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TQPA >THN OMA XAA

+ HMA + OBINUTUZUMAB + RITUXIMAB  Movo®spansia

Oepaneia yia acBeveig 2tabepr Aidpkeia Z1abepr) Aidpkeia Bspaneia pexpl
pe veodiayvwoBeioa ©spaneiag ©spaneiag gEehiEng Tng vooou
OMA pn kataiinloug yia 1 'Etog’ 2°Ern f pn anodekTng
EvTaTIKr) XnueioBepaneia’ TogikoTnTag'

*66% CR+CRi évavn 28%, P<0,001. ' BaBiég avranokpioeig onwe opilovral and Trv eniteuEn nhfpoug avranékpiong (CR) & un aviyvelopng ehayiotng
unoheippaTikng véoou (UMRD), olpgwva pe Ta kprrpia IWCLL. * CR/CRI (INV): 50% (VEN+O) évavm 23% (O+Clb) (P<0,0001). Apvnmikonoinan MRD (PB):
76% pe VEN+O (95% Cl: 69,2-81,1) évavmi 35% pe O+Clb (95% Cl: 28,8-42.0) (MAnBuopéc ITT). CR/CRI (INV): 27% (VEN+R) évavm 8% (BR). Apvnmikenainon
MRD (PB): 62% pe Tov ouvBuaopd VEN+R (95% CI: 55,2-69,2) évavm 13% pe BR (95% Cl: 8,9-18,9) (xwpic édeyyo yia oTaTioTikR onpavTikeTnTa).’

OMA=oteia pushoyevi Aeuyaipia, XAA=ypévia heppokutTapikn Aeuyaipia, HMA=unopeBuhiwmkde napdyovrac.
BifAioypagia: 1. VENCLYXTO® Mepiknyn Xapaktnpiatikdv MNpoidvTog (MXM), 06/2021.
T\/ To (pappake auTto Tehei uné cupninpuwpaTkn napakchoubnen. Auto Ba enmpéyel To yeRyopo Nnpogdiopiopo vewy NAnpo@opitoy ag@aieiac.

ZnTeiTal and Toug enayyehpaTies uysiag va avagépouy oncieadnnoTe miBaveloyoupeves avemBopnTeg evépyeie. BAéne napdypago 4.8 yia Tov
Tpéno avagpopas avemBupnTuy evepyeidv

Tpénog Ai1aBsang: Mepiopiousvn IGTRIKA SuvTayr
H &vapkn Tng Bepansiag yiveral o= voookopsio kal pnopsl va guveyi{eTal ekTOG voookopeiou und Ty napakohoudnan eidikou aTpol

Bonfrore va yivouv Ta gdppaka mo aopakn ket 9NOIT:"I{RIZIA-MOP@H-I’IEFIEKTIKO_TH"I’!\. e : AIAN I_‘EH_-"MH (€)
s VENCLYXTO F.CTAB 100MG/TAB BTx112 (BLIST 4x28) 539788
ONEE Tic avemBopnTEC EvEpyEteg yia ‘«IENC r_\r'X.TO F.C.TAB 100MG/TAB B_‘x1 LIST 7x2) :Cl 5
OMA a9 VENCLYXTO F.CTAB 100MG/TAB BTx7 (BLIST 7x1) 3636
ZupITAN pLVOVTEE TH) VENCLYXTO F.CTAB 10MG/TAB BTx14 (BLIST 7x2) 80,15
VENCLYXTO F.CTAB 50MG/TAB BTx7 (BLIST 7x1) 153 44

Bpeite Tiv MNepiknun Xapaktnpiomikow Tou MNpeiovTos os enapevrn oehiba.
MNa nepiocéTepes ninpogopies aneuBuvBeiTe aTnv eTaipeia:

-
AbbVie DAPMAKEYTIKH ALE. Qb b\/ | e
Mapivou Avtina 41-45, Néo Hpakheio, 14121, Tnh.: 214 4165555
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pENITOONES

Emiotnpovikn Entpornn
Npoedpeio: ASapodmnoulog lwavvng, ZtapatonovAou Zodia

MéAn:

MntpomnoAitng Meaonviag

KK XpuodoTopog
AdapomoUAouv OgoboUAN
Apbdapavng ANé€avSpocg
BaotAakomouAog Oe06wpog
lewpyoUAlag Baoilelog
loupyouAtdvng Kwvotavtivog
AaAékou Mapia

KaAodpwvog XapdAapmog

Kapapmivng AvSpéag
KapSapudkng AnuntpLog
Kaotpitng Evotdblog
Kitrag Xprjotog
MuxomouAog Znupibwv
Mrmapumolvng Bacilelog
MNavaywwTtidng Mavaywtng
MavayomouAog MeptkAng
MNamnabeodwpidng MNrewpylog

Poumog lwavvng
Ykpemétng Kwvotavtivog
Iriupldwvibng ANéEavdpog
JUMEWVISNG ApyUpLog
TlouBeAékng ApyUpLog
Tolplywtng Mavaylwtng
DouvtinAag Mewpylog

Opyavwtiki Entttponn
Mpoedpeio: N'koulou Moapia
Mpappateio: Aparootddn Kavéla, BAaxoylavvoroUuAou MavayouAa, KouteAtdpn Baothikn

MéAn:

AyyelomovAou MNavaywwta, Mapackevdotpla
AE, Movada Meooyetakri¢ Avatuiac,
I.N. Meoonviag

Adaponovlou Kwvotavtiva, Etb. FuvatkoAdyog
M/T KAwvikry, T.N. Mepatd « T{aveio»

AdapomnoUlou ftedpavia-Aéomowa,
Qapuakeutikn SxoAn Eupwraikou
Maverntotnuiov Kumpou

AleomoUAou Stapatia, NoonAeutpia TE,
AteuBovrpia NoonAeutiknc Ynnpeoiog,
I.N. Meoonviac, N.M. KaAauarog

ApBavitng rewpylog, NoonAeutrg TE,
Mpoebpog 3° I.T. E.N.E.

FoaAlatoatov Avva, NoonAeutpia AE, Movada
XnuetoVeparneiag, I.N. Meoonviag
AnuntpomoUAou Eudokia, NoanAsutpia TE,
Mpolotauévn Apodoaiag, IN. Meaanviag
E¢apxdkou PeBéka, Qapuakomotdg,

I.N. Meoaonviag

HAlomoUAou Avaotacia, NoonAsUtpia TE,
Movadbda Xnuetodepaneiag, IN. Meoonviag

OeobwpéAou EuBahia, Qapuakomnoldg,
Yrnevduvn Qapuaxeiou, I.N. Meoonviog

KaharoBapéa ZaxapoUAa, NoonAeutpia TE,
Movaba Meaoyetakrg Avaiuiag, I.N.
Meaoanviag

KaroyAn Avilela, MikpoBLoAdyog, Atcuduvipia
Awuoboaoiac, I'N Meoonviag

Kookwag Navaywtng, NoonAeutrig TE, [EAY

Koupounn Kwveotavtiva. NoonAeutpia TE,
Movabda Meaoyelakrc Avaiuiag,
I.N. Meoonviag

MrmoukoUpn EvBupia, TexvoAdyog latpikwy
Epyaotnpiwv, IN. Meoonviag

Mutakién ZtaupoUAa, NoonAeutpia TE,
Mpoiotauévn Movadac Xnuetodepaneiag,
I.N. Meaaonviag

Nwkntéa XpUoa, Bondoc Qapuakeiou,
I.N. Meaonviac

Mavtaln Euyevia, lev. latpdg, Movada
XnueloBepaneiag, I.N. Meoonviag
MAwka Xpvoa, NoonAeutpia TE, Movada
XnuetoVeparneiag, I.N. Meoonviag
YKOUTEANG Anuntplog, NoonAeutrg TE,
Mpoebpog E.N.E.

Xaxng Evayyelog, NoanAeutri, Movada
Meooyetaknc Avauuiag, IN. Meaonviag

P, e
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BonBAote va yivouv 1o pappaKa mo acgoki ko

Avapépete w . f
OAEE uis aveniBipnes svépyeies yia lo nifpels ouvtayoypo ninpogopies aupboukeuteite T

OAA 10 pappaxa = pLANYELS ) { TNPLOTIKS W ¢ v oL BevTal ana tnv ET0lPEID
Lupninpovovias my «KITPINH KAPTA»

PFIZER EAMAL AE. A\ Megoysiwy 243, N. Wuxwd 19451, ABrva, Ehhaba,

Tnh. Enwowwviac 210-6785800, Ap8. I.E.MH. 000242901000

PFIZER EAAAL A.E. [CYPRUS BRANCH] Aswpdpog ABaidooag 26, 2018 Asukwoia, Kinpoc,
Tnh Emkowwviog: +357 22 817690
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P XAIPETIOPOS

Ayarnntol cuvepyareg,

To 2005 oOUVELONTOMOLWVTAC TNV QVAYKN Yla CUvexn ekmaldeuon Kat
eTUOpdwaon mpaypatomnotionke n 1" Hueplda « Alpatoloyikd Néay.

To 2014 n €emTAKTIKA QvAyKkn Yyl ouvexWouevn ekmaldeucn OAWV Twv
ETAYYEALATIWY LYELQG LAG TApOTPUVE Va TtpooBEcou e Kat Bepatoloyia mou
QMTETAL TNG VOONAEUTIKAG dpovtidag Tou appwoTtou.

To 2018 otov 13° KUkAO TtpooTEBNKAV KAl QULyWG OYKOAOYIKA B€pata
avayvwpllovtag TI¢ onHavTKES EEAEELC 0T Bepamela Tou Kapkivou.

Me tn 8wkl cag evBdppuvon Kal CUUMOPACTOCN N TPoomdbela auth
ouvexloTnke Kol OAEPA 0AG TPOOKAAOUE HE LOLaltepn Xapd OTLG EPYACLEG
Tou Exmatbeutikol fepwvapiou «Aluatoloykd/Oykoloyikd Néa, TUyxpovn
NoonAeuTikn - 16° KOKAOG».

Elvat kowr] Slamiotwon mwe n ovyxpovn LoTpLkn SLEPXETAL TNV TIO YOVIUN
neplodo oTNV LoTopla TG KAl €vag AyyuWwdng OyKoC VEAG yvwaong Uog
KOTAKAULEL.

Y710 JuvEdpLo Sev emBupolpe va TeBel povo to {NTNHA TNG YVWong aAAd Kot
™G oWoTNG Kplong. To va KATEXEL KAVELG AKEVWTN SeEQUEVN YWWOEWY, XWPLC
va. SLaBETEL TO XApLoUA TNG KPLTIKAG okéPNG Tov KABLoTA OYOAAOTIKO Kol
axpnoto. Mpémnel va aokel kavelc ™ Babld kat mMAatid oképn kat oxL tnv
moAupdBeLa.

Ex pépoug TnC Emttpornic tou 2uvedpiou, 0dg avapévoupe pe olaitepn xapd
Kal avuropovnolor va 0oC KOAWOoOPLooUHE otnv Opopdn TOAN NG
KoAapdtag, mpooPAémnovtac otn Sk oag evepyd OCUMMETOXH Yyl éva
ETUTUXNHEVO, YOVIUO KOL ETIOLKOSOUNTIKO ZUVESPLO.

Ek tn¢ Emotnuovikng Emtpontic

Adapomnoulog K. lwdavvng Ztapatornovlov Zodia

V e —
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Kite () GILEAD

A GILEAD Company Creating Possible

Mapakaheiote va avagpepete kabe alKuc’,ouevnmeia\.ro?\oymhpzuq

m.rs‘nleuur]m evépyela amsuBeiag atov EOd, glppuva pe To eBvikd

olGTNHA avapopag avermBUUNTWY EVERYEIV.

th TIC n)}r]pslc. a‘rrmlulporromw-:usq M.X.N. amotabeite oy eTapla

Gilead Sciences Ehhac M. EME BonBiioteva vhnwmqwmmmﬂn xat Avagépere
YrievBuvn weg ekmipocwriog tou KAK yia culhoyn AE Gilead Sciences OREE Tig Bipn pyetec yia OMA Ta pdpy
EAMag M. EME, Pigolbvtog 2 & @pakng, 167 77 EMnviko, Tnh: 210 89 30 i KITPINH KAPTA®

100, Fax: 210 96 18 260 AP

GR-ONC-2020-09-0002
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NAPATKEYH 10 :IEMTEMBPIOY 2021

09:00-09:15 Mpocéheuon — Eyypadég

09:15-10:45 EAcUBO£peC QVOKOLVWOELG
Juvroviotég: M. Mkoulou, 2. AAe§omoUAou, E. Ziauou

09:15-09:30  OUAEKTIKEG KAl N AEKTIKEC ETUKOLWVWVLIAKEG OEELOTNTEC
TWV VOONAEUTWY GE OXEON UE TOUC aoBeVe(g kal n epapuoyr Toug
Z. Ayyeln, I. Fewpylomovlov, M. Xapéa

09:30-09:45  H amoTEAECHATIKOTNTA TNG EKMALOEVONC TWV LAWY OTNV AVTIUETWTILON
ETIELYOVTWY UOLEUTIKWV-VEOYVIKWY TIEPLOTATIKWY
A. MeAévtn
09:45-10:00  H moloTNTA OTIC UTINPECLEG LYELAG
X. Avaotaocomnoulog
10:00-10:15  Avtipetwrion opOaALKO) TPAUUATOG
B. Koutehdpn, A. MnoUZa, E. NMpoutodAng
10:15-10:30  Tpaxelotopia-voonAeutikn dpovtida
E. Mnaotouvn, E. Ntdton

10:30-10:45  >ulntnon

10:45-11:30 XnuewoBepaneieg — VOONAEUTIKN QVTILLETWIILON
Juvroviotég: 2. Mutakién, 1. BAayoyiavvortouAou

10:45-11:00  E€ayyeiwon xNUELODEPATEVTIKWY GAPUAKWY -
VOONAEUTIK] QVTLUETWTILON
X. NA6ka, A. HAomtoUAou

11:00-11:15  BaOLKEG TAPEVEPYELEG TNC XNUELOBEpameiag
A. Bacl\onavayn

11:15-11:30  ZulAtnon

11:30-12:00 AitdAsitppa kadé

12:00-14:00 KAwiko Mpovtiotiplo
Zuvroviotég: I. Kotoouutn, T. Mparttn

To KAWKO nhektpokapdloypddnua
X. AgBéving, A. AeAnyakng, =. ®oulidou, M. Zahapovpa

14:00-17:00 MeonuBpLvil ALakomn




RIXAT-ON°®

pt 2021 GR2109011248

Tponog d168e0ng: Me TEpLOPIOPEYT) LOTPLKT) TUVTAYT].
Mdvo yla voookopelakr Xprion ane 1atpo pe katdhinhn eidikevon kat epnelpia

Nogokopeioky Tip: RIXATHON C/S.SOL.IN 100MG/10ML VIAL (10MG/ML) 2 VIALS x 10ML: 255,95 €
RIXATHON C/S.SOL.IN 500MG/50ML VIAL (10MG/ML) 1 VIAL x 50ML: 643,27 €

Bon@rote va v(vouv mdpuﬂm o aopahd s AN Do A Novartis
PETE by
ONEZ Tig mmaiiqu EVEPYEIEG Division

RIX_ADV_001_ Sey

A T KAK: Sandoz GmbH
A Biochemiestrasse 10, A-6250 Kundl, Auatpla
¥ To pappako auto Teel und oupmAnpwpatiky napakoholonan. ﬁﬁgﬁg‘iﬁ:ﬂ:’g"f% %ngﬁggg division
lptv t ouvtayoypapnon oupBoudeuteite mv Mepinyn A. Knotaing 18 & Mkudn, 151 25 MapouUal, ABrva

Xapaxtnpiotikav Tou MMooidviog mou SiatiBeTar 0g eMouevn oeAida Tnh.: 2102811712, dak: 210 6857655
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17:00-18:10

17:00-17:20
17:20-17:40
17:40-18:00

18:00-18:10

18:10-18:30
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MNMAPAXKEYH

2021

10 ENTEMBPIOY

Movrpng MVEUHOVLKOG 610G

Suvroviotég: K. Katoavog, N. AtootoAonouAou, N. lMepyavtag
Movnpng TIVELUOVIKOG 6L0¢: TOTE elval kapkivog; M. KuplakomoUAou
O pdlog Tou PET CT oToV KapKivo Tou Mmveupova N. NanaBavaociou

MaBoAoyoaVATOMIKA EVPALATA KOL KAPKIVOG
Tou TveLoOVA

Julntnon
SxoAwaotég: I. Kokkovoulng, E. Mavradn

A. Moupt{oUkou

ArtdAsippa kad €

18:30-19:30

18:30-18:45
18:45-19:00
19:00-19:15
19:15-19:30

MoAutopeakr npooyyion Asppwpdtwy
(Multidisciplinary approach of lymphoma)
Zuvroviotég: K. NoupyouAiavng, 6. BaotAakonmouldog, M. AaAékou

A. T{ouBeAéKkng
2. Myo6moulog
E. Nanadavid

H 1tpoogyyLon Tou TVELUOVOAOYOU
H mpooéyyLon Tou YooTPEVTEPONOYOU
H mpooéyylon tou Seppatohdyou

JulAtnon
IxyoAlaotég: 2. BaAoaudakng, M. AyyeAortouAou

19:30-20:00

19:30-19:45
19:45-20:00

Metapdoxeuon HUeAoU Twv ootwv. H EAANVIKY TTpOyLOTIKOTNTO
Suvroviotég: I Manadsodwpidng, M. Maywvn

EBelovtég 60TEC UEAOU TWV 00TWV
Ol LETOHOOXEVOELC LUEAOU TWV 00TWVY oTnv EANGSa

A. Znupldwvidng
n. Topywtng

20:00-20:30

Teletr) Evapéng — Xaupetiopol

Suvroviotég: I. AbauomouAog, £. StauaronovAov
YeBaoulwtatog MntpomoAitng Meoaonviag K. XpuoGoTONOG
Navaywwtng Nikag, Mepidepetapyng NMelomovvioou

ABavdoiog BaolAomouAog, Arjuapyo¢ KaAapdtog

lwdavvng KapBEAng, AloiknTrig 6™ Yyetovoutkng Mepltbépelog
Mehomovvroou, loviwv Nfowv, Hielpou kat AuTikAg EANGSC
EAévn AAewdépn, Aowkrtpla Nocokopelov KaAapdtag
AnpnAtplog T{wptlivng, MNpodedpog latpikol UAGYou Meaonviag
Eknpoowmnog ENE

20:30-21:00

Evapktipla AlGdAegn
Suvroviothg: N. Kpntikog

JUyxpovn Latplkn ekmaidevon X. Kittag




HAEMA 30.06/2021

Azacitidine
Accord

Bendamustine
Accord

Entecavir
bi A_ccord

W
M WinMedica

Serving Health for Life

a mepioaoTepes MAnpogopies ameuBuvBEiTe oTNV ETAIpEIT : 3
WIN MEDICA ®APMAKEYTIKH A.E. ,%Eﬂﬂ'm‘t\“'n‘.‘é“u‘m‘{"ﬁ'&. oo ACapai e sty
Ll

O1dinodog 1-3 & MNapadpopog Attikrig OdoU 33-35 Glgbal Generics

PERETE
OAEE Tic avemBopnTeg
15238 XGN‘:Né L EvEpYEIES YIO d josimilars
; AWANDE 2018
T\ 210?438821 Fax: 2107488827 Phsicmihr s aCCOr c@npam oF
info@winmedica.gr, www.winmedica.gr oKITPINH KAPTA: e Eanen e sl it THE YEAR
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yABBATO 11 :IENTEMBPIOY

09:00-09:15 MpooéAeuon — Eyypadég

09:15-10:30  Wuyikn uvyeia kot COVID-19
Suvroviotég: A. AoUAou, 5. Aayou
09:15-09:30 O avtiktumog tng mavdnuiag COVID-19 otnv Puxkn vyela
M. Ntékou
09:30-09:45  KatdBAupn kat emayyeAUaTIKA e€0UBEVWON TWV
enayyeApatiwy vyelag e€attiag tng COVID-19
2. Aayov, E. Aayoudn, M. Aoukda, N. NMamndoyAou
09:45-10:00  H emnibpaon Tou mepBaiilovtog otn Bepameutiky Stadikaoia
Twv aoBevwv pe COVID-19 oto Nocokopelo M.N.N.O.A. «H Swtnpia»
(voookopeio avadopdg)
Z. Emtapnvitakn, A. NMavtiwpa, M. EvBupiou, I. Kapouunaln,
M. MNaA\eAn

10:00-10:15  COVID-19 kat N.@.Y.
A. Juka, M. OsodwpakomnolAou

10:15-10:30  sulAtnon

10:30-11:30 NoonAegutiki Kot vopoBeoia
Suvroviotég: M. PaAAn, I. Mapvaoa

10:30-11:15 O voonAeutng katd tn Stdpkela TN mavdnuiog:
TPEXOUOEC eEENIEELC OTO VOONAEUTIKO EMAYYEAUQ
E. Nanayswpyiov

