOV CEVYAPDUOTOC, TNG YOVILOTNTAG, TG KUNONG 1 0TI EUPPLIKEG
TOPAPETPOVG. Q0TOGO, 1) S1I60TPOEIAIKT TEVOPOPipN peiDoE TO deikTn ProodTnTog Kot 10 Pépog Tav
KOUTOPLOV G L0l TEPL- KO LETAYEVVNTIKY LEAETN TOEIKOTNTAG OE OOGEIS TOEIKEG Yo TN UNTEPOL.

2DVODOGUOS EUTPLOITOUTIVIG KO O1OOTPOCIAKNG TEVOYOSIpNS

MeAéteg YOvoTOEIKOTNTOG Kot TOEKOTNTOS ETOVAAAUPAVOLEVOV SOGEWDV dAPKELNG EVOG UNVOC T
MYOTEPO LLE TO GLVOVAGHO AVTMV TOV VO GLOTATIKMV eV EE1EAV EMOEIVOOT TOV TOEIKOAOYIKMV
EMOPACEWV OE GUYKPIOT LUE UEAETEC LIE TO LEHLOVOUEVO GLUGTOTIKG.

6. @®APMAKEYTIKEX IAHPO®OPIEX

6.1 Koatdloyog ekdoywv

ITvpnvoc dtokiov

[Ipolehativomompévo apvlo
Koppelhdln vatpiodyog d10etavpodpevn
Movoidpin Aaxtoln
MikpokpouoTaAMKT KuTTOpivn

Ndatpro 61E0TVAOPOVLLAPIKO

Yteatikd 0D

EmkdAvyn Aertod vugviov

YnrpopeAhdln 5 cP

Titaviov d10&eido (E171)

[MoAvaBvievoyilvkoin

Adxa apythodyov wowokappiviov (E132)

6.2 AovpPatoTnTeg

Agv gpappoletar.

6.3 Awdpxeara {og

3 xpovia

Audpreto LG HETA TO TPMTO AVOryUa TNG PLAANG: 2 UVEG.

6.4 Iowitepeg mpouiaters katd T @OLaEN TOV TPOIGVTOC
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L' T1g ovorevaTies KOWEANS
Mn euvLdooete o€ Oeppokpacio peyardtepn tov 30°C.
DuAGoGETE OTNV OPYIKT] CLGKEVOGIO KOYEANG Y10 VO, TPOGTATEVETAL OO TV VYPUGIO KO TO POG.

@iaAn HDPE
Mn pvAdooete o€ Beppokpacio peyardtepn tov 30°C.
Awtnpeite ) QAN Kohd KAEIGUEVT] Y10 VO TPOGTATEVETAL OO TV VYPAGIOL KOl TO (POC.

6.5 ®Von K GVGTATIKG TOV TEPLEKTN

2VOKEVOTIES KOWEANS
Koyéhec OPA/Alu/PE+DES/ - Alovpivio.
Meyébn ovokevaociog: 28, 84 kot 28 x 1 emucoivppéva pe Aemtd vuévio dokia.

Di6in HDPE

DA and vynng Tokvotntag tolvatbviévio (HDPE) e 101k6 mdpa aceoreiog yio moidid omd
TOAVTPOTVLAEVIO LLE QPVYPOVTIKO YEANG TUPLTIOV.

Meyébn cvokevooiog: 30 emkaivppéva pe Aemtd vpuévio diokia (1x30) kot 90 emuaivppéva pe Aentd
vuévio dwokia (3x30).

Mmnopei va pnv KukAopopoHv OAES 01 GUGKEVAGIEC.

6.6 Idwitepeg mpo@uAdcers amoppLyng

Kd&Be aypnoponointo @appokentikd mpoiov 1 VTOAELLO TPETEL VO ATOPPITTETOL GOUPOVO, LLE TIG
KOTE TOTOVG IOYVOVGEG CYETIKESG O10TAEELS.

7. KATOXOZXZ THX AAEIAY KYKAO®OPIAXZ

KRKA, d.d., Novo mesto, Smarj eSka cesta 6, 8501 Novo mesto, XAofevia

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX

200KEVOGIES KOWEANG

EU/1/16/1151/001 - 28 emikaAvppévo. e Aemtd vuévio diokia,
EU/1/16/1151/003 - 84 emukaAvppéva e Aentd vpévio diokiol
EU/1/16/1151/005 — 28 x 1 emkalvppéva pe Aemtd vuévio diokia

Diain

EU/1/16/1151/002 - 30 emkaivppéva e Aentd vpévio diokiol

EU/1/16/1151/004 - 90 (3 x 30) emucoloppéva pe Aemtd vpévio diokio

9. HMEPOMHNIA [MPQTHE EI'KPIZHY/ANANEQXHY THX AAEIAX
Huepounvia mpdtng éykpiong: 8 AekeuPpiov 2016

Huepounvia televtaiog avovémong: 15 Xentepppiov 2021

10. HMEPOMHNIA ANAOEQPHXHX TOY KEIMENOY

Agmtopepeig mANpoopieg Yo To TapOV QOPLOKEVLTIKO TPOTOV £ivol S100EG1UES GTOV SIKTLOKO TOTO
tov Evponaikod Opyoviopotd @appdakwv: http:// www.ema.europa.eu.
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ITAPAPTHMA II

IHAPAXKEYAXTHXE(EY) YIIEYOYNOX(OI) I'TA THN
AITIOAEXMEYZXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXEH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AMMOTEAEZIMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TAPAXKEYAXTHX(EX) YIIEYOYNOZX(OI) I'TA THN AIIOAEXMEYXH TQN
MHAPTIAQN

‘Ovoua kat d1e00vvon Tov(tev) TapacKevacT(MV) Tov givol vTELOVYOC(0L) Y10 TNV OTOOEGUEVCT) TOV
TAPTIOOV

KRKA, d.d., Novo mesto
Smarjeska cesta 6

8501 Novo mesto
ZhoPevia

TAD Pharma GmbH
Heinz-Lohmann-Straf3e 5
27472 Cuxhaven
Teppovia

270 £vTumo PUAAO OONYIDV XPTOTG TOV PAPUAKEVTIKOD TPOTOVTOG TPEMEL VO avaypdpeTal To Gvopa
Kol 1 91e0BVVoN TOL TAPACKEVAGTY] TOV givar VIELOVVOS YOl TNV ATOGEGLEVON TNG GYETIKNG TAPTIOOC.

B. OPOI'H IIEPIOPIEMOI ZXETIKA ME TH ATAGEXH KAI TH XPHXH

DopproKeLTIKO TPOIOV Y10, TO 0Toio amatteital mepropiopévn atpikr| cuvtayn (BA. Tapdptnpa I:
[epidinym tov Xapakmpiotik®v tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX
- Ex0¢oe1g meprodukiig mapakorovOnong g acearerag (PSURS)

Ot amaitioelg yo v vrofoAn twv PSURS yo to ev Adyw gopprokevutikd mpoiov opilovrol otov
KOTAAOYO LE TIG Nuepounvies avagopdg ™g Evmong (katdhoyog EURD) mov mopatifetar oty
mapdypopo 7, tov apBpov 107y, tg odnyiag 2001/83/EK ko kabe emaxdAovdng emikoiporoinong
OTMG OMLOCLEVETOL GTNV EVPOTATKT SUKTLOKT] TOAT Y10l TOL PEAPLLOKOL.

A.  OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI ATIOTEAEXMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOZX

- 2yéo10 owayeipiong kivovvou (XAK)

0O Karoyog Adsrog Kukhogopiag (KAK) Ba dieaydryet TiC omattovpieveg dpaoTnploTNTESG Kot
TAPEUPACELS PAPUAKOETOYPOTYNONG OTWS Tapovotdlovtal 6to cupemvndév ZAK mov
mapovotdleror oty evotnra 1.8.2 g ddetog kukAopopiog kot 0rolesdnmote emakOAovOeg
gykekpiéveg ovadewpnoetg tov ZAK.

"Eva emucoporompévo ZAK Ba mpénet va katatedet:

- Metd and aitnpo tov Evponaikod Opyoviopod @oappdkov,

- OnotedNToTE TPOTOTOEITAL TO CVOTN A SloyEIPIONG KIVIUVOL, EOIKA (G ATOTEAEGLLO ANYNG
VEDV TANPOPOPLDOV TOV UITOPOVV VOl EMPEPOVY CTLLOVTIKT GAANYT OTH GYECT] 0PEAOVG-KIVODVOU
N ©OC ATOTELEGHA TNG EMITEVENG EVOG GNUAVTIKOD OPOGTILOV (QPOPLOKOETOYPVTVION 1}
€AOY1OTOTOINGT KIVOUVOV).

