ITAPAPTHMA 1

MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka d.d. 200 mg/245 mg emikaAvppéva pe Aentd vpévio diokio

2. IIOIOTIKH KAI ITOXOTIKH XYNOEXH

Kd&Be emucoroppévo pe Aemtd vpévio diokio mepiéyel 200 mg eptprortopumivng Kot 245 mg
dtoompo&hikng tevopofipns (loodvvapotdv pe 300,7 mg nAekTpikng Sicompo&hikng tevopofipng 1
136 mg tevopoPipng).

"Exdoyo(a) pe yvoortr dpdon
Kdabe emucoroppévo pe Aemtd vpévio diokio mepiéyet 80 mg povoidpikng Aaktolng.

Mo tov mAnpn KatdAoyo Tov ekddy®v, PA. Tapdypago 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwoioppévo pe Aemtd vpévio diokio (diokio).

Ta Emtricitabine/Tenofovir disoproxil Krka d.d. emucoivppéva pe Aemtd vpuévio dioxia, givot
YPOUOATOG PUTAE, MOELDN, appikvpTa dtokia, dactdoewy 20 mm x 10 mm.

4, KAINIKEXZ IAHPO®OPIEXZ
4.1 OgpomevTIKEg EVOEILEIS

To Emtricitabine/Tenofovir disoproxil Krka d.d. evdeikvuton g avTipetpoikn aywyn cuvevacsuon yio
1 Oepaneio evniikov mwov Egovv mpocsPindet amd tov 10 HIV-1 (BA. mapdypaeo 5.1).

To Emtricitabine/Tenofovir disoproxil Krka d.d. evdsikvuton eniong yio ) Oepaneio epnfov mov
&yovv TpocPAndel and tov 10 HIV-1, pe avroyn oe NRTI 1§ to&ucdtnteg mov amoxAgiovy tn ypnon
TOPAYOVI®V TPOTNG YPoUUNG (PA. mapdypago 4.2, 4.4 ko 5.1).

4.2  Aocoloyio Ko TPOTOS YOPNYNONG

H évapé&n tov Emtricitabine/Tenofovir disoproxil Krka d.d. mpémet va yiveron amd yatpd pe epmeipio
070 YEPoUO AoudEemv and Tov 10 HIV.

Aocoloyia

Evilixes kot épnpor nlikiog 12 etwv xoi avo, ue fopos 35 kg toviayiorov: 'Eva diokio, pia popd
nuePNGiog.

AwotifevTon LEHOVOLEVO CKEVACLOTA ERTPICITAUTIVIG Kol S1G0TPOEIAMKNG TEVOQORipNG Yo T
Bepameio g HIV-1 Aolpuméng edv kpivetat amapaitnt 1 StoKom 1) 1 TPOTOTOiINoT TG 306G £VOS
and ta cvotatikd Tov Emtricitabine/Tenofovir disoproxil Krka d.d.. TTapaxoaleicOe omwc avatpéete
oV IlepiAnyn tov Xapaktnprotikdv tov I1poidvtog yio autd to @opraKELTIKA TPOIOVTOL.

Edv maporeipBel kdmolo d6om tov Emtricitabine/Tenofovir disoproxil Krka d.d. evtég 12 wpdv and
ovvin dpa Ayng g d6ong, To Emtricitabine/Tenofovir disoproxil Krka d.d. mpénet va Anebei 6co
70 duvaTdV CLVTOUOTEPO KOl VO, GUVEYLOTEL TO KAVOVIKO 00G0A0YIKO Tpoypappa. Edv mapoieipbel
kdmow d6on tov Emtricitabine/Tenofovir disoproxil Krka d.d. yw nepioodtepo amd 12 dpeg won
TANo16lel N Opa Yo TNV EXOUEVT SO0, dev TPEMEL v ANeOEl 1 6601 TOV TAPOAEIPONKE AAAY TPETEL
VO GUVEIOTEL TO KOAVOVIKO SOGOAOYIKO TPOYPOLLLLOL.



Y mepintmon gpétov eviog 1 mpag and ™ Aqyn tov Emtricitabine/Tenofovir disoproxil Krka d.d.,
npémel vo ANeOel éva dAlo dtokio. Edv o éuetoc exkdnimbel apdtov mepdoel teptocdtepo amd 1 dpa
petd ™ Aqwn tov Emtricitabine/Tenofovir disoproxil Krka d.d., dev npénet va Anebei devtepn doom.

Fidwcoi tinbvopuoli

Himawpévor: Agv amonteiton mpocappoyn g 06ong (PA. mapdypapos.2).

Negppixn ovoiertovpyio: H gputpiottapmiv Kot 1 TEVoQoBipn amopuakpOivovIol LE VEPPIKT OTEKKPLoN
Kot 1 €kBecN OTNV EUTPICITAUTIVY KoL GTNV TEVOQORipN avEAVETL GE ATOWO LLE VEPPIKT
dvorertovpyia (PA. Tapaypdpovg 4.4 ko 5.2).

Evilikec ue veppixn dvoiertovpyia:

Xg dropo pe kaBapon kpeatwvivng (CrCl) <80 mL/min, to Emtricitabine/Tenofovir disoproxil Krka
d.d. mpémer va ypnoomoteitan Lovo 6y Bewpeiton OTL ToL EVOEYOLEVA OPEAT] VTTEPTEPOVV TOV
duvntikadv kivovvev. BA. Tlivaxa 1.

Mivakog 1: AocoloyIKEG CVGTAGELS 6€ EVIIALIKEG IE VEQPPLKT] dvoAistTovpyia

O¢gpameio Tnc HIV-1 hoipmEng

"Hmo veppicn dvoiettovpyio [epropiopéva dedopéva and KMvikés pedétes vrootnpilovv
(CrCl1 50-80 mL/min) v epanaé nuepnoto d6on (PA. mapdypapo 4.4).

Métpra veppikn duciettovpyia Xouviotdrol yoprynon Kabe 48 dpeg pe Paom ™ Spdpemon
(CrCl1 30-49 mL/min) TOV POPLOKOKIVITIKOV SEGOUEVMV Y10 TNV EPTPICITOUTIVY

Kot T dioompo&ihikn tevoofipn amd T xopnynon eeiros
d6omg oe dropa yopic HIV Aoipwén pe dtopopetikd Badud
veppikng dvoiettovpyiag (PA. Tapdypopo 4.4).

YoPapn veppikn ducAettovpyio Agv cuvietdTor kb’ 0Tt e To d1oKio GUVIVAGLOV dev
(CrCl1 <30 mL/min) ko acOeveic UIopovV Vo, ETttevy0ohv o1 KATIAANAEG HEIDOELS 6TN OO0,
VO opodilvon

Houdropixog TAnBoouog e veppixn dvaleitovpyio:
Agv GuVIeTATOL 1] XPNON OE GTOUN NAKIOG KAT® TV 18 £TdV pe veppikr ducAettovpyia (BA.
Tapdypago 4.4).

Hrortikn dvolertovpyio: Agv amoiteiton Tpocappoyn g 60ong o€ acbevelg pe nratikn dusisitovpyio
(BA. Tapaypapovg 4.4 kot 5.2).

Houdropixog wAnBoouog:
H aopdietn Ko 1 0mwoteAeSUATIKOTNTA TOV GUVOVLOCUOD EUTPICITOUTIVIG/ OICOTPOEIMKNG

tevooipng oe Taudid nAkiog KaT® Tov 12 e1dv dev £xovv Tekunplmbei (BA. mapdypago 5.2).

Tpomog yopnynong

Amo otopatog yopnynon. Eivan mpotiudtepo 1o Emtricitabine/Tenofovir disoproxil Krka d.d. va
rappavetor pali pe tpoen.

To emkodvppévo pe Aemtd vEVIo dtokio propei va dtoivdei og mepimov 100 mL vepod, yvpov
TOPTOKAALOD 1 GTAPLALOV Kol Vo ANeBel apéomg.

4.3 Avtevositeg

Yrepevaonoio otig SpaoTikéG 0VGiEG 1| G€ KATO10 oo To, EKO0Y0 TOV AVAPEPOVTIUL GTNV
Tapaypao 6.1.

4.4 E1dkéc TPOEOOTOM|GELS KOl TPOPVAAEELS KATA TN Yprion

Aocbeveic ue HIV-1 Aoiumén omd oteAlyn mov e€povy netoAraEelc




To Emtricitabine/Tenofovir disoproxil Krka d.d. npémet va amopevyeton og acbeveic e HIV-1
Aoipmén amd otedéyn mov eépovv v K65R petdiiaén ot omoiot £xovv AaPel TPONYOUUEVEOC
avtipeTpoikn Bepameia (PA. mapdypapo 5.1).

AocBOeveic pe Moiumwén and tov 16 e nratitdoc B 1 C

Ot aoBeveig pe HIV-1 Aolpwén kot xpovia nratitidoa B 1 C ot omoiot AapPdvouy avtipeTpoikn aymyn
SaTpéyovv avénpévo Kivouvo gpeaviong cofapav kot SuvnTiKa BovatneopOY NTATIKMV
avemBountev gvepyeldv. O1 ylortpol TpEmEL Vo avaTpEYOLV OTIG TPEXOVGES KATELOVLVTIPIEG 00MYiES Y10
Bepoameieg katd Tov HIV yia 10 yepropd e HIV hoipwéng oe acbeveig pe cuvundpyovca Aoipnmén
and Tov 16 ¢ nratitdag B (HBV) 1 tov 16 g nratitidag C (HCV).

Y& TepinTmon Tov yopnyeital tavtdypovn avtukn Oepaneio yio v nratitdo B 1 C, napakaieicOs
onw¢ avatpétete emiong oty avtictoyn [epiinun tov Xapoktmpiotikdv tov [Ipoidvtog avtdv twv
QOPUAKEVTIKOV TPoiovTmv. BA. emiong kdtm amd v mapdypapo Xpron ue redimaofipn ka
ocopoaumovfipn 1 copooumovfipn kKo felratacPipn.

H dweompo&ihikn tevopofipn evdeikvutan yio ) Bepaneia tov HBV xon ) gptpiottapmivn éxet deilet
oT1 0pa katd Tov HBV 6g papuokodvvapukés HeAETes, ®oTdC0 1 ACOAAELN KoL ) OTOTEAECLOATIKOTITO
TOV EUTPICITAUTIVIG/I100TPOEIMKNG TEVOPOPipNG dev £xel Tekunprwbel cuykekpuéva yio aoBevelg pe
xpovia HBV Loipwén.

H Swokomn g ayoyng pe Emtricitabine/Tenofovir disoproxil Krka d.d. oe acBeveig pue Aoipwén and
tov HBV pmopel va ouoyetiofel pe coPapég oéeleg e&apoeig nmatitidag. AcBeveig pe HBV Aoipmén
mov Sakdntovy to Emtricitabine/Tenofovir disoproxil Krka d.d., mpémet va mapaxorovBoidvrol otevd
17060 e KAVIKO 000 KOl LE EPYAGTNPIOKO ELEYYO Y10, TOVALYIGTOV OPKETOVG UNVEG LETA T1 O10KOTY|
g aywyns. Edv ypeialeton, pmopet va ducatoloyeiton n emavévapén g Oeponeiog yio nratitido B.
e aobeveic pe Tpoympnuévn nratikn voco N kippwon, 1 dtakon e Oepomeiog dev GuvieTATOL
epocov £€apor g nratitdag petd  Bepaneio prnopel va odnynoet og EALEWYN NIOTIKNG
AVTIPPOTNGTG.

Hrotwr vooog

H acpdieio kot 1) 0moTEAECUATIKOTNTO TOV EUTPICITUUTIVIG/S1o0mpo&IAKNG Tevopofipng o aobeveic
HE ONUOVTIKEG LITOKEIEVES NTATIKES dlaTapayés dev Exovv tekunpimbel. H poppoxorxivntikng g
tevopofipng £xel neketnOel og aobeveig e NITATIKY SVGAEITOVPYIO KOL OV ATOLTEITAL TPOGAPLOYN TNG
d0ome. H pappokokivntikn g eptpiottapniving dev €xet peretn el oe acBeveic pe nmotikn
dvoiertovpyia. Me Bdaon tov eAdyloTo NIaTikd HETOPOAMGHO Kot TN VEPPIKT 000 amoBoANG Yo TV
EUTPLOITOUTIVN, OgV ivat mhavr 1 avaykn Tpocapoyng e 66ong tov Emtricitabine/Tenofovir
disoproxil Krka d.d. og acBeveig pe nmotikr| duvciertovpyia (PA. mapaypdeovg 4.2 kot 5.2).

Aocbeveig pe HIV-1 hoipwén kot mpotindpyovca nratiky] duciettovpyio, copmeptiapfavoprévng tmge
xPOVIOG EVEPYOD NIATITIONG, EXOVV AVENUEVT] GLYVOTNTA ELPAVIOT|S SLUTAPAY DY TNG NTUTIKAG
Aertovpyiag Katd tn didpkela avTpeTpoikng aywyng cuvdvacuol (CART) ko mpénet va
TOPOKOAOVOOVVTOL COUPOVOL LLE TNV KADIEPOUEVT TPAKTIKT]. L€ TEPINTTOOT £VIEIENS EMdEivONG TNG
NTATIKNG VOGOL G€ avTovg TovG aobeveic, Tpémel va eEetdleton To EVOEXOUEVO S10KOTNG 1) OPIOTIKNG

TOOONG TG AYOYNS.

Neppkéc emdpdosic Kot EMOPEOEIC 6TA 06T GE EVAALIKEC

Neppixés emidpaoeis

H gutprotropmivn kot 1 tevoeofipn amexkpivovtal Kupimg amd ToVg VEQPOLS HECH EVOG GLVILOGLOD
OTEPAUATIKNG S1MONOoNG KOl EVEPYOD GOANVOPLOKNG OTEKKPLONG. Ne@PIK EKTTOOT), VEPPIKY|
dvuchertovpyia, AVENUEVT KPEATIVIVT], VTOQPMGEATALLI0 KOl AELTOVPYIKT dloTapayn Tov £yy0O¢
eomEPAIEVOD cwANVapiov (cuumeptlopPavouévon Tov cuvdpouov Fanconi) £xovv avapepbel pe
xpNon g dtoompo&idikng tevoeoPipng (PA. mapdypapo 4.8).



Neppixn wopoxolodOnon
[pw amo6 v évapén tov Emtricitabine/Tenofovir disoproxil Krka d.d. yia v avtipetdnion g
HIV-1 dolpwéng, cuviotdtot o vmoroyiopds g kéBapong kpeatvivng o OAa ToL ATOLLL.

e dropa xopig Tapdyoveg Kivdivou Yo VEQPIKT VOGO, GLUVIGTATOL 1] TOPOKOAOVONGT TG VEPPIKNG
Aertovpyiog (kKaBapon KpeaTvivg Kot @OoPoPog 0pod) LETA amd dV0 Emg TEGGEPLS EfOOUAdES

XPNOMG, LETE 0md TPELG UVEG XPNOTG KOt 6T GUVEYELD KAOE Tpelg Emg EEL UNVeG.

Ze ATOoO TTOL OLUTPEYOLVY KIVOLVO Y10 VEQPIKN VOGO amotteiton cuyvoTepn mopakoAovOnon g
veQPIKNG Aettovpyiag.

BA. eniong mapaxdto 610 2vyyopnynon ALY QapUaKEVTIK®Y TPOIOVIWY.

Neppixn drayeipion oc aobeveic ue HIV-1 loiuwln:

Edv ta enineda poopopov opov givar < 1,5 mg/dL (0,48 mmol/L) /) n kaBapon kpeatvivg peEtdveTL
og < 50 mL/min og omolovonmote acBevn AapPdver Emtricitabine/Tenofovir disoproxil Krka d.d.,
veppikn Aettovpyia mpénel va emavagloloyeital eviog piog BO0UASNS, CUUTEPILUUPOVOUEVOVY TOV
UETPNOEDV TOV CLYKEVIPAOCENDY YAVKOING 0iaTOC, KOAIOV aiportog kot yYAvkoing ovpwv (BA.
mapdypaeo 4.8, kevipikn coinvaplonddein). Oa wpénel vo Anedel voyn 1 dakont| ¢ Oepansiog e
Emtricitabine/Tenofovir disoproxil Krka d.d. oe acOeveig pe peiwon g xdbapong kpeativivng oe

< 50 mL/min 1 peimon Tov pwcseopov opov o < 1,0 mg/dL (0,32 mmol/L). H diaxonr tg Oepanciog
pe Emtricitabine/Tenofovir disoproxil Krka d.d. 8a mpénel emiong va AngBei vréyn oy nepintwon
TPOOSELTIKNG LEl®ONG TNG VEPPIKNG AELTOVPYIG OTOV OEV EXEL AVOYVOPLOTEL KATOO GAAN auticL.

H veppun acediein pe eptpiottopmivn/dsiconpolihikn tevopofipn €xet peretndet pévo oe moAd
neplopicpévo Pabuod oe acbeveic pe HIV-1 hoipmén pe ékmtwon g veppikng Aettovpyiag (kdbapon
kpeatvivng < 80 mL/min). [Ipocappoyég tov 6060A0Y1IKOD LEGOSIOGTILITOG GUVIGTMOVTOL Yo
acBeveic pe HIV-1 Aoipwén kot kdBapon kpeatviving peta&d 30 kot 49 mL/min (BA. Tapdypago 4.2).
[epropiopéva dedopéva amd KMVIKEG LEAETEG LITOINAMVOLV OTL TO TAPATETAUEVO OOGOAOYIKO
UEGOOIAGTI L0 OEV Elvat 10aVIKO Kot Bo Lmopovse va £XEL W OTOTELEGLLO AVENLEVT] TOEIKOTNTO KO
EVOEYOUEVMS aveTapKT| omdkpion. EmmAéov, o pio pikpn KAVIKN HEAETT, it VITOOASO AoBEVAOV LE
KkaBapomn kpeatvivig peta&d S50 kot 60 mL/min ot omoiot EAafav diconpolihikn tevopofipn og
GUVOLOGHO pe guTplottouTivn kébe 24 mpeg, eiyav 2-4 opéc peyarvtepn EkBeom oty TeEvoeoPipn
Kot emdeivaoon g veepikng Aettovpyiag (BA. Topdypaeo 5.2). Q¢ ek T0HTOL, AMALTEITAL TPOGEKTIKY
eKTipnom tov opéLovs-ktvovvov 6tav to Emtricitabine/Tenofovir disoproxil Krka d.d. ypnoytomoteitan
og aoBeveic pe kdbapon kpeativivng < 60 mL/min kot 1 veppikn Aettovpyio Tpémel va
mopakorovdeiton oteva. EmmAéov, n kKAvikn amdKpion oty aymyn TPEREL Vo, TopokoAovdsiton 6Teva
og aoBeveic mov Aappdavovv Emtricitabine/Tenofovir disoproxil Krka d.d. ywo mopatetapévo
docoloyikd pecoddotnua. H yprion tov Emtricitabine/Tenofovir disoproxil Krka d.d. dev cuviotdtot
oe aoBeveic e soPfopn veppikn duciertovpyia (kdBapon kpeatvivig < 30 mL/min) kot 6€ aoBeveic
7oV ypetlovTal aUodIIAVoT| EPOGOV LLE TO SIOKI0 GLVIVUGHOD deV UTOPOVV Vo EMLTELYOOHY o1
KatdAAAeg pewmoelg ot 660 (PA. mapaypdeovg 4.2 ko 5.2).

Emdpaoeis oo ootd

OoTtiég droTapayEs, OTMG 0GTEOLOANKIN, 01 0TToieg PmopovV va, ekdNAmBoVV w¢ emipovo 1
EMOEVOVLEVO OCTIKO (IAYOG Kol Ol OTTOIEG LITOPOVV VO GUUBAAAOVY OYL GLYVE GE KOTAYLOTA, LTOPEL
va oyetilovton pe emayouevn amd t StoompoShkn TEVOPofipr KEVIPIKT VEQPPIKT GoAnvaplondOeia
(BA. mopdypago 4.8).

H dwoonpoliiikn tevopofipn pmopel emiong va mpokarécet peiwon ¢ 0oTikng tukvotnrag (OI1).

Eni vrdvolag 1 aviyvevnong ooTIKOV dlatapay®v Tpenel vo AoUPAaveTal 1 KOTOAANAN YVoUdTEVOT).
Ocporeia tnc HIV-1 Aoiuwéng

e eheyyouevn kKhvikn pekétn (GS-99-903) duapketag 144 efdopddwv Katd v onoia cuykpibnkav n
S1o0mpo&IKn TEVoQOPipT pE TN oTafovdivn yopnyobueves o€ cuvdvaoud pe AaptBoudivn kot



epafipévin o mpotobepamevopevoug Le avtipeTpoikn Oepaneio acbeveic, TapatnpnOnkay pikpég
pewdoels g OIT 610 10yio kot 6T 6TOVILAIKT GTHAT Kot 6Tig 800 opddes Bepameioc. Ot petdoels e
OII o1t 6movdvAKn oTAAN Kot Ot HETAPOAES TV BLOYNUIK®V SEIKTOV TV 06TAOV ard TNV Evopén g
HEAETNG, NTOV ONUOVTIKG peyoddTepeS otV opdda Bepameiog e T dStcompo&ihikn tevopoPipn v
eBdouada 144. Ot pewwoelg g OIT 670 16%10 NTOV GNUAVTIKG LEYUADTEPES GTNV OLADN OVTH HEXPL
v eRdopdda 96. Ev to0to1c, dev vnpée avEnpévog kivouvog KaTaydtov 1 £vOelgn yio KAviKd
ONUOVTIKEG OGTIKEG dlaTapayEs ko’ OAN v epiodo v 144 efdouddmv oThg TG LEAETNC.

e dMhec peAETEG (TPOOTITIKES KOl GUYYPOVIKEG), Ol o Evtoveg pewwoelg otny OIT mapatnpndnkav og
acbeveig mov vwoPAnOnkav og Bepancio pe dStoompo&iiikn Tevopofipn mg PéPog evog Bepamevticoy
OYMLOTOG TTOL TTEPIELYE EVOV EVIOYVLEVO AVOCTOAEN TPMTEACNG. ZVVOAMKE, AapPavopévav VoY TV
0OTIKOV S10TOPOYDV TOL CLVIEOVTAL LE TN O160TPOEIMKT| TEVOQORIpN Kol TV TEPIOPIGUEV®V
LoKPOTPODES OV HESOUEVMV YO TV EMIOPOOT] TNG SIGOTPOEIAIKNG TEVOPOPIPTG GTNV VYEIX TV 0GTOV
Kot oTov Kivduvo Katayudtov, Bo mpémnet va e&etdlovton eVOALUKTIKG BEPATEVTIKA GYNUOT Y10
acBevelg e 06TEOMOPMOON TTOV JUTPEYOVY VYNAO KivOUVO Y10, KOTAYLATOL.

Neopikéc emdpaoels Kot ETOPEGEIC GTO 0GTA GTOV TodLOTPLkd TANOvoud

Yrdpyovv achpelec Tov cueYETILOVTOL UE TIG LOKPOYPOVIES EMOPAGELG TNG SIGOTPOEIAKNC
TeVoPofipng 6Tovg VEQPOUG Kol ot 00T katd T Oepaneio g HIV-1 hoipwéng otov maudiotpikd
mnBoopd. Emumiéov, dev punopel va eEaxpiPobel TANpmG 1) ovaoTpEYILOTNTO TNG VEPPIKNG
TOEIKOTNTOC.

2UVIoTATOL TOADTAELPT| TPOGEYYION TPOKELUEVOD V. GTOOULGTEL 1] GXECT 0PEAOVS/KIVODVOL TNG
YPNONG TOL GLVOVAGHOD EUTPICITOUTIVIG/TEVOPORIPNG, VO ATOPAGIGTEL 1] KATAAANAN TopakoAovONoN
Katd T owdpkela g Bepaneiog (cvpmepthapfavopévns g andeacng yio dtakomn g Bepameing) Ko
vo peAeTn0el 1 avayKn COUTANPOONG KOTA TEPITTMOT.

Neppirég emopaoeis:

Neepikég avemBOUNTEG EVEPYELES TOV GLVASOVV LLE TV KEVIPIKY] VEQPIKT COANVOPLOTADELn £xouv
avapepBel og modratpikcovg acheveic mov xovv TpooPinbel and Tov 10 HIV-1 niwuciog 2 €mg

<12 grov oy Khvikn perétn GS US 104 0352 (BA. mapaypdeovg 4.8 kai 5.1).

Negppixn wopaxolodOnon

H veppin Aertovpyia (kdBapon kpeatviviig Kot pdcpopog opov) Ba mpénet va. a&toroyeital Tpv amod
) Oepaneio ko Oa Tpémel va mapakorovdeital katd T S1apKeLR TNG YPNHONGS, OTWOE GTNV TEPITTOON
TV evniikov (BA. Tapondvem).

