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XAIPETIXMOX

«OdeNog kal Tipnpa yla Tov oykoAoytkd acBevr». O TitAo¢ Tou Slemotnpovikoy cuvedplou mou
Slopyavwvel n AKOZ to 2022, GEPVEL GTOV VOU QUTO TTOU €XEL TIEL O APEPLKAVOG GUYYPAdEQG XEVPU
NTEPBWVT Oopw: «H T OMOLOUSHTIOTE TIPAYHATOG LOOUTAL LE TNV TTocOTNTA (WG ToU avtaAAdEape
yU aQuTo».

Y1id autr)v Ty évvola, To OGENOG yLa Tov oykoAoyLko acBevr) eivat ndn peydlo, kabwg ta cuyxpova
BEPAMEVUTIKA TIPWTOKOAA £XOUV AUENTEL ONUAVTIKA TO TTPOGSOKLHO TNE eBiwonc tou. MapdAnia,
N €MLOTNUOVLKY] KOWOTNTA, SLapKWE eVTEIVEL TNV MPOOTIABELd TNG, 0 aoBevic va KaTtaBAAeL To
XQUNAOTEPO «Tipnpa», dnAadn V' avILETWITIOEL NTILEC TTAPEVEPYELEC Kal V' amoAaloel uPnAn
AELTOLPYLKOTNTA UETA TNV AOBEPATIELX TOU. T€ QUTAV TNV TIPOOTIADELQ ETUKEVIPWVETAL KAL TO SLKO
HaG SUUEPO ETILOTNUOVIKO CUVESPLO, WE TN CUUMETOXN EKAEKTWV EMLOTNUOVWY ot OAEG TLG
OYKOAOYLKEG €L8IKOTNTEG. To TaXvidL otov kapkivo eival opadkd. Ot Bepameutikéc pébodol,
AELTOLPYOUV GUVEPYATLKA.

Q0 €0TIACOUUE OTNV QAVTUTAPOAPOAN «OPEAOUCH KAL KTLUAATOC» OTOUC OYKOUG TOU EYKEGAAOU Kat
OTLG EYKEDANLKEC LETAOTAOCELC, OTOV KAPKIVO TOU TIPOOTATH KOL GTOV YUVALKOAOYLKO KOPKIVO (woBnkwy,
TpaxnAou HATPAC kal evOOUNTPLoU), OTOV KaPKLVo TNV MePiodo TNG eYKUHOCUVNG AANA KoL OTOUG
KOPKLVOUC YOOTPEVTEPLKOU CUOTAMATOG, TIVEUOVA, 0pB0U, OTNV OTEPEOTAKTIKA aktvobepareia,
oTov oykoAoylkd acBevr) tnv nepiodo tou Covid, otov poAo ¢ avoooBeparmneiag oA G koL oTn
dpovtiba kat kaBodrynon tou oykoAoylkoU aocBevr), o omolog BPLOKETAL OTO EMIKEVIPO TNG
ETILOTNUOVIKAC TPOOTIABELAG, e TNV PuxoAoyLkn oTrpLEn Tou (Stou aAd kal Tou GPOVTLOTH Tou.

AUOTUXWC, Ol UYELOVOULKEC OUVONRKEC SEV HAG EMUTPEMOUV VO aVTAAAEOUUE amOPELC €K TOU
oUveyyuc. Elpat dpwg BERatn otL n ouyxpovn Texvoloyia Ba UTINPETHOEL TO EYXEIPNUA LAG, UE TOV
KaAUTEPO SuvaTo TPOTO.

Ap. Aéomowva Katowyn Fewpylog PRyag

Htcburp

AktivoOepameuthc - OykoAoyoc . )
Mpoepoc AKOS , MagoAdyos - Ov@cvoc ,
Mpdéedpoc Opyavwtikic Emtponhic Mpdedpoc Entotnuovikrg Emtttpornric




NEA ENAEIZH ITON EZAIPEZIMO EGFRM MMKN

H EMIKOYPIKH XOPHIHXH YTAGRISSO

AAAAZEI THN NMPAKTIKH
1TA I1PQIMA ITAAIA
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H enikoupikn xopnynon Tagrisso o .I
MEIDVEI TOV KiVOUVO o

unotponnig A Bavdrou kard

TO TAGRISSO QX MONOOEPANEIA ENAEIKNYTAI lA:

* v enikoupikn Bepaneia petd Tnv nAfpn exTopr Tou dykou o eviiAikeg acBeveig Pe N HIKPOKUTTAPIKG KapKivo Tou
nvedpova (MMKT) oradiou IB-IIIA, Twv onoiwy o1 Gykol éxouv analoipég oto e&wvio 19 i peraAhdgeiq
avrikardoracng oto efwvio 21 (LB58R) rou unoSoxéa Tou eniSeppikol augnmikol napdyovia (EGFR).2

* ™ Bepaneia np@ng ypapprg evnAikwy acBevidy pe Tonikd npoxwpnpéve A peractankéd MMKN, pe |
evepyonoinTikég petaihaEeiq Tou EGFR. 2

+ n Bepaneia evnAikwy acBzvdy pe Tonika npoxwpnpévo A peractatiké MMKT Betiké
EGFR.? .

-

YTo péppoxe autd Teksi uné cupnAnpwparixd nupuuokoﬁﬂnen Auté Su Bnrrpﬁya 1 ypii\(apu 0080
Intefral ané Toug mawﬂpmﬁsq uyelag va avagep /! f

Bon@rjote va yivouv 6Aa Ta @dppaka o ao@aln Kal
Avagépere OAEE Tic avemBUUNTES EVEPYEIEG
yia OAA Ta gdppaka cupTTAnpavovtag Tnv «KITPINH KAPTA».



’O(DSAOS i yia tov ,
- ' OYKOAOYIKO AKOGE
& TI u n ua GOBEVI’] OEPANEIA IOMATOL & WV&

Entotnpoviké Mpdypappa
nararkevi 11 ®EBPOYAPIOY 2022

09:30-10:00 ‘Evapén

10:00-11:00 Oykot eykedalovu.
Mpoedpeio: A. Avépéovu, M. Kapaiokog, 1. MavteAdakog

H Bepameutikn Staxeiplon tou xaunAou Babuou

KokonB€L0¢ YAOLWUATOG. M. Auyouotidou
AToTENECUATIKOTNTA TNG BEparmelag Tou UTIOTPOTILATOVTOG

YAoLoBAQCTWHATOG. I. Pnydakog
EnavaktvoBoAnon oykwv eykedaiou: 6delog Kat Tipnua. I. MmtéAn

11:00-12:00 EyKkepOALKEG LETACTACELG.
Mpoebpeio: I. Kupyiag, I. Aékkou, I. KoAAwag, X. Zepépng

I-Knife: peylotomnoinon tou opéloug acbevwy pe
EYKEPAAIKEG UETACTAOELG. K. Aapnpomnoulog
Olokpavia aktvoBeparmeia kal YVWOTIKEG AELTOUPYLEC. I. Zavvog

ALOTAPAXEG VNG OE OYKOAOYLKOUC 0loBEeVELG Kol
OEPATEVUTIKEG ETUINOYEG. A. FTaAavOomouAog

DapHUAKEUTIKI) QVTILETWTTLON TWV EYKEGOALKWV
LETAOTACEWV. N. OwovopomnoUuAou

12:00-12:30  AlGAslppa

12:30-13:30  Kapkivog mpootartn.
Mpoebpeio: B. KouAovAiag, I'. ZayapomouAog, A. Metouvng

TUVSUAOUOC OKTVOSLAYVWOTIKWY HeBOSwV yLa tn otadlomnoinon

TOU KOpKIVOU TOU TIPOOTATN. 0. ZomnAiéng
Emidoyn Twv kataAMnAwv urtoPndlwy yla pulikn mTPooTATEKTOUN. 1. Kuprang
AMNQYEC TTOU €DEPE N TEXVOAOYIQ OTNV QVTIUETWIILON TOU

KapKivou Tou mpooTtaTn. l. TewpyaKOTOUAOG
OppovoBepareia: 0GeNOC Kal TLUNHAL. A.-E. MaKpOovTwvakng

13:30-14:30  Kapkivog tpootartn Il.
Mpoebpeio: 5. NkoUBaAng, E. Mapaykoubdakng, B. MMpacoonoulog,
K. Towapibéag
H QVTILETWTILON TNG UTIOTPOTING UETA TN PWLKN TIPOOTATEKTOWN. E. NetewéAAn
H QVTIHETWIILON TNC UTIOTPOTING UETA Qo pLllkn aktvobeparneia. A. Anpuntpladou

H B¢on tn¢ xnuetoBepameiag otov alyoplbuo tng Beparmeiog
TOU KapKIVOU TOU TIPOOTATN. P. ZakomouUAou

OEPATEUTIKEG TIPOOTITLKEG OTOV EUVOUXOAVTOXO KAPKIVO
TOU TIPOOTATN. I. NepSikovpn




netupitant/palonosetron

‘Eva kaydkio nepiéxel 300 mg netupitant kat 0,5 mg palonosetron
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Building quality cancer care together

§ Galenica ac. &2 HELSINN

ABriva: EheuBepiag 4, Kngioié 145 64, tnA.: 210 5281700, Aavépetal katom adelag mg Helsinn Healthcare S.A, EAetia
@egoahovikn: Kouvtoupiwtou & ©agiavou 2, TnA.: 2310 542685

Emarnpoviké Tpripa th.: 210 5281731 Bongriore va m’:w o aopakd Kai ) ) )

Turipa ®appakeenaypunvnong t.: 210 5281805 OAEE Tig avemBupnTeS evEpYEIES Yia Mepanépw nAnpopopieg nephapBavovial otn
www.galenica.gr OAA ouvonukn MNeptypagn Xopakinpionkav Mpoidviog

Ta gappaKa
ZupmAnpwvovrag v «KITPINH KAPTA»
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naraskevd 11 ©®EBPOYAPIOY 2022

14:30-15:00 AlGAslppa

15:00-16:00 Kapkivog Tou pootou.
Mpoebpeio: A. ApbdaBavng, E. Kapuda, X. Koouag, I'. Moodkog

Kapkivog HaoToU: 0 KAAOG, 0 KOKOG KOL 0 A0XNUOG. Z. XoAKLAG
Oeparnela Twv MPWIHWY oTadlwv: OGNS KaL TIHNHA. M. Ogoxapn
Néol Beparmeutikol opilovtec. E. Moipoylwpyou

16:00-17:00 TuVOLKOAOYIKOG KOLPKIVOG- ATIO TH OTOTLOTLKI
ONMUOVTLKOTNTA 0TO KAWVIKO 0deNOG.
Mpoebdpeio: N. AkpiBog, N. BAayog, A. AnuomnouAog, B. ZioUAag

Ye aoBevelg pe Kapkivo woBnKwv. 1. Z0plog
Ye aoBevelcg pe Kapkivo TpaxnAou UATPOC. A. Acon
Y€ a0Beveig pe kapkivo EVEOUATPLOU. M. Awdvtog

17:00-17:30  AlGAslppa

17:30-18:30  EykupoouUvn Kot KopKivog.
Mpoebpeio: A. Wuppn, A. Katowyn, X. MapaoksvomnovAou,
1. ZepBouavwAakng

Eykupoolvn kat kapkivog. l. Kwtoavtig
Eykupoouvn kat aktivoBepareia. N. Makoupakng
AcdaANG TOKETOG OYKOAOY KNG aoBevoUg. r.-M. Moakpng
Mapayovteg KivEUVoU TIPOWPWV VEOYVWV. B. Kopévtlehou

18:30-19:30  3TEPEOTOKTIKN aKTwvoOeparneia.
Mpoedpeio: A. Moutodatoog, M. MritaAaouta, A. STPLUTIAKOG,
M. MiyanAiéng

H armeikovion cUUUAXOG 0T OTOXEUGH TOU OYKOU KAl TwV

UYLWV SopwV. E. Nannadg
O pOAoG TOU TEXVOAOYOU OTNV EGAPHOYH TIPONYUEVNG

texvoloylag. O. Priiya
H B€on TG 0TEPEOTAKTIKAG AKTLVOBEPATELQG 0T OTPATNYLKN

QVTIUETWIILONG TOU OYKOAOYLKOU aoBevr). E. MrtepoUkag




RELIGAN

/ymoplex®

www.genepharm.com

189 xApu. Aswopou Mapabwvog ene harm
153 51 MaAAnvn, EANGEa

T. 210 603 9336, F. 210 603 9402
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rassato 12 OEBPOYAPIOY 2022
09:30-10:00 ‘Evapén
10:00-11:00 Kapkivog kot mavénpia covid-19.
Mpoeébpeio: I. ApaBavtivog, A. Katowyn, A. SKOUTEANG
O OykoAoyLkog acBevrg otny mavdnpia covid-19. E. Natpolov
Enayyehpatikr e€ouBévwaon otnv emoxn g mavdnuiag
covid-19. @. Zraupidn
AktvoBeparneia otnyv noxn tng navdnuiag covid-19. M. Munépn
11:00-12:00 Kapkivog yaoTpeVTEPLKOU GUGTHLOTOG.
Mpoebpeio: A. Mruotapakng, M. Makpavtwvdakng, D. Mauri,
K. MNanaAAa
Neodtepa Sedouéva oTNV AVTLLETWITLON TOU KAPKIVOU
TIOLYKPEATOC. A. Maotopdkn
Ta véa GAppaKa Yl ToV NTATOKUTTAPLKO KAPK(vo. N. XapaAapmdkng
Xelpoupyeio Slaowong: 0deAog kal TN UA. A. Zkopdag
AKTLVOBEPATELN AVWTEPOU YAOTPEVTEPLKOU: 0bEAN Kal
npoPAnuatTIopOL. M. Tpxag
12:00-12:30  AlGAslppa
12:30-13:30  Kapkivog tvevpova.
Mpoebdpeio: M. BacAauartlrg, X. ®opoUAng, A. Eéapyog, I. Priyag
XnuewoBeparmeia: KAWVIKO OGENOC KaL TLUN AL, N. TooukaAdg
Odelog kal Tiunua anod Tty avocobeparneia. ©. Téyog
AloyVWOTIKA SIAALLLATA 0TNV EKTLINGN €KBaong TNG VOOOU. A. XOmKivg
O poAo¢ NG aktvobepameiag. A. FlewpyakonouAou
13:30-14:30  Kapkivog tov nvevpova Il.
Mpoebpeio: K. HAtadng, M. Awpng, K. Kurtpiavou
MPOCUUMTWHATIKOG EAEYXOC OTOV KAPKIVO TOU TIVEUOVAL. 2. Aaprdkn
Meteyxelpntikr Bepameia: 0deAOG KaL TN, . KaAtodg
Odelog kal Tiunua oTnV mpwiun Stayvwaon. B. ZkoUpag
Odelog kal tiunua tng avocobepareioag oto otadio Il tou
UN-ULKPOKUTTAPLKOU KapKivou Tou mveUpova. 0. ®DAwpog
sponsored by AstraZeneca
14:30-15:00 AwdAsppa




Verzenios

abemaciclib

2Tn yuvaika pe
HR+, HER2- MBC

VERZENIOS/ADV/11-2021

MOavdtata

N Kataotaon tng
Ba embeivwbel*
‘Exete to Verzenios'*

— v

To Verzenios evseikvutal yia t Bepaneia yuvakdyv pe BETikd yia oppovikouc unoSoxeic (HR+), apvntukd yia tov unooxéa 2
tou avBpenvou enideppikoU auEntikod napayovia (HER2-) Tonikd Npoxwpnpévo A LETAOTATKG KapKivo TOU Hactol oe

ouvbuaopo e évav avaotoAta apwpatdaonc (Al) A @ouABeotpdvin wg apxikn evboxpiviki Bepaneia i oe yuvaikeg mou
£xouv AdPet nponyoupevn evookpvikn Bepaneia’

Le NPOEPKNVONAUGIAKES N NEPLEHUNVONAUCIaKES yuvalkes, n evbokpivikn Bepanefa Ba npénel va ouvbualetal e vav aywviotn
eKAUTIKIG OPHOVNG TNG WXPIVOTPOMNou oppévng'.

*Xapaxtnpiotkd tng vooou nou peAetiiBnkayv ot kAviké Sokipeg kar Ba pnopodoay va odnyhoouy oe AlyOtepo EUVOIKN NPoyvwon.
AoBevelg pe onAaxvikn kpion dev oupnepAnipBnkav otig KAVIKES dokipEg Tou Verzenios.

1. Verzenios MeplAnyn Xapaxtplotkdv tou Mpoidvog.

2. Di Leo A, O'Shaughnessy J, Sledge GW Jr, et al. Prognostic characteristics in hormone receptor-positive advanced breast cancer and
characterization of abemaciclib efficacy. NP) Breast Cancer, 2018,4:41.

3. Sledge GW Jr. Toi M. Neven P, et al. MONARCH 2: Abemaciclib in combination with fulvestrant in women with HR+/HER2-
advanced breast cancer who had progressed while receiving endocrine therapy. ) Clin Oncol. 2017,35(25):2875-2884.

4. Goetz MP, Toi M, Campone M, et al. MONARCH 3: Abemaciclib as initial therapy for advanced breast cancer.
) Clin Oncol. 2017:35(32):3638-3646. (GD) /

H MepiAnipn twy Xapaktnplotikoy tou Mpoidvtog Pploketarl oe endpeyn oeAiba DAPMAZIEPB
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15:00-16:00 Kapkivog kot avocoBepaneia.
Mpoebpeio: I. Kupyiag, I. TauéAng, M. Kapauoulng, I Piyacg

Meldvwpa Kat avoooBeparteia. N. Mntowunovag
Tt aAAGZel N avoooBeparmeia 0TNV AVILLETWTTLON TNG

oupodoYoU KUOTNG; E. KapmAétooag
AvoooBeparteia kat aktvobeparmela. I. KpttoéAng
AvoooBepareia otov Kapkivo Tou vedppou. A. Ndon

16:00-17:00 Kapkivog opOou.
Mpoedpeio: N. Kevrenoliéng, M. ToAwa, K. Mauvpavtwvng,

X. Zaumnatng

Nedtepa Sedopéva otov Kapkivo Tou opBou: n arodn

Tou maBoAoyou oykoAdyou. K. Towyapidag
Neodtepa Sedopéva otov kapkivo Tou opBou: n arodn Tou

XELpoupyoU. N. MnoAtong
Neotepa Sedopéva otov kapkivo Tou opBou: n arodn Tou

aKTWVoOEPATEUTI) OYKOAOYOU. E. Nenévn
AoBeveig kal oTopla. K. Ztdpou

17:00-17:30  AidAswppa

17:30-18:30  ®povrida kot kaBodrynon tou oykoAoytkou acBevi.
Mpoedpeio: A. Baywwvag, I Kovuakng, A. Matdaiog,
1. MrtoukoBivag

TEVETIKN CUUPBOUAEUTIKN. ®. dwotrpa
MapevEPYELEC OYKOAOYLKNG Beparmeiag kat ppovtida
oykoAoylkoU acBevr). B. Pamtn

Katd ooo to oykoAoyikd cuBoUAL0 Ttpooeyyilel
TIOAUTIPLOMATIKA KOl EEATOLKEUUEVA TOV OYKOAOYLKO aoBevn); A. Tolapa

18:30-19:30 O aoOeVIG OTO EMIKEVTPO.
Mpoeédpeio: Z. Npauuaroydou, A. Katowyn, K. Totaumnaog,

1. Ziapaka
Wuyoloyikr otrplén aoBevoug kat hpovTioTh. A. BepyoUAn
ATO T OTLoELS) OTA KOV BLVOELSH. I. KwvotavtonoUAou
H doknon pépog tng dppovtidag tou oykohoykol acBevr). I. Ntouokog

Xwpog, AvBpwrtog, Oepareia: 0 pONOG TNC APXLITEKTOVLKIG
oTnV OALOTIKA dpovtida kapkivomabwy. B. Kapmoun, B. Katn

1"