11:15-11:30  XulAtnon

11:30-12:00 AitdAeippa Kadé

12:00-13:00 E&eAi&elg otov Topéa TG vyeiag Adyw COVID-19
Suvtoviotég: 5. OsobdwpakormouAou, . Mroula

12:00-12:15  H awodooia atnv ernoxr tng COVID-19: évag xpovog HETA
A. MoulAéa

12:15-12:30  «[aipvel AlyOTEPO XPOVO VA KAVOUUE KATL CWOTO armd TO va e€NYNOOUUE
YLt To Kavape AaBogy. AlatnpwvTag thv acdEAeLa KOL TNV EMAPKELA
Tou alpatog Katd t Stdpkela tng mavdnuiag COVID-19. Mehétn
neptmtwong: MpwtokoAAo Yrinpeoiag Alpodoatag IN.N. KaAapdrag
r. Koupn

12:30-12:45  Xpnon g mAnpodoptknc yia t Slaxelplon
g COVID-19 mavénuiag
M. XeAa

12:45-13:00  SulfTnon




ZENORASIS

Intuition in Healthcare

Retacrit”
epoetin zeta

va yivouv Ta @ o aepakn Kai
Avapépets
OAEE s avemBUPNTES EVEPYEIES Yia
ONA 10 pappaka
Tupninpdvoveas v «KITPINH KAPTA»

Kdrayo Adetag Kukdopopiac: Tomkdc Avnnpdownoc:

Tnh.: 210 61.36.332, Fax: 210 81.05.298

LZENORASIS  eezmikh: acrgov 17, nuraia 555 35

Intuition ir Healtheare Tnh.: 2310 326.136, Fax: 2310 306.790

: Tpanelouvios . Manavépeou, ioan
zer ABHNA: Tj Y 17&AN Gpgou, 151 27 Mehi
Oncology
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sABBATO 11 :ENTEMBPIOY

13:00-14:00 Aocddalsia oto Yepoupyeio
Suvtoviotég: 0. Adauomoulou, M. ®aB6Ba, O. MrtAékou
13:00-13:15  NMapdyovteg kivdUvou Kol aohAAELD OTO XWPO TOU XELPOUPYELOU
E. Mntitowa

13:15-13:30  To aKOUOTIKO TEPLBANNOV TWV XELPOUPYELWV:
pia SLEMOTNHOVLIKY TIPOCEYYLON
X. Toiou

13:30-13:45  H onpaotia tng petadoonc g mAnpodopiag Tng avavndng tou
LETEYXELPNTIKOU 0.0DeVOUG, OTN CUVEXELD TNG TIEPLEYXELPNTLKNG dpovTidag
M. KoAoBadg, A. ABavaocomnouAou

13:45-14:00  sulAtnon

14:00-16:45 MeonuBpivn ALtakonn

16:45-18:00 I=VeTIKN) CULBOUAEUTIKN
Juvroviotég: B. FewpyoUAiag, 1. MavayonouvAog, N. Kevtenoliéng,

I. ldtoog
16:45-17:00  H gppnveia tg ePidivng katd tn Stdpketa
™meg kuNong K. AdapomnoUAou
17:00-17:15  Tevetkr) cUPBOUAEUTIKN KAl KAPKIVOG ®. dwothpa
17:15-17:30  Kunon kat kapkivog Z. Natong

17:30-17:45  AlaTrpnon avamapaywylkng §pactnplotntag
O€ VEEG YUVALKEG UE YUVALKOAOYIKO KOPKIVO N. Owpakog

17:45-18:00  sulAtnon
SxoAaotég: A. Stpwunakog, M. Towpwvn, I. MNetpdkog

18:00-19:00 >tpoyyulAo tpamell avocoBeparneiog
Juvroviotég: X. KaAopwvog, B. Mrtapumouvng, A. XptotonoUuAou

18:00-18:15  AvoocoBepareio 6TovV KOPKIVO TOU TTEMTIKOU:
veotepa dedopéva r. Nanagoivng

18:15-18:30  AvoooBepareia petaoctatikol Mn MIKpoKUTTOPLKOU
Kapkivou Mvevpova: veotepa dedopéva . Nepoukidng

18:30-18:45  AvoooBeparneio Mikpokuttapikol Kapkivou Mvelpova:
veotepa dedopéva A. ZUAng

18:45-19:00  Zulitnon

IxoAaotég: X. Manna, E. NtouBAng

19:00-19:20 AitdAeitppa kadé
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Reblozyl® - o pwtog mapayovtag wpipavaong epubpokuttapwy
Tou SUvatal va PELWOEL TNV avaykn petayyloswy 2

Reblozyl""

(luspatercept)

References: 1. Neplhnin Xapaktnplotikwy Npoldvtog, SMPC lodwiog 2020 2. Cappellini M.D. et al A phase 3 trial of Luspatarcept in Patients with
Transfusion-Dependent b-Thalassemnia; N Engl | Med 2020;382:1219-31. DOI: 10.1056/NEJM0a1910182 3. Fenaux P. Luspatarcept in Patients with Lower-
Risk Myelodisplastic Syndrome;N Engl | Med 2020;382:140-51. DOI: 10.1056/NEJMoa1908892

MNpw tn cuvtayoypdgnen cupPouieutelte v Neplingin Xapakonplotikwy tou MNpoldvtog oe endpeves oehlbeg
Extipwpevn AT,
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. Reblozyl 75mg 4
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sABBATO 11 :IENTEMBPIOY

19:20-20:20 EeAifelc otnv apartoloyia
Suvroviotég: 1. Mavayiwtiéng, N. XapyaAdkng

19:20-19:40  AVTLLETWITLON TN AVALULAG 0T LUEAOSUOTIAAOTIKA
oUvOpoua Kol 0TN UECOYELOKN avaluia A. ZUpEWVIBNG
sponsored by I gristal Myers Squibt

19:40-20:00  Xpovia pueloyevng Aeuatuia Z. MNanayswpyiou

20:00-20:20  I16omaBnc BpouBomevikn mopdupa M. Aiyka
sponsored by AMGEN

20:20-21:05 Kapkivog poctol
Suvroviotég: A. ApdaBavng, I'. Moodkog

20:20-20:35  XELPOUPYLKOG XELPLOUOG LOOXAANG LETA IO
TIPOEYXELPNTIKA XNHELOBepaTela M. Aaunponoulog

20:35-20:50  JUMIMANPWHATIKA akTvoBepameia o aoBevelg
TIOU €XOULV AAPEL TTPOEYXELPNTIKNA XNHELOBEpaTEela E. Mooa

20:50-21:05  >ulntnon
SxoAaotr¢: M. NikoAdou

21:05-21:30  AtdA&én: Primum, non nocere
Suvroviotég: I. Poumog, K. Skpemétng
Tt Bepamevoupe, acBevn | vooo;
To mMapAdEeLya TOU TTIOAAQTTAOU HUEAWHUATOG E. Kaotpitng

21:30-21:45 uunepdacpata — AR§n Epyaociwv
Suvroviotég: I. AbauomouAog, £. StauaronovAov




ICL/ADV/1/07.2020

ICLUSIG

(ponatinib) tablets

Mepaitepw nAnpopopies diatiBevral ano tn MNeveais Oappa ALE.

™ LY Y \ A [
XTI (GENESIS
THINK | TEST | TREAT nd
A. Kngoiag 274, 15232 Xahavdpl, ABriva

TnA.: 210 8771500, Fax: 210 6891918

e-mail: info@genesispharma.com

www.genesispharma.com
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P Tithor OpiAntay - MpoéSpwy

AyyeAn ZtaupoUAia
AyyelomnoUAou Mapia
ASaponoulog lwavvng
AdapomoUAou Og080UAN

AdaponoUAou Kwvotavtiva
ABavacomoUAou AyyeAkn

AAegomoUAou Ztapartia

Avaotaconoulog Xpriotog

AnootolornoUAou Nikn
Apamnootddn KavéAa
Apdapavng AAE§avdpog
BaAcapdkng ETUALOVOG

BaoAakomoulog Osodwpog
Baotlomnavayr Avtwvia

BAayoylavvornoUAou MavayoUAa

Fatoog Mewpylog
FewpylonoUAov Mewpyia

FrewpyoUAiag Baoilelog
MaAAeAr} MaydaAnvi

FkouZov Mapia
FoupyouAlavng Kwvotavtivog

AaAékou Mapia

NoonAeutpla TE, OpBomnadikry KAwikn, I.N. Meoonviag,

N.M. KaAapdtag

AvarinpwTtptla KaBnyntpta Awatoloyiag E.K.M.A., AlLOTOAOYLKN
KAwkr, T.N.A. «AdikO»

AtevBuvtr ¢ AlpatoloyikoU TuRpatog, I.N. Meoonviag,

N.M. KaAapdrag

MSc, PhD(c), NoonAeUtpla ME, Topedpxng Xelpoupykol Topéa
I.N. Meoonviag, N.M. KaAapdtog

El8/voc MuvaikoAoyog, I.N. Melpatd «TZavelo»

MSc, PhD(c), NoonAeUtpila ME, AvatoBnotoAoyiko Tunua,

I.N. Meoonviag, N.M. KaAapdtog

MSc, NoonAeUtpla TE, AteuBUvtpla NoonAeuTikng Yiinpeoiag
I.N. Meoonviag, N.M. Kuntaplooiag

Owovopoloyog, MSc atn Aloiknon Ynnpeowwy Yyelag tou E.XY,
ME AtotkntikoU-OwovoptkoU, YrieuBuvog Mpadeiov Moldtntag
Kat Zuvexlopevng Exmaibevong I.N. Meaonviag, N.M.
KaAapatog

Juvtoviotpla-AleuBbuvtpla, A’ Maboloyko Tunua,

r.N. Meoonviag

MSc, NoonAeUtpla TE, Mpoiotapévn OpBomatdikng KAWIKAG,
I.N. Meoonviag, N.M. KaAapdtog

MaBoAdyog-OykoAdyog, AlevBuvTAG - ETlotnovikog Yrelbuvog,
A’ MaBoAoyikn-Oykoloyikn KAwikn, I.A.O.N.A. «O Aylog 2aBpag»
Edkdg MaboAdyoc, Aleubuvtrc Maboloyikng KAWLIKAC,
Metropolitan Hospital

Avarinpwtng KaBnyntng Atpatoloyiag E.K.MA., T.N.A. «Aaikd»
NoonAeutpla TE, MSc, Kowvwvikr AvBpwriohoyog, MA.O.N.A.,

«O Aylog 2aBBac»

NoonAeUtpla TE, YrielBuvn Movadag Mecoyelaknig Avatpiag,
I.N. Meoonviag, N.M. Kahapdtag

Edikeuopevog Mupnvikng latpkng, NA.O.N.A. «O Ayloc 2apBac»
NoonAeUtpla TE, OpBomatdikr) KAwikn, I.N. Meoonviag,

N.M. KaAapdrag

OuoTpog Kabnyntnig, latpikn xohn, Maverotruo KpRtng
Kowwvikn Aettoupyoc, Wuxlatpikog Topéag, MT.N.N.O.A.

«H Zwtnpla»

MSc, PhD, NoonAeUtpua ME, AteuBUvtpla NoonAeuTIKrG
Yrinpeotag, I.N. Meoonviag, N.M. KaAaudtoag

KaBnyntng Mveuvpovoloyiag, AteuBuvtrg MveupovoAoyLKNG
KAwikng, MNavemotrpo Oecoaiiag

Awuatohoyog, AteuBuvipla, Movada Meooyetakng Avatpiog,
Atpatoloyikd Tunpa, I.N. Kodapdtog

—dy
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AgAnydkng Antoctolog MSc, NoonAeutric, ME@ T.N. Ndtpag, Director BLS/AED-ECG &
Farmacology, Instructor ILS, EE, EEKA, KAwikdg Ekmaldeutrq

AoUAou AyyeAki MSc, NoonAeUtpla TE, Mpoiotauévn Bpayxelag, I.N. Meoonviag,
N.M. KaAapdtag

ERTOpnVLTaKkn Zopmio MSc, NoonAeUtpla TE, Topedpxng NoonAeutikng AtebBuvaoncg,
IN.N.©.A «H Jwtnpta»

EuBupiov Mapia NoonAeUtpla TE, Mpoiotapévn Yuxtatpkng KAwvikng MN.N.N.©.A
«H Zwtnpla»

ZOANG AnpocB£vng MD, PhD, MNaBoAdyog-OykoAdyoc, A" Oykohoyikr KAWLKH, «IAZQ»

HAlomtoUAou Avaotaocia NoonAeUtpla TE, Movada Meooyelakng Avatluiag,

I.N. Meoonviag, N.M. Kahapatag

Oeodwpakomnovlou ZtaupoUAa NoonAeUtpla TE, Mpoiotapévn B Maboloyikrc KAWIKAC,
I.N. Meoonviag, N.M. Kahapdtag

OeodwpakomovAou Mavaywwta Emokentpla TE, Kévipo Yyelag Kahapatag

Owpakog NikoAaog Emikoupog Kabnyntrg Mateutikng Nuvaikohoyiag &
ruvatkoloytkng Oykoloyiag, E.K.M.A.

Kahopwvog XapaAaumnog MaBoAdyog-Oykolodyog, Kabnyntrg Mavemotnuiou Matpwy,
AleuBuvtrg OykohoytkoU, ONUpmov @eparneutrplo, MNatpa

KapoUpmnaAn lopivn Avaminpwtptla Mpoiotapévn Wuxlatpkig KAWIKAG,
IN.N.©.A. «H Swtnpia»

Kaotpitng Evotabiog AvamAnpwtr¢ KaBnyntrc Ogpamneutikric/Maboloyiag-
Oykohoyiac, Oepameutikn KAwikr E.K.M.A.

Katodvog Kwvotavtivog AvarAnpwtnc KaBnyntng Emepfatikic Aktivoloyiag, latpkn

YxoAn, Maverotnuo Natpwy, Movada EmeuBatikng
Aktwvoloyiag - Ayyeloypadiag, M.I.N. Natpwy

Kevtenolidng NikoAaog MD, MSc, PhD, NaBoldyoc-Oykoloyoc, AteuBuvtrig OYKOAOYIKAG
KAwiknc, Metropolitan General, 251 .N.A.
Kittag Xpriotog Opotog Kabnyntig latpikng 2xoAng & Mpwnv Mputavng

E.K.M.A., AleuBuvtric MaBoloyoavatoukou Epyaotnplou,
‘Ophog Yrnpeowwy Yyelag «Blotatpikn»

Kokkovoulng lwavvng Mveupovoloyog, EmpeAntnig B, I’ MveupovoAoyikr) KAk,
«Eppikog Ntuvav» Hospital Center

KoAoBog Nétpog Emnikoupoc KaBnyntng, Epyaotriplo OAokAnpwpévng Opovtidag
Yyetag, Tunua NoonAeuTikng, Mavemotrpio MNehomovvioou,
TplrmoAn

Kotooputn lwdavva MSc, NoonAeUtpla TE, Mpotlotapévn M. Eudpaypdtwy,
I.N. Meoonviag, N.M. Kahapdtag

Koupn Mewpyia MSc, PhD(c), NoonAeUtpia MNE, Alwodooia, I.N. Meoonviag,
N.M. KaAapdtog

KouteAldpn BactAwkn MSc, NoonAeUtpla TE, Mpototapévn OdBaipuoroyiknig KAWIKAC,
I.N. Meoonviag, N.M. Kahapdtag

Kpntwog NeokAng Bouleutng Aakwviag, A/VTAg Xelpoupyog

KuptakomoUAou Mapia AkTWvoAOYog, AleuBuvtpla EZY, Mav. Noookopeio Matpwv

AayoU ZtavpoUAa NoonAeUtpla TE, Mpoiotapévn Wuxlatpikng KAWIKAG,

I.N. Meoonviag, N.M. KaAaudtog

o
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Nayoudn EAeuBepia

Napnpoénoulog MavAog

NeBéving XapaAapmnog
Aiyka Mapia

Noukd Mapia

MeAévtn Avaotacio
MuxomouAog Znupidwv
Mdoa Eutuyia
Moupt{oUkou Aéomowva
Mnapunoivng BaciAelog
Mnaotoluvn EAlcodpet
Mnitowka EAévn
MmnAékou Osavw
Mrnoula Avaotacio
MrnoUZa ZtaupoUAa
Mutoakidn ZtaupolAa

Ndtong Ztaupog

NikoAdou MiyanA
Ntdton EopipdAvta
Ntokov Mapia

NtouBéAng Evdyyelog
MNaywvn Mapia

Navaywwtiéng Navaywwtng

WuyoAodyog, YrieuBuvn ZteyaoTikng Aoung Mpoypaupatog
«Wuxapywe» Tou evwva «H KiBwtog», Metekmaldeubeioa otnv
Puxobepaneia Gest

Xelpoupyog Maotol - Maotohdyog, Movada Maotou,

E.AN.M. «Metagd»

MSc, NoonAeutng, I. Mpappatéag 3ou M.T. ENE

Awpatohoyog, Empehntpla A’ EZY, Movada Metaudoxeuong
MueloU twv Octwy, M.I.N. Natpwv

MSc, NoonAeUtpla Wuyikng Yyeiag, Wuylatpikn KAwikn,

I.N. Meoonviag, N.M. Kahapatag

MSc, Maia TE, Mateutikng kAwiknc, I.N. Meoonviag,

N.M. Kahapdtag

FaoTPEVTEPOAOYOG, ZUVTOVLOTNG AleUBUVTHG MAOTPEVTEPONOYIKNAG
KAwiknc, T.N.A. «AheEavbpa»

MD, MSc, PhD, EmtipeAntpla B’ AktivoBeparmeutikig OykoAoylag,
r.A.O.N.A. «O Aylog ZaBBag»

NaBohoyoavatopog, MNaboloyoavatoutkod Epyaotriplo Istomedica,
ABrva

MaBoAdyoc-OykoAdyog, AleuBuvtic I" OykoAoykn g KAWIKAG,
Metropolitan Hospital

MSc, NoonAeUtpla TE, QPA-OdbBaApoloyikrc KAwKAC,

r.N. Meoonviag, N.M. Kohapdtag

MSc, NoonAeUtpla Xelpoupyeiou, I.N. Meoonviag,

N.M. KaAapdrog

NoonAeUtpla TE, YrieuBuvn EvSookonnoewy, I.N. Meoonviag,
N.M. Kahapdtag

NoonAeutpla TE, QPA-OdBaipoloyikng KAwikng, I.N. Meoonviag,
N.M. KaAapdtog

MSc, NoonAeUtpla TE, Avaminpwtpla MNpoiotapévn A
MaBoAoyikng KAwikng, M.N. Meoonviag, N.M. KoAaudtoag

MSc, NoonAeUtpla TE, Mpoiotapévn Movadag Mecoyelaknc
Avatpiac, I.N. Meoonviag, N.M. KaAaudtog

MD, MSc, Mateutrpag-TuvatkoAoyoc, ElSIkOg Avamapaywyrg Kat
Fertility Preservation, ETuotnuovikog uvepydtng KAwikng
Avamapaywyng, «révvnua IVF»

MaBoAdyog-OykoAdyog, ErpeAntrg A, A’ Madoloyikn-OykoAoyikr
KAwkny, T.A.O.N.A. «O Aytog aBBag»

MSc, NoonAeUtpla ME, QPA-OdBaApoloyikig KAWIKAG,

r.N. Meoonviag, N.M. Kohapdtoag

MSc, PhD(c), NoonAeUtpla TE, KWY KaAapdrag

MD, PhD, MaBoAdyoc-Oykohoyog, Mevikn KAwikr Képkupag
Atatohoyoc, AteuBuvtpla, Alpatoloyikr KAwikr - M.M.M.O.,
I.N.A. «O EvayyeAlopocy, Mpoédpog EANNVIKAG ALLATOAOYIKAG
Etalpeiag

KaBnyntnig Awatoloyiag E.K.M.A., A’ MpomatdeuTikr) Maboloykn
KAwvikn, T.N.A. «Aaiko»

—dy
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Mavayomnoulog MeptkAng Emikoupog KaBnyntrg MateuTikrg-ruvatkoloylag E.K.IM.A.,
I Mateutikn kat FuvatkoAoytkr) KAwikr, M.I.N. « ATTKOv»

Navtaln Evyevia Fevikog latpog, EmpeAntpla B, M.N. KaAapdtag

Navtuiwpa Atkatepivn MSc, NoonAeUtpla TE, Topedpxng NoonAeuTikrg AtebBuvaong,
IN.N.©.A «H Zwtnpla»

Nanayswpyiov EAévn PhD, Alknyopog

Manayewpyiov ZwtAplog  Alatoloyog, Empuentnig, Atpatoloyikr) Movada, B
Mpomnatdeutikn Mabohoyikr) KAwikn E.K.MT.A., M.I.N. «ATTIKOV»

