IHAPAPTHMA 1

HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo QAPUOKO QVTO TEAEL LTTO GLUTANPOUATIKT TOPAKOAOVON Y. AVTO B eMLTPEWYEL TO YPTYOPO
TPOGIOPITUO VEOV TANPOPOPLOY AGPAAELS. ZnTeital amd Tovg enayyeApaties vYElOg v avapEpovy
omolecdnmote ThavoAoyoVpEVEG avemlBOUNTEC EvEpYeiec. BA. Tapdypago 4.8 yia Tov TpOTO ovapopaic
AVETIOOUNTOV EVEPYEIDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Pigray 50 mg emkolvppéva pe Aemtd vUEVIO dloKio

Pigray 150 mg emikoAvppévo. pe Aemto VUEVIO dioKia
Pigray 200 mg emkodlvppéva pe Aemtd vpuévio diokia

2. IHOIOTIKH KAI TIOXOTIKH XYNO®EXH

Pigray 50 mg emikaivuuévo pe Aewtd vuévio diokio

Kabe emxaroppévo pe Aemtd vpévio diokio mepiéyel S0 mg oAneioipm.

Pigray 150 mg smikaivpuévo pe Aentd vuévio diokio

Kdabe emkatoppévo pe Aemtd vpévio diokio mepiéyel 150 mg aAnecipm.

Pigray 200 mg smikaivpuévo pe Aentd vuévio diokio

Kdabe emxaioppévo pe Aemtd vpévio diokio mepiéyel 200 mg aAnecipm.

"o Tov mpn katdroyo v exdoywv, BA. tapdypapo 6.1.

3. DAPMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemto vuévio diokio (61okio).

Pigray 50 mg emxolvuuéva pe Aemtd vuévio diokio

Avoryto pol, 6Tpoyyvro, KUPTO EMKAAVUUEVO UE AETTO VUEVIO S1oKI0 pe AoEOTOUNIEVO GkpaL Ko
tonopévo “L7” oty pio mhevpd kot “NVR” oty dAdn mhevpd. Adpetpog mepinov: 7,2 mm.

Pigray 150 mg smikaivuuévo pe Aewtd vuévio diokio

Qypd KOKKIVO, WOEDES, KUPTO EMKAAVUUEVO e AETTO DUEVIO O10KI0 Le Ao&oTounpéva Kkpa Kot
Tonouévo “UL7” oty pio mhevpd kot “NVR” oty dAn mhevpd. Méyebog mepinov: 14,2 mm
(pnKoc), 5,7 mm (TAdTog).

Pigray 200 mg smucaivpupéva pe Aertd vuévio diokiol

Avoryto KOKKIVO, MOELDES, KUPTO EMIKOAVUUEVO [LE AETTO LUEVIO SoKio pe AoEotounpévo dkpa Kot
tonopévo “YL7” oty pio mhevpd kot “NVR” oty dAn mievpd. Méyebog mepinov: 16,2 mm
(pnKog), 6,5 mm (TAdTog).



4. KAINIKEX TAHPO®OPIEX
4.1 OgpoamevTiKEG EVOEIEELG

To Pigray gvdeikvutan oe Guvovaoud e ovABectpdvn yia T Bepamneio LETEUUNVOTAVGLUKMV
YOVOIK®V Kot avopdv pe Betikd og oppovikd vmodoyéa (HR), apynrtikd og vrodoyéa avBpodmvov
emdepukon avéntikod mapdayovta 2 (HER2) tomikd mpoywpnuévo 1 HETAOTATIKO KOPKIVO TOL
poaotov pe petdAraén PIK3CA petd v e€€MEn g vocou petd amd evookpvikn Oepameio g
povoBepaneio (BA, Tapdypapo 5.1).

4.2  Aocoloyio Kol TPOTOG JOPNYNONG

H évapén tng Bepaneiag pe Pigray mpémet va yiveton amd 10Tpd e EUTEIPIQ GTN YPTOT) AVTIKOPKIVIKGOY
Oepameimv.

O acBeveic pe Beticd og oppovikd vrodoyéa (HR) apvnrikd oe vrodoyéa avBpdTvou emdeptkon
avéntikov mapdayovta 2 (HER2) mpoympnuévo kopkivo Tov Hootod TPEMEL VO EMIAEYOVTOL Y10, T1)
Bepaneio pe Pigray pe faon v mapovcia g petdriaéng PIK3CA otov 6yko 1 ota detypota
TAACULOTOG e TN XPNoT £YKupns eEETtaons. Av dev eviomioTel LETAALAEN GE dety Lol TAAGLOTOG, TTPEMEL
va g€etdletal 0 16T0G ToV GYKOV £QOcOV givat dtabéotpog.

Aocoloyia

H ovvietduevn 66on givor 300 mg aAirelioipan (2x 150 mg emkoAivupéva pe Aemtd vpévio diokia)
mov AapPaveron arag nuepnoiong oe cuveyllopevn Paon. To Pigray mpémet va Aappavetal apécmg
petd and o eayntd, mepimov v 1010 dpa kébe pépa (BAEne mapdypapo 5.2). H péyiot cuvietdpevn
nuepnota 66com Pigray eivor 300 mg.

Av mapainebei o doon Pigray, propet vo Anebei apéomc petd to paynto Kot evidg 9 wpdv HETA TNV
mpa, Tov yopmnyeitor cuvnBwe, Metd and TePIGGoTEPEC 0o 9 DpeEG, N dOGN TPEMEL VAL TOPAAEITETAL Y10
gkeivn v nuépa. Tnv exduevn nuépa to Pigray mpénet va Aapfaveral tn cuvnbicuévn opa. Av o
acBevnig kdvel epetd petd t Aqym g d6ong tov Pigray, o acBeviig dev mpémel va Aappavet
emumpochetn 060N ekeivn TNV NUEPA Kot TPETEL va cuveyilel To auvnBeg 60GOA0YIKO TyfLa TNV
gmouevn NuEPa T cuvnoieuévn mpa.

To Pigray mpénet va cuyyopnyeitor pe eovABeotpdvrn. H cuvictmdpevn 66om povAPeotpdving sivon
500 mg mov yopnyovvtol evéouvikd otig nuépes 1, 15 kot 29 ko pio popd unviciog epeéng.
Iopokareiche va GUUBOLAEVEGTE TIC TANPEIC GLVTAYOYPUPIKEG TANPOPOPIES YO TNV POVAPEGTPAVTY.

H Oepoaneio mpénet vo cuveyiletal yio 660 ¥povikd SLAGTNUO TopATNPEiTaL KAVIKO OQPEAOC T} LEYPL VO
TOPOVGLCTEL UN 0TodekT TOEIKOTNTA. MTTOPEL VO YPEIGTOVY TPOTOTOGELS 0OCTG Yia TNV Peitioon
NG OVEKTIKOTNTOG.



Tpormoroujoeic d6onS

T ™ dwoyeipion tv cofoapdv 1 1 avekT®v avemBountov evepyeldv (ADR) pumopet va yperootel
TPOo®PIVY dloKOT dOGT|G, el /Kot 0ploTIKy dlakomr Tov Pigray. Av ypelaotel peimon g
d00T|g, o1 kaTevhuVTNPleg 00MYieg HElIONG dOONS Y10, TIG AVETBVUNTESG EVEPYELEG TOV PAPUAKOV
napotifevtor otov ivaxa 1. Zvvietdton péyiotog aplfuds 2 peudcemv d00NG LETA TIG OTOlES O
acBevig Ba mpémel va drokdmtel oplotikd tnv Bepoaneia pe Pigray. H peioon g d6ong mpénet va
Paciletar oty ¥e1pdTEPT TPONYOLUEVT TOEIKOTITAL.

Hivakag 1 KatevBovripires 0d1yies ovvioTOpREVIS HEI®OG 0061G Yia TIS OVETOVUNTES
evépyeaieg Tov Pigray?

Eninedo d6ong Piqray Abon Kol oyfqpa ApOpdg Kol TEPLEKTIKOTITA
OloKi®V

Adon évapéne 300 mg/muépa cuveydueva 2x 150 mg diokia

[Ipd peimon do6org 250 mg/muépa cuvexoueva 1x 200 mg dioxio kot 1x 50 mg
dwokio

Agbtepn peiwon 600G 200 mg/muépa cuveydueva, 1x 200 mg diokio

1 Mévo pia peimon 86onc emtrpémetarl yio TNV ToyKpeaTitido.

Ot Iivakeg 2-5 suvoyilouv TIg GUGTACELS Ylo TPOGMPIVY SO0 1| Lelwor dO0NG 1] OPIGTIKT
dwakomn| Tov Pigray yia tn dwxeipion cvykekpipévov Avembountov Evepyeuov. H kvikn kpion tov
Oepamovtog 10Tpov, GUUTEPIAAUPAVOUEVOVY TOV EPYACTNPLOKAOV TIUOV oV KplOel amapaitnto, Tpénel
va kaBodnyel to oyédio dwayeipiong kdbe acbevoig pe Pdon v atopikn aloddynon opélove/
Kvdvvov yua v Ogpameio pe Pigray.



Yrepylorkouuio

H 61afovrevon e évov emoyyelpotio vyeiag Tov £xel epmelpio 6TV OVTIETMOMTION TNG
VIEPYAVKALIIOG TPETEL TAVTA VO AUUPAVETOL DTTOWYT Kol GLVIGTATOL Yio aoBeveic mTov givan mTpo-
draPntikoi 1 exeivoug pe yAvkoln vnoteiag (FG) >250 mg/dl 1y 13,9 mmol/l, deiktn palog odpotog
(BMI) >30 1 nhikio >75 etddov.

H dwofovrevon e d1afntordyo 1 emayyeApatioo VYEIOG PE EUTEIPIO GTNV AVTILETOTION TNG
VIEPYAVKOLUIOG TPEMEL va yiveTal TavToTe yio acteveic pe dapnt.

MMivaxkag 2 Tpomomoinon 6661G KoL SLAYEIPLON TG VTEPYAVKALUING

Twéc yAokoing Yvotaon
vnoteiog(FG)?

H tpomomoinemn g 0661G Kt 0 yEPIopig wpénel vo facilovrtar pévo oTic TInéES YAukoing
noteiog (oto TAaopo/aina).

>ULN-160 mg/dl n Agv amaiteiton Tpocappoyn g d6omng tov Pigray.
>ULN-8,9 mmol/Il EeKIVNOTE 1] EVIGYDGTE TV 0md ToV 6TOU0TOC ovTidiaPnTiy Oepameio?.
>160-250 mg/dl 7 Agv amaiteitonl Tpocoppoyn g d6omg tov Pigray.
>8,9-13,9 mmol/Il EeKIVAGTE 1 EVIGYDGTE TV 0T TOL 6TOUATOG avTidtaPnTiky Oepameia?.

Av n FG dev pewwbei oe <160 mg/dl 1 8,9 mmol/l evtog 21 nuepdv pe
TV KOTIAANAN 0md Tov otdpatog avtidiaPntiky Oepaneias, peidote
8001 tov Pigray kotd 1 enimedo d0omg Ko akoAoVONGTE TIG E0KEG Y1
v i g FG ovotdoeic.

>250-500 mg/dl 7 Awkoyte to Pigray.

>13,9-27,8 mmol/I EeKIVAGTE 1 EVIGYDGTE TV A6 TOL 6TOUATOS avTidiaPntiky Oepamneia?
Kot EEETAGTE TO EVOEYOUEVO EMTPOGHET®V OVTIOOPNTIKDY
PUPLOKEVTIKMOY TPOIOVTOV Ommg 1 voovhivn?® yio 1-2 nuépeg péypt va
VIOY®PNOEL 1] VIEPYAVKOUIO OTTOC EVOEIKVLTAL KAVIKA.

Xopnyeiote evooPAEPLO EVOIATMON Kot EEETAGTE TO EVOEYOLEVO TNG
gvoekvoopevng Bepamneiog (m.y. mopéppaon yio dSotapayis
NAEKTPOAVT®V/ KETOEEWMONG/ VITEPDOCUWDGOTG).

Av 1 FG peiwbei oe <160 mg/dl 1 8,9 mmol/l evtog 3 w¢ 5 nuepdv vtod
NV gvdekvoopevn avtidafntikn Bepaneia, Eovapyiote To Pigqray oto
EMOUEVO KATMTEPO EMIMESO dOOMC.

Av 1 FG bgv peimbei og <160 mg/dl 1 8,9 mmol/l evtdc 3 mg 5 nuepav
VIO TNV EVOEIKVLOUEVT avTIOOPNTIKY Oepameia, GLUVIGTATOL 1] TTOPOYN
cupupoviov amd emayyedpotio vyeiag pe meipa oty Bepameio Tng
VIEPYALKALUIOG.

Av 1 FG dev peiwbel og <160 mg/dl ) 8,9 mmol/l gvtog 21 nuepdv petd
v evdetkvodpevn ovudiafntiky Oepomeias, Stakdyte opIoTIKG TNV
Oepaneio pe Pigray.




>500 mg/dl 1 Awkdyte 10 Pigray.

>27,8 mmol/l EeKIvNOTE 1] EVIGYDOTE TV evdstkvuduevn avtidiofntiky Oepomeia?s
(xopmyeiote evoopAEPLa EVLOATMOOT Kot EEETAGTE TNV EVOEIKVLOUEVN
Oepaneia [m.y. TapéuPfacn yio datapoyég nhekTpolvTmVv/ ketobéwong/
VREPOOUWOOTNG]), KAVTE EMAVELEYYO EVTOG 24 P®OV Kol GOUPOVOL LIE TIG
KAvikég evdeitelc.

Av 1 FG peiwbei oe <500 mg/dl v <27,8 mmol/l, axorovbiote Emetta
T1§ €181KéG Yo TV Tiun g FG ovotdoeic yo ta <500 mg/dl.

Av 1 FG emPefarmbei ota >500 mg/dl | >27,8 mmol/l petd amod

24 dpec, dSokdyTe oploTika TV Bepameio pe Pigray.

Ta enineda yYAvkding vnoteiog avtavakiovv to Babud vrepyivkopiog copewva pe 1o CTCAE
"Exdoon 4.03 CTCAE = Kowd Kpunipua Oporoyiog yio AvemBounta Zvpfdava.

Ta gvdewvoopeva ovTidfnNTikd EopUOKEVTIKA TPOTOVTA, OTMG 1) LETQOPLLiv, ot avactoieic SGLT2
gvootnronomtég veovAiivng (dnwg BelaloMdvedIOVEG 1 AVAGTOAELG TNG SIMENTIOVAMKTG
nentdbong-4) mpénel yopnyodvrat kat vo EETALOVTAL Ol OVTIOTOLES TANPOPOPIEG GLUVTAYOYPAPNONG
Y10 GLOTAGELS SOGOAOYI0G KOt TITAOTTOINGONG SOGNGE, CUUTEPIAAUPAVOUEVOV TV TOTIKOV
KateLHLVTIPLOVY 0ONYLDV Yio TNV avTIeT®TIo ToL dwfnt. H petpopuivn cvothnke oty edong I
KAMVIKT pedétn pe tig akdAovbeg odnyieg: 1 Evapén g peteopuivng npénet vo yivetor ota 500 mg pio
@opa nuepnoing. Me Bdon v avektikdTnTa 1) 0001 TG LETPOPLIvVIG popel va avénbei og S00 mg
800 Qopég nuepnoimg, otn cvvéyeta o€ 500 mg pe to Tp@wvod kot 1.000 mg pe o fpadvo yedua Kot
o cvvéyela pe mepartépo avénon o€ 1.000 mg dvo popéc nuepnoing av ypelootel (PAéne
napbypago 4.4).

Onwg ovuviotdtat otnv kKAvikn pehétn edong I khvikn perétn, n woovkivn propei va
xpnoonomBet yio 1-2 nuépeg péypt va vmoympnoet n vaepyAvkaic. Q61660, aVTO PTOpEl Vo NV
glval amopoiTnTo TNV TAEOVOTNTO TV TEPMTMOCEMY VIEPYAVKULUING TOV TPOKANONKE amd TNV
aArehoipmn, dedopévng g cvvrouns nicslag (NG TG OATEMSIUTNG Kot TG TPOSdOKiaG OTL Ta.
emimeda, yYAvkong 0o otabepomombovv petd v dwokon tov Pigray.

Awfntikn kot Tpodiafntiky katdotacn katd v évoapén, BMI >30 katd v évapén kot nlikio

>75 etov xatd v évapén, Exovv Ppebel va anotelodv mapdyovteg kvdhvou yia vepyAvKoLia GE
acOeveic mov Aappdvovy Bepaneio pe akmeMoiumn. Avtol ol Tapdyovieg Kivovov fTay TAPOVTIEG OTO
74,7% tov acBevav pe kaOe Bobpov vrepylvkario kot 6to 86,2% twv acbevdv pe vrepylvkaipio
Babpov 3 1 4 (PA. Topdypago 4.4)



E&ovOnuo

H yopfynon aviustopivikadyv amd Tov 6TONATOS UTopel va eEETACTEL WG TPOPLAAE KAUTA T YPOVIKN
oTiyun évapéng tng Bepamneiag pe Pigray. Emimpocfétmg, Ta avTiusTapivikd GUVIGTOVTOL Y10, TV
AVTIHETATIOT TOV GUUTTOUATOV ToL eEavOIaTOC.

H tomwn Oepameia pe Koptikootepoedn npénel va Eekivdel e ta mpdta onpeia eEavOqpoTog Kot ta
GUOTNHOTIKG KOPTIKOGTEPOEWON TTPEMEL VoL eEETALOVTOL WG EMAOYN Y1 To LETPLOL OC GOPapd
eEavOnuata. Me Bdon v Popdtnra tov eEavOnuatoc to Pigray pmopet va ypelactel mpocmpivi
Sdwokomn M peimon d6ong 1 oplotikn dtokon| OTmg meptypapetar otov Iivaxa 3 (BAéne

napdypagpo 4.8).

Mivaxag 3 Tpomomoinon 6061G KOl OVTIHETOTIGT TOV EEavOpaTOg

(<10% epPaddv EMPAVELNG COUATOG
[EEZ] ue evepyn deppatikn

BaOpoc! Yiotaon

Olot o1 fabuoi [péner wavta va e&eTaletan To EVOEYOUEVO TOPOYNG
oLUBoVAGV amd depUATOLOYO.

Bafpoc 1 Agv amaiteiton Tpocappoyn g d6omng tov Pigray.

EeKwvnoTte Tomikn Oepaneia Le KOPTIKOGTEPOELDT).
E&etdote v mpocHnkn amd tov otopatog Oepaneiog pe

(10-30% EEX pe gvepyn depurotikn
TOEIKOTNTOL)

ToEIKOTNTOL) OVTUGTOUIVIKG Y10l TV OVTLETMTICT) TOV CUUTTOUATOV.
Edv to evepyd eEavOnua dev Pedtidveton evtog 28 nuepdv
KaTdAANANG Oepameiog, Tpocbiote o younin doom
GUOTNLOTIKOD KOPTIKOGTEPOEIOOVG,.

BaBpog 2 Agv amaiteiton Tpocappoyn g d6omng tov Pigray.

EeKVNoTE 1 EVIoYDOTE TNV TOTIKN Ogpameia pe
KOPTIKOGTEPOELDN KOl OO TOL GTOUATOG CVTUGTOULVIKA.
E&etdote ) yopnynon Oepaneiog pe xapnin o6on
GLOTILOTIKOD KOPTIKOGTEPOEIOOVG,.

Epocov to e&avinua vroympnoet o oo <1 gvtog
10 nuep®V TO GLGTNUATIKO KOPTIKOGTEPOELDEG UITOPEL VL
drakomet

Babuoc 3 (n.y. coPapd e€dvOnua mov
OEV OVTATOKPIVETOL OE 0TPLKN
OVTULETMOTION))

(>30% EEX pe evepyn depuatikn
To&IKOTNTAL)

Awokoyte to Pigray péypt to e€avonuo vroympnoel og
Babuov <I.

HeKwnoTe 1| evioyvote Vv Oepameia e TOMKE amd Tov
GTOUOTOG KOPTIKOGTEPOEION KOl OLVTUCTOULVIKA.

MoMg to e&avnpa voywpnoet og Babpov <1, Eavapyiote
10 Pigray oto emdpevo yoaunAotepo enimedo dOoNG.

BaBpoc 4 (n.y. coPapég mouporvyec,
depoTIKEG dtatapoyég pe eEavonua
N amoPoAid®oN)

(omowodnmote % EEX oyetileton pe
extevn emoipumén, e Evoeién yia
EVOOQAEPLOL AVTIPLOTIKG, OTEIANTUKEG
v T {1 cuVERELES)

Alokoyte OproTikd to Pigray.

1

Babpordynon sopemva pe to CTCAE ‘Exdoon 5.0




Awapporo. i kolitido.

Mivaxag 4 Tpomomoinon 6661NG KOl AVIIHETAOTLCT TNG OLAPPOLAS 1] TNG KOAMTIONG

BaOpoc! Yiotaon

Bafpoc 1 Agv anouteiton Tpocopuoy g 66ong Tov Pigray. Zekiviote TNV KOToAANAN
(QOPUOKEVTIKT Bepameia kKot TapaKOAOVONGTE COUPMVA UE TIG KAIVIKEG
gvoei&elc.

Bafuog 22 AlokoyTte ™ yoprynomn tov Pigray.

EeKWVNOTE 1) EVIOYOOTE TNV KATAAANAT QapLakevTikh Oepameio kot
TOPOKOAOVONGTE COLPOVA LE TIC KAVIKEG EVOEIEELG.

Edv n ddppora 1 ) koitido vroywpnoet oe Babuod <1, tote Eavapyiote TO
Pigray oo id10 eninedo doomng,.

[N vrotpomaovoa didppora 1 KoAiTda Pabpod >2 dakdyte T yoprynon
Tov Pigray péypt va Bektimbei oe Pabud <1, Eavopyiote to Piqray oto endpevo
YounAoTEPO emimedo dOONG.

Bofuog 323 AwkoyTe T Yopnynon tov Pigray.

EeKWVNOTE 1 EVIOYDOTE TNV KATAAANAT QOPUOKEVTIKY Oeparmeio kot
TapakolohOnon cOueOV pE TIg KMVIKEG eVOEiEeLs.

Eav n diappota 1) 1 koritida vroywpnoet o Pabud <1, Eavapyiote to Pigray
GTO EMOLEVO YOUNAOTEPO EMIMESO dOONC.

2
3

Bofuog 423 Awakdyte oprotikd to Pigray
1

Babpordynon copewva pe to CTCAE 'Exdoon 5.

INo BaBpov >2 mpénet va eEetalete enmpdobetn Oepaneio, OTMG T0. GTEPOELDT.

Emumdéov o xepiopdg tov acbevav mpénet va yivetol cOUQ®VO. LE TO TOTIKG TPOTLTC, PPOVTIOA,
TePIAAUPAVOUEV®V TOPAKOAODONGNG NAEKTPOAVTAOV, JOPTYNOT OVTIELETIKAV KOl AVTIOOPPOTKAOV
POPLOKEVTIKMOV TPOIOVTIMV 1)/Kal OVATANPMGT VYPDV KOl CUUTANPOUATO NAEKTPOAVTOV GV UQDVO. LE
TIC KAMVIKEG eVOEiEELG.

ANeg tolikotnteg

ivakag 5 Tpomomoinon 6661S Kot AVTIRETOTION GAAOY TOSIKOTHTOV (1e TNV eaipeon TG

vrepylvkopiog. Tov s£ovOnuaTog Kot TG Sidpporag 1 TG KoriTIdag)

2

BaOpég Yvotaon

BaBupog 112 Agv amaiteitonl Tpocappoyn 60ong tov Pigray. Eekiviote v evdekvodpevn
wrpiky Oepameio ko TopakolovdnoTe GOUEOVE e TIC KAMVIKEC evdeifec??,

Babuoc 3 Awkoyte T 060M Tov Pigray péypt m Peitioon o Babuod <1, érxerra Eavapyiote
10 Pigray 670 £nduevo younhotepo eninedo d6onc’

Bofpog 4 Opiotikn drakony Tov Pigray®

1

Babpog coppwva pe ta CTCAE "Exdoon 5.0

INo v maykpeatitido fadpov 2 kot 3 dakdyte ) d60m tov Pigray péypt v fertioon og fadud <1
Kot EavapyioTte 6To EMOpEVO YapMAOTEPO eminedo doomg. Emtpéneton povo pia peioon déong. Av
EMAVELOOVIOTEL 1] TOEIKOTNTO, dlaKOWTE OpLoTikd TV Bepaneia pe Pigray.