TIEPIAHWH TON XAPAKTHPIETIKON TOY MPOONTOE

W To papuoko outd tekel und upnAnpwpaukn nopokohoulnan. Auta Ba ennpeyel o ypyopo npoofiopiopo vewy nAnpogopiav copakewns. Znteliol ona 1oug EnoyyeAuOTie Uyeiog vo avopepouy onieofinnote
niBovahoyoupeves aveniBipntes evépyetes. ONOMALIA TOY APMAKEYTIKOY NPOIONTOE Verzenios 50ma. 100mag kot 130ma entkauppéva e Aemo upevio Bakia NOIOTIKH KAI NOZOTIKH TYNBELH Verzenios
50 mg: KaBe enikahuppiévo e Aento upévio Biokio nepiexer 50 mg apnepoowhipnn kot 14 mg Aaktodn povoubpikn, Verzenios 100 ma: KaBe emwauppevo e Aemo upevio lokio nepiexet 100 mg apnepagudipnn
Kot 28 mg Aaktodn povouSpikn. Verzenios 150 m: KaBe emkaduppévo pe Aemo upévio biokio nepiexet 150 mg apnepoawhipnn kar42 mg Aakiodn povoudipun. Bepuneutikég evbei€ers To Verzenios evBeikvutol
yio tn Bepanelo yuvaikey pe Betka yio oppovikets unioboxeis (HR). opvnuik yia tov unoexéa 2 tou avBpwrivou entbeppikod autnukod nopayovia (HERZ) ranikd npoxwpnyiévo A HETOOTONKO KApKIVO Tou
Jiootou oe ouvbuoopa pe evav avaotoAés opwpotaong n poulBeotpavin wg apxikn evbokpvikn Beponeio n o€ yuvaikes nou exouv AaBel nponyobpevn evbokpivikn Bepaneia. e npo- N nepIEppNVONOUDIOKES
yuvaikeg n eviokpvikn Bepaneio Ba npénet vo ouvBuddent pe évav oywwiomn exhutkic oppovng g wxpivorponou oppovng [LHRH). Aooohoyin kot 1pdnog xophynang H evapEn kot n eniBheyn g Bepangiog
pe 10 Verzenios Bo npénet vo npoypotonoieliol ong yiotpouc e EyNEpio om xpnon ovikapkivikwy Beponeudy. Aooohayio To Verzenios oe quvbuaoyc pe evioxpivii Gepaneio H auviotpevn boon mg
opnepoowApnng eivor 150 mg bio popeg v nyépo. atav xopnyeital o ouvbuaod pe evbokpwisn Beponelo. MNopukohelote va ovotpetete omv Mepinyn wwv Xopokinpioukay tou Mpoidviog tou napdyovia
ng evbokpivikng Bepaneiag yia tn auviaiwyevn booohoyia. To Verzenios Bo npénet va hayBavetat ouvexaws, yia 6ao bidotnpa n aoBevig anokapilel kAiviko opehag and 1 Bepariein i éwg v eppavion pn
onodexung tofwamog, Mpoosgppoyes m SdoncH oviyewonion kanowov oveniBupntwv ovubpdoewy pnopel va ananei fiakonn koun peiwan tng boang ota 100 mg buo pope tnv npEpa wG npwin npoaappoyn
fivanc kol ota 50 my Sio popeg v npépn we bedrepn npoooppoyn boonc. Iuotdoel xepiopod yio 1o Verzenios opopodv: Apotohoywér Tofwomntes, hdppoto. Aunpéveg npec opwotpovopepaowv, Agyeon
nveupovonaBet (ILD)/mveupovinbo. AMes pn-oipotohoyikes Tofwamies [pe e€oipeon m Biappoi. g ounpeves opvotpavaipepaoes kot diapeon nveuyiovonaBea (ILD)nveupovinbo) Ebikoi nAnBuapioi Aev
onawettr npooappoyn g Boong pe Baon v nAwia. Aev eivar anapainin onowbnnote npooappoyn g boong o ooBeveic pe nnia fi petpia veppikn buaheroupyio: Aev undpxouy beBopeéva oxetkd e 1n
xopnynon g opnepaoKAipnng oe ooBeveis pe ooBopn veppwn uohenoupyio, veppikn vooo teAtkou otobiou n o ooBeveig nou unoBahoviar oe e€wveppikn kaBopon. H opnepoowhipnn Ba npenet vo
xopnyeital pe npoooxn oe nofeveis pe ooBopn veppwn Suokenoupyia, pe otevi nopokoAodBnan yuo onpein tofkatniog, Aev elval anapointn onoiadnnote npooappoyn g boong oe aoBeveic pe nnw (owabiou A
kot Child Pugh] fi pétpua (o1obiou B kata Child Pugh) nnoukn Suokertoupyio. Ze noBeveis pe ooBapn (otabiou C kard Child Pugh] nnotkn Suoewoupyio. ouviotaial peiwan tne Gooohoyikc auxvomag oe pio
popd tav npépo. H oopoAewn kat n onoTEAEOOTKOINTO TNG OpnepoatkAipnN ot nowid kot ephBoug nhikiog Kkamw twv 18 erwy bev éxouv okopo tekpnpiwBel Aev undpxouv bioBEon bebopévo. Tpdnog
xopnynang To Verzenios npoopidetatyla xpnon ond 1o otoyo. H 6oon pnopetva AngBet pe fi xwpi tpogn. Aev Bo npénetva AopBaverat pe yrpémppout i pe xupo ykpenppout. OtaoBeveic Bo npénetva AopBavouy
1g booeig nepinou v o wpo koBe pepa. To blokio Bo npénetva kataniveral ohorhnpo, Avievbeiers YnepeuawBnoio own Bpootkn ouaia 1 08 kanoto and 1o exboxa. Ebikég npoeibonoinaeig kat npoguAateig
wad T xpAan Queteponevia AvapépBnxe oubereponevio o aoBeveic nou AdpBavay opnepooudiynn. Tpononoinan g Goong ouviordral o ooBeveic nou eppavidouv oubereponevio BoByou 3 n 4. Bovonpapo
oupBavio epgoviotniay o <1% tov ooBevay, 0t aoBeveic Ba npénet va kuBobnyolval va avopepouv anoobAnote enetonbio nupetol otov enoyyeApatio uyeiog nou Tig nopokohouBel AowaEeig/nopaotiwoelg
NowEeis avagepBnkay o aoBevels nou AdpBavav epnepoowAipnn ouv evbokpwvikn Beponelo o unAGtEpo nodootd ano 6.1 oe acfieveic nou AduBavay Bepanein Pe EKOVIKD GOPUOKD DUV EVBOKPIVIKA
Bepaneio. Mveupovikn haipwEn avaipepBnke oe aoBeveic nou AapBavay opnepnowhynn xwpis cuvunapxouoa sueteponevia. Bovatngopa ouyBovia eppoviomkoy oe <1% wwy ooBeviov. DuogBeveic Ba npénet
va napakohouBouvraryio ongeio kot oupmwpota AoipwEng kot va oviperwnifoviot iotpiws katdAnha. OheBukn BpoyBoeyBokn @AeBika BpoyBoeyBoka enetodbio avapepBnkov oto 5.3% twv ooBevay nou
AduBavay Bepanelo pe opnepooikhiynn ouv gourBeatpdvin A avaotoels apwpadong, oe otykplon pe 0.8% wv aoBevay nou AapBavoy Bepaneia e ewovike pappako ouv pouABetpavin fi ovoatodelg
opupardang. Ot aoBeveic Bu npénew va nopokohouBoivial yio onpein kal aupntmpata ev w BaBet pAeBikic BpopBuwang Kat nveuyiovikg epBodic kot va aviperwnilovial TP KatdAnAga. Autnpeveg
opwvoipovapepdoec Aufioeg oug ALT kou AST ovapépBnkov oe nofeveis nou AdpBovav opnepaoikhiynn, Me Baon o eninebo auknong wg ALT o tng AST, pnopei vo ananeitol npooappoyn ng Saong mg
opnepoowAipnng, Atappow H Sidppoto eivat n'nio suxvi avenupnn oviibpaan, g khvikes yegtes, o fidyeoog xpovog Ewg v ep@avian 1ou npaiou Siappoikod encaodiou nav nepinou 6 ewg B npepeg kot
n Budipean Siapketa g bidppotac nav 9 éuwg 12 npépec (Bablpod 2] kau 6 éuag B npépec (BoByiod 3). H biappota nopei vo ouoxenotel pe ogubatwan. OtooBeveic Bo npénetvo §ekivoty Beponeio pe ovubioppoikoug
nopayovies 6nawg n Aanepapifn, pe v NpwIn eppavion Kanoiou onpeiou XoAopav konpavey, vo ouEdvouy tv NPACANYN LYPLV NG 10U CTOPETOG KOL VO EVNHERGIVOUY ToV ENOYYEAUOTIO LYEiag nou Tig
napokohauBet Tpanonainan ing hoong ouviatatot o aoBeveic nou eppavifouv biappotn BoByot = 2. Adpeon nveupovondlet (ILD)Nveupovinda Adpeon nveupovonaleta (ILD)inveuyoviudo avopépBnke oe
00Beveis nou AapBovav opnepaoikAipnn. NopokohouBnote toug noBeveis yio nveupovika gupmewpata evbetika e ILD/nveupoviudog kol avupetwniote 1ug 101pikwG kataAnha. Me Baan tov BaBpo g
ILD/nveupovinbac, n apnepoowkAnn evbéxetat vo onanel npooappoyi g Boang, Aakoyse poviya v opnepooikhiann oe ooBevelc e BoBpod 3 n 4 ILD/nveupovindo, uyxopaynon enoyuwyewv CYPIAL H
ouyxopiynon enoywyewv CYP3AG Bo npenet va onogelyetar Adyw Tou kivbivou pewwpévng nnoteAeopoukamiog me apnepookAnng._EnAayxviki kpion Aev undprouv Befopéva oxenxa pe my
OnolEAETYaIKATID KaL Ty oogahein G opnepootkhiunng ot nofeveis ue onAoyxvikn kpion. Aaktadn Ot ooBeveic pe andvia kAnpovopka npofAnyora Suoavetiog om yoakiadn, ohikng avendpkelns Aokidong
1 busanoppagnang g yAukadn-yahaktadng bev Bo npenet va AapBavouv outd 1o pappoko, Natpio To peppakeutko outd npoiav nepiexet yotepo ona T mmolvatpiou (23 mg) ava Sukio. bnhadn cusiaonxa
eivol «chedBepo vatpiou. ANAnAemibpdaeg pe o poppaKeutikd npoivra kat dAkeg piop@és ahnhenibpaong H opnepaoikhipnn petoBohilerat kupiwg ond o CYP3AL. H ouyxopiiynon g opnepoatkhipnng
pe ovootokeic CYP3AL pnopel vo ouBfoe: g ouykevipoers g opnepeaiAipnng oto nAdopo. H xpAon oxupiy ovootohéwy CYP3AL oe ouvbuoopd pe mv oynepoowkhipnn Bo npénet va onogedyetor Edy
anaeitan n ouyxopiynan toxupwyv avaotoAewv CYP3AL, Bo npénet va pewsvetar n Boon thg opnepoowAiunne kot va okoAouBet npooekuxn nopokoAouBnan yio tofikémnto. Anoelyete tnv kolavaAwon
YKpENpEoUL A xupou ykpewppout. Aev ananeitol nposappoyn ng boang o aoBevels nou AapBavouy petpious n aoBeveic avootoheis tou CYPIAL. Mpénet, watooo, va unapxet oievi nopoxohotBnon yw onyeia
tokiwatntog. H ouyxopaynan exuptv enoywyéwy CYPIAL Bo npénet vo onopedyerat Adyw 1ou KivbUvou pewspevng anoteAeopotkdmiag g apnepookAipnng. Aev eivolyvwoo eni 1ou nopaviog Kot ndoov n
opnePaakANN Pnopel vo PELDOE TV onoTEAETHOTIKOTT WY BpOVIKLY avICUAANATIKGY ousTpanikAG Bpdang. fovipetnta, kinon kat yoheuxin Ot yuvaikes pe Suvardmio tekvonoinon Bo npenewvo
xpnoyonowiv tioitepo anoteAeopankes peBabouc aviauMnyng [n.x aviioUMnyn dinkol ppaypou] kata m Siapkeia ng Beponeiog ot yio ouhaxitov 3 eBbopadec perd v ohokknpwan tng Beponeiog, Aey
Biotiflevion kAwika Bebopéva oxetkd e n xphon g opnepdokhiunng oe eykloug yuvoikes. To Verzenins bev npenet va Xpnoponotettol Katd tn Biapkea g eykupootvng, kaBag Kot o€ yuvaikes g
ovanopoywyIKAG NAKIOS xwpic tv xpron oviouhAnyng. Aev eival yvwotd eav n opnepoowAiinn anekkpivetal oo ovBpwnve yaho. 0 kivbuvog ota veoyévvnta/Bpegn bev pnopei vo onokhewnel D1 ooBeveig
nou AapBavouv apnepaowhiynn bev Bo npenet va BnAalouv, H enibpaon tg apnepoouiynng oty avBp@nivn yoviainta sivat ayvwor. Endipaoel; atny kovetnta obiynong kot xeipiopod pnxavnpdtay To
Verzenios éxet pixpn enibpaon oty woevoTa obrynong kot xeypiopol purxavnpdtwy, Ot ooBeveic Ba npénet va kaBobinyolviat vo eribetkviouv iaitepn npogoxn Kot v obnynan ATov Xelpiajio pnxavnyaTwy
oe nepinwan nou aigBavoviokenwon n {GAn katd  Biapketn i Beponeio e 1o Verzenios. AvenBupntes evépyetes Livown tou npoi oopoAeiog Di ouxvotepo eppoviopeves oveniBupntes evepyelec elval
n Buippato, ot AarpewEei, n ouberepanevia, n ovalio, n KAnwan, n voutio, o éyetag kat n peiwpévn dpetn. Ynepbooohoyia Le nepimwon unepbooooyiag Ing apnepoakAipnng, PNopei v eppavigtolv Kanwon
Ko Biappoia. Bo npénet vo nopeéxetot Yevikn unoompikukn ppoviibo. Goppoxebuvapwes bidntes OoppokoBeponeunkn komyopio: AviiveonAooponkoi NOPAYOVIES, OVOOTDAEIS NPWIEWKWY KIVODWY,
kwéikog ATC: LOTEFD3 Kavahoyog exboxwv Mupnvac biakiou kappeAhodn vopiotxog biootoupoUpevn Aokton povolibpikn. puspokpuotahAikd kuttapivn, vatpio oreatuhopoupopiko Enkahuipn ye kemo upévio
Verzenios 50 mg enwaAuppeva pe Aema upgvio Bakio, nohuBivuhahkoohn (E1203). woviou bofeifio (E171). nohuoBukevoyhuohn (E1521), takkng (ES53h). obnpou ofgibio kixpvo (E172] . owbrpou ofibio
Koxkwo [E172) Verzenios 100 mg enwaupyéva pe Aemo upevio Buakia nohuBivuhahkoohn (E1203) wmaviou biogetbio (E171) noAuniBubevayhukadn (E1521) wakkng (ES53b] Verzenios 150 mg emwaduypéva pe
Aenid upévia Giowia nokuBvuhokkookn (E1203), woviou bueibio (E171]. noduaBulevoyhukahn (E1521), takkng (E553b), ofeibio oifinpou kitpivo (E172) I6waivepes npopuAatei; andppupng KaBe axpnaonoino
[DOPYOKEUTIKG NIBY N UNBAEL|D NPENEL VO BNOpPINTETL DUMGLVD |IE UG KO1G 10N0UG toxUougeg oxeuxeg Biarafel, KATOXOL THE AAEIAL KYKAO@OPIAX £li Lilly Nederland B.V.. Papendorpseweq 83, 3528B)
Utrecht, ON\avbio. APIBMOE(DI) AAEIAL KYKAD®OPIAL EU/1/18/1307/010. EU/1/18/1307/012, EU/1/18/1307/014 HMEPOMHNIA NPOTHE ETKPITHL/ANANENEHE THI AAEIAL Hpepopnvia npang Eykpianc: 27
LenepBpiou 2016 HMEPOMHNIA ANABENPHEHE TOY KEIMENOY 19 louhiou 2021 Aentopepeic nAnpOgOpIES yia 10 napav pappokeutika npoiay eivat SioBeates o1ov biktuaka 16no tou Eupwnoikod Opyoviopod
Dopyakuwy: http:lwww.ema.europa.eu kot oty iooehiba g OAPMALEPB-AIMY, www.lilly.gr. TPONOL AIABEEHE TOY NPOIONTOL Oapuokeutio npoioy Yio 10 0R0io ONOUEITON NEIOPIOPED WOIPIKA
ouvioyn. MOPOEL/ TIMEE VERZENIOS F.C.TAB 50, 100 kot 150MGITAB BTx28 bioia oe BLISTERS PCTFE/PE/PVC/Au: X.T.: 1.204,28 € A.T.: 1.340,35€, N.T.: 1.082.78 € ENIXOPHTHEH ANO TA TAMEIA: Mooooia
onodnpitong: 100%

pAPHAKS MO

(GD) OAPMAZEPB - ANIAAY A.E.B.E. N vanAt G
:I% 150 yAu. EBvikng 0600 Abnvav-Aapiag, 14564 Kneuawd = f You
OAPMAZLEPB THA.: 210 6294600 Fax: 210 6294610 www.lilly.gr |n
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[TPOEAPOI - OMIAHTEX

Mauri Davide

Akpipog NikoAaog

Av8péou ANEEavdpog

Apafavtvog Mrepaotpog

ApdaBavng AAEEavEpog

Accon ABpadp
Auyouotidou Mapia
BayLwvag AvaoTtaoLog
BaoAapating MyanA
BepyoUAn Apeth
BAdyog Nik6Aaog

FaAavomnoulog Avopéag

Fewpyakomoulog lwavvng
FrewpyoakomoUAou Alkatepivn

MNnakoupdakng NikoAaog

rkoUBaAng Inupidwv

Mpappatoylou Zwn

AnuntpLddou Apetn

Emtikoupoc KaBnyntric Oykohoyiag, Tunua latptkng, Mavernotipo
lwavvivwv

RCOG/ESGO, TuvatkoAdyog - OykoAoyog, AleuBuvtig I KAWIKAC
ruvatkohoytkrg Oykoloytag, A.0.K.A. «Yyeia», Albaktwp
ruvatkoloytkng OykoAoylog E.K.M.A.

Neupoxelpoupyog, AleuBuvTg NEUPOXELPOUPYLKNG KL
MNapeppBatikr)c Nevpoaktivoloyiag kat B NEUpOXELPOUPYLKAC
KAwikng, A.©.K.A. «Yyela»

Ap, NaBohdyog OykoAoyog, Aldaktwp Mavernotnuiou ABnvwy,
Juvtovlotng AleuBuvtrg, B’ Maboloyikn OykoAoyikn KAwikn,
r.O.N.K. «Ot Aytol Avapyupol»

MD, PhD, MaBoAdyog - OykoAdyog, AleuBuvTrG-Emotnuovikog
YrieuBuvog A’ MaBoloyikou - OykohoytkoU Tunuatog, I.A.O.N.A.
«O Aylog ZaBpagy

MaBoAoyog Oykohdyog, Emiotnovikog 2uvepydtng M.M.N.A
«ATTIKOV», «Eppikog NTuvav» Hospital Center

MaBoAoyoc-Oykohoyog, I Maboloyikn - OykoAoytkr) KAwikn,
A.O.KA. «Yyela»

MaBoAoyoc-Oykohoyog, AteuBuvtng EXY, OykoAoyikd Tunua, .N.
Kapahag

MD, PhD, MaBoAdyog-OykoAdyog, ETLOTNHOVIKA Kot ALOKNTIKA
YrievBuvog, Oykoloyikr KAwikn, I.N.A. «O EvayyeAlopog» -
OdOoApLaTpelo ABnNVwY — MOAUKAWVLIKN

WuyoAdyog- Otkoyevelakn WuyoBepameltpla
M.D, F.A.C.0.G. KaBnyntng lNuvaikohoyiag & Mateutikng E.K.M.A.
MD, MSc, PhD, NeupoAdyog

AktvoBeparmeutng - OykoAoyog, Entikoupog KaBnyntig latpikng,
E.K.ITA.

AxtvoBeparneutpla-OykoAoyog, ErpeAntpia B, M.O.N.K.
«OL Aylot Avapyupol»

Aktvoduokog, PhD, A.O.K.A. «Yyeia»

Ap., Xelpoupyog OupoAoyog, Matdooupoloyog, Xelpoupyog
OyKkoAoyog, Emotnpovikog Zuvepyatng, A.0O.K.A. «Yyeiay,
AteuBuvtrg, Oupoloyikn KAwvikn, «Yyeia» Tipdvwy, AABavia,
ASaktwp Maveruotnuiov RWTH Aachen, Germny FEBU,

T. EmpeAntic, Oupoloyikr KAwikr, Mavemotro Aachen,

T. AteuBuvtrg, Oupoloyikn KAwikn, «Eppikog Ntuvav» Hospital
Center

Mpoedpog A.Z. Tou ZUAGYoU Kapkivormabwy - EBehoviwy - OAwy -
latpwv “K.E.D.1.” ABnvwv

Edko¢ Maboldyog - OykoAdyog , Emikouptkr) latpdg, OykohoyLkn
Movada, I.N.A. «ITUtokpAaTeLlo»
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Anpomnoulog ABavaolog

Awpng MiyanA

‘E§apxog AnpritpLog
ZakomoUAou Poupmivn

Zapndtng XapAaAapunog

Zavvog Mewpylog
Zaxapomnouvlog MewpyLog

ZepBopavwAakng lwavvng

HALG8NnG Koouag
Osoxapn Mapia
KaAtodg Zepadeip
KaprnAétoag EAsuO£pLog
Kapdiokog MavteAng
Kapoapoulng MyanA

Kapmoiin BaotlAkn
Kapudd Eprivn
Katr) BaotAkn

Katowyxn Aéomowa

Kevtenolidng NikoAaog

KoAAag Frewpytlog

AxtvoBeparmeutrc — OykoAoyog, Venia Docendi Mavemotnuiouv
Biévvng, ESTRO Faculty Member, AleuBuvtng KAwikrg
AktwvoBeparmeutikric Oykoloylag, Metropolitan Hospital

EneppBatikoc Mveupovoloyoc, AleuBuvtrg MNMVeULOVOAOYLKNG
KAwikng, Noookopeio «Mntépar, YiebBuvog Bpoyxookormikol
Epyaotnpiou, A.O.K.A. «Yyela»

MD, Ph.D., AlevBuvtrg Afovikol/Mayvntikol Topoypadou,
EmepBatikdg AKTVoAOYOG

MaBoAoyoc - Oykohoyog, Akadnuaikog Yriotpodog, B’ MK,
M.I.N.A. «ATTIKOV»

AxtvoBeparmeutr¢-OykoAoyog, AleuBuVTHC-EMLOTUOVIKOG

YrieUBuvog, AktivoBeparmeutikod - Oykohoykd Tunua, MA.O.N.A.
«O Aylog ZaBpagy

AktvoBeparmeutrg-OykoAdYog, ZuvepydTng, AKTIVOBEPATIEVTIKO
Tunua, latpkd Kévtpo ABnvwy

AKTIVOAOYOG, AteuBuvTtrg TuRpatog Fevikwy Yreprixwy, A.0.K.A.
«Yyela»

Maleutnpag-Xelpoupyodg FuvaikoAoyoc, Aldaktwp Mavemotnuiov
Bovvng, E€eldikeupévog otny YrioBonBouuevn Avarmapaywyr),
AleuBUvwy 20PPBoUAOC Hygeia IVF EpBpuoyéveats

Xelpoupyog Owpakog, AteuBuving, Owpakoxelpoupytkn KAk,
A.O.K.A. «Yyeio»

MaBoAoyoc-Oykohoyog, EmpeAntpla A, A’ MoaboAoyikr KAwLkn,
M.F.N.A. «Aaiko»

MaBoAoyog-Oykohoyog, EmpeAntng A, YrieUBuvog, OykoAoyikn
Movada, I.N. Aapiag

MaBoAoyoc - Oykohoyog, EmpeAntrg A’, Oykohoyikr KAk,
M.I.N. lwavvivwv

KaBnyntrg Aktivoduoikng, AteuBuvtng, Epyactrplo latpikig
Quowkng, E.K.MA.

MaBohoyog - Oykohoyog, MD, PhD, KaBnyntngc, latpikr xoAn,
E.K.ITA.

Qottrtpla ApXLtekTovIKAG E.M.T1.
Xepoupyog, AlcuBuvipla Kévipou Maotou, A.O.K.A. «Yyeio»
QottrTpla ApYLTeKTOVIKAG E.M.T1.

MD, PhD, AktivoBeparmeutrig-Oykohoyog, A.O.K.A. «Yyela»,
Adaktwp Mavemotnuiov RWTH Aachen Fepuaviag, Mpoedpog
AKOZ

MD, MSc, PhD, MaBoAdyog-Oykoloyoc, AleuBuvtr|g, 251 Mevikod
Noocokopeio Aepomoplag

Aktvoduoikog, A.O.K.A. «Yyeia»
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KopévtieAou BaotAkn

Koopag Xprotog

KoulouAiag Bacilelog

Koupdkng MewpytLog

KpttoéAng MewpyLog
Kunplavou Kwvaotavtivog

KUpyrag Fewpytog

Kuprang lacwv

KwvotavtonoUAouv Mewpyia
Kwtoavtig lwavvng

Aaprdkn Zodia

Aapnponoulog Kwvotavtivog
Nékkou lewpyia

ALdvtog MianA
Makpavtwvakng Avspéag-
Eudyyelog

Makpavtwvakng Napg

Makpn¢ Mlewpylog-Maprog

Mapaykoudakng Evayyehog

Maotopakn Atkatepivn

latpog, Tuvepydtng AktivoBeparmeuTikng OYKoAOyLKAG
Juvepyaoiog

MD, MaBoAoyog-Oykohdyog, AteuBuvtng, Mabohoyko-OykoAoyLkod
Tunua & Metapooxeuong Aworontikwy Kuttapwy, E.AN.T.
«MeTa&a»

KaBnyntrc AktivoBeparmeutiknig Oykoloylag, latpikn ZxoAn
E.K.M.A., B’ Epyaotrplo Aktivoloyiag, Movada AktvoBepareiag,
M.I.N. «ATTiKOV», Mpoedpog EANvikA¢ Etalpeiag
AktvoBepameutiknig Oykoloyiag

MaBohdyog - Oykohodyog, EMotnpovikog 2uvepydtng, B’
MaBoloyikr) Oykoloyikr) KAwikn, A.0.K.A. «Yyeia»

AxtvoBeparmeutrg-OykoAoyog, A.O.K.A. «Yyeia»
AktwvoBeparmeutng-Oykohoyog, A.O.K.A. «Yyela»

KaBnyntric AktivoBeparmeutiknc Oykohoylag, latpikn xoAn
@eoocaliag, AtevBuvtng, Tunua Aktivobeparneiac, M.M.N. Adploag

MD, PhD, MSc, FEBU, Xelpoupyog OupoAoyog

AleuBuvtpla AvatoBnaotoloyikou Turpatog, YrnevBuvn latpeiov
Xpoviou Moévou kat Mapnyoptkng Aywyng, N.N.N.O.A. «H Swtnpia»

MaBoAoyoc-Oykohoyog, Emikouptkdg EmipeAntrg B, M.I.N.
«ATTIKOV»

MD, PhD, MveupovoAoyog, Akadnuaikog Yrotpodog A.M.0.,
Mveupovoloyikn KAwvikn A.N.O., Tunua Huepriotag NoonAelag
XnuetoBeparmetwy, . N.O. «I. Mamavikohdou»

Neupoxelpoupyog, YieUBuvog TUNUATOG AKTIVOXELPOUPYLKAC
Eykeddhouv Gamma Knife, A.©.K.A. «Yyeia»

NeupoAdyog, AvamAnpwtpla AleuBuvtpla, Tunua KAWIKAG
Neupoduaotoloyiag, A.O.K.A. «Yyela»

MaBoAoyoc-Oykohoyog, EmpeAntnc B, Oeparmeutikr) KAwikn,
F.N.A. «AAe€avbpa»

Edkog Maboloyikrg OykoAoyiag

MSc, PhD NMaBoloyog Oykohoyog, latplko AlaBaikaviko
Qeooalovikng

MD, PhD, MSc, Maleutripag Xelpoupyog-ruvaitkoAoyog, EtSikog
ruvatkoAoyog Oykohoyog (EBCOG- ESGO accreditation ),
AdakTwp Mavemotnuiov ABnvwy, AleuBuvTrG MNUVALKOAOYLIKAG
KAwikng, «latpkod Kévipo ABnvwv»

AxtvoBeparmeutnq - AktivoBeparmeutr|g - OykoAdyog AlSAaKTwp
Maveruotnuiov ABnvwy, Eudyyehog AleuBuvtrg
AktvoBeparmeuTikol Tuipatog, Ophog «IAZQ»

MevIKOG Xelpoupyog, Akadnuaikn Ymotpodog XeELpoUpyLKNAG,
latpkng 2xoAng E.K.M.A.
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MatBaiog AnpuAtpLog

Mavupavtwvng Kwvotavtivog
Mntowundvag NikdAaog

MyanAiéng MyanA
Mopoywwpyou Euayyelia
Moutodtoog Avapyupog

MnaAadoita Mupoivn
MréAn IBeAiva
MnepoUkag EpvéoTtog

Mruotapdkng AnUATPLOG

MrmoAtor)g NikoAaog
Mroukoivag lwdvvng
Ndon Aéomowva

NtoUokog MewpyLog
OwovopomnoUAou MNavaylwta

NavteAdkog Navayiwtng
MNanaAAd Kwvotavtiva
Nannag EAevBéplog
Napaokevonovlou Xploa

Natpolov EAévn
Menoévn Evayyelia

MaBohoyog - Oykohodyog, MD, MSc, PhD, ETLOTNUOVIKOG
YrievBuvog, Movada XnuetoBeparmeiag - Oykohoykd Tunua, I.N.
P66ou

MD, PhD, FACS, AleuBuvtng 2T’ Xelpoupytkng KAwikng A.©.K.A.
«Yyetlay, 16putng, Mevikog AleuBbuvtrg NoDE Institute

MaBoAoyog-Oykohoyog, Zuvepyatng, A" Oykohoyikr KAwikr,
A.O.K.A. «Yyeio»

Texvoloyog, A.0.K.A. «Yyeia»
MD, MSc, NMaBohdyog-OykoAoyog, A.0.K.A. «Yyeia»

duokog, PhD latpikng Quotkic-Aktivoduotkic, TR
Poprmotikng Aktwvoxelpoupykng, Cyberknife kat AktivoBepareiog
Tomothery, «latpomoéAg»

AktwvoBeparmeutng OykoAoyog, Aéktopag E.K.M.A.

AxtvoBeparmeutng-OykoAoyog, Tunua AktivoBeparmeiag
TomoTherapy CyberKnife, Oputhog «latpomoAie»

MD, PhD, AktivoBeparneutrc-Oykohoyog, Av. AleuBuvtig, Tuniua
AktvoBepamneutiknig Oykohoyilag, «Metropolitan» Hospital

I6uwtng Xelpoupyog, Zuvepydtng Oeparmeutnplwy: A.0.K.A.
«Yyeia», «Euyevibelon kat Ophog «lacw», Akadnuaikoc
Yriotpodoc, [ Xetpoupyikr) Maverotnuiakr) KAwikn, M.I.N.A.
«ATTIKOV»

Xelpoupyog, AvamAnpwtrg AleuBuvtrg T’ Xelpoupylkng KAWIKAC,
A.O.KA. «Yyela»

MD, PhD, PharmaD, MaBoAdyog-OykoAoyoc, Emotnpovikog
YrieUBuvog, Oykohoyikr) Movada, «BlokAwikn» Oecoalovikng

MaBoAoyoc-Oykohoyog Eniuertola B’, B Maboloyikn-OykoAoyikn
KAwikr, T.O.N.K. «Ot Aytot Avapyupol»

AleuBuvtng 2xoAng Nodoodpaipou OAupmakoL MevieAng

MaBoAoyoc Oykohoyog, B' MabBoloyikry OykoAoykr) KAwikn,
M.F.N.A. «ATTIKOV»

AktwvoBepareutnc - Oykohoyog, MD, PhD, AteuBuvtng,
Cyberknife, Tomotherapy, Ouog «latpomoAig»

MsC, Oykohoyog AktvoBeparmeutng, AleuBuvtpia, MA.O.N.A. «O
Aylog Zappag»

Ph.D.®Quowog Nocokopeiou — AKTVOhUOLKOG laTpLkig,
Metadidaktoplkog Epeuvntng, Epyaotrplo latpikng Quoikng,
latpkn G 2xoAn, E.K.M.A.