Negpixn owoyeipion

Edv emiBefonwbel 611 0 pdspopog 0pov avépyetar o < 3,0 mg/dL (0,96 mmol/L) ce onotovonmote
mondlotpkd acbevi AapPaver Emtricitabine/Tenofovir disoproxil Krka d.d., n veppikr Aettovpyia Oo
TPEMEL VO EMOVEKTILATOL EVTOC piaG EBOOUAdNG, CLUTEPIAAUPAVOLEVOV TOV LETPTCEDV TOV
GLYKEVTPMOGEWDY YAVKONG aipatog, kaAiov aipatog kot YAvkoing ovpav (PA. mapdypaeo 4.8, Kevipkn
ocwlnvoplorddeia). Eni aviyvevong 1 vadvolag veppikmv dtotapaymdv, Tote Bo mpémetl vo Aapfdvetan
YVOUATELGN OO VEQEPOAGYO TPOKELEVOL Vo eEeTacOel TO EVIEXOLEVO HLOKOTNG TNG XPTONG TOV
GLVOLAGHOV EUTPIoLTOUTiVIG/d160TPo&IMKTg TEVOPOPipng. To evieyOUEVO SLOKOTNG TG XPNONG TOV
Emtricitabine/Tenofovir disoproxil Krka d.d. 6o npénet eniong va e€etacOei oty mepintwon
TPOOOEVTIKNG LELMONG TNG VEQPIKNG AetTovpyiog, dtav dev £xel avayvmplotel kdmolo GAAN oatio.

20yxopNynon kot Kivovvog Veppikng TolkOTNTog
Ioyvovv ot 1d1e¢ GuoTdcel pe Tovg evAAKeS (PA. TapaKAT® «ZVyyopNYNoN GAA®V POPUOKEVTIKOV
TPOIOVI®VY).

Neppixn dvolertovpyia

H xprion tov Emtricitabine/Tenofovir disoproxil Krka d.d. dev cuvictdton e dropa niuciog kétov 18
ETOV pe vePpikn dvorettovpyio (PA. mapdypapo 4.2). H yopriynon tov Emtricitabine/Tenofovir
disoproxil Krka d.d. dev Oa mpémetl va Eekivd oe mandlatpikovg acOevelg (e ve@PIKn SLGAEITOLPYIN Kot



Ba pémet va S10KOTTETOL 08 TodSLOTPLIKOVS 0oBeveic mov gppavilovv veppikr duoiettovpyio Katd T
dupketo g ypnong tov Emtricitabine/Tenofovir disoproxil Krka d.d..

Emidpaoeis ara ootd,

H ypnion g disompo&iiikng tevo@oPipng Umopel va TpoKOAECEL LEIMON TNG OGTIKNG TUKVOTNTOG
(OI1). Or emdpdioeic Tov petafordv oy OII mov oyetioviot e T diconpo&iikn tevopoPipn 6t
HokpoTpdOesUN VYEID TOV 0GTAOV KOl GTOV LEAALOVTIKO KivOUVo KaToyUdtov dev givar BéPateg (BA.
Tapdypoeo 5.1).

Exti aviyvevong 1 vrovolog dlatapoydv TV 06TOV KOTA TN XP1oT TOV GUVOLUGHOD
EUTPIOLTAUTIVIIG/ 1G0T POEIMKT G TEVOQOPipTG o8 omotovonmote mandlatpikd acOevn, Ba npénel va

AapPaveTon YVOUATEVOT OO EVOOKPIVOAOYO KOUT VEQPOAIYO.

Bdpog kot petafoAkéc TapaueTpot

Koatd ™ didpketa tng avtipeTpoitkng Bepaneiog evoéyetor va Tapovuslactel adEnomn Tov coUATIKOD
Bapovg kabdc kot TV emmédnv Tav Mmdiov kat g YAVKOING 6to aipo. Ot adhayég avté umopel, ev
LEPEL, va. GuVOEOVTAL [E TOV EAEYYO0 TG VOGOV Kot Tov TpOmo {ong. AVoQoptkd e to Mmidia, o€
OPIOUEVEG TEPUTTMGELS VITAPYOLVV eVOEIEELS Yo emidpaom TG Oepameiag, v doov apopd TV avénon
TOV GOUOTIKOV BAPOVS dEV VTLAPYOLV 1oYLPES EVOEIEELG TTOV VA Tr) GLGYETILOVV e OTOONTOTE
ovykekpyévn Bepaneio. H maparxoiovdnon tov Mmdiov kot g yYAukolng oto aipo npénet va
Baocileton otic kabiepopéveg kKatevbuvtipieg oonyieg Bepomeiog Tov HIV. Ot dwotapayés v Mmidiov
TPEMEL VO AVTILETOTILOVTOL OTT™G EVOETIKVUTOL KAVIKA.

Mutoyovdprokn dvoiettovpyia petd and £kbeon in utero

NovkAeoo(T)101KE avaLloyo EVOEYETAL VO EXNPEGGOVV TN HITOYOVOPLOKT AElTovpyia o€ Tolkilo faduo,
10 omoio gival eviovotepo Le T otafovdivn, ™ Sdavooivn kot ™ {idoPovdivn. Exet avapepbel
pitoyovdplokn dvcAertovpyia o€ HIV apvnrikd Bpépn ta omoia eiyov ektebel in utero kovn Petd
YEVvnon o€ VOUKAEOGIOIKA avaroya. Ot avapopés avTéc apopovoay Kupimg ) Oepaneio e
Bepanevutikd oyfpota mov nepieiyav {idofovdivn. Ot kVpleg avemBipnTeg evépyetes mov avapépnkay
givar aipotoroyikég dratapoyés (avarpio, ovdetepomevia) Kot LeTABOAKES draTapoyés (VYNAS eminedo
YOAOKTIKOO 0&€0¢ 6TO aipa, VYN eminedo Amdong oto aipa). Ta coppdpoata owtd cuyva o
napodikd. Exovv avagepbel omdvia vevporoyikég dlatapayés Oyung Evapéng (veptovia, 6TacHOl,
L1 QUGIOAOYIKT] GUUTEPLPOPA). AgV gival YvmoTd eml ToV TOPOVTOG, £V TETOIEG VEVPOAOYIKES
SraTopoyég sivar mapodikég ) povipec. Ta evprpato avtd tpénet vo, Aapfdvoviot vadyn yio

01010 TOTE Ol TOV EKTEONKE in utero oe VOUKAEOS(T)O1KA 0vGAOYO., TO 0010 TOPOLGIALEL GOPopd
KAVIKGA €0PMLOTO 0yVADGTOV 0TIOA0YI0G, 181G vevporoyukd evpnpata. Ta evpritaTo avTd oV
empedlovv TIC TapoVoEeS E0VIKEC GLOTAGELS Y10 TN YPNOT AVIIPETPOTKNG Oepomeiog oe £YKLEC
YOVOIKEG TPOKEEVOL Va, TPoANeOel 1 kaOetn petddoon tov o0 HIV.

2ovopouo Emavepyomoinong tov AvosomomTiko) JVGTHUOTOC

e aoBeveic pe HIV hoipwén pe coPapr] ovoGoroyiK| avemdpKeLD, EVOEXETOL VO, ELGOVIOTEL, KOTE TNV
évapEn g CART, pio @Aeypovdong avtidpaoT 6€ OGUUTTOUOTIKE 1| VTOAELLOTICY EVKOPLOKA
mafoyova Kot va TpokAnBovv cofapés KMVIKEG KOTUOTACELS, 1| EXOEIVMOOT TMV GUUTTOUATOV.
Tétoleg avtidpacelg Exovv TumIKA Tapatnpn el EvIog TV TPOTOV AoV BOOUAd®V 1| UNVAV amd TV
évapEn g CART. Zyetikd mapadeiyparta gtvor 1 apeifinotpocditida amd KutTopoueyoroio,
YEVIKELUEVEG KO/ ECTIOKEG AOUMEEIS OO LUKOPOKTN P10 KO TVELLLOVIOL OPEIAMOLEVT OE
Pneumocystis jirovecii. Ilpémel vo EKTYLOVTOL OTOLOONTOTE PAEYLOVADIT CUUTTOUTO Kot Vo opileTon
Bepameia, 6tav amatteitat. Avtodvooes dratapayés (Omwg 1 vosog tov Graves Kot 1 duTodvoo
nratitda) £xovv eniong avapepbet 6TL cvpPaivovy katd Tt pHOLLOT TG ETAVEPYOTOINGNG TOL
OVOGOTOMTIKOD GUOTHHOTOC. 26TOGO, 0 OVAPEPOUEVOG XPOVOG MG TNV Evapsn elval TEPIGGOTEPO
LETAPANTOG Ko dLTA TO YEYOVOTO LITOPEL VoL GLUPOVY TOAAOVG UNveg Hetd Ty évopén g Bepomeiog.

Evkopraxéc Aowdéeig




Aocbeveig pe HIV-1 doipmén ot omoiot AapPdvovv Emtricitabine/Tenofovir disoproxil Krka d.d. 1
AN avtipeTpoikn Oepomeio pmopel vo eakorlovBohv va avamTOceoVY EVKAPLIKEG AOUMEELS Kot
Mg emmhokég g HIV Aolpméng kot cuvendg Tpémet vo, Topotévouy Vo GTEVH LOTPIKN
TapaKorlovOnomn and yiutpolg pe epmepio ot Oepaneio acBevov e vocoug oyetiloeves e tov 10
HIV.

Ooteovékpmon

Avopépnkay TEPITTOGEIC 06TEOVEKPMONG Kupimg og acbeveic pe mpoympnuévn Aoipmén HIV ko
pokpag duapketog £kBeon oe CART av ko 1) artiodoyio Bempeitol ToALTOPAYOVTIKY|
(ovumeptiappdvovTal 1 ¥pNoT KOPTIKOGTEPOELIDV, 1] KOTOVAA®GT) OVOTVELLATOOMV, 1| GoBopn
OVOGOKATOGTOAN, 0 VYNAGTEPOC deiktng pnalag ompatoc). Ot acbeveic mpémet va {NTovv 10Tpiky
SLUPOVAN by TaPOLGIALOVY EVOYANGELS Kot GAYOG oTig apBpdacelc, duokapyio dpBpmong 1 duckoiia
otV kivnon.

Zuyyopnynomn GAA®V QUPUAKEVTIKMOV TPOIOVIMV

H ypnion tov Emtricitabine/Tenofovir disoproxil Krka d.d. mpémnet va amopebyetar e cuyyopriynon 1
TPOSPATY XPNON VEPPOTOEIKOD PAPUAKEVTIKOD TPoidvTog (PA. mapdypapo 4.5). Edv 1 tavtoypovn
YPNON LE VEPPOTOEIKOVG TTOPAYOVTES EIVAL OVATTOPEVKTT, 1| VEQPIKN AELTOVPYiQ TPETEL VAL
mapaxorovBeitan og gfdopadiaio Péon.

[Tepumtmoeig o&elog veppikng avemdpkelag Letd v Evapén vymAng d0ong 1 TOAAUTAGY U
OTEPOELODV OVTIPAEYLOVOIDY poppikav (MZAD) éxovv avapepbei og aobeveig pe HIV-1 hoipwén ot
omoiotl Ehafav Bepaneio pe dtoompo&iAikn TevoeoPipr kat lyov Tapdyovieg KvOHVOU Yo VEPPIKN
dvchettovpyia. Edv to Emtricitabine/Tenofovir disoproxil Krka d.d. cuyyopnysitot pe éva MEZA®, 1
VEQPIKN AElTOVpYin TPENEL VA TAPAKOAOVOEITAL ETAPKDG.

YymAotepog Kivouvog veppikng dusiertovpyiog £xet avapepbel oe acbeveig pe HIV-1 Aoipmén mov
Ehafov 160TPo&IAKT TEVOQOPipn 6€ GUVOLOCLO LIE OVOCTOAEN TPMOTEACNC EVIGYVIEVO LE prtovafipn
N Koumootdrn. Anotteiton 6TV mapaKolovinomn g veppikng Aettovpyiog o€ avtols Tovg acdeveig
(BA. mapdrypago 4.5). Xe acbeveig pe HIV-1 holpmén kot veppikovg Topayovteg Kivduvov, 1
GLYYOPNYNOT TNG S1G0TPOEIAIKNG TEVOPOPIPNG LE VOV EVIGYVUEVO OVAGTOAEN TPOTEACTG TPEMEL VAL
a&loloyeitol TPOGEKTIKA.

To Emtricitabine/Tenofovir disoproxil Krka d.d. dev npémnet va cuyyopnysiton pe GALO QopUOKELTIKG
TPOTOVTO TOL TTEPLEYOVV EUTPICITAUTIVT), S160TPoEIAKT TEVOPOPipN, TEVOQOPipn oAopevauion, 1 GALa
avéioya kutidivng, 0mmg n AapPovdivn (BA. mapdypaeo 4.5). To Emtricitabine/Tenofovir disoproxil
Krka d.d. dev mpénet va cuyyopnyeitan pe dSumiPorikn adepofipn.

Xpnon pe Aedimaofipn kai copooumovfipn, copoourovfiipn kot PelrarocPipn i copooumovfipy,
Peiraracfipn ko folilampefipn

‘Exet Stomotmbel 0t1 1) suyyopinynon diconpoliiiknig tevopofipng pe AeduacBipn/coposumovfipn, pe
copocumovfipn/BedmatacPipn | pe copoosumovPipn/PelnatacPipn/Bo&hanpepipn avéavet Tig
GUYKEVTPOOELG TNG TEVOPOPIPNG 0TO TAACH, E0KOTEPA OTIV TEPITTOOT] TOV YpMoytomoteiton pali pe
Kol ayoyn yio tov HIV mov mepiéyet dicompo&ihikn tevo@ofipn Kot KUTOoV (oPULOKOKIVITTIKO
evioyutn (prrovaPipn 1 KOUTGIGTATN).

Agv €yel amoderyBel  acpaieln g S160TPoEIhKng TEVOPOPipng dTav cuyyopnysitol pe
AeduacBipn/copoosunovfipn, pe copoosumovPipn/Pernatacipn N ne
copocumovfipn/PermatacPipn/BoéihampePipn Kat KAmoOV PapUaKOKIVITIKO evicyvty|. [Ipénel va
Aappdvovtor vdymn ot mBovoi kKivovvor Kot o Thava oQEAN Tov oxeTilovTal [E T GLYXOPNYNON,
wwitepa og aobeveic pe avénuévo kivouvo veppikng duciettovpyiog. Ot aobeveic mov Aappdvovv
AedumacBipn/copocsumovfipn, copooumovfipn/PelnatacPipn N
copooumovPipn/BermatacPipn/BolihanpePipn Tavtdypova pe Sicompo&ihikn tevopofipn Kot Kamoov
EVIOYVUEVO ovacToAéN TpTedong Tov HIV mpénet va mapakorlovBodvior yio avemBounteg evépyeleg
mov oyetilovion pe T droompo&IAkn TevoeoPip.



2oyyopnynon g oteompolilikng tevopoPipns e 0100vooivy:
H ovyyopfynon g disompo&ilikng tevopofipng pe didovoacivn dev cuvietatat (BA. Topdypoapo 4.5).

Aymyn 1purhol 6LVOLAGLOV VOUKAEOGIOIMY

"Exovv vapet avapopég e vynid TocooTd 1I0AOYIKNG IOTUYING KOl AVATTUENG OVTOYNG OE TPDOLLO
016010 o€ acBeveic pe HIV-1 hoipwén 6tav 1 6160mpo&Ilikn tevo@oBipn cuvovasTNKE Le
AapBovdivn kot afaxofipn, Onwg eniong Kot pe AapPovdivn kot Sidavocivn og BepamevTicd oy
€@’ dmaé nuepnoinc. Yrdpyel otevi] opotdtnTo omd TAELPag doung Heta&d Aapioudivng kot
EUTPICITOUTIVIG OTIMG EMIONG KO QPOPHOKOKIVITIKES KOl QOPLOKOSVVOAUIKES OPOOTNTES PHETAED AVTMV
TV dvo apaydvtov. Emopévmg, pmopel va mapoatnpndodv ta idio mpofAnpata, ov 1o
Emtricitabine/Tenofovir disoproxil Krka d.d. yopnyn6si pe éva tpito voukieoostdikd avaroyo.

Hluxiopévor

O ocvvdvaopdg epTpiottapunivng/d1compo&lkng tevoeofipng dev éxetl peletn el o dtopa nikiog dvo
TV 65 etdv. Ta dropo nAkiog dve Tov 65 eTdv givol mo ThAVO Vo EX0VV LEIWUEVN VEPPIKT
Aertovpyio, ®G EK TOVTOL amolTEiTOL TPOooOoYN Katd TN Yoprynon tov Emtricitabine/Tenofovir
disoproxil Krka d.d. og dropo peyaddtepng niiog.

Aoxtéln

To Emtricitabine/Tenofovir disoproxil Krka d.d. mepiéyet povotidpixn Aaxtoln. Ot acBeveic pe omdvia
KAnpovouika TpoPAnpata dvcaveEiog otn YoAaktoln, TANPN AVETAPKELD AAKTAGNC 1] KOKN
amoppOeN o YAVKONG-YoAaKTOLNG, dev Ttpémet va. AapPEvouy auTd TO PAPLLOKO.

Ndtpio

To Emtricitabine/Tenofovir disoproxil Krka d.d. mepiéyet Ayotepo and 1 mmol vatpiov (23 mg) avd
dokio, ivarl dNAodT oVGLHOTIKA «EAEHOEPO VaTpiovy.

4.5 Alniemdpdosig pe GAAo QUPUOKEVTIKG TPOIOVTA KoL GALES HOPPES AAANAETIOPACT
Meréteg oAniemdpaoemy £xovv TpayHoToroindei LOVo GE EVIAIKEG.

Kafdc 1o Emtricitabine/Tenofovir disoproxil Krka d.d. mepiéyet eptpiorropmnivn kot Sicompo&ilikn
TEVOQOPipT, OTOIECINTOTE AAANAETIOPACELS EYOVV OVAYVOPIOTEL LEPOVOUEVA [LE AVTES TIC OVGIEG
evogyeTal va eppavioTobv Kot pe to Emtricitabine/Tenofovir disoproxil Krka d.d.. Mehétec
aAAemdpdoemv Exovv mpayuatomomOel Lovo o EVIIMKEG,.

H @appaxokivntikn g EULTPICITOUTIVIG Kot TG TEVOPOPIpNG KOTA TN 6Tafepomotpévn KATAoTAoN
otav M gprplottapmivn Kot 1 0160Tpo&hikn tevopofipn xopnyndnkav tavtdypova nTav idta e
POPUAKOKIVITIKN OUTAV TOV QOPLUKEVTIKOV TPOTOVTOV KOTA TN LELOVOUEVT] YOPTYNOT] TOVG.

KAwvikéc ko in vitro peléteg oappokokvnTikng oAnienidpaong £de1&av 6Tt 1o evoe OEVO TV
Soupecorafovpevov omd 10 CYP450 aAdnAemidpdoemy mov EUTAEKOVY TNV EUTPICITOUTIVY KoL TN

S1o0mPo&IAKNY TEVOQOPipT [LE GAAC PUPLLOKEVTIKA TPOTIOVTA, EIVOL YOUUNAO.

H ocvyyopnynon dgv cuviotdral

To Emtricitabine/Tenofovir disoproxil Krka d.d. dev mpémer va cuyyopryeitot pe GAAL GOPULOKEVTIKA
TPOTOVTO TTOV TEPLEYOVY EUTPLGLTAUTIVN, dloompo&ihkT) tevopofipn, tevopofipn alagevouion 1 dAlo
avaroya kKutdivng, 6mwc AapBovdivn (BA. mapdypaeo 4.4). To Emtricitabine/Tenofovir disoproxil
Krka d.d. dev mpémetl va cuyyopnyeitar pe 1o SimiParixn adepoPipn.

Aidavoaivy: H cuyyoprynon tov Emtricitabine/Tenofovir disoproxil Krka d.d. pe didavocivn dev



ovviotatot (PA. mapdypago 4.4 ko ITivoka 2).

Dopuoxevtind mpoiovia wov omoforiovion omo ) veppiky 000: Kabdc n eprpiottapmivn kot n
TEVOQORipn anofaliovial Kupime amd TOLG VEPPOS, 1| Guyyoprynon tov Emtricitabine/Tenofovir
disoproxil Krka d.d. pe poppokentikd mpoiovta mov Heudvouy T veppikn Aettovpyio 1
avtayoviovtol yio TNV evepyd COANVOPLOKY] OmEKKPLoN (.Y, o1dopoPipn) uropel va avENoeL Tig
GLYKEVTPMGELG TNG EUTPICITOUTIVIG, TNG TEVOPOPIPNG KaUN TV GUYYOPTYOOLEVOV QUPUOKEVTIKMOV
TPOIOVTOV GTOV 0pO.

H ypnon tov Emtricitabine/Tenofovir disoproxil Krka d.d. npémnet va amopedyetan pe suyyopriynon
TPOCPATI XPNON VEPPOTOEKOD PUPLAKELTIKOV TPOioVTOS. Optopéva mapadeiylato tepAapavouy,
0ALG opic va Tteplopilovial o aUTd, TIC OUVOYAVKOGIdES, TV apgotepikiv B, T pookapvém, ™)
yrkavowofipn, v mevropdiv, T Pavkopvkivn, ™ cdoeofipn | v wrepievkivn-2 (BA.
Tapaypago 4.4).

Adlec aAANAETOPACELC

O aAAnAemdpdoelg peta&d Tov GUVILOGLOV EUTPICITAUTIVIG/ICOTPOEIAIKNG TEVOPOPIPNG 1| TV
UELOVOUEVOV GLGTATIKMOV TOL Kol GAL®Y QOPHUKEVTIKOV TPpoidvTev mapotifeviot otov [livako 2
TOPAKATO (1) 0OENGCT) VTOSEIKVOETOL OC «T», 1| HEIDOT MG «|», Kapio LETAPOAN MG «>», VO POPES
nuepnoing wg «b.i.d.» kot pia popd nuepnoing og «q.d.»). Edv elvar Stoubéoipa, ta dSaothiuota
eumotooivng 90% divovtan evidg TapevhEcemV.

Mivakag 2: AL AETIOPAGELS HETUED TOV HEROVOUEVEOV GUGTATIKMV TOV GUVOLUGHOV
ENTPLOLTAUTIVIIG/O100TTPOEIAMKIG TEVOPOBIPNS KOl GAAMV QUPUUKEVTIKAV TPOIOVTMV

DoppokeTIKO TPOIOV UVa Emdpaoeig ota YV0TOON GYETIKA PE TN CUYYOPI YO NLE
OepamevTiki mTEPLOY EMINEdU PUPPAKOV Emtricitabine/Tenofovir disoproxil Krka d.d.
Méom mococTdio (eprprortopmivny 200 mg, dicompoithki
petafolrn otig Tipnég Tevo@ofipn 245 mg)

AUC, Cmax, Chuin ue
90% JwoTipoTO
EUTMIGTOGVVIG, EQOGOV
givor owwBopa

(umyoviopdc)
ANTI-AOIMQAH
AvTipeTpoikd
AVO0TOAEIS TPOTEACAOV
Atazanavir/Ritonavir/Tenofovir Atazanavir: Agv cuvietdton Tpocappoyn tng doong. H
disoproxil AUC: | 25% (| 42 avénpévn €xbeon e tevoeoBipn Oo pmopovoe vo
(300 mg q.d./100 mg q.d./245 mg €mg | 3) gvioyboel Tig oxeTlOeVES e TV TeEvoeofipn
q.d.) Crmax: | 28% ({ 50 avemBOuNTeg EVEPYELES, CUUTEPIAOUPAVOHEVOV
€0g 15) TOV veppikmv dtatapoydv. H veppikn Aettovpyio
Chin: | 26% (| 46 éo¢ | mpénel va mapakorovdeitol oTevd
110) (BA. mapdrypago 4.4).
Tenofovir:
AUC: 137%
Cmax: T 34%
Chin: T29%
Atazanavir/Ritonavir/Emtricitabine | H aAAnienidpaon dev
£xel peietnOet.
Darunavir/Ritonavir/Tenofovir Darunavir: Agv cuvietdton Tpocappoyn tng d6ong. H
disoproxil AUC: & avénpévn €kbeomn oe tevopofipn Ba propovce vo
(300 mg q.d./100 mg q.d./245 mg Chin: & EVIOYVOEL TIC OXETILOUEVES LE TNV TEVOQOPipN
q.d.) Tenofovir: AVETOOUNTEG EVEPYELEG GUUTEPIAOUPAVOUEVOV
AUC: 1 22% TV vePpKdVv dwutapaymv. H veppikn Aettovpyio
Cuin: T37% TPEMEL VO TOPaKOAOVOEITOL GTEVE
Darunavir/Ritonavir/Emtricitabine | H aAAnienidpaon dev | (BA. mapaypogo 4.4).
£xel pehetnOel.
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

(ueviopoc)

Lopinavir/Ritonavir/Tenofovir Lopinavir/Ritonavir: | Agv cuvictdton Tpocappoyn g déone. H
disoproxil AUC: & avénuévn €xbeomn oe tevogofipn Ba pmopovece vo
(400 mg b.i.d./100 mg Crnax: € evioyoel Tig oxeTCOMEVES e TNV TeEvoeoRipn
b.i.d./245 mg q.d.) Chin: <> AVETOOUNTEG EVEPYELEG GUUTEPIAOUPAVOUEVOV

Tenofovir: TOV VEPPIKOV droTapaymv. H veppikn Aettovpyia

AUC: 1 32% (1 25 TpEMEL VoL TapakolovBeitan oTevE

émg T 38) (BA. mapdrypagpo 4.4).