IMa avénon oAkng yorepvBpivng Pabrov 2 dtukdyte T do6om Tov Pigray péypt v voydpnon o€
Babpod <1 kot Eavapyiote oto 1010 eminedo d6oNS av 1 Pertioon Eywve oe <14 nuépeg N Eavapyiote
070 ETOUEVO YauNAdTEPO EMimEdO 6OoNG €6V N Pehtiwon Eywve o >14 nuépeg.

E1dixol mnboouoi

Hliiouévor

Agv amoiteitol TPOcUpHOYN TOL SOCOA0YIKOV GYNUATOG o€ acheveic nhikiag 65 etdv 1 dvo (PA.
napdypapo 5.2). Yrdpyovv meplropiopéva dedopéva yo, acbeveic nAkiog dvm >75 etdv Ko 1d10itepa
Yo aVTOvG OV Eivar>85 eTdv.




Negppixn ovoieitovpyio

Me Béion v QopLOKOKIVNTIKY 0vAAVCT) TOL TANBLGHOD, dev elval amapaitnTn Kapio Tpocapuroyn
d0on¢ oe acbeveig pe o 1 pétpro, veppikn duciertovpyio. (PAéne mapdypago 5.2). Xperdleton
nwpocoyn o€ aobeveic pe coPapn veppikn dvcAettovpyia kabmg dev vdpyel euneipia pe to Pigray og
avToV TOV TANBLGLO.

Hratikn dvalertovpyio

Me Bdon wo peiétn yo v nratikn dSuciettovpyio og acBeveic yopig Kapkivo pe dtatapoyn g
NTaATKNG Aettovpyiag dev amatteitan Tpocapoyn 06ong o acheveig pe Mo, HéTpila 1| cofapn
nrotikn dvoiertovpyia (Child-Pugh xatnyopia A, B 1 C, avtictoye) (BAéne mapdypago 5.2).

Houdrazpixog winBvouog
H aopddeia ka1 amotelecpaticotnta Tov Pigray o€ mondid nAkiog 0-18 etdv dev €govv axopa

tekunprwei. Aev vdpyovv dabEcio dedOpUEVAL.

Tpoémog yopnynong

To Pigray mpoopiletar yio ypnon omd tov otopatos. Ta diokia mpénet va kaTomivovial oAdKANpa. Agv
TPENEL VAL, TAL Loo@VTaL, vo GuvOAiBovtar obte va kOPovtal ota 600 TTptv amod v Katdmoor). Ta diokia
7OV €ivOl GTOCUEVA, EYOVV payioEL 1] OV Elval OKEPALOL LE OTOLOVONTTOTE TPOTO OEV TPEMEL VUL
Aappdavovrar.

4.3  Avtevositag

YrepevoioOnoio 6tn dpactikni ovoia 1| 6 KEmolo amd To £K60Y TOV AVAPEPOVTOL GTNV
mapdypoeo 6.1.

4.4  E101kég TPOEIOOTOMGELS KOL TPOPVAAEES KATE TN Yp1ion

DovABectpdvn

E&’ outiag nepropiopévav dedopévav o acbeveic pe mponyovevn xprion eoviPeostpaving (n=39,
perétn CBYL719X2101), n anotelecpuatikdtnTa dev BempEitan TEKUNPIOUEVT GE OLTOV TOV
mnbvoud (BA. mapdypago 5.1).

YrepevooOnoio (courmeptrapuBovouévne tne ava@UAOKTIKAC OVTiOpaonc)

Yofapéc avtidpdoeic vaepevatcnaciog (cuumephapufavouévng Tng AVaPLANKTIKNG OVTIOpOoNG, TOL
OVOQPUAOKTIKOD GOK KOl TOV 0YYEL00LOMLOTOC), TTOV EKONAMVOVTUL LE GUUTTMLOTO TOV
nepthappavouv, petald aAlov, dvemvoa, e&ayels, eEavOnua, TopeTod 1 TayvKaPdia avapépOnkay ce
acOeveic mov éhaPav Pigray (BAéme mapdypago 4.8). To Pigray mpénet vo, S10KOTTETOL OPIOTIKG. Kol
dev mpémet va yivetou emovévapén o acbevelg e coPfapéc avtidpdoeic vriepevatcOnciog. [Ipémel va
yiveton Eyxarpn évopén g evoekvoouevng Bepamneiog.

2oBopéc depuoTikéc avTOPACELS

"Exovv avoaeepbel cofapéc depratikés avtidpaoelc Ue TV OATEAGTUTT. TNV KAVIKY HEAETN

@aong IIT to ocvvépopo Stevens-Johnson (SJS) kat to molduopeo epvdnua (EM) avaeipbnkav oe 1
(0,4%) xau 3 (1,1%) aoBeveig, avtiotoyo. PopUOKEVTIKT OVTIOPOOT] LE NOCIVOPIAIN KAl GLGTNUATIKA
ovuntouata (DRESS) éyet avapepbei petd tv kukhogopia (PA. mapdaypago 4.8).

H Bepamneia pe Pigray dev mpénet va Egkivdel o€ acbeveic pe 16Topikd cofapdv dEPLOTIKOV
avTIdploewv.



Ot aoBeveic mpénetl va supuPovAehovTat Yo To GNUELN KOl TO COUTTOUOTE TV GOPAPOY dEPUATIKOV
avTIdpdoe@v (7., TPOSPOUO TVPETOV, YPUTTMOIN GLUTTOUATO, PAAPES TOV fAEVVOYOVOD 1|
EMOEVOVUEVO depUATIKO eEavOnua). Av vITdpyovY oNueia 1| CLUTTOUOTO GOPAPDY SEPLOTIKDOV
avtidpacemv, To Pigray mpénel va draxomtetal péypt vo kabopilotei 1 artioAoyio g avtidopaong.
Yuvietdtat ovalnon cLUPovAdY amd deprATOAIYO.

Av emBepoiwbdei coPapn deppatikn avtidpaon, To Pigray mpémet vo dtakomtetan oploTikd. Agv Tpémel
va yivetal eravévapén tov Pigray o€ acBeveig mov €xovv eppavicel Tponyodpeves coPapés
depuatikég avtidpdoeic. Av dev emPeParnbel coPapn deppatiki avtidpaoct, umopel va ypelaotel
Tpoowpvn dtokomn g Bepaneiag pe Pigray, peimon g 660mg 1 0p1oTiKn dtakonh g Oepaneiog
onw¢ meprypaeetal otov Iivaxa 3 (PAéne mapdypopo 4.2).

Yrepylokopio

Yofapn vrepyAvkaipia, o LEPIKES TEPIMTAOGELS GYETILOUEVT Ie GOVOPOLLO VITEPYAVKOLUIKNG
vrepdoumong anovoio ketoéwong (HHNKS) 1 keto&éwon, €xel mapatnpnbei oe acheveig mov
éhafov Oepomeia pe Pigray. Mepikd meptototikd ketoféoong ue Bavammeopo xPaocn £xovv avaeepOel
GTO JIACTNLO HETA TNV KUKAOQOPIa.

2 edong I kKhvikn perétn, n vaepyrlvkoipio Tapatnpnbnke cuyvotepa o acbeveig mov fTav
SwaPnticoi (0 oo 12 acOeveic [0%] pe fobuod 1-2 kot 10 amd 12 acBeveig [83,3%] pe Pabuov 3-4),
npodiafnricoi (42 and 159 acbeveig [26,4%] pe Pabpod 1-2 ko 77 amd 159 acbeveic [48,4%] pe
Babuov 3-4), eiyav BMI >30 xatd tnv dwodoyn (13 and 74 acbeveic [17,6%] pe Babuod 1-2 ko 38
and 74 acBeveic [51,4%] ue Babuov 3-4) N oy nhikiog >75 etdv (6 and 34 acbeveic [17,6%] ue
BaOpov 1-2 kot 19 amd 34 acbeveic [55,9%] pe fabuov 3-4).

Kabmg n vrepyrlokopio propel vo topovctoctel pe oipvidto Evapén petd and mv Evapén g
Oepamneiog, cLVIGTATAL 1) CLYVY CVTO-TAPUKOAOVONGN KOTA TI TPMTEG 4 EPOOUASEG KO 1O10NTEPWDS
€VTOG TOV TPpOTOV 2 Rdopddwv Bepansiog, cOpeova Le T1g KAMvikEg evoei&els. 'Eva cuykekpipévo
TPOYPOUUA VL0 TNV TTopakolovOnon ¢ YAvkoing vnoteiog Tpoteivetat otov [livaka 6.

2 edong I kKhvikr| perétn ot acBeveic pe 16TopKd cakyopmdon dapntn evicyvoav I xpnon Tov
VTSN TIKOV POPUAKEVTIKAV TPOIOVI®V KaTd T d1dpKela g Oepoaneiog pe Pigray.

e 6Aovg Tovg acbevelg Tpémet va divetal n odnyia yio adhayég Tov TpOTOV {MNG OV pIopel va
HEIOGOLY TNV LIEPYAVKOLpiaL (T.). TEPLOPIOUOL 6T SLUTPOPT| KOL PLGIKT dPAGTNPLOTNTA).
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MHivokag 6 Ipoypoppa yro Ty Topakoiovdnon g YAvkoing vnoteiog

JOVICTONEVO TPOYPUINA
TAPOKOLOVON OGS TOV EMTES OV
YAvk6ing vnoteiog kor HbAlc o¢
6)0vg T0Vg 060eveic mov Aappavovv
Oepamncia pe Pigray

JOVICTONEVO TPOYPUIN
TAPOKOLOVON OGS TOV EMTES OV
YAvk6lng vnoteiog ko HbAlc o¢
ao0gveic pe owapn,
npodwuPnrikovg, pe BMI =30 n
niiog =75 mwov Aappdavovv
Ospomeio pe Pigray

Katd ™ dworoyn
PV OTO TNV
évapln g
Oepameiog pe
Pigray

"Eleyyog tov emmédmv yAvkoing vnoteiog oto midopa(FPG), HbAlc kat
Bedtioon tov emmédmv YALKOLNG aipoTog Tov achevoig. (BA. mivaka 2)

MeTta v évapén
¢ Oepansciog pe
Pigray copoova pe
TIS KMVIKEG
gvositelg

[Mopakoiovdnon g yAvkding vnoteiog tig efoopnddeg 1, 2, 4, 6 kot 8 petd
v évapén tng Bepoameiog Kot petd kdbe punva.

[Mopakorovdnon/avtomapakorovonon
g YAVKOING Vnotelog TaKTIKG, 710
oLYVA OTIC TPDOTEG 4 EBSOUAdES Kot
€101KA EVTOG TV TPOTOV 2 gfdopddmv
g Oepameiog cOLE®VA e TIG 00MYieg
evog emayyeApatio vysioc™.

[MopakorovOnon/avtomapakorovonon
g YAVKOING ynoteiog kadnuepva yio
TIG TPAOTEC 2 efdopadeg ¢ Oepameiog.
Metd ocvveyiote vo Topakolovdeite
v yAuko{n vnoteiog 660 cuyva
YPEWBLETOL Y10 TNV OVTIUETATIOT TG

VIEPYAVKALUIOG GOUPOVOL [LE TIG
oonyieg evog emayyeApotio vysioc™.

H HbA 1c npénet va mapakolovbeitor petd amd 4 efoopddeg Oepaneiog kot
émerta kGOe 3 pnvec.

Av gpu@aviotel
vaepylvkapio

peta v évapén

[Mopakorovdnate v yAVKOIN VNNOTEING TOKTIKA, COUPDVO LUE TO TOTIKY
TPOTLTOL PPOVTIONG LYELNG Kol TOLVAYIGTOV HEXPL M| YALKOLN Vnoteiog petmbel
0€ PLGLOAOYIK( EMITED L.

¢ Oepamneiog pe 10
Pigray copoova pe
TIG KMVIKEG
gvositelg

Kotd ™ dibprela g Oepaneiog pe avridiafntikd edppoxo cuveyiote tnv
napakorlovOnon g yAvkolng vnoteiag Tovddyiotov pio popd tnv efoopudda
v 8 eBdoUGdES, Kal 6T GLUVEKELR Wio Popd kdOe 2 efdopudadeg Kot
mapakolovdeite TNV YAvkO(Nng vnoteiog couP®Va e TIG 0dNYieg vOg
emoyyeApatio vyeiog pe eWdkdTTA 6TN Ogpameio TN VIEPYAVKALING.

*OM 1 mopakorovdnon g YALKOING Tpénet va yiveTon KaTd T SLKPLTIKY EVYEPELD TOV LUTPOL
OGS EVOETKVUTOL KAVIKAL.

[pénet va divovtar cupPoviég oToV 0IoOEVEIS YO TOL ONUEIN KOl TO GUUTTOUOTA TNG VIEPYAVKALUING
(m.yx. vepPorikn| diya, meprocdTEPT 0VpNON O’ 6,1t GLVHOWG 1 LEYUADTEPT] TOGOTNTO OVP®V O’ O,TL
ocuvnbmg, avEnuévn opeén e ammAsio Bapoug).

Ytovg 190 acBeveic pe vaepAvkapio, 87,4% (166/190) avtipetoniotnkay e avtidiofnTikny aywyn,
Kot 75,8% (144/190) avéepepav ) ¥pNoN LETPOPUIVIG OG LOVOL TaPEyovTa 1) GE GUVOVAGHO LE GAAN
avtidafntiky ayoyn (.. weovhivn, avactoleic tng duentidvionentiddong-4 (DPP-4), avactoleig
SGLT?2 kot covApovurovpieg).

A7d 10V 6TOUOTOC avTIdPNTIKY aymyn ypnoporombnke oe 154 acbeveic. Amd avtovg TOVg
154 acBeveic, 17 (11,0%) diéxoyav tnv vind uekétn Oepancio Adyo vrepylokaipiog. Tavtdypovn
aymyn He woovdivn ypnotporodnke og 54 acbeveic. And avtovg 13 (24,1%) diékoyav tnv vd
ueAétn Oepameio Moy vaepylokoipiog.
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Amd 162 acbeveig pe vrepyrokopio fabuov >2, 155 giyov Peitioon tovidyiotov katdl Babud, o
dapecog Ypovog Emg v Bertimon NrTov 8 nuépeg (95% Cl: 8 £mc 10 nuépeg).

Am6 tovg acbeveic pe avénuévn FPG mov cuvéyioay tn Bepaneia pe povAfestpdvin petd my
daxonn tov Pigray, (n=58), 98,3% (n=57) ixav enineda FPG mov enéotpeyav 6Tig apyIikeg TIEG.

H aopddeia tov Pigray oe acBeveic pe dafn Tomov 1 kot pun edeyyopevo dafntn Tomov 2 dev Exet
edpawBel kaBmg avtol ot acbeveic amokAeiotniay and v KAvikn peiétn edong I1.
Souneptnednkav acheveig pe 10tpkd 1wtopkd dwafrn Tomov 2. Ot acbeveig pe 10T0pikd
oaKyopmON SofnTn pumopel va ypelactovy evtatikn Bepameio yio Tov dafnt Ko Bo Tpémet va sivat
Vo 0TEVH TOPOUKOAOVON o).

Me Baon v Paputnto g vaepylvkoipiog Propel va ypelactel Tpoowpivn dloKomn 1 HEI®oN TG
d6oM¢ N oploTikn dtakont| Tov Pigray 6nmg meptypdpeton otov [Mivaka 2 (PAéne moapdypago 4.2).

IIvevpovitida

"Eyxet avapepbei mvevpovitida cvopneptiapfovouévov copapodv Tepintdoemy mvevpovitidoag/ ofelog
dudpeong mvevpovorabeiag o aoBeveig mov AdpPoavay Pigray oe khvikég peléteg. [pémel va
TaPEXETAL GUUPBOVAN GTOVG OCOEVEIS VO OVAPEPOVY OTOLOONTTOTE VEO OVATTVEVGTIKO GUUTTOMUO, 1|
AVOTVEVGTIKO GOUMTMO TOL TAPOVCIALEL EMdEivmon. L acbeveilg Tov £YOVV VEO AVATVEVGTIKO
GUUTMTOUA 1] OVOTVEVGTIKO GOUTTOLLE, 0V TOPOVGLALEL EMOEIVAOGCT) 1 TOL VIOTTEVOVTOL OTL EYOLV
avartoéel Tvevpovitida, 1 Oepaneia pe Pigray mpémet vo Staxomteton ouécmg Kot 0 aoheVNg TpémeL va
a&lohoyeitar yio mvevpovitida. H didyvoon pun Aoiuddoovg mvevpovitidog npénet va eEeTdleTol g
evdeyopevo ag acbeveic mov mapovstalovy Un 01K GNElR OO TO OVOTVELGTIKO KOl GUUTTOUOTOL
omwg vro&ia, Prya, dbomvola 1| didpeceg SMONGELG o€ aKTIVOAOYIKT €E€TOOT KOl GTOVS 0TTO10VG EYEL
amokielotel 1 Aoipmén, n veomhaoio kot GAAa aitio pécm TtV evdstkvuouevav eéetdacewy. To Pigray
TPENEL VO, SIOKOTTETAL OPIOTIKA GE OAOVG TOVG acOeveic e emPBefatpévn Tvevuovitioa.

A1dppoto 1) KOATIO0,

O1 acBeveic Ba mpémet va maparcorovfovvtar yio Leavion dtéppotag Kot GAL®V CUUTTOUATOV
KOAITIOOG, OTWG KOIALOKOG TOVOG Kot PAEVVA N aipLo GTOL KOTTPOAVAL.

Yofapn d1dppota Kol KAVIKEG GUVETELES, OTMG 1 APLOAT®ST Kot 1 o&eia veppikn PAGPN, £xovv
avapepOei katd ™ didpketlo tng Oepameiog pe to Pigray kot vroydpnoov pe Ty KatdAAnAn
mapéuPoon. 59,5% tov acbevav (N=169) tapovciocay didppoia katd tn didpkela g Oepameiog pe
to Pigray. Awdppota fabpod 3 tapovoidotnke oto 7% (N=20) TV acBevdv evd TEPIGTUTIKA
BaBuov 4 dev Exovv avapepbel. Meta&d tov acbevav pe didppota Babuov 2 1 3 (N=71), o didpecog
xPOvog Em¢ TV epeavion frav 50 nuépeg (ebpog: 1 émg 954 nuépec).

Mewboeig d6omng tov Pigray anortOnkav og 5,6% tov acbevov kot 2,8% tov acbevdv diEkoyay 1o
Pigray e&attiog g didppotac. Xtovg 169 acbeveic mov Tapovsiocay didppota, ovTidloppoiky aymyn
(.. Aomepapion) yio TV OVTIUETONIOT TOV CLUTTOUATOV amortiOnke yio o 64,5% (109/169).

Me Baon v Paputnto g didppotog 1 TG KOATdNG, umopel va amaitnOel d10komn TG Xop1yNong
tov Pigray peimon tng 86omg 1 opilotikn dtokony 0nmg neptypdpetan otov IMivaka 4 (BA.
napbypapo 4.2).

Y10v¢ 0ioeveig mpémel v divovTtat 001yiec vo EEKIVIGOVV avTISIOPPOIKT ay®yn, Vo avENGoVY Ta vYPa
a7t0 TOV GTOLOTOC, KOL VO, EVIIULEPDCOVY TOV 10TPO TOVG EAV TOPOVGLUGTEL S1ippoLa 1] GAAN
CLUTTOUOTO KOATIO0G evOcm Aappavovy Pigray. Xe mepintmon koAitidag puropei va e&etalerol n
yopnynon enmpochetng Bepomeiog, OTWOS TO GTEPOELDT, COLUPOVA LE TIG KAVIKEG EVOEiEElC.
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Ooteovékpmwon tne yvabov

[dwaitepn mpocoyn mpémetl va emdeikvieTal 6tav 1o Pigray kot S1poopmvikd 1 avasToAEic GUVOESTC
tov RANK (7.y. denosumab) ypnoiomotodvran gite tantdypova gite dadoykd. H Bepaneia ue Pigray
dev mpémet va Eekvd o€ acbevels e 0oTEOVEKPMOOT) TG YVABOL 0Itd TPON YOV LEVN 1) TALTOYPOVT|
Bepaneia pe dSpoocpmvikd/denosumab og eEEMEN. ZTovg acbeveig Tpémet va divetal cupfovAr va
AVOQPEPOVY AUECH KAOE VEO 1) ETIOEIVODEVO GTOUATIKO COUTTOUE (OTTMG 0O0VTIKY] KIVITIKOTNTO
OVOGS 1 oldN U, L1 ETOVAMGT) TANYDV TOL GTOUATOG 1] EKKPLUA) KaTd T ddpKen TG Bepaneiog pe
Pigray.

e aoBeveic mov TopovGLaLovY 06TEOVEKPMAT) TG YVABoL, Tpémel va EEKva 1) Kablepouévn 10Tpiky
OVTULETOTLON).

ZUUTTOUOTIKE STAGYVIKT VOGOC

H amoteieopatikdmna Kot 1 as@AAEL AVTOD TOL POPUAKEVTIKOD TPOIOVTOG OeV Exovv peletnBel oe
ac0eVEIC e CUUTTOUATIKY CTAQYVIKT VOGO.

Ndrtpo

To edpuaxo avtd mepiéyel Ayodtepo and 1 mmol vatpiov (23 mg) avé emkaAvupévo pe Aemrtd vuEvio
dwokio, givor avtd mov ovopdlovpe KeievBepo vatpiov>>.

45  Aliemopdosic pe GAlo QUPRIKEVTIKA TPOIOVTO KO AALES HOPPES aAANAeTiOpaoG

DopUAKEVTIKA TPOLOVTO TOL UTOPEL VO CVENGOVV TIC GLYKEVTPDOOELS TNE OATEMGIUTNG 0TO TAGCLA

Avaoroleic e mpwteivne avlektikotrac Tov kapkivov tov uactod (BCRP)

H aAnehoipnn eivar vidootpopa yio to BCRP in vitro, kot ekepaletatl kupimg 6to Nrap kot 6Tov
alpotogyke@oikd epayud. To BCRP gumiéketar 6ty amofoin HEcm NTaTog Kot YOANPOP®Y Kol
OTNV EVIEPIKT| UMEKKPLON TNE OATEAGIUTNG, EMOUEVAOS I avacToAn Tov BCRP oto map kot oto
£€viepPo KOTA TN ddpKeLn TNG AmoPoANg pmopel va 0dNYNoEL 6g adENCT TG GUCTNUATIKNG £KBEONC
oV oAnelMoiunn. [a 10 Adyo avtd cuVIGTATOL TPOGOYT Kot TopaKkoAovON o Yo ToEIKOTNTO KOTA TN
duapkela Tavtoypovng Bepaneiag pe avactoreic tov BCRP (7.y. ektpoufomdyn, Aamatvipmn,
TAVTOTPALOAT)).