- Emnpéc0cta pétpa ehayrotomoinong Kivovvov

O kdroyog adetag kukrogopiag (KAK) Oa eEacparicet 6T1 6Lot 01 yloTpoi o1 07010l aVOUEVETOL VO
ouvtayoypaeovv/yopryobv To Emtricitabine/Tenofovir disoproxil Krka og eviiikeg kot gpnfoug yio
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PrEP Ba gival epodiacpévor pe Eva exkmandentikd makETo 1tpov mov Ba mepiéyet v Ilepiinym tov
Xapaktnpiotik®dv Tov [1poidvtoc kot Eva KatdAANAo eKTAdEVTIKO PUALGSI0, OIS TEPLYPAPETAL
AETTOUEPMDG TOPOKATO:

- Exmadevtikd puAradio PrEP yio tovg cvvtoyoypdeovg pe titho «EZnpovtikég ITAnpopopieg
AcQALENG Y10 TOLGS ZVVTOYOYPAPOLG ZxeTikd pe To Emtricitabine/Tenofovir disoproxil Krka
v v Evdeign e [popoiatng mpwv amod v ExBeon (PreP)»

- Aioto EAéyyov PreP yia toug cuvtayoypdpovg

- Exnaidevtikd puAladio PrEP ywa to dropo mov Bpioketor og Kivouvo e TITAO «EnUavTIKES
ITAnpoeopieg oyetikd pe to Emtricitabine/Tenofovir disoproxil Krka yio tn Meimwon tov
Kwdvvov Moéivvong and tov 16 g AvBpomivng Avocoaverndpkelog (HIV)»

- Képra vrevBouong PrEP

Exnordgutiké guiradio PrEP ywa Tovg cuvrayoypagovg:

- YrevOipion tov Bacik®v TANPOQPopLdV 0GOAAELNG CXETIKA LLE TN XPTON TOL
Emtricitabine/Tenofovir disoproxil Krka yiwa PrEP o evijAikeg kon epnfouvg

- Yrevbopion tov mapaydviov mov fonbdovv 6Ty avayvapion TV oTOU®MY oV S0TpEYouV
VYNAS Kivovvo poéAvveong and tov HIV-1

- YrevOopion oyetikd pe tov kivouvo avantuéng avtoyng tov HIV-1 oto @dppako e dtopa pn
Swyvoopéva pe HIV-1 holpwén

- [Hapoyn TAnpoPopidv acPAAElng Yio T CVUHOPE®ON, TV e&étaon HIV, v katdotacn tov
VEQPOV, TV 06TMOV Kol Ttov HBV.

Aiota EAéyyov PrEP ywa 100g ovvtayoypdeovg:

- YrevOupioeig yio a&loAoynoels/cuplBOvAELTIK VTOGTAPIEY GTNV aPyIKN EMICKEYT] KoL KOTE TV
mapaKorovOnon.

Exnodgvtiké guiraowo PrEP ywa 10 Gropo wov PpickeTal o€ Kivouvo (Vo TapEETOL A6 TOV
napoyo vysiog [IY]):

- YnevOopuicelg oyetikd pe 1o TL o mpémel va yvopilel to dropo, 1660 Tpv 660 Kot KaTd T
Suapreta Aqyng tov Emtricitabine/Tenofovir disoproxil Krka, yuo ) peiowon tov xivdvvou
poAvveng and tov HIV

- Y7evOopuon yio t omovdotdTnTa. TG 0VGTNPNG CUHUOPP®ONE GTO GUVICTMOHUEVO dJOGOAOYIKO
A

- [Mapoyn TAnpo@opidv yio Tov Tpodmo Afyng tov Emtricitabine/Tenofovir disoproxil Krka

- [Mapoyn TAnpo@opidv yia Tic TOavES avemBouNTe EVEPYELEG

- Mapoyn TAnpoeopidv yia tov Tpdémo evAaéng tov Emtricitabine/Tenofovir disoproxil Krka.

Képta vrevOopong PrEP ya to aropo mov Ppiocketor og kivouvvo (va mapéyetor amd I1Y):

- YrevOupioeig yio cuppdpP®oT 6TO SOGOAOYIKO TPOYPOLLLLLOL
- YrevOOpion yo mapedpect G€ TPOYPULUATICUEVEG KAVIKEG ETICKEYELG.
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ITAPAPTHMA III

EINIZXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXZH
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ENAEIZEIX TIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA

EZQTEPIKO KOYTI/1wa koyéheg kol @rain

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka 200 mg/245 mg emtkaAvpupévo. pe AETTd VUEVIO dtoKia

eptplortapmivn/ditcompo&ilikn tevopoBipn

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

Kda0e emxaroppévo pe Aemtd vpévio diokio mepi€yet 200 mg eptpiortopmivng Kot 245 mg
dtoompo&hikng tevoeofipng (loodvvapodv pe 300,7 mg nAeKTPIKg S160TPoEIAKYg TEVOPOofipng 1
136 mg tevopoPipng).

3. KATAAOI'OX EKAOXQN

[Tepiéyet emiong povovdpikr| Aaktoln.
Agite T0 QUALO 0INYLOV YPNONG Y10 TEPIOCHTEPEC TANPOPOPIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emwcodoppévo pe Aemtd vpévio dtokio

YI0. TIG OVOKEVOATIEG KOWEANG:

28 eMKOAVUUEVO PE AETTO VUEVIO SoKio

84 emucaloppéva e AETTO VUEVIO O1oKIi0L

28 x 1 emucolvppéva e AT LUEVIO dIoKio

VIO, TH Q1OAN:
30 emKOAVUpEVO. e AETTO DUEVIO O10KiaL
90 (3 gidieg v 30) emkaAvppéva Le Aemtd VUEVIO dtoKia

5. TPOIIOX KAI OAOX(OI) XOPHI'HEHX

Awfdote To EOALO 0dNYIDOV XPNOTG TPV OO T YPTON.
Amd otOpOTOC PO

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puAdoceton og O¢om, Ty onoia dev PAETOLVY Ko dev TPoceYYilovv Ta, A1

7. AAAH(EY) EIAIKH(EX) ITPOEIAONIOIHXH(EIYX), EAN EINAI AITAPAITHTH(EX)
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8. HMEPOMHNIA AHEHX

AHEH

V0, TH QIOAN

Awdprero, (oNg LETE TO TPMTO AVOTYLLOL TNG PLAANG: 2 P VEC.
Huepopnvia avotyparog:

9. EIAIKEY YYNOHKEYX OYAAEHX

V10, TIG GVOKEVOTIES KOWEANG:
Mn pvrdooete og Oeppoxpacio peyardtepn tov 30°C.
DVALACCETE GTNV APYIKT] GVLOKEVOGIO KUWEANG Y10l VO TPOGTUTEVETAL OTO TIV VYPOGI0 KOl TO POC.

VIO T QLOAN:
Mn guvLdooete og Beppokpacio peyardtepn tov 30°C.
Awonpeite ) QoA KoAd KAEIGUEVT] Y10 VO TPOGTATEVETAL OO TNV VYPOGIN KOl TO POG.

10. IAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, ZhoPevia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

VIO, TIGC GVOKEVOTIES KOWEANG:

28 emkoivppéva pe Aemto vuévio owokio: EU/1/16/1151/001

84 emuaivppéva pe Aemtd vuévio otokia: EU/1/16/1151/003

28 x 1 emxaivppéva pe Aemtd vuévio dwokio: EU/1/16/1151/005

VIO T PLOAN:
30 emkoAvppéva e Aemto vuévio dwokio: EU/1/16/1151/002
90 (3 x 30) emkoivpupéva, pe Aemto vuévio dtokio: EU/1/16/1151/004

13. APIOMOX ITAPTIAAX

[Moptida

‘ 14. TENIKH KATATAZH I'A TH AIAGEXH

‘ 15. OAHI'TEX XPHXHX

‘ 16. IIAHPO®OPIEX XE BRAILLE
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Emtricitabine/Tenofovir disoproxil Krka

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

A6d100TOTOG YPOLU®OTOS KMOWKAG (2D) mTov @épet Tov mepIMN@OEVTO LOVAITKO 0VOyVOPLOTIKO KOOKO.

18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

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

XYXKEYAZXIA KYYEAHY (PYAAO OPA/Alw/PE+DES-Alu)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka 200 mg/245 mg emicoivppéva pe Aemtd vpévio dokio

gutplottapmivn/disompo&hikn tevoeofipn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA ETOIXEIA
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ENAEIZEIZ ITIOY IPEITEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA I'TA ®IAAH

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka 200 mg/245 mg emkoivppévo pe Aentd vpévio diokia

eUTpLoITOUTiVI/Stoompo&idikn TevopoBipn

| 2. TYNOEXIH IE APAXTIKH(EL) OYIIA(EL)

KdaBe emucoroppévo pe Aemtd vpévio diokio mepiéyet 200 mg eptpiortopumivng Ko 245 mg
dtoompo&ihikng tevopofipng (loodvvapodv pe 300,7 mg nAeKTpkng S160Tpo&IMKNg TeEvopofipng 1
136 mg tevopoPipng).