Crax: <

Cuin: T 51% (1 37 éo¢
1 66)

Lopinavir/Ritonavitr/Emtricitabine

H oAAnAenidpaom dev

€xel pehetnOei.

NRTIs

Didanosine/Tenofovir disoproxil H ovyyoprynon H ovyyoprynomn tov Emtricitabine/Tenofovir
S1o0mPOEIAIKTG disoproxil Krka d.d. pe didavocivn dev

Tevopopipng pe
ddavoaivn odnyei og
kotd 40-60%
av&nuévn
GLOTNHOTIKN £KBgom
ot dwavooivn.

Didanosine/Emtricitabine

H aAMnAenidpaon dev

cuviotatot (BA. Topdypopo 4.4).

H avénuévn cvompatikn ékbeon ot
ddavoacivn propet va avénoet tov Kivouvo
AVETOOUNTOV EVEPYELDY GLCYETILOUEVOV LE TN
dwavoacivn. Zrdvia, £xovv avapepdel
TayKPEATITION Kol YOAUKTIKN 0EEmaT, EvioTe
potpaia. H cuyxopnynon tov tenofovir
disoproxil pe didavocivn og 6601 400 mg
NUEPNOLMG GUGYETIGTNKE e ONUOVTIKN pHelmon
oV aplBpod kuttdpov CD4, mbavdg Adyw
gvdoruttéplog aAAnAenidpaong €& artiog g
omoiag awéndnke N powceopvAiopévn (. 1
dpaoctikn) dwavosivr. Mia petopévn d6on Tov
250 mg 318avocivng GLUYYOPTYOVLLEVNG LLE
Oepameio tenofovir disoproxil cuoyetiotke pe
AVOQOPES VYNAOD TTOGOGTOD LOAOYIKNG
amotuylog Le ToVg S1aPOPOVS GLVIVAGHOVG TOL

éyetl peketnOei. doxdotnkay yo ) Oepomeio tng Aoipwéng and
tov 1o HIV 1.
Lamivudine /Tenofovir disoproxil | Lamivudine: H hapBovdivn kot to Emtricitabine/Tenofovir
AUC: | 3% (| 8% disoproxil Krka d.d. dgv mpémet va yopnyodvron
¢mg 1 15) tavtdypova (PA. Tapdypapo 4.4).
Cmax: | 24% (| 44
éoc | 12)
Cmin: AY
Tenofovir:

AUC: | 4% (] 15 g
18)

Cmax: 1 102% (] 96
éwc 1 108)

Chin: AY
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa
(ueviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Efavirenz /Tenofovir disoproxil

Efavirenz:

AUC: | 4% (| 7 éog
I

Crax: l 4% (l, 9 é(Dg
12)

Chmin: AY

Tenofovir:

AUC: | 1% (| 8 éng
16)

Crax: T 7% (l, 6 é(})g
122)

Chin: AY

Agv amorteiton Tpocappoyn g 60omg g
epapipeving.

ANTI-AOIMQAH

Avtuikoi Tapdyovres yia Tov 16 e nrartitidog B (HBV)

Adefovir dipivoxil/Tenofovir
disoproxil

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

Crmax: | 7% (] 13 éoxg
10)

Chmin: AY

Tenofovir:

AUC: | 2% (| 5 éng
10)

Cmax: | 1% (| 7 é0g

H dumiPoiucy adepofipn kor to
Emtricitabine/Tenofovir disoproxil Krka d.d. dev
TPETEL VOL YOp1yoOvVTOL TanTOYpove. (PA.
TopAypopo 4.4).

16)
Cmin: AY
Avtukoi Tapayovieg yio tov 16 g nratitivag C (HCV)
Ledipasvir/Sofosbuvir Ledipasvir: Ot avENPEVES GUYKEVIPAOOELS TNG TEVOPOPIpTG
(90 mg/400 mg q.d.) + AUC: 196% (1 74 GTO TAUGLLO TOV EIVOL ATOTEAEG LA TNG
Atazanavir/Ritonavir ¢mg 1 121) oLYXopNYNoNG S1o0TPOoEIMKNG TEVOQPOPipTG,
(300 mg q.d./100 mg q.d.) + Cmax: T 68% (1 54 AedimacBipng/copooumovfipng o
Emtricitabine/Tenofovir disoproxil | éwg 1 84) atalavaPipng/prrovafipng dvvavtor vo
(200 mg/245 mg q.d.)! Cmin: T 118% (191 AVENGOVV TIC AVETIOVUNTES EVEPYELEG IOV
éwg 1 150) oyetiCovtar pe T dtoompo&iiikn tevopofipn,
Sofosbuvir: GUUTEPIAAUPAVOUEVOV TOV VEPPIKDV
AUC: & Swtapaydv. Aev éyel amodeybei n acedAeia ™G
Crax: <> Stoompo&ilkng tevoeofipng otav
GS-331007% ypnowonoeiton poli pe
AUC: & AedumaoPipn/copocpmovPipn Kot kdmolov
Crax: € POPUOKOKIVITIKO evioyvTh| (T.y. prtovafipn 1
Chin: T42% (1 34 éo¢ | xoumiciotdrn).
1 49) O GVVOVOCUOG TTPETEL VAL YPNGYLOTTOLEITOL [E
Atazanavir: TPOCOYN KO [LE GUYVI VEQPIKT TopakorovOnon,
AUC: & £pOGoV dev vrapyovv drabéoyeg aAAeg
Crnax: € EVOAMOKTIKEG EMAOYES (PA. Tapdypago 4.4).
Chin: T 63% (1 45 én¢
1 84)
Ritonavir:
AUC: &
Cmax: «
Chin: T45% (1 27 éa¢
T64)
Emtricitabine:
AUC: &

12




DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa
(uoeviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Cmax: >

Cmini A

Tenofovir:

AUC: &

Cmax: T47% (1 37
£mg 1 58)

Cumin: T47% (1 38 ¢o¢
157)

Ledipasvir/Sofosbuvir

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

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

Ledipasvir:

AUC: &

Cmax: Ad

Cmin: >
Sofosbuvir:

AUC: | 27% (| 35
¢mg | 18)

Cmax: | 37% (| 48
€mg | 25)
GS-331007%
AUC: &

Cmax: Ad

Cmin: Ad
Darunavir:

AUC: &

Cmax: Ad

Cmin: Ad
Ritonavir:

AUC: &

Cmax: >

Chin: T48% (1 34 ¢ng
163)
Emtricitabine:
AUC: &

Cinax: <>

Cmin: >
Tenofovir:

AUC: 1 50% (1 42
¢wg 1 59)

Cmax: T 64% (1 54
éwg 1 74)

Cuin: T 59% (1 49 €og
1.70)

Ot 0vENUEVEG GUYKEVIPMGELS TNG TEVOPOPIpNG
070 TAAGLLO TTOV £ival ATOTEAEGLLA TG
ovyyopfynong dioompoliiikng tevopofipng,
AedumacBipng/copooumovPipng Kot
vrapovvafipng/prrovaPipng, SOvavtor vo
AVENGOVV TIC AVETIOVUNTES EVEPYELEG TOL
oyetilovtar pe N Stoompo&idikn| TevopoPipn,
GUUTEPIAAUPOAVOLEVOV TOV VEPPIKDV
SwTopoydv. Agv €xel amoderydel N acPaien TG
Stoompo&idikng tevopoPipng dtav
xpnowomoteiton poli pe
AedimacBipn/copooumovfipn kot Kémotov
QOPLAKOKIVITIKO EVIGYLTY (). prtovaPipn 1
KOUTIG1oTATT).

O cvvdLao UGS TPETEL VOL XPTCLLOTOLEITOL [LE
TPOCOYN KO LLE GLYVI VEPPIKT TOPakoAovON oM,
€POoOV dgv VIGPYOLV dlobEcES GANES
EVOANOKTIKES EMAOYES (BA. mapdypopo 4.4).
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa
(uoeviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
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
£mg | 25)

Cmax: | 34% (] 41
émg T 25)

Cuin: | 34% (| 43 ¢og
124)

Sofosbuvir:

AUC: &

Cmax: Ad
GS-331007%
AUC: &

Cmax: Ad

Cmin: Ad
Efavirenz:

AUC: &

Cmax: «>

Cmin: Ad
Emtricitabine:
AUC: &

Cmax: Ad

Cmin: Ad
Tenofovir:

AUC: 198% (177
g 1 123)

Crax: T 79% (T 56
éwc 1 104)

Chmnin: T 163% (1 137
¢mwg 1 197)

Agv cuvietdtot Tpocappoyn tng d6ong. H
avénuévn ékbeon e tevopofipn Ba pmopovece vo
EVIOYVOEL TIC OXETILOUEVES LE T SIO0TPOEIMKT
Tevoeoipn avembounTeg evépyeiec,
GUUTEPIAAUPAVOLEVOV TOV VEPPIKDV
Swtapaydv. H veppikn Aettovpyla mpémet va
mapakorovdeitar otevd (PA. Tapdypago 4.4).

Ledipasvir/Sofosbuvir

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

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

Ledipasvir:
AUC: &
Cmax: Ad

Cmin: >
Sofosbuvir:
AUC: &
Cmax: Ad
GS-331007%
AUC: &
Cmax: >

Chnin: <>
Emtricitabine:
AUC: &
Cmax: Ad

Cmin: Ad
Rilpivirine:
AUC: &
Cmax: Ad

Cmin: A
Tenofovir:
AUC: 1 40% (1 31
¢mg 1 50)
Cmax: «

Chin: T 91% (1 74 ¢ng
1110)

Agv cuvietdtot Tpocappoyn tng d6ong. H
avénuévn ékbeon oe tevopofipn Ba pmopovce va
EVIoYOOEL TIG GYETICOUEVEG e T SI60TPOEIMKT
Tevo@oipn avembounTeg evépyetec,
GUUTEPIAAUPOVOLEVOV TOV VEPPIKMDV
Swropoaydv. H veppikn Asttovpyia mpémet va
mapakorovdeitar otevd (PA. Tapdypapo 4.4).
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

(ueviopoc)

Ledipasvir/Sofosbuvir Sofosbuvir: Agv amorteiton mpocappoyn g d6ong. H
(90 mg/400 mg q.d.) + AUC: & avénuévn €kbeon oe tevopofipn Ba pmopovece va
Dolutegravir (50 mg q.d.) + Cmax: < EVIOYVGEL TIG OXETLONEVES PE TN S1o0TPOEIMKT
Emtricitabine/Tenofovir disoproxil Tevo@oipn avembounTeg evépyeie,
(200 mg/245 mg q.d.) GS 3310072 GUUTEPIAAUPAVOLEVOV TOV VEPPIKDV

AUC: & Swtapaydv. H veppikn Aertovpyla mpémet va

Cmax: <> nmapakolovdeiton otevd (BA. mapdypapo 4.4).

Cmin: <

Ledipasvir:

AUC: &

Cmax: <

Cmin: &

Dolutegravir

AUC: &

Cmax: <

Cmin: <

Emtricitabine:

AUC: &

Cmax: <

Cmin: «

Tenofovir:

AUC: 1 65% (1 59

¢wg 1 71)

Cmax: 1 61% (1 51

g 1 72)

Cmin: 1 115% (1 105

g 1 126)
Sofosbuvir/Velpatasvir Sofosbuvir: Ot 0vENUEVEG GUYKEVIPMOELS TNG TEVOPOPipNG
(400 mg/100 mg q.d.) + AUC: & GTO TAACLO TTOV EIVOL ATOTEAEG U TNG
Atazanavir/Ritonavir Cmax: <> GLyyopNyNomng SGompo&IAkng tevopoBipng,
(300 mg q.d./100 mg q.d.) + copooumovPipng/PeltatacPipng Kot
Emtricitabine/Tenofovir disoproxil s atalavaPipng/prrovafipng, dOvavror vo
(200 mg/245 mg q.d.) GS 3310077 AVENGOVV TIC AVETIOVUNTEG EVEPYELEG TOVL

AUC: & oyetiovtan pe T Stoompo&idikn tevoeofipn,

Cmax: < GUUTEPIAAUPAVOLEVOV TV VEPPIKOV

Cmin: 142% (1 37
¢mg 1 49)

Velpatasvir:

AUC: 1 142% (1 123
éwg 1 164)

Cmax: 1 55% (1 41
g 1 71)

Cmin: 1 301% (1 257
émg 1 350)

Atazanavir:
AUC: &

SwTopoydv. Agv £yel amoderydel n acedAeln TG
Stoompo&idikng tevopofipng otav
xpnowomoteiton poli pe
copocpmovPipn/BerratacPipn kot kdmotov
POPLOKOKIVNTIKO evioyvty| (1.). prtovafipn 1
KOUTIGLOTATY)).

O cvvdLOoUOG TPETEL VOL XPTCLLOTOLEITOL [LE
TPOGOYN KOl LLE GLYVI| VEPPIKT] TOPUKOA0HON O™
(BA. mapdypago 4.4).
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato

EUTLOTOGVVIG, EPOGOV

givon dwwBéopa
(uoeviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Cmax: <>
Cmin: 1 39% (1 20
g 1 61)

Ritonavir:
AUC: &
Cmax: <>
Cmin: 129% (1 15
émg 1 44)

Emtricitabine:

AUC: &

Cmax: <
Cmin: <

Tenofovir:

AUC: &

Cmax: 1 55% (1 43
émg T 68)
Cmin: 1 39% (1 31
£mg 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

émg | 20)
Cmax: | 38% (| 46
¢ng | 29)

GS 331007%

AUC: &

Cmax: <
Cmin: <

Velpatasvir:

AUC: <

Cmax: | 24% (| 35
g | 11)

Cmin: «

Darunavir:
AUC: &
Cmax: <>
Cmin: <

Ritonavir:
AUC: &
Cmax: <
Cmin: <

Emtricitabine:
AUC: &
Cmax: <

Ot avENUEVES GLYKEVIPAOCELS TNG TEVOPOPipNG
GTO TAGGLLO TOV EIVOL ATOTEAEG LA TNG
GLYXOPHYNONG S160TPOGIMIKTG TEVOPOPBipNg,
copocumovipne/fednatacBipng Kot
vtapovvafipng/prrovoipng, dOvavtot va
0LENCOLV TIG OVETOVUNTEG EVEPYELEC TTOL
oyetiCovtan pe ™ dtoompo&ihkn tevopofipn,
GUUTEPILAUPAVOUEVOV TOV VEPPIKDV
Swtapaydv. Aev éxer amodeydei n aopdAiea ™G
Sroompo&ihikng tevopofipng otav
ypnowomoteiton poli pe
copooumovfipn/BernatacPipn kot KGmolov
POPLOKOKIVITIKO evioyvth (T.). prtovafipn 1
KOUTIGLOTATY)).

O cvvdvaopdS TPETEL VoL XPTGLLOTOLEITOL [UE
TPOCOYT KO LE GLYVT VEQPIKT TALPAKOAOVON oM
(BA. mapdrypago 4.4).
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota

emineda pappdxov

Méomn mocooTiaio

petapoin ot TIpég
AUC, Cmax, Chin ne

90% dwotipato

EUTLOTOGVVIG, EPOGOV

givon dwwBéopa
(ueviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Cmin: <

Tenofovir:

AUC: 139% (1 33
émg T 44)

Cmax: 1 55% (1 45
£€wg T 66)

Cmin: 1 52% (1 45
£€mwg 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
¢ng | 22)

Cmax: | 41% (| 51
¢mg | 29)

GS 331007%
AUC: &
Cmax: <
Cmin: «

Velpatasvir:

AUC: <

Cmax: | 30% (| 41
éwg | 17)

Cmin: 1 63% (143
émg 1 85)

Lopinavir:
AUC: &
Cmax: <
Cmin: <

Ritonavir:
AUC: &
Cmax: <
Cmin: «

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

Tenofovir:

AUC: &

Cmax: 1 42% (1 27
éwg 1 57)

Cmin: <«

Ot 0vENUEVESG GLYKEVTPAOGELG TNG TEVOQOPipNS
070 TAAGLLO TTOV £ival ATOTEAEGLLA TG
ovyxopnyNong dioompolihkng tevogofipng,
copooumovPipng/PeltatacPipng Kot
homwvafipng/prrovafipng, dHvavral va avEcovv
TIG ovemBOUNTEG EVEPYELES TTOV OYETICOVTOL [E TN
dtoompo&ihikr Tevopofipn,
GUUTEPILAUPAVOLEVMV TOV VEPPIKMDV
SwTopoydv. Agv €xel amoderydel N acedAela TG
Stoompo&idikng tevopoPipng dtav
xpnowomoteiton poli pe
copocpmovPipn/BerroatacPipn kot kdmotov
QOPLAKOKIVITIKO EVIGYLTY (). prrovoipn 1
KOUTIGLOTATY)).

O cVVOVUCLOG TTPETEL VO YPGYLOTOLEITOL [UE
TPOGOYN KOl LUE GLYVI VEPPIKT TaPOKOAOLON o™
(BA. mapdypago 4.4).

Sofosbuvir/Velpatasvir
(400 mg/100 mg q.d.) +

Sofosbuvir:
AUC: &

Agv cuvietdtol Tposappoyn g d6ong. H
avénuévn €kbeomn oe tevoeofipn Ba pmopoveoe va
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota

emineda pappdxov

Méomn mocooTiaio

petapoin ot TIpég
AUC, Cmax, Chin ne

90% dwotipato

EUTLOTOGVVIG, EPOGOV

givon dwwBéopa
(uoeviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Raltegravir

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

Cmax: <>

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

Velpatasvir:
AUC: &
Cmax: <
Cmin: <

Raltegravir:

AUC: «

Cmax: <

Cmin: | 21% (| 58
émg 1 48)

Emtricitabine:
AUC: &
Cmax: <
Cmin: «

Tenofovir:

AUC: 1 40% (1 34
¢mg 1 45)

Cmax: 1 46% (1 39
éwg T 54)

Cmin: 1 70% (1 61
£wg 1 79)

EVIOYVGEL TIG OYETILONEVES PE TN S1o0TPOEIMKT
TevoPofipn avemBounteg evépyeleg,
GUUTEPIAAUPAVOLEVOV TV VEPPIKOV
Swtapaydv. H veppikn Aettovpyia mpémet va
nmapakolovdeiton oteva (BA. mapdypago 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
¢mg 1 67)

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

Velpatasvir:

AUC: | 53% (] 61
émg | 43)

Cmax: | 47% (| 57
€mg | 36)

Cmin: | 57% (| 64
émg | 48)

Efavirenz:
AUC: &

H ouyyopfiynon
copocpmovPipng/PeAnatacBipng Kot
€PaPipéving avopEveTol Vo LELDGEL TIG
GUYKEVTIPOOELS TNG PeAmatacPipng 6to TAAGHA.
H ovyyopfiynon
copoourovPipng/PednatacPipng pe Bepamevticd
GYNUOTO TOL TEPLEXOLY EPaPipévin dev
GuvicTdtot.
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa
(uoeviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Cmax: <«
Cmin: <

Emtricitabine:
AUC: &
Cmax: <
Cmin: <

Tenofovir:

AUC: 1 81% (1 68
¢mg 1 94)

Cmax: 1 77% (1 53
éwg 1 104)

Cmin: 1 121% (1 100
g 1 143)

Sofosbuvir/Velpatasvir

(400 mg/100 mg q.d.) +
Emtricitabine/Rilpivirine/Tenofovir
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
émg 1 46)

Cmax: 1 44% (1 33
éwg 1 55)

Cmin: 1 84% (1 76
£€wg 1 92)

Agv ovviotdrol Tpocsappoyn g doone. H
avénpévn €kbeon oe tevoeofipn Oa propovoe va
EVIOYVGEL TIG OXETILONEVES PE TN S1o0TPOEIMKT
TevoPofipn avemBounTeg EVEPYELES,
GUUTEPILAUPAVOUEVOV TOV VEPPIKDV
Swtapaydv. H veppikn Aettovpyia mpémet va
nmapakolovdeiton oteva (BA. mapdypapo 4.4).

Sofosbuvir/Velpatasvir/
Voxilaprevir (400 mg/100 mg/

100 mg+100 mg q.d.)3 + Darunavir
(800 mg q.d.) + Ritonavir (100 mg
q.d.) + Emtricitabine/Tenofovir
disoproxil (200 mg/245 mg q.d.)

Sofosbuvir:
AUC: &
Crax: | 30%
Cmini N/A

GS-331007%
AUC: &

Ciax:¢>

Ot 0wENUEVEG GUYKEVIPMGELS TNG TEVOPOPipNS
070 TAAGLA TTOV £ivOl ATOTEAEGLLA TG
GLYXOPNYNONG T®V NGOTPOEIMKNG TEVOPORipng,
copoourovBipng/PernatacPipng/Poshanpepipng
ko dapovvaPipng/prrovafipng, evoéyetot vo
AVENGOVV TIC AVETIOVUNTESG EVEPYELEG TOVL
oyetiovtan pe n dtoompo&idik tevoeofipn,
GUUTEPIAAUPOVOLEVOV TOV VEQPIKMOV
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DopproKEVTIKG TPOTOV avVa

BepomevTiKi TEPLON

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa
(ueviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Crmin: N/A

Velpatasvir:
AUC: <
Crnax: <

Chin: <>

Voxilaprevir:
AUC: 1 143%
Crmax:T 72%
Chin: T300%

Darunavir:
AUC: &
Cmax: >

Conin: | 34%

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

Cuin: <>

Emtricitabine:
AUC: &
Cmax: Ad

Chin: <

Tenofovir:
AUC: 1 39%
Ciax: T 48%
Chin: T47%

SlTopoydv.

Agv €xel amoderyBel 1 ac@aied TG
Stoompo&Aiknc TevopoPipng dtav
ypnoyomoteiton poli pe
copocumovPipn/PerratacPipn/Bosihanpefipn
KoL KOO0V QUPUOKOKIVITIKO EVIGYVLTH (TT.X.
prtovafipn 1 KOUTIGIETATN).

O cvvdvaouds Ba Tpémet va ypnGLLoTolEiTAL [LE
TPOGOYN KOl LLE GLYVH VEPPIKT TOPOKOAOLON o™
(BA. mapdrypago 4.4).

Sofosbuvir

Sofosbuvir:
AUC: &

Agev amarteiton Tpocappoyn g 66omG.

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

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

Cimax: | 19% (| 40
éwg 1 10)
GS-331007%
AUC: &

Crax: l 23% (l 30
¢mg 1 16)
Efavirenz:

AUC: &

Cmax: Ad

Cmin: Ad
Emtricitabine:
AUC: &

Cmax: Ad

Cmin: Ad
Tenofovir:

AUC: &

Cax: T25% (1 8 émg
145)

Cmin: e
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DopproKEVTIKG TPOTOV avVa
OepamevTikn weproy)

Emdpaoceig ota
emineda pappdxov
Méomn mocooTiaio

petapoin ot TIpég
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa
(uoeviopoc)

YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
Emtricitabine/Tenofovir disoproxil Krka d.d.
(eprprorrapmivy 200 mg, dicomporikn
TEVOQOPipn 245 mg)

Ribavirin/Tenofovir disoproxil

Ribavirin:

AUC: 126% (1 20
éoc 1 32)

Cmax: | 5% (] 11 éog
1)

Chmin: AY

Agv amotteitol Tpocapoyn g 606mg g
pymapipivig.

AVTUIKOL TAPEYOVTES Y10 TOV 10 TOV £PTTNTO.

Famciclovir/Emtricitabine

Famciclovir:

AUC: | 9% (] 16 éng
1D

Cmax: | 7% (] 22 g
11D

Chmin: AY
Emtricitabine:

AUC: | 7% (] 13 émg
1D

Crax: § 11% (] 20
éog T 1)

Chmin: AY

Agv amatteiton Tpocapoyn tng 60omg g
eopowAoBipne.

Dappoko Kotd TOV pokofokTnpiov

Rifampicin/Tenofovir disoproxil

Tenofovir:

AUC: | 12% (] 16
éng | 8)

Crmax: | 16% (] 22
¢wc | 10)

Cuin: | 15% (] 12 €wg
19

Agv amauteiton Tpocappoyn g 60ome.

AIIO XTOMATOX ANTIZXYAAHIITIKA

Norgestimate/Ethinyl oestradiol/
Tenofovir disoproxil

Norgestimate:

AUC: | 4% (| 32 ¢mg
134)

Cmax: | 5% (| 27 g
124)

Cmin: AY

Ethinyl oestradiol:
AUC: | 4% (] 9 éog
10)

Crmax: | 6% (| 13 éog
10)

Chin: | 2% (] 9 €0
16)

Agv amarteitol Tposaproyn g 60oMG TV
VOPYESTATNG/ BVVIAIKNG O1GTPASIOANG.