Nanadavid Evayyelia KaBnyntpla Aeppatoloyiag-Adpodialoloyiag, latpikr ZxoAn
Maverotnpiov ABnvwy, B KAk Aeppoatikwy kat Abpodiotwv
Noowv, M.I.N. «ATTKOV»

NanadoyAou Nikn MSc, Wuyxlatpikr EpyoBepameltpla, I.N. Meoonviag, N.M.
Kahapatag

NanaBavaociov NikéAaog  Emtikoupog KaBnyntrc Mupnvikng latpikng, TURRA MUpnNVIKAG
latpikng & PET/CT, M.I.N. Natpwv

NanaBeobwpidng Frewpyrtog Kabnyntrig MNaboloylag-raotpeviepoloyiag, latpikr ZXoAn
E.K.M.A., AteuBuvtng, Faotpevtepoloyikr) KAwikr, T.N.A. «Aaiko»,
Mpdedpoc EBvikou Opyaviopol MeTapooxeVoewv

Nanagoivng FrewpyLog MaBoAdyog-OykoAodyog, EmipeAntrg B’, B” MaBohoyikr KAwik,
I.A.O.N.A. «O Aylog ZaBBag»
Nannad Xplotiva Mveupovoloyog, ABAkTwp latplkng 2XoAng Maveriotnuiou

ABnvwy, Avarminpwtptla AteuBuvtpia I Oykohoyikng KAWIKAC,
«Metropolitan Hospital»

Mapvaocd lwavva NoonAeUtpla TE, AvaioBnaotoloyikol Tunpartog, I.N. Meoonviag,
N.M. KaAapdtoag

Nepyavtag NikoAaog MaBoAdyog-OykoAodyog, AleuBuvtng, A’ MaboAoyikr-Oykoloyikn
KAwikny, T.A.O.N.A. «O Aylog SaBBag»

Mepoukidng Ztavpog MD, MSc, PhD, MaBoAdyoc-Oykohoyog, YreBuvog, OyKoAoyLKO
Tunua, M.r.N. TpirmoAng

Netpakog FrewpyLog MD, MSc, PhD, Mateutrpag-ruvaikoAdyog, AleuBuving
ruvatkohoytkrc/MateuTikn g KAwikng, F.N. KaAapdtog

Mwodkag MNewpyLog AktwvoBeparmeutric-Oykohoyog, ZuvTtoviotng AleuBuvtic, Tunua
AxtvoBeparmeuTikng Oykoloyiag, M.N.A. «AAe€avdpa»

MAwdka XpuooUAa NoonAeutpla TE, Movdda Meooyetakng Avatpiag, I.N. Meoonviag,
N.M. KaAapdtog

MouAéa Apyupw MSc, NoonAeUtpla TE, Awodooia, I.N. Meaonviag,
N.M. KaAapdtag

MNparttn Tploglyevn MSc, NoonAeUtpla ME, Mpototapévn Kapdtoloykng KAwIKAg,

I.N. Meoonviag, N.M. Kahapatag
MpoutodAng Eudyyslog Eldikevopevog OpBaiporoyiag, I.N. Meoonviag, N.M. KaAapdtag

PaAAn Mapia MSc, PhD(c), NoonAeUtpila TE, Mpoiotapévn .N. Meoonviag,
N.M. KaAapdtag

Poumog lwavvng MaBoAdyoc-Alatoldyog, Avaminpwtng Kabnyntig E.K.M.A,,
AleuBuvtrg Alatoloyikig KAwikng, Metropolitan Hospital

TaAapoupa Mapia MSc, NoonAeUtpla, AvatoBnolohoyikd, Director BLS/AED,

Instructor ILS, I.N. A. Axaiag

R e
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Jidpov EAlcodpet

Jkpenétng Kwvotavtivog

Inupdwvidng AAE§avdpog

JtapatonoVAov Zodia
Jtpumnakog ANESLog

Juka Ajpntpa
JupEWViSNG ApyUplog

T{ouBeAékng ApyUpLog
Toiouv XpucoUAa

Tolpywtng MNavaywwtng

Tolpwvn Mapia
Dappa Mapia

®DouAidou ZavBinnn
Dwotipa ODAwpevtia

Xapéa Navaywwta
Xapxoahdakng NikoAoog
XeAa Mapia

XprotonoUAou ABnva

NoonAeUtpla TE, Mpotlotapévn MEO, I.N. Meoonviag,

N.M. KaAapdtag

Yuvtoviotig AteuBuvtrg Oupoloyikng KAwikng, Mpoedpog
EmotnuovikoU TupBouliou, M.N. Meaonviag, Mpoedpog latpiknc
Etalpelag Meoonviag

KaBnyntric Awatoloyiag, AteuBuvtic Movadog MeTapoOoXeUonG
MugAoU Twv Ootwv kat Kévtpou Aotwv KEAMONM, MavemiotuLo
Matpwyv

MaBoloyog-OykoAodyog, Noookopeio KoAapdtag

MRCP, PhD, MaBoAdyog-OykoAoyog, AlevBuvtrg, E' MaBoloyikn
Oykohoytkr) KAwvikn, A.©.K.A. «Yyela»

MSc, NoonAeUtpla TE, Kévtpo Yyelag Kahapdtag

KaBnyntnic Awatoloyiag, latpikr ZxoAn Mavemotnuiov Matpwy,
AleuBuvtrc, Alpatoloyikd Turnua, M.I.N. Natpwy

AvarAnpwtng KaBnyntrg Mveupovoloylag, Mavemotnuo MNatpwy,
AleuBuvtng Mveupovoloyikng KAwikng, M.FN.IT.

Kabnyntpla NoonAeutikrg Tou EviAka kat MePLEYXELPNTIKAG
NoonAeutikng, Maverotnuiou AUTIKAG ATTIKAG

AvarmAnpwtng Kabnyntric Apatoloyiag E.K.M.A., AluaToAOYLKN
Movada - B’ Mpornaideutikr MaboAoyikn KAwkr E.K.M.A.,

M.F.N. «ATTLKOV»

KaBnyntpla MaboAoylag, Tunuatog NoonAeutikig Mavemiotnuiou
Melomovvnoou

NoonAeUtpla TE, YrievBuvn Xelpoupyeiou, I.N. Meaonviag,

N.M. KaAapdtog

MSc, NoonAeUtpla, Instructor BLS/AED, I.N. Natpag

PhD, KAwikn Epyaotnplakn levetiotpla, Epguvrtpla I7,

EKEDE Anpokpttog, Epyactripto Moplakng AlayVwoTikng
NoonAeutpla TE, OpBomatdikig KAwikng, I.N. Meoonviag,

N.M. KaAapdtag

Awpatohoyog, AleuBuvtic, A" Alwatoloyikry KAwikr, Metropolitan
General, ABrva

MSc, YreuBuvn Tunuatog Opyavwaong kat MAnpodopikic,

IN. Meoonviag, N.M. Kahapdrtag

MaBoloyog-OykoAodyog, AleuBuvtpla EXY, Movada
XnuetoBepameiac, M.N. Matpwv «O Aylog Avdpéag», ALSAKTwp
latpkn g £xoAng Mavemotnuiov Matpwy
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b VEVIKES MANPOPOPIES

Awopydvwon
Apyéyovo Kuttapo Aluatog

Zuvdlopydvwon
Mepldépela Melomovvroou M.E. Meoonviag

Me tn cuvepyaocia

*ToU AlatoloyikoU Turuatog I.N. Meoonviag

eTou OykoloytkoU Tunuatog M.N. Meoonviag

*Tn¢ AtevBuvong Noonheutikig Yrinpeotiag I.N. Meoonviag
eToU 3ou Mepldbepetakol Turnuatog E.N.E.

*Tn¢ latpikng Etatpeiag Meoonviag

Yno v Awyisa

e Tou Afpou KaAapdtog

 ToU latpikoU ZUAAGYoU Meaaonviag
¢ G Evwaong NoonAeutwy EANASOC

Huepounvia die§aywyng
10-11 ZemrteuBpiov 2021

Tomnog Steaywyng

=evoboyxelo Elite City Resort
Nauvapivou 2, 24100 Kahapdta
T: 27210 22434

www.elite.com.gr

Eyypadig
H eyypadn kot n mapakolouBnaon tou cuvedpiou eival Swpedv Kol ETUTPEMETAL LOVO OF EMAYYEN-
HaTieg Lyelag kal G& TPOTTUXLOKOUG/UETATTUXLAKOUC GOLTNTEG.

0&nyisg yia MNapakoAolOnon pe Guoiki Napoucia

H emotnuovikn ekdniwon Ba Sie€axBel AapBavovtag OAa Ta TPOANTITIKA LETPA KATA TN SlaoTo-
pag Tou COVID-19 kat pe Guaotkr) mapoucia mpokaboplopévou aplBuol atopwy, cUUbGWVA HE TG
LoxVouoeg Slatdtels. Oa tnpnbel oelpd mpotepalotTnTag. (H oelpd mpotepatotntag Ba adopd tnv
adLen otov cuvedbpLAKO XWPO KAl OXL TO TIOTE TIPAYUATOTIOONKE N eyypadn otnv EmoTnovikn Ek-
SnAwoaon).

‘000l CUUUETEXOVTEC eMIBUOUY va €XoUV GUGCLKN Tapouaia Ba MpémeL va TTPocéABouV 0ToV XWPOo
Ste€aywyng yla TNV eyypadn Toug 1 va TPy UOTOTIOW 00UV TNV TPOEYYPAdH TOUG NAEKTPOVIKA UE-
oW TNG LoTooeASag www.events.gr. 2TOUC CUHUETEXOVTEG Ba oTaAel NAekTpoviko barcode mou Ba
TPETIEL VAL CAPWVOULV KATA TNV €l0080 Toug otnv atbouaoa.

H eloodoc otn cuvedplakn aibouca emitpénetal Lovo oe MANPWE EUBOALACEVOUC 1) VOOH OAVTEC
To TeheuTaio e€aunvo Kkal anatte(tal n enidel€n €ykupou MOTOMONTIKOU €UBOAACUOU N TILOTO-
TIoNTKoU voononG. H xprion HAoKAC TPooTaciag elval UTIOXPEWTLKY yla OAOUG TOUG CUUUETEXOV-
TEC.

e
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08nyieg Aadiktuakig MapakoAovOnong

BAOEL TWV VEWV UYELOVOULKWY TIPWTOKOAAWY, TO JUVESPLO Ba TpoBAAeTaL TAUTOXPOVA SLASIKTUA-
KA LEow TNG LoTtooehibag www.livemed.gr.

Edv eilote véog XpRotng mapakahoUpe akohouBrote tn Sladkacia dnuoupylag Aoyaplacpol
oupmnpwvovtag ta anapaitnta nedia oto Livemed (natrjote oto nedio Register / Eyypadn). H
Snuloupyia Aoyaplacpol eivat Swpedv Kol UTIOXPEWTIKA yLa TNV TTApakoAoUBNnon Twy OUALWVY.
Edv éxete NOn Aoyaplacpo oto Livemed xpnolpomol|ote Toug KwdikoUg oag yla va cuvoebeite,
€TUAEETE Qo TO peVOU Tnv Katnyoplia Live, To cuvéSplo Tou BENETE va TApaKOAOUBNCETE KAl OTN
ouUVEXeLa To elkoviSLo Go Live r Go Virtual.

I_I 3TN ouvéxela yla va ouvdebeite pe Tnv aibouoa, emAEyeTe Ao To Hevou Tou epdavileTat
o 0TO KATW HEPOC TNG 080VNC cag, Tnv «AlBouoa TuveSPLACEWVY.

Inueiwon: Epdoov emBupeite va mopaAdBETe MLOTOMOLNTIKG, E(val amapaitnTo va pe-
taBeite otnv elkovikn «Mpappateio Suvedpiov», kal va ohokAnpwoete tnv «Eyypadni» cag
OTNV EMOTNUOVIKA EKONAWCN TATWVTAG TO avtioTolxo ekovidlo, wote va apxioet va kata-
ypadetal o xpovog mapakolouBnaong.

Moépra Zuvexilopevng latpikig kat NoonAeuTtikig Eknaidsuong

Oa xopnynbouv 15 Mdpla TuvexZopevng latpikng Eknaibeuong (CME-CPD) amo tov MaveAhnvio
latpikd TUAoYO katl 8 Movadeg Juvexllopevng NoonAeuTikng Eknaibeuong amod tnv Evwon Noon-
Aeutwv EAAGSOG.

MNapoaAapn Niotonontikov

Bdoel tng eykukAiou Tou EOD, Ba uTAPXEL CUOTNHA KATARETPNONG TOU Xpdvou TapakoiouBnong. To
TUOTOMONTIKO TtapakoAoVBnong Ba eival SLaBECLUO PETA TO TEPAC TWV EPYACLWY TOU Zepvapiou o
600U¢ CUVESPOUC €OV KAVEL eyypadn. Artapaitntn polnobeon yla tnv mapaAafr ToU TLoTOToL-
NnTwoL mapakoAolBnaong elvat n CURTANPWON TOUAGXLOTOV Tou 60% TWV CUVOAKWY WPWV TOU ETTL-
GTNUOVIKOU TIPOYPAUUATOC KAL N NAEKTPOVIKI) GUUTANPWON TOU EpWTNUATOAOYIOU afloAdynang Tou
ouvebplou. O aplBudg Mopiwv Zuvexlopevng latpikn Exmaideuong (CME-CPD), Ba urtohoylotel Ba-
GELTOU XpOVOU TapakoAoUBnaong rou Ba kataypadel atnv mAatdopua Livemed yia 6couc éxouy Sla-
SikTuakr mapouvasia kat 0To cUCTNHA KATAUETPNONG oTnV £l00d0 NG aibBoucag yla 6oouc £xouv du-
oLk apouaoia. Miotomointkd &g propet va Sobet yia tnv on-demand mapakoAouBnon.

Ol ovppetéyovieg (eite pe duotkn elte pe Stadiktuakn mapouasia) umopolv va mapald-
Bouv TO TILOTOMOLNTIKO TOUG ameuBelag anod tnv MAatdoppa pécw tou nediov «Mapalapn
MiotonontikoV», TO OToL0 evepyoToLe(Tal LeTd TN ANEN Tou Zuvedpiou. To CUYKEKPLUEVO
nedio Ba eival evepyd €wg kat 6 pveg amo T ARén tng ekdnAwaong.

Fpoappoateio Zepvapiov ET.S. Events & Travel Solutions A.E.
EA. BeviZéhou 154, 171 22 N. Zulpvn, TnA.: 210-98 80 032

®ag: 210-98 81 303, E-mail: ets@otenet.gr, ets@events.gr
Events & Travel Solutions Webs|te WWWGVEnthr

AnayopeUetat pntd n avanapaywyn, avabdnuooieuaon, aviypaen, anodnikevon, nwinon, uetadoon, Stavoun, ékboon, ektéAson, Anyn (downlo-
ad), UETAPPAON, TPOTTOMOINON € OMOLOVSHTIOTE TPOTTO, XWPLE TN pNTI TTponyoUuEvn €yypapn ouvaiveon tn¢ Etaipiag, tou ouvoAou 1 pépoug tou
nepLexopévou tou lMpoypauuatos. H E.T.S. Events & Travel Solutions emupuAdooetal pntws maviog Vouipou Sikatwuatog tne yia t Stapudaén
TWV SKAULWUATWY TIVEUUATIKAG
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PINIKO EKNEQOMA KITPIKHE @AINTANYAHE

Nepantépu nhnpopopies SiariBevrar and Tov xdraya T dbeiag kukhopapiag Katomy aimjoewg.

(GYOWaKIRIN

BonBrjote va ylvouy ta pdppaka mo aopalr kai
Avagépere

OAEE Tic avemBUpNTES EVEPYEIEE YIo
OMA Ta pdppaka
Zupmhnpuvovtag Ty «KITPINH KAPTA=

Abstral

YNOTANIIIA AITHKIA MITPIKMI SAINTANYAML

TOMIKOZ ANTINPOZQMOL:

DHanaBI0sis

pharmaceuticals

A_PiAnalADVI05.2020

Adnva: Napamkevpoc A Kopng 3-7, TK 14122 Neo Hpaxhew Atnisnc,
ok 210 2711020, fax: 210 271 2001

Beo/vikn: ¥ yhy. Beolvixng - Movdaway, 55535 Bealvikg,

Trjh: 2310 489360, fax: 2310 489396

email: info@anabiosis.qr « site: www.anabiosis.gr
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" JENORASIS Oncology

Intuiton in Healthcars
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D anaBI0sis ®°
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pharmaceuticals FOCUS ON RARE DISEASES

(1 il gyi ibb
AstraZeneca .~ ‘" BristolMyers Squibb & DEMO agee

Creating Possible Future health today

L ]
) GEhEEg.rng [(JGILEAD INNOVIS

Innovative treatments for rare and .
life-threatening diseases FuamACEm AL compaes o fohmrenljohmon

o
*memsru.mm Janssen f Oncology

MEBRTK @Pﬁzer

SANDOZ " teva %WinMedica

Serving Health for Life

s e
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Neparépw mAnpodopiec GatiBevra anéTev KaToYo T dbeiag
KUKAodopias KaToruy ITioswW Kal nemiappaveyrar ot QUVOTITIK
nepiypadn aocmplormw Tou Ttpolov'ms wal 1o dukio o&nwv

¥ProngG Tou upuukou

astellas

Astellas Pharmaceuticals A. E. B. E.
Aynavhaou 6-8, 151 23 Mapooom, ABriva
Trh. 270 £189 900, Fax: 216 8008 998
www.astellas.comigr

Tomwig Avnnpoownog
Liavopgas npoiovtwy Astellas omy Kunpo:
Novagem Ltd, Trjh- 00357 22483858



Change PV

DISEASE MODIFICATION:
sustained molecular response?

LONG TERM EFFICACY:

durable hematological response

st R M
PROVEN TOLERABILITY:

no leukemogenic and

FIRST-IN-CLASS

FIRST LINE

1) SmPC BESREMI®; 2) Gisslinger et al,, Blood 2018

132:579; 3) Gisslinger et al., EHA Library. Jun 15, .
2019; 267074; PS1457; 4) BESREMi* European Public
Assessment Report (EPAR) 2019; 5) E.Verger et al,,
Blood Cancer Journal (2018) 8:94 .