‘ 3. KATAAOI'OX EKAOXQN

[Tepiéyet emiong povovdpkn Aaktoln.
Agite T0 POALO 0ONYLOV YPNOTG YO TEPLOCOTEPES TANPOPOPIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

30 emKoAvppéva pe AETTO LUEVIO d1oKia

| 5. TPOIOX KAI OAOX(OI) XOPHTHEHE

AwPaote T0 POAAO 0OONYIDV YPNONG TPV 0T TN YPTION.
Amo otdpaTog xpnon

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

Na pvAdoceton og Béom, Tnv onoia dev PAETOLY K dev TpoceyYilovy Ta Tald1d.

‘ 7. AAAH(EYX) EIAIKH(EX) ITPOEIAONIOIHXH(EIYX), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH
Awgpreto Lo LETA TO TPMTO AVOLYUA TG PLAANG: 2 UNVEG.
Huepopnvia avoiypotoc:

9. EIAIKEX XYNOHKEX ®YAAEHX
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Mn guAdooete o€ Beppokpacio peyorlvtepn twv 30°C.
Awotnpeite T QLI KOAQ KAEIGUEVT Y10 VO TPOCTOTEVETAL OO TV VYPUCIH KOl TO POG.

10.

IATIAITEPEX ITPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN ITOY ITPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, X oBevia

| 12.

APIOMOX(OI) AAEIAY KYKAO®OPIAX

| 13.

APIOMOX ITAPTIAAX

MMoptida

I'ENIKH KATATAZH I'lA TH AITAOGEXH

OAHT'IEX XPHXHX

IHAHPO®OPIEX XE BRAILLE

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANATNQXIMA AITIO
TON ANGPQIIO
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B. DYAAO OAHI'TQN XPHXHX
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D)o oY@V xpiong: Iinpoopiss yia Tov aceviy

Emtricitabine/Tenofovir disoproxil Krka 200 mg/245 mg emkaivoppéva pe Lewrtod vpévio ooKia
gptplortapmivn/dieonpo&ilikn tevopofipn

AWPaoTe TPOGEKTIKA OLOKANPO TO GUALO 001 YIOV YPNGNS TPLY UPYIGETE VU TAIPVETE VTO TO

PapROKO, OLOTL TEPAAUPAVEL ONUAVTIKES TANPOPOPIES YIO COG.

- DdvAdEre avtd T0 POALO 001 YLDV ¥prionG. Towg ypelootel va To dapdoete Eava.

- Edwv €yete nepartépw amopieg, poOTNOTE TOV Y1OTPO GG 1 TOV PAPLAKOTOL0 GO,

- H ovvtayn yio avtd 1o edppoko yopnynnke amokAeloTikd yio 6oc. Agv TPETEL VoL SDGETE TO
QAapLroKo og dAlovg. Mropel va Tovg TpokaAéoel PAGPN, akdpa Kol OTOV T0 GUUTTAONTO TG
ac0éveldg Tovg givar ida pe To S1KA GO,

- Edv mapatnpnoete kdmolo avemBOuNTN evEpyeLa, EVIUEPDGTE TOV YLOTPO 1) TOV POPLOKOTO0
o0G. AVt oyvEL Kot Yo KaBe mhovn avemBOuntn evépyela Tov dev avapEPETOL GTO TAPHV
@OALO 0N YDV Ypnons. BAére mapdypago 4.

T tepréyel To mapov eOAAO 00N YAV

T eivan to Emtricitabine/Tenofovir disoproxil Krka kot oo etvon ) gprion tov
T mpémer va yvopilete npv mapete 1o Emtricitabine/Tenofovir disoproxil Krka
[Mog va tapete To Emtricitabine/Tenofovir disoproxil Krka

[MBavég avemBOuNTEG EVEPYELES

[é¢ va puidoocete To Emtricitabine/Tenofovir disoproxil Krka

[Tepreydpeva T GLOKEVAGING KOl AOITEG TANPOPOPIES

Sk v —

1. T eivan To Emtricitabine/Tenofovir disoproxil Krka kot mowa givan n ypiion tov

To Emtricitabine/Tenofovir disoproxil Krka ngpiéyel 000 opactikég ovoisg, v sumpicitoumivy
ka1 TN dtoompo&idikn tevopoPipn. Kot ot d0o dpaotikég ovsieg eivar aviipetpoixd eAapLLoKa, TOV
ypnotpomotovvtot ot Bepaneio tng HIV hoipwéng. H eptpiottopnivn eivar vovrieoaidixog
QVOOTOLEOS THS AVAOTPOPNS UETAYPOPATHS KL 1] TEVOPOPipN glvar vovkieoTidikog avootoléag thne
avaotpopns petaypopdons. Ev 1ohtoig, kot ot dvo sival evpémg yvootég g NRTIs kot Asttovpyovv
mapePaivoviog ot eUGLOA0YIKN Agttovpyia voc evihoV (avAcTPOPT LETOYPO(PACT) TO OToio iva
ONUOVTIKO Y0l TNV OVOTTOPOY®@YT] TOL 100.

- To Emtricitabine/Tenofovir disoproxil Krka ypnciwpomocitor yro tTnv avriperdaion g
roipoéng and Tov 16 AvOpamvng Avocoaverapkerog 1 (HIV-1) og evijhikec.

- Xpnowonoleiton exiong yio TV avTIPETOTION TOL 100 HIV g gpniffovg nkiog 12 mg
K4t Tov 18 etav, pe papog 35 kg tovrhdyiotov, Kot ot omoiot £xovv NoN Adfel Oepamneio pe
Ala pappoka yio tov HIV, Ta onoia dev eivon mAéov amotedesatikd 1 €400V TPOKOAEGEL
TOPEVEPYELES.

- To Emtricitabine/Tenofovir disoproxil Krka mpénet mévta vo ypnoiponoteiton o
ouvdLacpd pe dALa pappaka yio v avtipetdmion g HIV Aolpwéng.

- To Emtricitabine/Tenofovir disoproxil Krka pmopei va xopnyn0ei avti tng
EUTPLOLTOUTIVIG Kal TNG 0160TPo&IMKNG TEVOPOPipng Aapfavopeves Eexmplotd oTig 1d1eg
dooelc.

To @appoxo avtd dev Oepameder Tnv HIV Loipwén. Evo Aappdavete to Emtricitabine/Tenofovir
disoproxil Krka, pmopet va avoantogete axdpun Aoumeic | ahieg acbéveles mov oyetifovron pe v
HIV Loipwén.

- To Emtricitabine/Tenofovir disoproxil Krka ypnoeiwponowcitar exiong yia ™ peioon tov
Kvouvou porvveng o6 tov HIV-1 og gvijMkeg kot o€ €prpfovg nhikiog 12 e1@v ém¢ KATO
10V 18 g1V, pe Bdpog toviayiotov 35 kg, otav Aappdvetor kabnuepvé, pali pe mporticég
Yo AGQAAESTEPT] GEEOVOMKT] ETOLPT|:

BA. mapdypago 2 yio évay KotdAoyo Tmv HETpeV TpopuAaing Evavtt g HIV Aoipméng.
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2.

T npéner va yvopilere mpwv ndpete To Emtricitabine/Tenofovir disoproxil Krka

Mnyv wapete 10 Emtricitabine/Tenofovir disoproxil Krka ywo v avripetdmion tov HIV 1) 7o
peioon Tov Kivovvov porvveng amd tov HIV og mepintoon ariepyiog oty gutpiottapmiv), oty
TeEVOQOPipn, ot S160TPoEIMKT TEVOPOPipn, | € 0TOL0ONTOTE GALO OO TO. GUGTUTIKG AVTOD TOL
QOPUAKOL (0VOPEPOVTAL BTNV TAPAYPUPO 6).

Ed&v av16 16301 Y10, 605, EVIIHEPAGTE UPEGCOS TOV YIOTPO GUC.

pw wapete To Emtricitabine/Tenofovir disoproxil Krka yia tn peimon tov kKivdvvov péivveng
a6 tov HIV:

To Emtricitabine/Tenofovir disoproxil Krka pmopei va Bondnocet ot peimon tov kivduvov poAvvong
oag and tov HIV pévo mpwv poivvoeite.