ANOZOKATAXTAATIKA
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DopproKEVTIKG TPOTOV avVa Emdpaoceig ota YV0TOO GYETIKA ILE T1] GUYYOPI YO UE
OepamevTikn weproy) emineda pappdxov Emtricitabine/Tenofovir disoproxil Krka d.d.
Méomn mocooTiaio (eprprorrapmivy 200 mg, dicomporikn
petapoin ot TIpég TEVOQOPipn 245 mg)
AUC, Chmax, Chmin ne
90% dwotipato
EUTLOTOGVVIG, EPOGOV
givon dwwBéopa
(ueviopoc)
Tacrolimus/Tenofovir Tacrolimus: Agv amotteiton Tpocappoyn g 666MG NG
disoproxil/Emtricitabine AUC: 14% (| 3 éog | taxkpdAOLG.
111
Cmax: T3% (| 3 éog
19)
Chmin: AY
Emtricitabine:
AUC: | 5% (| 9 éog
)
Crax: | 11% (] 17
éwg | 5)
Chin: AY
Tenofovir:
AUC: 1 6% (| 1 éog
113)
Cmax: T13% (1 1 €oog
127)
Chin: AY
OITIOYXA ANAATHTIKA
Mebadovn/Tenofovir disoproxil MebBadovn: Aev amarteiton Tpocappoyn g d6eMg g
AUC: 1 5% (| 2 éoc | pebBadovng.
113)
Cmax: T 5% ({ 3 éog
T14)
Cmin: AY

AY = dev vmoroyioTnke.

N/A = dev epapuolerar.

! Agdopévo, ov mpoékvyav and 0 yoprynon 8éomg tavtdypova pe AeduracBipn/copocumovfipn. H khpoxomt)
xopnynon (pe dwpopd 12 wpdv) £6mce TOPOUOLN. OTOTELEGLLOTO.

2 O xvpiog KuKAOPOPOY peTafoAitng Te coosumovPipng.

3 Melé mov mpaypotomornke pe emmiéov Po&hampefipn 100 mg yio vo emrevy0ovv ekbéoelg oe Po&hampeipn mov
avapévovtar og acbeveic pe Aoipmén HCV.

4.6 TovipétnTo, KOO KO Yarovyia
Konon

"Evag peydiog aplBpoc dedopévav og £yKues yovaikes (TEpTTMoElS EKPaons eyKupooOvng
neprocdtepec amd 1.000) dev Katadetkviovy Ty VTapén cuyYevdY SLoUapTIOV 1| TOEIKOTNTAG GTO
EUuPpuvo/veoyvo oyetilOpeves e TV epTpiotTapmivn Kot T dtoompo&ilikn tevopoPipn. Meléteg og
{oa pe v gutpiottapmivn Kot T S1o0TpoSAikn Tevo@oPipn dev KaTESEEAY OVaTapoy®YIKY
to&wdra (PA. mapdypago 5.3). Zvvenmg 1 ypron tov Emtricitabine/Tenofovir disoproxil Krka d.d.
B0 propovoe v, amoPacIoTEL KOTA TN S1EPKELN TG KUNOTNG, €AV AVTO KPIVETOL OTOPAiTNTO.

Oniacpdc

H eptprorropmivn kot 1 tevopoBipn €xetl amodetybel 6TL anekkpivoviol 6To avOpdTIVO Yaia.
Yrépyovv avenapkeig TANPOPOPIES GYETIKA LE TNV EMOPACT TNG EUTPICITOUTIVIG KOL TNG
Tevoofipne ota veoyévvnta/Ppéen. Lvvenmg to Emtricitabine/Tenofovir disoproxil Krka d.d. dev
TPEMEL VAL YPNOYOTOLEITOL KOTA TNV S1dpKELR TOV ONAQGHOD.
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[pokeyévou va amopevyBei  petddoon tov 100 HIV oto Bpépog, cuvictdrat ot yovaikeg mov Louv pe
tov 16 HIV va, unv niélovv ta Bpéen tovg.

FCovipdnta

Agv vrapyovv draBéoipa dedopéva Yo Tov AvOp®TO GYETIKA LE TIC ENMMTMCELS TOV CLUVIVAGHLOD
eutplortapmivne/dicompo&ihikng tevoeoPipng. Meréteg e {ma dev katéder&av emPAaPeic eMATOOELC
™G EPTPICITATIVIG 1] TNG O1G0TPOEIMKG TEVOQORipNG O YOVILOTNTA.

4.7 Emdpdacsic 6TV IKAVOTNTO 001]YN61S KOL YEPLGHOV PN OVIIULATOV

Agv &govv mpaypatonom el HEAETEG GYETIKG LE TIC EMOPACELG OTNV IKOVOTNTA 031 YNONG KOl
YEPOUOV pnyovnudtev. Ev toutolg, Ta dropa tpémet vo evipuepwBoiy Ot Katd Tr S1ipKELl aymyNG
Ue gptpiottapmivn Ko S160mpo&Idikn tevoeofipn avapépbnke Lain.

4.8 Avem@Ounteg evépyseieg

IIepiAnyn Tov TPoik ac@AAELNC

O1 o ouyva avoeepBeioeg avemBouNTEG evépyeleg mov BempnOnkay SuVNTIKAOG 1 TOUVAS
oxeTILOUEVEG LLE TNV EUTPICITOUTIVI KOV TN Stcompo&ilikn Tevopofipn tav vavtia (12%) kot
ddppota (7%) o pa TuyooToUEVT KAVIKT LEAETT avoL T emtonpovong o evikeg (GS-01-934,
BA. mapdypago 5.1). To Tpopih ac@AAENG TG ELTPICITAUTIVIG Kot TNG S1G0TPOEIMKNG TEVOPORipNG
0TI GLUYKEKPLUEVT] LEAETN TV COUPMOVO LLE TNV TPOTYOVLEVT EUTELPIN LE OVTOVG TOVG TOPEYOVTES
otav o kaBévag yopnynnke pali pe dAAovg avTpeTPoiKovS TapayovTEs.

IIepiAnyn avemBdunTwV EVEPYELOV GE LOPON TTIVOKO

O1 avemBounteg evépyeteg ot omoieg OempnOniay TOLVAGYIGTOV SVVNTIKMOG GYETILOUEVES LE TN
d1o0mpo&IAKN TEVOPOPipN KoL TV EUTPIGITAUTIVY OO KMVIKEG LEAETEG KO OO TNV EUTELPiL LETA
Vv kukAoopia og acOeveig pe HIV-1 hoipmén kataypdapovtal otov Ilivaka 3, mo kdto, avd
KOTNYOPio OPYOVIKOD GUGTHLOTOC TOV COMATOG Kot cuyvotnTa eupavions. Evtog kabe katnyopiog
oLYVOTNTOG EULPAVIONG, Ol avemBOUNTEG eVEPYELE TapatiBevTon katd cepd Oivovsag coPfapotnTag.
O1 cuyvotnteg opifovtar wg oAl cvyvig (= 1/10), cvyvéc (= 1/100 g < 1/10), oy ocvyvéc (= 1/1.000
¢mg < 1/100) 1 ordvies (= 1/10.000 éwg < 1/1.000).

Mivaxag 3: Mepiinyn TOV avemBOUNTOV EVEPYELOV 6 HOPQT TIVOKO TOV GYETILOVTAL UE TN
droompolihki) TevoQofipn Ko TNV EUTPLOITAUTIVY] BACEL TOV KMVIKOV HEAETAV KOL TG
EUmELPIOG NETA TNV KVKAOQOpPia

Xuyvétnra | Eptprortaumivy | Awsompolriki] Tevoofipn
A10T0payES TOV QUUOTOINTIKOD KOL TOD ASUPLKOD GUGTHIUOTOG:

Suyvéc: ovdeTepomeVia

Oyt cuyvéc: avoupio?

A10T0POYES TOD OVOTOTOINTIKOD GUGTHUOTOG:

Xoyvég: | adkepyin avtidpoon |

Awozopayés tov uetoforionod kar tg Opéyng:

IToA cuyvéc: VIoPWo@aTalpio
Yuyvég: vrEpyAvKaio, vepTpryAvkeptdoipio

Oy ovyvég: vrokaAtopio!

Emiviec: YOAOKTIKN 0&€mon
Poy101pikes N10Tapoyés:

Xuyvéc: | aimvia, pm uctoloyikd dvetpa |

A10TOPaYES TOD VEVPIKOD CVOTHUATOS:

IToA cuyvéc: KEQPOAOAYiO &

Yuyvég: o KeQoAaAyio

A10T0paYES TOV YOTTPEVTEPIKOD:

IToA cuyvéc: | dudppota, vautio | Suappota, EUETOC, vauTial
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Toyvétnra Eptproitaumivy Awsompolriki] Tevo@ofipn
avéEnpéva emineda apvVAGONG
. ovHTEPTh UL B GVOHEVS TG . KOWOKO GAy0G, KOWMOKN dtdToon,
Yoyvéc: TOYKPEATIKAG OULAGONG, vENUEVLL .
eninedo Mmdong opov, EUETOG, HETEOPLOHOG
KOWMOKO GAY0G, SuoTeyio
Oyt ouyvéc: TOYKPEOTITION

A10T0p0YES TOV NIATOS KOL TWV YOANPOPOV:

ovEnpéva ETImedo AOTAPTIKNG
apwvotpavopepdons (AST) otov opd

Yvyvéc: Ko avénpuéva enineda avénuéva emimeda TPOVOAUVOCOV
AUVOTPOVOPEPACTG TNG GAOVIVIG
(ALT) otov opd, vmepyorepudptvantio

Ymoviec: NTATIKY GTEATMOGN, NTOTITION

A1azopayés 100 dEPUATOS KO TOV DITOIOPIOD LTTOD.

IToAb cuyvéc: e&avinuoa
KLOTIKO-QUGUAMIOTO e€avON e,
PAVKTOLV®OES EEGVOM UL,

.. KnAdoPratidndes e&hvOnua,

ZOXVES: eEavOnpua, kvnopods, kvidwon,
OTOYPOUATIGHOS TOV SEPLOTOS
(umeppeldyypooN)’

Oy cuyvéc: ayyeooidnuo’

Emoviec: ayy€10010M L0

A10T0payéS TOV LUDOTKEAETIKOD GVOTHIOTOS KA1 TOD GUVOETIKOD 10T0D.

avénuéva emineda Kvaong g

IToAd cuyvéc: Kpeaiviic

Oy cuyvéc: paBdopwdivon!, pikn advvopio!
00TEOHAANKIO (EKONADVETOL MG OGTIKO

Ymdvieg: GAyog kot cupPaAret oyt cuyvd og

katdypota) ', poonddeia!

A10TOPOYES TWV VEPPDV KOL TWV ODPOPOPLY 00MV:

Oy ovyvée:

avENUEVT KpeaTvivn, TpoTEIiVoLpia,
AgTovpyiKn| Statapoyr Tov £Yy0g
EOTEPAUEVOL COANVOPIOV
GLUTEPIAAUPAVOUEVOD TOV GUVIPOLLOV
Fanconi

Xmhviec:

veppikn averdpketo (o&eia ko
xpOVIR), o&elo GmANVAPLOKT VEKP®OT),
veppitda (cupmeptiappovopévng
o&elog diapeong veppitidag),
VEQPOYEVIG Amo10G SlofTng

L eviKés O1010payéS KO KATAOTATELS THS 000D YOPHYNONS:

IToAb cuyvéc:

eEaobévion

Xoyvég:

ovog, e€acbévion

I Avtn ) avem@Ountn evépyeta umopel va ELEAVIGTEL G GLVETELD TNG AEITOVPYIKNG StoTapaymg Tov eyyig
€0TEPOUEVOL SOATVaPiov. Agv Bempeitarl arTimddg oyeTilopevn pe  disompo&iiky tevopofipn otnv
TEPITTOOT| ATOVGIAG LTINS TG CVVONKNG.
2 Toyvi fiTov M avorpio Kot ToAD GLYVOG 0 OIOYPOUTIGHOC TOV SEpUaToC (auENUEVT vIEpUEAdyYp®OGT), OTOV N
guTplotapmiv yopnynonke o moudotpicovg aodeveis.
3 Avtq 1 ovem@OunTn evépyEla avoryvmpioTnKe HEGH TNG TapokoAovONoNG HET TNV KuKAOPOpio 0AAG Sev
TOPOTNPNONKE GE TUYOLOTOUNUEVES, ELEYYOUEVES KAMVIKES LEAETEC O EVIIAIKEG 1 08 KAWVIKEG pedéteg Ttov HIV yuo
TNV EPTPIOITOUTIVI GE TodLaTPIKoOG AoOEVEIG 1 GE TUYALOTONUEVEG KAMVIKEG LEAETEG 1] OTO SIELPVUEVO
TpoOypoppo Tpodcfacng ot disorpo&iiky tevoeofipn yia ™ diompo&idiky tevoeofipn. H katmyopia
oLYVOTNTOG EKTINONKE amd £vav GTATIOTIKO VITOAOYIGUO pe Béon To Guvolkd aptBud tov acbevav Tov giyov
ektebel otV gUTPIGITOUTIVI] GE TUYOOTTOMNUEVES KAVIKEG peAéTes (n = 1.563) 1 ot Sisompo&ilikn tevopofipn
G€ TUYOLOTONUEVEG ELEYYOUEVEG KAMVIKEG HEAETES KOl GTO S1ELPLUEVO TPOYpappo TpdcPoong (n = 7.319).

Ieprypaon emAeyuévav ovemQOUNT®V EVEPYELDV

Neoppixn ovolerrovpyio: Kabdc 1o Emtricitabine/Tenofovir disoproxil Krka d.d. propel va ntpokaiécet
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veppikn PAGPN cvvictdtal n oteV TapakoAovdnom g veppikng Aettovpyiog (BA. mapdypago 4.4). H
AELTOVPYIKY SLOTOPAY TOL EYYVG ECTEPAUEVOD COATVOPIOL YEVIKG EmADONKE I BeATiDONKE PETE 0d
N drekomn TG dtoompo&lkng tevopoBipne. Qo1600, oe opiopévous acbeveic pe HIV-1 Aoipmén, ot
pewwoelg oty kdbapon kpeatvivig dev emAVONKavV evieADS Tapd T SO TG SIGOTPOEIMKNG
tevopofipne. AcBeveic og kivduvo veepikng duciertovpyiog (OTmg achevelg e VEPPIKOVG TAPAYOVTEG
Kvouvou Katd v Evapén, tpoywpnuévn roipwén HIV 1 acbeveig mov Aapfdvovy tavtdypova
VEQPOTOEIKA POPLOKEVTIKA TPOIOVTQ) £X0VV 0LENUEVO KIVOUVO VO TOPOVGLAGOVY EAMTN VAKTN O
G VEQPIKNG AetTovpyiog Tapd tn dtokomn e dtoompo&ilikng tevopoBipng (BA. mapdypago 4.4).

Talaxtikn o&éwon: Exovv avaeepbei mepiotaticd yoloktikng o&émaong pe to tenofovir disoproxil mg
povoBepamneio 1 6 cLVOLAGUO [E AAA avTipeTpoikd. Ot acBevelg pe Tapdyovreg mpodiibeongs, OTwg
acOeveic pe PN avTippoTODUEVT] NTOTIKY VOGO 1 060gVEIS TOV AdpPBAVOUY TAVTOYPOVO POPLOKO TO
omoia etvol YvoTo 0Tl EAyOLV YAAAKTIKY 0EEMGN, daTpEyouy avénuévo Kivouvo eppdaviong Papidg
YoAOKTIKNG 0EEmong katd tn dudpkela e Oepaneiog pe tenofovir disoproxil, coumepiiappavousvov
Boavatneopwv exPfdoewv.

Meroforikés mopaouetpor: To copotikd Bapog kot ta eninedo Tmv Mmidiov Kot TG YAvkolng 6to aipo
evoéyeton va avEnBovv katd ) Sidprela g avTpeTpotiknig Beponeiog (BAEne Tapdypapo 4.4)

Zovopouo Eravepyomoinons tov Avooorointixod Zvotiuarog: Le acbeveig pe HIV Aoipwén pe cofapn
OVOGOAOYIKY| avemdipKeLlo evOEyeTan vo, epeaviotel, katd v Evapén g CART, pia Aeypovdrdng
avTidpOoN & ACLUTTOUATIKA 1) VITOAEIHOTIKG gukanplakd tafoyova. Avtodvoceg dtatapayss (Omwe
N vécog tov Graves Kot 1 0VTOdvooT NroTitidn) Exovv emiong avaeephel. QoTOG0, 0 AVOPEPOUEVOS
YXPOVOG EmG TNV EvapEn Vol TEPIGGOTEPO UETOPANTOG KOL OVTA TO, YEYOVOTO UTOPEL VoL Supfovv
TOALOVG PNveg petd v Evapén g Oepaneiog (PA. mapdypapo 4.4).

Ooteovéxpwon.: "Exovv avapepOel mepmtdoelg 06TEOVEKPOONG, Kupimg o€ acbeveig pe
AVOYVOPICLEVOLS YEVIKE TapAyovTES KIvOHVOoV, Tpoxwpnpévn Aoipmén HIV 1 poakpdg dibpketog

éxbeon oe CART. H ocvyvotta avtdv givol dyvootr (PA. mapdypago 4.4).

Houdratpikdc TAnBvoudc

H a&oroynon tov avembBountov evepyeumv mov oyetiovron pe v gprpiottapnivn Pacileron otnv
gumelpia omd Tpelg mandlotpikés peréteg (n = 169) o1ig onoieg TpmTo0EPATEVOUEVOL TOUSIATPIKOL
aoBeveic (n = 123) ko wondrarpikoi acOeveig mov eiyov AaPet tponyovpévag Bepaneia (n = 46),
niiog 4 unvov £oc 18 etav, ot onoiot giyav tposPindel amd tov 16 HIV, élafov eptpiortaunivy og
oLVOLAGHO pE BALOVS avTIPETPOiKOVG TopayovTes. EXTOg and Tig avemBounteg vépyeleg Tov
avagépinkav og eviaikeg, n avoaia (9,5%) kot 0 dSvoypopoTiopog tov déppatoc (31,8%)
TOPOVCIAGTIKAY GUYVOTEPO OTIC KAVIKEG SOKLUES O TS TPIKOVG acBeveis amd 6T o evidkeg (PA.
wapdypaeo 4.8, [lepiAnyn avemBOunNToV evepyEU®V GE HOPON TIVOKQ).

H a&oloynon tov avemBountov evepysidv tov oxetifovral pe ) Sicompo&ihikn| tevopofipn
BacileTon og dvo Tuyoomompéves dokpég (neréteg GS US 104 0321 kon GS US 104 0352) og 184
TadloTpikovg acbeveig (Mkiog 2 €mg < 18 e1mv) mov TposPAndniay and tov 10 HIV-1, o1 omoiot
Ehafav Oepameio pe Sicompo&ilikn tevopofipn (n = 93) i eikovikd/evepyd cuYKPITIKO Pdppako (n =
91) og cuVSLOGHO e AALOVG AVTIPETPOTKOVG TapdyovTes Yia 48 efdopndadeg (BA. mapdypapo 5.1). Ot
avemBounTec evépyeleg mov mopatnpnOnKay o€ madiatpikovg acbeveig mov EAapav Bepameia pe
Stoompo&ikn TevopoPipn fTav GOUPOVES Le EKEIVEG TTOL TTapATNPNOTKAY GE KAMVIKEG LEAETEG TNG
droompo&iiiknc tevopofipng o evihikeg (PBA. mapdypago 4.8 TlepiAnyn avemBountov evepysidv o
popen wivaxo Kot 5.1).

Mewwoeig g OII éxovv avapepbel oe mardiotpikovg acbeveis. e epnfouvg (NAkiog 12 émg < 18 etmv)
7oV TpocPAntnkav amd tov 10 HIV-1, o1 fabuoroyieg Z e OI1 mov mapatnpndnkay o€ dropo wov
Ehafov d160mpo&hkn TEvoeofipn NToV YoUNAOTEPEG amd eKEIVES TOL TAPATNPNONKAV GE ATOUO TTOV
Ehafoav ewovikd eappoko. Xe modid (nAwiog 2 éog 15 e1dv) mov TposPfAndnkav amd tov 10 HIV-1, ot
Babporoyieg Z tng OIT mov mapatnpnOnkav og dropa mov petéfnoay oe 160mpoSIAkn TeEvopoPipn
NTOV YOUNAOTEPEG OO EKEIVES TOV TAPOUTNPNONKAV GE GTOL TOV TOUPEUEIVOV GTO GYNLLOL TOVG TOV
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nepieiye otafovdivn 1 {idoPovdivn (BA. Tapaypdpovg 4.4 kot 5.1).

> perém GS US 104 0352, 89 maudiatpikoi acOeveig mov mposPfAndnikov arnd tov 16 HIV-1 pe
dwapeon naio 7 etav (evpog and 2 €wg 15 €tn) ektédnrov oe diconpolidikn tevoeofipn v didpeco
dtdotua 331 efdopddwv. Oktd omd Toug 89 acbeveis (9,0%) diékoyav To PAPLOKO TNG LEAETNG
AOYO veppikav avemBountov evepyeldv. [1évte acbeveig (5,6%) elyav epyaotnplord 0PILOTA TOV
NTOV KMVIKG GOUPBOTA PE KEVIPIKY VEQPIKT coinvaplomddeia, 4 ek Twv omoimv diEkoyav t Bepameio
pe dtoompo&ihikn tevopoPipn. Entd acBeveic lyov TIHEG EKTILMOUEVOD pLOLOD CTEPAUATIKNG
duydnong (GFR) petofd 70 kat 90 mL/min/1,73 m*. Amd avtovg Tovg acbsveic, 3 mapovciocav
KAVIKA onpovTikn peioon tov ektipopevov GFR kotd ™ didpkeia g Bepameiag, o omoiog
BeltioOdnie petd ™ dokomn g 0160TPo&IAMKNG TEVOPOPipnG.

Al g1d1koi TAnbvopoli

Arouo pe veppikn ovoiertovpyia: Kabmg 1 S160TpoEIMKT TEVOPOPipn HTopel Vo TPOKAAEGEL VEPPIKT
TOEIKATNTO, GUVICTATOL GTEVI TAPAKOAOVOT OGN TNG VEPPIKTG AELTOVPYING GE OTOLOVONTOTE EVIIAMKAL LUE
veppikn dvoiertovpyio mov AopPavel Emtricitabine/Tenofovir disoproxil Krka d.d. (BA.
wapaypdeovg 4.2, 4.4 ko 5.2). H yprion tov Emtricitabine/Tenofovir disoproxil Krka d.d. dgv
owVIoTATOL 68 GTOpO NAKIOG KAT® TV 18 eTdv e veppikn dvoiettovpyia (BA. Tapaypdpovg 4.2 Kot
4.4).

Aaobeveic ue ovvorapyovoo. HIV/HBV n HCV Aotuwén: To mpo@ik v avemBountov evepyeidv g
EUTPICITOUTIVIG Ko TNG O160TPOEIMKNG TEVOQORipNg o€ évav mepropiopévo apBud acBevov pe HIV
Aoipmén ot omoiot giyav cvvurdpyovcso HBV (n = 13) § HCV (n = 26) Aoipwén ot perétn
GS-01-934, ftov mopopolo e ovtd Tov Tapatnpininke oe acbeveic mov eiyov poivvlel amd tov 10
HIV yopic cuvurapyovca Aoipwén. Ev tovtoig, 6nmg Ba avapévovray yio avtdv tov TAnfuoud tov
acBevav, TapatnpnOnkav mo cvyva avénoeig tov AST kot ALT amd 611 670 yeviKd TANOuGuO pe
HIV Aoipwén.

E&apoeic nrotitidog peta w dioxoni s Oepameiog: Xe acheveig pe Aoipwén and tov 16 HBV,
TAPOVCIAGTIKE KAVIKY KO EPYOCTNPLOKY| £vOEIEn Nratitidag, pHetd ) dtakony| g Oepameiog (PA.
Tapdypaeo 4.4).

Avoopd mhavoloyodueveV avemBOUNTOV EVEPYELDV

H avagopd mBoavoroyodpeveov avemBopuntov evepyeldv HETA amd T YOPYNoT AdENG KuKAOPOopiag
TOV POPUOKEVTIKOV TPOTOVTOC glvan onpavtiky. Emitpénel ) cvveyn mopoakorobnon g oyéong
0PELOVG-KIVOUVOL TOV QOPLOKEVTIKOD TPOIOVTOG. ZNTEITOL 0Td TOVG EMOyYEALOTIES VYEING VAL
AVOPEPOVY OTTOLEGONTTOTE TOUVOAOYOVLEVES OVETBVUNTES EVEPYEIEG LEG® TOL €BVIKOD GLGTNLOTOG
avapopag mov avaypaestot oto [Hapdptmua V.