Mpwv Tn ouvTayoypdpnon cupPouhsuBeite Ty Nepiinyn XapaktnpioTikuy Tou MpoldvTog
nou SatiBetan and v eTalpeia kal oupnephapfdveral oto nopov Npdypappa. Bonbjote va yivouy Te pappake mo acpais ke
AvapipeTs

EAMAAA: EvBewtikn Ty BTx1PF.PEN+2 Behoveg yia éveon: 1826,47 €

EANALA: Tpémog BiaBeang: Neplopiopevn wtpikr ouvtayr. H Sidyvwan ka/f n évapén tne Bepansiog OAEE mig avemOtpnTes evépysies nia

yiveTal o vodokopeio kal priopei va ouveyiletal ekTog voogokopEeiou ud voogokopeiakr mapakohouBnon. OAA ta pappoke
Zupminpavovrag v « KITPINH KAPTA»

[ M
AO P 0 R P H AN AOP Orphan Pharmaceuticals AG,
WilhelminenstraBBe 91/11 f, A-1160 Wien

FOCUS ON RARE DISEASES www.aoporphan.com

carcinogenic risks*

BES KTX.03.05/2021



NEPIAHWH TON XAPAKTHPIETIKON TOY NPOIONTOL
¥To mupuuxu auTd TEAEN uno nuuni\npmummn nopakoAoUAnan. Aurd 8o ENTPEWE TOV YAYOPo NpooHiopous VEwY NANPOPOPIEY 0OMANEIDG. ZNTEMaI AN TOUC ENQYYEAUATIES UYEIDG VO OVOPEROUY ONOIECSANOTE
mBovok vépyeiec. BA. nopdypopo 4.8 yio 1ov ipdno avopopac uuemﬂuumwv EVEPYEIDV.
1. ONOMAZIA TCI‘I’ OAPMAKEYTIKDY NPOIONTOE: Besrami 250 uiKpoypappapia/ 0,5 ml, evéoiun SidAuua o NpoyEWoPEVN ouaKeun TUnou névac. 2. NOIOTIKH KAI NOZOTIKH EYNBEEH: Besremi 250
kpoypappaay 0.5 ml, evémpo Sidhupo o npoyepopgvn auokeun inou névac: KaBe npoyepiapévn oukeurd ranou névad pe 0.5 ml evEmpou Siahdparog nepiéxen 250 pixpoypappdpia poneykivisppepavng
OAPO-2B, onuwc |.u-:r|:na"m| LI BAon my npuwrEm, 10 onoia avioToxody o 500 pikpoypoppdpia/ml. H nepiEknxomia unoSzIkvOe! Ty nooomia Tou TURPaToc TS NTEpREOVNG GADC-2P amv pOnEYKIVIEPDEPGVN
Ghpo-28, xupic va hapBaverm undyn n nEykuAiwan. H poneyKIvIEp@EpGVN Ahpo-26 NpoxUME! and my ouoionoMKn obZEuEn e npwiEivng NEpEERGYN AAPa-2, Nou NapayEra! LE TEXVOADYIO ovaouvauaouEvou
DMNA e kinopa Escherichia coli, pe wipo popiou peBoEu-noduaiBulevayhukding (mPEG). H Gpoomsimia auod 1ou poppokeunxod npoiiviod dev Bo npEnEr va ouykpiverm pe i Spoankamin akng neyku-
MwpEnE i pn-neykuMwpEYNC NPWIERME T ifog BEpaneumkng kamyopiog (BA. nopdypaopo 5.1). ‘Exdoxo ue yvwarn Gpaon: KoBe npoyeuiou£vn ouskeun Tinou névag nemexel 10 mg Beviulikic ohxoding
ovil mil. Nia tov nidpn kardhoyo twy exddxay, B, nopdypopo 6.1. 3. @APMAKOTEXNIKH MOP®H: Evimpo Sidhuya e npoyepiapuévn ouakeun minou névac (evéapo). Mauyec, Gxpupo npoc oveKIa kifpve
fidAupa. 4. KNINIKEE NAHPO®OPIEL. 4.1 Bepancumkeg eviei&ag: To Besremi evieikvuton we povoBepaneia yia i Bepancia me idionafolc nolukumopaipios (polycythaemia vera, PV) oF EVAMKEG
aofeveic xuwpic oupniwpanki oninvopeyolio. 4.2 Aocodoyia ki Tpdnoc xopiynane: H évopEn me ayuwyric Bo npénenvo yivero und my enifiayn oipod pe epnaipio om Soxeipon me vooou. Aooohoyio:
@don nrAoddmang: H G0on npénz va TTAONMETTI EEQoyIKEUPEVD yio kABe aoBevi. H ouotapevn doon £vapéne civor 100 pikpoypappdpo (A 50 pikpoypappdpia yio ooBeveic nou AouBavouy aiin kumo-
popeiwngn Beponegin). H idon 8o npénerva augdvero oradioxd kard 50 pikpoypaupdpin kiBe d0o epiopddec (nopahinka, n akin kumopopersnsl oywyr B0 npEnevo pEIVEN arofiokd, avahiywe), pExp
vo oraBeponoindoly of QIPCIDACYIKEC NOPGUETDO (QIUMIOKMING < 45%, oiponsraiin < 400 x 109/1 km Aeukoximapn < 10 x 109/1). H péyiom ouwnmipevn epanoé doan eival 500 pikpoypaupcpia, xopnyoupsva
Je Evean koBe Guo fiopddec. H phePoropn we Beponeio SIGowWoNE yio My KOVOVIKONOINGN IS unspy Aaidmiog 1ou aiporog eviéxean va eivan anapaimn. Gdon gvwripnong: H Goan amv onoio Bo enneuxBei
maBeponoinan Twv aiuatohoyikay napapsrpiy Ba NpENE! va oUVEXIOE! vo xopnyeita ka8e oo £Rdouadc yio Touddxaro 1,5 xpdvo. META ond aurd 1o Sidommpa, pnopei vo npooapyooTe n G6on kol va no-
parafeito peoofidompn xopriynong £uwe ne réoospic ERGopadE, avahoya pe N avaykes Tou exdotore ooBevr. Av EknAwBoy aveniBlpnTEe EVEpYEIES KaTd m Bepancia, B npEnel va peiwBel n xopnyodusn
Bidon fi va Giokonei npoowpiv n Bepaneia, HExpiva unoxwpnoouy ol avemBlpnieg evepyeiec. Kardni, Ba npénerva Eovopiioe n Bepaneio, e Goan xaunAdrepn and 1 50on nou nPokaREoE 1G aveniBAumE,
EVEYEIES. Av napampnBei 0UENon anc NES Twy QIOTOACYIKGY NOPOLETPWY (QINCIOKPING, QIp0NErGAIn, Azukokdmapa), n Goan Kai/f 1o peoodidomyn xopiynone Ba npénelva npmupu umuw EEmouleuu!—:\ra
Eibikoi nnBuajsoi: Hnamw duoAenoupyio: Ee anBeveic e empponodyievn kippwon (Gnd. arodiou A kg Child-Pugh), £xe1 anodeixzi copaheg £va GAko pof O NpoiGy ney pévne
GAPD (NEYKUMWUEYN MEPPEPGYN GApa-20). AEV onameita npocappoyn M G6ong poneyKIVIEPPEPGVNG Ahpa-28 oF EvihiKes aoBeveic | EAD@PG nnankn Guahemoupyin. H xpion |\rr£pm£puvnq ui\mu OEv ExEl
ofiohoynBei o ooBeveic pe pn ovnpponodpevn kippwon (Gnd. arodiou B i C kord Child-Pugh) ko avisvdeikvutan yio ouwodg 1oug ooBeveic (Bh. nopdypapo 4.3). AuEnpéva eninedo nnomkoy eviipuy Exouy
napornpniei og aoBeveic nou £hafov Bepongin pe poneykiizppepovn dhpa-26. 'Orov n ouEnon oo enineda nnomkuwy Ev{UpWY Eivol npooGsunkn kol EmpEvousa, n doon Bo NpEne va peisverm. Edv n odgnon
TV DMKV EVEUPWY Eivan npoodeunk ko khivikd onuavikn nopd m peioan me doong, i edv undpxouv eviigifgig nnonkic ovendpreing, n Bepaneio Bo npenen va daxkdmenm (Fh. nopdypapo 4.4). Nepon
duaAemoupyia; Ze aoBeveic pe veppikn Guohemoupyio, Exe o&ohoynBei 10 POPUOKDKINTTEG NPoQiA GAMOV POPUOKELTIKIY NPOIGVTWY IVEPPERIVNS GAPO (NEYKUMWUENT NTEDDEPOVN GADO-20 KOl NEYKUMWYE
iepgepovn ahpo-20) (B napdypopo 5.2). Aev onaneiial npocopuoy ng doone poneykmepgepount Ahpa-20 oe eviilies aoBeveic e ehappd (GFR 60-83 mi/min) i péipia (GFR 30-59 mi/min) veppiki
fuohemoupyin. e noBeveic ue fopid (GFR 15-29 mi/min) veppikn Guchenoupyia, ouviaTami peispévn opxiki S00n poneykvTEpPEpGVNE AApo-26 ion pe 50 UIKpoYpopudpia. H poneykivIEpPERGVN Ghpa-26
ovievielkvuinl o¢ 00BeVeiC g veqpikii vooo 1ehikol aradiou (GFR< 15 mi/min) (BA. napaypopo 4.3). HAimiuvor: Aev anangiiol npooappoyn ng | GOaNG poneyrviEppepavNG dhpa-26 yio my
EvopEn Bepongiog og nhikiw)Evouc uneeua:: (M. nupuvpaqn 5.2). ﬂaxmamm 1] erm{j‘qmr:m&Mfc To pap npogik e poney ppepivng dhpo-26 Sev Exel NpoOBIORIOIET GE NOXUGOPKOUC
Kl ehnopopeic ooBevEic. Asy LUNopEi va yivel oUoToon yio nposapuoyn Mg G00NS poneyKITEDPERGYNG uh@u—zﬁ io auto Tou noBeveic. Modapikd nAnduaudc: H 00paALID KOl N anoTEAECLOTIKGTTO
10u Besremi oe nomidid ko epipouc Gev Exouv akdpo rekunpiBei. Asv undpxouy SioBEmpo Sedopéva (BA. nopdypono 4.4). Tpanos xopdynanc: Na unoddma xpaan. To poppoxeumyo npoidy npoopiZeral yia
Laxpoxpovio BEpONED Ko unopei va xopnynBei and 10Tpd, voonAcuT, OUYYEVIKG Npoowno Tou oofevr A ko and 1ov idio 1ov aoBevn, £pO00v EXDUY EKNMBEUTET 01N X0pryNoN Unodo My EVETELWY JIE TV Npo-
YEHITPEVT auokeun inou névac. NMpénenva akohouBodvio o odnyiec aro poiko odnyidy xpiong. H ounmapesn BEon Eveanc givon 10 GEppa S Koride, oF andaroon Touhixiaioy 5 ERmoanoy yupw and 1ov
oupaka, i o pnpac. Mny KGVETE TV EVEDN 0E NEMOXEC T0U GEpUOTOC Onou unapxel epeBioudc, EpuBpamin, puiwnss, pAuvon n oukéc. H néva pnopei vo puByiorei ova SiofaByioei; Tuy 50 pikpoypappopiuy,
ore vo xopnyei Booeic 1wy 50 £ug 250 pikpoypappopiuw i tw 50 Ew 500 |ikpoypoppapiny. 4.3 AvrevBeiBec: « YnepeuainBnoio am Bpoonki ouoia fi o€ KANDIO ANG 10 EKGOX0 NOU aVOREOVICI 1Ty
napaypapo 61 * Mpolndpxouoa voooc Tou BupeoEiGoug, £kTc £av unopei va sheyxBei Enapkie pe oupBankA oyiwyn « Mopoudia n IoTomKe Bupmq wuxmrpmnq fiomaponic, kol ionEpws Popidc kardBhiyng,
ouokiovikoll iBEnopod i andneipac outokiovio = Boma npolindpxouo kaplioyyeiakn vooog (Bnh. un ekeyxapevn unéproon, f KOPHIOKD prela (= o1adio 2 kard NYHA), oopopn kophiokn
oppuByia, oNUOVIKA aTEvion TTEPOVIOIDG apmpiog, aorofnic omBayxn), A NpoopaTo ayysiaxn syKEPOMKO EnE0o6io, N £uppaypa Tou puokopdiou * loTOpIKG A NOPOUCIa OUTOGVOOOU VOOAUOTOC * AVOOO-
KOTECTOAEVDN MANTEC pnaxeuumoq Euvuoopie pe rehumBoudivn (BA. napdypapo 4.5) = Mn ovipponodpevn kippwan tou inaog (B 1 C kord Child-Pugh) « Neppisn viooe 1ehkol aobiou (GFR <15
mifmin} 4.4 Eidiké npoed ;KO AGEEIG kard T xpan: bamhaoiudinia: Mpokeiévou v BEAnwBEr n wnhaaipdmia Twv BOADYIKIY HapUOKEUTIKGY NPOIGVIL, 10 YDA KAl 0 opBUC
nagridoe 1ou xupn'pouus\rou pappaxou I'IpEI'IEI \ra xmu\rpu msrm Qe oaprivein. don mhodomane Soong: H ouvioriyusvn S000A0YiO yia T paon iodamons me poneykvTEppepivng aApa-2p (BA. nopdypago
4, 21 KOTOAYEN OE NOPATETOPEVD XPAVD Yio TV EniteuEn me sE,umumzup £vne BEAnong aonnc o€ ouykpon pe v udpofukapPopiin. Ze pio khiviki uEAETn yia Ty ionofa nokusunapaipio, n AMEN NG paanc
péone sEoToyikEUpEVNG ITADBATNONG I0 T poNEYKIVIEDPEROVN GApa-2P enmelxBnKE Pe1d and nepinou 3,7 pAveg, svid yia Ty uBpofukapPouitn perd and nepinou 2, 5 privee Bepongiog. Enopevg, Ghia
npaicvia (n.x. uipoEuxapfopidn) svﬁempsvmq il EiVDI NPONPGTERD 02 QOBEVEIS Y10 10UC 0NOIOUS Eival aNapaiTim n npaipn Peiwon og auEnpéves npég muumq wae Bei uxiv Bpapf
Kl myoppoyia. Ko m &idpken e gaong nhodémonc, n onoreAsopomkomra va peiwlel o kopdiayyeiokie km o BpopPosufolkds kiviuvog me unomuwnq VO00U EVAEXDUEVLIE va Ny Tsxunpmﬂsi
nifipwe. O ooBeveic Bo npéng va nopokohouBodvian orevd, idiwe kand m Sopken ne paanc nioddmone. Meviké eEsdoec oipmog oupnepRapPavoviac Npoodiopiapd 10U EnNEdou aiparoxpim, apiEpod
AEUKDKUTIGPWY K01 mponETahiuy Ba NpENEN va NpayUaTONoIOUVIOl TOKTIKG KOl JETG TV ENTEUEN TNC cEaropkeupevne BEAnong doanc. H pheBoroyun we Beponsio IA0WaNE yia My KOVOVIKONOInGn e unep-
yADEINTOE 10U aipanoc evBExer va givar anapaimim. Eviokpnikd odompa: Mo EEkvioen n oywyn e poneysiviepgepivn dhpo-2p, edv npoiindpxel vioos 1ou Bupeoeidons, Ba npénst va oviperanigenm kol
VO EMEYXETDI pE oupBomikn oywyn (BA. nopdypopo 4.3). 01 aoBeveic nou Bo Eppavioouy oupnTEuaND svBEIKNKG Guahenoupyios Tou BupsoEidols om GIOPKEID TG OYWTIC JE pOnEYKNTEPREPOVN Ahpo-28, Ba
npénerva unofiinBody oe Ekeyxo T Ennéduwy e Bupeoaidorpdnou oppdvng (TSH). Av o eninedo mg TSH pnopoty v eAeyxBoly Wate vo NopoPEVOUY 010 PUBIOADYIXD EUOS, N Oyuwy PHOPE v oUvEXITIEL
m SIGpKeIo oywyTic JE GAMD DOPUOKEUTIKG Npoitvia nTeppepovng ahpa, £xe napompnlei avantuén oaxxopaan GioBam (BA. nopaypopo 4.8). O oofeveic nou Bxouv mv ndBnon kai Gev pnopodv va
eheyxBolv onoTeAsopanka pe popuaksunKa npoidvia dev Ba npene va Egkvmoouy oywyn LE poneykvTEpQEPOVN Ghpo-2B. O ooBevEic nou sppavidouy outi Ty nGAnon Kard m SIGpKEID TNG aywyne Kol Gev
pnopouy va ekeyxBo0v PE popUOKEUTIKA npoiovia Ba Npéne va Siaxigouy Iy oywyn P poneysvigppepivn dhpo-2p. Kevipikd veupikd otampa (KNI): Endpdoei; oo KNE, ilhoimépuc kardBgn, Exouv no-
pamnpndei o PEpKoGC oofeveic nou EAafov oywyn JE PONEYKIVIEP@EPGYN GApa-2P kard 1o npdypouun KhvikAg avantuéne 1ou pappdxou (BA. nopdypamo 4.8). AMEC EnGpaceic oo KNE, uernEd Twv onokuy
OUIOKIOVIKOG 1Eaojc, andneipa auloxkiovia, enBenxdmia, GinalxA iarapaxd, povia Kol olyxuon Exouy nopamnpnBel e GAka gappaxeunka npaidvio meppepdvnc dhgo. 01 aoBeveic npEne va nopako-
AouBoUvion OTEVG IO OUUNTIUOTD PUXIOTKGY SI0TOPOXWY Kal, £av ﬂJmuwouuv nopapoia cupmayara, Ba npsnm Vo eEoopodideTal Bepongumikn avmpErimon and Tov Bepanovio orpd. EGv emidevisBolv 1a
PUXIDIPIKG QUG ETD, QuvIaTATal n TIOKONA TNG 0YWYAG UE PONEYKIVEpPERGYN GApa-2B. H paneyrivieppepdvn Ahpo-2f Gev npener va xopnyelal o aoBeveic |1E napounio fi INOPIKG BopIag YuxIIpIKTC
fioTopoxnic, kol dionEpwe Bopids KoTaBAync, ouTokToVIKOU 1GEaopod A oNANEIpoE outoktoviag (BA. nopdypopo 4.3). Kupémy{luxu olampo; I(ap&um oupPouano dnwe kopdiopuonddeia, Epmpoyua oy
HUDKOPBI0U, KOIKA LOPLOPUYT KO IGXOIIKEG BIOIDPAXEG LWV OIEQOVIAL INQIG EXOUY OUOXENOTEN JE MV Oy I IMTEDRES Ghpo (BM. nopdypomo 4.8). 01 aoBeveic e NPOINGOXOUOES KOPBIOYYEINKEG
HI0TOpOXEC i IOT0pIKD KOPSIDYYEI0XMY SioTapoX v ouvIaTaTal va nopakohouBoiviol oreva om Gidpkeia me Bepanziag pe poneykivizppepovn akpa-26. AU 10 POPUOKELTIKG NPOIGV DVIEVEXVUTON 0E DoBevEiC
pe Bopd npodndpxoucn kopdiayyEIKA vioo Ko oe ooBEvES Nou £X0uv UnoaEel NPAOPOTO ayyEIaK eykepahiki ensxadiio A Epppayun 1ou puokapdiou (BA. nopdypopo 4.3). Avanveuomkd alanyo: Aotapaxec
TOU QVONVEUTTIKOL BN nYEUPavIkn SinBnan, nveupavinda, nvEUPovio i NIVEULOVIKN 0pmpiakn unéproan Exouv napompnBei ondvio oe aoBeveic nou MyBovay oywyni UE MEPEEPGVN ahpa (BA. nopdypago
4.8). 0 aoBeveic nou Bo ekdnhaoouy ovonveuanka aupmapora Bo npénel va napakohouBolviol o1eva kol av xpaiizeial, Ba npener va Tiakdmernl n Beponeio pe poneykivigpgepdun dhpa-28. Onnkd
ouonya: Fopapéc opBahyohoyikéc Biaiapaxés dnwe appiph fiondfein, opoppoyia Tou upmnﬁknmpmﬁn ebipaan 1ou appiFAnaipogidn, anoxaAnan tou appiEhnaipoaidn kol andmpogn opinpiag
1 pAERaC Tou apmBANOTPOEIGNA NOU PNODET v NpoKAAETOUY wm?m:ln Exouv napompnBel onavia oe aoBeveic nou AduPavay oyuwyn g MEpPEPAVN dhpo (BA. napdypapo 4.8). 01 ooBeveic npénsi vo unoBakiavial
0z opBoipohoyikn eEEToon npw kol Kond I SOpKED NG oywyic PE ponEyKIvIEppERn Ahpo-26, idionépuwe o ooBeveic pe doopoxéc nou oxenifovian pe opmBinapoadonaden, Gnwe onxxapodn Siopdam
1l unéptoan. Kafe ooBevric nou nopanovemDl yio pgiwan i ondAed dpaone, 1 ovapéps onoodanote ddio opBoiuohoyikd obunmwya, Bo npénel va unofdAhernl apeowe o opBoiuohoyiki £Etaon. Av o
aofevic exdnhmael vieg i embenodpeves opBakpohoyikec iaropoxéc, Bo npénel va eEEMlENn 10 eviexiyuavo SoKkonnic Mg aywync pE poneykivieppepdvn dhpa-2p. OEeio unepeumabinaio: ZoPapec, ogieg
mmGpane unspeuaiodnoiog (n.x., kvidwan, oyyeiooidnya, BpoyxooUanoon, avopuiogio) Exouv napampndsi onaviwe katd My aywyn PE A POpPUOKELTKA Npoidvio WEppepdvne akpa. EGv oupBei outd,
n Bepangio pe poneykivieppepdvn dhpo-28 B npénel va SIaKAMIEIN KoIvo X0pnyETN opéwe n kaahinkn ik Bepaneio. To nopodrd eEovipara Gev onanodv m Soxonn me aywyie. Hnanki Aenougyio:
H Bepanzio pe VEPPEPGVN AMDO EXEI CUOXETIONE! IE NNCTOTOEIKGTNTA NOU XOPOKMPIZETAN and nBOVEC oNUOVIKEG QUENDEIC 0F NNOTIKG £viupn. Hnomikn ovendpkei o ooBeveic npoofeBANpEVOUS ana Tou 16
me nnarindoc G ovopépBnge e GAho papuakeunka npoidvio ieppepdvng dipo (B nopdypopo 4.8). AuEdosg ma eningdo e ALT (=3 popée 10 avamamo dpio 1ou puaichoyixod), ng AST (=3 popéc 1o
OVLOTOTD S0 TOU PUAIDAOYIKOU), TNC ot GET (=3 0pEL 10 QViwIOTo 0pI0 ToU puoIoADYIKOU) Kol e xoAspuBpivnc (2 POpEC T0 QvWIOTo 0pIo ToU puolohoyikod) £xouv napampnBsi oe aoBeveic nou EAofav
Bepaneio pe poneysivigppepivn dhpo-2p. AutEe o1 ouERGES fTov we £ni 1o nAEImoV nopodikéc kol auvERnoov Kard m Sidpxeid 1ou npaiou Eoug Bepaneioc, Exouv avopepBei nnankes Siaropaxéc perd and
HOKPOXPOVIO OYWYT PE poneykiviEppepdvn ahpa-2f (BA. nopdypopo 4.8). L aoBeveic und poxpoxpdvio oywyn pe poneykivizppepivn ahpo-28, Bo npéng vo EALYX0VION TOKTIKA 10 nNomKG £viupa kol n
nnankn Aemoupyio. H BEpaneia pe poneykiviEp@EpGvn chpo-26 Ba npc'nm o GlaxanTeral Giov, nopd T PEiwan e G0onc, noGENDN Twy NNOTKGY Ev0pwy Eival npoodeunsn Kol KAvIKG onpovikn. Ex aoBevei
N0U EKGNADVOLIV BNLEID GPONG TNG NNOTKAG QvIpRONNaNG Kot 1n B in, n aywyn pe poneykivieppepdvn dhpo-2p Ba npénelvo Soxdmern. H poneykivigppepivn Ahpo-28 ovievieikvuin og ooBeveic pe
N ovmpponou eV Kippwan Tou finarog (BA. nopdypogo 4.3). Nawl(n i\moupwu (01 aoBeveit npenel va napoxoAouBoliviol, aveEapma and m Gdon EvapEnc Kol Tovﬁusuuvtwknq Ducu\snoup\nuq Avno-
poumngie] £kniwon ¢ vEpIkiic Aenoupyiog om Bidpxeia Ing Bepaneiac, n oywyn e pongykiieppepdun dhpa-28 Bo npener vo Sioxdmeial. H poneyxivizppepivn ahpa-28 11 OF DOBEVEIC e
VEDPIKT vOo0 TENKDU oTadiou (Bh. nopaypopo 4.3). 0G0VTIKES Ko nEpodovTIKES Siatapoxec: Exouv avapepBei odovmkéc km nepliodovmkéc Siarapaxéc, o onoies pnopei va oBnyrioouy o ondAEld Soviay,
0z noBEvEC nou AdpPovay aywyn pe Ao popuaksunikd npoitvia meppepdvng ahpa (BA. napdypopo 4.8). Enniéov, n Enpomopio pnopei va Exel Bhofepn enifipoon oo Gowna ko oroug Bhewoyavous 1ou
mGpOTOS KOTd n GIapKeIn poKpoxpoviag Beponeiog pe poneykivizppepovn dhpo-2R. O ooBeveic Ba npéne vo Bouptoidouy enipehde 1 G0vmo Tout G00 POPEC TNV NUEPD KOl VO KOVOUY TOKTIKG 080ATIOTpHKG
Eheyo. Asppotohoyikec Simopaxéc: H xpion poneykivieppepdvne dhpa-2[ oxeniZenm pe Gepparohoyikés Siomapoxéc (svnopde, ahunekio, eEavBnpa, pifnpa, ywpinan, Enpoiieppin, depporindo opodiouna
LI DKM, UNEPKEPATWAN, UNEpiipwan). Av eppawiorodv Gepuarohoyikec Siorapaxée, i emdeviwBolv, Bo npénel vo sEemdern m eviexdpevo fiokonnc g Bepansiog. ‘Exdoxa: To Besremi nepiéxen Beviuhakn
ohxodin. Meyihe BO0EIC NPENEN VO XOPNYOOWION JE NPODOXN Kot pdvov edv Eiven anapoinio, idioiepa oe aoBeveis pe nnonk f vempisi Suokemoupyio, Miyw Tou KivBOvou ouoompeuonc ko ToEHmIaG (ue-
TofoMkn oEEwan). To Besremi nemExel Myrepo and 1 mmal varpiou (23 mg) ava mi, dniadn Bewpenol «eAeUBEpa vatpiou=. 4.5 AAANAEMIBPAOEIS pE GAAD QUPPOKEUTIKG NPOIOVTO KOl GARES POPREG
akAnAenidpaong: Eviupo nou EpnASkovion orov karaPohoud Tuw npwiEiviy BEWPETON GN CUULETEXOUY aTov JETOROMOUO TNG PONEYKIVIEDDEPOVNE GAPO-2P. H QUPPETOXNA Tuw NPWIENVEY LETODOPA amy
unoppnmnnn TNV KOTOVOQ K01 TNY unanIm me poneykvEppEpavne ahpa-2f Gev eivon yvwari. Exel katadexBel an n vieppepivn dhpa ennpedZen m Gpacmgidima 1wy moeui:uuwv CYP1A2 won CYP2DE
T0U KuToxpapaTog P450 (CYP). Aev £xouv npoyuaron mnssl UEAETEC OAANAEMIGPATEWY Y10 TV PONEYKINTEPDEPGVN Ghpo-2B. Medcres adndemic i dAda @ MPoIGVIa MOU NEQIEXOUY MEYKL-
Aiyegvn wwreppepovn dApo: H ouyxopiynon neysuh ppepdvne ahpo-20 PET Mpnifoudivn oe uaﬂmnq pe nnarinda B qunas Tov KivGiuvo uuunw&nq nepumspmnt: vzuponuﬂzmc H Bepanein pe
ouvGuaopd TEAUmIBoudivNG Kol puns\ml\ntpmspuvnq ahpo-28 avieveikvuto (A, nupcwpu@u 4.3). H xopriynan 180 pikpoypopyapiuy ns\mui\lmus\mq wrcpmspu\rnq ahpa-2a pia mopu mv sBﬁouuﬁa yia 4
efdopades og uyin mopu (dppevec) dev ElaIEe kpio £nilipoan a0 popUOKOKIVINKG NPogIA NG peponuroivng, Sowivneg, aeﬁpmmnq Kl TOAf L LN 1¢ Gl n [
Ghpo-2a Hev Exa Kopio EniGpaon omy in vivo perofoMkn Gpacmmdmia Ty ooevdipwy 3A4, 2C9, 2019 ko1 206 Tou kutoxpaporog P450 (CYP). Imv idio peEAETN, nupcnnpnsnxs auEnon 25% trrnv nspmxn
Kt and my kapnuin (ALC) yio m Beopuidivn (undompupo CYP1A2), unoderyioviog dn n neykubMuwyévn wiepgepivn dhpo-20 eivar avaamiéac me Spoampdmiac tou CYP1AZ. H ouyxopiynon neysuliopévng
WrEpmEpdvNG ahpa-2B Sev £5E1EE onpoviikn ahAnAenipoon pe nc ouoiec TohBourapidn (undmpwua CYP2CY), widodohdun (undopuwpo CYP3A4), daydvn (undoTpipa N-OkeTuhorpavopepdonc), evi 3EI1EE
péTpin atEnon g éxBeanc omy kagein (undatpuya CYP1A2) ko om demnpapivn undorpwpo CYP206). Euvendc, n ouyxopiynan poneykiveppepdvne dhpo-2f pe unompapana ou CYP1A2 Ba npenel
VO YiVETOI LE NPOCOXA, KUPHWE JE DUGIES NoU Exouv orevd BEpanzunkd EGpog, dnwe Eiva n BEopuiiivn kol n pzBoddvn. Opoiwe, TuvITTATI Npoooxn KaTd m X0piynon unoaTpuwydioy Tou CYPZDE (n.x., Bop-