Hpéner va giote HIV apvntikoi wpiv Eekivijoete vo Aapfavete To Emtricitabine/Tenofovir
disoproxil Krka ywa ™) peimon tov kivovvov poérvveng amé tov HIV. [pénel vo vrofinbeite
o¢ e€etdoelg Yo va Pefarwbeite ot dev €xete o HIV Aoipwén. Mnv ndpete to
Emtricitabine/Tenofovir disoproxil Krka yio t peiwon tov kivédvov ektodg €dv €xet
emPeParmbei 61 giote HIV apvnrcoi. Ta dropa mwov £yovv HIV wpénel va Aappdvovv 1o
Emtricitabine/Tenofovir disoproxil Krka e cuvévacud pe GAla QapproKa.

HoArég e€eTaoerg Yo Tov HIV propel va pnv evromicovv pua npoc@ati AoipmEn. Edv
ekdnAdoete acBéveln Tov poldlel e ypinm, avtd Bo propovoe vo onpaivel 6t £xete polvvoel
npocpata omd tov HIV. Ta mapakdto pmopei va amotelodv onpeia poéivvong omd tov HIV:

- Kovpaon

- TOPETOC

- OVOL 6TIG apHPDGELG 1] GTOVG HVES

- TIOVOKEPOAOG

- éuetog N dudppota

- e&avonpua

- VOYTEPIVEG EPLOPADCELG

- SL0YK®UEVOL AePPadEVeES 6TO Ao 1 6T fovPavikn yodpa

Evnuepdote 1oV Y10Tpo 605 £4v ekoNrdoeTe ac0svela mov povaler pe ypinn — gite Kotd T0V
uiva Tpwv apyicete va maipvete To Emtricitabine/Tenofovir disoproxil Krka, 1 omowadnmote
oTiyun evoowm Aappdvete to Emtricitabine/Tenofovir disoproxil Krka.

IIposcidomonjoels Ka TPoPLAGEELS

Evéoo hapPavere To Emtricitabine/Tenofovir disoproxil Krka yiwe ™ peioon tov kivovvoo
porvveng a6 Tov HIV:

No Aappdavete to Emtricitabine/Tenofovir disoproxil Krka ka0g nuépa ywo ) peioon tov
KIvouvov, Kou 61 povo 6tav vopilete mog £xete ektedel g kivouvo yio HIV Lhoipwén. Mnv
mapodeinete Kapio 66om tov Emtricitabine/Tenofovir disoproxil Krka kot pnv otapotdre va 1o
naipvete. H mopddenym d6cemv pmopel vo avénoet tov Kivouvo poivvong oag amd tov HIV.

Na e&etaleote taktikd yio HIV.

Edv vopuilete 6T porvvbnkate amod tov HIV, evuepdote apéocwms tov yiorpd oag. Evdéyetor va
0elnoel va oag vtoPalel o meplocdTepes e€eTdoelg Yo va Pefatmbei 6Tt eEaxorovbeite va
glote HIV apvnrikoi.

H Myn tov Emtricitabine/Tenofovir disoproxil Krka am6 pévn g evoéyeran va puny cog
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TPOGTATEVGEL 0T6O TN poAvven amd tov HIV.

- Na éxete oeEovalikn emagn mhvto pe Tpoostacio. XproULOTOLEiTe TPOPLANKTIKA Y10 VoL
UELDGETE TNV EXOPN UE TO CTEPLLM, TO KOATIKA VYPE 1] TO OliploL.

- Mnv po1pdleote TPOCOTIKA OVTIKEIIEVE TTOV UITOPEL VOL EYOVV OO 1] COUOTIKE VYPY
TAVO TOVG, OTMG 060VTOPOVPTOES KOl AETIEG EVPAPLOV.

- Mnyv poipdleote 1 unv emovoypnotponoteite feAdveg 1 dALo eE0TMGO YOPNYNONG
EVEGEOV 1 POPLAKOV.

- Noa e&etaleote yio dAlec 0eE0VOMKAOG PETAOIOOUEVES AOIUDEELS, OTMG GVPIAN KO
yovoppota. Avtéc o1 Aoudéetg kabioTohv evkordTepn T poAvvon cag and tov HIV.

Potote Tov Y1otpo G0G av £XETE TEPIGGOTEPES EPWTNOELG CYETIKA LLE TOV TPOTO TPOANYNG TNG
péAivvong and tov HIV 1 g petddoong tov HIV og dAla dtopo.

Evooco naipvetre To Emtricitabine/Tenofovir disoproxil Krka ywo tnv avripetodmion tov HIV 1
Yo, T1) pEi®o ToL Kivovvoy péivveng ané tov HIV:

- To Emtricitabine/Tenofovir disoproxil Krka evoéyeton va ennpedoer Tovg ve@povs oog.
[pw kot katd T S1dpKeLn TG Ay®YNS, 0 YTpdS oag Bo cog {NTNoet eVOEXOUEVMOG OPLOUEVES
€€eTA0ELG AUILOTOG Y100 VO, LLETPTGEL TN AtTovpyia TV veppdv oag. Evnpepdote tov y1atpd cog
e &xete veppikn vOc0, N Qv o1 e€eTdoelg Exovv dgilet 0Tt Exete veppikd TpoPAnpata. To
Emtricitabine/Tenofovir disoproxil Krka dgv Oa wpémet va yopnyeitor oe epnfovg mov £yovv
veppika tpoPinpata. Edv £xete veppikd TpoPAnnota, o yiatpog cag eivar mbavd va cog
ovppoviedoet vo otapotioste vo Aaufdvete to Emtricitabine/Tenofovir disoproxil Krka 1, v
&xete O poAvvlel and tov HIV, va AapPavete to Emtricitabine/Tenofovir disoproxil Krka
Ayotepo ovyvd. To Emtricitabine/Tenofovir disoproxil Krka dev cuviotdrton dv éxete coPapn
veppikn voco 1 v vroPdAilecte o€ apokdbapon.

- Angu@uvOsgite 6TO Y10TPO GOG OV VITOPEPETE 0TO 0GTEOTOPOT), £YETE LOTOPIKO
KOTOYPRATOV TOV 06TOV 1| £(ETE TPOPANOTO NE TA 0GTH GOC.

MpofMjpate 06TAOV (TOL EKINADVOVTAL MG EXIUOVOG 1 EMOEIVOVLUEVOG TOVOG GTO 0GTA KOl
KATOAYOUV HEPIKES POPEC G KATAYLOTO) HITOPEl VoL eppavioTovy e€attiog tng PAAPTNS ota
KOTTOPO TOV VEPPIKAV coinvapiov (BA. mapdypao 4, I[Ti0ovég ovemBounteg evépyeleg).
Evnuepoote tov yuatpo cog edv £xete mOVO GTA OGTA 1) KOTAYLOTOL.

H dioompo&idikn tevopoPipn pmopei emiong va TpokarEcel AmmAELD 0GTIKNG TukvoTnTaG. H 7o
£VTOVN AMAELD, OCGTIKNG TUKVOTNTAG TOpoTPNONKE 58 KAMVIKES peréteg dTav ot acheveig
éhaPav Oepaneia yio tov HIV pe diconpo&ihkn tevopofipn og Guvivacud e EVIGYUUEVO
OVOOTOAEN TPOTEAONC.

YVVOMKG, Ot EMOPAGELS TNG S100TPOEIMKNG TEVOQORipNG ot Lakpompodesin vyeia T@V 0GTMOV
KoL TOV LEAAOVTIKO KIVOUVO KATOYUATOV GE EVIIAMKES KOl TOLOLOTPIKOVG acOevels dev glvar
BéPounec.

- YvlnTiote pe Tov Y1oTpé oog, EGV EYETE 1W6TOPIKO NTOTIKNAS VOG0V, cvpmeprrappfavopévng
m™m¢ Nrotitdas. Acbeveic ue HIV Aoipmén ot omoiot mhoyovv Kot 0o Nratikn voco
(ovumeprrappavopévng g ypdviag nratitidag B 1 C), ot omoiot Aapavouvy avtipeTpoikn
ayoyn, dTpéyovv avEnpévo Kivduvo eppdvions cofapmv kot duvntikd Bavatnedpwov
NTOTIK®OV emmiok®dv. Edv €xete nratitida B 1 C, o yuatpdg cog Ba kpivel e Tpocoyr| oxeTika
LLE TO 010 €ivoil TO KAADTEPO BEPATEVTIKO YN Y10 GOGC.

- MaOete To amotéleopa TG EETaong Yo Tov 10 TS nratitidog B (HBV) npw apyicete o
Emtricitabine/Tenofovir disoproxil Krka. Av wéoyete andé HBV Loipmén, vrdapyet coPapdg
KIvOLUVOG NATIKOV TPOPANUATOV 60Tav oTapatioste vo Aapfavete to Emtricitabine/Tenofovir
disoproxil Krka, gite éyete polvvOet kon amd tov 16 HIV, gite oy1. Etvan onpovtico vo unv
otapotnoete va Aappavete to Emtricitabine/Tenofovir disoproxil Krka ywpig va éyete
argvBuvOel otov YioTpo cog: PA. mapdypoaeo 3, Myv oroauotioete vo loufavere to
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Emtricitabine/Tenofovir disoproxil Krka.