4.9 Ynagpoocoroyia

e mepintmon vrepdocoroyiag, To dtopo tpénel va mapakoiovdeitan yia evdeilels toEucotntog (PA.
Tapdypaeo 4.8) kot Tpémel va epapproleTal 1 cLVAONG VITOGTNPIKTIKY OYWYT, OTWS OTALTEITOL.

[Mocootd émwg 30% g d6ong TG epTpiottaumtivg kat tepinov 10% g d6ong g TeEvopoipng
pmopel vo amopokpuvOet e apodidlvon. Aev ivon yvooto €6v 1 EUTPICITOUTIVI 1] 1] TEVOQOPipn
popolv va amopakpuvlolv e TEPLTOVaiKy O1dAvGT).

5. OAPMAKOAOI'IKEX IAIOTHTEX

51 ®appokodvvopikég 1010TNTES

Dappoxobepamevtinn kaTnyopio: AVIukd Yo GUGTNLUOTIKY YPNoN, avTukd yuo ) Ogpaneio Tov HIV
roudéenv, suvdvacpol. Kwdwog ATC: JOSARO3
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Mnyoviopuog dpdong

H eptprortapmivn etvan voukheoodikd avdioyo tng kutidivng. H dicompo&ilikn tevopofipn
LETOTPEMETON in ViVo G€ TEVOPOPIpT, £va LOVOP®OGPOPIKO VOUKAEOGTIO10 (VOUKAEOTION0) OVAAOYO TNG
LOVOQ®GQOPIKNG 0devosivig. Toco 1 eptpicitapmivn 660 Kot 1 tevoeofipn epeoviovv
e&edkevpévn dpaon Evavtt Tov avlBpdmvov 100 g avocooverdpketog (HIV-1 ko HIV-2) kot tov
100 ¢ NroTitidag B.

H eptpiortapmivn ko n tevogofipn poceopviidvoviol and kuttaptkd Evivpa kot oynuatilovv
TPUPMOGPOPIKT EPTPICITAUTIVI KOl SIPOCQOPIKT TEVOPOPipn, avtictotya. Mehéteg in vitro £de1&av 0Tt
1660 M gurprottopnivi 66o Kot 1 TeEvoeofipn Hropodv va pocpopvimboldv mAnpwg dtav Bpickovrol
TOVTOYPOVA G€ GLVOLACUO LEGH oTa KUTTOPO. H Tpiomo@opikn utpiottaumivn Kot 1 SipmcpopIKT
TEVOPOBipN aVOGTEAAOVY OVTOY®VICTIKA TNV avASTpoPTn HeToypopdon tov HIV-1 pe amotéieospo tov
TEPUATIOUO TG 0AVcoL Tov DNA.

T6G0 1 TPLPWCEOPIKY| EUTPIGITAUTIVN OGO Kol 1 SLP®GPOPIKT TEVOeofipn elvan acbeveic avaotoeis
tv DNA molvpepac®dv tov OnAactik®dv Kot dev vanpée voeién yo to&ikdmra 6To Pitoyovoplo gite

in vitro gite in vivo.

AvTiikn dpooTIkOTNTO iR Vitro

[Mopotnpnnke GuVEPYIGTIKY OVTIKT OPAoN LE TO CLVOVAGUO EUTPICITAUTIVIG KoL TEVOPORIpNG
in vitro. IlopatnpnOnkay emmrpocBiTmg GUVEPYIOTIKEG EMOPACELS GE LEAETEG GUVOVOCLOV LE
OVOOTOAEIC TPOTEAGTG KA LLE VOUKAEOGLOKOVG KOt L1 VOVKAEOT1O1KOVG ovaoToreig tng HIV

OVACTPOPNG LETAYPAPACTG.
Aviom

In vitro: TlapatnpnOnKe avtoyn in vitro ka1 6€ oploUEVOLS 0lobeveic TpoofefAnuévoug and Tov 10
HIV-1 Ady® g avdmtuéng g petdaraéng M184V/I pe v eptpiortapmivn i g petdAiaéng K65R
pe v tevopoipn.

Ioi avBektikoi otV gupiottapmivn mov Epepav T petdAraén M184V/I, ppdvicayv dtuotovpovpevn
avtoyn ot Aappovdivn, oAl dratipnoav v evaichncia Tovg ot ddavosivn, ot otafovdivn,
otV TevopoPipn kat ot {idofovdivn. H petddhaén K65SR pnopei eniong va emheyel pe v
apmrokoBipn 1 ™ ddavosivn kol TpoKaiel LEW®UEVT EVOGONGIO GE AVTOVG TOVG TAPAYOVTEG TAEOV
g AapPoudivng, Tng epTpiottapmivig Kot g tevoeoPipng. H dicompo&idikn tevopofipn mpénet va
aropevyetan o€ acbeveig pe HIV-1 mov @éper v K65R petdiraén. Emimiéov, pio K70E
VROKOTAGTOCT TNV avaoTpoen petaypapdon HIV-1 éyel emdeyel amd v tevopoPipn kot odnyetl og
YOUNAOD EMITESOV HElOUEV evaicOnoio oty aurakafipn, oty euTpiottaumivn, ot AapBovdivn kot
otV tevopoPipn. [lepimtdoeig pe HIV-1 mov gppavifouv 3 N mepiocotepeg LeTOAAAEES TOV
oyetiCovral pe avaroya Bopdivng (TAMs) ko tepthappdvouy gite Ty M41L 1 ™ L210W petdAroén
NG aVACTPOPNG HETAYPUPAOTG EXESEIEAV PEIOLEV EvancONGia oTV oY@y HE S1IGOTPOEIAKN
TeEVOQOPipn.

In vivo — Oepareio tne Loiuwéng amo HIV-1: L pio TUYOOTOUUEVT] KAVIKT LEAETN OVOLYTNG
emonpavong (GS-01-934) oe npwrtobepamevdpevong e avTlpeTpoikn aywyn acbeveic, die&nyon
YovoTLTIKOG EAEYYOG G¢€ detypata mAdopatog HIV-1 and 6Aovg Toug acbeveic pe emPeforopévo
emineda HIV RNA > 400 avtiypago/mL v eBdoudada 48, 96 1| 144 1 katd ) oTiypn e npdmpng
SLOKOTNG TOL POPLUAKOV TNG LEAETNC.

Tnv epdopdda 144:

- H petdAragn M184V/I avartoydnke oe 2/19 (10,5%) detyporo mov avarddnkav amd acdeveic
GTNV OULAdO EUTPLOITOUTIVIG/O150TPOEIAMKT S TeEvopoPipnc/epafipéving kat o 10/29 (34,5%)
detypata mov avarvOnkay omd acbevelg otnv opdda AopiPovdivng/lidopovdivng/epafipéving
(tyun p < 0,05, dokpacio Fisher Exact ) omoia cuykpivetl tnv opddo
EUTPIOITOUTIVIG/ O160TPoEIMKTG TEVOQORipNg e TNV opdda AapBovdivne/Cidofovdivng o
0Aovg ToVG 060EVELS).
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- Kavévag 10 mov avarvbnke dev mepieiye v K65R 1 v K70E petdiiaén.

- Tovotvmikn avtoyn otnv epafipévin, pe kopiapyn v K103N petdAraln, e&eliynke o 16 o€
13/19 (68%) acBeveig oty opdda eptpiottapnivng/ditoonpoéilikng tevopofipng/epafipéving
Kot o€ 10 o€ 21/29 (72%) acbeveig oty opddo cHyKplong.

Khvikd dedouévo

e pio Toyoomompuévn KAvikn pnedétn avorytig emonuovong (GS-01-934), tpotobepomevopevor e
avTIPETPOiK” ayyn eviaikeg aoBeveic pe HIV-1 Aoipwén éhapav gite oynuo eptpiottapmivng,
Stoompo&ihikng tevopoBipns kan epafipéving (n = 255) wa gopd nuepnoing gite otabepd cuvdvLacUO
AapPovdivng kat {idofovdivng dHo popéc nuepnoing kot epafipévin pia eopd nuepncing (n = 254).
Ot acBeveig oty opdda gptpiottapumivng kot S160TpoEIAKNg TeEvopoPipng EAapov
gutpiottapmivn/diconpo&ilikn tevopofipn kot epafipévin amd v efdopdda 96 £mc v efdondda
144. Katd v évapén g Oepameiog, 6T TUYOIOTOMUEVEG OUADES TO. EMLTESNL

HIV-1 RNA nAédopatog (5,02 kat 5,00 logio avtiypaga/mL) kot o apBpodg kvttdpov CD4 (233 kot
241 kdrropo/mm?) frav Topdpota. To TpOTEVOV KATOAMKTIKO GNUEID OTOTEAEGUATIKOTITAC Y10, QUTH|
T peAéTn Nrav 1 enitevén kon 1 datpnor emPEPUIOUEVOV GUYKEVTIPDOEWDY

HIV-1 RNA <400 avtiypaga/mL yio 48 gfdopddes. Agutepedovoes avaADGELS OTOTEAEGUATIKOTITOG
ywo. 144 gBdopddec copnepiérafav to0 T060016 TV aclevov pe cuykevipmoels HIV-1 RNA <400 1
< 50 avtiypagpo/mL kot ™ petaforn tov apiBpod kuttdpwv CD4 and v Evapén g Oepamneiog.

Ta dedopéva 48 efSopAd®V Yo TO TPMOTEVOV KATAANKTIKO onpeio £de1&av Tt 0 GuVOILOCUOG
EUTPLOLTOUTIVIG, S160TPOEIMKNG TEVOPOPipne Kot epafipéving mapeiye avTuiKn AmOoTEAEGUATIKOTITO
OV VIEPTEPOVOE GE GVYKPLOT LE avTh amd 1o otafepd cuvovacud Aapifovdivng kot {idoPovdivng pe
gpafipévin omwg eaiveton otov [Mivaka 4. To dedopéva tov 144 gBdouddmv yio To devtepedov
KaTaANKTIKO onpeio mapovoidlovral emiong otov [livaka 4.

Iivakog 4: Agdopéva amotereopatikdoTnTos 48 kKon 144 gfoopadmv and ™ perétn GS-01-934
OTI|V 07010 1] EPTPLOITANTIVY, 1] Sto0TTPOSIAIKT) TEVOQOPipn Kot 1| epafrpévin yopnynOnkayv o
TpOTodEpATELONEVOVS NE AVTIPETPOIKT aymyN acOsveic pe HIV-1 hoipmén

GS-01-934 GS-01-934
Ogponcio 1o 48 efdopadeg Ogpancio 1o 144 gfdopdoeg
Emtricitabine+ Lamivudine+ Emtricitabine+ Lamivudine+
tenofovir zidovudine+ tenofovir zidovudine+
disoproxil + efavirenz disoproxil + efavirenz
efavirenz efavirenz *
HIV-1 RNA 84% (206/244) 73% (177/243) 71% (161/227) 58% (133/229)
<400 avtiypaga/mL (TLOVR)
TWn p 0,002** 0,004**
% dwpopd (95%CI) 11% (4% éwg 19%) 13% (4% €wg 22%)
HIV-1 RNA < 50 avtiypago/mL 80% (194/244) 70% (171/243) 64% (146/227) 56% (130/231)
(TLOVR)
TN p 0,021** 0,082**
% dwpopd (95%CI) 9% (2% £wg 17%) 8% (-1% €w¢ 17%)
Méon petafodrn ot pétpnon tov +190 +158 +312 +271
xuttapwv CD4 (khttopo/mm?)
amd Vv Evapén
TWH p 0,002 0,089
Awpopd (95%CI) 32 (9 émg 55) 41 (4 g 79)

*  Xe acbeveic mov ghdppavay eptpiortapnivn, Stsompo&ihikn tevoeofipn kot epafipévin d60nke
gptplortapmivy/Siconpo&idiky tevoeofipn kot epafipévin amd v efdopdada 96 £wg v efdopdda 144.

** H myn p Paciotnke ot dokipocio Cochran-Mantel-Haenszel otpopatomompévn yo tn p€tpnon tov
kuttdpwv CD4 katd v évopén.

TLOVR = Time to Loss of Virologic Response (Xpovog péypt v Andreia loAoyiknig Avtamdkpiong)

a: Aoxwoaocio Van Elteren

e pio tuyoomompévn KMvikn perétn (M02-418), 190 tpwtobepamevdpevol pe avTipeTpoikny aymyn
eviAMKeG EhaPav eutpiottapmivn Kot Steompo&IAk Tevo@ofipn pio eopd nuepNGing 6€ GLVILAGUO
pe domwvaPipn/prrovafipn pio 1 d0o opég nuepnsine. Tnv efdopdada 48 1o 70% tov acbevav ce
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oynua omwvafipng/prrovafipng pio popd nuepnoing kot 1o 64% tv acbevav oe oynua
romwvafipng/prrovafipng 600 popég nuepnoing katédeiEav HIV-1 RNA < 50 avtiypaeo/mL. Ot péoeg
netaforéc otov aptdud kuttdpov CD4 amd v évopén e Bepamnciog Nrav +185 kdTrapa/mm’ kot

+196 kvrrapa/mm’, avticTotya.

H mepropiopévn khvikn gpmepio amd acbeveig pe cvvomdpyovoa HIV kot HBV Aoipwén vrodnidvet
OTL 1| AY®YT| LE EUTPLOLTAUTIVI 1] S160TPOEIAIKT TEVOQORipN®mG cVVILACUEVT AVTIPETPOIKT Bepameia
v Tov €eyyo g HIV Aolpwéng, £xel g amotéleopa ™ peimon twv HBV DNA (peimon 3 logio 1
ueimon 4 £mc 5 logio, avtiotorya) (PA. mapdypago 4.4).

THoudratpikdc TAnBvoudc

H ac@dieio Kot 1 0moTEAEGLOTIKOTITA TOV GUVIVOCLOV EUTPICITAUTIVIG/OIGOTPOEINKNG
Tevoofipne o€ mad1d NAKiog Katw TV 12 eTdv dev £XovV TEKUN PLmOEL.

Ocporeio e HIV-1 Aoiuwlng otov moudiotpixo ninBoouo
Agv €yovv dievepyn el KAVIKEG LEAETEC LE TO GUVOVAGHO EPTPLOITOUTIVIG/OIGOTPOEIAKNG
evoofipng otov moudatpikd TAnfuopo pe HIV-1 Aoipmén.

H «Avikn amoteheoUaTIKOTNTO KOl 1] 0CQAAELL TOV GUVOVOGLOV EUTPIGITAUTIVIG/IIGOTPOEIAIKNG
TeEVoPOoRipng tekunpldOnKe amd PeEAETEG TOL JEVEPYNONKAV LE TNV EUTPIGITOUTIVY KO TN
S1o0mPo&IMKTY TEVOPOPipT OTOV YOPNYOUVTOL MG LEUOVMOUEVOL TAPAYOVTEG.

Meléreg ue sutpiortoumivi

e Bpéon ka1 wandid nAkiog ave Tov 4 unvav, n TAsoyneio Tov acdevay Tov EAafav
gutplortapmivn TETvye N dtatrpnoe AN P katactoAr] Tov HIV-1 RNA oto mhdopa yio 48 gfdopnddeg
(89% méTuyov <400 avriypapo/mL kot 77% wétvyxav < 50 avtiypogpo/mL).

Meléreg ue oroonpolidixn tevopoPipn

2t peré GS US 104 0321, 87 acBeveic, nhikiog 12 émg < 18 e1dv, mov glyav tpocPindel omd tov
10 HIV-1 xon giyov Aapel mponyovpévag Bepaneia, Elafayv Oepaneio pe diconpo&ilikn tevopofipn (n
=45) 1 ewovikd appoko (n = 42) og cuvOLAGUO pe Lo BedTioTomompévn viokeipevn Bepameio
(OBR) y10 48 Bdopades. Adym TV TEPLOPIGUMV TNG LEAETTS, Oev KaTadEl ONKE OPENOG TNG
S60mPOEIMKNG TEVOPORipNG 6€ oyéon e To IKOVIKO papuako e Bdon to exinedo HIV-1 RNA ot0
mAdopo v efdopdda 24. Qotdco, avapévetar OPEA0S Yo Tov €pnPikd TAnBvoud Pdoet g
TOPEKTOGNG TOV OESOUEVOV EVIMKOV KOL TOV CUYKPITIKOV 060 UEVODV QUPUAKOKIVITIKAG (BA.
TapAypopo 5.2).

e acbeveic mov ElaPav Bepoameia e S160TPoEIAKT TEVOQORipT 1 EIKOVIKO QAPLOKO, 1| LECT)
Babporoyia Z g OIT ocpuikng poipag frav -1,004 ko -0,809, kot 1 péomn Pabuporoyia Z g OI1
0AOKAN POV TOV o paTog Tay -0,866 kot -0,584, avtictoyyo, katd v Evapén g perénc. Ot péoeg
petaforég tnv efdopdda 48 (téhog tng SITANG TVEANG Pdong) nrav -0,215 kan -0,165 ot Pabporoyio
Z ¢ OII oopuikng poipag, kot -0,254 ko -0,179 o Badporoyio Z e OIT oAdKANPOL TOV GOUATOC
Y10l TIG ORLASES TNG SLGOTPOEIMKNG TEVOPORIPNG Kol TOL EIKOVIKOD QUpHAKOL, avtioTtolyo. O PHécog
pLOudS avénong g OIT rav pikpdTEPOg GTNV ORAdA TG SIo0TPOEIAKNG TEVOPOPipnc o€ cVYKpLIoN
LE TNV Opada, TOV €1KOVIKOD Qoppakov. Tnv efdopdada 48, €61 épnpot T opddag T SGomPOEIMKNG
TevoPofipng kot £vag enPog g opddag TOV EIKOVIKOD QOPUAKOL glxov onuovTiky omdAieto OIT
06QLIKN ¢ poipag (opiletar mg andAge > 4%). Xtovg 28 acbeveig mov EhaPav Bepaneio 96 efdopddwv
e droompo&iiikn tevopofipn, ot fabuoroyieg Z g OIT peiwbnkav katd -0,341 yio v 06QLIKT
poipa Kot Kotd -0,458 yio oAOKANPO TO GO

2 perén GS US 104 0352, 97 aoBeveic mov giyav AaPet mponyovuévemg Bepameia, nAuciog 2 £mg
< 12 e1®v pe otabepn, 10AOYIKY KOTAUGTOAN AaUPAvovTog BEpOTEVTIKG GYNLLOTO TTOV TEPLET OV
otoPovdivn 1 {dofovdivn, TuyatomomOnKay EITE Y0 AVTIKOTAGTAGT TG 0TOPOLSIVING 1} TNG
{idoPovdivng pe dioonpolidikn tevoeofipn (n = 48) gite yio cuvéyion Tov apykol Bepamevticod
oyuatods toug (n = 49) ya 48 gfdopddec. Tnv efdopdda 48, 83% twv acBevdv otnv opdda
Oepaneiog g dtoompo&ilikng tevopofipng kot 92% twv acBevdv oty opdda Bepameiog g
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otoPovdivne 1 g LidoPovdivng elyav cuykevipwoeig HIV-1 RNA < 400 avtiypapo/mL. H dtapopd
otV avoloyio Tov acdevav tov dathpnoay < 400 avtiypaga/mL v efdoudda 48 ennpedotke
Kuplog amd Tov VYNAOTEPO ap1lBpd dtakomdv oty opdda Bepaneiog e Sitoompo&Aikng tevopofipng.
Orav e&apédniay ta dedopéva mov Edewnav, 91% twv acBevov g opddag Bepameiog g
droompo&ihikng Tevopofipng kat 94% tov acBevav g opddas Bepameiog g otafovdivng 1 e
GdoPovdivng eiyav ovykevipmoeic HIV-1 RNA < 400 avtiypaeo/mL v efdopdda 48.

"Exovv avagepbei perwoeig g Ol og mondratpucong acbeveic. e acbeveig mov Ehafav Bepamneio pe
droompo&ihikn tevopoPipn 1 otapovdivn | (idofovdivn, N uéon Baduoroyia Z g OIT oopviknig
poipag nov -1,034 ko -0,498, ko n péon Babporoyio Z g OIT 0AOKANPOL TOV GMOUOTOG

ntav -0,471 ko -0,386, avtictoyya, katd v Evapén g perétng. H péon petafoin v efdoundda 48
(téhog g TuyooToMuUEVN S Paonc) frtav 0,032 kot 0,087 ot Babuoroyia Z g OIT oopuiknig poipog
xa -0,184 ko -0,027 ot Pabporoyia Z g OIT oAGKANPOL TOV GOWTOG Y10 TIG OUAOES TNG
dtoompo&ihiknc tevopofipne kot ¢ otafovdivng 1 e {idoPovdivng, avtiotorya. O pécog puOudg
avEnong 0oT®V TNG 0GPLIKNG poipag TV efdopdada 48 NTav Tapdpotog peta&d g opddag Bepameiog
¢ d150mpo&Mkng TevoeoPiprg kat tng opddag Oepaneiog tng otafovdiving 1| g LidboPovdivng. H
avENoT 06TAOV OAOKAT POV TOV GAOUNTOC TV UIKPOTEPN OTNV OUGda Bepameiog TG S160TPOEIMKNG
tevopofipng o cuykpion pe v opdda Bepameiog tng otafovdivng 1 g Gdofovdivng. ‘Eva dtopo
nov £hofe Oepameia pe dicompo&ihkn tevopofipn Kot Kavéva dtopo mov EAafe Oepameio pe
otafovdivn 1 {idoPovdivn tapovsiace onpaviikn (> 4%) andieio OIT ooguiknig poipoag v
efdopdda 48. Or Babuporoyies Z g OIT peiddnkoav katd -0,012 yio v oceuikn poipa Kot

katd -0,338 y1o oOAOKANPO TO GOWA 6T0 64 ATopa oV EAaPav dieompo&Aikn TEvopoPipn Yo

96 gfdopadec. Ot Pabduoroyieg Z g OII dev crabuiotnKov g Tpog To VYOG Kot T0 Bapog.

2t perém GS US 104 0352, 8 and tovg 89 mardiatpikovg acbeveis (9,0%) mov extébniayv o€
Stoompo&hikn tevopoPipn dékoyov To PAPUOKO TNG LEAETNG AOY® VEPPIKDV avemBOUNTOV
evepyewmv. [1évte acBeveig (5,6%) eiyav epyaotnplokd evpnpata Tov oy KAk copfatd e
KEVIPIKY| VEPPIKT SOANVaplonddeia, 4 ek tv onoiwv diékoyav ) Oepameio e S160TPoEIAKN
tevopofipn (diapeon éxbeom g dicompo&ihkn tevopofipn 331 efSopdde).

5.2 ®oppoxokivnTiKEg 1010TNTES

Amoppoéonon

H Puoicodvvapio evog emikolvppévon pe Aemtd LUEVIO S10KIOV ERTPICITOUTIVIG/SIGOTPOEIMKN G
tevoofipng pe £va okANPpO Koy dkio gptprortoutiviig 200 mg Kot Evo ETKOAVUUEVO LE AETTTO DUEVIO
dokio d160mpo&iMkng TevopoPipng 245 mg anedeiydn petd amd yopnynon epamos 666G o€ VIIOTIKA
VYU dTopa. MeTd TV and GTOUATOG YOPNYNON ERTPIOITAUTIVIG/OIGOTPOEIMKTS TEVOPOPipNcoe vy
GTONO, 1) EUTPLOITOUTIVY KoL 1) S1G0TPOEIMKT TEVOPORipN ATOppOP®VTAL TOYEMS Kot 1) S1GOTPOEIMKT
tevopofipnuetatpéneton o tevoPofipn. Ot LEYIGTEC GUYKEVIPMGELS TNG EULTPICITAUTIVIG KoL TNG
tevopofipng otov 0pd mapotnpovvtal viog 0,5-3,0 wpdv petd amd ™ yopnynomn g d0ong o
katdotaon vnoteiag. H yoprynon eptpiottapmivng/diconpo&ihkng tevoeoPipng poli pe tpoen eiye
®G OMOTEAEC O KAOVGTEPN O TEPITOV TPV TETAPTAOV TNG DPUS GTNV EMITELEN TN UEYIGTNG
ovyKEVTP®OnNG TevoeoPipng kat avénon twv AUC kot Cmax TG TEVOQORipNG Kotd mepimov 35% Ko
15%, avtictoya, 6Tav 0 cLVIVAGHOG YopNYNONKE pall pe YELLLO VYNANG TEPIEKTIKOTNTAG GE Amapd 1
LE EAAPPD YEVUA, GE GUYKPLOT UE TN YOPIYNOT TOV G€ KOTAoTaon ynoteiog. [Ipokeipévon va
BeltiotomomBel | amoppdenomn g tevoeofipng, cuviotdtor To Emtricitabine/Tenofovir disoproxil
Krka d.d. va AapBaveton katd mpotiunon padi pe tpoen.