Aktvoduokog, Tunua latpikng Quoikng, A.O.K.A. «Yyeia»
MaBoAoyocg Aolpwélohdyog, A.O.K.A. «Yyela»

AktwvoBeparmeutng - Oykohoyog, AteuBuvipla E.2.Y.
AktwvoBepareutikrg Oykoloyiag, MNA.O.N.A. «O Aylog 2aBpog
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Nepdikolpn lowbwpa-EAEvn

NetewéAAn Edn
NMetouvng Avépéag
Mutépn Mapia

Mwodkag Mrewpylog

Npaconoulog Baoilelog

Parttn BaotAwn
Priya @sodpavw
PrAyag Fewpylog

Pnyakog MewpyLog

ZapéAng Mlrewpylog

Zep£png XapaAapunog

Zwadaka lwavva

Z1oUAag BaoiAelog

IKkop8ag ABavaoiog

ZKoUpag Baoilelog
ZKOUTEANG ABavdolog

ZonnAiéng Odvooéag

Itapou Kwvotavtivog

Itaupidn PAwpa

MaBoAoyoc - Oykohoyog, MD, MsC, PhD, ErtipeAntpla B, I.N.
BoAou «AXIAAOTIOUAELO»

AxtvoBeparmeutpla OykoAoyoc, Suvepyatnc Kévtpou
AktvoBeparmeutiknc Oykohoyiag, Ophog «lacw»

MD, MaBoloyog OykoAdyog, AteuBuvtng A’ Maboloyikng -
Oykoloyikng KAwikng, A.0.K.A. «Yyela»

MD, PhD, AktivoBeparmeutrg OykoAdyog, Av. AleuBuvtpla, OuAog
«latpormoALg», Kévtpo AkTvoxelpoupyikic-EAtkoeldol ¢ Oepamelag

AktvoBeparmeutrg-OykoAdyog, ZUvTovioTng Ateubuvtng, Tunpa
AktvoBeparmeutiknig Oykoloyiag, I.N.A. « AAeEavEpa»

Mupnvikog latpdg, AteuBuvtrc Mupnvikng latpkig PET/CT,
A.0.K.A. «Yyelo» kat «Mntépa»

MaBoloyoc - Oykohoyog, A.O.K.A. «Yyeio»
TexvoAoyog, A.0.K.A. «Yyeia»

MaboAoyoc-Oykohoyog, EmpeAntric A EZY, EMOTNUOVIKOG
YrieUBuvog, Movada XnuetoBepareiag, .N. Bohou
«AYANOTIOUAELOY»

MaBoAoyoc - Oykohoyog, " Oykohoyikr KAwikr - Mpdtumn
Oykoloyikn Movada, A.0.K.A. «Yyeia»

MaBohodyog OykoAdyoc, Emiotnuovika YriebBuvog, AleuBUVTAG,
Oykoloyikn Movada, I.N.A. «Immokpdtelo», Mpoedpog EAANVIKAC
Kot AleBvouc Etatpeiag Moplakd XToXeUEVWY EEQTOUKEU LEVWY
Qeparmelwy

Neupoxelpoupydg, Zuvepyatng A’ Neupoxelpoupykng KAikng &
Tunuatog AKTIVOXeLpoUpyLkng Eykedalou Gamma Knife,
JuvtovloTtng Tunpatog Neupotpomomnoinong, A.0.K.A. «Yygia»
Opotun Kabnyntpla Avatobnolohoyiag & Ggparmeiag Movou
E.K.M.A., Avtutpoebpog ENnvikn g Etalpeiag Oeparmelag Movou &
Napnyopkng @povtidag - MAPHIYA, EmioTnuovikr Zuvepydtida
latpelo Movou I.N.A. «Apetaielo»

MD, PhD, Fuvatkohoyog - Oykohoyog, (MSKCC/ESGO), Turpa
ruvatkoloyikng Oykohoylag, Noookopeio «Mntépar

Xelpoupyog, A" Xelpoupykr) KAwikn, A.0.K.A. «Yysia»

MD, PhD, FCCP, Mveupovoloyog, Mveupovoloyikn KAwikn, 401
FZNA & A’ Mveupovoloyikr KAwikn, A.O.K.A. «Yyeio»

T. KaBnyntg Naboloyiag-Aotpuweswy, AtevBuvtrg B’
MNaboloyiknc-Aotpwélohoyiknc KAwvikng, A.0.K.A. «Yyeia»
Oupoloyog, EmipeAntic I"OupoAoyikng KAvikng, A.O.K.A. «Yyeia»
MD, PhD, levikog Xelpoupyog - Xelpoupyog Maxéog Eviépou,
AteuBuvtng B” Xelpoupyikng KAwikng, Noookopeio «Mntépan

MD, MSc, MRCP, MaBoAdyog-Oykoloyog, Care & Cure Oncology
Center
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ZTpLurntakog AAESLOG
20pLog lwavvng
Téyog Oc6dwpog

ToAwa Mapia

Tpwydg MAtLadng

Towapndog Kwvotavtivog

Towdpa Avva
Towyapidag Kwvotavtivog

TooukaAdg NikOAooG

DAwpog Osodavng

®DopouAng XpLotodopog
dwotnpa OAwpevtia

XaAkLag Znupidwv
Xapoaaprndkng NikoAaog

XOmkivg Avvaprnel

Wuppn Apdavia

MRCP, PhD, MaBoAoyog-OykoAdyog, AtcuBuvtng, E’ Maboloyikn-
Oykohoyikn KAwikn, A.©.K.A. «Yyeia»

MD, MSc, PhD, MaBoAoyoc-Oykohdyog, Zuvepydtng, A.O.K.A.
«Yyeta»

PhDc, MaBoAoyog Oykohoyog, Emikouptkog latpog, I.N.A. «O
EvayyeAlopog»

Avarinpwtpla Kabnyntpla AktivoBepameiag, latpikr IXoAn,
Maveruotiuto KpAtng, AteuBuvtpla Epyaoctnpiou
AktwvoBepaneiag, MAFNH

AktwvoBeparmeutng OykoAdyog, Emiotnuovikog 2uvepydtng, Ouhog
«laocw»

Emtikoupog KaBnyntng, ZxoAn Apxtektovwy Mnyavikwy E.M.I1.

MaBoAoyoc-Oykohoyog, EmpeAntpla, B Oykoloyikn KAwikn,
A.O.KA. «Yyela»

MaboAoyoc-Oykohodyog, Avarminpwtnc Ateubuvtnc B’ Madoloyikng
- Oykohoytkng KAwikng, Nocokopeio «Yyeia»

MD, MSc, PhD, MaBoAoyoc-Oykohdyog, MSc BlomAnpodoptkn,
Avarh. AteuBuvtng, Oykohoyikr KAwikr) 401 TENA, ETLOTNHOVIKOG
Juvepyatng, «Eppikog Ntuvav» Hospital Center

MaboAoyoc Oykohdyog, ZTPATIWTLKOC latpog M.N., AteuBuvtrc E’
Oykoloyikn¢ KAwvikng, Metropolitan General, AvarAnpwtnig
AlevBuvtng Oykohoyikng KAwikng Nautikot Nocokopeiou
ABnvwy, T. ResFac University of Pittsburgh Cancer Institute
OWPAKOXELPOUPYOC, KaBnyntrc OwpakoxelpoupyLkng A.MN.0.
PhD, KA\wikn Epyaotnplakr) Fevetiotpia, Epeuvrtpla I7, EKEQE
Anpokprog, Epyaotriplo Moplakng AlayVwoTLKNG

MD, MSC, PhD, NMaBoAoyoc—OykoAdyoc—EvTatikoAoyog,
EmpeAntg A E.LY, I. N.-Mateutrplo «EAeva BeviZéhou»

MD, PhD, MaBoAoyog-Oykoloyog, EmpeAntrig B', Oykohoyko-
Maboloyikd TuAua, E.AN.M. «Metatd»

Aktvoloyoc, A.0.K.A «Yyeio»

MaBoAoyog Oykohoyog, Kabnyntpla Oykohoylag, latpikn ZxoAn,
E.K.M.A.
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NEPIAHWH TON XAPAKTHPILTIKAN TOY NPOTONTOZ

"TAGRISSO

osimertinib

“To @dppako autd TeAel und oupnANpWpATIKA nupnxohnﬁanun Auta Ba enupéper Tov \dpr‘\yupn
npnnﬁlnplcrpo vmw nhnpmpuptuw m:rqulm; lnm(ml and toug muwz&punzq uyeiag va avagépouv
AoyoUpeves pnteg evépyeiec. BA. nopdypago 4.8 yio tov Tpéno avapopdg

numlﬂupmm EVEPYEICV.

1. ONOMAZIA TOY ®APMAKEYTIKOY NPOIONTOL: TAGRISSO 40 mg enikaAuppéva pe hemtd upévio
Giox(o. TAGRISSO 80 mg emkaluppéva pe Aento upévio Biokia.

2. MOIOTIKH KAl MOIOTIKH IYNBEIH: TAGRISSO 40 mg Gioxio: KdBe Biokio nepiéxer 40 mg
ompepuvipnng (wg peaukikng). TAGRISSO 80 mg Gioxia: KaBe Siowio nepiéxer B0 mg oopepuvipnng

{w¢ peouhixnc). Exboxo e yvworn Gpdon: To pdppake autd nepiéxer 0,3 mg vatpiou ava Sioxio 40 mg
«ai 0,6 mg vatpiou ava Giokio 80 mg. lia tov nAnpn katdAoyo Twv exGoxwy, BA. napdypago 6.1.

3. DAPMAKOTEXNIKH MOP®H: Enkaluppévo pe hemd upévio Siokio (Biokin). TAGRISSO 40 mg
Bioxla- Mneg, 9 mm, kukhiko, appikupro Siaklo, nou péper m xapan «AZ» Kol «40» and  pia nheupd
wai Sev peper evbeifeig omv dMin nheupa. TAGRISSO 80 mag Giokia: Mnef, 7,25 x 14,5 mm, woeibéc,
appikupto Siokio, nou géper ™ xapaln «AZ» Kat «B0» and T pin nheupd kal Gev gépen evbelfeis oy
GAAn nAeupd.

&, KMNII(EI NMAHPO®OPIEL: 4.1 Bepaneunkég evleifeig: To TAGRISSO we povoBepanein
(i yia: @ myv pikn Bepaneia perd Ty nAfipn EKTON TOU YKo CE zvnllm; unBev:h;
HE N PIKPOKUTIOPIKG Kapkivo tou nvedpova (MMKN) otabiou IB-1IIA, wv onoiwv o1 Gykor éxouv
anahoipég oto efivio 19 n perahAdfer; avukatdotaang oto eftovio 21 (L85BR) tou unoboxéa tou
emibeppikot aunukod napayovia (EGFR) (BA. napdypapo 5.1). @ wn Bepaneia npiying ypappng
evnhikuwv ooBeviov e tomika npoxwpnpévo f petootauxd MMKT, pe evepyonoinukeg petahhageig tou
EGFR. ® n Bepanefo evnhikaw aoBeviov pe tonka npoxwpnpéve i petactauxo MMKN Beukd o
petahha€n T790M tou EGFR. 4.2 Aocoloyia kat tpanog xopnynang: H évapén g Bepaneiag pe 1o
TAGRISSO npéne: va npaypatonoteftal and 11pd Epnelpo oTn xopiynon avikapkiviky Bepaneitv.
Orav eferaZeron n nepimwon xopnynang tou TAGRISSO, n katdotaon perdMha€ng tou EGFR (oe
Befypata oykou yio emkoupixn Bepanela kai oe Gefypota dykou n nAaoparog yia Bepanefa tonka
npoxwpnpévou N petaotaukol otabiou) npénel va npoobiopiZetar epappcfoviag pia enKUpwHER
Autikn peBobio (BAéne napdyparpo 4.4). Aogodovio: H ouviardipevn Goan elvai BD mg oopepuivipnng
ana€ npepnolwe. Ot aoBeveic oto mAaloio emkoupikng Bepanelog npéne va AapBdvouv aywyn
EXpI TV UNETPONR TG vogou h epgadvion pn anobekng tofikomeag. H Sidpkeia g Bepaneiag yia
nepoodtepa and 3 xpovia Giev pekernBnke. O noBevei pe Tonika npoxwpnpEvo n pewotaukd Kopkive
Tou nvedpova npénel va AapBavouv Bepanela péxpt v eEENiEn g vaoou N eppavion pn anobextng
mElm':mtm: Eav nupcqu:B:i pta Boon tou TAGRISSD, n Goon npénsl va avanAnpaveral KIOg £av n
Enupwn npwpuuuuuupzvn Goan npéner va Aniplei eviog 12 wpdv. To TAGRISSO pnopef va AngBel
pe i xwpic tpopn v {Bio wpa kaBrpepiva. [lpogapuoyec me Boonc Mnopel va anannBel Giakonn
g Gooohoylag kavn peiwan g Goong pe fdon v copakeia kar v avoxn kaBe aoBevous, Eav
efvar anapafinn n pefwon me Sdong, 16t n boon npénet va peiwBel ce 40 mg AapBavipeva anof
npepnalwg. 0Bnyfeg peiwong tng Gong yio wikdtnteg nou npokuntouv and aveniBupnteg evepyetes
napatiBevial otov Mivaka 1. Mivakeg 1. Luviotidpeves tpononowioes g G6ong tou TAGRISSO

Eykexpipévo keipevo 21.05.2021
Trnv EXAnvixn ayopa Kukhogopouv ol ouokeuaoies 1wv 30 Biokiwv

fidang o ooBeveig pe fima nnankn Sunleunupl{lu (Child Pugh A) fi pETpia nnaTkA ﬁuu);zrmupwn {Child
Pugh B). N iwg, pe Paon nAnb papj i avakuon, Gev uuv\m:mnl npnucppnyn
mg ﬁonn)m\lluq [ nnﬁzv:h; e fima nnankh Suakertoupyia (ohkn xohepuBpt

dpio (ULN) kot aonapukn uplvmpavmpzpmn (AST) >ULN 1 okt xn.l:puﬂpivn >1,0 mq 1 5x ULN Kal
onoiabinote upn AST) n pnplu nnatixh Suoherroupyila ok xakpuﬂpivn pnuEu 1.5 éwq 3 popég Tou
ULN ki onotaBfinote upn AST). H aopdleto kai n ane numu 10U PAPPAKEUTIKOY
npoidvrog bev éxer TexunpiwBel o aoBeveic pe anﬂlpn nnm'ntn fuok . Mexpi va ¥
GioBéopa emnpooBeta SeSopéva, Gev ouviotdtal n xopAynon oe aanm'( pe oofaph nnoukn
Gucheroupyio (BAéne napdypapo 5.2). Neppn GugAermoupyio: Me Baon tig KAVIKEG PEAETEG Kal Tv
ninBuopiokh goppakokivitkn avaAuon Sev anatodvial npooappoyég g Socohoyiag oe aoBeveiq pe
nma, péwpia i cofapn vegpikn Suoheroupyio. H aopdleia km n anoteAegpankGta autel Tou
pappokeuTkol npoidviog bev éxel texypnpiwBel oe aoBeveis pe veppixn vooo tehikol otabiou [kaBapon
kpeauvivng (CLer) witw and 15 mL/min, unooyiopévn péow e efiowang Cockeroft km Gault], n und
E{nw:q)plxn kdBapon. H B:panzu:l oaBeviov pe oofapn kot tehwot otabiou veppian Suckeroupyin
npénet va yivetar pe npoooxn (BAéne nupm,'puqm 5.2). Mﬂm H nuqu:l?tzm Kai n
anoteAecpanikdtnta Tou TAGRISSO oe naiia i eprfous nAikiag pikpdtepng twv 18 exdv Bev éxer
rekpnpuwBel. Aev unupmuv ﬁluBeul].ln Bebopéva. w Autd To lpnpynxemlxn npoidy
npoopifetal yia xphon ané tou otbpatos. To Biokio npéne: va kataniverar oAdkAnpo pe vepd kai Sev
npénet va ouvBifiera, va Siaipeital A va paoiétar. Edv o aoBevig afuvarel va kataniei 1o Siokio, To
Giokio pnopei apxika va Siaonapei oe 50 mL pn avBpakotxou vepod. Mpéner va pintetar ato vepo,
xwplg va ouvBAiferay, va £ otou va B pel kal va I aptaws. Mpénel va
npoatifierar eminkéov pad notipi vepou yia va Sioopakifea 6u Sev napapéver kanoto undAetppa Kat
om ouvExela va kataniveral apéowc. Aev npénet va npootiBievial dMa uypd.Edv anaweitar xopriynon
ptow pivoyaotpikold owhiva, npéner va axohouBeftal n iGio Giobikaoio onwe avwrépw akda
xpnolponolwviag oykoug wwv 15 mb yio mv apxikn Giaonopd kot 15 mb yia v éknhuen tou
unoAeippatog. To npoxintovia 30 mL uypod npéner va xopnyodvial adppwva pe g obnyieg Tou
nop n tou pwvoyaotpikol owhiva pe enapkelq exnhdoeic vepou. H Giwonopd kol @
unoAeippata npéner va xopnyodvial eviog 30 Aemtdv and v npoaBikn twv Siokiwv oto vepo. 4.3
A\rme:iEm;’ YnepeunioBnola om épwmdl ougia N o kanoo ano m exBoxa nou wuwépowul omy
nopdypogo 6.1. To Bakoapoxopro fev npenet va Anpﬁuv:ml pal pe 1o TAGRISSO (BAéne napuypuw
4.5). 4.4 ErBikEg npoeib noetg kat npopulak: nmngnun 0pIOpO!

e wetahabne ou EGFR: Trav :Ezuifr[ul n nap(ntmon xophynong tou TAGRISSO weg enxoupikn
Bepanein pera ty nAApn extopn 1ou Gykou oe aoBevels pe MMKT, eivar onpaviko n Betikn katdotaon
perahha€ng tou EGFR (anahoupés oto efivio 19 i perarhageis avikardotaong oto efvio 21 LBSSR
(LB58R)) va unobewvier mv enike§ipomma g Bepantias. Mpenel va egappoleal emKUpwpEVN
péﬂnﬁuc avahuong oe kMviko epyaotpio xpnatponouivias DNA tou 10100 tou dykou, nou eAngBn and
Prola n )u:lpoup\nxu ﬁzi\«yc Trav EEsm(mﬂ n nepimwen uupnynun: mu TAGRISSO wc Bepaneio yia
OV TONIKG PNYEVO N 5 MMKI, elvar onp va np iZera1 Beukn katdotaon
peraMhagng tou EGFR. I'Ipznsl va epappoletal emkupwpévn peBobog avahuong xpnoiHonoitvias eite
DNA tou dykou eEaxBév ond Sefypa 1otol n kukhogopouv DNA tou Gykou (ctDNA) AngBév and Sefypa
nhdopatog. 0 Beukdg npoobioptopog ng katdotaong g petalhalng tou EGFR (evepyonomuxe
petahhaer; tou EGFR yio t Bepaneia nplytng ypappie n peraMhagerc T790M peta mv e§ehifn vooou
ata  Bidpkeia i petd tn Bepanelo pe EGFR TKI) xpnotponoiiviag peBobo avaluong Booopevn ele
oe befypo 10100 n e Belypa nhd ¢ unobewkvier Mnhémia yio Bepaneia pe 1o TAGRISSO.
Qovooo, ECN xpnmpnnaln&ai peBobog uvuAuu'nq ue Baon 1o ciDNA n)muputoq KOl 10 unmz}\zauu elvar

*Enpeiwaon: H évioon wwv khivikdv oveniBipntwy aupBaviwv GiofobBpiferar otppuva pe v exboon
4.0 twv LuvaBuwv Kprmpiwy Opolayiog AveniBupntwy EupBaviwy (CTCAE) tou EBvikou Ivoutaltou
yia tov Kapkivo (NCI).

HKT: HAextpokapbioypagny QTc: Agonpa QT BiopBupévo we npog tov kapblaka pulpc

Esfiwol nAnfuguai: Aev anarteital npooappoyn e Gooohayiog olpgwva pe mv nhikia, To cwpoTKG
Bapog, 10 guAo, v eBvotikn npogheuon kal ng cuvnBeies kanviopatog tou aoBevolg (AAéne

nopaypogo 5.2). Hoonkd Suoherroupyia: Me Baon khivikeg peleteg, Gev onareitol npooappoyn g

S, Midpeon NveupovondBen Aiakonin tou TAGRISSO (BAéne napaypago p . nievepy prAnpwy ¢ avaduong He Gefypa 110l otav efvar eguxen, Aoyw
(ILD)/Nveupoviuba 4.4) g mBavomntag Yeubwe ap f Aeoy pe m xphon peBobou avakuong pe Paon to
Mpootapvis Siakan tou TAGRISSD éu :::mﬂ:z“a s . ""’“‘1’u g “E:":‘“"‘. rx zuelobey "f:i‘:
| 5 5 a 3 Ll H M P S VoD
f&ﬂ;laﬂr:;cpzﬂlmpﬂ ::::,ul:;‘lﬁ::::pﬁagf u::g:?;s :t:;‘::ﬁpo petahhaer; tou EGFR. A Gueon nvtuuuvunmu (LD ! ZoBapn, il yio T 'Ewﬁ 1 B popog
touhixiatov 2 Glogopenikd | T, eGv o opxkd OTc eivan peyakitepo Aigpeon TveupovoriaBeia (ILD) n opowdouces pe  Aidpeon MveupovonaBeis avemiBGpnteg
R FATS P ; mmﬁpuum; (n.x. nveupoviuda) éxouv nupmnpnﬂcf ae aoBevels nou eAafav Bepaneia pe TAGRISSO oe
Kapbiayyeians HKI and 1 ioo pe 481 msec, 1ate ex vEou W 0 . gy > p
evapEn pe peiwpévn Goon (40 mg) wmz; pehdrec. Ot nep s o A PN mﬂnu e
Bep ¢ AoBeveic pe npuvmmzpu 10T0pIKO ILB, pap you ILD, i and
Noparaan tou Siooriypatog umlquuAlu nou €xpnde Bepanelog pe otepoeibn, n onowabinote évbedn Whvikd evepyng ILD
OTc pe onpeio/oupnubpata | Opoukd Giakonn tou TAGRISSO anokAelomkav and ug khvikég peAéteg (BAéne nopdypago 4.8). ILD n opoidfougeg pe v ILD
ooBapiic appuBping aventBlpmes evépyeies avapépBnkay e 3, 7% wv 1. 4?9 aoBevidv nou ehaBov TAGRISSO oug pdm:l;
AveniBipnn evépyeia Mpoawpivi lakant tou TABRISSO yio ADAURA, FLAURA a1 AURA. ﬂme pOpeg nep 0E TOMIKA NPOXWPNYEVO i
BaBpod 3 fi ugnAétepn Sidompa péyiomg idg 3 ebopdbwv p:muw‘(im: atabio. Aev avaipép B OPES NP ¢ oe emimoupixn Bepanela. H ouxvomta
. : . eppaviong ILD frav 10,9% oe aoBeveis lonwvikng eBvotikng npoeheuonc, 1,6% ok aoBevei Aoioukng
Eavn |:!ver|l|Bu|.|nn‘| orEpyan efivotikng npogheuong kar 2,5% oe pn Aciates aoBevels (BAéne napaypapo 4.8). Mpene va Sievepyeiat
BaBpod .'i' fi ulunlam'pn ) L npooextukn afioAdynon GAwv twv ooBevidv e ofela 2vapgn kar'n avefnynin enibelvion nveupovikiv
Be)‘“"ﬁiﬂ A BaBod 2 Mnopei va yiver EXYeOU évopln oy oupnuwpdtwy {Bbonvolag, Prixa, nupetou) npokelpEvou va Aewotei n ILD. H Bepaneia pe outé w
0-2 per ana npogwpivt TAGRISSO Ly i61a S6on (B0 mg) fi 02 pappaKEUTIKG Npaidv npénet va Biokomtetal npoowpivd evaow exkpepel n Giepedvnon autidv Twv
6'?“"" wl.':TAGRISS‘ﬂ via | xaunhdtepn Baon (40 mg) oupmwpdiwy. Eav Gwyvworel ILD, o TAGRISSO npznei va Siokonel ko va opxiver kotahnAn
AMo 6'001"1"9 pépomg Bidpreiag Bepaneio onwe anareltar. H enavaxopnynon tou TAGRISSO Ba npénet va eexaerar povo peta and
3 efbopdbuy npooekukn aiohdynon ou ogehous kol tou kvblvou yio tov kaBe aoBewn §exwpiotd. Edviipoyo
AveniBUpntn evépyela Stevens-Johnson: Avagopeg nepiototistdv ouvBpopou Stevens-Johnson £xouv onavia avapepBel oe
BaBpod 3 f upnhdrepn nou ouvbuoops pe tn Bepanelo pe TAGRISSO. Mpiv ano v évapEn e Beponeiag, o1 aoBevels Ba npenel vo
Sev BeAncveral oe BaBpod LepLOvovIal yio onpeia kot oup ', tou ouvBipapou Stevens-Johnson. Eav qu)uwmuiwcnpelu
0-2 petd ané npoowpvn Optankn Biakonn tou TAGRISSO Kat hpota nou unolinkd) ou pop Stevens-Johnsen, 1o TAGRISSO 8a npéner apeoa vo
Giakonn yia Sidompa ﬁlumnmm npoowpiva n opioukd. Nopdtoon tou Biowpatoc OTc: Ie aoBeveic nou AapPavouv
péyiomng Bidpketag 3 TAGRISSO epgovidetm naopa tou Biomparog QTe. H nopa tou Slogwparog OTc pnopel va
efopabuv empéper aufnpévo kivbuvo kothiowiv taxuappuBdv (n.x kothakng txukapbiog Gikny pimbiou) n

aipvitio Bavaro. Aev avapepBnkay enewoobia appuBpiog oug pehéreg ADAURA, FLAURA n AURA (BAEne
nopaypago 4.8). AaBevels pe khivika onpavaxeg Biatapaxeg tou puBipod kal g aywyipdmIag Gnws
afiohoyolvial péow nhexipoxapbioypogpnpatos (HKM) npeplog (nx. Bidonpa OTc peyehinepo v
470 msec) anoxhelokay and auteg ug p:?u'mzq (1% nupu'vpulnu 4.8). Duav elvar :\pmd n xopnynon
g oopepuivipnng oe aoBevels pe ouyyeveg olvbpopo punpou QT npénel vo unuq::ulrmi ﬂpaﬂet va
ekealetal 10 zvbzxouzvu nepiobikng napakoholBnong pe tn Bievepyei nheriporap

(HKI) kot m uEtpnun nAextpolutiv ge ouﬁwd: pe ouppopnIkA kapbiokn apkeia, b

v nhextpohutiv, i o exelvoug nou AapBdvouv pappakeutika npolwru 1a onofo elvar yvumu ou
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Evypadig
H eyypadn kat n mapakoAouBnon tng AlnuepiSag EMITPENETAL LOVO OF EMAYYEAUATIEC LYELQG KOL
O€ TIPOTITUYLAKOU G/ LETAMTUXLAKOUC GOLTNTEC.

JUMHETOXNA
H ouppetoyn otnv Atnpepida elvat Swpeav.

0d8nyieg Aradiktuakng NapakoAovOnong

H Emiotnuovikr ExkdnAwon Ba mpoBdaretal Stadiktuakd HEow TG LotooeAidag www.livemed.gr
Eav elote véog xpRotng mapakahoVpe akoAoubnote tn Stadikacia Snuloupyiag Aoyaplacpou
oupmAnpwvovtag ta anapaitnta nedia oto Livemed (natrjote oto nedio Register / Eyypadn). H
Snoupyla AoyaplacpoUl eivat Swpeav Kot UTIOXPEWTLKI YO TNV TapakoAoUBNon Twv OpALWY.

Edv €xete N6n Aoyaplacpo oto Livemed ypnowomnolote Toug kwdikoUg oag yla va cuvdebeite,
ETUAEETE QO TO pevoU Tnv katnyopla Live, To cuvéSplo ou BEAETE va mapakoAoUBRCETE Kal 0TN
ouVEXeLa To elkovidlo Go Live i Go Virtual.

[_J YTn ouvéxela yla va ouvdebeite pe tnv aibouvoa, eMNEyeTE ammd TO PEVOU TIOU
sty epdavietal oto kdtw WéPog tng 08dvng oac, Ty «AiBouca ZuveSpLacewv».

=8 shpeiwon: Epodcov BéAete va tapaldBETe MGTOMONTIKG, PETE T GUVSESH 0aC 6TO

Livemed, elval anapaitnto va petafeite otnv ewkovikn «Mpappateia Zuvedpiov», ma-
TWVTAG TO aVToTOLXO ELKOVISLO Kol vl OAOKANPWOETE TNV «Eyypadn» oag otny emiotn-
povikn ekdnAwaon mou emBupeite, wote va apyxloel va kataypadetal o xpovogq
napakolouBnonc.

Mopla Zuvex{opevng latpwkng Eknaidsuong
JUpdwva pe Ta kperpla tng EACCME-UEMS Ba xopnynBouv 16 popla Zuvexllopevne latpikng
Exnaideuong (CME-CPD credits).