- AmevBuvOsite oTov Y10Tp6 cog €AV gicTE AVO TOV 65 £T®V. To Emtricitabine/Tenofovir
disoproxil Krka dgv €yet pehemn0ei og acbeveic dvo tov 65 €1dv.

- AmnegvBuvOeite oTov Y10TPO G0g EQV dev gioTE AVEKTIKOG 6TV AakTOLN (deite Tapakdtw o
vt TV Topdypapo to Emtricitabine/Tenofovir disoproxil Krka nepiéyet Aaxtoln).

Mowowa ko Eépnfor

To Emtricitabine/Tenofovir disoproxil Krka dev mpoopileton yia xpriom o€ modid nAkiog kétw tmv
12 gtiv.

Alro pappoxo kov Emtricitabine/Tenofovir disoproxil Krka

Mnyv ndpete 10 Emtricitabine/Tenofovir disoproxil Krka, eév maipvete nn dAla gdppoxo to
omoia mepiEyovv ta cuotatikd Tov Emtricitabine/Tenofovir disoproxil Krka (eptpicirapmivn ko
S1oompo&hikn| Tevopofipn) 1 omoledNTOTE AAAL OVTUKE PAPLLOKE TOV TEPIEXOLV TEVOPOPipN
aAaPEVOUION, AapPovdivn N SumPaiiky adeeoPipn.

Afyn tov Emtricitabine/Tenofovir disoproxil Krka poli pe éAha ¢dppoxa mov propodv va

PrLaOYOLY TOVG VEQPOVGS GOG: EIvOL 1O1AHTEPO, CNUAVTIKO VO EVILEPMDGETE TOV Y1TPO OO EAV

AopPaveTe 0mO10TOTE OO CVTA TO PAPLLAKO, GTO OOl TEPIAAUPAVOVTOL

- o1 opvoyAvkooides (Yo Paxtnplokn Aoiu®wén)

- N apeotepikivn B (Yo pokntiocik) Aoipmén)

- N eockapvETn (Yo 1oyevy AoTH®EN)

- N yxovouhoBipn (v 1oyev Aoipwén)

- N mevTodivn (Yo AOUOEELS)

- N Bavkopvkivn (yio Paxtnplokr Aoipwén)

- N wrephevkivn-2 (yio ) Bepaneio Tov Kopkivov)

- N o1opofipn (Yo 1oyevn Aoipwén)

- 1] GTEPOELDT| OVTIPAEYLOVAODT pdppoka (MEZAD, yio TNV avaKoLEIoN TOVOV TMV 0GTAV 1|
LUKV TOVOV)

Edv maipvete kdmolo GALo avTukd QaploKo wov ovopAleTol avacTOAENG TPWTEACT|S Y0l TV
avtipetdmon Tov HIV, o yatpdg oag pmopei va, cog {ntioel va kavete eEeTdoelg aiplatog MoTE Vo,
mopoKorlovbel otevd T veppikn Asitovpyia cog.

Eival eriong onpuavtiko vo evipuepMOOETE TOV Y10TPO6 60g £6v Aapupdvete
AeduacBipn/copocunovPipn, copocumovPipn/PernatacPipn 1
copocpmovBipn/BerratacPipn/BoihanpePipn yio T Bepameia tng Aoipméne amd nratitida C.

Afyn tov Emtricitabine/Tenofovir disoproxil Krka poli pe diho @appoxe wov wepréyovv
dwdavocsivn (Yo Tnv avripetomTion ¢ HIV hoipwéng): H Ayn tov Emtricitabine/Tenofovir
disoproxil Krka padi pe Ao avrukd eappoxa mov tepiéyovv d1davooivn propei va avénoet ta
emineda ¢ 6180vocivng 6To aipo oag Kot EVOEXETOL VO, LELDOEL ToV apliud tov CD4 kuttdpov.
DOAeypovi TOL TOYKPENTOG KOl YOAOKTIKY 0EEmoN (Tepiooetn, YolaKTiKov 0£€0G GTO aipla), 1 omoio
gviote mpokaAel Oavarto, £xovv omaving avagepdel dTav cuyyop yoHlvTol PAPLOKN TOV TEPLEYOVY
Sdteompo&ihikn| Tevopofipn kot didavocivr. O yotpog cog Bo kpivel e Tpocoyn dv Ba oag yopnynoet
ayOYN Le GLVOLACHOVS TEVOPORipTg Kal d1davosivng.

Evnuepoote tov 7101po 60 6v naipvete omolodnmote and avtd to pappoko. Evnuepdote tov
YTpd 1 TOV QOPLAKOTOLO GOG EAV TOIPVETE, EYETE TPAOCPATO TAPEL 1] LTOpEl va TapeTe AN

pappoKaL.

To Emtricitabine/Tenofovir disoproxil Krka pe tpogn kot moto
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- Omnorte givan e@iktd, to Emtricitabine/Tenofovir disoproxil Krka wpénet va Aapfdverar pe
TPOQr).

Kinon ko Onhaopoc

Eav giote £ykvog 1] Onralere, vopilete 6T1 propel va gioTe £YKVOG 1] 6)E0LALETE VO ATOKTIGETE
nadi, {ntote ™ cvpfovir Tov YIaTPOU 1] TOV PUPUAKOTOLOD GUS TPV TAPETE AVTO TO
PappoKo.

Edv éxete AaPer to Emtricitabine/Tenofovir disoproxil Krka kotd ) didpreio g eykvopocivng cag, o
YTpdg Gog Umopel vo (NTNoEL Vo, KAVETE TOKTIKEG EEETACELS OUUATOG Kl AAAOVG S0y VOGTIKOVG
EAEYYOVS TPOKEUEVOD VO TOPAKOAOVOEL TNV avATTLEN TOV TAd10D GaG. Xe ToUdLd TV OTOI®V oL
untépeg Erofav NRTIs katd tn Sidpkela TG EYKLHOGUVIG, TO OQELOG TG TpocTaciag arnd Tov HIV
vrepeiye TOL KvOOVOL Yo avemBOUNTEG EVEPYELEG.

- Mnyv OnAdlete kata T ordpkerla TG Oepanciog pe Emtricitabine/Tenofovir disoproxil
Krka. Avto amatteitor 10Tt 01 SpACTIKEG OVGIES TOL PUPLAKOL CLTOV EIGEPYOVTOL GTO UNTPIKO
Yoo

- O Onhacpdg dev ovviotdrtor og yovaikeg mov (ovv pe tov 10 HIV, kabdg n Aoipmén and tov 16
HIV pmopei va petadobei oto Ppépog HEcm Tov UKo YAAAKTOG.

- Ed&v nLalete 1 edv okénteote va Onidoete, Oo Tpémel va To ovinTGETE PE TOV Y10TP6 cog TO
GUVTOUOTEPO SVVATOV.

Oonynon Kot LEPLoROS pNYavVIULATOV

To Emtricitabine/Tenofovir disoproxil Krka pmopei vo mpokarécel {dAn. Eqv vidoete {dAn katd ™
dbpkela TG aywyng oag ue Emtricitabine/Tenofovir disoproxil Krka, pnv odnyeite kot unv
yepileote epyodeio 1| pnyoviLoTa.

To Emtricitabine/Tenofovir disoproxil Krka nepiéyer haxtoln
AV 0 y1otpOG 060G, oG EVNUEPMOOE OTL £xeTE ducaveLio G€ OPIoUEVA GAKYOPM, ETIKOIVOVIOTE LE TOV
YTPO GOG TPV TAPETE OVTO TO PAPUAKEVLTIKO TPOTIOV.

To Emtricitabine/Tenofovir disoproxil Krka nepiéyer vatpio

AvT0 T0 QAPHOKEVTIKO TPOTOV TEPLEXEL AlydTepo amd 1 mmol vatpiov (23 mg) avd d6on, eivar owtd
7oV ovopdlovpe «ehevBepo vatpiovy.

3. og va tapete To Emtricitabine/Tenofovir disoproxil Krka

- IIavtote vo TaipvETE TO PAPRAKO VTO GVGTIPA COUPMOVO IE TIS 00N YIEG TOV YLATPOV COG.
Edv éxete apeiforieg, potioTe TOV Y10TPO 1| TOV POPLOKOTOLO GOG.

H ovvictopevn d6on Tov Emtricitabine/Tenofovir disoproxil Krka ywo tnv avriperdmion tov
HIV egiva:

- Evijlakeg: éva diokio kdBe nuépa, 6mote eivarl EQIKTO, LLE TPOOT.
- "Eonpor nikiog 12 é0g kato Tov 18 etav, pe Bapog 35 kg Tovrayiotov: £va diokio TNV
nuépa, 6mote tvor EPIKTO LLE TPOPT).