Kotovoun

Metd and evOo@AEPLa yopnyNon 0 GYKOG KOTAVOLNG TG ERTPICITOUTIVIG Kot TNG TEVOPOPipng ftav
nepinov ota 1,4 L/kg ka1 800 mL/kg, avtictotryo. Metd v amd 6TOLOTOS XOPNYNON ELTPLGITOUTIVIG
1N dtoomPo&IAIKNG TEVOPOPIPNG, 1 ENLTPIGLTOUTIVI Kot 1) TEVOPORipN KaTavERoVTol EVPEMS GE OAO TO
oopa. H in vitro ochvdeon g eptpiottapnivng He Tig TpOTEIVES ToV avOpdOTIVOL TAAGLOTOG NTaY

< 4% ko ave&aptnn G cvYKEVTpOONG Yo €0pog 0,02-200 pg/mL. H in vitro covdeon g
TeEVOPOPipNg L TIg TPOTEIVEG TOV TAAGUATOG 1| TOL 0po¥ NTav < 0,7 ka1 7,2%, avTiotoiywe, o €0pog
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OLYKEVTPOGEWV TEVOQOPiprg and 0,01 €wg 25 pg/mL.

Blougtaoynuotiopnodg

O petafoMopOg TG EUTPICITOUTIVIG Elvar TEPLOPIGUEVOS. O PLOUETAGYNUATIGUOG TNG
gutprortapmivng meptiapfavel Ty o&elidwon tov daktuAiov Twv BEOA®VY Kol TO GYNUATICUO TOV
3'-sulfoxide dwnotepeopepmv (epimov t0 9% g 660mMC) Kat T o0LevEn e YAvKovpoviKo 0&D Yo vol
oynuotiotel 1o 2'-O-yAvkovpovidio (mepinov to 4% tng 660mG). Xe LeAETeS in vitro SlmoTddnKe 0T
ov1e 1 droompo&idikn TevopoPipn ovte 1 tevoofipn arotelodv vrdoTpopo Tav evidpmv CYP450.
Ovte N gurpiottaumivn ovte 1 TeEvoPofipn avésTe oy in Vitro T0 PETAROMOUO POPUAK®OV TOV
Swapecorafeitarl and OAES TIg KOPLEG 1I60HOPPEG ToL avBpmmivov CYP450 ov cuppetéyovv 6to
Bropetaoynpaticpd eapudkmv. Exiong, n eptpiottapnivn dev avéoteile v
0VPOVO-5"-01POCPOYAVKOVPOVUAIKY| TPpaVGPEPGOT, TO £viuLo TTov givar vevBuvo Yo ™)
YAVKOVpOVISimON.

Amofoln

H eptprorrapmivn amekkpivetol TpoTapyikd LEG® TOV VEQPPAOV e TANPT OVAKTNON TG 000G VoL
eMTVYYAvETOL ot 0Vpa (Tepimov to 86%) kat ota kompava (tepimov to 14%). To 13% g d6oMg g
EUTPIOITOUTIVIG ovaKTONKE GTOL 0VPOL pLE TN HOPOT| TPIDV peTafoitav. O Hécog 6pog TG
CLOTNHOTIKNG KABapons ¢ eptpiottapnivng ftav 307 mL/min. Metd v and o1ép0TOG YOPIYNoN, O
xpOvog nuicetog {ong yio T amofoAn g eptTpicttapmivig ftay tepitov 10 dpeg.

H tevopoPipn amexkpiveror kupimg HEG® TV VEPPOV 1060 PEcm d1BNomNg 660 Kot LEG® EVOG
EVEPYOL GLGTILOTOG COANVAPIOKNG HETAPOPES e Tepimov 70-80% tng dOomg vo amekkpiveTal
apetdfAn ota ovpa petd amd evooPAEPia yopnynon. O pécog 6pog g eovopevng kébapong e
tevopofipng nrav mepimov 307 mL/min. H veppikn kaBapon £xel vmohoyichel nepimov otal

210 mL/min, mov givon TE€pav Tov pLOULOV oTEPApATIKNG d1ONONG. AVTO LTOSEIKVIEL OTL 1| EVEPYOG
COMVOPLOKT ATEKKPLOT) OTOTELEL CNUOVTIKO LEPOG TG OMEKKPLOTG TG TEVOQOPipng. Metd tnv amd
GTOLOTOC YOPTYNOM, 0 YPpdvog Nuicelag {ong Yo v amofoin g tevoeofipng Ntav mepimov 12 émg
18 dpec.

Hluxopévol

Agv €yovv mpoypatomomOel apUOKOKIVITIKEG HEAETEG LLE EUTPIOITAUTIVI ) TEVOPOSipN
(xopnyoduevn o¢ disompo&ilikn TevopoPipn) o€ NAMKIOUEVOLE (NAIKING TAV® 0o 65 €TMV).

[OLIYN6)

H poppoxokivn ik g epTpiottapmivn kot tng tevoeofipng ivar mapopole o€ Avopeg Kol o€
yovaikeg acbeveic.

Efvucodmra
Agv €yet evtomofel KAMVIKA OMUOVTIKY O10(pOPOTOiINoT TN QAPLAKOKIVIITIKI] OGOV apopa TNV
€0vIKOTNTO Y10 TNV EPTPIOITOUTIVY. AgV Eyovv HELETNOEL EIGIKMG O1 POPLOKOKIVITIKES 1O1OTNTEC TNG

tevoofipng (xopnyovpevn og dieompo&ihikn| Tevopofipn) o€ S10popeTikég BVOTIKES OUADES.

Toudratpikodc TAnHvouoe

Agv €ovv TpoyuaTomonOel papUAKOKIVITIKEG LEAETEG LE EUTPLOITAUTIVI/OIGOTPOEIAKTY TEVOPOPipn
og oudld Ko eprfovg (Mhkiag kdtm tov 18 e1dv). A&loloyndnke n PopLOKOKIVITIKN OE
otobepomoinuévn katdotaon e tevoeofipng oe 8 eprifovg acbeveic pe HIV-1 doipmén (niwiog

12 éw¢ < 18 etddv) pe copatikd Papog> 35 kg kot og 23 madid pe HIV-1 holpmén niwiog

2 éw¢ < 12 erwv. H €kBeom otnv 1evopoPipn mov emitedydnke g avtovg ToVg TodaTpikos acheveis
7oV eEAGUPoavay amd GTONATOC NUEPTOLEG BOGEIS SIGOTPOEIMKNG TEVOPOPipng 245 mg 1| d160mpo&IAikn
tevopofipn 6,5 mg/kg copatikod Bapovg Emg tn péyiotn d6on 245 mg ftav mapdpota e v Ekbeon
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o€ EVIIAIKEG TOL EAGUPovay epamaé nuepnoleg 006elg d160TPoEIMKNG TEVOQOPipng 245 mg. Agv égovv
TPOYUOTOTOMOEL POPUAKOKIVITIKEG LEAETES [LE O160TTPOEIMKT TEVOQORipN 6€ TadId KATM TMV

2 e1®v. ['evikd, 1 QOPLOKOKIVITIKY TNG EUTPICITANTIVIG o€ Bpépn, Tandid Kot eprfovg (MAkiag amd

4 unvov g 18 etdv) elvon Tapdowa pe avT TV EVIAIK®V.

Neppikn dvochettovpyio

[Tepropropéva poppokokvnTikd dedopéva givor S100€G1La Yo TNV EPTPICITAUTIVY KoL TV TEVOPOPipN
UETE OO GLYXOPNYNOT] TOV LEUOVOUEVOV CKEVUCUATOV 1] MG GUVOVOGUOG
gutplortapmivne/dicompo&ihkng tevoeoPipng oe acbeveig e veppikn dvoiettovpyia. Ot
QOPLUKOKIVNTIKEG TTOPALETPOL TPOGIOPICTNKAV KUPIMG LETA TN XOPNyNoN EPATOE dOGEWDY
gutplortapmivng 200 mg M dioompo&idikng tevopoPipng 245 mg oe dtopa yopic HIV Aoipmén ko pe
duapopo Padud veppikng duvorettovpyiog. O Pabuodg tng veppikng duciettovpyiag TpocdlopioTnKe
Kot TV Evapn ooupava pe v kdbapon kpeatvivig (CrCl) (pucstoroyikn veppikr Asttovpyia Ot
CrCl > 80 mL/min, nma dvciertovpyia pe CrCl = 50-79 mL/min, pétpio SucAertovpyio pe

CrCl = 30-49 mL/min ko1 coPapn dvciettovpyia pe CrCl = 10-29 mL/min).

H péon éxBeon oy gptpiortapnivy (%oCV) avEnbnke and 12 (25%) pgeh/mL oe dropa pe
@LO10AOYIKT VEQPIKN Aettovpyia, o€ 20 (6%) ugeh/mL, 25 (23%) pgeh/mL ko 34 (6%) pgeh/mL, ce
dropa pe Mo, pETPLa Ko coPapn veppikn duciettovpyia, avtiototyo. H péomn £kBeon o tevopofipn
(%CV) avénbnke amo 2.185 (12%) ngeh/mL o€ dtopa [Le pLUGIOAOYIKN VEQPPIKN Agttovpyia, o€

3.064 (30%) ngeh/mL, 6.009 (42%) ngeh/mL ko 15.985 (45%) ngeh/mL, ce dropa pe nmo, pérpia
Kot coPapn veppikn ducAettovpyia, avticToLya.

H a6énon 1ov 060A0Y1K00 HEGOSOGTATOS Y10 TO GUVOVAGHO EUTPICITAUTIVIG/IICOTPOEIAIKNG
tevopofipng oe acBeveig pe HIV-1 holpmén pe pétpro veppikn SuGAEITOVPYIo OVOLUEVETOL VOL EYEL G
OTOTELEGLLOL VYNAOTEPEG PEYIOTEG CLYKEVIPADOELS GTO TAAGHO KOl YOUUNAOTEPQ EMITEDA Crnin GE
oVLYKplon Ue acBevelg pe PUOIOAOYIKY VEQPIKN Agttovpyio. Xe GTOUN LE VEPPIKT] VOGO TEAKOV
ot0diov (NNTZE) mov yperdlovtar atplodidAvon, Heta&d Tov cuvedplidv dtdAveng 1 ékbeon oto
QApLOKO aLENONKE oNUAVTIKA evTOg 72 wpdv gTavovtag ta 53 (19%) pgeh/mL eptpiortapmivng, Ko
evtog 48 mpav etavovtag ta 42.857 (29%) ngeh/mL tevopofiprg.

Mio pikpn) kKhvikn pedétn o1e&nyn yuo v ektipnon g ac@dAElg, TNG AVTIKNG dPACTIKOTNTOG KOl
NG PUPUAKOKIVIITIKNG TNG O160TPOEIMKNG TEVOPOPIPTG GE GUVOVAGUO LIE TNV EPTPICITOUTIVI G
aocBeveic pe HIV Aoipwén pe veppikn duciettovpyio. Mio vroopdda acbevav pe kabopon
Kkpeatvivng peta&d 50 ko 60 mL/min kotd v Evapén, ot oroiol eAduPavay epdmal 66om
nuepnoiog, eiyav 2-4 popég peyarvtepn £kBeon oty tevo@ofipn Kot ETOEIVOON TNG VEPPIKNG
Agttovpyloc.

H poppoxokivn ik g epTpiottapmivig Kot tng TevopoPipng (xopnyovuevn og Stcompo&iiikn
tevopofipn) o€ modatpikovg acheveic pe veppikn dvoieitovpyio dev £xel peietndei. Agv vdpyovv

Swbéoipa dedopéva yio va Yivouv cuoeTdcelg Yo T docoroyia (BA. Tapaypdeovg 4.2 kot 4.4).

Hratikn dvciettovpyio

H @oppokokivn ik Tov GuvovaoUoD EUTPLCITAUTIVIG/d160TpoEIAKNC Tevo@ofipng dev £xet peretnOet
o€ aoBeveic e nratikn dusAsrtovpyia.

H poppoxokivntikn g eptpiottapmivn dev £xel peketnOei oe acbeveig yopic HBV Aoipmén kot
mowkilovg Babpovc nratiknig avendpkeag. I'evikd, 1 opULOKOKIVNTIKY TNG ERTPICITOUTIVY OE
aoBeveic pe HBV Lolpuwén NTov mopdpote pe aut TV vyidv oTopov Kot Tov acbevav e HIV
AolH@EN.

e acbeveic yopig HIV Moipmén pe mokidov fabuov nratiky Susiettovpyio, xopnynonke pdamaé
d0om 245 mg diconpoliiikng tevopoBipncovppava pe v katdroln Child-Pugh-Turcotte (CPT). H
QOPLOKOKIVITIKT TNG TEVOQOPipTg dev LeTafANnOnKe onpovTikG 6€ ATOO, LLE NIATIKT SLGAELTOVPYiaL,
VTOdNA®VOVTAG OTL 6Ta dTopa oVTA dev amarteitol Tposappoyn e doone. Ot péoeg Tipég (%oCV)
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Crax Kot AUCo- g TEVOQOPipNg NTav 223 (34,8%) ng/mL ko 2.050 (50,8%) ngeh/mL, avtictoyo,
0€ PUGLOAOYIKG ATONO GE GUYKPLoT [e TS TIHEG 289 (46,0%) ng/mL kot 2.310 (43,5%) ngeh/mL o¢
acBeveic pe pétpa nrotikn dvoiettovpyia kat 305 (24,8%) ng/mL ko 2.740 (44,0%) ngeh/mL og
acbBeveic pe coPfapn nratikny duciertovpyia.

5.3 Ipoxhvikd dgdopéva yio TNV a6@drero.

Epzproiroumivy: To pn KAvid 0e00pEVOL OYETIKA [LE TNV ERTPICITOUTIVI] OEV ATTOKOAVTTOVV 13101TEPO
Kivouvo yio tov avBpomo pe faor Tig cLUPTIKEG LEAETEC POPUOKOAOYIKNG AGPAAELNC, TOEIKOTNTAG
emovaAappavopeveov 666emV, YoOVoToEIKOTNTAG, EVOEXOUEVNC KAPKIVOYOHVOL dpAomg Kol TOEIKOTNTOG
OTNV OVOTOPAYMYIKH IKUVOTNTO Kot avamTTuén.

Aoorpociiikn tevopofipn: O un KMVIKEG LEAETEG POPLOKOAOYIKNG AGPAAELNG GYETIKA LE TN
d1o0mpo&IAkn TevopoPipn dev amokoAldTToOVV 1810iTEPO Kivduvo yio Tov avOpwmo. Ta svpiuata Tov
TapaTnPRONKav o peAéteg ToEIKOTNTOG ETAVOLOUPOVOLEVOV SOGEWV GE 0POVPAIOVS, GE GKOAOVS KOl
oe minKovg o€ emimeda £xbeong peyolvtepa and 1 oo pe To kKhMvikd enimeda Exbeong kot pe
EVOEYOLEVT] GYECN UE TNV KALVIKT YPTON, CUUTEPIAAUPEAVOVY VEPPIKT| KOl 0GTIKT TOEIKOTITA Kot
peimon ot ovyKévipworn eocedpov 0poY. H ootikn ToEucodtnta Stoyvaobnke g ooteooAaKiol
(mibnkor) ko petopévn OIT (apovpaiot kot okOAoL). H 00Tk T0EIKOTNTO GE VEAPOVG EVAMKES
apovpaiovs Kot GKOAOVE TOPOVCLAGTNKE G eKOECES > 5 popéc TV £kbeon og TodlaTpkos 1
eviiMkeg acBevels. Ootikn To&kdTNTo TOPOVCLAGTNKE GE VEAPOVS LOAVGLLEVOLS TTBNKOVG GE TOAD
VYNAEG exBécelg petd amd vrodopa xopnynon (= 40 gopég v €kbeon o€ acbeveis). Ta evprjpata
TOV LEAETMV GTOLS 0POLPAIOVE KAl GTOVG TONKOVG E6E1EAV PUPUAKOEEAPTMUEVT HEI®OT TNG
EVIEPIKTG OTOPPOPTONG TOV POSPOPOL L Thav devtepoyevn peiwon g OIL

MeAéteg YovoToEKOTN TG KATESEENY OETIKA OMOTEAEGLATO GTNV i Vitro SOKLLOGTO AEUPDUATOG
TOVTIKOD, OUQIPOAN OTOTEAEGLOTO OE £Va OO TO, GTEAEYT OV XPNOLOTOONKay 6T doKIacio
Ames, kot o OeTikd amoteléopata ot dokipacio UDS o€ mpmtoyevi) nTatokhTTape apovpaiov.
061660, TO ATOTEAEGLLOTO TTAV OPVNTIKG GE LLOL i1 VIVo SOKIUOGIO, LKPOTTUPAVOV LDEAOD TOV 0GTMV
TOVTIKOD.

Meléteg KapKIvoyEVESNG LE At GTOUATOG YOPNYNON G 0POVPAIOVG Kol TOVTIKOVS €010V LOVO
YOLNAT GLXVOTNTO ELPAVIONG GYK®OV TOV d®IEKASAKTOAOL o€ VIEPPoikd VYNAT OO GE TOVTUKOVE.
Avtoi ot 6ykot givar amiBavo va oyetilovtar pe tov dvBpmmo.

Meléteg TOEIKOTNTOG TNV OVATOPOY®YIKT IKOVOTNTO GE aPOoVPOiong Kot KOUVEALL OgV KOTESEEQVY
Kopio exidpooT OTIG TOPAUETPOVG TOV (EVYAPDOTOG, TG YOVILOTITAG, TNG KUNGONG 1 OTIG EUPPLiKég
TapapéTpous. 2otd6c0, 1 dStoompoldikn tevoeofipn pelwoe To deiktn Prwootntag Kot to Papog twv
KOVTOPLDV G€ L0l TEPL- KOl LETAYEVVNTIKY LEAETN TOEIKOTNTAG GE SOGELG TOEIKEG Yo TN UNTEPAL.

2ovovaouog sutpioitoumivyg kai o16ompolidikng evopofipns: Meléteg YovoTo&ikodTnTaS Kot
TOEIKOTNTOG EMOVAAAUPAVOLEV®V BOCEMV SLAPKELNG EVOG UNVOG 1] AYOTEPO LE TO GLVOVAGUO CVTMV
TV 000 GLOTATIKAOV OgV £0€1EAV EMOEIVOOT) TV TOEIKOAOYIK®V EMOPACEDV GE GUYKPLON UE LEAETES
LLE TOL LELOVOUEVO, GUGTOTIKA.

6. @®APMAKEYTIKEX IAHPO®OPIEX
6.1 Katdloyog ekdoywv

ITvpivac dickiov

[polehativomompévo apvlo
Koppedholn vatpiodyog diaotavpoduevn
Movoiddpikn Aaxtdln
Mikpokpuotarikn Kuttapivn

Natplo 6TEATVAOPOVLLOPIKO

Yreatikd 050

33



Emkdloyn Aentod vueviov

Yrpopelholn 5 cP

Tiraviov dwo&eidwo (E171)
IToAvaiBuievoylvkoin

Adxa apythovyov wdtkokappiviov (E132)

6.2 AocvpPototnreg

Agv gpappoletot.

6.3 Awdpxkero Long

3 ypovia

Atdpketo, {ONG LETE TO TPAOTO AVOLYLLO, TNG PLAANG: 2 UAVEC.

6.4 Idwitepes mPpo@UAAEELS KOTA TN QUANEN TOV TPOTIOVTOS

1o 1ig ovokrevaoies KOWEANS

Mn evrdooete og Beppokpacio peyarvtepn twv 30°C.

DuAAGCETE OTNV 0PYIKT CLOKEVOGTO KOWEANG Y10l VO, TPOGTATEVETAL OO TNV VYPUCI KoL TO POC.
DiaAy HDPE

Mn pvidooete og Oeppokpacio peyardtepn tov 30°C.

Awnpeite T ELIAN KOAG KAEIGHEVT Y10 VO TPOGTATEVETAL OO TV VYPUGIO KOl TO QOC.

6.5 ®Von Ko GVGTATIKG TOVL TEPLEKTN

2VOKEVOTIES KOWEANG

Koyéhec OPA/Alu/PE+DES/ - Alovpivio.

Meyétn ocvokevaociog: 28 x 1 kot 84 emicodlvppéva pe Aemtd vpévio diokia.

iy HDPE

DA and vynAng mokvotntag ToAvobvAiévio (HDPE) e 1d1k6 ndpa aceoaieiog yio moidd ond
TOAVTPOTVAEVIO LE OPVYPAVTIKO YEANG TTUPLTIOV.

Meyébn cvokevaoiog: 30 emkaivppéva pe Aemtd vpévio diokia (1x30) kot 90 emucaioppéva pe Aemtd
vpévio dokia (3x30).

Mmropel va unv KokAo@opoOVv OAEG 01 GUGKELUGIEG.

6.6 Idwitepeg TPOPVAGEELS ATOPPLYNG

Kda0e axpnoyorointo Qoppokentikd Tpoiov 1 VITOAELLN TPETEL VO ATOPPITTETOL COUP®VO. LIE TIG
KaTé TOTOVG LOYVOVCEG OYETIKESG O10TAEELS.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

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

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAXZ
2VOKEVOTIES KOWEANG

28 x 1 emaAvppévo pe Aemtd vuévio diokio: EU/1/17/1182/001
84 emkaivppéva pe Aemtd vuévio dtokia: EU/1/17/1182/003
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Diain
30 emkodloppéva pe Aemtd vuévio dwokio: EU/1/17/1182/002
90 (3 x 30) emxaivppéva pe Aemtd vuévio dokio: EU/1/17/1182/004

9. HMEPOMHNIA IMTPQTHXY ETKPIXHY/ANANEQXHY THX AAEIAX

Hpepounvia Tpmtng éykpiong: 28 Anpiiiov 2017
Hpepopnvia terevtaiag avavémong: 06 lavovapiov 2022

10. HMEPOMHNIA ANAGEQPHYXHY TOY KEIMENOY

Agmtopepeic MAnpoeopieg yio To TOPOV PAPUAKEVTIKO TPOIOV gival S100£011ES GTOV SIKTLOKO TOTO
tov Evponaikod Opyaviopold @apudkwv: http://www.ema.europa.eu.
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ITAPAPTHMA II

IMNAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN
AITIOAEEMEYZXH 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

AINIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
ITPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEY®OYNOZXZ(OI) I'TA THN AIIOAEXMEYXH TQN
IHAPTIAQN

‘Ovopa kot d1evbuven Tov(Tev) TopackKevaosT(@V) Tov eivor vTevBuvoc(ot) yio TNV OTOSEGUEVCT) TOV
ToPTId®V

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

8501 Novo mesto
YhoPevia

TAD Pharma GmbH
Heinz-Lohmann-Strafle 5
27472 Cuxhaven
Teppavia

210 £vTUTO PUAAO OONYIDV XPTOTG TOV PAPUAKEVTIKOV TPOTOVTOG TPEMEL VAL avaypdpetat To Gvopa
Kot 1 01e00VVGT TOV TOPUCKEVOGTH TTOV EIval VIEVOVVOC Y10 TNV UTOSEGUEVGN TG CYETIKNG TOPTIONG.

B. OPOI'H INIEPIOPIEMOI EXETIKA ME TH ATIAGEXH KAI TH XPHXH

DappokevTiKd TPoidy Y10 TO 0Toio amarteitan TEPLOPIGUEVT TPtk ovvtayn (PA. mapdptnuo I:
[Mepiinym tov Xapakmmpiotik®v tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX
- Ex0¢og1g meprodikiig mapakorovOnong g acedirerog (PSURS)

O1 arautioelg yio v vrofoin twv PSURS yia 1o ev AMdyo appoxevtikd mpoidv opifovral otov
KatdAoyo Le T nuepounvies avagopds ™ Evoong (katdhoyog EURD) mov mapatifeton oty
Tapdypaeo 7, tov apbpov 107y, tg odnyiag 2001/83/EK kot kGO emaxdAoving emkapomoinong
OGS ONUOGIEVETOL OTIV EVPOTOIKT SIKTVOKT) TOAT] Y10 TO PAPLLOKCL.

A.  OPOI'H ITIEPIOPIEMOI ZXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

- Yyé010 owayeipiong kivovvou (EAK)

O xdroyog doetog kukrlopopiog (KAK) Ba dieaydyet Tic oamattovpeveg OpacTnptOTTEG Kot
TapeUPACEIS POPUAKOETOYPOTVNONG OTOC Tapovctalovtot 6To cuupwvndéy TAK mov
napovoildletal oty evotnta 1.8.2 g ddetog KukAo@opiog Kot 0molecdnToTe ETakOAovOeg
gyKeKpIuEveS avabewpnoeig Tov AK.