TIOEETIVIN, pIonEmBavn) of ouvBUoOUG PE poneEykvTEpmEpOVN AApa-26. H ponsykiveppepdvn dApo-26 evBExernl va avaoreikel m Gpoompiomio twv ev{ipwy CYPTAZ km CYP206 ki oUVENWS INOpPEI va
QUEATEN TN OUYKEVIDEION QUTEN Twy QOpUaKWY aro aipo. Asv B0 npEng vo onaneian npoosappoyn am Goon ne poneykivieppepdvne avpa-2f diov xopnyeim nopakinka e pappako nou perafolifopvion péow
v CYP2C9,19, CYP3A4 i g N-oxeruhotpovopepdonc. 8a npénel va GiiEtal npoooxs Kard m xopaynon TG ponEYKIVIEDPERSYNC GAPC-2R O ouviuaopd pE AANOUS BUNTTIKA PUEAoKaTOOTOATIKOUC, XN jE-
ofepaneumKole nopayovies. Noprwnka, unvunkd i nEERITNKG NPENEN va XOpyoUNTan PE NPOGOXT HIov XpNaponmoovior Taurdxpove pe pongysvieppepdvn dipa-2(. 4.6 fovipdmra, Kinon km yoAouxio:
TUvoikES 08 avanopaywyikn niikio/ ovmoUAANYN OF yUvaiKeS: MUVIKEG OE ovanapaywylxn nhkio npEnel va xpnoiponolody onotEAESUNK ovnoUARnn kard m SidpxEeid TG BEpanEIaE PE poneyKINTEpQEPOT
(hpo-2f, extdc edv Exouv Aafel dikeg odnyies and 1ov orpd. Kinon: Asv SianiBevion i eivor nepopopéva 1o khvikd Gedopévo oxenkd pe i xpian vepgepdvng dhpa o Eykuo yuvaika. Mehéres oe {oa
kenéfieiEav avanopaywyikn tofikdmio (BA. nopdypopo 5.3). Enaidn n poneysivieppepdvn dhpa-2f pnopei va Exelmy o enidpaaon, 10 Besremi Gev ouviardio kond 1 Sidpxeia me eysuposivng, KoBme kol
OE YUVOIKES TNG OVONOPOYWyIKAG NAIKIOG Xwpic TV xprion ovnoiAsngne. Bniaoudc: AEv Eival yWwma £4v n poneykIIEppEpOVN Ghpo-2Banskkpiveral oro avBpdnivo yaha. O kiviuvog oo veoyEwenma |/
Ppépn Gev pnopei va anokheime. Mpéne va anopomore £dv Ba Siaxone o Bnhoopde 1 Bo SiokonsifBo onopeuxBel n Beponeio pe 1o Besremi hoppavoviag undyn 1o Gpehog 1ou Bnkoouod yio 1o naidi koo
O@eEADC TG BEpansiag yia m yuvaika. Movipdrnmo: Acy undpxouy GEG0UEVD OXETKA PE TV ENIGPOON TG PONEYKIVIEPDEPGVNG AMpa-26 o yovipGTo yuvoikdy i avipay. 4.7 EmBpAoeig omy IKovomTa
odiiynang kol xeipiopod pnxavipdroy: To Besremi Exl uikpi enibpaon o1y ikavainia oBfynang kai xeipiopod prxovnpdiwy. Or soBeveic nou eppovidouv Z6hn, unvnhia fi yeudaioBhoeis (B, nopdypago
4.8) womd m Sidpxeia e Bepanziog pe Besremi, Ba npEns vo ano@edyouy Ty odiynan i Tov xepiopo unxovnudney. 4.8 AVEMIBUUNTES EVEpYEIEG: ZUvoyn 10U nm?‘ umcﬂ\sm; v]] m.ucvmcpu OVOPEPOUEVES
oveniBliume evEpyeieg eivin Aeukonevia (19.1%), BpopBonevio (18,5%), apBpakyio (12,9%), xénwan (12, 4%; uuﬁnpeun y-yhourapuhong pdon (11,2 (10,7%), uuu,\wu
(10.7%), nupeLio (8,4%), kvnopdc (8,4%), ouEnpEvn auvoTpovo@EpGON MC ohavivng (8,4%), avaipio (7,9%), ndvog oo dxpa (6,7%), ahwnekia (6,7%), oubaspom—:wu (6,7%), qunus\rn nonapnIkA op-
voTpovapepdan (6,2%), kemakohyio (6,2%), Gidppon (5,6%), piyn (5,1%), i:m\n (5,1%) ko1 aviidpaon ng Béang Eveanc (5.1 %). Or ooBapéc uvzmeupmsq evEpyEIEC sivan kendBgin {1,1%), kohniki puppupuyn
(11%) ko o&gio oywwdng Somapaxn (0,6%). Mivakog oveniBountoy EVED'{EIUJV v]] uxuhoussl: OXENEBUEVES LE TN BEpONED ovEMBUUNTES EVEPYEIES EXOUY avapepBei ot KAVIKES PEAETEC I PONEYKIVIEDDEDOVN
(hpo-2f oe 178 eviihikee aoBevei pe ifionobni jpmpia. O PYEIEC Exouv opodononBei v Kamyopio opyaviKoU ouaTipoTog Ko cuxvami eppdvions we (nokd ouxvéc (= 1/10),
ouxvéc (= 1/100 £wg < 1/10), aumq (= 1,1100[) Eu.u:: < 1/100), ondviee [> 1,-’10 ﬂﬂﬂ Ewe < 1/1000), nokd ondvieg (< 1/10.000) un wwmeq (Bev pnopnuu 0] sncnunaauv We fdon 1o ﬁ!EIBECIIuU
fedopéva). NoINWEEIS KOl NOPOOITWOES: CUXVES: AOILWEN TOU OVONVEUOTIKOU OUOTAUTIOC, pivindo, pukmmacikn Aoipwén tou Géppatoc, dx auxver: muumuml: spnnq. Epning {uarmpac, mwwnuon o
MAPOIOE, IyPopimda, Kovivioon 1ou mnomu-,'ou QSOIOKONTIKG uummamn hoipwEn, kpBapas), ouumuunmman ﬁlmpnxét;mumummxnl.’l KO TOoU A v MoAd o vEC: ) 1
BpopBonevio. guxver: na\munuponswu OUBETEPONEVID, ovoipio. AlOTopaxeg Tou avooSONOINMIKOU OUOTAPATOE: dxi JUXVEG: viooc Tou Basedow, uapmsmmon oA anaw.l:c 1BlonoBac A BpopBumkn
BpopBongvikn nnpmupu U PVRATE unoucVngH(oyanangarada‘ ofgiec ovnipaoec unspeuumﬁnmuc**’ Miarapaxég Tou eviokpvikod ouatiparo: auxvec: unoBupeoeiBiopi, unepBupeoadiojdc,
Bupeosidman, dx ouxves: ookxopudng HoBrng®. MaTopaxec Tou peraBohiopou Kol e BpEwng: auxver: UI'IEOTOI\‘?\UKEOIDGIUIIJ uslmus\rn upEEn Ilumnrpméq Oarapaxeg: ouxves, koddhiyn, enife-

nkdmia®, alnvia, dyxoc, peraBodi BidBeanc, Biokupdvoeig auumaﬂnummnq fdBeonc, vuBpdinm, dx amr: po auokioviag”, ¢ iiEaopoe”, auyxumm kendaoon® n&sm ey ivog
mmupuxn mwbmoﬂnosm. ouvaioBnpankn duopopia, vsupmmnm anuBﬂu EIIIII:I:\TEII; suspcmcnmma anawsc finohikn Siotapoxn®, uuvm’ mumpnxéq TOU VEUPIKOU CUOTHIOTOG: Juxver KEpaAhyia,
{iikn, unanoBinoia, unvnihia, nopiodinala, dx auxvee: VTR VEUE piginda, nyukpovia, ennpeaaevn diavormxii koidaraan, 1poyiog, 06po. OpBaApohoyikeg dioTapaxec:

auxvee: EnpopBakpia, dx ouxvES: DIUOppOYia ToU uuwﬁhnmposmn Eﬂﬁpmuum Tou uu@|ﬁ?mmpos|én npofinpor Gpaonc, omkn Sioapoxn, Bopnn dpoon, Suopopio Tou opBadpod, Exk{Epa BAERGpWY,
andwe: opgifnaipoeiGondBen”, onmkn veupondBen®, andgpatn oppiBAnaipoeidikic apmpiag”, ondppakn apgiBinmpoabikic ghéoc’. nodu ondveg: Wiphuon®. N YworEs: anokGANGN Tou apgr
BAnarpoaifonc®. MoTapaxeg ToU wWIOE Kol muuﬂuphnﬁuu X auxvr'c Kumwon, epfogc, ityyoc. Knpliokeg blnmpmtéq OUXVEC, KOATIKA POpuopuyn, ox auxvr'c éumpu'puu T0U puokapdiou®, kono-
KoinkGE onoxAeiopac, eviokapdiokoe ApdpBoc, avendpkein noprixic BoABidac, kopdioyyeioxn Siotopaxn, andviee; kapliopuonadein®, amBayxn®, noAd mawsc IoXaIpia 1o uuuﬁupému’ Mvmwéq
BiTapaxeg: auxveq: pkpaayyelnaBe, dx ouxvée: o0vipouo Raynaud, unépraon, aidiupn, EEoyn. MTaPaXEG TOU AVONVEUSTIKOD i G, Tou B Kol Tou fou: ouxveg:
fUonvoin, dx guxves nveupovinda, Brixag, eniotagn, peBiouic 1ou AIuod, MoAd ardwes; IVEUDOVIKT SINAnon®, tn pwuoreg: IVEULoVIKD iviaan®, LOVID®, NVEUPOVIKA OpTnpoxn unspraon’ . lIoTapaxeg
TOU YOOTPEVIEPIKOG oUaTPETOE: ouxveEg: Sdppoin, voutio, kooka akyoc, duakohdmio, Kook Sidiaan, Enpomopio, dx guxvee: yompinda, ﬁmmpuxn 10U KOMDKOU TORWHAT0E, HETEWMOUAE, OUXVED
KEVWOEIC, oduvopayia, aipoppayia Twv olhuwy. pn pvaares odovmkic Siompoxec®, nepodovikn vooog®. AlaTapaxEg ToU ANATOS KO TWY XOANQOPWY: 7oA CUXVEC: DUENPEVN y-yADUTOHUACTROVODEGON.
OUXVEC INATKA Sirapoxn, auEnpévn opvotpavapepdan me adavivig, auEnpévn aanognkn uuwmpuun@epdan qu,an'un ohkahxn puopaidon uipumc, dxt ouxvEC: nnarotod kdinta, 1ok nnarinda, nng-
Tougyahia, andvieg: nnomkn ovendpkein® . Aorapaxéc Tou HEpPaToS Km ToU UNodOPIOY 10TOU; JUXVES KVNouOC, ahwnexia, EavBnya, spufnuo, yupioon, E,npoﬁepulu Depuumlbu opmadouon |JE akun,
ungprepaiwon, unepibpuan, Enpodepyio, dx ouxvée: oviidpaan puroeumoBnoiac, anoA£nian 1ou GEpUAIDE, Buaipopin GV, i YVwoTég: HEMOIGE 10U ﬁeppumq PAXEC TOU |
i G KOI TOU 10700 MoAd ouxvee: opBpalyio, puohyio, cuxves: oivapopo Sjogren, apBpinda, NOVOC 010 GKPO, PUDOKEAETIKGE, NAVOC, DOTIKOS NGVOC, UUTKDI ONDOUOI, dX1 GUXVES, PUTKN
uauuuun uuxevuhwu Ghyoc o BouBwvikii xdpo. AaTapAXES T VEPPWV KO T 0UPOPAPWY 0BDV: dx) GUXVEC * ILOPPOYIKA KUaKTIT, BUaDURID, ENAKNIKA oUpNaN, KAIAKpAINON 00puwy. MaTapaxeg
ToU nwnmuymrmnu OUOTAPOTOS KOl TOU pumnu X1 QUXVEC: OTUTIKN Ouo?mmuwm u||.|urom1£p|.||c| rmwél;mnmpuzél;m ml;nbnu prYNONG: Aodu guxves: wmnmbnqouvﬁpﬂun.
Kdnwan, guxveg: nupekia, oviidpaon oro anpeio mg veang, sEaoBévnan, piyn, Enideivwan g w—:wxnl: mumknq KotdoTaone, £pdBnuo e BEong Eveonc, dxi ouxveE: ndvog e BEong Eveons, Kvnopdc Mg
Bang £veanc, evnioBnoio ong AMOYEG 10U KIIPOU, 1 YVWOTEC: Unipy| yhooog".  EEETGOEIC: ouxveC: oviiaw|ia kand Tou Bupeosiliolic Benkd, auEnpevn Bupeoailioipinoc oppdvn
oipoToc, auénugvn BEpLOKPOOID CEUTOE, QVINUPMVIKG oviiowya Benko, auEnuévn 'pui\mmxn u@uﬁpu\rovann QipaTog. dx ouxves: uuf,nu!—:vuq apiBpac DIUDHEIGJ\I(AJV uuf,nu!—:vu oupmo 0£0 oipanoe, Bemm
fiokipoaio Coombs, |JEIt|J|.|£\lL’] nu:punm fapog. Ermvmnmzp&frmcmnﬂmmfcmpmfc mm 1 B e dldo 00 TTEQIEXOLY dApa. * B me Yo
1 77 i MOoICVTa Mo e A IMveuy aEMNOKT UTED "X, Kvidwan, a'n'craoﬁnw. Booyxoadanoan i avapucdio. MEpYPoDN ENAEYUEVWY avemBuunTuy
py : Mg guxveg A zuzpmfr: [mv Nivaka 1 CUVOWIZOVION 01 M0 OUXVES svzp\vznet: (voBe koo opBpoc wy ooBevdy, n ouxvamia enimwong, o PoBude Boplmiac, n ovaykaidmia
npogappoyic g Gaong kol n £kBoon) nou ovopEpankav oo NAQITo 10U NPoYPAULNTOC KAVIKAC OVANTUENG TNG PONEYKIVTED@EpOVNC Ghpa-28.
Nivexac 1. NAéov ouxvég avenBUpnTeC evEpyeles Katd Tn Bepaneia e ponEYKIVIEPDEPAVN Ghpa-2.
* Alev EXOUV aVaPED JnTe; EvepyEies Boduou 4 kard CTCAE (aner-