H ovvietopevn 66om Tov Emtricitabine/Tenofovir disoproxil Krka ywa ™ peiwon tov kKivovvov
porvvong a6 tov HIV givow:

- Evijlikec: €va diokio kaBe nuépa, OTOTE etvar EQIKTO PE TPOPT.
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- "Eenpor nikiog 12 £0g katm Tov 18 eTdV, pe Papog 35 kg TovAayisTtov: £va diokio TNV
NUEPQ, OTOTE EIVAL EPIKTO LLE TPOPT).

Edv €yete duokoAia otV Kotdmoom, propeite va Opuppoticete To S1oKio pe TNV axpn evog
KovtaAov. Koatomy avapi&re ™ oxovn pe nepimov 100 mL (puosd wothpt) vepol, yupov TopTokaAlon
N YOUOD GTAPLALOD Kol TTELTE TO AUECHG.

- Iléavtote va maipvete T 6061 TOL 60G GVVEGTGE 0 YLATPOS 60s. 'Etol Oa e€oopalicete 6Tt
TO PAPLOKS COG VAl TANP®G OTOTEAEGUATIKO KoL Oa PLEIDOETE TOV KIVOLVO aVATTLENG AVTOYNG
oV ay®yn. Mnv aAldgete T dO0M EKTOG KOl EAV GOG TO EXEL TTEL O YIUTPOG GOGC.

- Edv Aappavere ayoyn ywo tnv avripetomion g HIV hoipwéng o yuotpds cog Ba cog
ovvtayoypagnoel To Emtricitabine/Tenofovir disoproxil Krka pe dAAo avtipeTpoikd QpappoiKo.
[oapoxareiode 6nmg avoarpégete ota GOAAN OdNymV XpHong TV GAADY OVIIPETPOTKMV
QOPUAK®OV YioL 00N YiEG OYXETIKE [LE TO TAG VL AAUPAVETE AVTA TO QAPLLOKAL.

- Edv naipvere Emtricitabine/Tenofovir disoproxil Krka yio tn peimon tov kivovvov
porvveng am6 tov HIV, va naipvete to Emtricitabine/Tenofovir disoproxil Krka xé6e nuépa,
Kot Oy povo otav vopilete mog éxete ektebel o€ kivouvo yio HIV Aoipmén.

Potote tov yiotpo Gog 6V £xeTe Amopieg GYETIKA LUE TOV TPOTO TPOANYNG TNG LOAVVONG Otd TOV 10
HIV 1 ¢ petddoong tov HIV oe dAha dropa.

Edv napete peyarvtepn 66on Emtricitabine/Tenofovir disoproxil Krka a6 tnqv kavovikng

Edv mépete katd AdOoc peyoarvtepn d6on Emtricitabine/Tenofovir disoproxil Krka am6 ™
GUVIGTAOLEVT, ETKOWVMOVNOTE LE TOV YIOTPO GG 1] TO TANGIECTEPO TUNLO EXELYOVTIOV TEPIGTATIKMV Y10
ouppovAn. Na kpatdte T LaAN diokimv poli oog ET61 MOTE V. UTOPEiTe EDKOAO VO TEPLYPAYETE TL
£xete mOpEL.

Eadv napaieiyere puo d6om
Eivar onuavtiko vo unv napaieinete kapio 66om tov Emtricitabine/Tenofovir disoproxil Krka

- Edv 1o mapatnpioete €vrog 12 opdv amd v dpa mov Oo Toipvote Kovovikd to
Emtricitabine/Tenofovir disoproxil Krka, népte katd npotipnon 1o diokio pali pe eoyntod to
GUVTOUOTEPO duvaTd. TN CLVEXELD, TAPTE TNV EXOUEVT dOOT GTN cLVNHIoUEVN Dpa.

- Edv to mapatnpioete 12 1] TEPIGGOTEPES DPES LETA TNV OPO. TOL AapPdvete cuvnbmg To
Emtricitabine/Tenofovir disoproxil Krka, Egydote tn 6001 mov maporeiyate. [lepuévete kon
napte TV endpevn d6on, katd mpotipunon pali pe eoyntd, otn cuvnoeUéV dPa.

Edv kavete épeto o€ Mydtepo amd pia opa a@otov mipate To Emtricitabine/Tenofovir
disoproxil Krka, ndpte éva dAAo diokio. Agv yperaletor va mhpete GALO S10KIO0 GV KAVATE EUETO O
mePLocdTEPO amd pia dpa apdTov Tpate To Emtricitabine/Tenofovir disoproxil Krka.

Mnyv otapatdare vo maipvete 1o Emtricitabine/Tenofovir disoproxil Krka

- Eav naipvetre Emtricitabine/Tenofovir disoproxil Krka ywe tnv avtipetromion g HIV
AoipmEng, N dokomn AYNS TV S10KIOV UTOPEL VoL LELDCEL TNV ATOTEAEGLOTIKOTNTO TNG
avt-HIV aymync mov cog £xel 6uetoet o yoTpog Gog.

- Edv naipvere Emtricitabine/Tenofovir disoproxil Krka yiwo tn peioon tov kKivovvov
porvveng am6 tov HIV, unv otapatdre vo maipvete to Emtricitabine/Tenofovir disoproxil
Krka xon unv mapadeinete kapio d6on. H dwakonn| ypriong tov Emtricitabine/Tenofovir
disoproxil Krka, 1| n mapdienym 66cemv, uropel va avéRcel Tov Kivouvo HOAVVGNG 6aG amd TOV
HIV.
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Mnyv otopatijoete vo woipvete To Emtricitabine/Tenofovir disoproxil Krka yopic va
ETIKOIVOVI|GETE IE TOV Y1OTPO GO,

Eav éyete nmaritidoe B, sivol moAd onpovtikd vo pun draxoyete ) Oepameia pe to
Emtricitabine/Tenofovir disoproxil Krka ywpig va evnuepmoete mpadta tov yatpd cog. Evoéyeton va
YPEWOTEL VO KAVETE EEETACELS OULATOG Y10 APKETOVG UNVEG LETA TN dtakomh) TG Oepameiag. Ze
0PIOUEVOLS 0OOEVELS [LE TPOYWPNUEVT NTATIKY VOCO 1 KippwoT|, dEV GUVIGTATOL 1 SLOKOTN TNG
AYOYNE KOOMDG AVTO EVOEYETOL VO, EYEL MG ATOTEAEGUA TNV EMOEIVOOT TNG NIATITIONS GOG, 1 OTTOi0
pmopel va etvon ameidntikn yio ) {on.

Evnuepdote apécmc Tov yroTpd 60g edv mopotnpoETE VEQ 1 AGLVHDIGTO GUUTTOUATO LETH T
SloKOTN TNG OYYNS, 010G CLUTTAOUATO TOV TGTEVETE OTL oyeTilovTon pe v nratitida B.

Edv éyete meprocOTEpEC EPOTNGELS GYETIKA LLE TN (PT|ON CLTOV TOL PAPUAKOV, POTIOTE TOV YLUTPO 1|
TOV POPUOKOTOL0 GOG.

4. MBavéc avemOounTeS Evépyereg

Onwg 6Aa o papHOKa, £TCL KoL 0VTO TO PAPLOKO PTOPEL VO TPOKOAECEL AVETIOVUNTES EVEPYELES, OV
ka1 6gv Topovctaloviol 6e GAOVG TOVG avOp®TOVE.

MOavég coPapéc avemOOpNTES EVEPYELES:

- H yohaxtuen o&émon (nepicosia yolaktikod 0&€oc 610 aipa) givan pio omdvio oAAG duvnTikd
amen Tk yio. tn {on avemBountn evépysio. H yalaxtikn o&Emon epgaviletal cuyvotepo o
YOVAIKES, 101mG edv etvor vTEPPapes Kot o€ dTopa e nratikn voco. To mapakdto propel va
glvan onpeia yoroktikng o&émonc:

- Bobeia tayeio ovamvon

- vvnAia

- aicOnpo adiabeciog (vavtia), adiabesio (petog)
- KOTMOKOG TOVOG

Edv vopilere 6T éyete yohokTiK 0EEmon, {nTiiote apécms wtpiki) foridera.