DopLOKEVTIKE TPOIOVTO TOV LUTOPEL VO, LEWWGOVY TIC GLYKEVIPAGELS TNE GATEMGIUTNG 6TO TAGGUO

Ovoiec mov usicvoovy vy olvtnTa

H ovyyopnynon tov avtayovioty tov vrodoyéa H2 pavitidivn 6g cuvdvacpo pe epana omd tov
otopaTog 060om 300 Mg oAreMoiunn peiwoe ELa@pdc ™ Prodiobeoiudtnra TG aATEMGIUANG Kol
peimoe T ocvvolikn éxBeon oty aikneloiunn. Katd v Aqymn yedpotog pe younAd Amoapd kot Alyeg
Oeppidec (LFLC), n AUCins peiddnke kotd péoco 0po katd 21% kot 1 Cmax Kotd 36% pe ) povitidivn.
Katd v amovoia tpoeng, n exidpaocm nrav mo gpeovis pe 30% peiowon e AUCi ko 51% peioon
6N Cax L€ TN paviTidivn g cOYKPIoN e TNV KOTAGTOON VNoTElng Ympic T cuyyopnynon
pavitdivng. H pappakokivntikn avaivon minboucpov dev £6e1&e onuavTike enidpacn g
GLYYOPNYNONG OVCIDV HEI®ONG TV 0EEMV, CUUTEPIAUUPOVOUEVEOV TOV AVAGTOAEWV OVTALNG
TPOTOVIOVY, TOV avTayOVISTOV bTodoyéa H2 kat tov avtidéivav, 6Ty QoproKoKIvTIKY TNG
OATEMGIUTNG. ZUVETMG, N AATEMGIUTY propel vo cuyxopnynbei pe Tapdyovieg mov peldVOLVY Ta
o&éa, pe v mpovmdbeon 1 aAreMoipan vo Aappavetar opécns petd o eayntd (PA. mopdypogo 4.2).
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Eraywysic CYP3A4

H yopiynon 600 mg prpaumivng (evog ioyvpod CYP3A4 enaywyéa) pio @opd v nuépa yio 7 NUEPEC
aKoAoLOOVLEVT] OTTO GLYYOPTYNOT OGS EQAmas amd Tov otopatog doong 300 mg aAnelMoiunng tnv
8" nuépa, peimoe TV Cmax TG ahmeMoiumng katd 38% wai tnv AUC katd 57% o€ vylelg eviiikeg
(N=25). H ovyyopnynon 600 mg prpopmivng pio @opd v nuépa yuo. 15 nuépeg pe alnehoipmn

300 mg pia @opd v nuépa pe Evapén and v nuépa 8 £mg ™ pépa 15 peiwoav v Cmax 6TaBepnc
KaTdoToong TS oAneMoipnng kotd 59% ko v AUC xotd 74%.

H ovyyopiiynon pe évav woyvpd enaywyéa CYP3A4 npokaiel peimon g AUC g aAneMcipmng n
01010 UTOPEL VO, ELATTMGEL TNV OTOTEAEGUATIKOTNTA TG aATTEMGiUTNG. H ovyyopiynon g
aATEMGIUTNG e 1oyvpovg enaymyeic Tov CYP3A4 (n.y. amaiovtapion, kappapalenivn,
evCoAovTapion, HITOTAvT), GOVLTOIVY, proaurivy, Botavo tov Ay. Imdvvn) Ba tpénel va amopevyeTot
Kol vo e€etaletan  ETA0Y GLYYOPNYNONG EVOG EVOALIKTIKOD QAPUAKEVLTIKOD TPOIOVTOC YpPig 1 UE
gldyiot duvatotnta emaywyng tov CYP3A4.

DoPUOKEVTIKA TPOTOVTIO TOV OTOIMV 0l GUYKEVIPADGELC 6TO TAGoMO topel vo. petafAnbodv omd tnv
aAreMoiumn

Yroorpwpara CYP344, CYP2C8, CYP2C9, CYP2C/9 ka: CYP2B6

Agv amaiteitol Tpocappoyn doong kaTd TN cuyyopnynon tov Pigray pe vrootpouate tov CYP3A4
(m.y. efepoipo, wdalordun), vrootpopate CYP2CS (.y. pemayiwidn), vmootodpata CYP2CI (m.y.
Bapopapivn), vrootpodpata CYP2C19 (n.y. openpaloin). o vrootpdpota CYP2B6, dev
mapatpHOnKay oxeTikég oAAAyEC oty €kBeon dtov cuyyopnyndnkav pe Pigray v tovtolg ta
amoteléopata ot Tpénel va eEeTlovTol Ue TPOGoYT AMOY® TV TEPLOPICUEVDV OESOUEVDV (BA.
Topaypago 5.2).

e peAétn aAANAemidpacng LETAED PAPUAK®Y, 1| GUYXOPTYNOT TNG AATEMGIUTNG Ue EBepOALILO, TTOV
givar evaicOnto vrdctpope tov CYP3A4, emiPefoimbnke 0Tt dgv VIAPYOVY KAVIKA GTUOVTIKES
eoppoxokvnTikésg arAniemdpdoets (awénom me AUC katd 11,2%) peta&d akmeioipnng ko
vrootpopdtov CYP3A4. Asv mopatnpndnie petafoin oty Exbeomn otov efepOrLo o€ dOGEIC TNG
aAmeMoipnng mov Kuuaivoviav amd 250 wg 300 mg.

Y& vy dTopa, N ovyxopnynon vrootpadpotog CYP2CI (S-Bappapivn) pe odreMoiumn adéEnce v
éxbeon oy S-Papeapivn katd péco 6po katd 34% wat 19% yio 11 AUCins kot Cimax 0vTioTtolyo, o€
GUYKPLON UE TN YopnyNon g S-Papeapivig poévne, Katadeikvdovrog 6Tt 1 oAneloiumn ivol fmog
avactoréas Tov CYP2CO.

Ovaieg o gival DTOTTPWUOTO. UETOPOPEDY

In vitro a&odoynoeig £de1&av Ot 1 akneMoiumn (Mot o petaforitng e BZG791) €xet
SVVATOTNTO VO OVAGTEALEL TIG OPAGTNPLOTNTEG TOV UETAPOPEDY Qupprakoy OAT3 kot omloyvikn
BCRP kot P-gp. To Pigray 0o mpénet va ypnoiponoteital pe mpocoyn o€ Guvovacud pe svaicnta
VTOGTPAOUATO CVTOV TOV UETAPOPEDY TOV EMOEIKVOOLV 6TEVO Bepamentikd dgiktn yioti to Pigray
propel va 0vENoeL TNV GLGTNHATIKT EKOECT] QLTAV TOV VTOGTPOUATOV.

OpUOVIKA OVTIGVAANTITIKG,

Agv devepyndnkav kKAWiKEG peAéteg mov va. a&loAoyodv T SuvatdTnTa OAANAETIOPOCC POPUAKOD-
QOPUAKOV HETAED OATEMGIUTNG KOl OPLOVIK®Y OVTICVAANTTIK®V.
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4.6 Tovipotnra, kOmon km yoerovyio

To Pigray evdeikvutat 6g GVTPEG KOL LETEUUNVOTOVGLOKEG YOVOIKES. AeV TPEMEL VO YPNOLUOTOLEITAL GE
Yuvaikeg Tov gival, | propel va givat, £ykveg 1 OnAdlovv (PA. Tapdypogo 4.1).

Tuvaikeg og avamapoywyikn NAKio /AvTicOAANWN o€ AVOPEC KOl YUVAIKEC

Ot yuvaikes o avomapaymyikn nikio tpénet vo cupovAigdovtar 0Tt ot peréteg og {da Kol o
UNYavieog opaomng éxovv deiet 0Tt 1 oAmeAicipmn pmopel va etvor emPAofng yio To avOrTTUGGOUEVO
EuPpvo. O peréteg avantoéng tov euPpbov oe apovpaiovg Kot KovvéAa £6e1Eay 0TL 1) ad TOL
GTOUATOG YOPNYNOT TNG CATEMGIUANG KATA TNV OPYOVOYEVEST] TPOKAAESE EUPPLOTOEKOTNTO KO
tepatoyéveon (PAéne mapdypogo 5.3).

Y& TEPINTOOT OV YUVAIKEG OE OvaTOPay®YIKT NAkia Aapupdvovy Pigray mpémet vo ypnoiponotody
AmOTELEGLATIKY aVTIGOAANYN (T.). uéBodo dumhol epaypov) dtav Aapfdavovv Pigray kot yuo
tovAdylotov 1 gfdopdada petd v mavon g Bepanciog pe Pigray.

Ot Gvdpeg acBeveic e 6eE0VAAIKODG GLVTPOPOLE OV ivar £YKVES, TBUVMG £YKVEG 1) TOV Oat
UTOpovGaY VoL LEIVOLV £YKVEG TTPEMEL VAL, YPTGLLOTOIOVV TPOPLAAKTIKA KOTH TV GEEOVOAIKY ETAON
Katd TNV d1dpKelo Ayng tov Pigray kot yio tovAdyiotov 1 efdopddo petd Ty mavon g Oepameiog
ue Pigray.

Iopokareicbe va cupfovievteite TV Tapdypao 4.6 TOV TANPOPOPLDY GUVIAYOYPAPNCONE Y10, TNV
QOVAPECTPAVTT.

Kvnon

To Pigray dev evdeikvutal kat dgv TpoopileTal yio yprorn 6€ Yuvaikeg Tov givat, 1| Uropel va etvar,
éykveg (BA. mapaypapo 4.1).

Agv datiBevtotl Khvikd dedopéva oxetikd pe ™ ypnomn tov alplisib ag £yxvovg yuvaikeg. Melétec oe
{da katéder&av avamapaywyk To&ikotnta (PAéne napdypago 5.3). To Pigray dev npémet va
YPTOCLLOTOLEITAL KATA T1) SLAPKELN TNG EYKVHOGVUVIG KOl GE YUVOIKES OVOTOPAY®YIKNG NAIKING ympic
TNV PNON OVTIGLAANYTG.

H xotdotaon eyKopochivng Yo YOVOIKEG LE Ovamapay@ytkY] tKovoTnTa TPEMEL va emPBefaidvetal mpv
amo v évapén g Oepomeiog pe Pigray.

Onioopodg
Agv gival Yoot ov 1) OATEAGTUTT AmEKKPIVETOL GTO UNTPLIKO YA TV avOpdrov 1 Tov (Oov.
E&artiag tng mBavottag yio cofapés avembountes avidpaoelg oto Onralov Ppépog cuvictdTal ot

yovaikeg va unv InAdlovv kot v dtdpkela g Oepameiog kot yio tovAdyiotov 1 efdoudda petd v
tehgutaio 66om tov Pigray.

Tovipéma

Agv vrdpyovv dabécipa KAvikd 6edopéva yio Ty eNidpaon TNG CATEMGIUTNG 6TN YOVIHOTNTA. Mg
Baon peiéteg yuo tnv to&kdTnTo. emavalapuavouevng 60omg Kot Yovipnotntog o€ (da, 1 oATEAIGTU
umopel va StotapdEet T YOVIUOTNTO avOPOV KOL YOVOIK®VY LE OVOTUpOy®YIKT tkavotnto (BAéne
napdypapo 5.3).
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4.7 Emopacels 6Tny IKavoTnTo 001Y161S KUl YEIPLGROD PNy OVILETOV

To Pigray éyet pikpn| enidpoor oy 1KAvOTNTO 031 YNOTG Kot XEPIGHOD punyavnudtov. Ot acbeveic
TPENEL VO, GUUPBOLAEVOVTOL VO, EIVOIL TTPOGEKTIKOT OTOV 001 YoVV 1| YEpilovTol UnyoviUaTo oTnV
TePINTOON TTOL ePPavicovy Koo 1 BoAn dpacn Katd T dibpkela TG Bepaneiog (PAEme
nopaypago 4.8).

4.8 AvemBopnteg evépysieg

20VOWYT] TOV TTPOPIA OLGQAAELOS

To npoeik acpilrelog faciletor og ededopéva omd 284 acbeveig oto okélog Pigray cuv
QOVAPECTPAVTN TNG SITAG TVQANG, EAEYXOUEVTG LLE EIKOVIKO QAappako PEAETNG eaong T

O1 o ovyvég avemBounteg evépyeteg (avapépdniay oe cuyvotnta >20% ctov cGuVILAGHEVO
TANOVoUO TG HEAETNG Ke Kat xopig T petdAlaén) Ntav avEnuévn yAvkoln nidopatog (79,2%),
avénuévn kpeatwvivn (67,6%), diappota (59,5%), avénon g y-yrovtapviotpaveeepiong (53,2%),
egavOnua (51,8%), peiwon tov apBpod Aeppokvttdapmv (55,3%), vavtia (46,8%), avEnon olavivikng
apwotpavepepdong (44,0%), avoipia (44,0%), kKémmon (43,3%), avénon Amdong (42,6%), peioon
g 0pe€nc (35,9%), otouaritida (30,3%), éuetog (28,5%), peiwon tov Bapovg (27,8%),
vrooPBeotiapio (27,8%), ueioon g yAvkolng tov nidopatog (26,8%) kot mapdtacn tov ¥povov
evepyomomuévng pepkng Opopforiactivng (aPTT) (22,2%) kot aromekio (20,4%).

O1 1o ovyvég avemBounteg evépyeleg Babpod 3 1 4 (avapépdnkav e cuyvotnta >2%) fTav
avénuévn yAvkoln mhdopatog (39,1%), eEavOnua (19,4%), avénon y-yAOLTOULAOTPAVOPEPEOTS
(12,0%), peimon tov appod Aeppokvttapav (9,2%), diéppota (7,0%), avénuévn Amdon (7,0%),
vrokohaipio (6,3%), kémwon (5,6%), peimon Tov copatikod Bapovg (5,3%), avaruia. (4,9%),
vréptaon (4,6%), avénomn g adavivikig apwvotpovegepdong (4,2%), vavtio (2,8%), kpsativivny
avénuévn (2,8%) otopatitda (2,5%), vracPeotionpia (2,1%) kot preypovi tov Brevvoyovov (2,1%).

O1 710 VY VEG aveTIBVUNTEG EVEPYEIEG TTOL 00T YNCAV GE JLKOTN NG Oepameiog NTov 1 VIEPYAVKAULIO
(6,3%), e€avonua (4,2%), d1appoia (2,8%) kar kémwon (2,5%).

KatdAoyoc Tav avemOOunTtmy EVEPYEIDV GE LLOPON TIVAKO

O1 avemBounteg evépyeteg amd v kKAwvikn peiétn edong 1 ko and v epmepio petd tnv
KuKhogopia Tov pappdakov (ITivaxag 7) Tapatifevratl katd Kotnyopio/opyavikd cuatnua MedDRA.
Evto¢ kb katnyopioc/opyovikod GLGTAIATOS Ol avemOOUNTEG EVEPYEIEG TAEIVOLOVVTOL GOUPOVO, LE
TN GLYVOTNTA Kol Ol TO GLYVES ovemBounteg evépyelec mapatifevion tpdteg. Eviog kabe
opadomoinomg cuyvoTnTag oL avemlBouunTeg evépyeleg mapovotdlovial pe GEPE KPOTEPNC
Bapdtrag. Emimpocbitmg, n avtictoryn katnyopia cuyvotntag yuo kabe avembount evépysia
Baciletar oty akdlovdn cuvOnKkn: TOAD cuyvég (=1/10), cuyvég (=1/100 émg <1/10), oyt cuyvég
(>1/1.000 ¢mg <1/100), omdvieg (>1/10.000 £wg <1/1.000), moAd ondvieg (<1/10.000), un yvootés (dev
umopov vo, ektiunBovv pe Baon to dtabécio dedopiva).
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Iivaxkog 7  AvemBOunTeg evépyereg mov mapatpOnkay oty kv perétn edong 1 ko
0o TNV EPTEPia HETE TNV KVKAOQOPiD TOV QUPUIKOV

AvemOOunTn evépysia Onowocdnmote fadpog (%0) BaOpog 31 4
(%)

AOUDEELS KON TUPUGITAOGELS

Ovporoiumént | IToAD cuyvég | 29 (10,2) | 2(0,7)*

AwWTopoy£S TOV GLUOTOLTIKOV KOl TOV AEPPLKOV GUGTINOTOS

Avoupio [ToAd Guyvéc 125 (44,0) 14 (4,9)*

Ap1BuOG AeUQOKLTTAP®V HEIOUEVOG IToA) cuyvég 157 (55,3) 26 (9,2)*

Ap1OpOC aUoTETAM®Y UEIOUEVOG TToAD cuyvéc 43 (15,1) 4 (1L,4)*

AWTopoyES TOV GVOGOTOUTIKOD GUCTHIATOG

YnepevoioOnoio? Suyvég | 11 (3,9) | 2(0,n*

Awrapayés Tov petafoiropod Ko g Opéwng

I'\wkon mAdouatog avénuévn TToAD cuyvéc 225 (79,2) 111 (39,1)

I'\wk6{n TAAouaTOC PEOUEV IToAD cvyvéc 76 (26,8) 1(0,4)

Opeén peiopévn TToAD cuyvég 102 (35,9) 2 (0,1)*

Yrokoloipio TToAD cuyvéc 42 (14,8) 18 (6,3)

YnaoBeotionio IToA) cuyvég 79 (27,8) 6 (2,1)

Mayviolo pHeimuévo IToAD cvyvéc 34 (12,0) 1(0,4)

A@udatmon SoyVEG 10 (3,5) 1(0,4)*

Ketoféwon?® Oy cuyvég 2(0,7) 2(0,7)

2HVOPOLLO VTEPYAVKOALUKNG VIEPDCUDCTG Mn yvootég Mn yvooTtég Mn yvootég

anovcio ketoéémong (HHNKS) #

Poyotpikés drotapayés

Abnvia | Tuyvéc | 22 (7,7) |

AwTopayfS TOV VELPIKOD GLGTHNATOG

Kepoladyio IToA) cuyvég 55 (19,4) 2(0,1)*

Avoyesvsio IToAd cuyvég 44 (15,5) 1(0,4)*

O@0aripukég orotTapoyég

Odupoc dpacnc Tuyveg 15 (5,3) 1(0,4)*

Enpoebaiuio Tuyveg 10 (3,5)

Ayyelokég dwotapayés

Ynépraon Yoyvéc 27 (9,5) 13 (4,6)

Agppoidonuo ToyvEG 16 (5,6)

AwTopoy£S TOV GVUTVEVOTIKOD GLUCTHIOTOS, TOV OMPUKE KOl TOV HEGOO®PAKIOV

ITvevpovitda® Zuyvéc | 5(1,8) | 1(04)*

AwTapay£s TOL YOOTPEVTEPIKOV

A1Gppora. IToAd cuyvég 169 (59,5) 20 (7,00*

Nowria TToAD cuyvég 133 (46,8) 8 (2,8)*

Tropotitidol TToAD cvyvég 86 (30,3) 7 (2,5)*

"Epetog IToA) cuyvég 81 (28,5) 2(0,1)*

Kothaxod dhyog [ToAd cuyvéc 50 (17,6) 4 (1H)*

Avoneyia [ToAb cvyvéc 33 (11,6)

[ovddovtog Suyvéc 13 (4,6) 1(0,4)*

OvAitida Suyvéc 11 (3,9) 1(0,4)*

[16vog tv ovAmv Xuyvég 9(3,2)

Xeitda Xuyvég 8(2,8)

IMaykpeatitida Oyt ovyvég 1(0,4) 1(0,4)

KoMtida® Mn yvooTtég Mn yvooTtég Mn yvootég
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AwTapayéc Tov dEPRATOS KOL TOV VITOSOPLOV 16TOV

E&6vOnua’ TToAD cuyvécg 147 (51,8) 55 (19,4)*
Alomekio TToAD cuyvéc 58 (20,4)

Kvnouog TToAD cuyvéc 53 (18,7) 2 (0,N)*
Enpodeppiod ITold cuyvég 53 (18,7) 1(0,4)*
EpvOnuo’® Tuyvég 18 (6,3) 2(0,1)*
Agppotitidat’ Tuyvég 10 (3,5) 2 (0,7)*
Z0OVOPOUO TOAQUO-TIEALOTIONOG Zoyvég 5(1,8)
gpuBpoducaisOnaiog

[ToAvpopeo epvinua Suyvég 3(1,1) 2(0,n*
Xovdpouo Stevens-Johnson Oy ouyvég 1(0,4) 1(0,4)*
DappokevTiky avtidpaon pe nosvoPiiio Mn yvootég Mn yvootég Mn yvootég
Kot ovoTuatikd cvprtdpata (DRESS)?

Ayygiooidnua® Mn yvootég Mn yvootég Mn yvootég
AWTapay£S TOV HVOGKEAETIKOV GUGTILATOS KUl TOV GUVOETIKOD 1GTOV

Muvikol omacpoi Yuyveg 22 (7,7)

Muakyio Suyvég 19 (6,7) 1(0,49)*
Ooteovékpwon g yvadou Xoyvég 16 (5,6) 5(1,8)*
AWOTOPOYES TOV VEQPAV KAl TOV 0VPOPOP@OV 00DV

Oé&cgia. veppikn PAGSN Sy VEG 16 (5,6) | 5(1,8)
I'evikég d10TopayfS KOl KOTAGTAGELS TG 000V Yop1yNong

Konwon'! oAV cuyvég 123 (43,3) 16 (5,6)*
DAreypovn Brevvoydvou IToAD cvyvéc 56 (19,7) 6 (2,1)*
Iepipepikod oidnuo IToAD cuyvéc 47 (16,5)

TMTupe&ia TToAD cuyvég 45 (15,8) 2(0,7)
Enpotnro fAevvoydvon'? [ToAd Guyvéc 36 (12,7) 10,4
Oidnua®® Tuyvég 18 (6,3)

Hopoxvikég e€etdoerg

Youatikd Bapog petwuévo IToAd cuyvég 79 (27,8) 15 (5,3)*
Kpeatwvivn aipotog avénuévn TToAD cuyvéc 192 (67,6) 8 (2,8)*
Y-YAOLTAUVAOTPOVGPEPACT BLENUEVN TToAD cuyvéc 151 (53,2) 34 (12,0)
OAQVIVIKNG OUIVOTPOVOQEPAOT) QVENUEVN IToA) cuyvég 125 (44,0) 12 (4,2)*
Aurdon ovEnuévn IToAd cuyvég 121 (42,6) 20 (7,0
XpOVog eVEPYOTONUEVNC LEPIKNG [ToAv Guyvéc

Opoufomractivie mapatetauévoc (aPTT) 63(22.2) 2(07)
Agvkopotiv uetouévn IToA) cuyvég 41 (14,4) 1(0,4)
FXUKOCUMLOMSW] apoceapivn ovénuévn Xuyvég 8 (2,8) 0

Agv mapatnpnnke kapio avemBountn avtidpaocn oto eappoako faduov 4
# AvemBOunteg evépyeieg Tov avaépbniay Hetd Ty KukAogopia. Avtég Tpoékvyoay amd avbopunTes
AvOQOPES Yo TIG omoieg dgv eival mavtote duvatov va eakptPwbel n cuyvotTa N N AUTIOAOYIKY OYEoN LE

v €kBeoT GTO PAPUAKEVTIKO TPOTOV

~N o O B~ W N

10

Ovporoipmén: tepthapfavel eriong pio Tepintmon onyailpiog omd Lolvopuéva ovpa,
YrepevoroOnoio: meptiapfavetl exiong v aArepyikn deppoTition

Keto&éwon: mepthappdver eniong ) dwafntikn keto&éwon (BA. mapdypogo 4.4)
Avoyevoia: mepthapufavel emiong TV oygLGia Kol TV VTOYELGial

ITvevpovitdo: mepthappdver exiong tn d1dpueon mvevpovomadeio

Yropotitida: TEpAapPavel emiong 1o apBddEg EAKk0og Kot TNV e£EAK®MON GTOLOTOG
E&avOnpa: meptrapPavet emiong e&avinuo knAdoPratidmdeg, e£avOnpo kndmoes, yevikevpévo eEavonua,
e&avonpa Pratidddeg, edvinpa Kvnopdoeg

Enpodepuio: mepthopfaver eniong poypés dépprotog, Enpmon, Enpodeppia
Epobnuo: eniong mepilapPdvet yevikeopévo ephonua

11
12
13

Ageppoatitido: teprhappdver eriong deppatitida opordlovoa pe aKpun

Konwon: eniong meprhapfavel mv e£acbévion

Enpoétnra tov PAevvoyovou: emiong mepthappavet tnv Enpoctopio, 01dotokoATiKn ENpoTnTa
Oidnua: mepriaufaver exiong TpHEILO TOL TPOGHTOV, OIONUA TPOGHOTOV, 0idNUA TV BAEQIPOV
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TIeprypaon smdeyuévayv avemBounTomv VEPYEIDV

Yrepylorouuio

Yrepylokoio (FPG >160 mg/dl) avagépdnke oe 190 (66,9%) acbeveic. ITepiotaticd fabuod 2
(FPG 160-250 mg/dl), 3 (FPG >250-500 mg/dl) ka1 4 (FPG >500 mg/dl) avagépdnkav oto 16,2%, 10
33,8% Ko 10 4,6% TV acbevav, aviicToryo.