Khviég pehéreg yio n poneykiviepgepbun Ghoa-2p A o m Gt i mou ) oonyoUv g avonnpia) f Babuou 5 (@avarog). Tuv-
AE=10%TL.0. [ I BoBuGe [ Wefwon | Tpoowpnri |~ Opionid | Avdppeon TIJHEFEIQF CTCAE, Kowa K‘OITI'IPL\)?G ODO.RIJ\‘IUE;ITIEJIJTIQ ovenBOLINTER EVEPYEIES,

Bapirmag | Gdang Biokonn diakonn 0.0., Bev avopépBnke, AE, aveniBuunm evepyein, 1.0., npoTdpEevog Gpoe,
ko CTCAE =3 POpUOKOU | POPHAKOU IR, Eni Jéaou Gpou £ av avi 100 ooBeveic Tov
e N (%) N (%) N (%) N (%) N (%) xpovo, N, UDIBUDQI:IDGEVW ' o

= il 10U YOIPEVIEPIKOU ouomiparos Exouy avopepBe yoapevie

LE”“DH“E‘“” sty [ 272 J{88) . Z3B7E) | 7206} 8.0, 33107, KEG BlaTapmiES K m x?mvnon dhhuw mupuukzunxmvpnpomwufv |\rr£a;
SpopPonevia 33185 | 150 40121 131304) | 3081 300 | 31(940) | gepdung dhpo, ket Exouv enione ovopepBei oo 15,2% 1wv 008eviv nou
ApBpolyio 23 112,9) 8,5 1(4,3)" 4 (174) 4 (17.4) 8,7) 22 195,7) AapBavouy BEpaneia e poneyKIVEDPERGYN Ghpa-2B. O M0 CUNVES yooTpei-
Konwon | 22124 | 101 0.0, 3 (13,6} 1(4,5) 4,5) 21195.3] | repikéc Botapaxéc nou avopépBNKay oe auTéC TG PENETEC eival Bidppoia
rﬁ'""mnﬂ ouvipopri | 19(10.7) | 63 .0, 3(15.8) | 3(15.8) 0.0, 18 [gﬂ (5,1%, ouxvémnTa eninfwonc; 2,8 cupBapara, 100 aoBeveic Tov Xpévo) kol

uahyio 19(10.7) 6.0 a0, B (316} 153 b0, T847) | vouria (4,5%, ousvdmia enimwonc: 1.6 oupBapara/ 100 oofeveic 1ov
%pdvn). KME: B0 npdypappo kKAvIKAG avantugne e poneykiieppepivng dhpo-2@, nopouaidameay &io nepioronkd copopac, kordBhipnc (11%, ouxvamo enimwong: 0,4 oupfoyara/ 100 aoBeveic Tov
xpdvo). Or ooBeveic ovappwoay nhipwe PE My opiankn Siokonn 1ou pappdkou. ‘Evac coBevic, nou nopousiooe cofopr ofein opecoyivo Siomapoxn (0,6%, auwémio enintwong: 0,2 oupfdayma/ 100
nofeveic Tov xpavo) pETpog BopUmiog, ovappwoE NARpwe ool PEmAnKE N 00N NG PONEYKIVIEPPERGVNG GApa-2P. Komd m xopriynon neEppepavne ahpo Exouv ovapepBei ENBpAcElC oro KNE nou nepr
AouBdvouy andnEipa aurnKIoVIas, OUTOKTOVIKG IGE0oUG, EmBenkdmia, Ginoxn SoTopoxn, povia kol oiyxuan (BA. napdypogo 4.4). Kopdoyyeiaxd ovornua: Bn SIGDKEID aywynic UE pONEYKIVIEPDEPGVN
(hpo-2(, napoumarmeoy Tpio NEpmanKA kohmikric pappopuynic (11 %, awvdmio enimwanc: 0.5 oupPauma/ 100 ooBeveic 1ov xpdva) fopiimoc fodpod 1 éwe 3 oe Gio ooBeveic. H aywy pe poneykiv-
TEPPEPGVN APO-26 ouvexiomks ko o ooBeveic EAaPov KOTGAANAG QAPUOKD Y10 TV OVTIPETMMION auTwy Ty oupPapdroyv. 01 ooBeveic avappwoav ond 1o 0o ouppduo, £va oluBopo mav ouvexiiGueo
K 10 xpévo afiohiynong. Awanvevamxe ouomye: Exouv ovapepBei nepiatongd nveupovikne apmpiakng unépraonc (MAY) kord i xopiynan wieppepdyne ahpa, kupiwe of ooBeveic pe nopdyoies kniivou
yia NMAY {Gnwe nubaia unépraan, hoiuwn and HIV, kippwon). Or oveniBounTeg evépyeieg avagpBnkov os Bidpopa xpovikg onpeia, ouviBug I:IpKETOI:III; WAVEE LETD TV EVOpEN TG BEPanEia LE VTEpEpOVN
dhpo. O ovampa: Eopapéc opBodpooyixéc Siomapoxéc Exouv ovopepBer kard mn mpn\man ppepdvne ahpa, dnwe apmiph fionifein, apoppoyia 1ou upwﬁhnmpoaan saﬁpwumu o -
BAnopo£idn, anoxaiinan 1ou opgBAnGpoEIEn kol andepoén appiBAnatpoafikic apmpiog [ pAéBoc (BA nopaypopo 4.4). A\ramopo n|9uvo:\o'fuuu vy ovenBiunTioy EVEpYEIIV: H avapopd nidovohoyolyevuy
ovenIBy priay EVEQYEIEV PETA TN mpn\man uﬁauq Kushopopiog 1ou umppmcaumnu npaidviog ENEII an puwmn Ennpénenm ouvexn nopoxohouangn me axéonc opeAuc-KviOvou Tou popuoKELTIKOG npoitioc.
ZnTEim and ToUC ENaYYEALTIIES UYEIDG va ovopEpoUY onolcodinote mbavohoy .. EAMIDO: EBvikac Opyawiopdc Dopudkwy , Meooyeiwy 284, GR-15562 Xohapyac, ABfva,
Tnk: +30 21 32040380, 337, MoE: + 30 21 06549585, Imdronog: hitg://www. eof. gr. 49 ‘I’nepnnnnhmﬂn itk DIOPKEI 10U NPOYRAPPOTOG KIVIKIDY HENETDY, VOREPBNKE Eva NEPICTONKG TUXDiag UNEpBo-
oohoyio poneynTep@epdvne apa-28. O aofevric £hafe 10 popéc uynAotepn Goon EvapEnc ona N UNITTULEYT KOl NOPOUCIONE oULNTEYOTD YMNnGaous ouvapopnc yio TREIS NPEPE, T0 ON0K XOpaKTIpoTKOY
we pn oofiapd. O aoBeviic ovappwos NARPWE UL XOPAYNaN NOPOKETDPGANG KO Nposwpive diakonr me BEpONEING UE pONEYKIVIEPPERGYN GAPa-2P. AEv unapxel SoBEmP0 avTIBOTD Y10 T0 MO UOKEUTIKG NpOiay.
e nepinwon uneplooohoyios, ouviondian orevii napaxoAodBnon 1ou aoBevi ki ougniwpankn Bepancia, ey xpeidZeior. 5. GAPMAKOAOTTKEE IAIOTHTEL. 5.1 ®@appakoduvapikéc ididmrec: Dopuiako-
Beponsunikn kamyopio: AvosodiZyEpTIKG, mspmspuvtq. Kudikoe ATC: LU:JAB'IE H poneyKivTEppEPOVN GAPG-2P EVal L0 avoouvBuaopEvn IVEPERGVN dApo-2P oulsuypevn e Gikhwvo popio peBogu-no-

| paf =

,\umﬂluhsm\rhumhnc (mPEG) PE. PoBpd maane 1 mole noupepotc/mole npwielme. H j€on uopmm WaZo gival nepmnu 60 kDa, ex mc onoiog 10 40 kDa ouviaioy 1o 1pipa Tou popiou PEG.
Mnxaviouée, Gpaong: H NTEpQEROVN GNPO OVIKEN OTIC |\rr£pm£p|'1v9q TUNou |, Nou EXSNAGVOLY TNV KUTIGpIKNA TOUC aupnepipopd pe G€opeuan ot ediko Siopefpovikd unodoxia nou ovopaderm unodoxEad v-

T1eppepdvne ahpo (IFNAR). H Séopsuon orov unodoxén IFNAR exxivel pio oMnhouxio perayuwyie aiparog, som mv onoio evepyonmoivion Sidpopes kivaces, konidianépue n kivdon Janus 1 (JAKT) komn -
poovokivaon 2 (TYK2), Ko ol NpWIEVES 0pQOTPONED ONpaTos KOl EVERYONOINDNG NG LETaYPOPAC (STAT). H nupnvikn pEtardmion twy npuieiviy STAT EAEyxel SiapopEnka npoypapuam yondiokng EKppoong
Ko ExEl Tidpopec kumapixés endpaceic. ‘Exel onofierBel dn n iveppepdvn dhpo £xe avoomadnkn dpaan aiov NOAAGNANMOOIG 10V QIONOINTIKLGY KOl voPAGTKGY NPOSROLWY KUMGWY 10U PUEADL, Ko av-
TOYLWVIZETaN TN Gpaan TV QUENTIKGY NOPoYOVTWY KOl GAMDY KUTOKIVEY NOU DUPETEXOUY DMV OVaNTUEN PuEADivons. AuTéC o Gpaosic EvBEXETm va oupBaiiouy ata BEpansunxa onoTEAEGUOTa TG IVIEDREQDVIC
dhpa amy idonadi nousunopoipio. Enndéoy, Exer anofendei dn n vieppepdvn dhpa SOvaron va PEDIE 10 poprio Tou peradhoypévou ahinhipoppou JAKZVET7F oe ooBeveic pe ionoBi nolukunopopio
{n onuenakii perdAhogn VE17F amy kivaon JAK2 eival xaparmpionki g idionoBoic noMkuTopaIuiog kol evioniZeral oro 95% nepinou Twy noBeviy). Khviki onoteNeouankamTo ka1 aopaheia: H anorehe-
ouanKGIMIa KO N oopareid NG poneykvieppepdvng dhpo-2p oe oxéon pe my udpofukopPapiiin afiohoy £ OVODIKIT, TUXQIE pevn khavieri pehém paanc Il (PROUD-PV) g 254 evilhikeg ooBeveic pe
1Bionadn nohukumapaiio (P} (uxaionoinon 1:1). OraoBevei kamnyopionoinBnkov ovahaya e v nponyodevn ExBeon ot ulipofukapPapidn, mv nhikia kaid m diahoyn (< 60 i > B0 exdv) kaiinv nopouaia
BpoyBocyBohixiv oupBopdnwy oo napeABov. Ta xopakmpianka Tou nAnBuapod me pehéme napoumaovial orov Nivaka 2.

Nivakag 2. Xapakmy d Twv aob: aro ardifio Siakoynic yio m pedém PROUD-PY.
= , r “ O TET QVIOTaRXOUY aTn piéan i S0,

Exéhoc Bep dln;n-'zlg i“=1 2'._,} M qu;loq &(ﬁ:q;igf O acBeveic nou Bev eiav Ader nponyodpevn Bepansio pe ubpobuxoppa-
Thaxia . ulén [n='IG_U}n o1 aodevEic nou EDG.UV_)\GBEII‘IDOI‘I\'UUUEVI‘I Bepanein pe uipo-
B 58,5 210,81 57941310 phouin (=94) tuxol vo Mpow
Diko ! ! T ! ! ponsmwspmsmvn dhpa-2p uﬁpu{uxupﬂuwén H fidon ougriBnke ong-
Tuvaikeg n (%) 68 (53,5} 67 (52,8) e s] uou}oyu'uE mw umnpnpnn NG VOO0U Ko Ty pmm ] Y poney-
Avpec n (%) 59 (46'5} 60 (4?'2} KnTEpQEpOVN ahpa-2[, and 50 oe 500 pkpoypappdpio unodopiue kabe
' ' o effioyafeg). H péon Soon ped ond 12 privee Bepansiag fiov 382 (£141)




DiAo MKPOYPOULGMD Y10 TV PONEYKIVIEDPEROYN dApo-26. H mviandxmon e
Tuvaikeg n (%) 68(53,5) 67(52.8) V00U (Nou 0pIZEND WG aipaTokpimG <45% xuwpic pheAotopn [roubdamoy
‘AvOpEC N (%) 59 (46,5} B0 (47.2) 3 prive and mv tehsuToin pheBotopn], aiponetaia <400 x 10°/1 ko Aeu-
Duii Kkowumapa < 10 10°8/1 erd and 12 piveg Bepaneiog) mov 43,1% [53/123
Azukii n (%) 127 (100,0) 127 {100,0) noBevEic] 010 oKEADG TG pONEYKIVIEPDERGYNG AMPC-28 LETD and 12 nveg
mﬂgmu PV (uriveg)* 12,6 24,70 15,7 25,65 Bepaneiog. Ze avoin pehém enéxioane, pdone b [CONTINUATION-PY)
Doprio aknhdpoppou JAKZVEITF (%)* 419+23 49 42 542414 ixav 171 eviihieg ooBeveic pe idionoBi nohukumapanio, o onoio
ﬁl.lmﬁqvlﬂl; mgllﬂpﬂl EiXOV NpONYou £V ohoxAnpioe T pehém PROUD-PY, ore va ekmyunBei
Aiparospitng (%) 478522 48,6 15,39 1 HOKPOXPAVIC ONOTEAEGHATIKAINIG KOI N QoPAREND NG PONEYKIVIERPERD-
Aponerdhia (109/1)* 5377 +273,08 516,8 +254,43 ¢ GApo-26. Evevrivia névie aoBeveis ouvexionv va AapBdvouv poney-
Aeukordmapo (109/1)* 11,544 76 119488 poepivn Ghpa-28 (ond 50 £we 500 JKpoypOPAMD, XOpnyoUYEVD
Napouoia onAnvopeyaAiag unodopiug kae Bo, 1peic i ooepic ERSopaties). H p£on G6on perd ond
‘Owin (%) 115 (90,6) 112 (88,2) 36 privec Bepanciog (12unvn Bidpkeio Bepaneiag o pehém PROUD-PY
Nain (%) 12(9.4) 15 (11.8) ka1 24unvn Bidpeia Beponsio am peRém enéranon) firay 363 (£149)

KDY IO i T poneykiviEppepovn Alpa-2p. H aviandkpion ain

Beponzio PE poneykvTEP@EPGYN Ahpa-2P napouaidderal arov Mivaka 3 km orov Mivoxo 4. Mard and 36 prvee Bepanziag, n nAngne oiparohoyixn uwanonplon firav 70,5% Kol 1o 52,6% v noBeviv nopoutioooy
nikripn oporohoyiki oviandkpian pe BeMiwan 1ou popriou e vioou. O coBeveic nopousioooy cronomkd onpovikn Siopopd oo ogrio 1w oAMnAdpoppou JAKZVETTF (19,7%) xm perafoln ond 1o opxixd
eninedia 1ou JAK2VE1TF (-22,9%).

Nivakog 3. Aviondkpion vooou perd and 24 km 36 prive Bepaneiag Pe pONEYKNTEPPEPGVN GAPa-2.

Ixéhog BEPANEiug e PONEYKIVIEPPEPGY GApE-2B |  * OPIZEILIN W auaropiing < 45% xupic il (1ouddxarov 3 priveg
5 s L Wﬂ!: paney o and ia A il, ooneTadia < 400 x 10° ﬂxﬂr;\su«a«urmpa<
RoBEVERC nou ZRapav 28PNV Bepanieid e poneyKIVIEDREROVN GRpc-2F" 10x 10%1. opiceian wc.ri‘reimmrwv KANIKGIY ONYIE Y NOU OXENZOVTEN e
| Mripng ulumlwlm mrmndmurf | 70,5 (67/95) | m v (kAwd o i amAnva erJ KO T QUL ‘HQU_E-'XE-
| Mhfipng oy xai fektiwon opriou véoow’ | 49,5 (47/95) TiGVIaN 1€ T V00O (LIKPOTYYEIKEC di KYOIEG, KEP !
Tofeveic nou ShoPav 36V BepanER JE PONEYKIVIEDYEROVN Bhpa-2F7 12unun Bepaneia om peém PROUD-PY kot 12unvn Bepancio om pedém
MARPNC cipaToADYIKA OVIONGKpIoN® 70,5 (67/95) fnmmgx‘ & r?mw:&fpanﬂamnprmn PROUD-PY ken 24pnvn Beponeia
| MAipng aipatoAoyiki aviandkpion® kai BeAtioan gopriou vooow® | 52,6 (50,95) | oM LEAET ENEXTATNG
Nivakog 4. ®oprio aAAnAdpoppou JAK2VE17F km perafoAn and apxikeg ipeg otn peAET enéktaong CONTINUATION-PY.
" AoBeveic mou Eafav 36unvn aywii e ponepvieppepovn dApa-28
mﬂm& HE pONEYKIVIEpQEPOVN GAga-26' (n=04) | (12nvn Bepaneia om yeAcm PROUDPY ke 24ymvn Bepanei om perém
Doprio aAAnAdpoppou JAKZVG17F 19,7 [(#21.29) Norian s . . . L
e L 4 pikaG ninBuopde;: O Eupwnaixog Opyoviopog Gopudkiy £XEl Snaer
L. JARNGI7F uno opara eninedo 22,0 (#24,79) anakhayn and my unaxpéu:un unofahic Ty anorehEopinwy Ty PERETIY pE

o Basnaml 02 GAECTIC, unonumvumsq ToU NONGICTPIKDG ni\n&.ltruw wam Bsuunslu mg |ﬁ|onuBouq naﬁununamunq (BA. nupu\rpum 4.2y nhnuwuplsl: OXETIKD LE TV I'II:IIﬁII:ITpIKn xuntrn] 52 Mppummnw;
iidmreg; Anoppognon: H anoppo@nan e ponEYKMEPPERGYNC GADC-26 and Tov opyaviopd Twy aoSEviY EVDI NOPOTETOUEWN KO REGVEN T LEYIOTN CUYKEVIPWON OTov 0pd PETA and 3 £we 6 npépe. H andium Bio-
GnBEagIGmIn M poneyrvIEpRERGVNS dhpa-2f kardniv unodopag xopiynong Sev éxel GepeuvnBel oe avBpanous. Tuvenwe, e eivan Suvardy vo exnpnBel £ykupa n andhum fodoBeopdmo. Baoe dedopévuy
OE niffikoug, Eivol nepinou 80%, NOpaP0Ia PE TV TPA Y10 TV NEYKUAWUEYN VMEPDERGVN AApa-20. Karavopr: H poneysivizpgepdvn AMpo-2B avEUDIOKETOI KUPIWE OTny KUKAD@OPIO Kal 10 EEWKUTIANIO Uypa, Gnue
GnnoEvErD and 1ov Gyxo katavapic oe moBepononpEvn kardomon (Vd) nou givan 6,6 £ 17 Kipo og aoBeveit perd and unoBidpa xopiiynon (Goookoyikd edpog 50 - 450 pkpoypappdpa). H péon péyiom auy-
KEVTWON 010 NAdopD (C..,) Aoy 2,4 no/mi (us Gdan 50 - 80 pikpoypoppapiuy) Ewe 49 ng/mi (pe Goon 450 pKpoYpapUOpiuy) KOl N ENIGAVEID KATW ONA TV KOUNUAN OUYKEVIPRONS NAGopOToc-xpavou (AUC,,) Ku-
prjvﬂnxe pernd 28,5 ng.hy/mi (pe ddon 50 - 80 pikpoypoppopioy) éux: 552,6 ng. h/ml (pe Gion 450 pkpoypappopioy) oroug un&vzuc WEr and unnaﬁpm xopriynon noAManiiy Gioeuwy. Memﬁ)\nrém uz'rnEu
Py nopomprBnks PE 25% ko 35% yio v AUC ko TV Cra, u\nlmwcu 0 UyIEic EBEAOVTEG. AN PEASTEG I00Zuyio PaZac, Karavopnic orous 1oTodc Ko oAGDwWUIES, auTopalioypagiss 0z apoupaious, paiveral on
£V0 NOPAYCI POPHAKELTIKG NPOIGY TEpRE (ihpa I pivn (iApa-20) KAIOVEIETQI OT0 fiNap, GTOUG VEPPOLS KOl 01OV JUER T oatidv, EninpdoBiera jie my UnkA DuyKEVIpWON MG ouoiog o1
Qipo. Bioperamamponoyic;: O peraBoMouos e poOnEYKIVE uqxpuvnq u?upu—Zﬁ GEV £XEI XOpOKINQICTES NARPL. H npookaAMNON e vTepgepdvng aApa-2f oF Turpa 10u popiou Saxkabiopévne nohuaiBuisvoyAukohng
uninc popakic paZoc (40 kDa) Bewpein o v.upnnc Ao yio ng Gio mnpéc omy anofioh oe oxEon Pe ng pn neyrkuMwpEves MEppepaves. Mehéres oe opoupaious pe nnpﬁp 010 i NpOiGY INTER