- Omnowdnmote onpueio ereypovig 1 Loipméng. e opiopévous acBeveis e mpoywpnuévn
HIV Aoipwén (AIDS) kot 16T0p1kd 0KoIpLoKOY AOUMEEDV (AOUDEELS IOV gppaviloviol og
ATopo LE 0dVVOLO OVOGOTOTIKO GUOTNLA), LITOPEl Vo eEKONA®OOUV onpeio Kol GUUTTOOTOL
QAEYLOVNIG Ol TTponyovpeveS AodEelg Ayo petd v Evapén g avti-HIV aywyng. Oswpeiton
OTL OVTA TO, CLUTTOUOTA OPEIAOVTAL G BEATIOON TNG AVOGOAOYIKNG OTOKPIOTG TOV CAOUATOC, 1
omoia TaPEYEL GTOV OPYOVIGHO TN dSUVATOHTNTA VO KOTOTOAELE TIG AOUMEELG TOL EVIEYETOL VOl
VILAPYOVV Y®PIG EKINAC, COUTTOUOTAL.

- AvTtodvooeg drotapayés, OTOV TO OVOGOTOMNTIKO GUOTNHA EMTIOETAL GE VYU 16TO TOL
OMUOTOG, UTOPEL EMIONG VO ELPAVIGTOVV 0LPOVL OPYICETE VO AUUPAVETE PAPLLOKA Y10, TV
avryetonion e HIV Aoipwéng. Ot avtodvooeg datapayés evoéyetor va ekdnAmBovy moAlovg
punveg petd v évapén g Bepameioc. IIpocéyete yio omoladnmote cupaT®OHATA AoimEng 1
A0 CUUTTONOTO, OTTMG:

- HLIKT] advvoLiol
- advvopio Tov EEKVA oTa XEPLOL KOl 6T, OO0 KO TPOYMPE TPOG TOV KOPUO TOL COATOG
- aicOnpo Tolpmv, TpOUOG 1) VITEPSIEYEPOT)

Edv mapatnpioete 0vTd 10 GUUATONATA 1] 0TOL001)TOTE COUTTONO. GLEYNOVAS 1] Loipwing,
Inmiote apéomg wrpikn fondsra.

MBavég avemBOunTeg evépysres:
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MoAv ovyvég avemOOunTES EVEPYELEG

(umopel va. exnpedoovy mepiocotepo. oo 1 aro 10 droua)

- duappota, adwobecio (€petog), aictnua adabeoiog (vavtia),
- CaAn, TOVOKEPOAOG

- eEhvOnuo

- aicOnpo advvapiog

O1 eetaoeic umopel exiong va dicovv:
- UELOUEVA ETITESN POGPOPOV GTO O
- avENEVA ETTESO KIVAGTNG TNG KPEATIVIG

Xoyvég avemOOuNTES EVEpYELES

(umopet va. exnpedoovy éwg 1 ota 10 droua)

- TOVOC, GTOUOYIKOC TOVOC

- SVGKOAID GTOV VTIVO, T PLGLOAOYIKA OVELPQ.

- TPOPANUOTO GTNV TEYN TTOV £YOVV OG ATOTEALEGHLO HLGEOPIN LETA Ao TO YEOUATO, 0icOT Lo
TOUTOVIGLLOV, LETEMPIGUOG

- gEavonuarta (copmepiapfoavopévoy eppdpmdv KNAIdOVY 1 GTIYUATOV LEPIKEG POPES LE
dnpovpyio LoAAIdWY KoL TPNEO TOL dEPUATOG), TOV UTOPEL VO Eivol aAAEPYIKEG AVTIOPACELS,
KVNGLOG, LETOPOAEG OTO YPDOUO TOV SEPUATOS CUUTEPIAUUBAVOLEVIG TNG LEAAYYPMDONE TOV
S€pHOTOG KOTA TAAKES

- GALEG AALEPYIKES AVTIOPAGELS, OTMG AAYAVIAGL, TPNEO ) Tdon Yo Aumobupio

- OTOAELN OCTIKNG TUKVOTNTOG

O1 eéetdoers umopel exions vo., ogiéovy:

- YOUNAG enimedo AeVKOV apoc@apiov (1 HEIDOT TOV AEVKOV d1LocalpieV cag kKafiotd mo
EMPPENELG OTIC AOUMEELS)

- avénpéva enimeda TpryAvkeptdiny (Mmapmdv 0&Ewv), YoANg 1 cakydpov 6To aipa

- TPOPANLOTO GTO TAYKPENSG T GTO NTOP

Oy ovyvég avemOopnteg evépyereg

(umopel va. exnpeaoovy éwg 1 oto 100 droua)

- OVOG GTNV KOWMA AOY® PAEYHOVIC TOL TAYKPEUTOC

- TPNELO TPOGAOTOL, YENEWDV, YADGGOS 1] AooD

- avoupio (yapnAd eninedo epuOpOV ALOGEUIPIMY GTO CiLd)

- poikn PAGPN, poikdg movog 1 advvatio Ta omoio, Lmopel va epeoviotody géattiog BPAGPNG ota
KOTTOPO TOV VEPPIKMDV GCOANVAPI®mV

O1 eéetdoei umopel exions vo., ogiéovy:

- LEUDGELG OTO KAALO TOV O{LLOTOG

- AVENEVOL ETTTED KPEATIVIVIG GTO QL0 GOG
- aALOYEG GTOL 00Ol OOG

Xaavieg avemOopunTeg evépyereg

(umopet va. exnpedoovy éwg 1 ara 1.000 droua)

- Fohaktikny o&éwon (PA. [TiBavég avemBounteg evépyeteq)

- Mrddeg Hmap

- KITPIVIoUO TOV SEPUOTOC 1| TOV HOTIOV, 1] TOVOS 6TV KOWALE AGY® PAEYLOVIC TOV TOTOG

- QAEYHOVN TOL VEQPOD, GuYVoLpia Kot aicOnua dlyag, veppikn avemdpkela, PAABN ota KuTTOPO
TOV VEQPIKOV COANVOPIOV

- HOAGKVUVGT 0GT®V (TOL GLUVOSEVETOL OTTO TOVO GTO OGTA KOl KOTAATYEL LEPIKEG POPES GE
KOTOYLLOTO)

- OVOG G HEST] AOY® VEQPIK®V TpoPAnpdTov
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H BAGPN ota kdttapo Tov veppikdv coinvapiov pmopel vo oyetileton pe poikn PAAPT, paidioven
00TV (TOV GVVOdELETAL ad TOVO GTO OCTA Kl KATAANYEL LEPIKEG POPEG GE KOTAYUATA), LUK TTOVO,
LUIKT aduvopio Kol LEIMGELS 6TO KAMO 1] 6TO POGPOPO TOV CiLATOG.

Eé&v mopatnp1)oeTe 0mo1001T0TE 06 TIC AVEMOOUNTES EVEPYELEG TTOV AVAPEPOVTOL TAPUTAVO 1
o6Tav yivel cofapi] 0moLedNTOTE 0TO TIS AVETIOVUNTES EVEPYELES, EVNEPMGTE TOV YITPO 1 TOV
QOPHAKOTOLO GOC.

H ovyvotta tov topakdto avemBOunTomv evepysidv dev ivar yvwoT.

- MpopMjpata 6ta o6td. Opiopévor acbeveic mov AapUPEVOLV GUVOVAGHO AVTIPETPOTKMV
QOPUAK®OV, OTMG EUTPICITOUTIVI/S1o0mPoEIAKT TEVOPOPipn evd€yeTar va avarTuEOLV Lia
00TIKT VOGO OV AEYETOL 00TEOVEKP®OT] (BAVATOG 0GTIKOD 1GTOD TPOKUAOVUEVOS aTtO EAAEYT
TAPOYNG aipatog 6to 06td). H ANy awtod tov THmov eapudkmy yio HeyaAo xpovikd diioTnioL,
1N AY1| KOPTIKOGTEPOEWD DV, 1] KATOVAAW®GCT) OLVOTVEVLATOIMV, £VOL TOAD 0OVVALLO
OVOGOTOINTIKO GUGTNIO KOt TO EMTAEOV PAPOC, UTOPEL VO OTOTELODYV OPIGUEVOVG AT TOVG
TOALOVG TOPBEYOVTEG KIVOUVOL Y10, TV OVATTLEN 0TS TG VOGOV, EUein 00TEOVEKPMONG Eivarn
T, e&ng:

- dvokapyio Tov apbpncewnv
- ovol 6Tig apBprcels (18Ime Tov 16Yiov, TOL YOVATOL Kol TOL MLOV)
- dvuokoAia otV Kivnon
Eé&v mapatnp1)oete 0m01061)7T0TE 0.T6 AVTE TO GOUTTONATA EVI|LEPADGTE TOV YLATPO GAC.

Katd ™ didpkea g avtipetdniong tov HIV evdéyeton va mtapovclactel avEnon Tov copatikod
Bapovg Kot TV eMTEd®V TV MMIdimV Kot TN YAVKOING 6T0 aipo. AVTO GUVOEETOL EV LEPEL E TNV
OTOKOTAGTOOT TNG VYELNS Kot TOL TPOTOV (NG, KOl OTNV TEPITTOOT TOV ATSI®mV TOL OiloTog
0PIGUEVES POPES OPETAETOL G 0VTA KaBaLTA Ta pappaxa katd Tov HIV. O yutpog cog Ba
TPOYUATOTOMGEL EEETAGELG Y10 TIG LETOPOAES AVTEC.