Me Baon tig tipég FPG kar HbALC kotd v évapén, to 56% tov acbevaov Bsmpnonkov
npodwafnricoi (FPG >100-126 mg/dl [5,6 wg 6,9 mmol/l] n/xor HbAlc 5,7-6,4%) kot to 4,2% tov
acBevav BeoprOnkav dwafnticoi (FPG >126 mg/dl [>7,0 mmol/l] #/xer HbALC >6,5%).74,8% tov
acBevav mov ftav Tpodtafntikol katd TNV Evapén eppavicoy vrepyivkaipio (omotovdnmote Paduov)
otav Elafav aAreMoiumn. Metac&d OAmV TV acBevav pe vrepylukapio Babuod >2 (FPG

>160 mg/dl), o d1Guecog ypdvog g TV TPOTH euedvion ftav 15 nuépec (edpog: 5 nuépeg g

900 nuépeg) (ne Paon ta epyactnplaxd svpiupata). H didpeon didpieia tng vaepyAvkaipiog
Babpod >2xtav 10 nuépec (95% Cl: 8 wg 13 nuépec). Te acbeveic pue vepyAvkopio fabpov >2, o
dudpecog xpovog Emg ) Peltimon (Katd TovAdyiotov éva Pabpd amd to TpdTo TEPIGTATIKO) MTALY
8 uépeg (95% CI: 8 émg 10 nuépec). Ze dhovg tovg acbeveic mov cuvéyicay Bepameio pe
@oVAPeotpdvtn petd v dwakonn Tov Pigray, ta enineda g FPG enéotpeyov oto apyikd
(Kovovikd).

H vrepyAvkaipio avTieTOTIGTNKE PE AvTIOWPNTIKG QOPUOKEVTIKA TPoidvTa, PA. Tapdypapo 4,4.

EéavOnua

Soupdvta eavOnuartog (copmeptroppavovrol e&avonua knAdoPratidmdse, eEavonuo kKnAMdmoeg,
yevikevpévo eEavOnua, e£avOnpa PLoTd DG Ko KvNoUddeS, deppatitido Kot deppatitidn
opotaovoa pe oxpn) avaeépbnkay o 153 (53,9%) acbeveic. To eEavOnpa NTav Kuping o
pétpro (Babuod 1 1 2) avramokpivovtav otn Oepamneio Kot cuvodevoTay omd kvnoud Kot Enpodepuia
G€ OPIOUEVEG TEPIMTOGELS. ZVUPavTo Pabpod 2 kot 3 avaeépbniay oto 13,7% «ai to 20,1% tov
acBevav, avtiotorya pe didpecso ddotnua £og Ty eppdvion 12 nuépec (edpog: 2 nuépeg Emg

220 nuépeg).

Meta&d aoBevdv mov Edafav mpopuiaktiky Oepaneia yio to e€avOnua coureptiappfavopévay
AVTUCSTOUK®OV TO €EAVON L avaeépBnke Ayotepo cuyva amd 0,TL 6TO GUVOAIKO TANBuoud. 26,1%
&vavtt 53,9% vy 6hovg Toug Babovg, 11,4% évavtt 20,1% yo fadud 3 ko 3,4% évavtt 4,2% yo
eEavOnpa mov 0dnyei og oploTikn Stakomr Tov Pigray. Zvvendgc, uropel va yivel Evapén
AVTUCSTOUIVIKOV MG TPOPLANKTIKY 0y@yn KATA T1 XpOovikn otyun évapéng g Bepaneiog pe Pigray.

Taotpeviepixn to&ixoma (vavtio, didppota, Euetog)
Adippota, vavtio kot Epetog avapépdnkay oto 59,5%, to 46,8% kat to 28,5% twv acbevov,
avtiotorya (PAéme TTivaka 7).

Babpov 2 kot 3 cuppdvra dibppotag avapépdnkav oto 19,7% kot to 7,0% tov aclevov, avtictoya,
pe d1apeco xpovo eppdvions didppotag faduov >2 50 nuépeg (evpoc: 1 nuépa wg 954 nuépeg).

Yofapn d1dppota kot KAVIKEG GUVETELEG OTMG aPLOATMOT) Kal o&eia veppikn PAAPT £xovv avapepbei
Katd ™ ddpketn tng Bepaneiog pe to Pigray kot vroydpnoov pe v evOEkvLopueVT TopEupoon
(BAéme TTivaxo 4). AvTIEUETIKA (.Y, OVOUGETPOVN) KOl AvTIOLOPPOIKA QOPUOKEVTIKA TPOidvTa (..
Aomepapion) ypnoonomdnkav og 28/153 (17,6%) xar 109/169 (64,5%) acOeveic avtiotoyo yio tnv
OVTILETAOTIOT TOV GCUUTTOUATOV.

Oatsovéxpwon s yvatov (ONJ)

Ooteovékpmwon g yvabov (ONJ) avaeépOnke oto 5,6% tov acbevav (16/284) oto okélog Tov
Pigray ouv povAPeotpdvrn. Aekoanévte acheveic Tov EUEAVICOY 0GTEOVEKP®OT TG Yvabov giyav
emiong extebei o cuyyopnyovuevn Bepomeio pe dSpmcovikd, (m.y. Loledpovikd 0&D) 1| aVUGTOAEIC
ovvdeonc tov RANK (m.y. denosumab). Emopévac, otoug acbeveic mov Aaupdavovy Pigray kot
Supwopovikd 1 ovactoAelg oOvdeong Tov RANK dev pmopei va anokieiotel £vag avénpévog Kivovvog
avATTLENG 0GTEOVEKPMGNC TNG YVaOov.
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Hlkiouévor
e aoBeveic nhkiag >65 etdv mov EAafov AATEMGIUTN GLUV POVABECGTPAVTN VINPYE LYNAOTEPT

gnintoon vaepyAvkopiog fadpod 3-4 (45,3%) ce chykpion pe tovg acbeveic <65 etmv (33,5%), evad
o¢g acbeveig nhkiag <75 etdv, veepyivkopio fabpov 3-4 frav 36% cvykprtikd pe 55,9% ce acbeveic
NAiog >75 etov.

Ava@opd mhovoroyodueEVaV avVETIOOUNTOV EVEPYEIDV

H avagopd mhavoroyodpuevov avemBOunTmyv EvePYEL®Y HETH amd T YopNyNon Gdelog KukAopopiag
TOV PAPUOKELTIKOD TPOIOVTOG elvar onpavtikn. Extpénet tn cuveyn mopoakolobnon e oxéong
0PEAOVC-KIVOHVOL TOV POPHOKEVTIKOD TPOTdvVTOog. Znteital amd Tovg enayyepaties vyeiog va
AVOPEPOVY OTTOIEGONTOTE TOUVOAOYOVUEVES OVETIBVUNTEG EVEPYELES LECH TOL EBVIKOD GLGTNLOTOG
ovaeopds mov avaypdestor oto [Hapdptmua V.

4.9 Ymepdocolroyia

ZVUTTOUOTOL

Ot avemBduntec avtdpdoelg mov oyetilovrar pe v vepdocoroyio eppavilovy Guvéneln Ue To
Tpoeik ac@aielng Tov Pigray kot coumepiiapfavouy tnv vrepyAvkaiio, tn vootio, Ty eEacbévion
Kol to eEGvOnpua.

Avtyetomion

I'evikd cOUTTOUATIKA KO DTOGTNPIKTIKA LETPO TPETEL VO AAUPAVOVTOL 68 OAES TIG TEPITTMGELS
vrepdocoroyiog otav givar amapaitnto. Asv vhpyetl yvootd avtidoto yio to Pigray.

5. OAPMAKOAOTI'IKEX IAIOTHTEX
51 ®appoxodvvopkés 1010TNTES

DoppokobepamenTikn KaTnyopic: AVIIVEOTAAGUOTIKEG OVGIEC, GALEC AVTIVEOTAUCUATIKEG OVGIES,
kwdkog ATC: LOIEMO3

Mnyovic o dpdong

H oAnehoipm eivon a-€101Kog kKatnyopiog I avacstoréag pocpatidvivoottong 3-kivaong (PI3Ka).
Ot petaAldéelg avénong AEIToVPYIKOTNTOC GTO YOVISL0 OV KMOKOTO0VV TV KATAAVTIKNY O-
vropovada g PI3K (PIK3CA) odnyodv oe evepyonoinom tng PI3Ka kot tng onpotodotnong e
AKT, KOTTOPIKN HETAUOPP®OT Kl TNV dnpovpyia dykov o€ poviéda in Vitro kat in vivo.

211G KOTTOUPIKEG YPOLUES TOV KOPKIVOL TOV LOGTOV 1) CATEAIGIUTN OVEGTEIAE TI @WGPEOPLAILGT TOV
Katoeepdv otoymv g PI3K cvurepiiapfovouévng g AKT kan eppdvice dpactnplotnta o
KUTTOPIKEG YPOULES IOV evicybovv TV petdAraén PIK3CA.

In vivo, n akneMoipmn avéotelhe 1o povomdtt onuatoddtnong PI3K/AKT kot peimoe v avamtoén
TOV OYKOV G€ LOVTEAN EEVOLLOGYEVLAT®V, GUUTEPIAAUPOVOLEVOV HOVTEA®Y TOL KOPKIVOL TOL
HAOTOV.

Yrdpyovv evpripata 6tL | avactodn g PI3K péom g Bepaneiog pe admeloiunn tpokaiel avénon
NG HeTaypapng Tov vodoyéa owotpoydvav (ER) ota kaprivikd kbttapa Tov pactov. O cuvovacroc
UATEMGIUTNG KO QOVAPESTPAVING EUPAVIOE OWENUEV AVTIKOPKIVIKY OpAoT| GE GUYKPLOT| LE TO KGO
@apurako o€ povobepameio 6Ta LOVTEAN EEVOLLOGYEVUATOV TTOV TPOEKLY Y 0td BETIKEG G€ LITOdOYEN

010TPOYOV®V KUTTOPIKES YPUUUES KOPKIVOL TOL pootol pe petdriiaén PIK3CA.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

To povomdtt onuoatoddtnong PIBK/AKT gvbovetar yia tnv opotdctact g YAVKOING Ko 1
vrepyAvKopia €ivor pio OVOUEVOIEVT OTA TAOIGLO TOV GTOYOV AVETIBOUNTY AVTIOPOOT TNG AVAGTOANG
g PI3K.

KAk ommoteAeouotikOTnTo Kol 0o QAAELD,

To Pigray a&oloynbnke oe pio Pacikr edaong I, tuyotomompuévr, SmAd TVEAN, ELeYXOUEVT LE
EIKOVIKO PAPLOKO HEAETN TNG OATEMGIUTNG 6€ GUVOLOCLUO LE POVAPEGTPAVTN G
LETEUUNVOTIOVGLOKES Yuvaikes Ko avopeg pe Betikd og oppovikd vrodoyéa (HR+), apvntikd oe
avBpomvo avéntikd emdeppko mapdyovta 2 (HER2-) mpoympnuévo (tomikomeployicd
VIOTPOTIALOVTO 1) LETOGTOTIKO) KOPKIVO TOV HOGTOV TV 0TToimV 1) VOG0G gixe eppavioetl eEEAMEN 1
VIOTPOTN KATA TN ddpKea 1 petd and Oepaneia pe Pdon avactorén apopatdaons (pe | xopic
oLVOVACUO UE AVOSTOAEN KUKAVOEEQPTOUEV®V KIVOCOVY 4/6).

Xuvolikd 572 acBeveig evidybnkav oe 000 K0OpTES, pin KOOPTN Pe KOpKivo TOV HOGTOV LE TV
petéAraén PIK3CA kot pua koopt yopig v petdiiaén PIK3CA. Ot acBeveic TuyoromomOnikoy
wote vo, AapPavovy gite odneicipan 300 mg cvv povAPecTpavin ite EIKOVIKO PAPUOKO GLV
oovAPectpdvtn og avaroyia 1:1. H tuyatomoinon otpopatomodnke pe fdon tnv mapovciol
LETAOTAOTG GE TVELLOVEG TY/Ka TP KoL TNV Iponyovpevn Bepaneio pe avacstoléa (0VACTOAELS)
KUKAVOEEOPTOUEVOVY KIvaohV 4/6.

Xy kodptn pe v petdaroén PIK3CA 169 acBeveic pe pia 1 meprocdtepeg PIK3CA petadraéelg
(C420R, E542K, E545A, E545D [1635G>T povo], E545G, E545K, Q546E, Q546R, H1047L,
H1047R /| H1047Y) toyoomomOnkay hote vo Aapupdvouy aimeAlcipmn oe cuvdvooud pe
eovAPectpdvtn kot 172 acBeveic Tuyaonomdnkayv dote va Aappdvouv e1KoviKo eapuaKo o
oLVvdLaGUO pE PoLAPeoTpavTn. Te avthy TV Kodptn 170 (49,9%) aobeveis eiyav petootdoelg og
nrop/mvedpoveg kat 20 (5,9%) acbeveic eiyov Adfel Tponyovpuevn Bepaneia pe ovaotoréa
KUKAVOEEOPTOUEVOVY KIvaohV 4/6.

Ot acBeveic eiyav dapueon niikia 63 etdv (gvpog: 25 g 92 etav). To 44,9% tov acbevadv NTov

65 1@V 1 peyolutepot kot <85 etdv. Xtovg aobeveic cvumepropfavoviov Agvkoi (66,3%), Acidteg
(21,7%) ko Mavpor 1) Agppoapepikavoi (1,2%). O minbuouds e peréns copmephapfove Evav
avopa aoBevn mov evidyOnke otny koopt pe petdrraln PIK3CA kor élafe Oeponcia pe
aAmeMoipunn Kot ovAPestpdvin. 66% kot 33,4% TV GUUETEXOVTOV EiYOV KOTAGTOON
Aertovpywdtrag ECOG 0 kau 1, avrtictoyya.

To 97,7% twv acbevav gixe AaPel Tponyoduevn evookpvikn Oepaneia. ' o 67,7% twv
ouppeTEXOVTOV 1 TeEhevTaia Oepameia Tpv amd v Eviaén otn pueAét ftav evdokpiviky Oepameio. H
AetpoloAn kou 1 avactpoloAn NTav ot evOoKpIviKES Bepamneiec mov ypnooroOnkay mo cvyvd. To
mhaiolo TG teAevTaing evOOKPIVIKNG Oepameiag mpy amd v évtaén oty uekétn nrov Oepamevtikd
v 10 47,8% TV CLUUETEXOVTOV Kol eTkovpikn Bepameia yio o 51,9% twv cupueteydvimy.
Yvvolkd, 1o 85,6% twv acbevdv BempnOnkav OtL lyav vOoOo Le avTioTaon TNV EVOOKPIVIKN
Oepancio. [potoyevng avtiotacn otnv evdokpwviky Oepamneio (de NOVO avtictoon) mapotnpnOnke 6to
13,2% ka1 dgvtepoyevig avtiotaomn oty evookpvikn Oepameio (vrotpomi/enideivioon petd omd o
apyIKn ovTomdkpion) 6to 72,4% tov acbevav.

Ta Inuoypa@kd cToryeio Kot To YOpOKTNPIGTIKG, TG VOGOV KT TNV Evapén, 1| KOTAGTUOT
Aertovpykotntag ECOG, 1 emBdpovon omd Tov 0yKo Kol 1 TPONYOOUEVT] OVTIVEOTANGC UATIKT|
Oepaneio NTov KOAA 16oppomnpéVa PETAED TOV GKEADY TNG LEAETNG.

Kotd m dibpkela g toyatomomuévng edong Oepaneiog n aArehoipnn 300 mg 1 o eikovikd
Oapurako yopnynonke and Tov GTOUATOG P Popd TNV NuEpa o€ cuveyllopevn Paon. H
eovAPeatpdvtn 500 mg xopnynOnke evéopvikd otov KoKAo 1 Tig nuépeg 1 kot 15 ko émerta v
nuépa 1 Tov KOKAoV 28 NuepmV katd v edon ¢ Oepanciog (yoprynon £3 nuépec).

Agv gnetpdnn 61ovg 0c0evelg va oAAGEOVV OO EIKOVIKO QAPLOKO G OATEAIGIUT KOTA TN didpKeLd
™G HEAETNG 1 HETA TV e£EMEN TG VOGOUL.
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To kVpro KataAnKTikd onueio yio v pHeétn ntav n emPioon yopic eEEMEN g voéoov (PES) pe v
ypnon Tov Kprmpiov A&oddynong e Avtandkpiong Zvunoydv Oykev (RECIST vl1.1), ue Bdon
TNV ektipnon Tov epevvnTn oe aobeveic pe petdiratn PIK3CA. To Pacikd dgutepedov KATAANKTIKO
onpeio Nrav n cvvorkn emPioon (OS) yuo Tovg acbeveic pe petdiiatn PIK3CA.

Al\o, 0e0TEPEHLOVTO KOTOANKTIKA oneia Tepihdpfovay v emPionon yopic eEEAén g vocov (PFS)
v Tovg aoBeveig ympic petdAraén PIK3CA kot tnv cvvoiikn emPioon (OS) yia tovg acbeveig ympig
petdAraén PIK3CA.

Lpwroyevic avaiven omoteleouoTikdTyTog

H pelém méruye tov kbplo otdyo e Katd TV TeMKT avaivon g PFS (muepounvio anokonng 12-
Tovviov-2018), katadeikvbovtag oTaTIoTIKG onuavtiky Bektionon g emPioong ympig e£EMEN g
VOGOL GOUE®VO LE TNV EKTIUNGN TOL EpELVNTN oTNV KoopTh pe TV petdAraén PIK3CA yia toug
acBeveic mov Adppavay aAmeAciumn cuv EOVAPBESTPAVTN GE GUYKPIoN e TOVG acbeveic Tov
Adppavay ercovikd eapuaKo cuv POVAPBESTPAVTN e EKTILOUEV Helmon Kvdhvov eEEMENS TG VOGOL
1N Bavartov 35% vrép g Oepanciog pe aAnelcipunn ovv povAPeotpavin (PA. Iivaxa 8).

Mivakag 8 Merétn C2301 TtpoTOYEVI|G AVAAVGT OTOTEAEGUATIKOTITAS — XOVOY] TOV
ekpaccov amoteheopotikoTnTog pe faon to RECIST (FAS, kooptn pe perdiroin
PIK3CA) Hugpopnvia anokomg dedopévav: 12-Tovviov-2018

Pigray + @ovABestpavtn Ewovik6 ¢appaxo +
(n=169) QovAPeoTpavTy
(n=172)
Awdpeon empioon yopig eEéMEN g vooov (PFS?) (uveg, 95% CI)
Axtivoloyikn extipnomn Tov epgovnty’
Kodpm petdrroéng PIK3CA 11,0 57
(N=341) (7,5 éwg 14,5) (3,7 éog 7,4)
Adyog kvdvvov (95% CI) 0,65 (0,50 éwc¢ 0,85)
Ty p* 0,00065
A&oAdynon Tvelomomuévng oveEGpTnTNG EMTPONAG EMOKOTNOoNC*
Kodpm petdiraéng PIK3CA 111 3,7
(N=173) 7,3 é0g 16,8 (2,1 ém¢ 5,6)
Adyog kvdvvou (95% CI) 0,48 (0,32 éw¢ 0,71)
Tw p N/A

Cl = dtbompa epmiotocivig, N = apBuog achevav, N/A = dev epappoletot

*H tyn p Aappavetat and to povig katebbBuveng otpopotorompuévo teot log-rank.
#Zdueova pne ta RECIST 1.1

* Mg Bdon mpocéyyion mov Baciletal o€ derypatoAnmrikov Eleyyov 50%

2V kooptn pe petdrroln PIK3CA ot avaidoelg vroopnddmv 0cov apopd tnv emPimon ympig
eEEMEN oOUPOVA LE TNV EKTIUNOT] TOV EPELVNTI] HECH TAPOAYOVTIOV CTPMOLATOTOINGTG TUYOLOTOINONG
£0e1&av yevikd otabepn enidpaot tng Oepameiog vVIEP ToL GKEAOLS TG aATTEMGIUTNG, oveEapTnTa 0o
TNV TOPOLGI0, 1 ATOVGIN LETACTACEMY G TVEDUOVEG/MTap.

Meta&d 20 acbevav pe mponyoduevn yprion avactorénv CDK4/6 o Adyog kivddvou (HR) yia tv PFS
nrov 0,48 (95% CI: 0,17, 1,36). H didueon PFS ftav 1,8 puiveg (95% ClI: 1,7, 3,6) oto okéAog Tov
EIKOVIKOD QOpAKoV oy povAPeotpdvn kot 5,5 piveg (95% Cl: 1,6, 16,8) 610 6kéA0C TG
OATEMGIUTNG GLV POVAPESTPAVTN.

Me 1 ypnon dedopévav nuepounviag amoxkonng 12-lovviov-2018, ta anotedéopata yio v PFS yia
TNV vToopdda TV achevav pe evookpvikn avtiotacn (HR=0,64; 95% CI: 0,49, 0,85, n=292) ko1 tov
acOevav pe evéokpvikn evatcOnoio (HR=0.87; 95% CI: 0.35, 2.17, n=39) guvooloay T0 6KELOG TNG
aAreMoiunng cvv eovAPeatpavtn. O apBuog tov aclevav pe evéokpvikn evatcincio pe petdriaén
PIK3CA fjtav mepropiopévoc (N=39) kot ta amoteléopata Oo Tpémel vo punvedOVTaL LUE TPOGOYN.
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Me yprion nuepounviog amokonmic 12-Iovviov-2018, To 6GVVOAIKO TOGOGTH OVTATOKPIONG GE aoBEVELS
Le PeTpROUN VOGO katd T Evapén ftav 35,7% (95% Cl: 27,4, 44,7) ) oto okéAog TG aATEMGITNG
ouv povAPectpavtn kot 16,% (95% ClI: 10,4, 23,5) 610 6K€A0G TOV EIKOVIKOD QOPHAKOL GUV
QOVAPECTPAVT.

Katd 1o ypovo die&aywyng g teMkng avaivon OS (nuepopnvia amokomng dedopévav 23-Anpiriov-
2020) d1e&€NyOn avadlvon amoTeEAECUATIKOTITOG TEPTYPAPIKNG TapakoAovOnong yio tnvPFS. Mg
dugpeon StgpKela 0md TNV TLYOLOTOINGT EMG TNV ATOKOTN TOV dESOUEVOV TTEpimov 42 punveg, ta
avoeepopeva amotedéopata yio v PFS cuvadovy pe avtd g mpotoyevong avaivong g PFS.
Ympée ektipdpevn peimon kivdbvou eEEMéng 1 Bavdartov kot 36% vaép g Oepaneiog pe
aAmeMoipan ovv poviBeotpavtm (HR=0,64; 95% ClI: 0,50, 0,81) (Zynua 1).

Tyqua 1l Mehétn C2301 - Zyedwaypoppo Kaplan-Meier tng PFS oOp@ova pe tnv ektipnon
7oV gpevvnTi] (FAS, PIK3CA koopti pe petdrihaén): Teptypo@iky] ETKOLPOTOin o
RE nuepopnvia arokomg dedopévav 23-Arpirion-2020

100 . .
n A Aoyokpuévot xpovot

— = Alneloipnn + eovf. (/N = 124/169)
A~ Ewovikd eappokot @ovkf. (n/N = 149/172)

807 Adyog kvdvvou = 0,64

95% CI [0,50; 0,81]
Awipeoa Kaplan-Meier (ufveg)
60 | Almehoipmn + eovAf.: 11,0

Ewoviko pdppako + @ovAf.: 5,7

[MBavoTyTa amovsiag cuppaviwy (%)

40
20
A
0
T T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 4 48 52 56
) ) ) ) ) Xpovog (pmveg)
Ap1Bpdc cvppeTeyOVIOV mOL gival aKOpa 68 Kivouvo
Xpovog (Mfveg) 0 4 8 12 16 20 24 28 32 36 40 4 48 52 56
Alnghoipmn + @ovAB. 169 123 85 66 54 44 37 29 24 18 12 6 1 0 0
Eucovikd @appoko+
172 89 67 51 40 33 22 13 10 7 4 1 1 1 0
QOVAP.