Mwtonowntko MapakoAovOnong

Bdoet tng teheutaiag eykukAiov Tou EOD, Ba umdpxel cUCTNUA KATAUETPNONC TOU XPOVOU
napakoAouBnong. To mLoTomoLNTkd apakoAouBnong Ba §0Bel NAEKTPOVIKA UETA TO TEPAC TWV
£pyaolwy ¢ Emotnuovikng EkdnAwaonc og dooucg ocuveSpouc mapakolouBnoav to 60% Twv
GUVOALKWV WPWV TOU ETILOTNHOVLIKOU TIPOYPALLATOG.

0O apOpdc Moplwv uvextllouevng latpikic Eknaideuong (CME-CPD), Ba umoloylotetl BAoeL Tou
XpOvou mapakololBnong mou Ba kataypadel 0To cCUCTNLA KATAUETPNONG OTO Livemed.
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Ol ouppetéyovteg mou Ba mapakoloubnoouv Stadiktuakd (povo live, dxt on demand),
UmopoUV va mapaAdBouv To TILOTOMOLNTIKO TOuC oL (Slot ameuBelag amod tnv MAATGOpHa
péow tou mebiou «Mapalafr) MoTomolNTIkoU », TO OO0 EVEPYOTIOLELTAL LETA TN AREN TNG
ekdnAwonc.

pappateia

@Evemts & Travel Solutions

E.T.S. Events & Travel Solutions A.E.

EA. BeviZélou 154, 17122 N. Zuvpvn, TnA.: 210- 98 80 032
@agt: 210-98 81 303 e E-mail: ets@otenet.gr, ets@events.gr
Website: www.events.gr

ATnayopeUeTaL pntd n avamapaywyn, avadnuooievan, aviypaeri, anodnikeuon, nwinan, uetadoaon,
Stavour, ékboan, ektéAean, Anin (download), uetappacn, tpomonoinon Ue omoLovSNIOTE TPOTTO, YWPIG
™0 PNTH TPONYOUUEVN Eyypacpn cuvaiveon tng Etalpiag, Tou cUVOAOU 1} UEPOUG TOU TIEPLEYOUEVOU TOU
Mpoypauuatog. H E.TS. Events & Travel Solutions emipuUAdCOETAL PNTWS TAVTOG VOUILOU SLKAULWUATOC TNG
vl ™ StapuAaén Twv SIKALWUATWY MVEUUATLKAC Kat Blounxavikng tStoktnoiag. MNa avaAuTiKOTEPES
TANPOWOpIieS emLokepIeite TO www.events.gr
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loTopia, a&lonioTia, nyeoia.

O ouihog BIANEE yia pia akopn xpovid oTnv Kopuon
NG EAANVIKAG @appakofiounxaviag.

O1 afieg kal To opapa Tou 1dpuTh TNG BIANEE, Maulou MNavvakénoulou, anoteAolv oxedov évav aiova Tnv KIvnTripio
Suvapn yia Tnv avanTtuén kar Tnv eunuepia Tng eraipiag oe GAoug Toug Toeic TG dpaoTnpIdTnTas TnG. Me noAueth,
Suvapikry napouoia, n BIANE= éxel avanTtuEel 1oxupolg SecpoUs Pe TNV EAANVIKE 1aTRIKI KAl (PUPHAKEUTIKR KOIVOTNTA GAAG
Kal JE TNV naykoopia pappakofiopnxavia, pEow onuavTikay dieBvamv ouvepyaoidv. ZTnpilopevn o YEpEG Baoeig, n eTaipia
ouvexiZel oTaBepd Tnv avodikr Tng nopeia ot eyxwpia kal SiEBv ayopd. Me oTpatnyikous oxediacpols, CUVEPYATIES
KUPOUG Kal napoudia Ot NEPICOGTEPEG and 56 xwpeg, o Opihog napoucialel kGBe xpovo onupavTikr avantugn,
oupfBdaAovtag napdAAnAa atnv £0vikr) olkovopia. £Ta TECOEpPa unepouyxpova epyooTtacia Tng BIANE= anaoxolouvTal
navw ané 1240 epyaléuevol, apiBuds nou pévo auEaveral Tnv TeAeuTaia dekaetia. Méoa and 1o oefaopé via Tnv 1oTopia,
TNV noIéTNTa napaywyns Kal T gpovrida yia Tov avBpwno, n BIANEZ katagepvel va Siatnpei Tov NyeTIKO TNG poAo oTnv
EANGSa, npoofAénovTac oe Eva akSun IoXupoTePo HEAANOV.

BIANE=
_— i
1AN = A.E. www.vianex.gr

BIOMHXANIA  DAPMAKQOQMN
ETAIPEIA TOY OMIAOY FIANNAKONOYAOY

BIANEE A.E. - Edpa : 066 Tatoiou, 18° yAp. E.O. ABnvav - Aapiag 146 71 N. EpuBpaia AtTikiic,
Tay. Qupiba 52894, 146 10 N. EpuBpaia, TnA.: 210 8009111, Fax: 210 8071573

E-mail: mailbox@vianex.gr - WEBSITE: www.vianex.gr

OEITAAONIKH: Akabripou 113, 562 24 Eboapog Oeooahovikng, Tnh.: 2310 861683

AP. LE.MH. 000274201000

VE-21344



NEPIAHWH TON XAPAKTHPILTIKAN TOY NPOTONTOZ

"TAGRISSO

osimertinib

“To @dppako autd TeAel und oupnANpWpATIKA nupnxohnﬁanun Auta Ba enupéper Tov \dpr‘\yupn
npnnﬁlnplcrpo vmw nhnpmpuptuw m:rqulm; lnm(ml and toug muwz&punzq uyeiag va avagépouv
AoyoUpeves pnteg evépyeiec. BA. nopdypago 4.8 yio tov Tpéno avapopdg

numlﬂupmm EVEPYEICV.

1. ONOMAZIA TOY ®APMAKEYTIKOY NPOIONTOL: TAGRISSO 40 mg enikaAuppéva pe hemtd upévio
Giox(o. TAGRISSO 80 mg emkaluppéva pe Aento upévio Biokia.

2. MOIOTIKH KAl MOIOTIKH IYNBEIH: TAGRISSO 40 mg Gioxio: KdBe Biokio nepiéxer 40 mg
ompepuvipnng (wg peaukikng). TAGRISSO 80 mg Gioxia: KaBe Siowio nepiéxer B0 mg oopepuvipnng

{w¢ peouhixnc). Exboxo e yvworn Gpdon: To pdppake autd nepiéxer 0,3 mg vatpiou ava Sioxio 40 mg
«ai 0,6 mg vatpiou ava Giokio 80 mg. lia tov nAnpn katdAoyo Twv exGoxwy, BA. napdypago 6.1.

3. DAPMAKOTEXNIKH MOP®H: Enkaluppévo pe hemd upévio Siokio (Biokin). TAGRISSO 40 mg
Bioxla- Mneg, 9 mm, kukhiko, appikupro Siaklo, nou péper m xapan «AZ» Kol «40» and  pia nheupd
wai Sev peper evbeifeig omv dMin nheupa. TAGRISSO 80 mag Giokia: Mnef, 7,25 x 14,5 mm, woeibéc,
appikupto Siokio, nou géper ™ xapaln «AZ» Kat «B0» and T pin nheupd kal Gev gépen evbelfeis oy
GAAn nAeupd.

&, KMNII(EI NMAHPO®OPIEL: 4.1 Bepaneunkég evleifeig: To TAGRISSO we povoBepanein
(i yia: @ myv pikn Bepaneia perd Ty nAfipn EKTON TOU YKo CE zvnllm; unBev:h;
HE N PIKPOKUTIOPIKG Kapkivo tou nvedpova (MMKN) otabiou IB-1IIA, wv onoiwv o1 Gykor éxouv
anahoipég oto efivio 19 n perahAdfer; avukatdotaang oto eftovio 21 (L85BR) tou unoboxéa tou
emibeppikot aunukod napayovia (EGFR) (BA. napdypapo 5.1). @ wn Bepaneia npiying ypappng
evnhikuwv ooBeviov e tomika npoxwpnpévo f petootauxd MMKT, pe evepyonoinukeg petahhageig tou
EGFR. ® n Bepanefo evnhikaw aoBeviov pe tonka npoxwpnpéve i petactauxo MMKN Beukd o
petahha€n T790M tou EGFR. 4.2 Aocoloyia kat tpanog xopnynang: H évapén g Bepaneiag pe 1o
TAGRISSO npéne: va npaypatonoteftal and 11pd Epnelpo oTn xopiynon avikapkiviky Bepaneitv.
Orav eferaZeron n nepimwon xopnynang tou TAGRISSO, n katdotaon perdMha€ng tou EGFR (oe
Befypata oykou yio emkoupixn Bepanela kai oe Gefypota dykou n nAaoparog yia Bepanefa tonka
npoxwpnpévou N petaotaukol otabiou) npénel va npoobiopiZetar epappcfoviag pia enKUpwHER
Autikn peBobio (BAéne napdyparpo 4.4). Aogodovio: H ouviardipevn Goan elvai BD mg oopepuivipnng
ana€ npepnolwe. Ot aoBeveic oto mAaloio emkoupikng Bepanelog npéne va AapBdvouv aywyn
EXpI TV UNETPONR TG vogou h epgadvion pn anobekng tofikomeag. H Sidpkeia g Bepaneiag yia
nepoodtepa and 3 xpovia Giev pekernBnke. O noBevei pe Tonika npoxwpnpEvo n pewotaukd Kopkive
Tou nvedpova npénel va AapBavouv Bepanela péxpt v eEENiEn g vaoou N eppavion pn anobextng
mElm':mtm: Eav nupcqu:B:i pta Boon tou TAGRISSD, n Goon npénsl va avanAnpaveral KIOg £av n
Enupwn npwpuuuuuupzvn Goan npéner va Aniplei eviog 12 wpdv. To TAGRISSO pnopef va AngBel
pe i xwpic tpopn v {Bio wpa kaBrpepiva. [lpogapuoyec me Boonc Mnopel va anannBel Giakonn
g Gooohoylag kavn peiwan g Goong pe fdon v copakeia kar v avoxn kaBe aoBevous, Eav
efvar anapafinn n pefwon me Sdong, 16t n boon npénet va peiwBel ce 40 mg AapBavipeva anof
npepnalwg. 0Bnyfeg peiwong tng Gong yio wikdtnteg nou npokuntouv and aveniBupnteg evepyetes
napatiBevial otov Mivaka 1. Mivakeg 1. Luviotidpeves tpononowioes g G6ong tou TAGRISSO

Eykexpipévo keipevo 21.05.2021
Trnv EXAnvixn ayopa Kukhogopouv ol ouokeuaoies 1wv 30 Biokiwv

fidang o ooBeveig pe fima nnankn Sunleunupl{lu (Child Pugh A) fi pETpia nnaTkA ﬁuu);zrmupwn {Child
Pugh B). N iwg, pe Paon nAnb papj i avakuon, Gev uuv\m:mnl npnucppnyn
mg ﬁonn)m\lluq [ nnﬁzv:h; e fima nnankh Suakertoupyia (ohkn xohepuBpt

dpio (ULN) kot aonapukn uplvmpavmpzpmn (AST) >ULN 1 okt xn.l:puﬂpivn >1,0 mq 1 5x ULN Kal
onoiabinote upn AST) n pnplu nnatixh Suoherroupyila ok xakpuﬂpivn pnuEu 1.5 éwq 3 popég Tou
ULN ki onotaBfinote upn AST). H aopdleto kai n ane numu 10U PAPPAKEUTIKOY
npoidvrog bev éxer TexunpiwBel o aoBeveic pe anﬂlpn nnm'ntn fuok . Mexpi va ¥
GioBéopa emnpooBeta SeSopéva, Gev ouviotdtal n xopAynon oe aanm'( pe oofaph nnoukn
Gucheroupyio (BAéne napdypapo 5.2). Neppn GugAermoupyio: Me Baon tig KAVIKEG PEAETEG Kal Tv
ninBuopiokh goppakokivitkn avaAuon Sev anatodvial npooappoyég g Socohoyiag oe aoBeveiq pe
nma, péwpia i cofapn vegpikn Suoheroupyio. H aopdleia km n anoteAegpankGta autel Tou
pappokeuTkol npoidviog bev éxel texypnpiwBel oe aoBeveis pe veppixn vooo tehikol otabiou [kaBapon
kpeauvivng (CLer) witw and 15 mL/min, unooyiopévn péow e efiowang Cockeroft km Gault], n und
E{nw:q)plxn kdBapon. H B:panzu:l oaBeviov pe oofapn kot tehwot otabiou veppian Suckeroupyin
npénet va yivetar pe npoooxn (BAéne nupm,'puqm 5.2). Mﬂm H nuqu:l?tzm Kai n
anoteAecpanikdtnta Tou TAGRISSO oe naiia i eprfous nAikiag pikpdtepng twv 18 exdv Bev éxer
rekpnpuwBel. Aev unupmuv ﬁluBeul].ln Bebopéva. w Autd To lpnpynxemlxn npoidy
npoopifetal yia xphon ané tou otbpatos. To Biokio npéne: va kataniverar oAdkAnpo pe vepd kai Sev
npénet va ouvBifiera, va Siaipeital A va paoiétar. Edv o aoBevig afuvarel va kataniei 1o Siokio, To
Giokio pnopei apxika va Siaonapei oe 50 mL pn avBpakotxou vepod. Mpéner va pintetar ato vepo,
xwplg va ouvBAiferay, va £ otou va B pel kal va I aptaws. Mpénel va
npoatifierar eminkéov pad notipi vepou yia va Sioopakifea 6u Sev napapéver kanoto undAetppa Kat
om ouvExela va kataniveral apéowc. Aev npénet va npootiBievial dMa uypd.Edv anaweitar xopriynon
ptow pivoyaotpikold owhiva, npéner va axohouBeftal n iGio Giobikaoio onwe avwrépw akda
xpnolponolwviag oykoug wwv 15 mb yio mv apxikn Giaonopd kot 15 mb yia v éknhuen tou
unoAeippatog. To npoxintovia 30 mL uypod npéner va xopnyodvial adppwva pe g obnyieg Tou
nop n tou pwvoyaotpikol owhiva pe enapkelq exnhdoeic vepou. H Giwonopd kol @
unoAeippata npéner va xopnyodvial eviog 30 Aemtdv and v npoaBikn twv Siokiwv oto vepo. 4.3
A\rme:iEm;’ YnepeunioBnola om épwmdl ougia N o kanoo ano m exBoxa nou wuwépowul omy
nopdypogo 6.1. To Bakoapoxopro fev npenet va Anpﬁuv:ml pal pe 1o TAGRISSO (BAéne napuypuw
4.5). 4.4 ErBikEg npoeib noetg kat npopulak: nmngnun 0pIOpO!

e wetahabne ou EGFR: Trav :Ezuifr[ul n nap(ntmon xophynong tou TAGRISSO weg enxoupikn
Bepanein pera ty nAApn extopn 1ou Gykou oe aoBevels pe MMKT, eivar onpaviko n Betikn katdotaon
perahha€ng tou EGFR (anahoupés oto efivio 19 i perarhageis avikardotaong oto efvio 21 LBSSR
(LB58R)) va unobewvier mv enike§ipomma g Bepantias. Mpenel va egappoleal emKUpwpEVN
péﬂnﬁuc avahuong oe kMviko epyaotpio xpnatponouivias DNA tou 10100 tou dykou, nou eAngBn and
Prola n )u:lpoup\nxu ﬁzi\«yc Trav EEsm(mﬂ n nepimwen uupnynun: mu TAGRISSO wc Bepaneio yia
OV TONIKG PNYEVO N 5 MMKI, elvar onp va np iZera1 Beukn katdotaon
peraMhagng tou EGFR. I'Ipznsl va epappoletal emkupwpévn peBobog avahuong xpnoiHonoitvias eite
DNA tou dykou eEaxBév ond Sefypa 1otol n kukhogopouv DNA tou Gykou (ctDNA) AngBév and Sefypa
nhdopatog. 0 Beukdg npoobioptopog ng katdotaong g petalhalng tou EGFR (evepyonomuxe
petahhaer; tou EGFR yio t Bepaneia nplytng ypappie n peraMhagerc T790M peta mv e§ehifn vooou
ata  Bidpkeia i petd tn Bepanelo pe EGFR TKI) xpnotponoiiviag peBobo avaluong Booopevn ele
oe befypo 10100 n e Belypa nhd ¢ unobewkvier Mnhémia yio Bepaneia pe 1o TAGRISSO.
Qovooo, ECN xpnmpnnaln&ai peBobog uvuAuu'nq ue Baon 1o ciDNA n)muputoq KOl 10 unmz}\zauu elvar

*Enpeiwaon: H évioon wwv khivikdv oveniBipntwy aupBaviwv GiofobBpiferar otppuva pe v exboon
4.0 twv LuvaBuwv Kprmpiwy Opolayiog AveniBupntwy EupBaviwy (CTCAE) tou EBvikou Ivoutaltou
yia tov Kapkivo (NCI).

HKT: HAextpokapbioypagny QTc: Agonpa QT BiopBupévo we npog tov kapblaka pulpc

Esfiwol nAnfuguai: Aev anarteital npooappoyn e Gooohayiog olpgwva pe mv nhikia, To cwpoTKG
Bapog, 10 guAo, v eBvotikn npogheuon kal ng cuvnBeies kanviopatog tou aoBevolg (AAéne

nopaypogo 5.2). Hoonkd Suoherroupyia: Me Baon khivikeg peleteg, Gev onareitol npooappoyn g

S, Midpeon NveupovondBen Aiakonin tou TAGRISSO (BAéne napaypago p . nievepy prAnpwy ¢ avaduong He Gefypa 110l otav efvar eguxen, Aoyw
(ILD)/Nveupoviuba 4.4) g mBavomntag Yeubwe ap f Aeoy pe m xphon peBobou avakuong pe Paon to
Mpootapvis Siakan tou TAGRISSD éu :::mﬂ:z“a s . ""’“‘1’u g “E:":‘“"‘. rx zuelobey "f:i‘:
| 5 5 a 3 Ll H M P S VoD
f&ﬂ;laﬂr:;cpzﬂlmpﬂ ::::,ul:;‘lﬁ::::pﬁagf u::g:?;s :t:;‘::ﬁpo petahhaer; tou EGFR. A Gueon nvtuuuvunmu (LD ! ZoBapn, il yio T 'Ewﬁ 1 B popog
touhixiatov 2 Glogopenikd | T, eGv o opxkd OTc eivan peyakitepo Aigpeon TveupovoriaBeia (ILD) n opowdouces pe  Aidpeon MveupovonaBeis avemiBGpnteg
R FATS P ; mmﬁpuum; (n.x. nveupoviuda) éxouv nupmnpnﬂcf ae aoBevels nou eAafav Bepaneia pe TAGRISSO oe
Kapbiayyeians HKI and 1 ioo pe 481 msec, 1ate ex vEou W 0 . gy > p
evapEn pe peiwpévn Goon (40 mg) wmz; pehdrec. Ot nep s o A PN mﬂnu e
Bep ¢ AoBeveic pe npuvmmzpu 10T0pIKO ILB, pap you ILD, i and
Noparaan tou Siooriypatog umlquuAlu nou €xpnde Bepanelog pe otepoeibn, n onowabinote évbedn Whvikd evepyng ILD
OTc pe onpeio/oupnubpata | Opoukd Giakonn tou TAGRISSO anokAelomkav and ug khvikég peAéteg (BAéne nopdypago 4.8). ILD n opoidfougeg pe v ILD
ooBapiic appuBping aventBlpmes evépyeies avapépBnkay e 3, 7% wv 1. 4?9 aoBevidv nou ehaBov TAGRISSO oug pdm:l;
AveniBipnn evépyeia Mpoawpivi lakant tou TABRISSO yio ADAURA, FLAURA a1 AURA. ﬂme pOpeg nep 0E TOMIKA NPOXWPNYEVO i
BaBpod 3 fi ugnAétepn Sidompa péyiomg idg 3 ebopdbwv p:muw‘(im: atabio. Aev avaipép B OPES NP ¢ oe emimoupixn Bepanela. H ouxvomta
. : . eppaviong ILD frav 10,9% oe aoBeveis lonwvikng eBvotikng npoeheuonc, 1,6% ok aoBevei Aoioukng
Eavn |:!ver|l|Bu|.|nn‘| orEpyan efivotikng npogheuong kar 2,5% oe pn Aciates aoBevels (BAéne napaypapo 4.8). Mpene va Sievepyeiat
BaBpod .'i' fi ulunlam'pn ) L npooextukn afioAdynon GAwv twv ooBevidv e ofela 2vapgn kar'n avefnynin enibelvion nveupovikiv
Be)‘“"ﬁiﬂ A BaBod 2 Mnopei va yiver EXYeOU évopln oy oupnuwpdtwy {Bbonvolag, Prixa, nupetou) npokelpEvou va Aewotei n ILD. H Bepaneia pe outé w
0-2 per ana npogwpivt TAGRISSO Ly i61a S6on (B0 mg) fi 02 pappaKEUTIKG Npaidv npénet va Biokomtetal npoowpivd evaow exkpepel n Giepedvnon autidv Twv
6'?“"" wl.':TAGRISS‘ﬂ via | xaunhdtepn Baon (40 mg) oupmwpdiwy. Eav Gwyvworel ILD, o TAGRISSO npznei va Siokonel ko va opxiver kotahnAn
AMo 6'001"1"9 pépomg Bidpreiag Bepaneio onwe anareltar. H enavaxopnynon tou TAGRISSO Ba npénet va eexaerar povo peta and
3 efbopdbuy npooekukn aiohdynon ou ogehous kol tou kvblvou yio tov kaBe aoBewn §exwpiotd. Edviipoyo
AveniBUpntn evépyela Stevens-Johnson: Avagopeg nepiototistdv ouvBpopou Stevens-Johnson £xouv onavia avapepBel oe
BaBpod 3 f upnhdrepn nou ouvbuoops pe tn Bepanelo pe TAGRISSO. Mpiv ano v évapEn e Beponeiag, o1 aoBevels Ba npenel vo
Sev BeAncveral oe BaBpod LepLOvovIal yio onpeia kot oup ', tou ouvBipapou Stevens-Johnson. Eav qu)uwmuiwcnpelu
0-2 petd ané npoowpvn Optankn Biakonn tou TAGRISSO Kat hpota nou unolinkd) ou pop Stevens-Johnsen, 1o TAGRISSO 8a npéner apeoa vo
Giakonn yia Sidompa ﬁlumnmm npoowpiva n opioukd. Nopdtoon tou Biowpatoc OTc: Ie aoBeveic nou AapPavouv
péyiomng Bidpketag 3 TAGRISSO epgovidetm naopa tou Biomparog QTe. H nopa tou Slogwparog OTc pnopel va
efopabuv empéper aufnpévo kivbuvo kothiowiv taxuappuBdv (n.x kothakng txukapbiog Gikny pimbiou) n

aipvitio Bavaro. Aev avapepBnkay enewoobia appuBpiog oug pehéreg ADAURA, FLAURA n AURA (BAEne
nopaypago 4.8). AaBevels pe khivika onpavaxeg Biatapaxeg tou puBipod kal g aywyipdmIag Gnws
afiohoyolvial péow nhexipoxapbioypogpnpatos (HKM) npeplog (nx. Bidonpa OTc peyehinepo v
470 msec) anoxhelokay and auteg ug p:?u'mzq (1% nupu'vpulnu 4.8). Duav elvar :\pmd n xopnynon
g oopepuivipnng oe aoBevels pe ouyyeveg olvbpopo punpou QT npénel vo unuq::ulrmi ﬂpaﬂet va
ekealetal 10 zvbzxouzvu nepiobikng napakoholBnong pe tn Bievepyei nheriporap

(HKI) kot m uEtpnun nAextpolutiv ge ouﬁwd: pe ouppopnIkA kapbiokn apkeia, b

v nhextpohutiv, i o exelvoug nou AapBdvouv pappakeutika npolwru 1a onofo elvar yvumu ou
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nopateivouv to Gidompa QTc. H B npénel va piva oe aoBeveic nou
avantiooouy Hidotnpa QTc pzvm\mepo wwy 500 msec oe oukdxiotov 2 ﬁloq:opmnn HKT €wg drou 10
Gudomnpa QTe kotaotei pikpotepo twy 481 msec f enavéhBel oty apxikn PR Koy edv 10 opxike Tc
eivar peyahitepo ond n ioo pe 481 msec, 1ote vo opxifel ex véou n xopnynon tou TAGRISSO oe
peiwpévn Boon enwe neprypapetar otov Mivaka 1. H oopepuvipnn npénet va Biakortetal opiotika oe
ooBeveic nou avantdooouv napdracn tou Sioompatog OTc oe ouvbuaopo pe onotobrnote ond ta
axohouBa: Kothiokn tnxumpﬁlu Biknv plmﬁmu. noluuupq)n kothiakn toxuxapbio, anpeia/oupmpata
woofapnc appuBpiac. : Le oAec g kAvikeg Sokpe, to Khaopa
EfwBnang g Apiotepng Kowhiag (LVEF) peioveran neproodepa ano n {oo pe 10 nocoonialeg povabeg
kal pia peiwan oe Mydtepo ano 50% avékuype oto 3,2% (40/1233) twv cofeviov nou ehaBav Bepancia
pe TAGRISSO, o1 onoior eixav pio apxikn ko pia awdkouBn extipnon tou LVEF. Ie aoBeveic pe
kapbiakotg napdyovieg kivBUvou Kal OE EKEIVOUC PE KOTOOTACELS Nou pnopolv v a ennpedoouy to LVEF
npénei va eferaZeral 1o evbexopevo napakohouBnang tn kapiakng Aertoupyiag, oupnepihapBavopévng
e ektipnang tou LVEF kotd mv évapEn kal katd m Guapkeia g Bepaneioc. Ie ooBeveic nou
avantiogouv oxenkd kapfiaka unpaul‘uuyntmpmu xmu m Gidpkein g Hzpunzwc npana va

eniBiwon (BAéne nopaypagpo 5.3). Aev pnopel va anoxk)eiotei o kivbuvog yia to BnAadov naibi. O
BnAaopdc npénel va Giakometol katd  Gidpkeia g Bepaneiog pe to TAERISSG Tovigotnra: Aev
undpxouv Gebopéva yia mv enibpoon tou TAGRISSO omnv avBpu yovip . Ta aor EO)
pekentov o neipopatawa exouy Bei€el on n oopepuvipnn emibpa ota dppeva kat 1a BAken dpyava
ﬂvanupaymw'\q Kol Ba pnopotoe va pzubazl 1 yovipotnta (BAéne napdypapo 5.3). 4.7 Embpd

omv ¢ xat ol p pa To TAGRISSO fev éxer kapia n éxel
gonpavin enibpaon utnv IKavtnta oﬁn\mcmc KOl XEIPLOPOU i potwv. 4.8 AveniBipnteg
evépyeieg: . Meerec oe ooBeveic ye MMKIT Benind via peraAAdterc oy

EGFR. Ta Gebopeva nou neprypagovrar nopakatw napouatadouv v ékBeon ato TAGRISSO oe 1.479
aofleveic pe pn pikpoKUTIOPIKG Kopkiva tou nvedpova Benko yio peraMéEeic Tou EGFR. Autai o
aoBeveic eAafav TAGRISSO oe Goon wwv B0 mg npepnaitws oe tpelg peveg pekteg Oaong 3
(ADAURA, enikoupikn Bepaneio, FLAURA, npwmn ypappn kot AURA3, Belnepn ypappn pévo), Buo
pehéreg evog okEAoug (AURAeumAURAZ Gelrepn ypappn n ennpzvn) Kat pio pelsm Cl)uunc 1 (AURAL1,

npumn ypoppn n znupnm) (BAéne nopaypog 5 1). Ot nep PEC p pyEles ftav
Bafpou 1n2 oe B O 0 B0 C (papy (ADRs) fitav

eEm(eml 0 evh hovBnang g kopb pyiac, oupnepihapBavopevng e

ppota (47%), e&wﬁnpo (45%), nupovuxtu {33%) Enpoﬁspylu (32%) kol otopotiuba (24%). O

ektipnang 1ou LVEF. Ie pia Sokipn emkoupikng Bepaneiag eAeyxopevn pe eikovika pappake {ADAURA),
10 1,6% (5/312) wwv noBeviv nou €\aflav Bepaneia pe TAGRISSO ko to 1,5% (5/331) wwv aoBevidv nou
£haflav elkovikd pdppako eppavioav peioels oto LVEF peyahdtepes and n foeg pe 10 exatoomaieg
povabieg ka1 pia mon gt hiyotepo ané 50%. Keparinba: Kepatiuba avapépBnke ota 0,7% (n=10) twv
1.479 aoBeviov nou éhofav Bepaneio pe TAGRISSO oug pehéreg ADAURA, FLAURA ka1 AURA. Ot
aoBevels nou napouoiGfouv onpefo Kol oupmwpata eviieknkd kepatiubag, 6nwg ofefn
embevoUpevn: pAeypovn Tou ogBakpod, ﬁuupt'lppni.u euaioBnoia ato s, Bapnn dpaan, novo tou
mpﬂuhpuu n/kai efépuBpoug opBakyiol npéner va nap | apéows ae ogBadpiatpo (BAéne
napdypago 4.2 Nivaxa 1). HAikio ka1 owpaniko Bapoc: Hhu(mpz\m aoBevelg (65 mw]  ooBeveic pe
xopnAd owponkd Bdpog (<50 kg) evbexopéveog Bplokaviar e oufnpévo kivbuvo va avarmufouv
avemBopnteg evépyeieg BaBpol 3 A peyalinepou. Ie autolc Toug aoBevel cuVIOTATOl NPOCEKTIKN
napaxchoUBinon (BAéne napéypago 4.8). Ndrpio: To pdppako autd nepéxer Mydrepo and 1 mmol
vatpiou (23 mg) ava Siokio 40 mg fn B0 mg, GnAabn eivol ougiooukd «ehedBepo vatplous. 4.5
AMAnAemibpé pe dMha @opy 6 npoidvia ket dMeg popgpéc u.nn'.\muipmg
mmmmmm 01 1oxupol enaywyeis tou CYPIAL pnopel va pedaouy my exBeon
g oopepuvipnng. H umy:paviunn pnopel va ounoel v éxkBeon unoatpwpdTy e NPUITEVIG
aviigtaong w0y Kupxl\rnu Tou uuumu (BCRP) Kot g P- Vi\uunnpm:fvnq (P-gp).