ahp0 (neysuMPEVN MTEPDEPGVN dApO-20) EﬁEIEI:IV T anoPARAETaI KUpitg and Tov nnanko peapoiiopd. H ifio 06ac unoﬁo:\nq BEwpETaI IS0V KOl Y10 TV PONEYKIVIERPEROVN GADa-2P. MEMTEL: papy uxumnrl(nq
aAAENIBpaoNE TG neykUMWUENG MEpDEPGVNG AMpa-2a 0c avApwnouc EGEIEV PETpIa ovaotahnkn Gpdon oE unooTpayoma nou pErapohidovial and 1o CYP1AZ km CYP2DE (BA nopdypago 4.5). AnoBohi: H
anoPoldi ing poneyrkavieppepdung GApa-2B Bev xe1 xapakmpiate! NAAwe. MEAETES JE NOPA0ID PUpPAKETIKG NPOIGY MIEpEL (hmpa (ney £ poepivn ahpo-2a) EdeiEov i o veppic elval aoikG
GpYOVD Y10 TV ONEKKPION paSnonuoopEviey PETAROMKLY NpoiovTuy (LENEN OF GPOUPIOUS) KOI 0TI N CUGTUONKA KO8N T NEYKUMWUENTC INTEpEpOVNG AMpo-2a arout avBpanouc sival nepinou 100 popeg
xapnMATEpN and exeim me puoikie, pn neykulwpine Mmeppepdvne dhpa-20. Merd and unoddo xopiynon nokioniiy dooewy (Goookoyikd edpog 50 - 450 pirkpoypoppdpa), o elkie xpdvor, npuduwdic me po-
NEYKIVIEp@EPGVNG Ghpa-26 oF noBeveig gival nepinou 6 Ewc 10 npépes, ko n kiBapon Mg poneykvEpEPGvNG Ahpo-26 Eivm 0,023 £wc 0,061 I/dpo. H oupp£Tox Ty NpuTEiiy J1apopac omy anoppognan, v
womavop ko v anofokr me poneyrvieppepdvng ahpo-2f dev eiven yvwo. Tpoppkdrmio/pn ypoppikdmo: o doookoykd edpoc and 24 £we 270 prpoypoppdma, n G, G PONEYKIVIEPPES (hpo-2f
QUERBNKE ovaADyIKG uE T G6an, om nADioo QOPPOKOKINTMEAG PEASTNG 0F Ui dropa. NopompnBnke augnon me ékBeonc ugnaTERN ond Ty avahoyikn. H eroBANTAMIO pero£0 aTapwy y1o Y PONEYKIVIEDERGV
(hpo-28 firaw 35% (..., ) wn 25% (ALIC). Hnomerh duohenoupyio: Exouv Bnpooieutel auykpiaio npogil EkBEONG kal papLOKOKIVIMKIG Y10 £V GAAD APLIOKE UKD NGIGY NOU NEIEXEN AEAPENGYN GARA (NEYKUMJEN
WTEPERIAT uhmu-zu] O 0o8eveic pe kippwan (BaBuod A kard Child-Pugh) ko ot pn kippwnkods aoBeveic, Azv Exel ofohoynBzi o popuakokivimke npogih oF noBeveit nnankn Suohemoupyio ouEnp£wnc Bapdmac,

Negpik fu pyia: To poy nponik g aoBevelg pe pérpio i foma veppikd Buohenoupyio ki o aoBeveic pe veppiki vooo 1ekikod oradiou (ESRD) éxer abohoynBei pdvo yia GAA popuakeunkd
NPOIGVIa NOU NEPIEXDUY NEYKUAIWUEVN INTEPEROVT GApa. ADBEVEIC UE uéTpia N Bopid veppsn Guahemoupyia, nou MpBavay 180 pikpoypoupGpin NEYKUMWUEVNS VEpDERGWNE AANpO-20 Pio popd mv £Adopadn, no-
poucionav ouykpicipa i 60% ugnidepo EnlnEﬁu Ev.Ezuanu pappikou oo nAGopn, oviimoro, OF ox£on PE ouc aoBeveis Pe puoohoyiki veppikni Aenoupyio. £e 13 ooBeveic pe ESRD nou Expndov xpiwiog apo-
KaBiapong, n xopriynan 135 pikpaypoppog pepdnc Ghpa-2a pia popd mv epbopidn 0dfiynoe oe 34% xopnkdrepn ExBean 010 pAPUOKD o€ oxEon e 10U aoBeveic pe puamohoyik veppiki
Kemoupyio. O aoBeveiT Pe veppiki bum\srroupwu nou £hofiav epana Goon nEqumusvnl; |\rr£uqxpuvnq Ohpa-2f ion pe 1,0 piKpoypapuopio/kg £52iEav aUENPEWN OUGKETION TV NOPOPETPWY G, , AUC KOl Xpavou
nuduiic pe vov Pabpd veppiric duakenoupyiag. Merd and noAhankeg dioeig ney ppepdung Ahpo-28 (1,0 pkpoypappdpio/ kg xopnyodpevo unodipa kaBe efiopdda yia rEooepic epAPGIES), n
KaBapan Mg NEyKUMBYPENNC IMEPQEPGWNC AAPO-2P LEIIANKE KaTd pEoD Gpo 17% nm 44% 0z noBeveic Pz PETpI0 A coPapn vE@PIKA SuchEmoupyin, OVTIoTOM, 0F OXE0N £ T ATp0 UE QUOICAOYIKA VEGDIKA AEmoupyia.

Me Baon ra dedopéva yo my epdnof, Goon, n kiBopon firay napapoio oe aoBeveis pe Bopd veppikn duokeroupyio nou Gev ékavay mpokabopon kol og ooBeveic nou Erovay aipordBopon. Hurkwpgvm onBeveic:
fndpxouy pavo NEpIOpIoUEVD GEGOUEVD MOPUAKOKNTITIIG ¥1a T XpAoN TE PONEYKIVIEDEEPGVNG AMpO-2f 0 nhikiwpEva dropa. Me paon 1a anotehéopona Tuv pekeray PROUD-PY kai CONTINUATION-PY axenka ue
v ERBEN 010 PAPPOKD, TN POPUOKOBUVOLIKT avandkpon kol my avaxn, Gev Bewpeiim anopaimo va npooappoate n ddon poneyrivieppe pivng dipa-26 yia évapEn me Bepaneios oe nhikiwpgva dopa. Naxdoopson
1 EAhnoBopEic nofeveic: To POPUOKOKNATIKG Npomik MG poNEYKIVIEP@EROVNS AMpo-2f Gev Exel npoo&opioei OF NoxJoapxous kol EAimofapsic aoBeveic. 5.3 Npokhvika Gedopéva yio TNV aopaheia: To pn
whivikd Sedopéva Gev anoxahimouy ifoiepo kiviuvo Yo oy (vBpwno pe Bdon ng uupﬁmmic |.|£AE1'£Q POPPOKOADYIKIC numdﬁznc wEkdmiog znuvnlupﬁuvﬁp evie Go0EwY ko yovoroEkamiac. Asv £xouv npay-
poTonoinBel PEAETES YIo T ENIBpOGN T PONEYKIVIEDDEPOVTIC GADC-2F oV avanopoyuwys IKDVGmTD kol my avanmgn, MeALTES Exouv GeiEg) an o IVEPDEPGVES GAQA NpokaAoly unoﬁaﬁnmu suﬁpuuu 0% I'ImeEUI:I\l'IU
Brhaonkd ko avapeve 4n n poneyriviepmepivn Ghpa-26 Ba £xer napdypon dpdon. H eniiipoon om yowpdmo Gev éxer ofohoynBei. Aev eivan ywond edv n Gpoomni ouoia ou popje npoidvioe f

a1o yéaha 1wy nepopardfuay (i oo ovBpanive yako (BA. napaypapo 4.6). 6. ®APMAKEYTIKEE NAHPO®OPIEL. 61 KardAoyos exBoxwv: Naipo xhupiodxo. Napo aEmﬁ dvudipo. OEkd aEN, nayduoppo.
BevZuhin ohxodhn. MoAuoopPikd 80. Yowp yia evémpo. 6.2 AoupBardrameg: Aev epappddenal. 6.3 Midpkena Zwiig: Besremi 250 pikpoypoppapio/0,5 ml, svempo SIAMp 0F NPOYELIONEVN CUCKEUR TUNDU NEVAC,
3 wplvia. Mentd v npdin xpion: H npoyepiopéun ouokeun rinou névag pnopei va pulaxBei 1o péyiono yia 30 npépec om yuyeio (2 °C- 8 °C), eptooy n néva eival kAo pe 1o kandk ko pubdooen ot eEwiepikd
KOUTI Y10 V0 NPOOTOTEET0N ANG T0 @we. H NPOVEIOUEVN NEva pnopei va xpnaiponomBei Ewc G0o popéc UEoa oz autd To Gidomya tav 30 npepiv. KGBE noodTnia 1oy papudxou nou anopevel PEoa omy NpoyEuiopévn
nEva perd m dedepn xphon kai'f ped 30 npépe Ba npéne va anoppinteral. 6.4 Saitepe npopuAdEeg katd m gukagn Tou npoidvrog: Ouhiooere ok wuyeio (2 °C - 8 “C). Mnv kmaydxere. Quhioogre my
NPOYELOUENT NEVO 010 EEWTEPIKG KOUT IO v NpOOTOTEUSTON and 1o @, Mo 1 ouvArkes SIomMpRanc LETD T0 NP0 GOyl Tou GapuaKsumkol npoidvioc, BA. napdypapo 6.3. 6.5 @Uon Kol cuoTomKa Tou
nepértn: Besremi 250 pixpoypoppama; 0,5 mi, evéopo Sidhupa oF npoyeopEn ouokeun 1Nou nEvag: H npoyeopévn ouokeun mnou névag eval kmaoksuaopévn and AEuxd nohunponuiéo, JE yrpiZo koupni
NIEONG KO EMONPAVON NG NEPIEKTIKGMTAE «250 meg,/0.5 mk: ue yKpido xpaya omy enkéta. Xopnyei Goozic 50 pg, 100 pg, 150 pg, 200 pg kol 250 pg. To Besremi 250 pikpoypoupdpio/0,5 mi, evéaipo Siakupa o
NPOYEPIOPEVN oUOKEUN Tinou névag eivar SiaBémpo o 2 ouokeuanies: - EUOKEUADIES NoU NEpIExOuY 1 NpOYEROEVN ouoKELR TOnou névag km 2 Bedver; yia £veon - EOKEUDOIES nou nepiExouy 3 npoyepiopéves
OUCKEUEL TUNOU Névag Kol 6 BEAGVEC yio Eveon. KABs npoyEOUENN OUDKEUR TONOU NEVaC NEpAOPPAVE! EVO QuOiyyI0 (dxpuspo yuohi Tnou 1) pe ykpido pBoko (EAaomKo BpuwpofoutuNou) Kol orEyavONoINPEVD
nipo (ohoupio) pe nupo eoxopnone (ehaomkd Bpupopoutubiov). To puoiyyo given oppoyiopéve péon oe ouokeun Eyxuoncg wnou névae. Kabe puaiyyio neméxe 0,5 mi ohiparog. 6.6 iSaitepeg npopuideig
andppiyng Ko GAAG XeIpiopGe: Mpiv ond m xpron, N npoyepiouévn néva 8o npengl va aphvenal va £p8e og Bepuokpoaia Gwyariou (15 °C- 25 °C) yia £wc 15 Aemd. Aedopevou an 1o Besremi eival Giakupn, Sev
anamsi avadeuon npiv ond m xprion. EAEYETE 10 Biahupo npiv and m xpnan. MpENE! va xpnolponoiemol pdvo £av 1o GigAupa £ival GIauyES, Gxpuwpo £6C aVOIKIG KTV, Xwpic opard owponidio. EAEYXETE navia my
ENKET NG NPOYEUIPEVNG NEvag npiv and kaBe Eveon, dare va anopeuxfiody AGBn am xopfynan nG papuakeumsiic aywyic perafd ou evéalou Siakiparog Besremi 250 pikpoypoppopiow/ 0,5 mi koi tou evéoiiou
Gnhdparoc Besremi 500 pikpoypapuopiu,/0,5 mi. H NPOYELNOUEN Néva 250 ulmwuuuuuplwﬁﬂ 5 ml £xe1 yKpiZo koupni nigong, H npoyepiopsvn néva 500 pikpoypoupapioy/ 0,5 ml Exsi pnke koupni nieanc,.

Mpw and wife évean, Bo NPENEI va NPOCOIATN NPOOEKTIKG GV NPOYEUIONEVN NEVA o pyia, anoateipupévn Pehdva, nou napéxeial podf e m npoyepiopEvn neva. 01 Behdver npéngl va anoppiniovial
QPEDuE PETI T XpRon. AV N IPOYEPIOUEVN NEVA XPROIHCNOIERD! Y10 NPLIN QOPA, INOPENE va NPOSTOINA0ETE MV NEVA YIO TV EVECN, YUpvIvTas Tov enioyéa Sooooying LEXp! va Epavionsi To EIKoBI0 NG «oroyivags
om Bupido evieiEewy Gonokoying. Kpamiare mv npovepiopgvn néva pe my o me Behdvac npoc 1o ndvie ko kiundore anahd pe o Sakubd oac my néve, Goe av undpxouy puoohiBes aépa vo ovifou npog m
BEAGVD. METG, namore EnavEINPPED T0 KOUWNI NIEONG LEXDI VO ER@OVIOTED N EVBEIEN «0= o Bupita evBeiEEwy. AUTO pnopei va enovaAngBei £ £5) popec. MONG Eppavionsi o pikph arayova uypod o akpn g
Behdvag, n npoyemopivn néva kal n Behdva Aenoupyolv owod. H dton pnopel va npoooppomel avd SiopaBpioas nav 50 pikpoypappapiuy, nepatpipoviad 1ov enhoyéa Gooohoyiag. Av n néva Giev pnopei va
pUBWIOTE] O OPIOUEVN GOON, EVGEXETII VO NV EXE1 ONOUEVE! ENOPKIS NODGTNIO TOU POpUAKOU PEGD oMy Néva, ondre 8o Npenel va xpnoyonoindEl kavougya néva. H eidva npéngi vo eiooxBei ato G€pun. To koupni
nigang B npénen va namBel nifpuwe kol va kpomBel nompévo yio oukdaomov 10 Seuepdienta npv opoipeBei n Behdvo. Na vo anotpanei o kiviiuvog perdiioons aoBeveidy i onmoodinome piluvone, kBe
NPOYELIOUENT OUOKEUR TOnou névag Besremi B0 NpEnEl va XpNmpoNoIETT | Quompa OF Evav Pavo aoSEvn, akoyua kol av £xe1 aMagg n pehova. H npoyepiopgvn néva dev punopsi va xpnmponoindsi nEpioodrepes and
G0 popEs km npéne va anoppinteral 30 npépee perd my npam xprion, aveEdpmim and my noodmm oy pappdsou nou £l anopeiver pEoa omy néva. 0 ddeies néver, Sev npéngl noté va enovaxpnogonoodvio
KO NPENET va anoppinovion korakinda. Kabe oxpnoiponoino poppakeunkd npoidv i undAepa npéng va anoppinterm odpmuva pe ng kad idnous iodouoes oxenkée dmdEeg. 7. KATOXOE THE AAEIAL KYKAQ-
@OPIAL: ADP Orphan Pharmaceuticals AG, WilheiminenstraBe 91,11, 1160 Vienna, Auorpio. 8. APIBMOZ(0I) AAEIAZ KYKAD®OPIAE: EU/1/18/1352/001. EU/1/18/1352/003. 9. HMEPOMHNIA NPOTHE E-
KPIZHE{ANANEQEHE THE AAEIAL: 15 DeBpovapiou 2019. 10. HMEPOMHNIA ANABEQOPHEHE TOY KEIMENOY: 01,2021, Acropepeic, nhnpopopice yio 10 napdv poppakeunkd npoitv eivar SinBiopes atov
GiKTuoxd 16no Tou Eupunaikod Opyaviopol @apuakiy hitp:/ /www.ema.europa.eu.
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1. OHOMAIH 'I'O'f WMMIPI’TIKOT TPOIONTOE: ‘muLlp:[U 1D ing mlmh.uuuu e hemt upbo S, Venclydo 50 mg
JEX Venchysto 100 2.MOIOTIKH KAINOZOTIKH EYNBEZH:

\c\?nc 1o 10 ma empahupua e Nemd v Bioki: Knﬂacmmmuumue kTm upEaD &unn mepiégen 10 mg venatoclax Vendyitn
NN e R upévn Siawio; Kiage smmohupmtvs pe hemno upiw Siokio nepeye 50 mo venetoclae, Yenchto 100 mg
mmh.uuimmuuﬁmam K emmnhuive e hemmt upéao Skl nepiége 100 mg venetocle. Tia Tov mhipn wordiow
T xR, FhEME Papdypopa 5.1, 3. GAPMAKOTEXNIKH MEIPOH: D1m1h.uut:opshcnrbupa~) Guirein (ko). Menclpdn 10 my
ETIRIAIEND | REFT upiEno Siiia; YowTanD, oTaoyuhd, Sumkdo ST  YApyEu [1E Ty Selekn
W ) pa mhaupd k10 o ki, Menclywto S0 my emm?u Mmﬁ m ﬂmc M‘Et,enumwsc LI T T 6|xn

Jrjroug 14 mm kox o & mm, gopaypéve e Ty Svieen V ot o mheupd kan S0 amy ain.

et uyén ikl YoedTpnin, eminke, opgikupou oyt Gk pikoug 17,2 mm ki mhatoug 5,5 mm, gapayuie e T el
\ o) o mhepid s 100 oy k. 4. KAINIKEE NAHPO®OPIEE: 4.1 Bepaneuminéc ewbeiesc: o Verclyeio o ouvbuaapo e
whmwﬂumwn BRI T Bemnm vk aodevy e mwu heprposrrapea) heugmpia (AN} o1 onoio dev fyoue
Jifel (fihéme napdypago 5.1). TaVendy s = pEoUE A pmI £viehoarmonyio T Bepaneia sunhiauy
ackievin e AR ol et &y b oohagorow i mpanyoiew) Bepancia. To Venchyita we povodepancn ewieliunal yio m
Bepaneio tng KA - napoveia henin 17p urmi\loﬂ',cm 1153 o ewjhenu; ofeveir, oanaiol Sev el smrdkinion ) Eyauy anoriyg!
0 Bepuonein iz Eway awooTohan 1ou Ly Ty B-epapourmian ) « anoudio SN 17pe perckhafg oo TR ag
evtiroug ofevel, ol omoin ixouvarromrﬁooacmmnum&mnshdoomueammm £ £y QWITTONED TN Jcvomanicd Tou
unodoyga tw B- Tapu. To mapayovia ewdeikwal o szc:nmzuuw&mu
uoBedin iz veodimpwoeio ofsn UJLM\E“] e [GMM 0 ét\f £l kol i
Kaal Tpdmog yoprynen: H Seponsin pe venetoca npina vo Skl vl va napsshouBeinal and & patpd e sunspla ) gphan
VTIRGRNTRL SppMETRn mpoitamie 01 andevelc mou Ehofey venetocli: Jmopel va awammiEans aldpepo Mang dvaw (1151, 01
ncﬂrw];mus’iuﬁm‘wnmlal Jimoped w Crefipape Moy, dywou (TLS). Onmhnpopapie; Moo Teppoy AT Ty
0 DEmaynanG ki, Twy |.rrpmu mpogiihagig, Tou Mpoypdppatoc Tmhancinans déong, e
rrupummncfpn: Emwmpmuw c{uﬂum 0 T ahhphemipdaecy pappdkoy, Ba mpena w axahoudalvtal ywa Ty npehqgn
T peray Tou kit eppdwang TL5. doomhayia: X o Aeupmyi Mpdypayie mmmqrfl‘.m;l( H &dan éwapéng

Menin | OmoooaddnoTe ke Ardtaarign | Abanougndhn ELumepind wpel
(LN Seméug<10em (1520 T Ty gy &der) 20 mg ki S0 mg:
H K eEETanE Tone aniy oy o, 6 éu 8 e, 24 e,
ALC 2251091 To EWieydae0 P emawdhoudes auésigek Tog Soary:
Emmhév Mo mma )
EWERIC T Ty Ty &der) 20 mag km S0 ma:
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T | Onowooddqnote heppodév, |Amitaoriga [ ANhanougnihn, sGerbate | Zro wooosouein
(L) =10cm H (1520 Tozvémumxnpn\lnux « o v s &ian 20 mig ki 50 ma:
AL =25 x10PA KAL wa eboqiifin ymovpeang avryop | peeamd ) doan, 4, 8, 12 v 24 hoeg
omanotenote keppabévac | (150-200mihr u.nuuau :»F.&u(elmuuunﬁn EEpmepikd gk
(LN) 25 em G yiveron HITA T viipEs) « i enakihoulec nuériosc T Sang
vextd) Mpwer s 1 Scon, 6 éax, B pee,
Mupsg

AL = andhumo; apByts hamokurapay, Ol = kifapan kpeatwivng, LN = hepgadévas,

TErjufarte 0 Tou, aokeves v nivouy konpiepd vepd Eexmdviac 2 nptper now kan ko' Bhn T Siapkein g whon:

T amolnanG Ty Soary, £Bednepa Mo kil aTd T Sudpran Taw NUERGY YORrNNaNG TG BOanG knTd Ty Ewapén, kel kol
0z kife enakihoudn anknon e Soone. Xopryiote evboghéfn ewidnon o kife aodev nov Sev Eya avogr) oty ant 1o
oripn evuldTuan.