Tehikn avaivon ovvolikng emPiwonc

Koatd v tehikn avéiloon OS, n perétn dev métuye Tov Pactkd devtepoyevi 6TOYX0 TNG. ATd TV
NUeEPOUNVio amoKoTNG TV dedopévav 23-Anpilion-2020, cuvorikd 87 (51,5%) Bdvator avapépdniay
070 GKELOG TNG QATEAIGTIUTNG oLV povABeotpavin kot 94 (54,7%) 610 6KEAOG TOL EIKOVIKOD
Qopuakov ovv eovAfeotpavn. O HR ftav 0,86 (95% CI: 0,64, 1,15; p=0,15, povomievpo) Kat 10
npokabopiopévo opro anoterespatikotnrag O’ Brien-Fleming p <0,0161 dev Eemepdotre. H didpeon
0OS nfrav 39,3 months (95% ClI: 34,1, 44,9) oto okéhog TG oATEMGIUTNG 6LV POVAPBESTPAVTN Kot

31,4 unveg (95% ClI: 26,8, 41,3) 610 6KELOG TOV £1KOVIKOD Qapudkov cuv eoviPeotpdvtn (Ewkova 2).
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Ewove 2 Mehétny C2301 Baoikn dsvtepoyeviic avaivon — Xyedidypappa Kaplan-Meier g

OS (FAS, PIK3CA koopti ne petdirofn) pne nuepounvia omwokonis dsdopsvov
23-Azmprriov-2020

- ~ Aoyokpiévol ypovot a oo
— = Almghoipmn + govAB. (/N = 87/169) By
A Ewovikd @appaxot ovAp. (/N = 94/172)

40

Adyog kwvdvvov = 0,86
95% CI [0,64, 1,15] : DAAN
Mbpeca Kaplan-Meier (puiveg)
Almehoipmn + eovAf.: 39,3
Ewoviko eappako+ govrp.: 31,4

MOavéTa amovoiag copPavimv (%)

20

Log rank Ty p povémievpo = 0.15

— 1.1 ‘1 1 1 71 ‘1 T ‘1 ‘1 1 T 1 T 1 T T T T T T T T
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Ap1Ouog coppetexdvimv mou givar axodpa og kivéuvo Xpovog (rveg)
Xpovog (uiveg) 0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
A}\,T[S}\,I(Siun’n + (DO’I_))\,B 169 162 159 156 145 141 138 133 126 122 112 111 108 103 102 94 91 85 68 56 47 35 26 19 9 4 1 o
EIKOVH;(;))SP)\'&BP H.(IKO"' 172 164 155 150 149 143 133 126 119 115 111 104 98 92 86 80 74 73 60 49 42 29 20 13 7 6 3 o

Y aoBeveic pe mponyoovpevn CDKA4/6i Oepaneio (N=20) 1 didpeon OS 610 6KELOG TNG AATEMGIUTNG
ovv eovABeotpavin frav 29.8 unveg (95% ClI: 6,7, 38,2) oe obykpion pe 12,9 unveg (95% ClI: 2,5,
34,6) 610 6KELOG TOV EIKOVIKOD Qapuakov ocvv povAPeotpavtn (HR=0,67, 95% CI: 0,21, 2,18).

Kooptn ywpic ustailaln PIK3CA

Agv mapatnprinke dpelog emPinong yopig eEEMEN g vocou (PFS) og acbeveic tov omoinv ot dykot
dev glyav petdrihaén wotod PIK3CA.

Lponyovuevny yprion povifeatpavenc oty pelérn CBYL719X2102

Acbeveic pe mponyoduevn ypnon eovAPectpaving dev TEPIANPONKAV GTNV KOPLo LEAETT). XT1 HEAET
eaong I CBYL719X2101, 39 acBeveic avépepav mponyodpevn xpnon eovABeotpdaving. Ot BEATioTES
GUVOMKEG avTamokpicelg otn Bepancio pe aAneMoiunn cuv ovABestpdvin yia Tovg 21 acbeveig pe
petarra&elg PIK3CA kot petprioun voco katd tnv Evapén Ntav Leptkn avtomdkplon o€ 7 acbeveic,
otabepr| vocog oe 11 acBeveig kot emdeivoon g vooov g 2 aobeveic. g ek TOVTOV, TO GTOLYELN
ATOTEALEGUOTIKOTNTOG 0LTHG TG Bepaneiog oe acbeveig mov giyov Tponyovpévmg AdPet Oepameio pe
@OVAPeaTPaVTN Oev ExovV TEKUNPL®OEL e€atTiog TV TEPLOPIGUEVAOV SEOUEVOV TTOL VITAPYOLY VTN TN
ottyun (BA. Tapdypago 4.4).

Toudrozpikdc TANOvoude

O Evponaikdc Opyaviopog @apudkmv Exel dOGEL amaAloyn ond TNV VTOYPEMST VIOBOANG TV
ATOTELECUATOV TOV PEAETOV e TO Piqray o€ OAeg Tig vTokaTyopieg TOV TS TPIKOD TANOLGHOD
GTOV KOPKiVO TOV Hootol (PAéne mapdypa@o 4.2 Yo TANPOQOPIEC GYETIKA LUE TNV TOUSLOTPIKN ¥p1on).

52  ®appoxoxivTikég 1010TNTES

H @oppaxoxivntikn g akneloiumng epsuvninke oe acbeveic mov Adufovoy amd Tov 6TOHTOC
S000A0YIKO oyfia Tov Kupovotav amd 30 wg 450 mg nuepncing. Yyielg coppetéyovieg Erafoy
£amaé amd Tov oTOHNTOC dOGELS oV Kupaivovtay and 300 mg 400 mg. H eapuakokvntiki ftav
GUYKPIGIUN TOGO GTOVE 0YKOAOYIKOVG aebeveic 660 Kot oTovg vyieic ebedovTéc.
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Amoppdonon

Metd amd yopnynon g OATEAGIUTNG 0T0 TOV GTOUATOC O OIAUESOG XPOVOG G TNV EMiTEVEN TNG
Kopuaiag cuykévipwons 6to TAAGHO (Tmax) kopovotay petadd 2,0 og 4,0 mpeg, avelaptitmg g
d0oomng, Tov xpdvov 1 Tov Bepamevtiko oynuatoc. Me Bdon  dnpovpyio poviélov yio v
amoppdenon 1 Prodabecipdtnta ekTipnOnke 6t NTAV TOAD VYNAN (>99%) vd cuVOTKEG ANYNS
TPOPNG OALA YaunAdTepN oe cuvBnKkeg ynoteiag (~68,7% oe 60on 300 mQ). Ta eninedo TAACUATOC
g aATEMGIUTNG o€ otafepn) KOTAGTAON HeTd amd TNV Kobnuepvi docoroyio pmopoldv va
avapévovtar 6Tt Ba emitevyBovv v Nuépa 3 petd v évapén g Bepaneiog 6Tovg TEPIGGOTEPOLS
acOeveic.

Eridpaon e wognc

H amoppdenon g oArneloipmng exnpedletot amd Ty Tpoet. Xe vyieic é0eAovTég Hetd amod o
epamaé amod Tov otopatoc d6or 300 mg aAmeMoipnn, o€ cOYKPIoT LE TNV KOTAGTOOT VNnoteiog Eva
yevpo pe vymAd Auapd ko moArég Beppidec (HFHC) (985 Beppideg pe 58,1 g Amovg) avénoe v
AUCint katd 73% kot Vv Cmax Kotd 84% wou éva yevpa pe yapnid Mmopd ko Atyeg Oeppideg (LFLC)
(334 Oeppideg pe 8,7 g Aimovg) avénoe v AUCint katd 77% kot ™V Cmax Kotd 145%. Aev Bpébnke
rapio onuovtikn dtaeopd yio v AUCins peta&d yedpotog pe younid Amapd kot Ayeg Oepuideg ko
vYeOHOTOG pe VYNAG Amapd Ko Aiyeg Beppideg pe yeopetpkn péon avaroyia 0,978 (CI: 0,876, 1,09),
ouumePaivovtag 0Tl 0VTE TO TEPIEXOUEVO GE ATAPG OVTE 1] GUVOAIKT TPOGAN YN Oepidmv dev eiye
GNUOVTIKO aVTIKTLUTO 0TV amoppoenot. H adénon tng yootpevieptkng S10AvTOTNTOC 0Td TNV (OAN,
OV OMEKKPIVETOL G AVTOTOKPLOT GTIV TPOSANYN TPOPNS etvan 1 mbavr| outia TG emidpaong tng
Tpoonc. Emopévag, 1o Pigray mpémet va Aapupdvetal apuécmg HeTd To oyntd Kot Tepimov TV idla dpa
KGOe pépa.

Koazavoun

H aAnehoipnn deopedeton pétpia otnv mpmteivn pe eAevBepo khdopa 10,8% avelaptntmg trng
ovykévipmons. H aAneloipnn Ntav eicov katavepnuévn petald epubpdv arpoceaipiov Kot
TAGGHOTOG pe péon in Vivo avaloyio aipotog-tidopoatog 1,03. Kabog 1 eArehoipan eivat
VIOGTPOUN TOV OVOPOTIVOV LETOPOPEDY EKPOTG, OV AVAUEVETAL VO, SIOTEPAGEL TOV
OLLOTOEYKEQAALKO PPpaypd 6TOuS avBpdnovg. O dykog g Katavouns e oAneMoipmng os otabepn
kotdotaon (Vss/F) extipdron oto 114 Altpa (Sraxdpavon petaé&d atopov CV% 49%).

Buoustaoynuotiondg

In vitro ueléteg £6c1&av Ot 0 oynuoToudc Tov petaforitn VopoIvong BZG791 péom ynukng Kot
evOUATIKNG OUIOTKNG VEPOAVOTG ival onuavTikd PeTABoAkd LoVoTATL Kot akoAlovOeitat amd
vopo&uAinon pe ™ pecordpnon tov CYP3A4. H vdpoivon tng akneMoipnng copfaivel cuotnpoaticd
7060 amd TNV ¥NWKY arocvuvieon 660 Kot amd TV VIDUATIKN VOPOALGT HECH EVPEMG EKPPALOUEVOV
vynAng duvatdtnrag evibuwy (eotepdoes, apddoss, YOMVESTEPAGT) OV OeV TTeplopilovTal GTo NTap.
O SwopecoraPoopevor amd to CYP3A4 petaforites kot yAvkovpovidia kdivyav to ~15% tng 600,
10 BZG791 xdAivye 10 ~40-45% tng d6ong. H vedrowrn 66om n omola Ppébnke g avarroint
aATEMGIUTT 6T 0Vpa KoL To KOTTPavVa, €ite amekkpibnke g oAmeAoiumn eite dev amoppopnOnke.

AmofoAn

H oAnehoiumn speavilet yopmin kdBapon pe 9,2 lVopa (CV% 21%) e fdon v avdivon
QOPUAKOKIVITIKNG TANBuopov vtd cuvOnkeg AMymg Tpoeng. H nuiceia {1 mov mpokintel omd tov
TNOvopod, aveEaptitmg d0omg Kot xpovov NTov 8 g 9 dpeg o€ otabepn katdotoon pe 300 mg pio
@opd TNV NuéPal.

e perétn wolvyiov palag avOpdny, HETA TNV Ao TOV GTOUOTOS YOPNYNON 1] OATEAIGILN KOt Ot
uetaforitec g Bpeébnkav kuping ota kompava (81,0%), mg aArehciunn | og petaforitmg BZG791.
H anéxkpion ota ovpa givon eldyiot (13,5%), pe apetdpfint aknehoinmn (2%). Metd and epdanaé
a6 Tov oToOpaTog doo [ 14C]-aAneMoiunng, To 94,5% tng cuvolking xopnynbeicag padievepyng
d0om¢ avokTtnOnKe evtdg 8 nuEP®V.
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TpoppkdTnTo/un ypoppukoTno,

H poppaxokivntiky dtomotdbnke 6TL fTay YPOUUIKT OGOV apopd 1 3661 Kol ToV YpOvo VT
cuvinkeg Ayng tpoens petasd 30 kot 450 mg. Metd and morraniés d6aelg N €ékbeon otnv
aAnehoiunn (AUC) og otabepn Katdotaon etvar pévo eha@pdg vynadtepn and v epdmas 66omn pe
péon ocveompevon 1,3 wg 1,5 pe nuepnoilo 00GoA0YIKO Gy

Metofoikn aAniemidopaon

Yroopwuaro CYP3A4, CYP2C8, CYP2C9, CYP2C19 kou CYP2B6

e o peAétn aAAnAeniopaong Letald QapUAKmVY, 1] cLYXOPNYNoT EXavaAaUPBavOLeEVEOY 00GEDY
aAnehMoipnng 300 mg pe pa epanal d0om gvaicOntov vrootpoudtov Tov CYP3A4 (daloraun),
CYP2CS (pemayAiwvion), CYP2C9 (Bappapivn), CYP2C19 (openpaloin) ko CYP2B6 (Bovmpomiovn),
YOPNYOOLEV®V MG KOKTEIL, £0€1E€ OTL OEV LITAPYEL KAVIKA GIULOVTIKN (OPLOKOKIVITIKN
aAnAeniopoon. Ta dedopéva omd to vrdoTpopa Tov CYP2B6 (Bovrpomidvn) Ba wpémet va
gpUNVEVOVTOL [LE TTPOGOYN AOY® TOL UIKPOV peyEBovg Tov delypatoc.

Y& vy dTopa, N ovyxopnynon evoc vrootpdpatog tov CYP2CI (S-Bapeapivn) pe
enovolapuPavopeveg do6celc 300 mg odneMoiunng oe otabepn Katdotacn, avénce v ékbeon oty S-
Bapeapivn katd péco 6po katd 34% Kot 19% yia tig AUCiyt and Crax avtictotya, o€ cOyKpilon e
yopnynon g S-Papeapivng povng. Avto KaTadeKVOEL OTL 1] OATEAIGTIUTT ivor TOG AVOCTOAENS TOV
CYP2C9.

e o peAétn aAANAETiOpaon S upRAK®VY e To gvaicOnto voctpopa tov CYP3A4 kot P-gp
eBepoipovc, oe acbeveic pe mpoympnpévoug cupmayeis Oykovg, 1 AUC avénfnke katd 11,2%. Aev
OVOUEVETOL KAMVIKG GNUOVTIKT LETABOAT G ATOTELEGILO POPUAKEVTIKNG CAANAETIOpAOTG LE
vrootpdpato tov CYP3A4.

Eraywyeic oo CYP3A4

e pio peAé oAANAETIOPOONG QUPUAK®OY, 1] CLUYYXOPNYNON CATEAMGIUANG KOl PLOOUTIVIG, EVOC
oyvpov CPY3A4 enaymyéa, emPePaince 6TL VTAPYEL KAMVIKO GNUOVTIKY] QOPUAKOKIVITIKT
aAAnientidpaon peta&d g akneMoipnng kot wyvpdv eraywyéov CPY3A4 (BA. mapdypogo 4.5).

AMnAeridopoon ue BAon Tovc LETAPOPEIC

Me Baomn dedopéva in vitro, n avacstolt Tov VEPPIKoD UeTaPOpER opyaviK®y avioviav OAT3 amd v
aArehMoiunn (f/kot Tov petaPoiritn g BZG791) dev unopei va amopprobel oe acbeveic mov
Aappavovv v Bepamevtikn d6om.

H adneMoipnn epedvice uoévo acbevi avastoln in Vitro mpog toug evpimg ex@palopuevoug
petapopels exkpong (P-gp, BCRP, MRP2, BSEP), toug petapopeis ¢opémv SLoATdV TV NIoTikn
woAn (OATP1BI1, OATPIB3, OCT1) ko1 tovg petagopeic popémv dtodlvtdv otovg veppois (OATI,
OCT2, MATE1, MATE2K). Kafd®g ot un decUEVUEVEG GLGTNLOTIKEG GLYKEVTPMOGELS 0 6TAOEPT
KATAoTOO™ (1] Ol CLYKEVIPMGELG GTNV NTOTIKY TOAT) T0G0 011 Bepamevtikny d0oN OGO KAl 6T HEYIOTN
aveKTN 00N VOl CTULOVTIKG YOUUNAOTEPES OO TIC TEPAUOTIKG KaBoplOpEVES [T OEGUEVUEVEG
otabepéc g avaotornc N ICso, | avaotodn dev Oa petappdletol o€ KAVIKY onuovTikdtnta. AOym
TOV VDYNADOV GUYKEVTIPDGEDY OATEAIGIUNG OTOV EVIEPIKO OWAD, 1) ETLOPOCT) GTNV EviEPIKN P-gp kot
BCRP 6gv pmopei va anokieiotel mAnpmg.

Ewwoi tAnbvouoi

Enidpaocn tnc nlixiac, tov Bapovc koa tov pdAov

H @oppakoxivntiki avédAvcn tov TAN0ucepuon £6€1EE 0TL dEV VTTAPYOVY KAVIKA GYETIKEC EMOPAGELC
NG NAIKIOG, TOL COUATIKOD BAPOVS 1 TOL EVAOL GTH GLGTNUOTIKY £kBeon TN oAmeAicipmng Tov Oa
ypealovtav Tpocapuoyn d06ong Tov Pigray.
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Houdiozpiroi aobeveic (kotw twv 18 etmv)
H @oppaxoxivntikn tov Pigray oe moudid nAikiog 0-18 etmv dev £yl edparmbei. Agv vadapyovv
Swbéotpa dedopéva.

Hlxiwuévor (nhikioc 65 getwv 11 avw)

Amd tovg 284 acbeveic mov édaPav Pigray otnv peAétn odong Il (o610 okérog aAneloipny cuv
eovAPeotpdvtn), 117 acbeveig tav >65 etdv kot 34 acbeveig nrav niwiog petasd 75 kot 87 etmv.
Agv mopatnpnnkoy cuvoAlkés dtapopés otnv ékbeom tov Pigray peta&d avtdv tov aclevov kot
vedtepv aobevav (BAEne Topdypao 4.2).

Dovin/EOviotna

AVOAIGELS QAPUOKOKIVITIKNG TANBLG OV KOl 0VOADGELS QAPUAKOKIVITIKNG ammd pHeAéTn edong I oe
lanwvec aobeveic pe koapkivo £0e1&av OTL OV VIAPYOVY KAIWVIK( GYETIKEG EMOPAGELG TNG EOVIKOTNTOG
6TN cvoTnuatiky €ékfeon tov Pigray.

Mn SlopepIGULATOTOU LEVEG TAPEUETPOL POPLAKOKIVITIKNG LETA OO £QATAE Kot TOAAATAES
nuepnoteg 86celg Pigray yio tovg lanmveg acbeveic NTov TopOUOLES UE TIC TAPAUETPOVE TOV
avaeépinkav otov mAnbvoud tov Kovkdoiwov.

Neoppikn dvolertovpyio

Me Bdon avdivon eoprokokivnTikng TAnduepod mov mepilauPave 117 acbeveic pe puotoAoyikn
veppikn Aettovpyia (eGFR >90 ml/min/1,73 m?) / (CLcr >90 ml/min), 108 ac0geveic pe fima veppikt
dvohertovpyia (eGFR 60 w¢ <90 ml/min/1,73 m?)/ (CLcr 60 og <90 ml/min) kot 45 acOeveic pe
pétpra veppik Susertovpyio (EGFR 30 mg <60 ml/min/1,73 m?), n o Kot i pETPIo VEQPIKT
duohertovpyia dev eiye kKapio enidpaon otny ékBeomn otnv oAreloiumn (BAéne mapdypapo 4.2).

Hrazixn dvalerrovpyio,

Me Bdon papuokokvnTikn ueAétn acbevav pe nratikny ducAettovpyia, N LETPLO KoL 1) GOPapn
nratikn ducAettovpyia eiye apeAntéa enidpaomn oty €kxbeon oty aAnecipnn (PAéne
mapdypoo 4.2). H péom ékbeon yio v edneicipan avénonke katd 1,26 popég oe acheveic pe
cofopn (GMR: 1,00 yio TV Cmax, 1,26 Y10 Ty AUCjast/ AUCing) Nmartiky Stataporyr.

Me Bdomn po eoppoKoKvnTiky avaivon tinboucuod mov mepirappave 230 aobeveig pe puotoloyky
nratikn Aetrovpyia, 41 acbeveig pe Nio NIOTIKY Sotapayn Kot KovEVa, achevn Le HETPLOL NITOTIKT
dvodettovpyia vooTNPiYONKOY TEPALTEP® TO EVPNUATO OO TNV EMKEVIPMUEVT] GTIV NTOTIKY
dvuodettovpyia HEAETT), 1) IO Kot 1] LETPLOL NTTATIKY] SVCAELITOVPYia deV glye Kapia eMidpacn oTnv
éxbeon oy odneloiumn (PAéne Topdypogo 4.2).

5.3 IIpoxkiviké dgdopéva yio TV aoQareLd

Dapuokoroyia acedieloc kot ToéikdTnTo ETavolopnfovousvey 6cewmy

H meloynoio tov mapatnpoduevoy ETOPAGEDY TG OATEAMGIUTNG GLUGYETIOTNKAV UE TNV
QUPUOKOAOYIKT dpacTnNPLOTNTO TG OATEAIGTUTNG ®¢ p1100-g181K00 avactorén Tov povoratiod PI3K,
OTIMG M EMPPOT| GTNV OLOLOGTACT TNG YAVKOLING TOv 0dNYEl 6€ VITEPYALKALUiO KOl O KIvOUVOg
avENUEVNC apTnPpLaknG Ttieonc. O HueAdg TV 06TAOV KoL 0 AEUPOEIONG 10TOC, TO TAYKPENS KOl
OPIGUEVOL OVOTTOPOYWYIKA OpYava Kot TV 000 @OA®V fTav Ta Pacikd opyoave otdyot Yo avembOUNTeC
gvépyetec. O1 eMOPACELS GTOV LVELD TV 0GTAOV KO TOV AELPOELDT 16TO YEVIKA NTAV OVOGTPEYIUES LE
v wavon g Bepoameiog. Ot emdpacelg 6To TAYKPEAG KOl TO AVATAPUYDYIKA OPYOve dEV
AVOOTPAPNKOAY TANP®G OALG QAVNKE TAGT TPOG AVOGTPOPT|. 1€ SIEPEVVNTIKEG UEAETEC GE OPOVPAIOVG
Bpétnkov otorysior PAEYHOVOIDY 0AAAY®DV GTO dEPLLOL.

Kopdiayysiaxn popuoxoloyio acpaieioc

In vitro avactoln tov kavolmv hERG (IC50 of 9,4 uM ) mapovcldcTnKe 6€ GUYKEVIPOGELC

~13 popéc vymAotepn amod v £kbeon og avBpOTOLE, 6TV cLVIGTOUEVN dOoN TV 300 mg/muépa.
Koapio oyetikn nAektpo@uololoyikn enidpacn dev mapotnpnnKke 6€ GKOAOVG.
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Kopkwvoyéveon kot petorroéioyéveon

Agv &ovv dieoybel pehéTec KAPKIVOYEVEDTG.

To anotedéopoto Tov KablepopEvmy in VItro peAetdv yovidoto&ikdtTog pe v aAneloipan frov
apvntikd. H aAnehoipnn dev tav yovidiotolikn o pia perétn to&ikdtnrag emavoiapfoavopevng
3001 GE APOVPAIOVE GTNV OO0 EVOOUATMONKE aVOAVGT| LIKPOTVPI VAV, G eminedo EkBeomg Emg
nepinov dmhdota g extipnmpevng ékbeong (AUC) otovg avBpdmovg oty cuvnotdpevn d6om tmv
300 mg.