- In vitro pedéteg kmebeifov du o
usmﬂohupuc @uaru: I'mg uuluepuwunn; ﬁlrv:m'zrml Kupiwg peow wwv CYP3AL kai CYP3AS. Ie pia
pekemn kKAvIkAG pappakokiviukng rou Sie€nxBn oe aoBevels, n ouyxopiiynon pe 200 mg npaxovaloAng
Big npepnoluwg (roxupos avaotohéag tou CYP3A4) Bev eixe khivika onpavakn enlfpoon omv exBean me
Dmpspmdunrn; (atnon mmlq;ﬁvau:uﬁmunémv rapnihn katd 26% kat peiwon g € kad 20%). Katd

avemBUpnte evépyeieg BoBpod 3 kai BoByod 4 ong peAérec fivav 10% kar 0,1% avtiotoa. Le ooBeveig
nou éhafav TAGRISSO 80 mg dnaf npepnaiwe, ot pzld)o:lqmcéﬁunq efartiog avenBipnwy :vsp\rmiw
gppaviomkay ot 3,4% twv aoBevidv. To nodootd Biakonng efamiog uvmlﬂupn(mv EVEpYEIWV ATOV
£4,8%. AoBevelg pe otpikd nmipmn ILD, papy yapevn ILD, povitido and Bokia nou
&xpnde Bepaneiag pe oteporibn, n onotabnnote éveifn kAvika evepyng ILD onoxheiomkav and ng
ﬂwlm; pr.\m:q Anﬁevzlfq e Kll\llv.u nnpumun; Biotapaxég tou puBjiol Kal TG aywyIPGTITAC AN
afiohoy péow pbioypapnpatog (HKM) npepiag (nac Gidonpa OTc peyaAitepo Twv
470 msec) anokAeiomnkay um: autég 1, pz.\rm; 01 aoBeveic aflohoynBnkav we npog 1o LVEF kotd
Siahayn wat kaBe 12 efbopabeg ot ouvéxela.

: 01 ovemBUpnTes evépyeieg éxouv npoobiopiotel
OUppWVa PE TG yopieg ¢ otov Mivaka 2, dnou eivar Guvatéy, pe fdon m ouxvatna
eppaviong Twv ouykplopwv avapopov avenBipntwy evepyeidv o éva aBpolonikd olvoko and
1.479 ooBeveic pe MMKN Beukog yio pezahha€er; tou EGFR, ot onoiol éAafav TAGRISSO e Sdon
Twv Hﬂ mg nyepnuimc ang p:lzm; ADAURA, FLAURA, AURA3, AURAex, AURA 2 xar AURA 1. O
| lmpqxuwu He v Kmnyoplu Upyuvu(nu ):uumpmu: (S0C)
o .\zEu(u MedURA_ E\n:uc szr kamyopiag opy p G 10U
appakou eival tivopnpeves Baoe: ag, PE TG OUXVOTEPE npaeg.

G, o1 avemiBUpntes evepy

PYELEG VO 1y

Eviog kaBe opabag uuxvémtuq. o1 aveniBUpnTes evépyeies Tou Quppdkou napouaiafovial Katd celpa
@Bivouoag oofapomrag. EninAéov, n kamyopla cuxvotmog nou avuotouel ge kaBe aveniBupnm
evepyela BaoiZerar om otpBaon CIOMS Il kot opiZetal we e6ic: nokd ouxvég (21/10)" ouxvés (=1/100
£wg <1/10)" oxt uu)m':q (z1/1.000 étuq <1/100)" onawvieg (zml] 000 éwg <1/1.000)" noAd ondvieg
{<'IHD DI]U) pn wmm:; (Gev pnopnuv va exupnBov ond ta GoBéoipa Bebopéva). Mivakag 2.

guvenea, o1 avaotohels tou CYP3AS ev eivar mBovo va :nnmeuw b exBeon m ooyepvipnng. Aev
Exouv tmnunutrﬁd neponEpw mu:hmm &vupa. i

- Le pia pehem Mwmnl; POPHOKOKIVITIKNG O Elz{nxﬂn
oe aoBevelg, n AUC g oaipepuvipnng o otaBepanoinpévn kataotaon peidBnke kawa 78% dtav
ouyxopnynBnke pe pupapmiivn (600 mg npepnoitg eni 21 npépu;] Duuir.uq, n £xBeon otov uuuﬂuhhn
AZ5104 pamﬂnnz kaa B2% doov agopa oty AUC kat 78% doov agopad €. . Luviotdtai n :mulpuvn

nou 8 ouig pehéres” ADAURA, FLAURA xat AURA

NG TAUTOXPOVIG XOPAYNONG 10XUpWY enaywyéwy Tou CYP3A (nx. o G Kal A £G TOU Meiwpevn opekn Tohi ouxvn (19%) 1,1%
KupBupqunivnq) uz w0 TAGR!SSEI Métpiou BaBpou Enu\'wydc Tou CYPSM (n X: Buumuvn peraPohiopod km g
pafipevin, [ pobag unupEI :nlan( va pamuuuv mv exBeon omy ualusptlwpnn Kat Bpéyng
npénelva zpnmuunomuwm e npegoxn, i va anogetyoviol otav efval zqumu ADev undpxouv BioBéoipa 7 y
whivika ﬁaﬁuue\m npokeygvou va yiver olotacn yio mv npouuppuvn g Goang tou TAGRISSO. H Asropaxks m:n Enigsaly) Fioom {53} a
mumpwn xpnﬂn oy ﬂuhuupnxupmu a (BAéne nopaypago 4.3), Emﬂemu_ﬁnmm uovhpatos, Tou Midpeon ) T (3,7%)° 1,1%
: Le pia pehém KAVIKAG PappaKOKIVITIKAG, N Bipoxa Kat Tou nveupovonaBeiat
ouyxopfiynon openpalodng Gev npokddece khivika onp £G Bokés wwv exBE mg
J . A A s 4 peoobuwpakiou
pepuvipnng. Ot napayovies nou e 10 yootpiko pH priopotv vo xpnoonoinBouv " - -
Towdxpova pe 1o TAGRISSO xwpic neplopiopotic. Apgonéc ouoiee v onolwy ol GupKkerpdiEIC Awotapaxég Tou Aidppoia Tlohd ouxvi (47%) 1.4%
oAdoyatoc unogef va wononoinodv ond o TAGRISSO: Me Baon in vitro pehéteg, n oapepmvjunn elvor Yootpeviepixod Froparinba® Tlohs cusv (24%) 0.5%
nvm‘lrumu‘nnnc avagoAeag Wy PETOgopEwy m( BCRP Ez e khvikd peketn gopp G, N :
ouyxopfiynan tou TAGRISSO pe m poc butpesyia g BCRP) aignoe mv AUC pBadpixég atapaxé | Keparind Oxt ouxvi (0,7%) 0,1%
Kat m C“_ mg ?nuouﬁuututi\fm Kata 3?% wai 72%, avtigroixo. .‘Aaﬂzvdq nou .\npﬂuvw mu}uxpwu J—r— EEavnpat Mohd  (G5%) 0.7%
oywyeg pe biaBeon efopropevn and wmv BCRP wai owevo Bepanevukd Beikin npener va 5é
3 | " B , 4 3 £ppiatog Kai Tou = - s
napakohouBotviar oeva yio enpela peraBohng ou BaBpod avoxng oy tautdxpova xopnyoupevn unobépten 1oTol Mapovuxic’ Mohd guxvn (33%) 0.4%
uynwﬁ wg anoteheopn g aufnpévng exBeong kaw m &épnzl.u Mwnq 1ou TAGRISSO (Bhene P =noobeonia® loks ouxvh (32%) 0%
nﬁpuypatpo 5 2). Ee pta pekem khvikag muppukum\rrmm(, n guyxoprynon tou TAGRISSO pe poscoy -
) unootpwpa tou CYP3A4L) pslu:uz v AUC ke € mg opBaorativng Katd Kvnopog' Mokt guxvn (17%) 0,1%
9% w1 23% aviiotowa. O p:mﬂukzr; auTES efvan pIKpeEg Kai Bev efval mBuvu vo éxouv kKAvikn anpaoia. 5 .
01 khvikeg pappakokivitikes aAnhembpage pe unootppote tou CYP3AL bev eivar mBoveg. Aev Monexia Tt (4,6%) g
pnopel va anokheotel o kivbuveg peiwpévng éxBeong ota oppovikd avaouMnmuxa. Ze pla khvikn Kvibwan Tuom (1,9%) 0,1%
uehémn aMnhenibpaong pe tov unofioxéa X tou mpeyvaviou, n ouyxopnynon tou TAGRISSO pe - .
peCopevadivn (undotpwpa g P—gp) m'xEnuE ww AUC kot i € ng ge€opevabivng kaa 56% (90% CI Elgﬁpou? nakayo- Tuwwefi 1,7%) 0
35, 79) ko 76% (90% C1 49, 108) s ané pio epdnaf Goon kot 2 27% (90% C1 11, 46) ka1 26% (90% C1 6, 7 "":g"“ _
48) o oraBep I .01 ouBtm;nuu AopBavouy Tautxpovn poppakeUTIK epubpoSugmioinaiag
aywyn pe GiaBean efoprcdpevn ano mv P-gp kai pe oteve Bepanevuko Gelkmn (nx Biyofive, Mohipopypo eplBnpa™ | Txi ouxva (0,3%) 0
GoPiyorpavn, ahiokipévn) npenet va nupcxm\uuﬂmiwut otEVa yio unpzlfu umBAnBzfuuc avoxig, wg . ] 5
anoteheopa qunpz\mu; éxBeong om uuyxupnvoupﬂ'n pappokeUTKn aywyn, evid AapBavouv 1o Bepyanxi ayyaata Do v (0,3%) B
TAGRISSO (BA. napaypapo 5.2). 4.6 Tovipd xunon xat yahouxio: MWMI:ILIIMW EdvBpopo Stevens- Inawia (0,02%)
Huﬁnuy_nmum Fuvalnz: avanapaywykng nAikiog npenet va Mul}uvuuv obinyies yio wv anopuyn Johnson"
wuuyuuuvm: ®aTa m ﬁ]upmu Anyng tou TAGRISS0. 01 aoBeveic npenei va .’nuuﬂu\luw ofinyleg yiom Tapaxhivié eEevdioesg | Mopéraon wou Dt ouxvi (0,8%)
xphan HEQWV OhAnip vio g axohouBeg xpu\rm; nepioboug peda mv Bioohparoc QT #
nAnKAnpmun g Bepanelog pe outd To PappOKEUTIKG npulov toukdxiotov 2 Pives yia ug yuvaikeg Kal - - - -
& pives yia Toug avbpec. Aev pnoped va ar o Kivbuvo eipevng Exfizong ota opy (Evpfipora Bacopéva | Apifudc heukorumdpuwy | Mohd ouxvi (65%) 1,2%
aviguMhnmika. Kumm Aev undp n efvan 10 bebopéva avopopikd pe m xpnon mg oe Aéop pewwpevog”
oapeptvipnng e éykueg yuvalkes. MeAetes oe nepayatafwa exouv bel€et avanapaywyikn 1o§imomra ;&tﬁu?w “‘“‘. - ApiBpoc Meppokurtdpey | Mok ouxvi (62%) 6,1%
(epBpuikn Bvnowdtma, pewwpévn avamugn tou epBplou, kar Bavato wv veoyvtdy, BAEne napaypay [ g pERpévoct
5.3). Me Baon tov pnxaviopo Spaong tou kai 1o npokhvika Gebopeva, n ooepuvipnn pnopel va g PaBpovépnang kard - = -
npokahéce BAaBn tou epfplou Grav xopnyeltol oe pio £ykuo yuvaika. To TAGRISSO Gev npéner va CTCAE) AP'H”?Q aiponetahiwoy | Mok ouxvi (53%) 1.2%
xopnyeltar Kot m BIGPKEID NG EYKUPDOUVNG EKTOG £V N KAIVIKN Katdotaon ing yuvalkag anaitel HEKipEvOCT
ﬂepun:lu pE v oopepuvipnn. ﬂnhumc sz lvat wumw edv n oopepuvipnn i ot perofoliteg g ApiBuog ouberepogiiuwy | Mokl ouxvi (33%) 3.2%
oo avBpnive yaha. 01 nAnpogopiEg yio v EKKpIon tng oaipepTvipnng fi Twy uﬁuﬂu}\nmv PElwpEVDR®
mc oto yaho wwv {wv elval avenapkeic. Qotooo, n 1 kat ot petaPoliteg tng =
ota Bnhafovia koutaBio kai unnp€av avemBupnteg eniBpaoerg oy mu':mufn Twv KoutaPidv ko v Sm:f_:? afpog Tuxvi (7%) )




“Tuykevrwnxa bebopeva twv peherwov ADAURA, FLAURA kar AURA (AURA3, AURAex, AURAZ kat
AURA1)" ouvoyidovtal povov oupfavia aoBeviv nou éAafav touhdxiatov pia Goon tou TAGRISSO we
Tuxatonownpevn Bepaneia toug.

"LuviBin Kprpia Opoloyiag AvemiBipmuwy EupPéviwy (CTCAE) tou EBvikod Ivottoitou yio tov
Kapkivo (NCI), éxboan 4.0.

‘HspMpBqu 6|upzcn nveupovonaBea, nveupovitda.
A ¢ oupfa BaBpou 5 (8
ﬂepllup&mm eﬁzﬂmn Tou otoparog, oropatiuba.
“MepihapPaver: EMleppa tou enBnliou tou kepatoeifous, Giafipwon tou kepatoeifous, kepatinba,
ouk kepatiuba

epihapfaver: akyn, Seppatinbo, Geppatiuba opodfouaa pe axpn, papy o efavBnpa, eplBnpa,
Budakinba, hiktawo, efavBnpa, eEdvBnpa epuBnparw efovlnpo Bulokibbes, yevikeupévo
efavBnpa, knhibwbeg favBnpa, knhiboPhaubiobe efavBnpa, Branbwdeg efavBnpa, phuktavinbeg
eEavBnpa, pwbeg efavBnpa, puonkibwbes efavBnpa, faBpwon beépparoc.

"MepihapBaver: biatapoxn g Koitng 1wv ovixwy, Aoipwn g Koitng ovuxa, PAeypovA TG Koitng
ovuxa, Suoxpwpanopds ovuxa, & i dvuxa, Suotpopin ovuxa, Aofpwn Twyv ovixwy, xphan
bvuxa, pofibioeig ovixwy, Tofdtnta Gvuxo, ovuxahyio, pAfn dvuxa, ovuxohuan, ovuxopaGnon,
ovuxopahakia, napovuxia.

“NepihapBaver: Enpobeppio, éxlepn, pwypec Bépparac, Enpbbeppa, Efipwon.

‘f!zp|l|:||.|Buv:| kvnapog Twv AAEpapwY, KVNOPGE, KVNOPGG YEVIKEUWEVOC.

“févie and toug 1.479 aoBeveig ong pehéreg ADAURA, AURA kai FLAURA avégepav noAupoppo
epuBnpa. EAngBnoay enlang avagopég yia noAdpopypo epUBnpa petd v kukhogopin Tou npoidvtog,
oupnepihapfavopévwy 7 ovagopdv and pia peAém napakohoUBnang petd v kukhopopia tou
npaiéviag (N=3.578).

OExmphpevn ouxvomta. To avidtato 6pio Tou 95% Cl yia ™ onpewnkn extipnon (point estimate) eivar
3/1142 (0,3%).

“AvapepBnike éva oupBav oe pia peétn petd v KukAopopia Tou NPoIOVTOG Kal N OUXVOINTA IPOEKUYE
ané ug peAéreg ADAURA, FLAURA kol AURA kai t pehém petd v kukhopopia Tou pappdkou (N =
5.087).
5

) kara CTCAE.

5. ®APMAKOAOIIKEE IAIOTHTEE: 5.1 ®@aoppaxkoSuvapikég 16idmreg: DoppokoBep d
yopia: avuveonhacpouikoi nopayovieg, heic npwrieivikng Kkivaong kwbikg ATC: LOTEBD4.
Mnxavioysc Bpdong: H oopepuvipnn eivat A Agag g T n¢ Kivaong (TKI). Anotehei pn
avaatpéyipo avaotoéa twv Ynoboxéwv tou Enbeppikou AuErmxnu TMapayovea (EGFR) nou gpépouv
perala€eig evaoBnronoinong (EGFRm) ot TKl-ovBexuwn petaMafn T790M. @appaxobuvapixeg
enibpaoeic: In vitro pelérec éxouv xatabeifer 6u n oopepuvipnn exer uynAn Bpagukdmia Kat
avagtahukn Gpaon évavi ou EGFR OE €vo eupl @aopa Ohwv Twv KAVIKG OXETIKIOV KUTIODIKWY
OEPWV PN PIKp tou nvedpova (MMKN) pe perahha€er evaioBntonoinang tou
EGFR kat petnMnEauc T'.T‘JIJM (lpulvupzu( IC,, and & nM wg 54 M &vovn Tou puopopuliwpévou
EGFR). Autd enipépel avoatoAn ng uu‘rmpmnc avanwéng, evd eppoviferal onpavikd pixporepn
Bpdon évovn tou EGFR oz kutiopixéq ompéc guokod tonou (pawdpeveg IC, ond 480 nM éwg
1,8 nM évavn puogopuhiwpévou EGFR). H in vivo and tou otdpatog xopAynon ooipeptivipnng
npokaAece ouppikvwon Tou Gykou Taoo oe fevopooxetpata MMKI nou pepouv EGFRm kat T790M
xaBic xar o Sioyoviblaka povicha dykou nvelpova novukiwv. HAextpopuoicdoyin tng xopBiac
To Suvapikd nopdraong tou Giaothparog OTc and 1o TAGRISSO afiohoynBnke oe 210 aoBeveic nou
éhoPav oopepuvipnn 80 mg npepnoiwg om pz.\zm AURA2. EuMexBnkav Sioboxika HKIM perd ano
epano 6oon kabuwg kat om v afiohoynBel n enibpaon mg
oopepuvipnng ot 6luu'mpum DTc Mia nvu.luan It ¢/(poppakobuvapikn nposﬂhsp:
oxendbpevn Je 10 Gapy p Tou 6 ﬂTI: katd 14 msec gt 80 mg pie &vw dpio
16 mse: (90% EI) n E g a
o .

10U TAGRISSD Yia mv zn\xaupmnazpunéu un&wmv e MMKH
Benko oe EGFR pnn}\lﬂ{ﬂq (Ex19del n LBﬁHR) ol nnn[nl eixav unofiAnBef o nAnpn extopn Tou nymu

Kain

P

e N xwpic nponyolyevn znlmuplm i} LT
Tuphn, ekeyxdpevn pie EKOVIKO QappaKo pekém (AI]AURA) 01 emiAeEipor aoBeveic pe eEaipéorpoug
wn.uuc otabiou IB-IIA (oUpgpuwva pe mv Apepikavikn Kowvn Entponi yia tov Kapxivo [AJCC] 7° éxboan)
£npene va gépouv petahAafeig tou EGFR (Ex19del A LBESR] al nnnln(; mmonmnﬂnunv pzum mg
Sowpaoiag npoobiopiopoy peraaewv EGFR cobas nou Bievepy

uhiko and Poyla n xerpoupyixa Seiypa oe éva Kmplltﬂ :p\'uumpm O nuﬁzvd( mxmnnmnﬁnm 1 l

thore vo hdPouv TAGRISSO (n=339, 80 mg and tou otdpatog ana npepnoiwe) n eKoviko pappako
(n=343) pews and avappwon and xeipoupykn enépfoon kol npotunn enikoupiki xnpetoBepaneia,

plota 8 Hipd wv aoBevibv of onoiot eixav nopdtaon tou Sioomipatog
QTcF >500 msec.
“AVONGpIoTd T QUXVOTNIO EPPAVIONG TWV EPYQOPIOKWY EUpNPATWY, OXI TWV GvogEpp énou
avemBopniwy oupBaviwy.

Depvpogn endevuévey aveniBopntay avubpdoewy: Awueon nveyuovondBe (LDk Tug pehétes
ADAURA, FLAURA wai AURA, n ouxvomna eppaviong ILD ftav 11% ce aoBeveic lonwvikng sBvoukng
npoghevons, 1,6% oe osﬁsvefq un lanovikng Auumm’l; eBvoukng npogheuanc kat 2,5% oe pn Aoidteg
nanziq 0 Euuptum: xpavog MPEHC g ILD A wov avemBipntwy avabpacewy nou opotadouv e my
ILD ftav B4 npepeg (BAéne napaypogo 4.4). ﬂmﬂu_mﬂmmﬂl’c Ano toug 1.479 aoBeveic
Twv pekettiv ADAURA, FLAURA kai AURA uno Bepaneio pe TAGRISSO B0 mg, to 0,8% wov aoBevtiv
{n=12) bi ou eixe QTc peyohitepo twv 500 msec xai 1o 3,1% v aoBeviov (n=46) slxz
abnon tou apxixed OTc peyahitepn twyv 60 msec. Mia avahuon gapy
pe 1o TAGRISSD npotBheie eopripevn and n ouykévipwon alnon g napataons tou Siaompotog
QOTc. Aev avopepBnrav nppuﬂpisc oxeufopeves pe 1o Gibomnpo OTc oug pehéreg ADAURA, FLAURA
A AURA (BAéne nopaypagoug 4.4 kai 5.1). Emnigeic tou yootpeviepikal guomipgroc: Tug pehéteg
ADAURA, FLAURA xa1 AURA, ovapépBnre Bidppota oto 47% twv aoBevidy, ¢k wov onolwy 1o 38%
Atav oupBavia BaByol 1, to 7,9% ftav BaBpod 2 xai 1o 1,6% mav BoBpod 3 « Gev avapepBnuay
oupBdvia BaByod & i 5. AnarmBnke pefwon me béong oto 0,3% wv aoBevtby ket Biakonn me baong
oo 2%. Tesoepa oupBavra (0,3%) obiynoav e Siokonn g Bepaneiog. Im pehémn ADAURA, FLAURA
wai AURA3 o Sidypeoog xpovog éwg myv evapEn v 22 npépzq. 19 nuéps: wai 22 npép:(, avtiotowxa,
ka1 n Biapeon Giapketa twv oupBaviwy BaBpod 2 Arav 11 anpzq. 19 nypeg kat b npépe, ovilotoixa.