Alreg emOPAOELS OE TALOLE
- Ta wo1d1d mov Elafav eptprortapmiviy Tapovsiocay ToAD cuyve aALoYEG GTO YPMOUL TOV
SEPLOTOG OTTMG
- oKoOpeg KNALdEG GTO dEPLLOL
- To wond1d mapovoiocov cuyvd younAd apud pudpmdv opospapioy (avaruio).
- aVTO pmopel vo TPOKAAEGEL 6TO Todi Kovpaon 1 SvoTvola
Edv mapatnpioete 0mo10dMqmoTe 06 0VTE TO CUUTTAONATA, EVI|LEPDGTE TOV YIUTPO GOC.

AvoQopa avemBOUNTOV EVEPYELOV

Edv mapoatnproete kdmolo avemiBOUNTN eVEPYELQ, EVIUEPDGTE TOV YIOTPO 1) TOV QPOPLOKOTOLO GOG.
AVTO 10y0EL KoL Yo KAOE mhav avemBupN TN EVEPYELD TTOV OEV OVOPEPETAL GTO TOUPOV GUAAO 0OMNYIDV
xpnonc. Mropeite eniong va avapépete avemBounteg evépyeteg angvbeiog, pécm tov Bvikon
GLGTNLOTOG AVOPOPAS Tov avaypdpetat oto Iapdptnua V. Méow g avapopds avemBountov
evepyeldV pmopeite va fondnoete 6T GLALOYY TEPIGGOTEP®V TANPOPOPIDV CGYETIKE LLE TNV ACPIAELL
TOV TAPOVTOG PAPLLAKOV.

5. og va puidooete To Emtricitabine/Tenofovir disoproxil Krka

To @dppoko ovTO TPEMEL VAL PLAAGGETAL GE PEPT] TTOL deV TO PAETOLV Kal dev TO POAVOLV TO TOUdLA.

Na pn xpnoLonoteite avTd TO0 PAPUOKO LETE TNV NUEPOUNVIO ANENG TTOVL AVOPEPETOL GTT) GLCKEVLOGTL
petd ™ AHEH/EXP. H nuepounvia Aéng eivat n tedevtaio MUEPO TOV PHVA TOV AVAPEPETUL EKEL.

2VOKEVOCIES KOWEING
Mn puvLdooete o€ Beprokpacio peyoarvtepn towv 30°C.
DVAGCGETE OTNV OPYIKT GLOKELAGTN KLWEANG Y10 VO TPOSTATEVETAL OO TNV LYPAGIO KO TO POG.

Dioin
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Mn guvrdooete o€ Beprokpacio peyarvtepn towv 30°C.
Awatnpeite T LA KOAQ KAEIGUEV Y10, VO TPOGTATEVETOL GO TNV VYPOCIO KOl TO QOG.

Abpxeto {ong Petd To TP®TO vorypo TG PLAANG: 2 UNVES.

Mnyv metdite paproka 6To vepd TNG AMOXETEVONG 1| OTA. OIKIOKA amoppippoto. Potiote tov
(QOPLOKOTOLO GOG Y10 TO TTMG VO TETAEETE T PAPILOKA TOV OEV YPTOLOTOIEITE Tl AvTd To PéTpa Oa
BonOncovv otV mpoctacic Tov TEPPAAAOVTOC.

6. Iepreydpeva TS CVOKEVOGINGS KOL AOUTES TANPOPOPiES

Tvepréyer to Emtricitabine/Tenofovir disoproxil Krka

- O1 dpaoTIKéEG 0VGieg eivor 1 eptpiottapmivn kot 1 Sisompo&lhikn tevopofipn.
Kdé&Be dioxio mepiéyel 200 mg eptpiottapnivng kon 245 mg SteompoEAikng tevopofipng
(toodvvapovv pe 300,7 mg nAekTpikng d1oompo&Aikng tevopofipng 1 136 mg tevoofipng).

- Ta dAla cvototikd etvor:
Tvpnvog diokiov: TpoleAaTVOTOMUEVO AUVAO, KOPUEALOLN vaTplohyog d106TavpoOUEN,
povoidpikn AakToln, IKPOKPLGTOAAIKN KUTTAPIVY, VATPLO GTEATVAOPOVLOPIKO, GTEATIKO 0EL
Emixéioyn Aenrod vueviov: vipopelhdln 5 cP, titaviov d10&gidio (E171),
TOALALVAEVOYALKOAN, Adico apyilovyov wowkokappiviov (E132). BA. mapdypago 2 «To
Emtricitabine/Tenofovir disoproxil Krka nepiéyet Aaxtolny, «To Emtricitabine/Tenofovir
disoproxil Krka mepiéyet vétpion.

Ep@avien tov Emtricitabine/Tenofovir disoproxil Krka ko wegpieyopeva tng cvokevaciog
Ta Emtricitabine/Tenofovir disoproxil Krka emkodvppéva pe Aertd vpévio diokio (diokia), etvan
YPOUOTOC UTAE, WOEWDN, appikvpTa dlokia, dtootdcemy 20 mm x 10 mm.

To Emtricitabine/Tenofovir disoproxil Krka diatifetot o ydptiva kovtid tov 28, 84 kot 28 x 1
EMKOAVUUEVOV e AETTO VWEVIO S1oKimV.

To Emtricitabine/Tenofovir disoproxil Krka diatifetar eniong oe @iddec tmv 30 diokimv, pe €101KO
oLOTN O KAEIGIHOTOG OCQOAELNS Y10 TOdLHL OO TAUCTIKO LUE EVOOUOTMUEVO OPUYPAVTIKO YEANG
nupitiov, To onoio fondd oty Tpootacia TV diokinv cac. Atatibevtot Ta akdAovba peyétn
ovokevaoiog: eEmTePKE KovTid Tov TEPLEYoLV 1 erodn pe 30 emucoloppéva pe Aemtd vUéVio diokia
kot 90 (3 giéreg tov 30) emkaivppévo pe AEmTd VUEVIO dloKia.

Mmropei va unv KukAo@opovv OAEG 01 GUGKEVAGIEG.

Karoyog Adsrog Kvkhogopiag
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, ZAoPevia

HMopackevaoctég 5
KRKA, d.d., Novo mesto, SmarjeSka cesta 6, 8501 Novo mesto, ZAoPevia
TAD Pharma GmbH, Heinz-Lohmann-Strafie 5, 27472 Cuxhaven, ['eppavia

Mo omo10dNToTE TANPOPOPIO. GYETIKE, LLE TO TAPOV POPLOKEVTIKO TPOioOV, Topakareiche va
angvBuvieite otov Tomkd avtimpdowno Tov Katdyov e Adetog Kuihopopiog:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 50 73 62 Tel: +370 5236 27 40

bwarapus Luxembourg/Luxemburg

KPKA Boarapus EOO/] KRKA Belgium, SA.

Ten.: +359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 50 73 62 (BE)
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Ceska republika
KRKA CR, s.r.0.
Tel: +420 (0) 221 115 150

Danmark
KRKA Sverige AB
TIf.: + 46 (0)8 643 67 66 (SE)

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

E)LGdo
BioARS Therapeutics A.E.
TnAi: +302107717598

Espaiia
KRKA Farmacéutica, S.L.
Tel: + 34911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.0.
Tel: +385 16312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: +353 1413 3710

Island
LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: +39 02 3300 8841

Kvnpog
KI.PA. (PHARMACAL) LIMITED
TnA: +357 24 651 882

Latvija
KRKA Latvija SIA
Tel: +371 6 733 86 10

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 36 (1) 355 8490

Malta
E. J. Busuttil Ltd.
Tel: +356 21 445 885

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien
Tel: + 43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z o0.0.
Tel.: + 48 (0)22 573 7500

Portugal

KRKA Farmacéutica, Sociedade Unipessoal Lda.

Tel: + 351 (0)21 46 43 650

Romaénia
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

Slovenska republika
KRKA Slovensko, s.r.o.
Tel: +421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: + 358 20 754 5330

Sverige
KRKA Sverige AB
Tel: + 46 (0)8 643 67 66 (SE)

To mapév VAL 0ONYLAOV Yp161S avade®mP1ONKE YI0 TELEVTOIN POPE GTIC



AemTopEPElG TANPOPOPIES Y10l TO PAPHOKO avTO givan drabéotpeg oTov dikTLaKO TOTOo ToL Evpomaikov
Opyaviopov Gapudkov: http://www.ema.europa.eu.
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