Avamopoyoyikn toéikotnTa,

Meléteg avantvéng Tov euPpvov o€ apovpaiovs Kot KOuveMa £xovv deiEeL OTL 1) 0O TOL GTOUATOG
YOPNYNOT TNG CATEMGIUTNG KATA TN S1APKELN TG OPYUVOYEVEST|G TPOKAAESE EUPPLOTOEIKOTNTO Kol
TEPATOYEVEST]. L€ APOVPAIOVS Kot KOUVEMA LETE amd TNV TPoyeEVVNTIKY kBe0N GE AATEMGIUT
mapoTn P ONKE ALENUEVT GLYVOTNTA OTOAELDV TPV KoL LETA TNV EUPVTELGT), LEWWUEVO BAPOVG TOV
eUPpOOL Ko ALENUEVEG TEPITTOGELS AVOLOADY TOL EUPpOov (ueyebouévn Kothia eyKeQALov,
LELOUEVT] 0GTEOTOINGT KOt OKEAETIKEG SOLGUOPYIES) EekvadvTag omd EkBeom yaunAdtepn ond v
£€kBeon TV avBpOT®V GTNV VYNAGTEPN GuVIeTANEVT dooT TV 300 Mg, katadvkveiovtag dSuvaToTnTa
KAWVIKNG OYETIKOTNTOG.

e peréreg To&otnTog EnovaiapPavousvav d0cemv, TapatnpnOnKay avemBountes vépyeles o€
AVOTOPOYYIKA OPYAVOL OTIMS KOATIKT 0TpoPic. 1 aTpoQio. TS WATPOG Kot METAPOAEG 6TOV KOKAO
oloTpov 6€ apovpaiovg peimon Tov PAPOVE TOL TPOSTATN KOl TMV OPYEDV GE APOLPAIOL Kol GKOAOLS
K0l 0TPOPio, TOV TPOGTATY GE GKOAOVG GE KAVIKA OYETKEG d0oelS e faomn tnv AUC.

e peréteg yoviuotntog mov deEnyonoay oe dppeveg kot OMAelc apovpaiovg toapotnpnonkoy
TOPOUOIEG EMOPACELG GTNV YOVIUOTNTO. Xe ONAEIC, TPO- KOl UETEUPVTEVTIKEG OTMAELES, Ol OTOTEG
odnynoav oe pelmpéveg Béoelg eppvtevong Kot Lovra pppoa, Tapatnpndnkav oe enimeda £kBeong
(AUC) mepinov duthdoio TG GLVIGTMUEVNE 6TOV AvBpmmo 600mg Twv 300 mg. Xe dppeveg, N
YOVILOTNTO KOL 1] GVOTTOPOYDYIKT At000GT], GUUTEPIAAUPAVOUEVEOVY TOV apOnol oreppatolmopiov
KOl TOV TOPOUETPOV KIVNTIKOTNTAG TOV CTEPLOTOC, OEV ENMNPEACTIKAY O€ emineda EkBeomg mepimov
dumhdoia tng ektipmpevng £kBeomng (AUC) otovg avBpdnovg 6t cuvictdpevn d6om twv 300 mg.
Qo1660, o€ enineda £kbeonc (AUC) ica 1 kKAT® TNg GUVIGTOUEVTG 6TOoV AvOprmo ddong tv 300 mg,
Ta Bépn Tov PondnTiKdV adEveV (OTEPUATOSOYO0L KOGTELS, TPOCTATYG) HEIDMONKAV Kol GLGYETIOTNKAY
HKPOGKOTIKG, LLE 0TPO@io. /KoL HELMUEVT EKKPLOT] GTOV TPOOTATH KOl OTIS OTEPUUTOOO OVE KOOTELS,
avTicTolya.

dortotolikdnTa

Mia in vitro g€é€toom emToToIKOTNTAG 6TV KLTTAPIKY Ypauun woPlactdv movtikidv Balb/c 3T3 dev
EVTIOMIGE GYETIKN MOOVOTNTA POTOTOEIKOTNTOG Y10, TNV OATEMGIUTN.
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6. OAPMAKEYTIKEXZ TAHPO®OPIEX
6.1 Katahoyog ekdéymv

TTvpnvoc dickiov

Kvuttapivn kpokpustaAiikn
Moavvitoan

Apvio kapPoéopedvimpévo vaTplovyo
YrpoueAroln

Maoyvfclo cteatiko

EmudAvyn tov dtoKiov

YrpopeAloln

Zimpov oeidio, pérav (E 172)

Z16Mpov o&gidio, gpubpo (E 172)

Turtaviov do&eidio (E 171)

[HoAvaBvievoylvkoin

TaAxng

6.2 AovppotoTnTeg

Agv epapuodletat.

6.3 Awdpkera Cong

3 xpoévio.

6.4 Idwitepeg TpoPuAAEeELS KOTA T POAAEN TOV TPOTOVTOG
To pappokevTikd ovtd TPoidv dev anattel Wwitepeg cuvOnKeg PUANENG.

6.5 ®@von Kol GLOTUTIKA TOV TEPLEKTN

PVC/PCTFE/alu (molvpvuroyiwpidio/moivyrlwpotprpbopoatfurévio/alovpivio) Kowern
COPAYIGUEVT] GE GLCKEVAGIO KAPTAG KVWEANG TTOL TTEPLEXEL 14 emkalvppéva, e Aemtd vUEVio dlokia.

Pigray 50 mg ko1 200 mg emukoivuuéva ue Asmtd vuévio dickio

FVoKeEVAGIEC TOV TEPIEXOLV 28 emKaALUUEVA Le AeTTO vUEVIO dlokia (14 tov 50 mg kot 14 Tmv

200 mg) M 56 emkolvppéva pe Aemntd vuévio diokio (28 twv 50 mg kot 28 Twv 200 mg).

IoAramAég cvokevacieg mov mepiéyovv 168 emucoloppéva pe Aemtd vpévio dokia (3x 56, 1 kébe pio
amoteheitol and 28 diokio tov 50 mg kot 28 diokia tov 200 mg).

Pigray 150 mg smucaivpupéva pe Aemtd vuévio diokiol

YuoKevacisc mov mePEyovy 28 N 56 emukoAlvppéva, pe Aemtd vévio dtokia.
[ToAhamhég cvokevaciec mov mepiEyovv 168 (3x 56) emkaAvppéva Pe AETTO LUEVIO dloKid.

Pigray 200 mg emkaivuuévo pe Aentd vuévio diokio

Yvokevaocieg mov mepiEyovv 14 1 28 emucoloppéva, pe Aemtd vpévio diokia.
IToAMamléc cvokevacisc mov meptEyovv 84 (3x 28) emkaivupévo pe Aentd vuéVIo diokio.

Mmropei va, punv KuKAOQPOpOUV OAEG Ol GUOKEVAGIES.
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6.6 Idwitepeg TpoPULAEELS amOppLYNG

Kabe aypnoiponointo eopuokevtiKd Tpoiov 1 VIOAEWUN TPETEL VO OTOPPITTETAL GOUPDVOL HE TIG
KATA TOTOVS IGYVOVGEC GYETIKEC SLOTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Iphovdia

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAXZ

EU/1/20/1455/001-009

9. HMEPOMHNIA ITPQTHXE E'KPIXHX/ANANEQXHYX THX AAEIAX

27 IovAiov 2020

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TAnpoopieg Yo 10 TapdY POPUAKEVTIKO TPOioV gival d100Ea1eg 6TOV SIKTLAKO TOTO
oV Evponaikod Opyovicpod @apudakov: http://www.ema.europa.eu
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IHAPAPTHMA 11

IHAPAXKEYAXTEX YIIEYOYNOI I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTEZX YIIEY®OYNOI I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

‘Ovouo kot 61e06vven Tov TOPUCKELAGTOV TOL £ival LITEVHLVOL YO TV OTTOOEGUEVOT TOV TAPTIOMV

Novartis Pharma GmbH
Roonstrasse 25

90429 Nvpeupépyn
I'eppavia

Lek Pharmaceuticals d.d.
Verovskova ulica 57
1526 Ljubljana
>loPevia

Novartis Pharmaceutical Manufacturing LLC
Verovskova ulica 57

1000 Ljubljana

XhoPevia

270 £VTUTIO QOAAO 0JNYLOV XPNOTG TOV PUPUOKEVTIKOD TPOIOVTOC TPETEL VO OVALYPAPETUL TO OVOLLOL

Kol 1 S1ev¥0vVVOT TOV TAPUCKELAGTN TTOV Elvar VTEHOVVOG Y10 TNV ATOOEGEVGT TNG CYETIKNG TAPTIOAC.

B. OPOI'H IEPIOPIZEMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPOidV Yo T0 0TOT0 amoLTEITAL TEPLOPIGUEVT 1aTPIKT| cuvtayT| (PA. mapdptua L:

[Mepiinyn tov Xapaktnpiotik®v Tov ITpoidvtog, Topdypapog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX

. Ex0¢ce1g meprodkng mapaxorovdnong g acedirelas (PSURS)

Ot anoutioetg yuo tnv vrofoin twv PSURS ywa to ev Aoym pappokeutikd tpoidv opilovron

GTOV KOTAAOYO UE TIG Nuepounvieg avaeopag g Evaong (katdhoyog EURD) mov mapatifeton

otV apdypago 7, tov apBpov 107y, g odnyiag 2001/83/EK kot kdOe emaxkdlovbng

EMKALPOTOINONG OTMG OMLOGIEVETAL GTNV EVPMOTAIKT| SIKTVOKT TOAT] Y10 TO PAPHOKO.

O Karoyog Adeiag Kvkhogpopiag (KAK) Oa vrofaiier v tpdtn PSUR yia 1o mpoidv péca oe

6 pveg amd TV £yKpion.

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

. Yy£010 owaygiprong Kivovvov (ZAK)

O Karoyog Adelag Kukhopopiag (KAK) Ba deEaydyet Tig amaitodpeveg SpacTnploTnTESG Kot

TOPEUPAGELS QPUPLOKOETOYPVTVIIONG OT(¢ Tapovoildlovtal 6to cuppovndév XAK mov

mapovctdletar otny evotnta 1.8.2 g dosiog kKukAopopiag Kot 0molecdnToTe ETaKOA0VOES
gykekpipéveg avabempnoeig tov ZAK.
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"Eva emkatpomompévo LAK 0a mpénet va katotedel:

. Metd and aitmua tov Evponaikov Opyoviopod @oppdkmv,

o OnoTEdNTOTE TPOTOMOLEITAL TO GVGTNUA OLOYEIPLONC KIVOHVOD, EIOIKG MG ATOTEAEGLLOL ANYNG
VE®V TANPOGOPIDV TOV UITOPOVV VAL EMPEPOLY GNUAVTIKN OAAXYT] GTI GYECT] 0QELOVC-KIVOUVOL
N ©¢ 0mOTELESUA TNG EMITEVLENC EVOC GNUAVTIKOD 0POGTLOV (PUPUOKOETOYPVTVIOT 1}
glayioTomoinon Kvévvov).

. EmnpéoOeta pétpa ehaylotomoinong Kivovvov

Ipwv amd v kukhogopio tov Pigray oe kabe Kpdrog Méhog o Kdatoyog Adeiog Kukhogpopiag (KAK)
TPENEL VO, GUUPOVNOEL GYETIKA UE TO TEPLEYOUEVO KOl TN LOPPT] TOL EKTALOEVTIKOV TPOYPAUUATOG,
TEPIAAUPOAVOUEVOV TOV HECOV ETIKOVMOVIOG, TOVG TPOTOVS OLOVOUNG KOl OAMY TOV GAA®V TTUYMV TOV
TPOYPAUUATOG, e TNV EBvikn Apuddia Apyn (EAA).

To exmadevTikd TPOYpapd EXEL GKOTO TNV aLENUEVT ETAYpOTVNGT KOl TNV TOPOYT] TATPOPOPLDV
GYETIKA LE T GNUELN KOl CUUTTOUOTA TNG GOPaPTS VIEPYAVKAUTOG, TEPIAAUPOVOUEVNG TNG
KeTOEEMONG Kot TNG S1oyElPLong TOLG,

O KAK 6a dacparicet 0t og kabe Kpdtogc Mérog oto onoio kukhogopei To Pigray, 6Aot ot
EMAYYEMUATIEG VYEING TOL AVOPEVETOL VO GLVTOYOYpapicovy Pigray £xovv mpdoPoocn oe/toug €xet
Srotebel T0 EKTAOELTIKO VAIKO Y10 TOV Y10TPO.

To ekmTa1d£VTIKO VAKO Y10 TOV Y10TPO TPETEL VO TEPIEYEL:
o Tnv Iepiinyn Xapaktnprotikdv tov [poidvtog
o OdNYo o tovg emaryyehpatieg vyetog

O 0ny6¢ 110 TOoVG erayyelpaTies vyeiag Do mepiéyel Ta axolovbo Pacikd oTotyeia:

Yofapn vrepyAvkaipia, o8 HEPIKES TEPITTAOCELS GYETILOUEVT L COVOPOLLO VITEPYAVKOLUKNG
vrepaouwong amovcia ketoééwong (HHNKS) 7 ketoéwon, €xel mapatnpnbei oe acbeveic mov
é\aPav Oepomeio ue Pigray. Mepikd nepiototikd ketoémong pe avoatnedpo ExPacn Exovv
avaeepbel oTo dSoTNUa LETA TNV KUKAOQOPIa.

o IIpw ané v évapén g Oepameiog

- To Pigray oyetiCeton pe avnuévo kivévvo vaepyAvkopiog.

- O1 aoBeveic mov dratpéyovv vYNAGTEPO Kivdvvo (Srapntikol, Tpodiafntikol, pe
FPG >250 mg/dl, pe BMI >30, | nhikiog >75 g1dv) ypetaletal n Aqyn cvpPoving and Evav
EMOyYEALOTIO VYEIOG TTOV £)EL EUTMELPIO GTNV AVTIUETOTICT TNG VIEPYAVKOULING.

- No yiveton éleyyog yio FPG ko HbALC kot va edtiotomoteital to eninedo yAvkolng oto
aipo Tov achevong Tpv v Evapén g Bepaneiog pe admeMoiumn.

- Noa didovrot cuuPovAég 6ToVG acbeveic GYETIKA UE TOV KIVOLVO DTEPYAVKOLUING, TNV AVAYKT
v aAloyéG oTov TpOTo (NG, TO oMUEin KO GUUTTOUATO TG VIEPYAVKOUiaG (.. EvTovn
dtya, cuyvotepn omd 1o cuvNBIGUEVO 0DpNoN 1 LEYAADTEPT) TOGOTNTA 0VP®VY and TO
ocvvnOiopévo, avénuévn 6peln ue ammAiela Bépove, SUGKOAID GTNV AVATVOT, TOVOKEPAAOG,
vautia, EUETOC) Kot TN onuacio TG dpeong entkovmviag pe Evav erayyelpatio vyeiag qv
TO. GUUTTMOUATO TOPOVGLUGTOVV.

e  Koatd ™ dwdpkera g Ocpomeiog
- Noa axoiovbeitor 1o Tpdypoupa yio TopakoAovdnen me yYAvkolng vnoteiog cOLLPOVA e
v emionuaven tov Pigray. TTapakalobue cNUEIDHOTE OTL VITAPYOVY SLUPOPETIKA
TpoypaupaTa Yo acOeveic pe Kot yopig Tapdyovieg Kivovvov.
- Ye TepinTmon VIEPYAVKOING, 0KOAOVOEIGTE TNV GYETIKN UE TNV VIEPYAVKALI
TPOTMOTOINGN TNG BOONG KAL TNV GVTIUETOTICN GOUPOVA UE TNV eTlonuavetn Tov Pigray.
- Orav Eexva avtdwapntikn Bepaneio, Tpénet va AneBody vdyn ot mbavig aAANAETIOPAGELG
UETAED QOPUAK®V.
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IHAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI XYXKEYAXIQN IIOY ITEPIEXOYN AIZXKIA 150 MG

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 150 mg emikodvpévo pe Aemtd vpévio diokia
aATTEMGIUT

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

Kabe emkaroppévo pe Aemtd vpévio diokio mepiéyel 150 mg aAneoiymn.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emkoivppévo pe Aemtd vpévio diokio

28 dwokia
AndOepa 14 nuepdv yio nuepiota d6on 300 mg.
56 d1okia
AmdBepa 28 nuepav yia nuepnota d6on 300 mg.

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV 0T TN XPTOM.
Ao otoUaTOC YpNIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXZH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tandid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIZ), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

IpAavdia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®DPOPIAX

EU/1/20/1455/001 28 emkaAvppéva pe Aemtd vpévio dlokio twv 150 mg
EU/1/20/1455/002 56 emkaAvppéva pe Aemtd vuévio diokia tov 150 mg

13.

APIOMOZX ITAPTIAAX

Lot

| 14,

I'ENIKH KATATAZH I'TA TH AITAGEXH

| 15.

OAHTI'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

Pigray 150 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOYX. — AIZAIAZTATOX TPAMMOQTOX
KQAIKAY (2D)

A160106T0TOC YPOUUU®TOS KddKaS (2D) mTov épel Tov TepIANEBEVTa LOVASIKO OVOYVOPIGTIKO KMOIKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC

SN

NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI IOAAATIAQN LYZKEYAXION [OY NEPIEXOYN AIZKIA 150 MG
(ME BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 150 mg emkaivpévo pe Aemtd vpévio dtokio
aATTEMOIUT

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

KdaBe emucoroppévo pe Aemtd vpévio diokio mepiéyel 150 mg ainehoiymm.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emoivppévo pe Aemtd vuévio diokio

IMoAlamAn cvuokevacio: 168 (3x 56) diokia
3X amofepa 28 nuepdv yio nuepiowa d66m 300 mg.

| 5. TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV 0T TN XPTOM.
Amo6 otopaTOC YpNoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPENEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tandid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

IpAavdia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®DPOPIAX

EU/1/20/1455/003 168 (3x 56) emkaivppéva pe Aertd vuévio drokia tmv 150 mg

13.

APIOMOZX ITAPTIAAX

Lot

| 14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHT'TEX XPHXHX

| 16.

HAHPO®OPIEX XE BRAILLE

Pigray 150 mg

17.

MONAAIKOZ ANAINQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A16100T0TOG YPOUU®TOS KddKaS (2D) mov pépet Tov TepIAN@BEvTa LovadKO avayVOPIOTIKO KMOIKO.

18. MONAAIKOX ANATNQPIZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC

SN

NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

ENAIAMEZO KOYTI HOAAATIAQN ZYEKEYAXION IOY MEPIEXOYN AIZKIA 150 MG
(XQPIEZ BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 150 mg emikodvpéva pe Aemtd vpévio Siokio
aATTEMOIUT

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

KdaBe emucoroppévo pe Aemtd vpévio diokio mepiéyel 150 mg ainehoiymm.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emoivppévo pe Aemtd vuévio diokio

56 dwokia
Am60epa 28 nuepdv yio nuepniota déon 300 mg.
2royeio moAlamAng cvokevacioc. Na punv moAeitan EgxoploTd.

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV 0T TN XPTOM.
Ao otoUaTOC YpNIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXZH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tandid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIZ), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

EXP
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EIAIKEX XYNOHKEYX OYAAEHX

10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEITAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphovdia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/20/1455/003 168 (3x 56) emkorvppévo pe Aemto vuévio dtokio Tovls50 mg

13.

APIOMOZX ITAPTIAAX

Lot

| 14,

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHTI'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

Pigray 150 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOYX. — AIZAIAZTATOX TPAMMOQTOX
KQAIKAY (2D)

18.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIETI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KAPTA ME KYYEAEX I1OY NEPIEXOYN AIZKIA 150 MG

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 150 mg diokia
aATTEMOIUT

‘ 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Novartis Europharm Limited

3. HMEPOMHNIA AHZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA ETOIXEIA

Agv.
Tp.
Ter.
ITép.
[Tap.
Zap.
Kwvp.

[épte kot ta V0 doKio TN YPOUATIGUEVT] GEIPA AUECMG LETA TO GOYNTO TNV NUEPO TOV
VITOSEIKVOETAL.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI XYXKEYAXIQN IIOY ITEPIEXOYN AIXKIA 200 MG

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 200 mg emikolvpévo, pe AemTd vpévio dtokio
aATTEMGIUT

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

Kabe emkadoppévo pe Aemtd vpévio diokio mepieyel 200 mg aAneoiymn.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emkoivppévo pe Aemtd vpévio diokio

14 dwoxia
AndOepo 14 nuepdv yio nuepiota déon 200 mg.
28 diokia
AmdBepa 28 nuepav yia nuepnota d6on 200 mg.

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV 0T TN XPTOM.
Ao otoUaTOC YpNIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tandid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

IpAavdia

12.

APIOMOZX ITAPTIAAX

EU/1/20/1455/007 14 gmkaivppéva pe Aemtd vuévio dtokio Twv 200 mg
EU/1/20/1455/008 28 gmkaAvppévo. pe Aemtd vuévio diokia tov 200 mg

13.

APIOMOZX ITAPTIAAX

Lot

| 14,

I'ENIKH KATATAZH I'TA TH AITAGEXH

| 15.

OAHTI'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

Pigray 200 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOYX. — AIZAIAZTATOX TPAMMOQTOX
KQAIKAY (2D)

A160106T0TOC YPOUUU®TOS KDdKaS (2D) mov épet Tov TePIAN@BEvTa LOVOSTIKO avayVmPIoTIKO KOJIKO.

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

PC

SN

NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI IOAAATIAQN LYZKEYAXION MOY MEPIEXOYN AIZKIA 200 mg
(ME BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 200 mg emkolvpéva e Aemtd vuévio dtokio
aATTEMOIUT

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

Kdabe emucoroppévo pe Aemtd vpévio diokio mepiéyel 200 mg ainehoiym.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emoivppévo pe Aemtd vuévio diokio

IMoAlamA cvokevacio: 84 (3x 28) diokia
3X amofepa 28 nuepdv yio nuepiowa d6em 200 mg.

| 5. TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV 0T TN XPTOM.
Amo6 otopaTOC YpNOT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPENEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tandid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAYX KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphovdia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1455/009 84 (3x 28) emkaAivppévo pe Aemtd vuévio diokia tov 200 mg

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHEHE

‘ 16. TAHPO®OPIEX XE BRAILLE

Pigray 200 mg

17.  MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AISAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPUUU®TOS KOdKaS (2D) Tov @épet Tov TepIANeBEvTa LovadKo avoyVOPIGTIKO KMOIKO.

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

PC
SN
NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

ENAIAMEZO KOYTI HOAAATIAQN ZYEKEYAXION IOY MEPIEXOYN AIZKIA 200 MG
(XQPIEZ BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 200 mg emkolvpéva e Aemtd vuévio dtokio
aATTEMOIUT

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

Kdabe emucoroppévo pe Aemtd vpévio diokio mepiéyel 200 mg aireoiymm.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emoivppévo pe Aemtd vuévio diokio

28 dwokia
An60gpo 28 nuepdv o nuepnota déon 200 mg.
2royeio moAlamAng cvokevacioc. Na punv moAeitan EgxoploTd.

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV 0T TN XPTOM.
Ao otoUaTOC YpNIoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tandid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHZH(EIZ), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEX XYNOHKEYX OYAAEHX
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10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

IpAavdia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®DPOPIAX

EU/1/20/1455/009 84 (3x 28) emkadvppéva, pe Aemtd vpévio dokia Twv 200 mg

13.

APIOMOZX ITAPTIAAX

Lot

| 14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHT'TEX XPHXHX

| 16.

HAHPO®OPIEX XE BRAILLE

Pigray 200 mg

17.

MONAAIKOZ ANAINQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIETI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KAPTA ME KYYEAEX I1OY NEPIEXOYN AIZKIA 200 MG

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 200 mg diokio
aATTEMOIUT

‘ 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Novartis Europharm Limited

3. HMEPOMHNIA AHZHX

EXP

‘ 4. APIOMOZX ITAPTIAAX

Lot

| 5. AAAA LTOIXEIA

[épte éva diokio apéomg HeTd To QoyNTO TNV NUEPA TOV VTOGEIKVVETAL.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI XYZKEYAXIQN IIOY NEPIEXOYN AIZKIA 50 MG KAI 200 MG

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 50 mg emkolvpévo pe Aemtd vpévio diokia
Pigray 200 mg emkolopéva e Aemtd vuévio dtokio
aATTEMOIUT

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

Kdabe emucoroppévo pe Aemtd vuévio dtokio mepiéyel 50 mg 1 200 mg aimeMoiym.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emoivppévo pe Aemtd vuévio diokio

14 Siokio Tov 50 mg

14 diokia twv 200 mg

And0epo 14 nuepdv yio nuepiota déon 250 mg.
28 diokio Twv 50 mg

28 d1okia Twv 200 mg

Am60epa 28 nuepdv yio nuepnota 866m 250 mg.

| 5.  TPONOX KAI OAOX(OI) XOPHTHZHE

Awpaote 10 PUALO 0INYIDV XPNOTG TPV OO TN XPTOM.
Ao otoUaTOC YpNOoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXZH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na purdooetal o€ 0éon, v onoia dev PAETOLY Kot dev Tpooeyyilovy Ta Tandid.

| 7. AAAH(EZ) EIAIKH(EE) TPOEIAOMOIHEH(EIE), EAN EINAI AMAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEZHX

EXP
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9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAYX KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphovdia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1455/004 14 emkaivppéva pe Aemtd vuévio dtokio Twv 50 mg +
14 gmxodvppéva pe Aemtd vuévio owokia tov 200 mg
EU/1/20/1455/005 28 emolvppéva pe Aemtd vuévio diokio tov 50 mg + 28 diokio tov
200 mg

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'TA TH ATIAGEXH

| 15. OAHTIEX XPHEHE

‘ 16. TAHPO®OPIEX XE BRAILLE

Pigray 50 mg + 200 mg

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

A163146T0TOG YPAUL®TOS KOOGS (2D) mov @épel Tov TEpNeOEVTo Lovadikd avayvoploTiKO KOOIKO.