Amm ‘Exouv nopampnBel nplnpes patoas wwv Sidpeowy epyaomplakiv
petphoewy Twv Aeukokuttapwy, Aeppokuttapwy, oubetepogihey kot aponetahiwy ge aoBevels
nou éhoBav Bepanefa pe TAGRISSO, ot onofe araBeponomBnkav pe v napobo ou xpovou kat o

.u,“.umm } HIKNG

pnynBnke. 01 aoBeveic nou Gev éAaBav enikoupikn xnpeoBepancio tuxatononBnkay eviog
10 efbopabuv kat ot aaBevels nou ehaBav enkoupwn 6 {o eviog 26 efopdbuwy petd m
xeipoupyikn enépfaon. H {non otp f pe Béon tov wnoe peakhagng tou EGRF
(Ex19del n LBSAR), tnv eBvoumn npoédeuan (Aowaukn i pn-Actatikn) kat i otabionolnan pe Baon
Biobeppurn BiaBwpakikA Broglo pe Behdva (pTNM) (1B 1 11 i IHA) otpipuova pe mv AJCC 7 éxBoon. H
Bepanela xopnyABnke péxpt v unatponn g vogou, pn anoliextn tofikatma i yia 3 xpovia._To pérpe
Kuptag éxBaong anorekeapaukdmrag rav n emPiwon ekevBepne vooou (DFS) kata v afiokdynon
1ou epeuvntn otov nAnBuapd otabiou II-IIA. H DFS katd v afieAaynon tou epeuvin otov ninBuopa
oablou IB-IIIA {ouvohkog mAnBuopdg) ntav éva eninpéoBeta pétpo &xBoong anoteheopaukdmag.
AMa emnpooBeta perpa exfoong anoteheapoukdtniag iav 1o nooootd DFS, n ouvohikn emPiwon
(0S), 1o nocootd 0S kai o xpdvog éwg my embelvwon om oxendopevn pe v uyela nowia Jwnig
(HRQoL) oto SF-36._Ta Gnpoypatpika XapaKmpIoTIKG KOL T0 XGPAKINPIOTIKG TG VO0OU Tou duvolikod
nhnBuopal firav: Biapeon nhikia 63 etdiv (edpog 30-86 extdv), =75 exdv (11%), Brkeg (70%), Agiateg
(64%), aoBeveis nou Bev nrav note kanviotég (72%), Kardotaon AemoupyikAg kavatntag 0 (64%) i
1 (36%) pe Baon v Kkhipaka tou Naykoopiou Opyaviopod Yyelag (MOY), orabio 1B (31%), axdbo It
(34%) wau 1A (35%). Doov agopa mv kodotoon petahagng tou EGFR, 1o 55% v anakoipn oo
£Edvio 19 ki to 45% frav petahaters avakauaotoong oto fivio 21 LBSBR, 9 aoBeveis (1%) elxav
enfong wutaxpovn de novo peraMhagn T790M. H nhewoynpia (60%) wwv ooBeviov ehafe emmoupiki
xnpeioBepanio npiv and my twxatonofnon (26% 1B, 71% IIA, 73% 11B, 80% NIA). Kata t xpovikn ouypn
e anokonig 1wy Gebopevawy, 205 (61%) aoBevels nrav axopn und evepyn Bepanela, and toug 73
(11%) aoBevels, o1 onofor elxav mv eukaipio va chorAnptioouv v piemn neplodio Bepaneiag, 40 (12%)
v o1e okeheg g oolpepuvipnng kat 33 (10%) oto oxehog tou ewovikel pappakou. Ynapxay 37
aoBevelc, o1 onoloi elxav unotponn g vooou und 1o TAGRISS0. O1 nio ouxva avapepopeves Beoeig

QUVEXEID NOPEPEIVOV NOVW QRO 10 KAXWIEpo opio 10U uaiohoyikol. Exouv avapepBel avemBip

auuﬁﬁvm Azumnwiu:, hepiponeving, oubeteponeviag kar BpopBoneviag, 1 nepoodtepa and e onola
fAtav nnag i pepiag ooflapdntag kai Gev obiynoav oe Biokonn e Boone. Husiwever: Tug pdmsc
ADAURA, FLAURA ka1 AURA3 (N=1.479) 10 3% 1wy aoBevidv ftav n)uniu( 45 Env Kot peyal

n¢ ntav: nvedpovag (19 acBeveld), Aepyp ¢ (10 aoBeveic) ko1 KNE (5 ooBeveig). Ynnpxav
157 uuﬂmi:, ot onofol Exav UNOTPONN NG VOGOU UNG T0 EIKOVIKD (pappako. Ot nio ouxva avapepopeves
BEaeig Mmav: rm:uuuvnc (61 uuﬁw:lt;) Aeppobeves (48 wﬂ:v:lc) wm KNE (34 aoBevei)._H ADAURA

wa1 w0 12% rtav nhikiag 75 ey kot peyu.\ur:pnt;. Ie oUyKpION WE VEOTEPO TOPD (<65) NEPIODOTEDTL
ncBw:ic =45 giv aveépepav uvznzﬂuum:q Epyetes ol onolec enég 1por ne Suuncmu
papyiKou e p's.\zm( (ﬁlenanz: n peidoei) (16% evava 9%). Ta eibn wwv avemBip

waebeife p pzlwan arov kiviuvo unotponng e vooou n Bavitou yio noBevels nou
£haPav Bepaneio pe TAGRISSO e olykpion pe ooBeveig nou ehaBav eikovikd pappaxo otov nAnBuoyio
muﬁ(uu II-IIA. Napdpota anoteAéopata nupumgnﬂnmv otV nlnﬂuouu otablou 1B-IIA. Ta Gebopeva

€ g (OS) Bev irav Wpipa kawa m xpuwm ouypn me avahuang me DFS. Ta Gebopeva

nou uvulpapﬂnmv oy nupuuom ave€opritwg nhkiog. O peyaliepot e nhkio ooBevelg ',. P!
neploottepeg aveniBlpnteg evepyeies BaBuol 3 n uPnAdtepou ouykpItika Pe toug vedtepoug aoBeveic
(13% evavn 8%). Aev nop A ¢ A o perokl v aopwy

phBnkav e Bagopéc T
Uty Kar Ty veotepwy atopwv. MopompnBnke éva owBepo npdruno ata unma\zaum uuq:ulmm;
Kol anotehegpouikomiag oy avahuon twv pehewiv AURA Oaong 2.
Ie auﬂml; HE xupnh umuaum Bapog (<50 kg) nou lnuﬂuvuuv TAGRISSO 80 mg uvulpap&rmuv
pyEI) Boﬂpuu 23 (46% évavu 31%) ka1 noparaon tou QTc
(12% £vavu 5%) ano aoBeveig uz mu}umpu owpauka Papes (250 kg). Amummm
ovemBOUNIWY EVERVEIDY: H ovapopa mBevkouup:vuw avenBipntwy wepvzlw pE@ and m
dbeiag kukhogopiag Tou npoidviog eivar onpovukn. Enitpenet tn ouvexn
nopakohodBnon g oxéong u@éknuc-mvﬁiwuu 10U oppakeutikol npoioviog. Zniefin and Toug
enayyeApatieg uyezu(; va avagepouy onoteobinote mﬁnvu)mvuupwa: Gvamﬂupmac EVEPYEIEG PEOW
1ou eBvikol ovompatog avagopag. EMaba: EBvikag Opyaviopog yelwv 284, GR-
13562 Xohapyog, ABrva. Tnk: + 30 21 32040380/337, ®ak: + 30 21 065l|9585 lototonog: hitp://www.
eof.gr Kinpog: @appoxeutkés Ynnpeolec, Ynoupyefo Yyelag, CY-1475 Asukwoio. Tnk:-+357 22608607,
Daf: + 357 22608669, Ieiénunm: www.moh.gov.cy/phs. 4.9 \’n:pﬁuclwin- Iug khvikeg Gompeg
pe TAGRISSO & &vag nepluplupsvuc apiBpog aoBevidy ehofe Beponela pe npcpnmeg' Baoeg ewg 240 mg
xwpig my epg 1ofi v g Boong. Tug pehéreg auteg, ol uuﬂzvzn: nou ehaPav
Bepanein pe npepnoeg booeig TAGRISSO 160 mg kat 240 mg epipaviony aunon g ouxvamtog Kat Mg
Bopltntag evog Gplﬂuulﬁ ouvnBuv AL enayopeviov and tov EGFR TKI (kuplwg Biappoia kai beppanko
eEavnpo) (ru!rxpmm e m boon twv 80 mg. H epneipia and akovoreg unapﬁuuuhnyiﬂ: otov avBpwno
eivar i€vn. DAeg ot nepuial {popatiooy ge HEpoVWHEVA NEploTanka aoBeviov nou ehaPov
pakpéva pa héov npepnoia doon TAGRISSO, xwplc va npokiyouv kAivika enaxdAouBa. Asv
unapxer eibikn B io oe nepl hoyiog tou TAGRISSO. Ze nepintwon ekalopevng
unepboooloylag, 1o TAGRISSO npéner va bioxometal npoowpiva Kol va apxidel oupmwpaukn
Bepaneio.

m unepd

A ¢ and n pehen ADAURA kot v afiohoynon tou speuvmn ouvolpifoviar otov
MNivaxa 3.
Nivakag 3. Azboy

g ADAURA xara v a§loAéynon tou epeuvnn

EniBiwon ehedBepn végou
3‘;;5‘"’“ LupBvtaov 26(11) 130 (55) 7010 159 (46)
YnotpomaZouoa
véooc (%) 26(11) 129 (54) 7O 157 (46)
Bavaror (%) 0 1(0,4) 0 2(0,6)
Aigpeon, Mrveg NC (38,8, NC) 19,6 (16,6, NC (NC, NC) 27,5(22,0, 35,0)
(95% C1) 24,5)
HR (99,06% CI), P-uph 0,1710,11,0,26), <0,0001° 0,20 (0,14, 0,30), <0,0001°
Nooootd DFS otoug 12 97 (94, 99) 61 (54, 67) 97 (95,99) 69(63,73)
piveg (%) (95% CI)
Moooota DFS otoug 24 90(84, 93) 44.(37,51) B7(85,92) 52 (46, 58)
pnveg (%) (95% CI)
Nogoaté DFS otoug 36 78 (65, 87) 28 (19, 38) 79 (69, 86) 40 (32, 48)
piveg (%) (95% CI)*

HR=Avahayia Kivbivou, Cl=Aigotnpa Epi , NC=Mn Ynohoyioip



Ta onotehéapara g DFS Baoifovean owny aflohdynan tou epeuvmn. H Avahayia Kivbivou < 1 euvoei 1o
TAGRISSO. 0 didpecog xpovag napakohotBnanc yia v DFS Atav 22,1 prveg, yia aoBeveic nou eafov
TAGRISSO, 14,9 prvec yia aoBeveic nou ehafov eovikd pappaxo (nAnBuopag orabiou 1-IIA) kat
16,6 privec yio aoBeveic nou éAaPav etoviko pdppako (nAnBuapdg atabiou 1B-1IA).

* Mpooappoopévn yia evbiapeon avahuan (33% wpipavan Gebopeveov), p-npn < 0,0094 anannBnke yia
mv eniteuEn CTOTIOTIKAG ONPAVTIKOTNTAG.

¥ Mpooappoopévn yia evbidpeon avaluan (29% wpipavan Gebopévwy), p-npn< 0,0088 anamnBnke yia
mv eniteuEn oTOMIOTIKAG oNPaVTIKOTNTAG.

v 0 apiBpdg 1wy coBevwv oe kivbuvo arout 36 pnveg mav 18 aoBeveic oto okeAag tng oopeptivipnng
kat 9 aofeveic oto okeAog tou eovikol pappdkou (mAnBuapog oabiou I1-111A).

0 apiBpog v aoBevwv e kivbuvo atoug 36 pnveg mav 27 aoBeveic oto okéAog g ooipepTIvipnng
kat 20 aoBeveic oto okéhog Tou eovikal gappakou (mMnBuopdg otabiou IB-IIA).

Eikéva 1. KopniAn Kaplan-Meier tg EmBiwong EAedBepng Nooou oe aoleveis orabiou II-11IA
xard v aioAéynon Tou epeuvnTA

TAGRISSO (N-233)
A N

Evovind pipako (V-237)
ity 19,6 g,

vl Kivbivou - 0,17
99,065 01 (8,11, 0.26)

P-ujah <0,0001

Mi@avérnra EmiPissang EAedBepng Néoou
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Ewxova 2. KopniAn Kaplan-Meier g Emipiwong EAetScpng Ndoou oe noBeveig orabiou
IB-1HA (ouvohwdg nAnBuopog) kara mv aiohéynon tou epeuvita

TAGRISSO (N=137)
Matpoon NC

Eimmnd gdpyonn (4343
Aty 775 v

Aomikoyla Kevbivou « 0,70
9,10 14,830

P <0001
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To opehog mg DFS pe to TAGRISSO oe alykpion pe 10 eikovikG (pappako ftav ouvenés oe OAeg ug
npakafopiopéves unoopabeg nou avahiBnkav, oupnepihapBavopeviv g eBvotikng npoekeuans,
g nhikiag, Tou pileu kar tou Wnou peraAhatng wu EGFR (anakowgn oto efwvio 19 n LBSBR). M
Biepeuvnukn avahuon mg DFS tou KNE (xpovog ews mv unotponn ge KNI n tov Bavoto) yia aoBeveic
und TAGRISSO ge olykpion pie toug noBevels und ewovikd poppaxe £6eike HR 0,18 (95% Ck 0,10, 0,33,
p <0,0001) yia tov ouvohixo nAnBuopo (otabio 1B-1IA). ExBaoers mou AvapépBnkav ano AoBeveic: H
oxenfopevn pe mv uyeln nodmia Zwig (HROL) om pehém ADAURA ofiehoynBinke xpnowonoitviag
1o epwinpatoAoyio 1ou Idviopou Evidnou (36) Epeuvag yia v Yyela exboon 2 (SF-36v2). To SF-36v2
BoBnke oug 12 efbopabes, oug 24 efbopabeg kai om ouvexela koBe 24 efbopabe; ve oxéon pe v

pexpt my ohokhnpwan mg Bep 1 m Giakonn e Tuvohika, n HRAL SiompnBnke

Kot oo Blo okeAn éwe wat 30 pAveg, pe toukdxiotov 1o 70% twv ooBeviv otov nAnBuopd otwdiou
II-1l1A va pnv eppavidel khivika onpovukn enbelvioon omv exdpnon g cwpankag Aemoupyikatag
pe 10 SF-34 n Bavaro (70% évava 76% yio TAGRISSO évav eixovikod qmpuﬁuuu) N omy extipnon mg
I|Juxmnc Lryeful: us o SF 36 1 n Bavaro (TI]% svavn 71% vtu TAGR{SSD Evavil uﬁnvmuu lpcppomu)

Tou TAGRISSU Yo m Bapun:lu uGBzvqu T3

JOTIKGTITE KAl N ,."
Beuko yia pnuMuEal: tou EGFR, tonika npoxwpnpéve, nou Gev embéxetal xeipoupyikn B {a it

napouciale nkéov kKAviko ogehos. Ta toug aoBeveic nou eAafav EGFR TKI ouykpiuko nopayovia,
n peraPoon pera v efeEn oe B {0 pe ovoikng npavong TAGRISSO gtav uné v
npounaBeon 6u ta Geiypata dykou fitav Beuka otn peralhaln T790M. To npuwretov kataAnkika anpeio
g anotereoy ntav n ekedB EEﬂI.ErI( g vooou znlﬂimun (PFS) dnwe afohoynBnke
and tov epeuvntn. Ta Bnpoypogika x Kal 10 XapaKmng @ NG VOOOU ToU QuVoAIKoU
nAnBuopod tng peAémng kata v évapgn ntav: Elupsun nhixia 6& €t (eUpog 26-93 £m), =75 exav (14%),
Bnewg (63%), Aeukoi (36%), Aoidreg (62%), aoBeveis nou Bev Mav noté kanviotég (64%), karaotaon
Aeoupyikng wavotntag 0 A 1 (100%) pe Bdon v khipeka tou Moyxdopou Opyaviopou Yyelog
(M0Y), pe peractanikn vooo twv ootwv (36%), pe efw-Buwpowikés anhoyxvikeg peractacelg (35%), pe
peraotaoel; 1ou KNE (21%, npoabiopidopeveg and tn Béon BAafng oto KNE Kam MV apxikn emgmun
10 (GTPIKG 10TOPIKG, Kou/n nponyolpevn xeipoupykn enépBaon, Koun nponyolp fi

oe peraoraoelg 1ou KNI).To TAGRISSO kotébeife pio khivikd onpaivouoa kol OTOTIOUKA OnpovTIKA
Bektiwon oww PFS oe olykpon pe toug EGFR TKI ouykprukelc napdyovieg (Bidpeon Gidpkeia
PFS 18,9 pnveg ki 10,2 pnve, avtiotaixa, HR=0,464, 95% Cl: 0,37, 0,57, P<0,0001). To Gebopéva
anoteAeopankotag g FLAURA kotd v afiohéynan tou epeuvnth ouvoyiCovial atov Mivaka 4, kain
wapntAn Kaplan-Meier tng eheiBepng efghifng g vaoou eniBiwong paivetar oy Ewdva 3. H redikn
avaAuan g ouvoikng eniBiwong (0S, 58% wpipavon Gebopéviwy) karébeie pla otanotkd onpavaxn
BeAtlwon He pia Avahoyia Kivbuvou (HR) 0,799 (95,05% Cl: 0,641, 0,997) kat évov kAvikd OnpovIKG
Gidpeoo xpmm mlBlman( e acBeveig nou wxaenofnkav oto TAGRISSO oe uuykpmn e Tov EGFR
TKI ouykprmka nopayovia (Mivakag 4 kot Ewdva 4). MeyaAUtepo nooootd aoBevi g

und Bep pE
TAGRISSO fitav ev {wh atoug 12, 18, 24 ka1 36 priveg (HS‘% 81 % 74% a1 54% avriotoixa) o olykpion
ue toug aoBeveig und Bepaneia pe EGFR TKI ouykpruxd napdyovta (83%, 71%, 59% kai 44% ovtiotoixa).
H avahuon twv kotaAnktikav onpeiwy perd v e§EMEn katebee 6 1o dpehog oy PFS SiatnpnBnke
KOl OTIG mnm)muﬂzq ypnpp:t; B:punzloq

Mivaxag 4. AzGoy ¥ g FLAURA xord tav afiohdynon tou epeuvnth
EGFR TKI ouykpiuxég
Napdperpog AnoteAeopanixg TAGRISSO naopéyovrag (yegimvipnn
(N=279) fi ephoivipnn)
(N=277)
EAciBepn EEEMEng g Nooou Emfiwon
ApiBpog v Zupfaviwy (62% wpipavon) 136 (49) 206 (74)

Aigpean, Miveg (95% CI)
HR (95% C), P-uiph
Zuvehixh Emfiwon

18,9 (15,2, 21,4) 10,2(9,6,11,1)
0,46 (0,37, 0,57); P<0,0001

ApiBpdc Twv Bavatwy, (58% wplpavan) 155 (56) 166 (60)
EGFR TKI ouykpinkég
Napépetpog AnoteAeapanikémtag TAGRISSO napéyevtag (yegimvipnn
(N=279) fi ephouivipnn)
(N=277)

Migpeon Tuvohikn EmBiwon e prveg
(95% CI)

HR (95,09% CI), P-upn

ApiBudg 1wy avianokpioewy (n), Mogootd 223 210
Avtandkpiong (95% CI) 80% (75, 85) 76% (70, 81)

1,3(0,9, 1,9), P=0,2421

38,6 (34,5, 41,8) 31,8(26,6, 36,0)

0,799 (0,641, 0,997), P=0,0462"

Adyog miBavotitwy (95% CI), P-tpn

Aidpxeia mg Aviandkpiong (DoR)’
Midpean, Miveg (95% CI) | 17,2(138, 22,0) [ 85(73,9.8)

Aelrepn EhedBepn EEEMENG g Néoou EniBiwan petd v évapn tng npltng
enaxdAouBng Bepanciag (PFS2)

ApiBpog aoBevio pe bedtepn eEeMiEn (%)
Midpean PFS2, prveg (95% CI) NC (23,7, NC) 20,0(18,0, NC)
HR (95% CI), P-upn 0,58 (0,44, 0,78), P=0,0004

Xpévog anéd v Tuxatonoinon £wg mv npi enakdhouBn Bepaneia i rov Bavare (TFST)

73 (26) 106 (38)

EGFR TKI ouyxpiuxdg

Nopdpetpog AnoteAeopotikétntag TAGRISSO napayovrag (yeqimvipnn
(N=279) fi ephotivipnn)
(N=277)
ApiBpog 1wv aoBevidv nou eAafav
v nptn enaxdAouln Bepanefa n 15(41) 175 (63)
aneBlwoay (%)

Mayieoog TFST, prve (95% CI) 23,5(22,0, NC) 13,8(12,3,15,7)
HR (95% Cl), P-upn 0,51 (0,40, 0,64); P<0,0001

Xpdvog and v Tuxaionoinon £wg ™ Sedtepn enaxdAouBn Bepancia i tov Bavato (TSST)

axkuvoBepaneia, N peraotaukd MMKIT, o1 onoior Bev eixav AdPer nponyolpevn o

ApiBuog wv coBevtiv nou ehaPav
wn bednepn enaxdhoutin Bepanelo n 7527 110 (40)
aneBiwaoav (%)

Etpurltiu Aiapecog TSST, pavec (95% CI) NC (NC, NC) 25,9(20,0, NC)

yio npoxwpnpévn voga, {xBnke oe pia uxaic Binha tuhn, eheyxopevn pe bpaoukd
napayovia peAétn (FLAURA). Ta belyparo oty dykou aoBevolc ogethav va gxouv pia ond ug Bio
Koveg petaMate; EGFR nou efval yvwotd du oxetiZovial pe my evaioBnoia otoug EGFR TKI (Ex19del
11 LB3BR), Gnuwg npoabiopifoviot and tonmkn  kevipikn eEétaon.01 noBevels wxatonoinBnkav 1:1, ote

HR (95% C1), P-value 0,60 (0,45, 0,80), P=0,0005

HR=AvaAoyia Kivbivou, Cl=Méotnpa Epmigtootivng, NC=Mn Ynohoyioipo
Tu unutd,wpuw me EAzuEepnc EE:MEm; ng Nooou EniBiwang (PFS), tou Nooootod Avukeigevikig

vo haBouv TAGRISSO (n=279, 80 mg and otépotog anak nycpnul'w:) n EGFR TKI uwuplunﬁ pay
(n=277, vzmm\nunn 250 mg ang oTopaTog unuE npEPNOIWG N tpluuvlunn 150 myg ana owpatog anaf
). H 1 e Baon tov tino petaAiaEng 1ou EGRF (Ex19del
LSSBR) Kal v eBvotikn npu:keucn (Aoukn n pn—Ammwn) O noBeveig EAuBuv m Bepaneln g
pehEmg pexpt mv eppavion buoavelog oin Bepaneio n Hianlowwon tou gpeuvnt ou o aoBevng bev

akpiang (ORR), g Adp mg A (DoR) kar g Aediepng EAelBepng EEENENG
e Nooou Emﬁlwum: pea mv évopEn g npwing enakdhouBng Bepaneiog (PFS2) Baoifovion oty
afohoynon Tou epeuvnin oUppwva pe T Kkpimpla ofloAOYNONG NG OVIGNOKPIGNS O oupnayels
oykoug (RECIST). *Me Bdon pn enifefawwpévn aviandkpion. O Bidpeoog xpovog napokohodBnong
ntav 15,0 piveg yio ooBeveig nou ehaPav TAGRISSD kai 9,7 prveg yio aoBeveic nou ehaBav EGFR



TKI ouykprukolg napayovees. O Biapecog xpavog napokohouBnong g eniBiwong ntav 35,8 pnvz(

HR (95% Cl), P-tpnt 0,48 (0,26, 0,86), P<0,014

yia uoﬂzvz(c nou haBav TAGRISSO ko 27,0 prveg yio noBeveic nou Aofav EGFR TKI o

pay Tu anotehéopara tng EAedB p EﬁckEnc g Néoou EniBiweng (PFS) ou l'luunu‘mu E?_‘B\'JBEPOI efgMing oto KNE ko Juvieg otoug 6 87 (74, 94) 71(57,81)
Avurep okpiong (ORR), g A g Avtanokpiang (DoR), g Aetnepng EAeuB pnveg (%) (95% CI)
E€ehiEng g Nuuou EniBiwong peta mv évapfn g npuwing enaxahauBng Bepnnelu( (PFSZ) mu EAetiBepor e€¢hiEnc oto KNE kor Zivieg otoug 77 (62, 86) 56 (42, 68)
Xpavou and v tuxatonoinon éwg v npwtn enakoAoudn Bepaneia f tov Bavato (TFST) kot tou Xpdvou 12 pfveg (%) (95% CI)

and v tuxaloneinon €wg n Gedtepn enakohouBn Bepanelo n tov Bavato (TSST) npaép ang
Gebopéva pe npepopnvia anokonng 12 louviou 2017. Ta anoteAéopata g Euvohikig Enifiwang (0S)
npoépxovial and SeSopeva pe npepopnvia anokonng 25 louviou 2019. H Avokoyia Kwvivou <1 euvae
10 TAGRISSO, o Adyog mBavotitwy >1 euvoei 1o TAGRISSO

' Mpooapyoapévn yia evbiopeon avakuon (25% wpipavon Gebopéviov), p-upn < 0,0495 anarnbnke yio
v enitevEn oranonkAg onpavikontog.
'Ta onowhéoy tou [l 0 A p ¢ Avtanokpiong (ORR) péow Tughonoinpévng
AveEapnng Kevipikng Entponnic ABioAdynang (BICR) fitav oe ouvéneia pe exeiva nou katoypagnkav
Baon tng alohdynang tou epeuvnn, Ta Mocootd Aviikeipevikng Avianokpiong peow afiokaynong BICR
fitav 78% (95% CI:73, 83) yia ro TAGRISSO kan 70% (95% CI:65, 76) yia touc EGFR TKI ouyxprukelc

NOpAYOVIES.

Ewdva 3. Kapniheg Kaplan-Meier mg EheiBepng EEEAing g Néoou Empiweng, dnwg
afiodoyiBnxav ané epeuvnti otn pedém FLAURA

TAGHISSO (N-279)
hcon gazan 199 i
T Bepania Saf. 3-277)

Ay Kivens = 1,28
%001, 057

Py <0,0001
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Ewdva 4. Kapnileg Kaplan-Meier m¢ Iuvolwiiq EmPiwong om pedém FLAURA
TAGRISSO (N=277)

Autpenn Bdpwer 18,6 piveg.
Tphrnn Bepancio Sel (N=277)
Autxpene Beigwere 31,8 piweg;
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To opehog m¢ PFS pe 1o TAGRISSO oe olykpion pe toug EGFR TKI ouykprukot mpﬂynm: fitay uuvznu;
petaty GAwv v npokaBopiopeviv unoopabov nou avahiBnkav, cupnepiapBovop: mg
npoékevang, g nhikiac, tol pUACU, TOU TOPIKOU KaNVIoPOTOE, TV KOTGoTaoN Twv Hetoctdoswy Tou KNI
ad Ty zvmﬁn nmue:\zm Koltou tunnu petaAhabng Tou EGFR (unu?mpn awo e€ivio 19 1 LB5BR). defopeva

AURA: AoBeveic pe peractdoeig tou KNI
nou Bev zxpn(uv mzpoa&-w Kal jE oruﬂapn jpoloyIk Katd yia toukd Blo efiopdbec pera
v ohokhnpwon e pidikng Bepaneiog ko Twv orepoaibiy, ftav enthéBipot yia wxaionoingn ot peAém
FLAURA. Ano tou 556 ooBeveic, ot 200 aoBeveig eixav GioBémpo unamvlu'nno €heyxo eykepalou Katd
v apxxn extipnan. H a§ioAéynon ané m BICR aut@v v Eeta 10U EYKEPAAOU EIXE
g onotéhepa Ty Toutonoinan piag unoopdbag 128/554 (23%) aoBeviv pe petaotaoe; tou KNE kat 1
Gbebopéva autd cuvolifovian orov Mivaxa 5. H onotekeopauxdmia owo KNE olbpguova pe ta kprmpa RECIST
v1.1 om FLAURA katEbei€e pio otanonka onpovakn Bediwon omv PFS tou KNE (HR=0,48, 95% CI 0,26,
0,86, P=0,014).