"Eva emuaiporompévo ZAK Oa mpénel va katatedet:

- Metd and aitnpa tov Evponaikod Opyavicpod @appakov,

- OnotedNTOTE TPOTOTOIEITAL TO CVOTN A SLoYEIPIONG KIVIUVOL, EOIKA (G ATOTEAEGHLO ANYNG
VE®V TANPOPOPLOV TTOV UTOPOVY VO ETLPEPOVY CTUOVTIKT 0AAAYT OTN GYECT) 0PEALOVG-KIVOVVOL
N ©OC ATOTELEGHA TNG EMITEVENG EVOG GNUAVTIKOD OPOGTIHOV (QOPLOKOETOYPVOTVIOT 1}
gla10TOmOoIN G KIVOULVOU).
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ITAPAPTHMA III

EINIEHMANXH KAI ®YAAO OAHI'TQN XPHXHX

38



A. ENIXHMANXZH
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ENAEIZEIZ TITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA

EZEQTEPIKO KOYTI/vwo koyéheg ko grain

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka d.d. 200 mg/245 mg gnucoivppéva e Aentd vpévio diokia

gutplortapmivn/diconpo&ihikn tevopofipn

| 2. SYNOEXIH IE APAXTIKH(EX) OYXIA(EY)

Kd&Oe emxoroppévo pe Aemtd vpévio diokio mepiéyet 200 mg sptpiottoumivig Kot 245 mg
Stoompo&hikng tevopofipng (loodvvapovv pe 300,7 mg NAeKTPIKNG S160TPOEIMKTG TEVOQOPipNg 1
136 mg tevopoPipng).

‘ 3. KATAAOI'OX EKAOXQN

[epiéyet emiong povovdpkr Aaktoln.
Aglte T0 PUALO 0INYLDOV XPNONG Y10 TEPICTOTEPES TANPOPOPIES.

4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emwaioppévo e Aemtd vpévio diokio

YIOL TIG OVOKEVOATIEG KOWEANG:
28 x 1 emucoloppéva pe Aemto vpévio dtokia
84 emoAvppéva pe Aemtd vEVio diokia

V10, TH QPLOA:
30 emikoAvppEVa e AETTO DUEVIO d1oKiaL
90 (3 giéreg Twv 30) emkaAvppéva pe Aemtd VUEVIO dtoKia

| 5. TPOIOX KAI OAOX(OI) XOPHTHEHE

AwPaote T0 OAAO 0OONYIDV YPNONG TPV OO T YPTION.
Amo otdpaTog xpnon

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIEI NA ®YAAXXETAI E OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXZEITIZOYN TA IAIAIA

Noa puiacoetar og B¢om, v omoia dev PAETOVV Kot dev Tpoceyyilovv Ta TodLd.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)
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8. HMEPOMHNIA AHEHX

AHEH

VLo T QLeAN

Avdprero LoNg PETA TO TPMTO AvOryLo TNG PLAANG: 2 LUVEG.
Hpepounvia avoiyporog:

9. EIAIKEX XYNOHKEX ®YAAZHX

V10. TIG CVOKEVATLIEG KOWEANG:
Mn puvLdcoete o€ Beprokpacio peyarvtepn towv 30°C.
DVAGCGETE OTNV OPYIKT GLOKELOGTN KUWEANG Y10 VO TPOCTATEVETAL OTd TNV LYPAGIH KOl TO POG.

VIO TH PIOAN:
Mn gvldooete o€ Oeppokpacio peyarvtepn towv 30°C.
Awnpeite ™ QLA KaAG KAEIGHEVT] Y10 VO TPOSTATEVETAL OTO TNV VYPUGIO KOl TO PMG.

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHIOAEIMMATON IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, ZloPevia

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

Y10L TIG OVOKEVOTIEG KOWEANG:
28 x 1 emkoAvoppéva pe Aemto vuévio owokio: EU/1/17/1182/001
84 emucoloppéva pe Aemto vuévio owokio: EU/1/17/1182/003

VIO TH PIOAN:
30 emkolvppéva e Aemto vuévio olokia: EU/1/17/1182/002
90 (3 x 30) emxaivppéva pe Aemtd vuévio dtokio: EU/1/17/1182/004

13. APIOMOX ITAPTIAAX

[Moptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH ‘

| 15. OAHTIEX XPHZHE |

| 16. TIAHPO®OPIEX XE BRAILLE |

Emtricitabine/Tenofovir disoproxil Krka d.d.
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17. MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AISAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A16d100T0T0G YPAUL®TOS KOdIKAS (2D) mov pépet Tov mepneOEvTa LOVASIKO avayVOPIGTIKO KOOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITO

PC
SN
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EAAXIXTEX ENAEIZEIYX ITOY ITPEITEI NA ANATPA®ONTAI XTIX XYYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAXIA KYYEAHX (PYAAO OPA/AIW/PE+DES-Alu)- yio koyéin mov dev givan
povadag 066ng

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY INIPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka d.d. 200 mg/245 mg emkaivppévo pe Aemtd vpévio diokia

eUTPIoITOUTIV/Stoompolidikn Tevoeofipn

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA YTOIXEIA
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EAAXIXTEX ENAEIZEIYX ITOY ITPEITEI NA ANATPA®ONTAI XTIX XYYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAXIA KYYEAHX (PYAAQO OPA/AIW/PE+DES-Alu)- yio koywéin povasog d6ong

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka d.d. 200 mg/245 mg diokio

EUTPLOITOUTIVI/S1o0mpo&IAIKY TEVOPOSipn

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA

3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX IIAPTIAAX

Lot

5. AAAA LTOIXEIA
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ENAEIZEIX IIOY ITPEITEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA I'TA ®IAAH

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Emtricitabine/Tenofovir disoproxil Krka d.d. 200 mg/245 mg enwcaivppéva pe Aentd vpuévio diokia

gutplortapmivn/diconpo&ihikn tevopofipn

| 2. SYNOEXIH IE APAXTIKH(EX) OYXIA(EY)

Kd&be emxoroppévo pe Aemtd vpévio diokio mepiéyet 200 mg eptpiortopmivng Kot 245 mg
Stoompo&ihikng tevopoPipng (toodvvapovv pe 300,7 mg nAeKTPIKNIG S160TPOEIAMKNIG TEVOPOPipNG 1
136 mg tevopoPipng).

‘ 3. KATAAOI'OX EKAOXQN

[epiéyel emiong povovdpikr Aaktoln.
Agite 10 OALO 0OMYIOV YPNOTG Y10 TEPLOCOTEPES TTANPOPOPIEC.

4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emwaivppévo pe Aemtd vpévio diokio

30 emKoAVUPEVO e AETTO DUEVIO O1GKiaL

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXEHX

AwPaote T0 OAAO 0ONYIDV ¥PNONG TPV OO TN YPTON.
Amo6 otopatog xpnon

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI XE OEXZH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

No puAdoceton og B€om, Tnv omoia dev PAémovv kai dev Tpoceyyilovv Ta Taldld.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH
Avdpketo CoMg PETA TO TPDTO AVOLYLO TNG PLAANG: 2 UNVEG.
Hpepopnvia avoiypartog:
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9.

EJIAIKEY YYNOHKEY OYAAEHX

Mn pvidooete og Beppokpacio peyarvtepn twv 30°C.
Awatnpeite T ELIAN KOAG KAEIGUEVT Y10 VO TPOGTATEVETAL OO TV VYPUCIO KoL TO POC.

10.

IAIAITEPEX TIPO®YAAZEIX I'TA THN AITOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIIOAEIMMATQON T10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

KRKA, d.d., Novo mesto, gmarjeﬁka cesta 6, 8501 Novo mesto, XAoBevia

| 12.

APIOMOX(OI) AAEIAY KYKAO®OPIAX

| 13.

APIOMOX ITAPTIAAX

Moprtida

| 14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHI'IEX XPHXHX

| 16.

ITAHPO®OPIEX XE BRAILLE

17.

MONAAIKOZ ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOXZ ANAI'NQPIXETIKOX KQAIKOX - AEAOMENA ANATNQXIMA AITO
TON ANGPQIIO
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B. PYAAO OAHI'TQN XPHXHX
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DYrAo ooNYIOV xprons: [TAnpogopiss Yo Tov acBeviy

Emtricitabine/Tenofovir disoproxil Krka d.d. 200 mg/245 mg emkoloppéva pe AETTd VUEVIO
owokia
gutplortapmivn/diconpoéihikn tevopoBipn

AwPaoTe TPOGEKTIKA 0AOKANPO TO PVALO 00N YOV YP1)ONG TPLY UPYIGETE VO, TAIPVETE VTO TO

QPaPROKO, 10T TEPLOUPAVEL ONUAVTIKES TANPOPOPIES Y10, GOC.

- DurdEre avTd TO PUALO 001 YLDV YproNG. Towg ypelaotel va To dafdoete Eavd.

- Edv éyete mepartépm amopiec, pOINOTE TOV Y1ATPO GO 1| TOV POPLAKOTOLO GOGC.

- H cvvtayn yio avtd 10 pappoKo yopnynonKe amoKAEIGTIKA Y10 GOC. AgV TPEMEL VO, ODGETE TO
@appoko og dAlovg. Mropei va Toug Tpokoréoet PAGPN, kO Kol OTOV TO GUUTTOLUOTO TG
acBéverdg Toug glvan ido pe Tal S1Kd oag.

- Ed&v mapatnpnoete kdmolo avemBOUNTN eVEPYELD, EVILEPDGTE TOV YIATPO 1] TOV PAPLOKOTOLO
60G. At oyvEeL Ko Yo KaBe mbovn avemBOuntn evépyela Tov dev avapEPETOL GTO TAPHV
@O0 0N YDV Ypnone. BAéne mapdypago 4.

T epréyer To Tapov OALO 00N IOV

T eivar to Emtricitabine/Tenofovir disoproxil Krka d.d. kot mowa givoe n) gprion tov
T npénet va yvopilete npv mépete to Emtricitabine/Tenofovir disoproxil Krka d.d.
Iag vo mépete o Emtricitabine/Tenofovir disoproxil Krka d.d.

[MBovég avemBounTeg evépyeteg

I va pvidooete to Emtricitabine/Tenofovir disoproxil Krka d.d.

[Mepreyodpevo g cvokevLOGIG Kot AOUTEG TANPOPOPIEG

kv

1. T givon To Emtricitabine/Tenofovir disoproxil Krka d.d. kou wowa givan i yp1jon tov

To Emtricitabine/Tenofovir disoproxil Krka d.d. wepiéyetl 600 dpactikég ovoisg, v
gutpiortoumivy Ko ) Ssompo&ihkn tevopofipn. Kot ot dvo dpactikég ovsieg etvor aviipetpoixd.
Pappoka Tov ypnoorolovvtat ot Bepameio g HIV Aoipménc. H sutpiottapmivn sivar
VOVKAEOOLOIKOG OVOOTOAEAS THS OVATTPOPHS UETOYPOPAONS KOl 1) TEVOPORipN etvon vovkrleotidikog
oVa.oTOLEOS THS AVATTPOPNS LeTaypapdaons. Ev tovtolg, kot ot dvo etvar evpéws yvwotés mg NRTIs ko
Aertovpyovv TapepPaivoviog 6T PUGIOA0YIKY Asttovpyia vOg vEDIOV (avVAGTPOPT LETOYPOPACT))
70 01010 EIVOIL ONUAVTIKG Y10 TNV CVOTALPOY®YT] TOL 100.

- To Emtricitabine/Tenofovir disoproxil Krka d.d. ypnoyonogitol yio tnv avriperomion
™m¢ Aoipwéng amo tov 16 AvOpamvng Avocoavendpkerog 1 (HIV-1) oe eviiikec.

- Xpnowonotgitan emiong yio TNV aviipeT®mion Tov 100 HIV 6t ¢pfovg nikiog 12 émg
KATO TOV 18 eTdV, pe fapog 35 kg TovrayieTov, Kot ot onoiot £xovv 1on AdPel Oepaneio pe
o pappoka yo tov HIV, ta omtoia dev eivorl TAEov 0mOTEAESHATIKA 1] £XOVV TPOKOAEGEL
TOPEVEPYELES.

- To Emtricitabine/Tenofovir disoproxil Krka d.d. mpémel névta va ypnoiponoteiton o
oLVOLOCUO e GALO PappaKo Yo TNV avtipetonion g HIV Aoipménc.

- To Emtricitabine/Tenofovir disoproxil Krka d.d. umopei va xopnyn0et avti g
EUTPLOLTAUTIVIG KOl TNG StooTpo&hikng Tevoeofipng Aapupavoueves Eexmplotd otig idieg
docELG.

To @appoko avté dev Ogpamever Tnv HIV hoipwEn. Evod Aoppavete to Emtricitabine/Tenofovir
disoproxil Krka d.d., pmopel va avantogete axoun Aowwméeig 1 ahieg acbéveleg mov oyetilovion pe
v HIV Aoipwén.

2. T ipéner va yvopilete npwy ndpete To Emtricitabine/Tenofovir disoproxil Krka d.d.

Mnyv napete To Emtricitabine/Tenofovir disoproxil Krka d.d. o€ wepintoon airepyiog otnv
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EUTPIOLTOUTIVN, TNV TEVOPOBipN, 011 Sicompo&ihiky| Tevopofipn, 1 6€ 0T0100NTOTE GAAO OO TOL
GLGTOTIKA AVTOV TOL QOPUAKOL (AVAPEPOVTUL GTNV TAPAYPAPO 6).

Eé&v avto woyier yio 60c, evijuep@oTe apEGMS TOV YIUTPO Gac.
Ipogdomomoels kot TpoPuidiers
Evéoo maipvere To Emtricitabine/Tenofovir disoproxil Krka d.d. yia tqv avripetomon tov HIV

- To Emtricitabine/Tenofovir disoproxil Krka d.d. evoéyetal vo ennpedoel Tovg ve@povg
oag. [Tpwv kot katd tn d1dpkeln TG oywyns, o yirpds oog Ba cag {ntnoet evoeyorEvmg
0p1opéVeG EETAGELG OUILOTOG Y10 VO, LLETPTGEL TN AELToVpYin TV veppav cag. Evnuepdote tov
yTpd oag Qv EYETE VEQPIKN VOGO, 1| €0V 01 EETATELS £x0VV deiEet OTL ExeTe VEPPIKAL
mpoPAnuoto. To Emtricitabine/Tenofovir disoproxil Krka d.d. éev Ba mpénet va. yopnysiton o
epnPoug mov £yovv veepikd tpoPinpata. Edv £xete veppikd mpopAnpata, o ylotpds cog etvar
mhavo va 6o cupPoviedost va otapotnoete vo Aappavete to Emtricitabine/Tenofovir
disoproxil Krka d.d. 1, €év €xete om poivvei and tov HIV, va AopPavere to
Emtricitabine/Tenofovir disoproxil Krka d.d. Atydtepo cuyvé. To Emtricitabine/Tenofovir
disoproxil Krka d.d. dev cuvictatol edv €gete cofapn veppikn voco 1 €av vmoPdAlecte o€
a1pokabapon.

- HpoPfMipata 06TAOV (TOL EKONADVOVTOL WG EXIHOVOGC 1] ETLOEWVOVUEVOS TOVOG GTO. 0GTE Kot
KOTOAYOUV LEPIKEC POPEC G KATAYLOTA) UITOPEL Vo eppovioTodv e€ortiog g PAAPNS ota
KOTTAPO TV VEPPIKAOV coAvapiov (BA. mapdypaeo 4, ITifavés avemOduntes evépyeieg).
Evnuepdaote tov yiotpd cog qv ExeTe TOVO 6TO 0GTA 1] KATAYLOTO.

H dioompo&iiikn tevopofipn pmopel emiong vo TpokaAésel andAEL 00TIKNG TuKvOTNTOS. H Mo
£VTOVI OTMOAELN OOTIKNG TUKVOTNTAG TapatnpOnke o kKAvikég perétec 6tav ot acbeveig
EaPav Bepaneia yro tov HIV pe diconpo&ihkn tevopofipn o€ Guvdvaoud e EVIGYUUEVO
OVOGTOAEN TPMTEAGTG.

2UVOAIKQ, 01 EMOPACELS TNG S1GOTPOEIMKTG TEVOQOPipNG 0T HLoKpoTpdBeoun vyeia TV 00TMOV
KOLL TOV LEAAOVTIKO KIVOUVO KATAYLATOV G€ EVAIKES Kol Tod10TPIKovg aebeveig dev eivar

BéPanec.

Evnuepmorte tov yiotpod cog av yvopilete 0TL Taoyete omd ooteomdpwor. Ot acbeveis pe
00GTEOTOPMON SUTPEYOLY LYNAOTEPO KIVOLVO Y10l KATAYLLOTAL.

- XvinTiiote pe Tov YoTPo 60C, EAV EYETE 1I6TOPIKO NTATIKNS VOG0V, cupmepriopufavopévig
m¢ Nratitiduc. Acbeveig pe HIV Aoipmén ot omoiol méoyovv Kot amd NTUTIK VOGO
(ovumepthapPoavorévng e xpoviag nratitidog B 1 C), ot omoiot Aappdvouv avtipeTpoikn
aymyn, 10TpEYoVV oENUEVO KIVEUVO EPPAVIoNG coPapdv Kot SuVNTIKE Bovatneopmv
Nroatik®v emmiok®v. Eav éyxete nratitida B 1 C, o y1atpdg oag Oa kpivel e Tpocoyn GYETIKA
LLE TO TO10 €1VOIL TO KAADTEPO BEPATEVTIKO GYNLLAL Y10 GOGC.

- MdOete 10 amotéleopa TG e€éTaong Yo Tov 10 TS nratitivag B (HBV) npw apyicete to
Emtricitabine/Tenofovir disoproxil Krka d.d.. Av ndoyete and HBV Loipmén, vrdapyet coPapdg
KIvOUVOG NIATIK®V TPOoPANUAT®V OTav oTapotnoete vo Aappdvete o Emtricitabine/Tenofovir
disoproxil Krka d.d., site éxete porvvOel kar amd tov 16 HIV, gite oyt Eivar onpoavtico vo unv
otapatnoete vo Aappdavete to Emtricitabine/Tenofovir disoproxil Krka d.d. ympic va €xete
angvBuvlel otov Yiatpo coc: PA. mapdypapo 3, Myv otauatioete vo Aaufdvete to
Emtricitabine/Tenofovir disoproxil Krka d.d..

- AmevBuvOseite oTov Y10Tpé 060G €AV gioTE AVO TOV 65 £T®V. To Emtricitabine/Tenofovir
disoproxil Krka d.d. dev €yet peletnfel oe acbeveig Gvm TV 65 eT@v.

- AmevOuvOeite oTov Y10TPO o0g €AV dev £ioTE AVEKTIKOG 6TV AakTOln (Seite Topakdtw o
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avt TV Topdypoeo to Emtricitabine/Tenofovir disoproxil Krka d.d. mepiéyel Aaktoln).
Mowowd kon Epnpor

To Emtricitabine/Tenofovir disoproxil Krka d.d. dev mpoopiletal yio ypron o€ moudid nAkiog Katw
tov 12 etov.

Alho @appoka ko Emtricitabine/Tenofovir disoproxil Krka d.d.

Mnyv népete To Emtricitabine/Tenofovir disoproxil Krka d.d., edv maipvete 1101 Ao @appoKo To
onola meptEyovv Ta. cuotatikd tov Emtricitabine/Tenofovir disoproxil Krka d.d. (eptpiortaunivn kon
dtoompo&iikn TevopoPipn) 1| 0mo1adHTOTE AAAOL AVTUKA POPLOKO TOL TEPLEYOVV TEVOPOSipn
olapevapion, Aappovdivn 1 SumPariky adeeoPipn.

Afqyn tov Emtricitabine/Tenofovir disoproxil Krka d.d. pali pe aAho @adppoxae mov propovyv va

BArayovy ToOVg vePPOLG Gac: givor 1d10iTEPO GLLOVTIKO VO EVILEPDGETE TOV YIUTPO GOG EGV

AopPaveTE 0OTOLOONTOTE OO CVTA TO, PAPLLAKO, GTO OTO10 TEPIAAUPAVOVTOL

- 01 OUVOYAVKOG10ES (Yo Paktnplokn AoTHwEN)

- N appotepikivn B (Yo poxntiociky Aoipmén)

- N eookapvETN (Yo 1oyevr] Aoipmén)

- N yxovouhoBipn (Yo 1oyevi Aoipwén)

- N mevTodivn (Yo AOUDEELS)

- N Pavkopvkivn (yio Baktnplokn Aoipwén)

- N wrephevkivn-2 (Yot Oepameio Tov Kopkivov)

- 1 o1opoPipn (Yo 10yevi Aoipwén)

- L1 OTEPOELDN OVTIPAEYHOVAOST dpraka (MEZAD, yio TNV 0vOKOLOION TOVOV TMV 0GTOV 1|
LUIKAOV TOVOV)

Edv maipvete kdmwolo GALO avTukd QappoKo wov ovopdaieTot avosToAENG TPOTEACNS Yo TV
avtipetdmon tov HIV, o yatpdg oag pmopet va cog {ntioet va Kavete eEeTdoels oilatog MoTE Vo,
TapaKoAovBel oTEVA TN VEEPIKN AglTovpyia GOg.

Eivol eriong onpuovtiko vo evi|uePpMOOETE TOV Y10TPO 60g £6v AapPdvete
AeduacBipn/copoosumovPipn, copocumovfipn/perratacPipn 1
copooumovPipn/PernatacPipn/Boéihanpefipn yio ) Oepameio g Aoipwéng amd nratitida C.

Afyn tov Emtricitabine/Tenofovir disoproxil Krka d.d. pali pe dilo @appoxo wov wepréyovy
ddavoosivy (Yo Tnv avripetomion g HIV hoipwéng): H Ayn tov Emtricitabine/Tenofovir
disoproxil Krka d.d. padi pe dAra avtukd eappoxo tov tepiéyovy ddavooivn propel va avEnocet Ta
eminedo TG S100VOGiviG OTO O GOG Kot EVOEYETAL VO LELOGEL TOV 0ptBpd Twv CD4 kuttdpomv.
DAeypovi Tov TayKPEATOG Kol YOAUKTIKT 0&€wom (Tepiooeia YOAOKTIKOD 0££€0G 6TO aipa), 1) omoia
eviote mpokaiei Bavaro, Exovv oraving avaeepBel OTay GUYXOPNYOVVTOL PAPUAKO TTOV TEPLEYOVLV
droompo&ilikn tevopoPipn kot didavosivr. O yatpog cog o kpivel pe Tpocoyn edv Ba oag yopnynoet
ayoy"| Le GLVOLACHOVS TEVOPORipNg kal d1davoosivng.

Evnuepoote tov 7101po 60g dv maipvete omolodnmote and avtd to pappoka. Evnuepdote tov
YTpO M TOV QUPUOKOTOL0 GOG EQV TAIPVETE, £XETE TPOGPATA TAPEL 1| UTOPEL VoL ThpeTe GAAL

QapLOKOL

To Emtricitabine/Tenofovir disoproxil Krka d.d. pe tpo1 kot moté

- ‘Omnote gival e@iktod, To Emtricitabine/Tenofovir disoproxil Krka d.d. mpénetl va Aappdaveton pe
TPOON.

Kinon ka1 Onraopdg
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Edv giote éykvog 1] Onrdlete, vopilete 0T pmopei va giote £YKV0G 1] 6)E01ALETE VU OTTOKTIOETE
nadi, Cntiote T copfouii] Tov YIOTPOL 1| TOV PUPRAKOTOLOV GUS TPLV TAPETE GVTO TO
QPappruKo.

Edv €xete MaPer to Emtricitabine/Tenofovir disoproxil Krka d.d. xotd ) didpKeia tng €yKuUOGOUVNG
006, 0 YITpOG GoG Pmopel va {NTioeL va KAVETE TAKTIKEG EEETACELS OHILATOG Kol GAAOVG S10YVMOOTIKOVG
EAEYYOVC TPOKELUEVOD VAL TOPOAKOAOVOEL TNV avanTvén ToL Tad10D 60G. Xe ToUdLd TV 0ToimVY 01
untépeg EraPoav NRTIs katd ) S1dpKela TG €YKVUOGUVNG, TO OQEXOG TG TpocTaciog amd tov HIV
vIEPEiYE TOL KIVOUVOL Yo AVETIOVUNTES EVEPYELES.

- Mnyv Onialere katd T owdpkera TG Oepaneioc pe Emtricitabine/Tenofovir disoproxil
Krka d.d.. Avté amotteitotl 51011 01 SpacTIKEG OVGIES TOV PAPUAKOD VTOV EIGEPYOVTOL GTO
UNTpKd yaAa.

- O Onhaopdc dev ouvictdral o€ yovaikeg Tov Lovv pe tov 16 HIV, kabmg 1 Aolpwén amd tov 10
HIV pmopet va petadobet 610 Ppépog LEcm Tov PnTpikol YAAaKTOoG.

- Ed&v Onhalete M edv oxénteote va Onddocete, Bo tpénet va To oVENTIGETE PE TOV YIOTPO GUG TO
GUVTOUOTEPO OVVATOV.

Odnfynon Kot yepropds pnyovnudTov

To Emtricitabine/Tenofovir disoproxil Krka d.d. propei va mpoxaiécet LaAn. Edv viooete {aAn koTd
™ ddprela TG aywyng oog e Emtricitabine/Tenofovir disoproxil Krka d.d., pnv odnysite kot unv
yepileote epyaieio 1 pnyoviuoTa.

To Emtricitabine/Tenofovir disoproxil Krka d.d. mgpi&yer haxtoln
Av 0 710TpOG 600G, GOG EVNUEPMTE OTL £xeTe ducaveLio 6e OPIoUEVI GAKYAPO., ETIKOVMOVINOTE LIE TOV
YTpd 60G TPV TAPETE AVTO TO PAPLOKEVLTIKO TPOTOV.