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

PC
SN
NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI IOAAATIAQN LYZKEYAXIOQN MTOY MEPIEXOYN AIZKIA 50 MG
KAI 200 MG (ME BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 50 mg emkolvpéva pe Aemtd vpévio diokio
Pigray 200 mg emkolopéva e Aemtd vuévio dtokio
oATEMGIUT

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

Kabe emxatvppévo pe Aemtd vpévio diokio mepigyet 50 mg 11 200 mg aArehoipmn.

| 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emucaioppévo pe Aemto vuévio diokio

[HoAramAn cvokevacio:

84 (3X28) diokia twv 50 mg

84 (3X28) diokia Twv 200 mg

3X amofepa 28 nuepdv yio nuepnowa d66m 250 mg.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 PUALO 0INYIDV XPNOTG TPV OO TN XPTOM.
Ao otopaTOC YpNoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEINEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na euidcoetal o€ 0éom, TV onoia dev PAETOLY Ko dev Tpooeyyilovy Ta Tandid.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIY), EAN EINAI ATTIAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphovdia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1455/006 84 (3x28) emkoloppéva pe Aemtod vuévio dtokio towv 50 mg
+ 84 (3x28) emikorlvppévo. pe AemTd DVPEVIO BLoKia TOV
200 mg

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

Pigray 50 mg + 200 mg

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

A160106T0TOG YPOUU®TOS KddKag (2D) mov pépet Tov TepIAN@BEvTa LOVASIKO OVaYVOPIGTIKO KMOIKO.

18. MONAAIKOX ANATNQPIZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

ENATIAMEXO KOYTI HOAAATIAQN XYEKEYAXIOQN ITOY MMEPIEXOYN AIZKIA 50 MG
KAI 200 MG TABLETS (XQPIX BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 50 mg emkolvpéva pe Aemtd vpévio diokio
Pigray 200 mg emkolopéva e Aemtd vuévio dtokio
oATEMGIUT

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

Kabe emxatvppévo pe Aemtd vpévio diokio mepigyet 50 mg 11 200 mg aArehoipmn.

| 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Emucaioppévo pe Aemto vuévio diokio

28 dokia Twv 50 mg

28 dwokia Twv 200 mg

AmdOepo 28 nuepdv yio. nuepiota déon 250 mg.

Y1oyeio moAlamAng cvokevacioc. Na pnv moieiton EexmpioTd.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 PUALO 0INYIDV XpOTG TPV Ald TN YPNON.
Ao otopaTOC YpNoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPEINEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidocoetal o€ 0éom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv T TodId.

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

‘ 8. HMEPOMHNIA AHEHX

EXP
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EIAIKEX XYNOHKEYX OYAAEHX

10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEITAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphovdia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU1/20/1455/006 84 emkaAivppévo pe Aemtd vuévio diokio tov 50 mg +
84 emkaAvppéva pe Aemtd vuévio diokia tmv 200 mg (3x
28 + 28)
13. APIOMOX ITAPTIAAX
Lot
‘ 14, TENIKH KATATAZEH I'lA TH ATAGEXH
‘ 15. OAHI'IEX XPHXHX
‘ 16. TMAHPO®OPIEX XE BRAILLE

Pigray 50 mg + 200 mg

17.

MONAAIKOZ ANAINQPIETIKOX KQAIKOX — AIZAIALTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO

TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KAPTA ME KYYEAEX IIOY NEPIEXOYN IIOY NEPIEXOYN AIZKIA 50 MG KAI 200 MG

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pigray 50 mg dwokia
Pigray 200 mg diokio
oATEMGIUT

2. ONOMA KATOXOY THX AAEIAYX KYKAO®OPIAX

Novartis Europharm Limited

3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA ETOIXEIA

Agv.
Tp.
Tert.
ITép.
Hop.
2ap.
Kvp.

[épte kot ta V0 doKio GTN YPOUATIGUEVT] GEIPA AUECMG LETA TO GAYNTO TNV NUEPO TOV
vrodekviETOL.
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B. ®YAAO OAHI'TQN XPHXHX
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@DvAiro 0oNYLOV Apions: IIinpoopics Yo Tov ac0evi)

Pigray 50 mg emuaivpéve pe Aemtd vpévio diokia

Pigray 150 mg emkaivpéve pe Lentd vpévio diokio

Pigray 200 mg emkaivpéve, pe Lentod vpuévio diokio
OATEMGIUTY

vTo QAPUOKO CVTO TELEL LTTO CLUTANPOLOTIKY TOPaKOAOVONGN. AVTo Ba emTpEWEL TO YpryopO
TPOGIOPIoUO VEOV TANPOPOPLOV acpaAeloc. Mropeite va Pfondnoete pécw g avagopdg mhavmv
AVETBOUNTOV EVEPYELDY TOL EVOEYOUEVMS Tapovatalete. BA. T€hog g mapaypdpov 4 yia tov Tpomo
avaQopds avemBOUNT®V EVEPYELDV.

Awpdote TPooeKTIKA 0AOKANPO TO PVIAO 00N YIAV YPT|ONG TTPLV APYICETE VO TAIPVETE AVTO TO

PapRraKo, O10TL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES VI GUS.

- DvrdEte avTo TO EOALO 0dNYIDV Yprone. Towg ypelaotei va to dwufdcete Eavda.

- Edv éxete mepartépw amopieg, p@TROTE TOV Y10TPO, 1] TOV POPLUAKOTOLO 1) TOV VOGOKOLO GOG.

- H cvvtayn v avutd to pappoko xopnyndnke amokAEoTIKA Yio 60G. Agv TPEMEL VO ODGETE TO
@apuroKo o€ AoV, Mmopel va Tovg TPOKAAEGEL BAAPT], OKOUO KoL OTOV TO GUUTTOUOTO TNG
acOévelog Tovg eivar 010 e Ta S1Kd GOg.

- Edv mapotnpricete Kamowo avemBOUNTN EVEPYELL, EVILEPDGCTE TOV YATPO, 1 TOV QOPLOKOTOLO
1 TOV VOGOKOUO Gag. AVTO 1GYLEL Kot Yo kKaOe mbavn| avemBountn evépyela mov dgv
AVOQEPETAL GTO TAPOV PUALO 0dNYIDV Ypriong. BAéme moapdypago 4.

T Tepréyer 1o Tapév Ao 00N YLOV:

T1 eivau To Pigray kot mota eivon 1 xpnon wov
Timpéner vo. yvopilete Tpv mapete to Pigray

[Mog va mapete to Pigray

[MBavég avemBOunteg evépyeteg

Mo vo puidooete to Pigray

[epreydpeva g cvokevasiog Kot AoméG TANpopopieg

SukrwdE

1. T givan To Pigray ko wowa givan 1 xpiion tov

Th givan o Piqray
To Pigray mepiéyet tn dpooTiKy 0Veio aATEMGIUTN, 1) OO0 OVAKEL GE [itt OUASN PAPUAKMY TTOV
OVOpALoVTOL 0VaGTOAEIG THG Kivaong g 3-emoeatidvivootoing (PI13K).

Mo givar n xpron Tov Pigray

To Pigray ypnoomoteitat yio tn Oepaneio. LETEUUNVOTOVGIOKMY YOVOIKOV KoL 0vOp®OV UE EVAV TOTO
KOPKIvVOL TOV HoeTod Tov ovopdletal Tpoympnuévog Betikdg og opuovikovg vrodoyeic (HR),
apVNTIKOG 6TOV VIT0d0YEN-2 TOV avOpdOTIVOL emdepuIdkod avéntikov mapdayovta (HER?2) kapkivog
tov pactov. To Pigray ypnowonoteital g cuVSLOGUO PE POVAPBESTPAVTN, LU0 OPLOVIKT|
avTIKapKIvVIKY Oepamneia, oe aobeveic Tv omoimv o kapkivog dev Exel avtamokplfel g GAleg
opuoviIKéG Oepameieg KoL TOL £XOVV GUYKEKPLUEVES aAAAYES (LETOALAEELS) GE évaL YOVISLO OV
ovopdteton PIK3CA.

O yiatpoc oag Oo mhpel Eva detypo amod To aipa Gog 1/Kot amd Tov 16Td ToL OYKov, Ta ool Oa
e€etaotovV yuo avTéc T1g petaArdéelg tov PIK3. Av to amotedécpata givar OeTikd o Kopkivog Gog
givan mBovd va avtamoxpbei ot Bepamneio pe Pigray.

IMog dpa To Pigray

To Pigray dpa mapepnodilovrag tig dpdoels Tmv evEOU®Y oV oVOpAlovTol KIVUGES TNG
00opoTdvAvocttoAng 3 (PI3K). Avtd ta éviuua fonbodv ta kapKivikd KOTTOpO Vo avoartuyfody Kot
va TtoAlamhaotactovy. Iapeumodilovtag ™ dpdon tovg to Pigray pumopsi va ehattdoetl v avamtoén
Kol T 0106ToPE TOV KOPKIVIKOV KLTTAP®V Kol va Bondnoet vo KoTasTpapodV 1o KOPKIVIKG KOTTAPO.
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Edv éxete epotioeig oyetikd pe tov tpdmo dpdong tov Pigray 1 Toug AOYoug Y10 TOLG 0010V oG EXEL
ouvtayoypoaendeil avtd TO PAPUAKO, POTAGTE TOV YIOTPO, TOV POPLOKOTOLO 1) TOV VOGOKOLO GOG.

2. T péner vo yvopilete Tpwy va mapete to Piqray

AxoAovBnote OAeg TIg 0dNYieg TOL YTPoV Gag TPoceKTIKA. Mmopel va d1apépovy and Tig YEVIKES
TANPOPOPIES TOV TEPLEXOVTOL GE AVTO TO PUALO 0dNYIDV. PwtoTE TOV Y10Tpd G0 av dev giote
ciyovpot.

Mnyv mapete To Pigray:

- o€ MEPIMTOON aALEPYiOG OTNV AATEMGIUTTN 1] O OTO0ONTOTE GALO OO TO. GLGTATIKA CLLTOV TOV
Qopparkov (avagépovtol oty mapdypogo 6). Edv vouilete 611 umopel va giote odldepyikog,
cupPovigvteite TovV YaTPO GOG.

IIposidomou|oelg kKo TPoPLAGEELG
Yv{nteiote pe ToV Y10Tpo, 1 TOV PUPUAKOTOW 060G TP TapETE TO Pigray,

EdGv omo10dnmote 0o 10, TOPOKAT® EYEL EQPOPUOYN 08 €64¢ mpv mhpete to Pigray evnuepmote tov

YTpO 1 TOV POPLLOKOTOLO GOG:

- edv €xete N eiyore TOTE LYNAAL enimeda Gakydpov oTo aipa cag N o (1 onueio
AVENUEVOV EMTEOWDV GOAKYAPOV, OTMG VITEPPOAIKT diya, kol EnpocTtopio, ovaykn Yo ovpnon
GLYVOTEPQ ATTO TO GLVNOIGUEVO, TTOPAYMYN LEYOADTEP®Y TOGOTHTMY 0VPWV A0 TO
ovvnowopévo, KOTmon, vavtio, avEnuévn 0peén pe amdieto fépoug).

- eav giyote moté ohvopopo Stevens-Johnson (SJS), toddpopeo ephbnua (EM) popuakevtiKn
avtidpaon pe noowoeirio kot cuoTuotikd coprtdpata (DRESS) 1 to&ikn emdepuikn
vekpoivon (TEN. To mbavd copntdpota Tepilapfavony KOKKIvo dEPN, POVCKAILEC GTA
x&iln, ot0. patio 1 6710 6TOUA, EEPAOVIIGUA TOV SEPUATOG, HE T YOPIG TLPETO, EEAVONUQ).

- Eav éyete o cofapn ootikn voco mov ennpedlet ) yvébo (ooteovékpwon g yvabov, ONJ).

Edv omotodnmote amd ta mapokdto £yl EpOpUOY o€ 066G Katd T didpketa g Oepanciag pe Pigray

EVNLEPMGTE TOV Y1ATPO 1] TOV QOPLUKOTOLO GOG:

- E&avOnpa, kvnoud, kvidmon, dVemvola SUGKOAIN GTIV GVATTVOT|, GLPLYUOC, PYoc, EAAPPLA
CaAn, LaAn, petafolrég ota eminedo cLVEIONONG, YOUNAT OpTNPLOKN TtiEaT, EpLOPITNTA TOV
dépuatoc, TPHELLO TOV TPOGMITOV 1] TOV ACLLOD, UTAE ATOYPOUOTICHOG TOV YEIMDV, TNG
YA®GGOG 1 TOL déppatog (Tlava onpeios GoPapdv AALEPYIKOV AVTIOPAGE®DV).

- Néa 1 HETOPAAAOUEVO AVOTVEVGTIKA TPOPANUATO, OTTOC SVGTVOL 1) 0dVVT|PT AVOTTVOT, Byag,
Taeiol OvVOITVoT), UTAE OmOYPOUATIOUOS TOV XEIMMV, TNG YADOCSAG 1 TOL SEPLATOC, AOEYKOG
(mBava onpeio un AOUOIOVE TVEVUOVIOG 1) TVEVUOVING).

- AvEnuévn dlya ko Enpoctopio, avaykn Yo o0Opnoen cuyvoTePa and T0 GLVNOICUEVO, KOO,
avénpévn 6peln pe ammAiela Bapovg, chyyvon, vautia, EUETOG, PPOLTMOING OGLT GTNV KVOTVOT,
dvokolia otV avamvon kot ENpd 1 KOKKIVIGHEVO dEPHLAL, Ta OToin pUmopel va eivor onueio
aLENUEVOV EMTES®V GAKYAPOL GTO Giiplol (VIEPYAVKAIUI) KOl TV EXUTAOK®MV TOVG.

- eEavOn o KoKKIVIoHO TOV OEPATOC, POVCKAAEG GTa XEIAN, OTO, LATLO 1) GTO GTOL,
EePAOVOIG O TOV JEPHOTOG, LEPIKEG POPEG LE TVPETO (TBOVA onpeia pog omd T akoAovdeg
depuatikég mabnoeig: Zovépopo Stevens-Johnson (SJS), toldpopeo epvbnue (EM),
QOPUOKEVTIKY avTidpooT Ue Nootvo@ilio kot cvotnuatikd copntdpato (DRESS) 1 to&iky
emdeppkn vekpoivon (TEN)).

- Néa 1] ETEWGVVOVUEVE, GUUTTOUATO TTOV EXNPEALOVY TO GTOUN (OTTMG YUAAP®UEVE, BOVTLA, TOVOG
N TpH&no, TANYEG 6To oTdUN TOV dev Depamedovtal, 1| EKKPLUW).

- Yofapn ddppota, | cofapdg KoOAKOG TOVOG 1 KOTpova te PAEVVO 1 aipa, To ooio pmopei va
glvar onpeio eAEYHOVIG TOL EVIEPOL GG (KOAITION).

Mropei va ypelactel 0 yroTpdc 6o¢ Vo oag 0moel Bgpameio Yo VT TG, GUUTTOUATO, VO, SLUKOYEL

TPOoowPIVA T Oepameio cag, Vo UEWDGEL TN 606N 6aG, 1} Vo O1aKOWEL 0PLoTIKA T Oepameio cug e

Pigray.
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Awyatoloyikéc €etdosic Tpv Kot Katd T Srapkeia g Ospansiag oag pe Pigray

O yuorpdc oag Oa Kaver arpoToloyikéc eE€TAoeIg TPV Kot KOTd T didpketo tng Oepanciog pe Pigray
moTe vo Topokolovdel eqv to Pigray emnpedlet to eninedo cakydpov 610 aipa cac. Mg Bdor ta
amoteléopata, 0 yiTpds cog Oo Adfel To anapaitnta HETPA, OTWS 1) CLVTAYOYPAPNOT| EVOG
avtdwfnrikod eappdakov. Edv eivar arapaitnto, o yiotpog cog umopel vo amopacicel va dtakdyet
mpocwpva T Bepaneio cag pe Pigray 1 va peidoet ) d6om Pigray yio va emtpéyel 6to odicyopd cog
Vo EMGTPEYEL GTO PLGLOA0YIKO. O Y10TPOG GO UTOPEL EMIONE VO ATOPAGIGEL VO SIUKOWEL OPIOTIKA TN
Oepameia.

BeporwOeite 6T1 ghéyyeTe TOKTIKG TO 6AKYOPO 6TO Cipa cog wpy TV évapln g Oepansiog,

KOTA TN OwdpKeLa TG Ogpaneiog ko a@ov otapatioete 11 Oepancio pe Pigray.

. O ywTpog oag B cog mel akpiPac woTe Kot Tov B KAVETE AU TOAOYIKOVE EAEYYove. H
Oepaneio pe Pigray pmopei va apyicel povo epodcov o1 e£eTacelg dei&ovv OTL £YETE GOOTA
enmimeda GoKyAPOL 6TO aipo oag. AvTo yiveton yiati to Pigray umopel va mpoxkaiéoet avénon
OV GaKydpov oto aipa cog (vrepyAvkaipia) n oroia propet va gival coPapr| Kot vo xpelaoTel
Oepameio. MOVO 01 TAKTIKES AULUTOAOYIKEG EEETACELS VIOTELOG LITOPOVV VO EVI|LEPMDGOVY TO
YWTPO GOG AV AVOTTOGGETE VITEPYAVKALLIAL.

o O y10tpdc oag Ba cag mel akpPag ToTe Kot o Ba eEAEyyETE TO GAKY0PO 61O aipa cag Avtd Ba
amortnOel cuyvotepa Kotd TIG TPpMTEC 4 gfdoUddeC TNG Bepameing Kat 1d1oiTEPU TIG TPDOTEG 2
gfdopadeg g Oepansiog ue Pigray. Kotomy apatoroyikég e€etdoseig Oa ypeidlovtot
TOVAGYIGTOV pia QOpd TO PAVA, OVAAOYO LE TO ETITESO CAKYAPOV GTO QL0

Mowra ko £éenpor
To Pigray dev mpémet va yopnyeitar o€ modid ko eprifoug nAtkiog kato Tmv 18 etmv.

AMo @appoxa ko Pigray

Evnuepmote tov yiatpd 1| T0V QopUaKOTOL0 Gag €6V maipvete, £xeTe mPOSPATO TAPEL 1] Lopel va

mwhpete GALO QappoKo. AvTd TEpIAaUPavovy e01KOTEPQ.

- EATPOUTOTAYT], £VO PAPLLOKO TTOV YPTGLLOTOLEITAL Y10l TNV OVTIUETOTIGT] TOL YAUNA0D aplfpov
OLULOTETOA Y

- QAPLLOKO, TTOV ¥PNCIUOTOI0VVTAL Yio T Bepameio Tov KapKivoy Tov pootod (Onme AamoTvipm,
PLUTOG KAL)

- ePepOAMLOVS, amaloLTALION, EVEOAOLTANION KOl LITOTAVY], PAPLLOKE TTOV YPTCLULOTOI0VVTOL Y10
™ Oepamneio oprouévov THIOV KapKivoy

- TAVTOTPALOAT, £va PApLaKO TOV Yprolponoteital yuo T Oepameio Tov aebpoTog Kavcoov Tov
GTOUAYOV KoL Y10, VO LELDMOEL TNV TOGOTNTO 0E£0G TOV TOPAYETOL OO TO CTOUAYL GOLG

- pdaoraun, Eva PAPUOKO TTOV YPTCLLOTOLEITAL Y10 KOTAGTOAN 1 d10Tapar €S TOV VITVOL

- PLPOUTIKIVY, EVO PAPLOKO TOL ¥PNCIHomoteiton Yia T Ogpameio ™ pupoTioong Kot GAA®Y
coPopmdv AomdEewmv

- KapPapalenivn Kol avuToivr, EAPLOKE TOV ¥PTCLILOTOI0VVTOL Yia T Ogpaneio ETANTTIKOV
Kpicemv 1 GTOcUOV

- St. John’s Wort, éva gutikd mpoidv mov ypnotpomnoteitan oty Bepaneio g KatdOAnymg Kot
A oV Tadncewv

- EVKOPOPEVIUTY], £VO GAPLAKO TOL YPNOLUOTOEITOL Yia TN Bepameio evOG GLYKEKPUEVOL TOTOV
KOPKIVOL TO SEPUATOG

- Bappapivn, Eva QAPLOKO TOV YPNCILOTOLEITUL Y10 VO LELMGEL TV TNKTIKOTNTO TOL OiLOTOG

Pomote tov ylotpd 1| Tov eopprokomold cag v oev giote BEPortog edv 1o eapuaxd cog givar Eva amd
TO, POPLLOKO TTOV OLVOPEPOVTOL TAPOUTAV®.
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Kinon, kor 0niacpdg kot yovipotnra

To Pigray dev mpénetl va ypnopomoteitol amd yovaikeg mov eivat, 1) wwopet va sivar £€ykvec 1
Onialovv. To Pigray pumopel va PAdyel To ayévvnro pwpd. Edv vouilete 6t umopei va giote £ykvog
oye014LeTE VO amoKTHoETE TOdi, CNTNOTE TN GLUPOVAT TOV YLOTPOD 1 TOV PAPUAKOTOLOD GOG TPV
mhpete avTo T0 PAprako. Ot yvvaikes dev mpénet va InAdlovv Katd tn dudpkela g Bepaneiog Kot To
Myotepo o 1 gfdopdda petd v tedevtaio d6on tov Pigray. O yuutpog cag o culntrioet pali oag
Tovg TBAVOLG KIvduvovg arnd T ANy tov Pigray katd tn S1dpKela tng EyKLHOGOVNG 1 TOV ONAAGHOD.

Edv eiote yovaika og avamapoywyky nikia, o ytpds oag 8o amoxdeioel mbavr eykopochvn mpty
apyicel n Bepomeia cag pe Pigray. Avto pmopei va mepilopfavel v die&aywyn evog 1eot
EYKLHOCVVTG.

O1 yuvaikeg Tov HTopovv vo Letvouy £ykueg Ba TPETEL VOl YPNGILOTOIOVV 10, ATOTEAEGUOTIKT HEB0SO
AVTICLAANYTG KOTA TN ddpkeLo TG Bepameiog kot yio TovAdyiotov 1 efdouddo PeETA TN S10KOTH TOV
Pigray. Potote 10 yratpd cog yio tig katdAinieg pebodovg. Av vopilete 6t pmopei va giote £ykvog
petd v évapén g Bepanciog pe Pigray, evnuepmoTe OUECHOG TOV YIATPO GOG.

Koazd m dudpreta g Bepameiog kot yio tovAdyiotov 1 efdopdda petd t diakomnn g Bepaneiog, ot
dppeveg acBeveic O Tpémel va ¥PNGILOTOOVV TPOPLANKTIKO KATA TN GLVEDPEST Le ONAelg
GUVTPOPOLE TOV UIToPOoVV va. peivouy €ykveg. Edv n obvtpogog evog dppeva acbevi vroyialetot 6Tt
€xel petvel £ykvog avt v mepiodo, Oa TPEMEL Vo EVIUEPDGEL APECHS EVAV YLOTPO.

Odnynon kot EPLoPOS PNYaAvVNRATOV
H Ogpancio pe Pigray pumopei va odnyfoet o kémwon. I'a 1o Adyo oo vo gioTe TPOGEKTIKOL OTAY
odnyeite N yewileote pnyovipoto katd ) didpkela tng Oepameiog cog pe Pigray.

To Pigray nepiéyet vatpro
To edpuaxo avtd mepiéyel Ayodtepo and 1 mmol vatpiov (23 mg) avé emkaAvupévo pe Aemwtd vugvio
dwokio, givor avtd mov ovoudlovpe Kerevbepo vatpiov>>.

3. Mog va wapete to Piqray

[Tévtote va TaipVETE TO QAPIOKO VTO AVGTNPA COUPOVA LLE TIC 00TYiEC TOL YaTPOoL Goc. Edv €xete
apoiPories, pOTAGTE TOV YIOTPO GOG.

ITooo Pigray mpémer va mapete
H ovvnbiouévn d6om évapéng tov Pigray sivar 300 mg pio gopd v nuépa. O yarpdg cag Ha
ATOPUGICEL TN 0GTN OO0 Y10 EGOG.