Mivaxag 5. AnoreAeopatikdrnta eni rou KNI Bdon BICR oe aoBevei pe peraordoeis rou KNE pe
anexovioTikd EAeyxo eykepdlou xatd tnv opxiki extipnon otn pehétn FLAURA

HR=Avahoyia Kivdivou, Cl=Agompa Epmotootvng, NC=Mn Ynohoyiopo

H Avahayin KivBivou <1 euvoel o TAGRISSO, o Adyog miBavothitw >1 euvoei to TAGRISSO

' H PFS oto KNI nou kaBopiomse pe ta kprmpia RECIST v1.1, and m BICR eni tou KNE (petphopeg kat

pn pr:lprnpaq Blnﬁa; KNE katd v évapfn Baon BICR) n=61 vo ToTAGRISSO xat n=47 yio Toug EGFR TKI
ol efvar pn eniPef

Y¥E pay G ¥

Mia npoxaBopiopévn avaiuon unoopdbag yia v ehedBepn efehn g vooou emPlwon, pe Bdon
v Katdotaon petaotdoewy tou KNE (npooiepidepeves and m Béon Bhafng oto KNE kata v
GPXIKA EKTIINGN, TO |OTPIKG 10TOPIKG, KAV nponyolpevn Xeipoupyikn enépfacn kay/n nponyoUpevn
okuvoBepaneia petaotdoewy 1ou KNI) kata mv éviafn om pehém npaypatonoinBnke om pehétn
FLAURA kot nopoumiadetar omv Ewdva 5. Avefaptma and v ketdotaan BAaBng oto KNI katd mv
éviafn om pelém, o aoBevel oo owélog TouTAGRISSO napousioonv ogelog avaogopikd pe mv
anoteeopankdTnTa O oxéon pe exefvoug oto okehog Twv EGFR TKI auykpiukiov napayoviwy, Kat
unnpfav Aydepor acBevelg pe véeq PAaBeg tou KNI oto okehog Tou TAGRISSO oe olykplan pe to
okéAog wv EGFR TKI auykprukiov napayviwy (TAGRISSO, 11/279 [3,9%)] oe olykpion pe to okélog
wv EGFR TKI ouykprukiv napayoviwy, 34/277 {12,3%]). Imv unoopafio aoBevidv xwpic BAdBeg Tou
KNI ward v éviagn, o apiBpog wv véwv BAafidv tou KNI ftav pixpotepog ato oxédog tou TAGRISSO
e olykpion pE 1o okeAag Twv EGFR TKI ouykpruxov nopayoviay (7/226 [3,1%] évavn 15/214 (7,0%]
avrioto:a).

Ewxéva 5. Euvohuit EAedBepn E§EMEng g Nooou EmBiwon katd tnv aioddynon tou epeuvnui
¢ MPog TNV KotdoTaon Twv peractdocwv tou KNE xotd mv éviafn o pelém, xapnddn
Kaplan-Meier (n\fipng avdluan) otn pehétn FLAURA

mmw-m Messarsec KN« NAI
TAGRISS() [N=53)
1A mmr:mmm Sy aonen 152 e
0y ptronn Berorieio (N=214) Tpdwrm Uevancin (=431
e e 10,1 e, Ao e 7 e
& axg oo Kevbiven = 0,46 Mhore Kebieou = 147
110,36, 0,59) Y5 01 (0,30, 0,74

P <0,0009
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ExBdaeic nou Avopépfnkav o AoBeveic (PRO): To oupnubpata nou ovagépBnkav oné toug aoBevelg
«oi 1a Gebopéva tng oxenddpevng pe v uyela nodia Jwig (HROL) oulAéxBnkav nhextpovikg,
XpNOIHONOI 10 epwinpatodéyto EORTC 0LO-C30 ko v evétnta autod yio Tov Kapkivo Tou
nvedpova (EORTC OLO-LC13). To LCI3 opxika B6Bnke pio gopd v efbopdba yia g npeg 6
efbopabeg, o ouvéxeia kaBe 3 efbopdlieg npiv kat perd v e€ENign. To €30 afohoynBnke kaBe 6
efbopadec npiv kol petd v efeNifn. Katd v npxlun extipnon, bev napampnBrkav Giogopég ota
Guynlmpnm nou avapépB and toug aoB ™ heroupyia fi ™ oxeuldpevn pe v uyela
notétnta Zwi (HROL) pera€l twv okehiv Tou TAGRISSO Kol Twv EGFR TKI ouykprukav nnpmrnvmw
(yeumvipnn i ephotivipnn). H ouppdppwaon katd to Sdompo Twy nptv § Pnviv Atav yevika
uqm)m (270%) kat napépoia o appdtepa 1a okéAn. Avaduon Bacikwv oupnTwGTwWY ToU KapKivou Tou

jpovo: Ta bebopéva nou oulhéxBnkav and v évaptn emcmvunwu?eﬁmﬁnv ncpnpnlsgﬁaltunszlq
otig npnﬂ:c Twou TAERISS() Kol 10y EGFR TKI ouykp pay Yio névie np
np nou avaipépBnkav oe nnﬂevziq (Brixag Blornvola, ﬂu:pnmn m\ync.

K3nwon kol andheta opefng), pe Bzhmmn 1o Bixa, znlnmcuvnvmt; v KoBiepwpévn KAVIKG oXeTikA
anoxonh, Ewg tov phva 9 bev KANVIKG onjy biapopég oe uuummpmu nou
avapépBnrav o€ aoBeveic petafl Twv opdbuv 1ou TAGRISSO kal tou EGFR TKI ouykpruxod nopdyovia
(6nwg ofiooynBnkav ano pia 5lmpopn =10 PaBpwv). Ixendopevn pe v Yyela Mowdmra Zwhic kot

avahuon PeAtiwonc tne pyiag: Ko o1 600 opdbeg avépepav napépotes Beknoeg
atoug nep GTep mps[c pyiog kat v koBokiki katd uyelag/oxenddpevn pe mv uyela
noiétnta {wng, unobewviovag ou n katdotaon me uyelag Twv aoBevidv PeAniBnke ouvohika. Ewg
Tov pva 9, Sev nopouna )hviKd on ¢ Biogopég peta€t Twv opdliwv Tou TAGRISSO kat

wv EGFR TKI mn,'Kpulmhv napaydviwy ot Aeroupyla it axenf6pevn e v uyelo noldtta JwAg.
TpoBepaneupévor aafeveic pe MM‘KH Benxd om perdMaln T790M- AURAJ H anorikznpmlmmm Kat
n oopdieia tou TAGRISSO yio m B io aoBevdv pe TomKa npoxiwp b np 6 MMK pe
perdhiatn T790M, twv onoiwv n vnuaq exet e§ehnBel A perd and By e EGFR TKI, katabeix8r

Nopéperpog AnoreAeapankdmrag TAGRISSO EGFR TKI ouykpiukdg o pio avolkThG Entafpiovang, eheyxduen e BpaoTikd pappako pekém @dang 3

N=61 napéyovrag (yeprmvipnn i (AURA3). la oilnur; 1oug aoBeveic anarmBnke va éxouv MMKI Beuko ot perdMatn T790M tou EGFR, n

ephonvipnn) onoia rautonoinBnke péow e Sokipaciog nposbiopiopod petaMagewy EGFR cobas nou BievepyiiBinke

N=67 OE KEVIPIKG EPYOOTAPIO NpIv and v Tuxalonainan. H kardotaon petdha€ng T790M aiohoynBnke

EAedBepng e€6MEng me véoou empiwon eniong xpnowponoiviag To Kukhogopolv DNA tou dykou oto aipa (ctDNA) nou éxer e§axBel and

KNE' Geiypa nAdopatog Mtpﬂévrm; xard mn Bidpkeia mg 6lnhnyﬁq H kUpta éxPaan anoteAeopauxdtntag fitav
n ehetBepn ¢ vooou emBlwan (PFS), 6nw nBnke and . Ta eninpéoB

ApiBpog Tav Zupfaviwy (%) 18(30) 30 (45) uétpa : s mq .u..."rlfr‘ : ]‘ B :n nmw.m IKE -,v" I3 avmr‘l{émpeanz (ORR),

Awapean, Maveg (95% CI) NC (16,5, NC) 13,9 (8,3, NC) n Bidpkea g aviandkpiong (DoR) kat t ouvokikA emBiwon (0S), dnwg aflokoynBnkav and epeuvnti.

01 aoBevelg uxalonoinBnkav ot avahoyia 2:1 (TAGRISSO: xnys in pe 6o nopayovieg pe Baon



v nhativa), yia va népouv TAGRISSO (n=279) n xnpewBepaneio pe Sio nopayoveg pe Baon mv
nAativa (n=140). H tuxaionainan otpopatononBnke avaAoya pe v eBvotkn npogheuon (Aciotikn kat
pn Acwankn). O aoBeveic oto okéhog TAGRISSO eAafav TAGRISSO B0 mg and aropatog anaf npepnoiwe
péxpi Guoaveio om Bepaneio n Gianiotwon Tou epeuvi dn o ooBevig Bev nopoudiaZe nAfov kKhvikd
opehog. H xnpetoBepaneia anotehotviay ona neperpefibn 500 mg/m’ pe kapBonhativn AUCS n nepetpeibn
500 mg/m” pe owanhativn 75 mg/m?) v Hpgpa 1 kabe kikAou 21 npepdiv £uwg 6 kikhoug, Ot aoflevels,
v onoiwv n vbour; Bev £xer efehudBei pera and téocepig kukhoug xnpeoBepaneiag pe faon mv nhativo,
pnopodv va napouv Bepanein ouvmpnong pe napetpafm (nepetpekion 500 rng;‘rn’ mv Hpepc 1 kaBe
wikhou 21 npepcov). To dropa oto axédog xnpeoBeg ¢ nou eixav HEVIKT ywn eEelEn
(ond tov epeuvnmn kot enBefawpévn and avefapmm xmp.xn wuuxonnun QnEiKaViang) zixcvtrw eukaipia
va apxicouv Bepaneia pe TAGRISSO. Ta & a Kal 1a a Mg vooou

HOYPO P P F

tou ouvohikod nAnBuopiol e pehétng kot mv évapln 1 nmv Bidyeon nixia 62, = 75 ewv (15%.‘! BnAﬂv;

H aovaluon eumoBnoiog g ehedBepng efebng g vooou emPiwong (PFS) Gie€nxBn peéow
Tughonoinpévng AveEaptming Kevipikc Enixponi ABiohdynang (BICR) kai xaté6ei€e pia Giapean PFS
11,0 pnvwv pe TAGRISSO oe oUykpion pe 4,2 piveg pe xnperoBepaneio. Auth n avaluon katebete
pia oraBepn enibpoon g Bepaneiog (HR 0,28, 95% CI- 0,20, 0,38) pe outh nou napatnpnBnke kata
v afiohoynon tou epeuvnin. Khwvika onpavukeg BeAnwoei tng ehedBepng e§éMEng me vooou
enifiwong (PFS) pe avahoyieg kiviivou (HRs) hryatepo and 0,50 unép twv ooBeviv nou ehafav
TAGRISSO oe oUykpion pe exeivoug nou éAaflav xnpeioBepaneia napatnpoiviav owoBepa oe deg g
npokaBopiopéves unoopabeg nou aveAiBnkav, oupnepihapBavopévwy eBvotmtag, nhikiag, guAou,
moplmu xnnvxupmoc xal pemMaEnc tou EGFR (enuhmq:n oto efwvio 19 kot LBSBR). Aeboyeva

AURA3: Or aoBeveic e aoupntwponikes,
mu&cpac eyxﬂpu?ukzv; unuamoetc. nou Erzv xpndouv otepoeibiuov yia Toukaxiotov 4 zﬁéopaﬁec npwv v
evapn g Bepaneiag mg pehémng, nav entheGpol yia won ot perémn. H afoAdynon péow

(64%), Xeuxol (32%), Amareg (65%), noBeveig nou Bev Mov note kanvioteg (68%), kardotaon Aettaupy
wavammag 0 1 1 (100%) pe Baon mv kAipaka tou Maykoopiou Opyaviopou Yyeiag (TOY). Hevnvm mmpu

BICR g A ¢ eni tou KNI oupguwva pe ta kpriapia RECIST v1.1 u‘mv unoopaba v
116/619 (28%) uan‘u.w nou evianiotnkav va €xouv petactdoel; 1ou KNI oe éva onwvBnpoypagnya

101G exano (54%) twv aoBeviv eixav efw-Bupowmes onhayxvike | V aL yKepakou katd v evapgn ouvoyifewa otov Mivaka 7. Mivaxag 7. Anoteleopatikétnta eni Tou
S&%pe-w ou KNE (np r:', munumBeuthnﬁncmuKNImmmvevup& mlmpum KNI péow BICR oe aoBeveig pe p doeig tou KNE pe poypdpnpa eyxepalou kotd
(OTOpIKG, AYKal npnm(mpﬂn mpaupymn enépfaon, f/kol nponyolyevn 0 Tou v évap§n otn pedén AURA3
KNE) kat 23% e nNauKes PEtaaTaoei, {npavm 5uomll: mm: (102%) wv nuBr:vnN by e il vooo - P
Twv oot H pehém AURA3 katébeie pia aranomka c . PBeviwon omv ekedBepn e§EMEng g vooou flapiyripec TAGRISS0 XnpetoBepanela L,
enifiwan oe noBeveig und Bepaneia pe TAGRISSO o ouykpion pe  xnpeoBepanel 0 Ta AéopaTe | L (“mmﬁaﬁnﬂmﬂp n
anotekeopauMdTTag and ™ peAén AURA3 katd mv afiohéynon tou epeuvn ouvolpifovrar otov livaka Neperpelifin/ KapPonkativn)
& kat n KapnUAn Kaplan—Meier g eheldBepng efENEng T vooou eniBiwong paivern omv Ewdva 6. Aev n 6 OVTIKEIPEVIKAG oxpiong KNI'
napamnpnBnke otanomikd onpavina Siogopd petagl Twv mtzhuw g Bepaneiog omv eAikn ovaiuon g . s
auvnhxnc emPiwong (0S). Mivaxag 6. AnoteAé i ané m pehén AURA3 Moooutd ovianoxpiang KNE 70% (21/30) 31% (5/16)
serch vav: aBsokfmom vai epieverch 54 y % (n/N) (51, 85) (11%, 59%)
m pe (95% CI)
Napépetpog TAGRISSO XnpeioBepaneia Adyog nBavoritwy (95%
AnotehzopanikéTag (N=279) (l‘!qxnpcﬁsiﬁn.l!lmhﬁvn |'|) C), Papih 5,1(1,4, 21), P=0,015
S
o ﬁ(:=1 40) Avdpxeia g Avrandxpiong KNE

EAeéBepn EEEMEng tng Néoou Emfiwen Miapean, Miveg (95% CI) 8.9 (4,3, NC) 5,7 (NC, NC)

Ay i Supdvrasy 06 140 (50) 10(79) Mlogooré ehéyxou me véoou KNE

ohoxhnpwan) Mogootd eAéyxou g vaoou 879% (65/75) 48% (28/41)

Miépean, Mive (95% C1) 10,1(8,3,12,3) 44 (42,5,6) KNE 17.93) 52,82)

HR (95%C1), P-np 0,30 (0,23,0,41), P <0,001 gﬁ\':f niBOignY (9596 301279, P=0.021

, P-upn
Zuvohikh emficon (0S)' EAibe £EhiEn
ebBepng e§eMEng g z
mmumv Bovétwy (% 188 (67,4) 93 (66,4) vboou eniBisoon KNE N=T5 N=41
puan) = .
ApiBuog 1w ZupPaviwy (% 19 (25) 16 (3%)

Miapeon 0S, Miveg (95% CI) 26,8(23,5,31,5) 22,5(20,2,28.8) ohoxApwan)

HR (95,56 %CI), P-upi 0,87 (0,67, 1,13), P=0,277 Aiépean, Miveg (95% CI) 11,718, NC) 56(62,97)

Mocootd avukeipeviKig avianokpiong’ HR (95% CI), P-tpn 0,32 (0,15, 0,49), P=0,004

ApiBpog Twv avianokpioewy, 197 1 X X . . X ;

Mogootd Avtandrkpiang (95% CI) 71% (65, 76) 319% (26, 40) 1 To Mooootd Avakepevikng Avianokpiong KNI kot n Aiopketa g Avtanokpiang koBopiomikav

v PI———— FTTETEET pp pe ta kpinpia RECIST v1.1 péow BICR tou KNE ctov ofiohoynopo yio oviondkplon

dyog mBavoritwy R 14 (3,5, 8,3), P<0,

P-upn

niknBuoyd (perpnopes BraBeg KNE katd mv évapEn peow BICR) n=30 yio to TAGRISSO kai n=16 yiom

Ardpkea g Avtandkpiong (DoRY
Aidpeon, Miveg (95% Ch) |

4,1(3,0,5,6)

9.78,3,116) |

HR= Avahayia kivBivou, Cl= Giaotnpa epniotaotvng, NC=pin unchoyioipo, 0S=Iuvohkn EniBiwaon

‘Oha ta AE 0 PBaoioviar onv oftoAdynon Tou epeuvntn olppwva PE Ta
kpimpia afloAdynang g aviandkpiong oe oupnoyeis Gykoug (RECIST).

'H tehin avahuon g ouvohikng emBiwang (0S) SievepynBnke katd o 67% e wpipavong. To Sidotnpa
epmioToouvng yio v avahoyio KkivGlvou npogappc yio nponyoUpevn evbidpeon avdluon. H
ovahuan g 0S Bev npooappéotnke yio i Suvnuka ouyxunkeg embpdoers g Gloctatpwang (99

HaTa anoteh

N Movo pe Baon aoBevelc pe oviandkpion
W 0 Xxpdvog Ond TV NpEpopnvia T NpWING YEYPapp

(nnpng  avtanokpion  n pepikn  ovianokpion) péxpt  efghfng n o oupBdviog Buvmuu
« 10 nooootd ehéyxou tng vooou (DCR) kaBoplotnke we to nocootd Twv aoBeviov pe aviandkplon
(nAnpng OKPION N HEPIKN OVIANG ) A ataBepn vooag =6 efbopabeg

% H ehetBepn eEeMiEng g vooou emBiwon KNI kaBopiotke aupq:mva HeTa kprmnpia RECIST v1.1
peow BICR tou KNI omv nAnpn avdhuon tou ouvéAou tou nAnBh EG KOt pn PETpn
PAaBec KNE kard mv évapEn péaw BICR) n=75 yia to TAGRISSO xm n—Ll yia m Xngeioﬂtpunun H
Avohoyio Kivbuvou <1 euvoel 1o TAGRISSO

Mlu avahuon unoopabog npoxaBopiopévng eAeiBepng efeMiEng tng vooou emiPicong, pe Baon v

=n Gidpkeln g oviandkpiong mBnpfumxz
Jévne

[71%] aoBeveic ato akeAog xnpeioBep £hafav 6AouBn Bepaneio pe {pnin).

Ta e Tou 0 QVIIKEIPEVIKNG OV (ORR) ®m mv; ﬁlupme: mg
aVIAnoKpIong (I]uR) wata v afeAoynon Tou epeuvn Atov oUNGWva pe exeiva nou avapépBnkav
péow Tuphonoinpévng Avefapiming Keviping Eniponng Afiohdynong (BICR), 1o ORR kota v
afioAdynon péow BICR firav 64,9% [95% CI: 59,0, 70,5] yia tv ooipeptivipnn ka 34,3% [95% Cl: 26,5,
42,8] yra  xnpeioBepaneio, n DoR kata v afioAdynon peow BICR frav 11,2 prveg (95% Cl: 8,3, NC)
yia v ooipepuvipnn kat 3,1 piveg (5% Cl: 2,9, 4,3) yia m xnpetoBepaneio.

Ewdva 6. KopniGleg Kaplan-Meier EAedBepng EEEMEng wg Néoou Empiwong dnwg
afoloyiBnxav and epeuvnta otn pedétn AURA3

TAGRISSO IN-279)

Ao Endpeia 10,1 piveg

Yoymcficpornea (N-140)
Pucicon Budpusio 4 pbect
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Eowikt géppoka 140 L2l & ” 7 1 L]

1 peractdoewv tou KNE kotd mv ewgaywyn otn peAém, oxnpotiomke om pehém AURA3 kat
napoudiaetal amnv Eikava 7.

Ewkdva 7. Euvohikn EAeliBepn EEEMiEng tng Nooou EmBiwan katd mv afioAéynan tou epeuvnti
WG npog v Kardotaon Twv peraordoewy tou KNE kotd tnv eloaywyn otn peAém, kapndAn
Kaplan-Meier (nAfipng aviluon) otn pedérn AURA3

Metaauioew; KNE= Not

TAGRISSD (N=93) TAGRIS
L by bipraa BS s i
094 ’ Knpeoberaneia (N=51)

Meapeon Bidpreia 4.2 piveg A
“ L Avahayio Knvbivou = 0,32 Avokay
074 \+ﬂt1 95% 010,21, 0,49) %l

P-upi <0.001 Py

MiBovémro EAciBepno EEEMENG g Nooou Emwiwang

06 ;
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L o A
024 i L — oy
—— Nt TAGRISSO
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see Na lnuuuﬁ(pundl e ]
g TAGRSSO T, L
2 Mfenesamaesnesas e e )
H pehétn AURA3 zﬁzﬁcl{s pio ovanomKd onpavokn  Pedi omv eheiBepn efehiEng g

vooou eniBiwon yia toug uuﬂmlc nou éAaBav TAGRISSO oe ouykpion pe exelvoug nou éhafiav
xnpeiofepanefa, aveEdptnta ané v katdotaon wv pammunmw tou KNE Kotd tnv eloaywyn otn

pehétn, ExBdaeic nou AvageoBnkav and AoBeveic: Ta oupntdpiata nou ovapépBnkay ané Toug aoBevelg



a1 n HROL ouMkexB A a, Xpr ¢ 1o epwinpatoAcylo EORTC QLO-C30 kat v
EVOTNTA OUTOU Y10 TOV KOpKivo rau nvzupuvn (EORTC OLQ LC13). To LC13 opxika b6oBnke pin gopd
v efbopaba yia ug nputeg 6 efbopalec, o ouvexeia kalle 3 efGopalbeg npiv kar pera v efehifn.
To €30 afiohoynBnke kaBe 6 efbopdbec npiv kai petd v eelifn. Avaduon Baoikdv ouprwpdtwy
rou kapkivou tou nvetpova: To TAGRISSO Beltiwoe w0 oupmiwpata 10U Kapkivou Tou nvedpova
nou avaépBnkav and aoBeveic, oe olykpion pe m xnpetoBepaneia, enibekvioviag pia oronouka

onpavukn biapopa otn péon perafoln and v évapEn oe oxéon petn xnpauﬂepanzlu Kata mauvm\mn
xpovikn nepiobo and v Tuxaionoinon péxpt & pave yia 5 np
ekPaoewv nou avapépBnkav oe ooBeveic (anwhein opefng, ﬂnxcc. Bwpuumo akyos, Euanvmc Kat
xanwaon), anwe paivetal otov Mivaka 8.

\

NMivaxag 8. Mixtd Moviédo Enavalapfavipevav Merp - Boowkd oupnt@pata Tou Kapkivou Tou pova - péan perafoln and v évapEn oe aoBeveic und TAGRISSO e olykpion pe ™
xnpetoBepaneia
AncAeio Gpekng Brixag Bwpakixd GAyog Adanvoia Kénwon
Xnpeio- Xnpeio- Xnpeto- Xnpeio- Xnpeto-
Ixékn TAZR;:’SD Bepaneia TAg?,E:)SD Bepaneia TAF;E’:FSD Bepaneia TA(G;;LS)SU Bepaneio TA?;E)SU Bepanein
(140) {140) (140) (140) (140)
N 239 97 228 113 228 113 228 113 239 97
Mpocappoapévog Mégog Dpog -5,51 2,73 -12,22 -6,69 -5,15 0,22 -5,61 1,48 -5,68 47
Exupd-pevn Aagopd -8.24 -5,53 5,36 -7,09 -10,39
(95%CI) (-12,88, 3,60) (-8,89,-2,17) (-8,20,-2,53) (-9,86,-4,33) (-14,55,-6,23)
5 r' p-<0,001 p=0.004 p<0.004 <0004 8<0.00
ﬂnpnunppoupmqysnn:npnq Kool exnip@peveg Siapopég Aappavoviar and mv avahuon tou Miktold ouoodpeuon evid or exBéoeig om e " | eviog 15 npeptv

sv (MMRM). To povtého nepihapBave E:bnptvu and ooBevn,
Bepaneia, :nlukaqln. AAnAenif Bepaneiog ava BoBpoloyia oupntwy Katg v

xupnynu’nc I owabh 0 ol popol

c uuyumpmoth oo nAdopa

£

evap§n kai aAnkenibpoon PoBpohoyiag oupmuwpdtwy kaa v évapfn avd eniokeyn kal
xpnatponioiotoe eva pn Gopnpévo nivaka cuvbiokupdvoewy. Ixendopevn pe mv uyela noiomia e
Kat avodvon PeAtiwone me owpanxic Aemoupyloe Or aoBevels und TAGRISSO efxav anpovika
peyahinepes mBavotmes eniteung plog khivika onp g Perl AUtepng and A fong pe 10
BoBpotg omv noykdopa kodotaan uyelag kai tng owpoTkAG Asttoupyiag tou epwmpatoloyiou
EORTC-C30 ae otyxpion jie  xnyetoBepaneia kata m Giapkein e pehémg pe Adyo miBavoriuwy (OR)
noyxoopiog kataotaong uyelag: 2,11 (95% CI 1,24, 3,67, p=0,007), Adyo mBavomtwy owpatkig
Aewoupylag 2,79 (95% CI 1,50, 5,46, p=D0,002). MooBepaneupvor aoBevelc e MMKI Benxd om
petadatn T790M-AURAex ka1 AURAZ: Ao khvikés peMétes evag OKEAQUS, OVOIXING Enlonpavans, n
AURAex (@aon 2 xoopm Enéktaong (n=201)) kai n AURAZ (n=210) ﬁl:EﬁxBnuuv OE uaBtvdq pie Benko
ot perarhatn T790M tou EGFR kapkivo v rwmpavmw nou :ixuv epgavioet npdoba g vogou pe pla

1 MEPLOOGTEPES NPONYOUEVES £ hayBavoyévou evos EGFR TKL fia Ghou
toug ooBeveic unmmﬂnu: va Exuw MMKR Betmn u'm pewahhobn T790M 1ou EEFR n onofa
ueuu: g & H fog npoobiopiopol perahhaCewv EGFR cobas nou ievepy [

poUVTal TUMIKA EVTOG zupouq 1,6 popuv kotd 10 e 24wpng xopfynong.
Anoppognon: Mewd v and tou atopatog xophynon tou TAGRISSO, oi péyioteq ouykevipwoelg
nhdopateg g ooeptvipnng enedxBnkav pe Bidpeoo (EAaxioto-péyioto) 6 (3-24) wpiy, pe
OPKETEC |JEYIOTEG OUYKEVIPWOEIS va napamnpolivial ato Sidotnjia Twv NpOTwy 24 wptv oe opiapévous
aoBeveic. H andhutn BiobioBeaipdtnta Tou TAGRISSO eivar 70% (90%CI 67, 73). Me Béon pia pehén
mmum: apnppukuuivmlunc L3 au@evsit: nou éhafav ™ Géon wwv B0 mg, n tpoph Sev ennpedlar m
e oopepTvipnng og kAIvika onpaviiké PoBps (aifnon e AUC kata 6% (0% CI -5,