To Emtricitabine/Tenofovir disoproxil Krka d.d. mepiéyel vatpiro

AVTO TO QUPLOKEVLTIKO TPOTOV TTEPLEYEL MyOTEPO 0td 1 mmol vatpiov (23 mg) avd d6om, eivar ovtd
7oV ovopdLovpE «eAeVBEPO VaTpiovy.

3. Ilog va mapete To Emtricitabine/Tenofovir disoproxil Krka d.d.

- Ilévtote va TaipveTe TO PAPROKO AVTO CVOTIPA COUPOVO PLE TIS 001 YIES TOV YLUTPOD GUG.
Edv éyete apgiolies, p@tote TOV Y10TpO 1) TOV QOPUOKOTOLO GOG.

H ouvvictopevn 8661 Tov Emtricitabine/Tenofovir disoproxil Krka d.d. givot:
- Evijlikeg: éva d1okio KaBe nuépa, Omote givar eQIKTo, [LE TPOPT.

- "Eonpor nhkiog 12 {¢m¢ kato tov 18 eTdv, pe Papog 35 kg Tovrayistov: éva diokio v
nuépa, OToTE £lvar EPIKTO LLE TPOPT.

Edwv éyete duokoria oty Katdmwoon, uropeite va Opuppoticete to diokio pe v dipn evog
KovtaAov. Koatomy avapi&re ) oxovn pe nepimov 100 mL (pusod mwotipt) vepod, YuUov TOPTOKAALOD
N YOHOV GTAPLALOD Kot TEITE TO AUECHE.

- [éavrote va maipvete T 6001 OV 60 oVVESTNGE 0 YATPOS 60c. 'Etol Oa eEacpolricete 0T
TO QPAPLOKO 60G VAL TANP®G ATOTEAECUATIKO KO B0, LEDOETE TOV KivOUVO avATTLENC OVTOYNG
oV ayoy. Mnv aAldéete T dOOM EKTOC KOt €AV OOG TO £XEL TTEL O YIATPOG GOGC.

- O y10tp6g cog Bo oag cuvtayoypaproet to Emtricitabine/Tenofovir disoproxil Krka d.d. pe
dAla avtipeTpoikd edappaka. [apoakaieiohe oOmwg avatpééete ota DVAAA Odnydv Xpriong tov
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GAL®V OVTIPETPOTKOV QOPLAK®OV Y10, 00N YIES OYETIKA LE TO TG VO AAUPAVETE QVTE TaL
PapuOKaL.

Potote tov yotpo cog edv Exete amopieg oyeTikd e TOV TPOTO TPOANYNG TG LOAVVGN G Ao TOV 10
HIV 1 ¢ petddoong tov HIV 6g GAAa dropa.

Eav mapete peyarvtepn 0601 Emtricitabine/Tenofovir disoproxil Krka d.d. az6 tnv kavovuki)

Edv mapete katd Adbog peyardtepn 66on Emtricitabine/Tenofovir disoproxil Krka d.d. amd )
GUVIGTOUEVT], ETIKOWVMOVNOTE E TOV YIOTPO 060G 1 TO TANGIESTEPO TUNA EXELYOVTOV TEPICTOTIKDOV Y10
ouppourr). Na kpatdte T uodn diokiov pali oog €161 MOTE v UTopeite E0KOAN VO TEPLYPAWETE TL
€xete mapeL.

Eav Eeyboete va mapete 10 Emtricitabine/Tenofovir disoproxil Krka d.d.
Eivar onpavtiko va unv napaieinete kapio d6omn tov Emtricitabine/Tenofovir disoproxil Krka d.d.

- Edv to mapatnpioete evidg 12 @p@v and v dpa tov o maipvate Kavovikd 1o
Emtricitabine/Tenofovir disoproxil Krka d.d., mdpte katd mpotipnon 1o dickio poli pe poynto
TO GUVTOMOTEPO duvaTd. TN CLVEXELD, TAPTE TNV EXOUEVT dOOT 6TN cLVNBIoUEVN Dpa.

- Eav to mtapatnpioete 12 1] TEPLEGOTEPES DPES LETA TNV OPO TOL AopPdvere cuvndmg To
Emtricitabine/Tenofovir disoproxil Krka d.d., Eeydote tn d60om mov maparetyore. [Tepyuévere
Ko TAPTE TNV EXOUEVT OGN, KOTA TpoTipnomn poll e payntod, ot cuvniouévn dpa.

Edv kévere épeto o€ Mydtepo amd pio opa agpoétov mipate To Emtricitabine/Tenofovir
disoproxil Krka d.d., mépte éva dAlo dickio. Aev ypedletatl va Tapete GALo S10Kio €4V KAVOTE ELETO
o€ mePLocHTEPO amd o dpa apdTov Tpate To Emtricitabine/Tenofovir disoproxil Krka d.d..

Edv otapaticere vo naipvere To Emtricitabine/Tenofovir disoproxil Krka d.d.

- H dwakomn Myng tov S1oKimv UTopel Vo LEUDGEL TV OTOTEAECUATIKOTITO TG
avti-HIV aymyng mov cag éxel cuotioegt o yatpds Gog.

Mnyv otapoatioete vo woipvere To Emtricitabine/Tenofovir disoproxil Krka d.d. yopig va
ETKOLVOVI|GETE IUE TOV Y10.TPO GOC.

Eav &yete nratitidoa B, eival mold onpovtico va pn dtokdyete ) Bepaneia e T0
Emtricitabine/Tenofovir disoproxil Krka d.d. ywpig va evnuepdoete mpmta tov yiotpod coc. Evoéyetat
VoL (PEWOTEL VO, KAVETE EETAGELS OULOTOG Y10 OPKETOVG UNVEG LETE TN dtakonn TG Bepomeiog. e
OpIoIEVOVG 0CDEVEIC e TPOYWOPMUEVI NTATIKT VOGO 1| KIppmGT, SEV GUVIGTATAL 1] S0KOTT TNG
ayOYNS KabdS ovTd evOEyeTal VoL EYEL MG AMOTEAEGLOL TV EMOEIVOGT TG NIATITIOAS GOG, 1 OTToln
umopet vo etvan ometAntikn yuo ™ Con.

Evnuepoote apéomg Tov yotpd oog edv mopatnpioete véa 1 aoLVRIoTO CUUTTOUAT LETA T
SLOKOTN TNG AYOYNS, 101MG CUUTTOWTO TOV TIOTEVETE OTL o)eTilovTal pe TV nratitida B.

Edv éxete mep1ocOTEPES EPOTNOEIS GYETIKA LLE TN YPTOT] CVTOD TOV PAPUAKOV, POTNGTE TOV YIUTPO 1|
TOV (POPLOKOTOLO GOG.
4, MOavég avemOOuNTES EVEPYELES

Onwg 6Mo Ta PappaKe, £T61 KL AVTO TO GAPLOKO UTOPEL VO TPOKAAESEL OVETIOOUNTEG EVEPYELES, AV
Kat dgv Toapovstalovtol 6e GAOVG TOVG AvOp®OTOVE.

MBavéic coPfapéc avemBOpNTES EVépPyELeg:
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- H yolaktikn o&émon (nepicoeia yoAakTikoD 0£E0G 6TO Oipa) Eivor Lo GTTAvVIo 0AAG SLVITIKA
amenTikn Yot {on avemBount evépyewo. H yolaxtikn o&émon eppaviletor cuyvotepa o
Yovaikes, 10img edv givarl vépPapes Kot og dropa pe nratikny voco. Ta tapaxdto propel va
glvar onpeio YoAoKTIKNG 0&Ewonc:

- Pobeia Toyela avomvon
- vmvniia
- aioOnpa adabeciog (vavtia), adiabesio (petog)
- KOWMOKOG TOVOG
Eav vopilete 0T1 £1eTE YohakTIKY] 05EM0G1, InTi)0TE OpécmS TP forj0era.

- Omnowdnmote onueio pAeypovig i AoipmEng. Xe opicpuévoug acheveic Le TpoympnUéEVN
HIV Loipwén (AIDS) kot 16Toptkd guKoiplok®dv AOUGEEDY (AOUDEELS oV gppavilovTol og
dropa e adUVALLO OVOGOTOINTIKO GUGTNIA), UTOPEL va. eKOMNA®OoDV oruein Kot GUUTTOUATO
PAEYHOVIG 0t TTpon YOV pEVEG AOUMEEIS Alyo petd v Evapén g avti-HIV ayoyng. Oswpeiton
OTL AVTA TO GLUTTAOUATA OPEiAOVTAL G BEATI®MON TNG AVOGOAOYIKNG OTOKPIOTG TOV GAOLOTOG, M
omoio TaPEYEL GTOV OPYOVIGUO T SUVATOTNTO VO KUTOTOAEUE TIG AOUMEELG TTOL EVOEYETAL VL
VILAPYOLV YWPIG EKONAL GUUTTMLOTOL.

- AVTOAVOG6ES SLaTOPOYES, OTAV TO AVOCOTOUTIKO GUOGTNUA emiTifETAL GE VYN 1GTO TOV
CONOTOG, UTopel EMIoNG VO ELPAVIGTOVV 0OV apyiceTe VO AAUPAVETE PAPLLOKA Y10, TV
avtipetomon e HIV Aoipwéng. Ot avtodvooeg dratapayic evosyetatl va ekdnAmBovy ToAAovg
punves petd v Evapén g Bepancioc. [lpocéyete yio 0omotadnmoTE CUUTTONATA AOTHOENG 1|
GALO COUTTOMOTO, OTTMG:

- P advvapio
- advvopio Tov EEKIVA 0TO XEPLOL KOl GTOL TTOSLL KOl TPOYMPE TPOG TOV KOPUO TOL CAOUATOG
- oioOnpo ToApdv, TpoOHog 1 VIEPIEYEPOT)

Eév mopatnpi6eTe 00Td TO GOUTTAONRATA 1] OTOLOONTOTE COUTTONY QAEYNOVIS 1] AoTpmENG,

ntiote apéomg roTpiki PorOsero.

MBavég avemOounTES EVEPYELES:

oAV cvyvéc avemBOuNTES EVEPYELEG

(umopei vo. exnpedoovy mepioootepa. oo 1 ata 10 droua)

- Sduappota, adiobeoio (§petog), aicOnpa adabesiog (vavtia),
- £an, movoképarog

- eEavonpuo

- aicOnpo advvopiog

O1 eetaoeig umopei emions vo. oeiovy:
- UELMUEVE ETTESA POGPOPOV GTO Lo
- avEnpéva emineda Kvéiong tng KpeoTivig

Yuyvéc avemBOunTeS gvépyereg

(umopet va. exnpeacovy éwg 1 ara 10 droua)

- TOVOG, GTOLOIKOG TTOVOG

- SdvokoAia 6ToV VITVO, U1 PVGIOAOYIKE GVELPQL

- TPOPALOTO OTNV TEYN TOL £XOVV MG OTOTEAECHLO SucPopia LETA amd Ta yevaTa, aictnua
TOUTOVIGHOD, LETEMPLGHOG

- eEavOnpota (cvpmeprappovopévev epudpmv KnAdwv 1 GTIYUATOV LEPIKES POPEG LE
dnuovpyic pueOLidmV Kot TPNELO TOV SEPLOTOC), TTOV UTOPEL VO, Eival OAAEPYIKEG AVTIOPAGELS,
KVNOHOG, LETOPOAES OTO YPADLL TOV OEPUATOC CUUTEPIAAUPOVOUEVTG TG LEALYYPMONG TOV
SOEPLOTOG KOTA TAGKES

- GAAeG aAdepykés avTdpdoets, Onmg Aoydviaopa, TpnEipo 1 tédon yo Aumobupia

O1 eetaoeig umopei emions vo. deiovy:
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- YOUNAG ETimeda AEVKOV aplooalpiov (1 LEIMOT TOV AEVKOV OLLOCQOIPI®Y 60G KOOIGTA 10
EMPPETEIG OTIC AOUADEELS)

- avénuéva enimedo tprylukepdiov (AMmapdv 0EEmV), YOANG 1 CaKXApPOL GTO aijo

- TPOPANLOTO OTO TAYKPEAG 1] OTO TP

Oy ovyvég avemBOuNTEG EVEPYELEG

(umopei va exnpedoovy éwg 1 aro 100 droun)

- TOVOG OTNV KOWALA AOY® PAEYLOVIG TOV TOYKPENTOG

- TPNEWO TPOSMTOV, YEMEWDV, YADGGOS 1 AULLOD

- avoupio (yopnAd eninedo epuOpdv apocEuIpimv 6TO aijlo)

- poikn PAAPN, poikodg Tovog 1 advvapio to omoia puropet va, eppaviotody egottiog PAGPNG ota
KOTTAPO TV VEPPIKAOV COAVOPIOV

O1 eetaoeig umopei emions vo. deicovv:

- UELDGELG 6TO KAALO TOV QiLOTOC

- avénpéva emineda KpeaTvivng 6To Oipa Gog
- aALoyEG oTa 00pa GOG

Yravieg avemOOUNTES EVEPYELEG

(umopet va. emnpedoovy éwg 1 aro 1.000 droua)

- Tohoaktikn o&éwon (PA. ITiBavég avemBounteg evépyeleq)

- MaMOEC NITOP

- KITPIVIGUO TOV OEPUOTOC T} TOV UATIDV, 1) TOVOG GTIV KOIAA AOY® QAEYLOVIC TOL NTOTOG

- PAEYLLOVI TOL VEPPOV, Guyvovpia kot aicOnua diyoc, veppikn avendpkeia, PAAPN ota kuTTopa
TOV VEPPIKOV GOATVOPIOV

- HoAGKUVOT 06TAOV (TOV GLVOSEVETAL OO TOVO GTO OGTA KOl KATAAYEL LEPIKES POPES OF
KOTOYLLOTO)

- TOVOG 0T HEST) AGY® VEPPIKADV TPOPANLATOV

H BA&PN ota kdtTapo Tov veppikdv coinvapiov propel vo oxetileton pe poikn PAAPT, poidikoven
00TAOV (TOV GVVOSEVETOL OO TOVO GTU OGTA KO KATAANYEL LEPIKES POPEG GE KOTAYLLATAL), LUK TOVO,
HUTKN adLVOLIO Kot PLELDMOELS GTO KAAO 1 GTO POGPOPO TOL CLIILOTOC.

Edav mopatnp1)oete 0mo100NT0TE 06 TIC AVEMOVUNTES EVEPYELEG TTOV AVAPEPOVTOL TAPUTAVO 1
otav yivel cofapi] 0moLadNTOTE 0O TIS AVETLOVUNTES EVEPYELES, EVIUEPDGTE TOV YITPO 1] TOV
QOPUAKOTOLO GOC.

H ocvyvomta tov topakdto avemBOunTmv evepysidv dev ivar yvooT.

- HpopMjpata 6ta 06td. Opiopévol acbeveic mov AapPEvouy GUVOVAGHO AVTIPETPOTKMOV
POPUAK®OV, OTTMG EUTPICITOUTIV/SIe0TPOoEIAKN TEVOPOPipn evOE ETOL VO AvOTTOEOLY L
00TIKTN VOGO TTOV AEYETAL 0GTEOVEKP®OT] (BAVATOG 0GTIKOD 1GTOV TPOKUAOVUEVOS ATt EAAEYT
TaPOYNGS aipatog 6to 06td). H ANy awtod tov THnov paprdkmv yio LeydAo xpovikd dtdoTnua,
N ANY1 KOPTIKOGTEPOEWIMV, 1) KATUVAAWDGCT) OVOTVEDUATOIMV, £VOL TOAD 0dVVOLO
OVOGOTOINTIKO GUGTILLO KOl TO EMTAEOV BAPOC, UTOPEL VO ATTOTEAOVY OPLGUEVOLG OO TOVG
TOALOVG TOPBYOVTEG KIVOUVOL Y1aL TNV avAmTuEN auTG TG vOoov. Xnieio 06TEOVEKPMONG Elval
Ta €€NG:

- Svokopyio tov apdpooewv
- mdvor 611§ apBpmaoelg (181G Tov 1610V, TOL YOVATOL KOl TOV DLOV)
- dvokoAio otnv Kivnon
Edv mopatnpioeTe 0101001 TOTE 0T6 GVTE TO CUUATOUATA EVI|LEPMDGTE TOV YU TPO GO,

Kotd ™ didpketa g avtipetdniong Tov HIV evééyetorl va mapovclacstel adénocn Tov couatikod
Bapoug kot Tov eMTEd®V TOV MIdiwV Kot TG YAVKOING 0T0 aipa. AVTO GUVOEETOL €V LEPEL LE TNV
OTTOKOTACTOOT TG LYElNG Kot Tov TPpOTOL LmNG, Kot 6TNV TEPITTOOT TOV MOV TOL OiploTog
OpIoLEVEG POPEG OPEILETOL GE aLTA KobowTd Ta pappaka katd tov HIV. O yiatpdg cag Oa
TPOYLLOTOTOWOEL EEETAGELS Y10l TIG LETAPOAEG OVTEG.
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Aldeg emoOpacelg 6 TOLOLA

- Tao mad1d Tov Elafav ePTPICITAUTiVI] TAPOVGIAGOV TOAD GLYVA AAAAYEG GTO YPMLLOL TOV
déppatog Onmg okoVpes KNAdeg 6To dépLa

- Ta modid Tapovciocay cuyva YopnAo apldpd epubpdv apoceapiov (avarpio).
- Avto pmopel va TpokaAésel 1o Toudi Kovpaon 1 dHomTvola

Eév mapatnpficeTe 0T01001)TOTE 0T AVTE TO CUUATONATA, EVIILEPADGTE TOV YIUTPO GUS.

AvoQopa avemOOUNTOV EVEPYELOV

Edv mapatnpnoete kamoto avemBOunTn evEPyeLn, EVILEPDGTE TOV YLOTPO 1) TOV QUPLOKOTOLO GO,
AvTo 1oyvel kot Yo k6OBe TOavn avemBOUN T EVEPYELD TTOL OEV AVOPEPETOL GTO TAPOV PVALO 0dNYIDHV
¥pNong. Mmopeite emiong va avapepete avembounteg evépyeleg anevbeiog, HEcm Tov gBvikon
GULGTHLLOTOG AVaPOPAS ToL avaypdpetar oto [Tapdptnua V. Méow g avaeopds avemBountwv
gvepyEIDV pmopeite va, fonbnoete 6T GLALOYN TEPIOCOHTEPOV TANPOPOPLAOV GYETIKA LLE TV ACPAAELN
TOV TOPOVTOG PAPLAKOV.

5. o va purhdcsete 1o Emtricitabine/Tenofovir disoproxil Krka d.d.
To @dppoKo avtd TPETEL VO PLAAGGETOL GE PLEPT TTOL deV TO PAETOVY Kot dgV TO EOAEVOLY TO TALOLE.

Na pn xpnoonoleite avtd T0 PAPUAKO PETH TNV NUEPOUN VIO ANENG TTOL AVOPEPETUL GTT GUGKELAGIN
petd ™ AHEH/EXP. H nuepounvia AnEng etvor 1 televtaio nUEPQ TOV UNVO TOL OVOQEPETAL EKEL.

2VOKEVOTIES KOWEANG
Mn guvrdooete og Beppokpacio peyardtepn tov 30°C.
DVAACOETE TNV OPYIKT] GLOKELOGIN KLWEANC Y10l VO TPOCTOTEVETAL OTO TIV VYPOGIO KO TO (MG,

Didin
Mn gvrdooete oe Beppokpacio peyardtepn tov 30°C.
Alatnpeite T LA KOAG KAEIGUEVT Y10 VO TPOGTATEVETAL OTTO TNV VYPUCIO KO TO P®C.

Atdpkero {ONG LETE TO TPAOTO AVOLYLLO, TNG PLAANG: 2 UAVEC.

Mnyv metdte @apoKo 6TO VEPO TNG AMOYETELONG 1] OTO OIKLKA amoppippata. Potrote tov
QOPUAKOTOLO GOG Y0 TO TTMG VO, TETAEETE TOL PAPLLOKE, TTOL OEV ¥PNOYLOTOLEITE T AVTA ToL LETPa Oat
Bonbncovv oty Tpoctacia Tov TepPdAiovtoc.

6. Iepreydpeva TG 6VGKEVLOGIOG KOl AOUTEG TANPOPOPIES

Tvegpréyel to Emtricitabine/Tenofovir disoproxil Krka d.d.

- O1 dpaoTikég ovoieg eivar 1 eptplottaumivn kot 1 diconpolihikn tevopofipn.
KaBe diokio mepiéyet 200 mg eptpioitapmivng kot 245 mg di6ompo&Aikng tevopofipng
(toodvvapovv pe 300,7 mg niektpikng Sicompo&ihkng tevopofipng 1 136 mg tevopofipnc).

- Ta dAra cuoToTIKA Elva:
Topnvag o10xiov.: TPoleAATIVOTOINUEVO AUVAO, KOPUEAAOLT VOTPLOVYOC S10GTAVPOVLEVN,
povoidpikn AakToln, LMKPOKPLGTOAAKT KUTTAPIVY], VATPLO GTEATVAOPOVLAPLKO, GTEATIKO 0&D
Emixdloyn Aemrod vpeviov: vrpopelhdln S cP, titaviov 610&gido (E171),
TOALALOVAEVOYAVKOAT, Adka opythodyov wvoukokappiviov (E132). BA. mapdaypago 2 «To
Emtricitabine/Tenofovir disoproxil Krka d.d. mepiéyel Aaxtoéln», «To Emtricitabine/Tenofovir
disoproxil Krka d.d. mepiéyet vétpron.

Ep@évion tov Emtricitabine/Tenofovir disoproxil Krka d.d. ko wepieyoépeva g svokevaciog

Ta Emtricitabine/Tenofovir disoproxil Krka d.d. emxaAvppéva pe Aemtd vpuévio dokio (diokia), sivar
YPOUOATOG PTTAE, WOEWN, apeikvpta diokia, dtaotdoewv 20 mm x 10 mm.
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To Emtricitabine/Tenofovir disoproxil Krka d.d. dwatiBeton o ydptiva kovtid twv 28 x 1 won 84
EMKOAVUUEVOV LE AETTO DUEVIO S1oKIMV.

To Emtricitabine/Tenofovir disoproxil Krka d.d. dwotibeton eniong o puireg tov 30 diokiov, e
€101KO GVGTNLLO KAEIGILATOG 0.GQPAAEING Y10 TOUdLA AtO TAOCTIKO LE EVOOUATOUEVO OPVYPOVTIKO
v€Ang moptriov, To omoio Bonbd oty Tpootacio TV dtokiov coc. Aatibevral ta akdlovba peyéin
oVOoKEVAGIG: EEMTEPIKE KOVTIH OV TEPEYOVY 1 P1aAN pe 30 emkaivppévo. pe Aemtd VUEVIO dloKio

ka1 90 (3 gidieg twv 30) emkaAvppéva pe AEmTd VUEVIO doKia.
Mmopel va unv KukAo(popovV OAEG 01 GUGKEVOGIES.

Karoyog Aderog Kvkhogopioag

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

MopackevacTég

KRKA, d.d., Novo mesto, Smarj eska cesta 6, 8501 Novo mesto, ZAofevia
TAD Pharma GmbH, Heinz-Lohmann-Stra3e 5, 27472 Cuxhaven, ['eppavia

INo omoladnmote TANPOPOPin GYETIKE LUE TO TAPOV PUPLAKEVTIKO TPOiodV, Tapakareiche va
anevBuvleite otov TomiKo avtimpdowmo tov Katdyov g Adsiag Kukhopopiog:

Belgié/Belgique/Belgien
KRKA Belgium, SA.
Tél/Tel: +32 (0) 487 50 73 62

Bbarapus
KPKA Bboarapus EOO/]
Ten.: + 359 (02) 962 34 50

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

EA)LGoo
KRKA EAAAY ETIE
TnA: +302100101613

Espaiia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25
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Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

Luxembourg/Luxemburg
KRKA Belgium, SA.
Tél/Tel: +32 (0) 487 50 73 62 (BE)

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 0.0.
Tel.: + 48 (0)22 573 7500

Portugal

KRKA Farmacéutica, Sociedade Unipessoal Lda.

Tel: + 351 (0)21 46 43 650



Hrvatska
KRKA - FARMA d.o.0.
Tel: +385 16312 100

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

Island
LYFIS ehf.
Simi: + 354 534 3500

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

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

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

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

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 147 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)

United Kingdom (Northern Ireland)
KRKA Pharma Dublin, Ltd
Tel: +353 1413 3710

To wapév OAL0 00NYLAOV Yp1oNS avademP1ONKE Y0 TELEVTOIN POPE GTIC

Aemtopepeic TANpoPopies Yo To PAppaKO aVTo gival d100Ec1ueg 6TOV dikTLOKO TOTO ToV Evpomaikov

Opyoaviopov Goappdkwv: http://www.ema.europa.eu.
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