Avaloya pe ) 060m mov £yl cuvTayoypapndel o apBudg dickimv mov Oa wdpete gival o akdAovHog:
- 80601 300 mg: 6o diokia twv 150 mg

- d0oom 250 mg: éva diokio twv 200 mg kot éva dtokio Twv 50 mg

- d0om 200 mg: éva dickio twv 200 mg

Av xdvete gpetd agov mdpete to(ta) diokio(a) Piqray punv mdpete dAlo diokio péypt v emdpevn
TPOYPOUUATIOUEVT dOO.

O y1atpdc oag Ba kabopicel tn 6061 POVAPESTPAVING TOL TPENEL VA, AAPETE KO TOTE TPEMEL VO, T1)
AGPete.

AvaLoya [LE TO TAOG TO GO GOG ovTamokpiveTol ot Oepamneia pe to Pigray, o yioatpog cag pumopel va
0éder va pooappocet T docoroyia cag. Eivatl modd onpavtikd va axolovbnoete tig odnyieg Tov
ywTpov cac. Edv £xete oprouéveg avembounteg evépyeleg, o yiutpog cag pumopel vo oag Cntoet vo
aArGEete T 600M GO, Vo, dlakoyeTe T Oepameia Yo KATO0 S1AGTNO 1) VO oTouaTHoETE TN Ogpameio.
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ITote vo mapete to Pigray

Ta diokia Pigray mapéyoviol oe cuokevacicc mov mepiEyovv kdptec pe koyéleg (blister). Kabe kaprta
pe kuyédeg detyvel To(ta) diokio(a) mov Tpémel va Anebovv kdbe pépa e efdopddag. Akorovdnote
TIG 00MYiEg OTNV KAPTO, LE TIC KLWEAEG.

ITapte to Pigray pia gopd v nuépa apécms puetd 1o eayntd. H Aqyn tov Pigray v id1a dpa kébe
pépa Ba coc Pondnoet vo Bupdote TOTE TPETEL VOL TAPETE TO PAPUOKO GO,

IMog va wapete To Pigray

Ta dwokio Tov Pigray o mpénet va kotomivovtol oAdkAnpa (dev Ba mpémet vo, pacmval, vo.
Opvppatilovron 1§ va omdve Tpy amd TV Katdmoon). Mnv mdpete diokio mov £yl GmdoeL, poyicel 1
glval KateoTpapévo e omolodnmote Tpomo kabdg propel va unv maipvete v mAnpn d6on).

TN w660 Ypovikéd drdcTnra péner vo Tapete To Pigray
ITapte to Pigray yw 660 didotnua cog Al 0 Yatpds cac.

Avt givon pia paxpoypdvia Bepameio, 1 onoio mOavmg Oa drapkécel pnveg 1 xpovia. O yaTpog oag
6o TapakoAovBel TAKTIKA TNV KOTAGTAGT G0g Yo va eEAEyEet OTL 1) Bepameia &xel TNV emBountn|
dpdon.

Edv éyete epmTNOES GYETIKG LE TO Y10, TOGO YPOVIKO J1AGTN LN TPETEL VO TApETE TO Pigray, culntiote
LLE TO Y10TPO 1] TO POPLOKOTOLO GOC.

Eav napete peyorlvtepn d6on Pigray amd tnv kavovikn)

AvBpwmot Tov £yovv Thpel ToALG diokia Pigray mopovciocav eTdpaoelg Tov Eivol YVOOTES
avemBounteg evépyeieg Tov Pigray mepilapBovopévoy Tmv VYnA®V ETES®V GoKYAPOL GTO aipa,
vavtio, komoon kot e&avonua. Edv mapete kotd Adbog mepiocdtepa diokia, 1 €4V KAmTO10¢ AAAOG
ThpeL KoTd AA00G T0 PAPUOKO GOC, EMIKOIVMOVNGTE UE TOV YIOTPO 1 TO VOGOKOUEIO GOC OUECMS Yo
ouppovréc. Mmopel va amoutn el 1otpikn Oepamneio.

Eav Egyaoete va mapete to Pigray

Edv Egydoete vo mapete pia d6on Pigray, pmopeite va tnv napete, apéomc PETE amd poynto £mg

9 ®peg petd amd v dpa mov Ba Enpene va TV glyate mhpel. Av 1o Buunbeite TeplocoOTEPO QIO

9 mpeg petd amd v opo. Tov o Empene va, TV glyate Tapel mapaieiyte TN 066N TOL EEYACATE EKEIVN
) pépa. Tnv emdpevn nuépa mapte v d6om TN cuvnicuévn cag mpa. Mnv mapete SimAn 66 Yo
Vo VaTANpAOGETE T 8001 oV EEYACATE.

Eav stapotieste va maipvete to Pigray
H dwokomn g Oepamneiog pe Pigray evdéyetot va mpokaAEsel EMSEIVOOT TNG KATACTOONG 6ag. Mnv

OTOUOTNOETE VO TTaipveTe T Pigray €Ktdg €0V GOG TO GLGTHGEL O YIUTPOG GOG.

Edv &yete meprocdtepeg epmTNOELS OYETIKE [E TN XpIom Tov Pigray, potiote Tov yatpo, 1 Tov
(QOPHLOKOTOLO GOC.
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4, IIBavég avemBOUNTES EVEPYELES

Onwg 6ha Ta eAppOKa, ETGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
Kol 0gv Tapovolalovtal 6 GAOVG TOVE AVEPOTOLG,.

Mepikég avemOopnteg evépyeleg 0a propovoav va givar cofapéc.
Edv mapovcidcete omolesdnmote cofapic avemBouunteg EVEPYELES, CTUARATI|OTE TN AY1 GVTOV TOV
POPRAKOV KL EVI|LEPDGTE UPECAOG TO YIUTPO GOGC.

oAb ovyvéc: umopei va emnpedoovy mepioootepa omo 1 oto 10 drouo

- £€vtovo aicOnpa diyag, avaykn yia ovpnon cuyvotepo amd T0 cuVNOIGHEVO, 1| HEYOADTEPT
TOPOYOYN OVPWV Ao To cLVNOGUEVO, avENUEVN Opeln pe armdAela Bapovg (TBavd
CUUTTOUATO VYNADY ETITES®Y GAKYEPOL GTO aipa, TOL OVOUALovTal oG VIEPYALKOLLIOL)

- [Mopetodg, Pyag, LT oL TPEYEL, O10YKMUEVOL AEUPASEVES, TTOVOC OTIS apbpaoels, eEdvinua,
VOYTEPVOL 10pDTES, OTMAELL PApous (TBOVA CLUTTONATO YOUNADY ETTEIDV AEUPOKVLTTAPMV,
€vog €100VG AeVK®V OLLOGPAPIOY)

Yuoyvég: umopet va exnpeaoovy éwg 1 ota 10 droua

- E&dvOnpa, kvnopde, kvidwon, 60cmvola SuoKoAio GTNV avamTvor, GuPLYHos, Pyas, eErappid
CaAn, {aAn, petafolréc oto eminedo cLVEIONONG, YOUNAT OPTNPLOKT TTiEaT, EpLOPOTNTA TOV
dépportoc, TPHELLO TOL TPOGMTOL 1)/KOL TOV AUUOD, UTAE OTOYPOUATIOUOS TOV YEIAMDV, TNG
YAOOGAG 1 TOL déppatog (mBava onpeio GoPapdv AALEPYIKOV aVTIOPAGE®V)

- AvomvenoTikad TpofAHaTa, ToL TEPIAAUPAVOVY SUGKOAN 1 0dVVNPT OvVaTTvoT|, Prixoc, Toyeio
AVOTTVON, UTTAE ATOYPOUOTIGHOG TV YEIMDV, TS YADGGOE 1) TOV dépuatog, Ad&uykag (mbovd
oNUELN TVELLOVITISNG).

- Avaykn o0pnong Ayotepo uyvr| omtd 10 cuvNGUEVO 1| LIKPOTEPT] TAPOYWDYT OVPWOV OO TO
ocvvnbiopuévo, TpREUO GTO TOLN, TOVG ALOTPOYAAOVS KoL YOP® G0 Ta LLATLO, KOTMGN, GOYYLoT,
vavtio, omocpol, Tovog 6to otnhog (TBova CLUTTOUATO 0EEING VEPPIKNG AVETAPKELNG)

- [16vog, oidnua 1 poddracpa g yvadov, aicOnua Bépovg g yvabov, 1 yorldpmon evdg Soviion
(TBavE CLUTTOUOTO 0GTEOVEKPMOT|G TG YVEOOV)

- E&avOnpa, epubpdtnTo TOL dEPUATOS, POVOKAAES GTA YEIAN, TA LATLO 1] TO OTONA, (TOOVE
CUUTTMOUOTA TOADHOPPOL EPLONATOC)

Oy ovyvég: (umopet va emnpedoovy éwg 1 ota 100 droua,).

- AvcKoAia 6TV OvVOTVOT|, TOVOKEPOAOG, VauTio, £uetog (TBavE GCUUTTOUATE P0G KATASTAONS
OV OVOUALeTaL KETOEEMOT KOl GLVOEETAL [LE VYNAO eTinedo 0wV 6To i)

- "Evtovog mdvog 610 mhvem pépog e KOG (mibava cuumtduoTo ToyKpeatitidog)

- E&avOnpa, kokkivo dépLa, POVCKALEC GTO ¥EIAN, T UATIO 1] TO GTOMA, EEPAOVIICUO TOV
dépporog, Topetdg (mbavd cvumdpata Tov cuvdpopov Stevens-Johnson)

Mn yv@6Tég: 1 cuyvotnTo 0V pmopet v, ektiun el pe Baon ta dtubéoua dedopéva

- Augppota, avEnpévog aplBpodg KIVIioE®Y TOV EVIEPOL GO TEPIGGOTEPO A0 TO GLVNOIGUEVO,
aiplo 6To KOTPOVa GOG 1) KOTPOVA LE T GKOVPO YPOLA, TOVOG 1 evaicincio tnv meployn Tov
oTOUGY OV GO (TOUVE CUUTTOUOTO PAEYUOVIC TOV EVTEPMOV)

- Xoyyoon, Enpootopia, ENpo 1 KOKKIVIGUEVO dEPLLA, VT, ELETOG, KOTWOGT), GLYVN AVAYKT Yo
ovp1Momn, dlya (TBovAE CLUTTOUATO CLVOPOLOV VIEPYAVKUIUIKNG VIEPMGUMONS OTOVGIN
keto&émong (HHNKS))

- IIprH&o Tov TPOG®TOV 1 TOL ACIOD GaG KOl SLGKOAIN 6TV avamvor] (Tavd courTdOuoTo
AYYE00IONUATOG, EVOG £100VG GOPapTg QAAEPYIKTG aVTIOPOOTG)

- E&avOnpa, mopetog (mbova cLUTTOUATO QOPUOKELTIKOD EEAVONILOTOC LE NOGIVOPIALN Kot
ovotnuotikd copmtopoto (DRESS))
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Addeg MOAVEG avETIOOUNTES EVEPYELES

AMdeg avemBOUNTEG EVEPYELEG CUUTEPIAULPAVOLY AVTEC TOV AVAPEPOVTAL GTH cLVEXELD. Edv autég ot
avemBounTeg eVEpPYELEC YiVOuV GOPaPES, EVIILEPDOTE TOV YIOTPO, TOV PUPUAKOTOLO 1] TOV VOGOKOUO
oG,

IHoAd ovyvég:

- En®ovvn ko cuyvi ovpnon (Tfovd cupnTdpeto 0vporloitméng)

- Konwon, yAopo dépua (mbavd copntdpota avolpiog, pog mdbnong mov oyxetileTal e younid
enineda epuBpOV apocPalpiov)

- Avtopatn apoppayio ] pdAoTES (onueio oUnAoD extédov BpopfokuTTdp®y 6TO aipa, To
omoio ovopdovTol ETiong aLOTETAAN)

- Andrewn 6peEng

- IMovoképarog

- [epiepyn yevon 610 oo (dvoYELTia)

- Aldppota

- Noavtia

- Epetog

- [TAnyég oto otdpa pe pAeypovn TV oOA®VY (cTopaTiTION)

- Kot\okdg mdvog

- Avootatouévo atopdyl dvomeyio (dvomeyia)

- E&avOnpa

- AndAelo poAMOV 1 apoimon poAlov (adomekior)

- Ddayovpa (kvnopoc)

- Enpodeppio

- Kobpaon (kémwon)

- [16voc, epuBpdTNTO KOt 010N 0L TOV 0EPAYOYADV 1) TOV 0160QE&YOL 1) TOV PAEVVOYOVOL TMV
YEVVITIKOV 0pYaveV (QAeyuovn PAevvoydvov)

- [Mpnouéva yépra, astpdyarot | TOSL (TEPIPEPTKO 0idNUaL)

- IMvpetog (mopetin)

- Enpomra tov fAEVVOYOVOV

- Melopévo couatiko Bapogc

- Mewwpéva enineda aoPectiov 610 aipa T omoio UITopel LePIKEG POPEG VAL 0O YOOV OE
Kpapmreg (vracPoicTiopion)

- Mewopévo eninedo KoAov 610 aipa, To omoio oyetilovtal pe poikn advvopia, Hoikong
OTOGHOVE /Kt avdpaAo Kapdlokd puOud (vokaAiopio)

Yoyvéc:

- A@uddtmon

- [poPAiuata otov Hvo (abmvie)
- Enpoebaipio

- ®oAn 6pacn

- [Movoképaiog, {dAn (mBavd copumTOUATA VYNANG OPTNPLOKTG THIECTG)

- Oidnpa uépouvg 1 6Aov ToL YePLOV (TEPraPovolEVeV TV daKTOA®Y) 1| TOV 10100
(meprrapofavouévov tov daktiiny), aicOnua Papovg, Teploploog e kivnong, dvceopia,
néyvvon Tov dEPUATOG Kal AOUMEELG TOL VToTpoTLALovy (TBavd cupTTO AT
AELPOOLONLOITOC)

- [Movéddovtog

- OvAa Tov aupoppayodv eivar evaicOnta 1 doykopéva, (onueior AEYUOVIC TOV OVAWMV)

- Yxiopéva, okaopuéva yeilo (yelitida)

- [Tévog Tv ovAmY

- EpvOnua

- dAreypovn Tov déppatog pe eEavinua (depuatitidn)

- Koxkiviopa 1/xot oidnpo kot tlovd EEPAovdIGHO TNG TOAGUNG TOV YEPLUDY KLl TOV TEAUATOG
(onueia cVVOPOUOV YEPLOV-TOSL0D)

- Mvikoi omacploi

- Mvikog movog (poodyio)

- I'evikevuévo oidnua (oidnuo)
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Katd ) dudpkero g Oeponeiog pe Pigray ta amoteAécpata HEPIKMY ALULOTOAOYIKMY EETAGEMV,
umopel va punv givol puetoAoyikd, OTMG TOPUKATM:

IHoAv ovyvég:

- YymAad enineda tov akoérovBov eviipmv 610 aipa: Yappo YAOUTOUIAKY] TPOVCeQEPITT),
QAOVIVIKT] OUIVOTPOVGPEPEOT, MTtdon

- YymAd enineda caydpov

- YymAd enineda kpeativivng /kan acBectiov 610 aipa

- XounAd eminedo AEUPOKLTTAP®V, UUOTETAAIDV, GAKYAPOV, AHOSOALPivG 1)/Kot AEVKOUATIVIG

- AvEnon tov ypdvov evepyomomuévng Leptkng Opopporriactivng (Lo HETPMON TS KAVOTNTOG
TOV aipoTog Yo TEN)

Yoyvéc:
- YymAad eninedo yAvkoloAopévng apoc@arpivng (deiktng Tov emumédov GoKyapoL GTo aipa
Katd ™ ddpKeln TV Tponyoduevev 8 Emg 12 efdopddmv) oto aipa

Ava@opd avemOOunTOV gvepyE®V

Edv mapotnprioete kamoo avemBOUnTn evEpyeLd, EVILEPMDGTE TOV YITPO TOV QUPUAKOTOLO 1) TOV
VOGOKOWO GaG. AVTO 1GYVEL Kot Yio KAOe Thavr avemBountr evEPYELO TOV OEV AVOPEPETOL GTO TOPOV
@OALO 00MYIDV YpNionc. Mmopeite emiong vo avapépete avemBounteg evépyeleg omevbeiog, LG TOL
€Bviicov GuoTLOTOG aVaPOPAs Tov avaypdapestal oto Hapdptnua V. Méow g avagopdg
aveETOOUNTOV EVEPYEIDV Umopeite va PondNceTe 6T GLALOYN TEPIGGOTEP®V TANPOPOPIDY GYETIKA
LE TNV 0CQAUAELN TOV TOPOVTOG PUPILEKOV.

5. IMog va puidoesete To Pigray

To @dppaxo ovtd TPEMEL VO UAACCETAL GE PLEPT] TOV OgV TO PAETOVV Kot Ogv TO POAVOLY Ta TOLILAL.
Na pun ypnoIHoToleite avtd T0 PAPUOKO UETE TV NUePOUNVia ANENC TOV aVOQEPETUL GTO KOVTL Kot
v képta pe tig kKoyéheg (blister) petd to «EXPy». H nuepopnvia AMéng elvan 1| televtaio npépa tov
HU1VOL TOL OVOPEPETOL EKEL.

To pappokevTiKd ovTd TPOIdV dev amartel Woitepeg cLVONKEG PUAAENS

Na punv maipvete avTo T0 PAPLOKO 0V TAPOUTNPNOETE OTL 1] GLOKELAGIN EYEL KATAGTPAPEL 1] €AV
vrapyovy onueia Tapafioong.

Mnyv mtetdite QAPLAKO GTO VEPO TNG AMOYETEVOTG 1] OTA OIKLOKE amoppippata. Potiote tov

QOPUOKOTOLO GOG Y10 TO MG VO TETAEETE TO, PAPUAKE TTOL EV YPMOIULOTOLELTE Tl AvTd T pétpa O
BonBnoovv oty tpoctacio Tov TePPAAAovTOG.
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6. Iepreydpeva TS GLOKEVAGIOG KO AOLTTEG TANPOPOPIEg

T nepréyer To Piqray

- H dpaoctiki ovsia tov Pigray givon 1 odneloiumn.

- Kabe emkoloppévo pe Aemntd vuévio diokio Pigray 50 mg mepiéyel 50 mg odrneMoipmn.

- Kabe emkoroppévo pe Aemntd vuévio diokio Pigray 150 mg nepiéyet 150 mg aAmehoipmn.

- KdBe emxodoppévo pe Aemtd vuévio diokio Pigray 200 mg mepiéyet 200 mg odnehsiumn.

- Ta GAha cvotatikd eivo:

- [Mvupnvag dokiov: Kuttapivn pikpokpuoToAiiky, Lovvitodn, duoio kapBosvpebolimpévo
vaTPLovY0, VITPOUEALOLN, LOYVIOL0 GTEOTIKO,

- Yhko emucéioyng: Yapopelholn, c1dnpov 0&eidio epuBpd | pérav (E172), titdviov d10&ido
(E171), molvoiBurevoyAvkOAn, TAAKNC.

Epeavion tov Pigray kou mepieyopevo TG cvokevooiog
To emkoadoppéva pe Aemtd vuévio diokia Pigray 50 mg givar avoiktd pol, 6tpoyyvrd diokio pe v
évdeldn “L7” ot pia mievpd ko “NVR” oty dhAn. Awdpetpog nepimov: 7,2 mm.

Ta emucoloppéva pe Aemtd vuévio dwokia Pigray 150 mg eivar wypd kdkkva, mogldr| diokia pe v
évoeidn “UL7” ot pia mAevpd kot “NVR” otnv dhAn. MéyeBog mepimov: 14,2 mm (pnkoc), 5,7 mm
(mAdTog).

Ta emucoloppéva pe Aemtd vuévio dwokia Pigray 200 mg etvar avolktd KOKKIvO m0gdT] d1oKia e TNV
évoeidn “YL7” ot pio mAevpd kot “NVR” atnv dAAn. Méyebog mepimov: 16,2 mm (unkoc), 6,5 mm
(mAdTog).

To Pigray mapéyetor og emkolvppéva pe Aentd vuévio diokio og koyéleg. To Pigray datibstar ota
axoAovba pey€dn cvokevaciog:
- FVOKEVOGIEC TTOV TEPIEXOVY EMKOAVUUEVO pe AemTo VuEVIo diokia 50 mg and 200 mg (yo
acBeveig mov Aappavovv 250 mg nuepriota doon):
- Yuokevaoieg mov mepEyovy Tpoundela yio 14 nuépeg: 28 emkoAvppuéva e AETTO LUEVIO
diokia (14 tov 50 mg kor 14 of 200 mg).
- Yvokevaoieg mov mepEyovy Tpopundeia yio 28 nuépeg: 56 emkaAvppéva e AETTO LUEVIO
diokia (28 v 50 mg ka1 28 of 200 mg).
- IMoAlamAég cuokevacieg mov mepiéyovy 168 emkaivupéva pe Aemtd vuévio diokio (3X
56, kaBepia mepiéyet 28 diokia Twv 50 mg kot 28 diokio twv 200 mg).
- YVOKELOCIEG TTOV TEPIEYOVV EMKOAVUEVA pE AeTTO LEVIO dtokio 150 Mg (Yo acBeveic Tov
Aappavooy 300 mg nuepnota d6on)
- Yvokevaoiec mov mepEyovy Tpoundeta yio 14 nuépeg: 28 emkoAvppuéva e AETTd LUEVIO
dwokia.
- YuoKeVaoiec Tov TEPEYOLY Tpoundeta yia 28 nuépeg: 56 emKOAVUUEVA [1E AETTO VUEVIO
dwoxkia.
- [MoAramAég cvokevacieg mov mepiéyovv 168 (3x 56) emkaivppéva pe AeTTO VUEVIO
dwokia.
- FVOKELOGIEC TTOV TEPIEYOVV EMKAAVUUEVO, pE AemTd vuévio diokia 200 mg (ya acBeveic mov
Aappavoovy 200 mg nupepnota d6on)
- Yvokevaoieg mov mepEyovy tpoundewa yio 14 nuépeg: 14 emukoloppéva pe Aemtd vUEVIO
doxkia.
- YvoKevaoisc Tov mePEYovV Tpoundeia yio 28 nuépeg: 28 eMKAAVUUEVA e AETTO DUEVIO
dwokia.
- [MoAamAéc cvokevaciec mov meptEyovy 84 (3x 28) emkalvupévo pe Aentd vuéVio diokia.

Mmropei va, punv KuKAOPOpPOUV OAEG Ol GLOKEVAGIEGS.
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Karoyog Adsrog Kvkhogopiog
Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road

Dublin 4

IpAavdia

Hopaokevaostiig
Novartis Pharma GmbH
Roonstrasse 25

90429 Nvpeupépyn
T'eppavia

Lek Pharmaceuticals d.d.
Verovskova ulica 57
1526 Ljubljana
XloPevia

Novartis Pharmaceutical Manufacturing LLC

Verovskova ulica 57
1000 Ljubljana
XloPevia

INo omoladnmote TANPOPOPio. GYETIKG, LLE TO TAPOV PAPUAKEVTIKO TPOIOV, TAPUKAUAEIOTE VOl
angvBouvbeite otov TomKO avTmpdcwno Tov Katdyov g Adstog Kukhopopiog:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tel/Tel: +32 2 246 16 11

Buarapus
Novartis Bulgaria EOOD
Ten: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

E)Mada
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12

67

Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Magyarorszag
Novartis Hungaria Kift.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570



Espafia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z 0.0.

Tel: +34 93 306 42 00 Tel.: +48 22 375 4888

France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600

Hrvatska Romaéania

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.

Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +390296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbztpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom (Northern Ireland)
SIA Novartis Baltics Novartis Ireland Limited

Tel: +371 67 887 070 Tel: +44 1276 698370

To mapév evAro 0dNYLOV YpfioNS avabe®p1OnKe Yo TELEVTAIN POPA OTIS

Addeg TNYEG TANPOPOPLOV
Aemntouepeic TANPOQOPIES Y0 TO PAPLOKO aVTO givor SlfEciIeg 610 dKTLOKO TOTO ToV Evpmmaikod
Opyoviopod ®opudkmv: http://www.ema.europa.eu
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