19) Kot uelman e €, %atd 7% (90% CI -19, 8)). Te uyieic eBehoviég oroug onofoug xnpnvnﬂnux Evo
Biokio 1wy 80 mg nrlou 10 yeotpikd pH au§iBnke péow xophynong openpogoAng eni § npépeg, Gev
ennpedotnke n éxBeon g ooeptivipnng (al€non me AUC kai g € katd 7% kai 2% avriotoixa), pe
10 90% Cl yia ov hoyo g €kBeong vo nepihapPdverar eviog tou opiou B0-125%. Katavopn: H
nhnBuopiakn extipnan Tou péoou nyunu vmuvopnc om muﬂgponompsvn kardotaon (V, /F) yia tv
oopepuvipnn eivar 918 L, unob pn otoug totouc. H in-vitro NPWIEVIKA
olvbean oto nmpn mg nmpzpumpnnc zwm 9%, 7% (5,3% ehedBepn). Exel anmnt; mmﬁmazl ot n

KEVIPIKO EPYOUTNPIO TIPIV @nd m Bapnn:lu H karaoraon peraAhagng T790M oiohoynBnke eniong
avabpopika xpnaiponoltiviag 1o Kukhogopoldv DNA tou Gykou oto aipa (ctDNA) nou éxet e§axBei and
belypo nhdopatog AnpBéviog kata m Gidpkeia mg Giahoynic. Dhot o1 aoBeveis ehaPav TAGRISSO oe
Baon B0 mg ano€ npepnaiws. To kipio petpo exfaong mg anoteAeopoukomiag oug blo auteg Bowpes
fArav 1o ORR odpipawva pe te kprnpia RECIST 1.1 dntwg exnpnBnke péow Tughonainpévng AveEapmmg
Kevipmng Eniponng Afiohoynong (BICR). To beutepetovia pérpn exfocewv anoteleopoukomiag
oupnepiehaBav m Adpxeia g Aviandkptong (DoR) kot v EAedBepn ESehiEng mg Naoou EmBiwon
(PFS). Ta xapokmpiouka kata my évapEn tou cuvohikou nAnBuopol g pekeme (AURAex kai AURAZ)
frav we akeAotBuwe: Hiapeon nhikio 63 extv, 13% wwv ooBeviv Atav nhikiag =75 edv, Bike (68%),
Aeuxol (36%), Améw; (60%). 'OAor o1 ooBeveig elxav AaBer ouhaxiatov uic npunycﬁum ypappn
Bepaneiog. Tpuavia va toig ekatd (31%) (N=129) eixav AnB:l 1 npunyuuu:vn lfpuuun Etpunelu:
(Bepaneia pe EGFR-TKI povw) 69% (N=282) eixav AuEEl Zn ﬂEplUI}u'[EpEl: TPONYOUYEVES YPapHES.
EBGopnvia Blo toig exato (72%) wv aoBevidv Bev nav noté kamaoteg, 100% twv ooBevidv elxav
katdotaon Aeroupyikig kavermag 0 A 1 pe Bdon mv kApaxa tou Noykoopiou Dpyaviapod Yyelag
(MOY). Nevivia evvea toig exatd (59%) twv noBeviv eixav efw-Bwpokikes onhayxvikés petaoages,
oupnepthapBavopevwy 39% pe peraotaoerg ou KNE (npoabiopifopeveg ano m Beon fAaBng tou KNI
wata v évapEn, 1o 10TPIKO 10TOPIKG, A/KOI NPONYOULEVN XEIPOUPYIKN n/kal nponyoupevn
axuvoBepaneio petaotaaewv tou KNE) kai 29% pe nnatikég petaotaces. Lopavia enta toig exotd (47%)
Twv aoBeviov eixav petaotatixa vooo twv ootiv. H biapeon Gidpkea g nopakohotBnong yia v

pepuvipnn i Aikd pe g npwtelves nAday poup Kot avBp , TV
avBpwnivn npwieivn Tou opod xal 1a (mpa apoupaiou kat avBptnou. Bloyetagxnyouoyéc: in
vitro pekéreg unobeikviouv ou n coipepuvipnn petaBodiferor kuplwg péow twv CYP3A4L kot CYP3AS.
Noteoo pe o onpepva GioBéopo otowela, evalokukég unﬂﬂnmac obiol Bev pnopnuv va
anokAeiotolv nAnpwe. Me Pdon in vitro pehéteg, éxouv avi { 2 pappakohoy
petaPolizes (AZ7550 ka1 AZ5104) ato nhdopa npokhvikav anﬁcuv Kot nvapmnmv pnu and xnpnynm
and Tou OTONOTOC HE OOI p A AlTﬁﬁﬂ Ppa pojoio poppakohoyiko npopid pe to
TAGRISSO evid 0 AZ5104 ep pEyohy 6tnta 1900 ot petalhaypévo 000 Kal O (PUOIKDU
wnou EGFR. Kai a1 Bio yetuﬁe}\uzt; epq:nwmnmv Bpobéwe oto nhdopa perd ™ xopAynan Tou
TAGRISSO oe ooBeveis, pe bidpeco (eAdxoto-peviato)t 24 (4-72) kai 24 (6-72) wpddv, avtiotoma. Iro
ovBponivo nAdopa, n pntpiKA oaipepTivipinn omu'ralxoune oe 0,8%, pe toug 2 pmﬂn)«uac va
ouvelopépouv 0,08% ko 1o 0,07% g KNG £ EpYEIOS HE TO pEYOAUTEPD nunnmo g
pabievépyeia va elvol opotonokika auvbebep fi péon

JE TIG Npeuted ,\uu", H pe
€xkBean 1wy AZ5104 Koy AZ7550, pe Baon v AUC, fitav kotd npooéyyion 10% mmn g ékBeong tng
oopepuvipnng otn ataBeponainpévn katdotaon. H kipia petaBolikn 06idg g ooipepuivipnng ftav n
ofelwan kai n anohkuliwan, NopampiBakav toukdxiotov 12 ouotonka ota evonoinpéva Belypata
olpwv Kat dnou 5 a avniotolxoUoav ge >1% g §6ong and tv onoia n
apexaBAnmn oopepuivipnn, o AZS104 ko o AZ7550, oe katd npooéyyian 1,9, 6,6 kol
2,7% g Bdong evid pio kuoteivulkn Evwon npooBikng (M21) kot évag dyvwarog petofloling (M25)

eheuBepn efelifng tng vooou emBicaon (PFS) Atav 12,6 prves. Ltoug 411 npoBepaneupévoug aoBeveig
Benkoug om peraMhaln T790M tou EGFR, 1o ouvolikd nogoatd avtikeipevikng avianokpiong (ORR)
ot Tuph Ave€apning Kevipikng Enitponng AfioAdynong (BICR) fitav 66% (95% Cl: 61,
71). Ee aoBeveic pe emPePaiwopévn ovianokpion péow BICR, n Gidpeon Gidpkeia g ovianokpiong
(DoR) fav 12,5 prveg (95% CI: 11.1, NE). To ORR péow BICR ot pehétn AURAex fitav 62% (95% CI: 55,
68) ka1 70% (95% Cl: 63, 77) om pehémn AURA2. H Siapean ehetBiepn EEMEng tng vaoou emBiwan (PFS)
fitav 11,0 priveg 95% CI (9,6, 12,4). Nooootd avukewevikng aviandkpiong péow BICR dvw tou 50%
napumpnﬂnnuv o Oheg TG npauu&uptupzm; unoopabeg nou avaAuBnkav, nepihapBavopéviov g
ypoppnc B iag, g b G NpoEA me¢ nkixiag kot g neploinc. Ltov aflodoynoyo yia
wmnnxplon nAnBuopo, B5% (223/262) eixav texunpiwon g aVIONOKPING KATa TOV XpOVO TNG NG
Topoypagiag (6 eBiopabiec)” 94% (247/262) eixav Tekpnpiwan g aVIaNoKpIaNG KOG 1oV Xpovo TG

Uoav oe 1,5% ka1 1,9% g B6onc, ovriotoxa. Me Bdon i vitro pekéteg, n ooipepTvipnn
anotehei avtoyawviaTiké ovaotohéa twv CYP3AL/5 okAd oxi twv CYP1A2, 2A6, 2B6, 2C8, 2€9, 2C19, 206
%01 2E1 oe khvikd onpoviikég ouykevip@oeig. Me Béon in vitro pehéteg, n oopeptivipnn Bev eival
ovagroréag twv UGT1AT kat UGT2B7 oe khivikd onpaviieq auykevipwoeig oe eninebo nnatag. H
eviepIkh avaotoli tou UGT1AT efval mBavi aAMa n khivikn g enibpaon Gev eival yvworn. Anofokh:
Mexd ané epana and tou otoparog Gdon 20 mg, 10 67,8% e Séong avakmBnke ota konpava (1,2%
wg pntpikn évwan) evid 14,2% g xopnyoUpevng Sdang (0,8% we pntpikn éveon) aveupéBn ota olipa
péow aukhayig Setypdtwy olpwv yia éwe B4 npépec. H aperdBAntn oopepnvipnn avtatorxoloe ot 2%
®atd npooéyyion g anoPodic pe 0,8% ota olpa kol 1,2% ota kénpova. AMinkeniSpaoeic ye
LETOPOPIKES NPATEIVES: n vitro pekéteg éxouv Seifel 6n n oopepivipnn bev onoteel undotpawpe Twv
DATP1B1 kot DATP1B3, Ip vitre, n ooipepuvipnn Sev avaotéMer toug OAT1, DAT3, DATPIB1, DATP18B3,
MATE1, OCT2 ka1 MATEZK oe whivikd onpoviikéq ouykevipwoeig. Me Paon in vitro pehéteg, n

bedtepng mpwpuqalur; (12 eBbopabes). Azfoytva anoreAeguonxomrac eni twy ou KNE
MievepynBnke pio afiohoynon péow BICR g

A 0 eni tou KNZ '" HE Ta Kprnpa RECISTV 1.1 omv unoopaba twv 50 (and
T0Ug 611) Bevav nou va Exouv petp tou KNL ce évo
onivBnpoypagnpa  eykepdlou ®otd v evopEn. I'Iupu'mpnﬂnu 54% noooOTG  OVTIKEIPEVIKNG
avtanokpiong tou KNE (27/50 aoBeveig, 95% Cl: 39,3, 48,2) pe 12% outwy twv avianoxpioewy va elval
nAnpeig avianokpioeic.Aev exouv Bie§axBel khivikeg pedéteg oe aoBevei pe MMKI Betika oe de nove
petdhhan T790M tou EGFR. Naifiorpidc nAnBuopsc: 0 Eupwnaikdg Opyoviopds Qappdkwy exel
bwoer anakayn and v unoxpéwan unoBokng Twv anoteheopatwy twv peAetiv pe to TAGRISSO oe
oheg ng unokatnyopleg tou naibiotpikod mAnBuopou otov MMKTT (BAéne nopdypogo 4.2 yia
nhnpogopies oxeuka pe v naibwtpikn xpnon). 5.2 Qoppakokwnukég 6ibmreg: O
(POPUAKOKIVITTIKES NOPAKETPOL TG oaIpepTivipnng exouv npoabiopiotel oe uyin dropa kai aoBeveig pe
MMKN. Me Baon ovahuon nAnBuopiakng gappokokwnTkng, n aivopevn kaBapon mAdopatog g
oopepuvipnng eivai 14,3 L/h, o pavapevog dykog katavopng 718 L kat o tehixag xpévog npioeiag Jung
kard npootyywn 44 wpes. H AUC kain C__ auffBnkav avahoyikd pe t Sdon o Goooloyika edpog 20
€wg 240 mg. H xoph e oopepuvipnng dnaf npepnoiwe emipépel Katd npooéyyion 3nhaoia

pepuvipnn anotehel unéatpwpa g P-gp kal g BCRP, wotdoo ouig kKAViKG xopnyolpeves S6oeig
&:v elval nlBavu va Bolv khivikd anpaviiké aMnhenibpdaels. Me Bdan in vitro Sefiopéva, n
ﬂmpzp’u\upnn zivnl mmmnlmq g BCRP ka1 g P-gp (BAéne nnpm,'pnqm 4.5). Eiikoi nhnBuoyoi: Te
¢ pop ng (n=1.367), Sev avixveltnkov Khivikd onpaviikol

uuuxr:nrrpm pmiu g npofilenty éxBeong o otaB i q (AUC) ka1 Tng
nhiiag Tou aaBevol (elpog: 25 éwg 91 £m), Tou pUkou (65% Bn.\e\r;) g eBvonikhg npnzleuanq
(nepihapBavopévaov Aeukdy, Aciottov, londviwy, Kive{wv Kol pn Aciativ pn Aeukiov aoBeviov),
Ypoppng B Kat Ty Beid iopatog (n=34 vuv Kanviatég, n=419 nptonv kanviotég). H
n.\nBunpann qmppnxnmvnmn avahuon é6eife ot to nmpmlm 3npoq fAtav onpnmkn nuppzmmmn pe
Mikpétepn ané 20% peraBoki g AUC_ g JIEVOpEVN TE EUpOG 0 fapoug
and 88 kg £w 43 kg aviiotoixa (95% & zmc 5% nunon'mpnpm), otav nuyupgﬁnxz petv AUC, yia ﬁsnpmn
owpiarike Bapog 61 kg. Aapfidvoviag undyn g akpaleg g Tou owpankod Papoug, and <43 kg £wg
>88 kg, ta nocootd tou perafolitn AZ5104 kupdvBnkav and 11,8% éwg 9,6% eva yia tov AZ7550
upavBnkav and 12,8% éewg 8,19%, avriotona. Mz Bdan mv nnBuojpiaxi (pappakokiviTikn avahuon, n
hunmpmvn opou TautonoinBnke wg o BAnth pe perafoln <30% omv AUC_ tng

peprvipnng o elpog A ¢ and 29 éwg 46 g/L aviiotoixa (95% :mq 5%




nooootnpopia) 6tav ouykpiBnke pe v AUCss yio m Giapeon Aeukwpativn katd mv évapEn 39 g/L.
Autég o1 peraBohéc ng exBeang efartiog Glogoptv Tou owy U Bapoug n g A ¢ KaTd TV
evapfn Gev Bewpouvial khivika anpaviikes. Hoonkn Suademoupyio: H oopepuvipnn anofaMerar
Kupiwe péow Tou finotog. Iz pia khvikn Sokipn, aoBevelg pe Glopopenkols TINOUG NPOXWPNPEVWV
oupnaywy oykwv Kat pe nnta anaukn Suohertoupyia (Child Pugh A, péoog opog BaBpokoyiac=5,3, n=7)
n pérpia nnauka Suokertoupyia (Child Pugh B, péoog opac=8,2, n=5) bev napauaiaoav kapia atfnan
omv exBeon oe obykpion pe aoBevei pe guoahoyikn nnaukn Aeroupyia (n=10) perd ané pia Goon
TAGRISSO 80 mg. H yewperpikn peon avahoyia (F0% C1) g AUC kai tng C__ tne ooipepuvipnng fitav
63,3% (47,3, B4,5) ka1 51,4% (34,6, 72,3) oe aoBeveic pe nna nnatkn Suokerroupyia kat 68,4% (49,6,
94,2) kan 60,7% (41,6, B8,6) avtiotowa oe aoBeveic pe pérpia nnaukn Guohertoupyia yia tov perafokitn
AZS104n AUCKkanC_ ntav 66,5% (43,4, 101,9) kai 66,3% (45,3, 96,9) oe ooBeveic pe Ama nnaukn
Guakerroupyia kat 50,9% (31,7, 81,4) ka1 44,0% (28,9, 67,1) avtiotoixa oe aoBeveic pe pEtpia nnatikn
Guokemoupyio, oe ouykpion pe v exBeon oe aoBeveic pe guatohoyikn nnotikn Aertoupyia. Me faon
nAnBuopiakn pappakokivitikn avaluan, bev unnpfe ouoxenopag peral wov Betiv tng nnoukng
A pyiag (ALT, AST, xohepuBpivng) kat g éxBeong tng coepuvipnng. 0 Beiking g nnatkng
eoupyiag, Aeukwpativn opod, é6eife enibpaon otn OK tng ompepuvipnng, Ot khwikeg pekéreg nou
BiegnxBnoav anéxheioav aoBevei pe AST A ALT >2,5x avirtato guoioAoyiké 6pio (ULN), n eariag
unakeipevng kakonBeiag, >5,0x ULN n pe ohwn xohepuBipivn >1,5x ULN. Me Bdon goppakokwvnmikn
avahuon 134 aoBeviv e Amia nnaukn SuoAeroupyia, 8 aoBeveig pe pétpia nnoukn Suoheroupyia kat
1.216 aoBevidv pe puotchoyikn nnamik k pYia, o1 exBETEIC TG poIpEpTIVIPINNG fiTav nspﬁpnla\; Aev
unnpmuv GiaBémpa bebopéva yio noBeveig pe cofaph nnatikn ﬁuakunup\,'fn (BAéne napaypagpo 4.2).

- Lt pia kAvikn Gokipn, aoBeveic ve ooflapn veppikn buohertoupyia (Cler 15
£w¢ kaw and 30 mL/min, n=7) nopouoincav 1,85-popég atfnon g AUC (90% CI, 0,94, 3,64) kmt
1,19-popég ainan e C_, (90% Cl: 0,69, 2,07) oe atykpion pe aoBeveic pe puotohoyikn veppiki
Aemoupyia (CLer peyaAlrepn and f ion pe 90 mL/min, n=8) petd and pia S6an TAGRISSO 80 mg and tou
otoparog. EmnAgov, pe Baon nknBuopokn pappokokviTkn avakuon 593 aoBevibv pe Ama veppikn
Suokeroupyia (CLer 60 éwg kawo ond 90 mL/min), 254 acBeviov pe pétpia vegpikn SucAertoupyia
(CLer 30 éwg kaw and 60 mL/min), 5 aoBevebv pe Bapid veppwn Suokeroupyia (CLer 15 éwg kamw and
30 mL/min) ka1 502 aoBeviov pe puatohoyikn veppikn Aestoupyia (peyaldtepn ond f ion pe 90 mL/min),
ot ekBEneig ™G oolpepTvipnng ftav napopoteg. AoBeveic pe Cler pikpatepn and i fon pe 10 mL/min bev
uuunep(z}lr'lq:ﬂnum o khvikés Bokipes. 5.3 Mpoxhvixg Gebopéva yio mv aopalea: To m:lpil‘.l
eupfpata nou napampnBnkav oug peAetes ofkomag snavnlopﬂwuu:vuv fiogewy ve opoupaioug
ka1 okUAoUG guvil il £¢ peraBoheg nou enebpooay oto

10 O GTPOQIKES, PAEYHOVIODEIS Kal/f
emBikio tou kepatoeibi xitdiva (ouvobevapeves and npiblapavela kot Bohepdta tou kepatoeibous oe
okuhoug kote v ogBakpoloymn eEevaon), tov yootpeviepikd owAiva (nepihapBovopgvng g
y\@ooag), 1o GEppn KAl 1@ avanapaywWYIKG CUOTpGTE Tou GpPEveg Kal Tou Bdeog pe SeuteponoBeic
petaokés otov onhfva. Ta eupfpota outd eppaviomKoy oe OUYKEVIPWOES NAGOHOTOG nou fav
xapnAorepes and exefves nou nopampnBnkav oe aoBevels pe m Beponevukn Goon wv 80 mg. Ta
:upﬁ.pum nou nopouclaoTnKay jetd ano 1 uﬁvu xophynang, ntav ge peyaho BoBjo uw:lmpélulpu EviOg
1 unvuc akohotBwe me Biakonng me xophynong, pe v efolpean e pepikic uncxmumcn;

pnva Bmxunnc g Goong. Ie pa pa\tm rpnnunolnnnc g epfpukng avamugng otov apoupaic, n
PEpTIVIHNN NPOKGA php p Grav xopnynBnke 0E KuopopoUVIES apoupaious npIv
ang mv cpﬂpu]uh HU Ta Aeopata autd nopatnpnb OE avektn and tn pmepa baon
20 mg/kg dnou n ékBeon fitav pn pe v avBp exBeon ot ipevn Soon twv 80 mg
npepnoiwg (pe fdon m ouvolikn AUC} 'Eszan o Euasu: 20 mg/kg ket avw Kata 1 Sidpkeia mg
npum\acuv pEva epfip potixa Bapn akAa oxi aveniBipntes evépyeieg atnv

nnm popgoloyia tou epfpuou. Travn X0pnyRBKE 0E KUOQOPOUVTEG
ﬂnAzu: apoupaioug katd T BidpKela TG KUNONG KGI OTN OUVEXEWD €WC KOl v apxn g yohouxiac,
unnpge eppavag éxBeon otnv coweprvipnn Ko toug petafolite tng ota BnAafova veoyva Kot

eninAeov peiwon e eniiwong twov veayvwv kai eNunng avamun (oe Gooew; 20 mg/kg kat dvw).

"ru Y

6. DAPMAKEYTIKEE MAHPO®OPIEL: 6.1 Kotdhoyog exBoxwv: [lupivac Biakiou: Mavvitohn,
Mikporpuotohhikn kutiapivn, YopoSunponulokuttapivn xapnAng unokatactacn, IteatuAogpoupapika
vatpio. Enikdluyn Giokiou: MoluPvuhadxoodn, Aweibio nraviou (E 171), MohuaiBulevoyhuxdon
3350, Tahxkn, Kitpivo oeibo mbnpou (E 172), EpuBpé ofeifio mibnpou (E 172), Mehav ofeibio alinpou
(E 172). 6.2 AoupPatornteg: Aev epoppofetar. 6.3 Mwdpewn Jeong: 3 xpovia. 6.4 I6witepeg
npogukigeig xard m @ikafn Tou npeisvrog: To poppakeuTikd auth npoidv Sev anarel iGiaitepeg
ouvliikeg pidafng 6.5 Qdon kot cuotomka Tou mepiékm: Aidtpnteg kupeles Sooohoyikiv
povabwv AV/AL Kouud twv 30 x 1 Biokiwv (3 kuperdv). Midtpnreg kupee Sooohoyikdv povabuv
AV/AL Kound twv 28 x 1 Biokiwv (4 kupehov). Mnopei vo pnv kukhogopotv GAeg 01 cuokeuaoieg.
6.6 |6wnitepeg npopurafeg andppigng: Kabe axpnoponointo g 6 ipoidv fi ¢

npénet va anoppinetal oUppwva pe TG Kard 1onoug 1oxUouces oxenikeg Giatageig.

7. KATOXDZL THE AAEIAZ KYKAO®OPIAZL: AstraZeneca AB, SE-151 85 Sodertalje, Lounfiio.

8. APIBMDE(DI) AAEIAY KYKAO®OPIAL: EU/1/16/1086/001 40 mg 30 eniahuppéva pe Aemo
upévio Biokia, EU/1/16/1084/002 80 mg 30 emkahuppéva pe Aemo upévio Siokia, EU/1/16/1086/003
40 mg 28 emkauppeva pe hento upévio Gioxia, EU/1/16/1086/004 80 mg 28 emxaluppéva pe Aemo
upévio biokia.

9.

HMEPOMHNIA NPATHE ETKPIZHI/ANANENEHE THE AAEIAX: Huepopnvia npdimng gykpong 2
Be iou 2016 Hpepopnvia wehevtalog gwong: 12 AekepBplou 2016

10. HMEPOMHNIA ANABEQPHEHL TOY KEIMENOY: 2'I Mulou 2021. I\Emuyap:lq nAnpomuplec
Y10 10 napov YappokeuTiko npoiov eival BiaBeopes otov & o tano 1ou Eup i Opyavicpod

Dopparwv: hitp://www.ema,europa.eu.

Tponog BiaBeong: Meplopiopévn 1otpikn ouviayn ano eiBiko 1otpd kat napakohoUBnan kmd mv
Biapken tg Bepaneiag

opluyevuw K10 perafloddiv tou kepatoeibots. Hoopepuvipnn bianepva tov aBikto
ppaypd Tou mBhkou cynemolgus (eviophéBia xopriynen), 1ou dpoupalou ket tou novkod (and tou
onaparog xopiynon). Ta pn kAwvika Gebopéva unobetkviouy on n oopepuvipnn kai o petaBoriig meg
(AZ5104) avaoreMouv tov biouho nou kwhikonotelt ané 1o yovibio h-ERG ki ev pnopel va
anokhetotel n enibpaon omv nopdtaon tou Bieompatog OTc. H ooipepuvipnn bev npunﬁ?\m ywmxé(
BhaBeg ot in vitro ket in vive Gowipaotes. H umpeptw{pnn Bev ebeife kaprvoydve Suvapikd drav
xopnynBnke ond Tou oTopaTos oe ﬁxwuwﬁmmuq noviikous Tg rasH2 yia 26 eBlopabes. Avanopaywyika
1ofikiinta: Expuhionkéc pewafolés nopoumdomkav oroug Gpxel apoupaiwv Kai okUhwy nou
exteBnkov omv ompepuvipnn yia =1 piva kol unnpfe pelwon MG poEVIKNG yovipdTTog Twy
apoupaiwy pewa and éxBeon oy oopepuvipnn enf 3 prves. Auté ta euphpota nopampiBnkav oe
khivikd onpovakes ouykevipdoels nAdopatog. Ta naBoloymd euphpoio oroug Opxels nou
napampnBnkay petd and 1 phva xopiynong Mav avaapéipa atoug apeupoloug” wotdoo, Sev pnopel
va eEaxBel oploukd oupnépaayia yia v avaetpeipdTg auehy twy BAaBlv otoug oxdAous. Baget
pehettv oe {wa, n yoviponta oz Brikea dropa pnopei va ennpeaotel and 1n Bepanefo pe copepuvipnn,
Ie pehéreg tofiwomntog enovohopBovopevwy Booewy, nopampiBnkav auEnpeves ouxvomes
avowotpou, exguliopod tou wxpod gwpatlou oug woBrkeg kot AEmuveng tou eniBnklou ot prtpa Kat
Tov koAno oe opoupaioug nou extgBnkav omv coipepuvipnn yio 21 piva o KAWIKG OnRpOVIKES
auyampmuac nhaopatog. To eupnpata nou nupumpnﬂnxuv o woBnkeg perd and 1 piva xupn\rncn;
ntav ovooipeipn. e pa pehem yovip Bk JG, XOPAYNON OOIPEpTIVIPNNG

c oe apoupal
20 mg/kg/npépa (neplnou fon pe  ouviowbpevn npephoia khvikn Bdon twv B0 mg) Bev eixe
ENIMWOEIG otov kuKkAo Tou oiotpou f Tov apiBpo twv BnAukdy nou pévouy eykues, ohAd npokaieoe
nptinpous epPpuikols Bavitouc. Ta euppato outd £6eiav evielfeic avootpeyipdtmag perd and 1

= YNOAOFIZOMENH
nPoioN NOZOKOMELAKH Ty | XONAPIKH TIMH | AANIKH TIMH
TAGRISSO F.C. TAB
40MG/TAB 30- Buoxia oe 5059,21 5626,89 6083,8
Buarpnreg kuipehec - alu/lu
TAGRISSO F.C. TAB
80MG/TAB 30- Buoxia oe 5059,21 5626,89 60838
Biarpnreg kupehec - alu/lu
BonBnote va yivouv ta pappaka
nio aopohn kai Avagépere
OAEE g aveniBUpnte evépyeieg yia
OAA ta pdpjioxa
ZupmAnpdvovag mv «KITPINH KAPTA»