*hprme T oprmon akhemougreahny f Tou awaoTihén TG ofeboary Wy EovBine 2 £u 3 nuépec mpn and Ty &vapin Tou
venetodas.

IhEishoyrote g eiparohoyes; eeroaes; (kihuo, oupikh ofd, puopopor, aofEnn ku kpeatriv), enovegeidote gt
TOOYATIED Y.

$Ee emardhoudes augfe g Boang, napakehouBAoTE TIC aiaTehoyic EETRAEK OTIC 6 £uC 8 WREC KA1 OTIC 24 Lped i Toug
oabievel; mou eEakohoudody v STpéyouy kiviov epgduiancTLS,

Ti e T, Sbong v To clvdipopo Mory, dyeo v ke toidues Xpdwa Aeuposrropie] Aesia: Mnopel vi gpanore

£l 20 my venetocla i popd nppnai o 7 nppec. H oon npéne vo aukaver oTodikg, oe [opdbuw, éug Ty
Nueprions boan Ty 400 myg, dme; paivera o1ov Moo 1.

1) Gaakame kauT] ) pekean T Gbony; i Togtmre, BhEne Mhwawa 4 v Miwaka 5 o Tic Iporawijieves Tpomamaifasr; ¢ o i
TOERGTTE, Now RETICoNTn e T verietocks,

vk 1: ok i aofleveis e KAA
EpSapasa Hysepiloia 60 venetoclax Tavara, 4. Tgotensyeves, Toomanaifaer, Ty, Sbon: tou venetodax v Togkburec ot XA
L PALL Toppv | Epgpdvon | Evipyein
] S0 myg Tindpous Mncm’
3 100 mg Akhayés on, Onowodirpote | Avafahere o oor ty; enduewy, nuépes. B Sopbuwbody st 24 fug 48 wpuv and
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(65,5, 78,5], pe noooatd CR + CRi 4%, noooatd nPR 1% kol nosoatd PR 58%. H oouppwyio ota noooord CR permdd g
extlynang g IRC v Tou epevyTr ogeleron oty eppnvel g unakeppanikgg abevonddeia and capdoei; T, AskookTi
anfevelc oTo akEha venetaclas + proeEpapmn ka3 aodevel oTo ko ImewiapounTiv + pouEpauNT Elyay apwime
uucM Tt oatav ki heppabéve; <2 om. H m,(wtn um}\fluumlm winot (MRD] oo téhar g oubucaniki; Sepanei,
af ko Gkt ufipkiiopt chumdumic ovtibpeong mohupepdong (AS0-
PCR) kv va.rnapcumlu poie H Efmelwq s MRD OPIGTIKE W kOTW O &v kOTTapa XAN awd 10° heukd cipoopalpio.
Ta nooaoté agvnukr; MRD ota nepapepued aipa frav 62% (95% (1 55,2, 69,2) 010 okehor venetocla + provdiwapmy og

alykpian e 13% (5% C1: 8.5, 18,9 oro okehod pmevinpousTivy + prougipdymn. And auteds pe Sabéopa
MRD ot mepupepikt aipe, 1o 72% (121/167) ovo okthog venetoclax + prougpdymn ko 0% (26/128) oo una?m(
unvbapovoniv + provéipapmn Siemorwtnks oo dyovw apred MAD. Ta noooard apauikre MED otov puehd T ooty
fme 16% (955 C1: 10,7, 21,3} avo akéhod venetocax + provEgdymn ka 1% (95% CE0,1, 3.7) oto aréhac previapouativn
-+ puiovEigapn. And cutode pe SioBeawo anotehéapata MRD avo pueh T ooty To 77% (30/39) oo oedho; venetocl
+ provéipdpmy e to 7% (2/30) oto okghog prewbapcoarie + proufisymn Sumardne dn elyav opemeg MED H
dGidpean 05 fev emeretgdn oe kowdva akéhog Bepamelos, Toodupe Bivates oe nooootd 8% (15194) Tuw aofewdn oy
Ehopav Bepansi pe venetocla + prroofipdpnn ko 14% (27/195) tuv aoBevan now Eha fov Bepanela pe pnewiapouetivg +
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Amrehinpatg ouahdos noopdduy; To nopampedusw ogehog amy FES and 1) ypan Tou oyrpate; venetocky +
IOV CuvEpITkD g tuu];npu,_ 1k 140 sher, TG unoopdes aofevin
o GEIch oy Ay naBevtin nAod mﬁnwu ucsmwnl?pfuemWnTFSB Fau i PETaNhaER Tou
woudiou I;-'H (Emiwu 4]




Eiwdva 4: fudypaypa Forest plot & emfiaany yupic 6ENEN TG V00U KAT@ TV EKTipr)on Tou EpET 0 UNoOpdte; and
MURAND {aradaprre nuepoprvia cubayis Sebapvu & Matow 2020) pe napakahoiBnan 59 gy

Nivaxag 14: Amoteheapamedtna coppuwa gty extipnon 1ou epeownt] oe oofievei; now Exovy anotigel oe Bepanein pe évay
oyaITakia Tou pavananal Tou unodegta Tuw B-hepporimragu (pEhém M14-032)

et e Doech | Baws | fww
LS (3154} ) ) (anonugies pe ibratini) | (anoruyies pe idelalisib)
T N N e {N=01) (i=36) =)
Yot — e :u Mhipe) S Dlwes_wtem___{1 ":"‘ A CRR, % (95% (1) 65 (54,1, 744 a7 (49,0, 814) 65 (56,4, T3
m:n::hm . m ns o s51 B9 (LI, AT R+ Bl % 10 I 10
M oo red Ee el waa or misesy % kA, % 3 ] 2
Moy i i mi w8 ns e i B L PR % 52 56 53
e aaet L T s i dkonn 75 647,83, 80(631,90,1 771681,
= R T I T R - ki on (647, 83.2) 63,1, %,1) 68,1, 834)
Rl sy T T amamae = 24-jrn ki) 5136,3,639] &1 395,741 541418, 645)
S W ome s as e moesy PES, pive, Brdean my (95% C1) 25 (19,3, 1K) HR (16,4, M P
B e m w wane e 05,6 {3585 1) 1 2-yr o 91 (825,954) 942 (786,98,5) 57 {85,6,95,0)
Sl e B, wivec, Sudpenn ni (sopo) L5 (16-149) 25 (1.6-8.1) 15(16-149)
<tem : We Ws WA BA R MARM Brhenpn 17 kow'fy peribhodn omo TP53
.v;-:un . :::“ L] 158 B4 484 [SLENURLNS ) L %I%igs% EI:I
e R I R St e+ ot (n=28) =7 =35
b iy b mspiepe e bpasde | inase e 610454, 74.5) 58 (27,7, 84.8) 0 (46,6, 73.0)
Yoorpomy T weooe s v mieezs @ T =31} in=17) (n=48)
a9 (534, 814) 71[489,87 4) T0(573,801)
U0 i 1) = Bidamypa epmotocdne, (= nhjpns dpeon, CRi= n.\r'|p||culpcn|||.|m1a|| UUIIKCINII] Tou pushod, nPR = pepikn Ugecr)
e Lk heprgoddin, NR = ey QR# = auvoh 6, 05 = ouvaken) emfiwan, FFS =
HéNanp 17p 1 donTa T KEVTQIRIRY £y B, emiivon yupi; e6£0En, PR = pepikr) Dpean, TTR = gpdvog £4¢ MV LT avTand gtrn
H|Jr|c|1pm|nm:ru||1|.|e\'r| mlulnﬂnnuéumu,, i j afova ¥ pe ki
HE = i afaharyrjonpo. To Gebopiva anotehenponikbrac afahoyifinroy nepoméow ond wa IRC embarviovio; dua ouvduoapéve CRR e oy Tow

Tor Venetoclay wy povolspanein wa 1 Bepaneio oabevdv e XAA pe Elan 17p 1§ perdMody oro TP33 — uebérn M13-982: H
aogdhaa kil emeTehempamkiTTa Tou venetoclx adiohoyrifnky, oe 107 ooBevelc e mponyodyew Bepancia via XAA pe Een
T7p, 0r jua avowtal oyefioopal, nohuketpikr JeRéT ewdc okéhoog (M13-583). O aobievel; akchodtinoay £va pdypajpa
Tithamoinan: 1y, tang Sapkaac 4 fue 5 epbopadu, Eexvavrag pe 20 my ko aufivoviag oe 50me, 100 ma, 200 my kay, ke,
A0 mq dnes nepr ok Oacfevei auvdoay wa haufdvou 400 my venetoclas anug nuepnako; pypr v noparpe B e62udn
Y, vboau fj ey amadert TagwdTra, H Sidpzoo; rieln fav 67 £ [0pos 37 pe 85 ). To 65% frav Gvbpes kol o 97% frav
ewwni. 0 fudpeoac gpives and ) Bidywwon qrov 6,8 £m (opor 0,1 pe 32 dm, N=106). O ddpeoac ap@pac nponyodpEv
avi-XAA Bepanesdn rtoy 2 (edpoc: 1 ue 10 Bepaneiec), 49,5% pe nponyoouevn Bepaneia e wourkeoabmd avahoya, 38% pe
pOryaiy .Bmunsluue E1pdpmry ki 4% pe mponyeiyevn Sepanea pe nopdyovta {aupmeptay

33% e mpomyouEvn Bep £ pmeviay . Kad v éwapEn, To 53% Tuw aofievin sipav dvav f REploadTEpan uﬁhuq
= 5 om, koo 51% giye ALC = 353 10%)1, Ama Twcaoﬂimq 7o 37% (34/91) fnav avBexmo omn Bepanzin e fludarabing, 1o
B1% (30037 eige pn perahhoypévo o vovifio g, ko to 72% (60/83) eiye perdiholn ot TPS3. O Srpeans gpoved atn Bepansia
xum'oxpﬁvu e adhtynang Arov 12 privec (ebpog: Ous 22 prpvec). To mpisTeboy kaTahnKTin onpelo amoTeheapamkbTnmas fTav
icpuan (CRR), e ecnpBnee ant jia Avetdprmn Emrpenr) Abakiynon (IRC) xanaponaiivTag mig

amd 1o MI-WG ypies obnyies [2008) 1ou WELL. Ta otogeia anoteheoparsinio; nopooadlovio

oo Mivaka 13, To Sedopéva anareheopanedme; nopovadlovio na 107 sobevek; pe Sefopéva sarahnemrnc nuepounvias 30
Angihlow 2075, Emmhéoy, 51 anfevels evndyDneay amy knopT enékTamc yia T u&a\ﬁ\'nan e ucrmlcm( H afmao'rwuwn

0% (Ziethog A: 70%, Exthoc B: 65%). Bvor aodevis (anougia oe ibrutinib) nécuge ibipn Gpean e atehi avakappn 100 poehod.
To ORR yio coBevelc pe Shenpr 17p ol perdihaln oo TPS3 froy 72% (33/46) (35% C1: 56,5, 84,00 ato Exthoc A kol 67%
(8/12) {95% C1: 34,5, 90,1) avo Exéhoc B. Tio aoBevels yupl; Nhenpn 17p kan' pevdbhod ot TPS3, w ORR fuov €9% (31/45)
(95% (1 53,4, 81,8) ato Teéhoc A ko 71% (17/24) (95% CI: 48,9, 87.4) oto Exehog B H Sadpeno 05 ko DOR Sev emmetigBrgay
e Bndpeoo ypdva napaxohocnang nepinoe 14,3 pive i o Eehor A e 14,7 prvec via o Exéhac B Eikoor névie Toig xand
(32137) vww aoBevin bev gy Joyn MAD oto f aipn, Sovapsvu & acevay o onodol Sev efgay
o avppeebann MAD oTa puehd T amw\' (éeir Moehaperi Asynpir To Wnﬁodan uERETifnKe ¢ ewfhiker aodevels
ThKHG 2= T5 LW 1) JE QUWOCTPOTIITEL MoU anékEly T ypian EVITUKRL Enapuyir i pe P toukd

£va ant 10 axdhovda kpip; agged kardotoon amdioang kard B0G [Eastem Coaperative Oncology Group) e TEng Tou
2-3, ooPupn kapliod 1§ vespovik cuwoonpdiia, st otk dvohemoupyia, kiBopon gpeatviv (Cler < 45 ml!
min rj k) ouwoon i, Venetooin: o ouwdungud e odaemidieg pa ny denanein ootevady pe veodsapvatieio WA - pelem
MIE-656 (WALE-A): H pehen VIALE-A frov o ogaonosypésr) (210, Stk i, shevgbpev) e ewomed papposn shém
paone 3 mou afohdynoe v anotEheopanikdTa Ko Ty aopaheid tou venetocax as ouvuaopo e olokmdivg o aofevi;
e vendiopuoBeing OMY pr sordinbouc yio eviomir yrpeecdepancia, O ooBeves Ty pehétng VIALE-A shodpuoa 1o
npoypappa 3 npepan nuepnoiw; tehamainang w1y tehikn Soon w400 mg dnaf npepnaiwg katd w fdpkaa toe nputoy
Kikhou Bepancir (Fhine nopdwpepo 4.2) kol EhaPav and Tow arépares venetoca 400 mg Mok nuepnala; T Hplpe; 1-23
ouv afakiibim 75 madme eite evbophefiue eite unobopa ng Huéper 1-7 wdbe koo 28-npepin Eexnuiviac and tpy Hugpa 1
Tou Kikheu 1. Kard ) didpkai g thonoinons, o aodeveis Ehafiov npogpohad wa TLS ko voonhedrneav vi noposakoddnar.
kg, n afichdmon tou puehod Tuy ooty emBefaiuve T dgeon, n onoia spilmay w; Aydtepo and 5% heugaipsone Fhdote
| kurtaponzvia 4% Bodpab pera ) Sepansia tou Kikhow 1, 1o venetoclax i 1o ewovikd pappakn Siakdmovtay fug k14
Tuépes 1 duse dmow enmeuydtel ANC = SO0/ pikpabitpa ko apiBidy figw == 50 10" ikpuhitpo. Mg acfevels, i avBekTikg
wioa ot tékae tou Kikheo 1, mpoypatonoiines afihiynon too puehod tuv ootey perd tov Kikho 214 3 ko avahoya e g
Khnviges ewdeifen. H alawmibivn emavalfpBnee T iSa npgpo pe o venetoclax i To swovied pappak petd m Srkonr (Bhéne

paypago 4.2). H peioon g Soong 1 aforudivey, epaputotke oty K Sorun na tn Siggeipon Ty, oparohowei;
obgdmmeg (Bhéne Nepibnyn v Xopakmeiedn tou Mpoitviog me afgkmibing). O aofeveis auvégony vo hapfavouy
Kikhoue Bepaneia éype i eEEhEN Ty vboou 1 T P anoBext Tofdna. TugaonouiBrkay ouvehsd 431 aoBeveic 286 ot
ko venetoclax + olokmdivy ko 145 ato okghar ewovko pappake + alakmibivn, To Snuoypopikd yoposmpetid ko

Ty, whaou katd Ty apyik agiohdvnan qrav mappoi peTad) Tu aeehiy venetock + alarnbive ko koG

anh Tov Ty napovaiaETaryia 158 aofeve; iz £ pEpajving 10
lowvioy 2016 0 Biiyene ypdvac Aepanging twy 158 actewdn qiav 17 prver [hpo: Dzu 3-! Jjueg).
NMivariag 13: Amored wiTTa o¢ aeflevelc pe mparyaipe Bepancla yio XAN e EXeupn 17p (pehéty M13-582)
Kotahrkmd onpeio Eenipnan g IRC Excripryon) Tou epevurr
(N=107p (N=154
Nebapiva TG e por 30 Ampiklow 2015 10 louviow 2016
ORR, % 74 7
(9% (1) (70,5, 86,6 69,9,81.5)
CR -+ CRi, % 7 13
nFf, % 3 [ . 7
. +
% & 5 e
DOR, wriver, dudyegor (195% CI) HR 27.5(26,5, WR)
PFS, B (955 C1)
12-urpen kT 71{618,798) 77 (55,1, 82.6)
24-yrn ekipnon HA 52143,81) e L -
PFS, e, Giiz0oc (95% 01 [ TL19.6R) ¥t 37% tuv aodiewd, avtiorana. B
TTR, pivec, Siyeacs (edpuc) 0&{01-81) 10{05-44)
“Eun; nabewric ev iy ENhanpn 17p.
* NMepdapfiarer 51 emnhéov aodeveic and y koopi enéktaon; na v afiehoynon me acpahaar,
= bifrmmjea ymaaouwne, CR = mrjpng ogeon), CS = mhripne Opeon pe arehn avasajapn oo puehed, DOR = Bedpreia g
avramipion, IR = Avegagn Emrponn Abahdynang, nPA = uepuo) Gpean pe pueks heppadiiia, NA = i Siéapa,
TR = Gev enmedyBike, ORR = cuvahind nocootd oviandkpiong, PF5 = emblaon guplc £2hiEn, PR = pepin Dgem, TTR=
APV A Uy NpGt vtandrpan,

H shigiom puemkr viaes, (MRD) adichon B iNTOG KTTapOpETala podc oe 53 and Toug 158 aodevel;
TIow TETUOY Tk pn Eq)mq (CR), mheypn Opean) pe areki auumpuq T |.IL\!)|U.I 'Elll' 1y pepur) Oopeany (PR} e mepuopujséun
unokeypaTi vioo pera 1) Bepancia pe venetockax, H efakenpn g MRD opiotrge we éva anoréheapa kdmw tou 00001 (<1
wimrapa XAN avd 10*heved aipoogpoipia ato el Eioo emrd o exard (427158) ruw aoBewy ev ey MRD ot nepupepikg
alpa, ougmephapfavopdviy 15 oodevin mow eniang Sev elyow MAD 1o puehd Tuw aoTin, T enetodiax w povofepansiy pom
dieprmneiz vtleved pie XAA mau éyouv amariiyer q BepamesT e vy avaoTodeD Tow povanamid 7o umadagEr T B-4

Tuvahied, r) Sudpeooc o quav 76 ém (ebpoc: 49 éwg 97 ém), 1 76% fquav heukai, 10 60% frav
Gubped kon n kardotoan anddoone ECOG kard my apyik) ofwhdynan frew O 1vie o 55% taw ooBeviy, 2 ya o 40% Ty
oobeviy ka3 yua 1o 5% 1wy ooBeviw. To 75% v aobewiy efgy de nev OMN ko 1o 25% Sewteponofin OMA Kaud ty apgik
olahdynan, To 25% Twv aafedy elye apiye PhaoTin puekol Tu ootdy < 30%, T 22% Tiw aodewdy £ie apiBpd Fhoamiv
puehid T ootin = 0% - < S0% k1o 49% ey = S0%. Evbiapeace ) prugde eomiapoyeve ki kvbuve unge ato £3%
damkoy o1 oxdkoube; eI M P53 oo 21% (52/249), penahhadn
IBHT 1 I0H2 a1a 24% (89/372), 9% (34/372) e IDHT, 16% (S8/372) e IDH2, 165 (51/314) e LT vt 18% (44/240) e
NP1 Ta npured 4 rpeia gy 1 pehéng v n ovvohikr enbioan (05, perpodyesn and
T pEpopnvin Tugenoinong Lo Tov Bvata and ommadinote oima «n 1o aivBeta neaoetd mhrpoud dpeang (Mkjpng bpean
+ b Oupen Jae crte) avaknen 1 anparahayik eGevaon [CR--CRIT. O awvaisde ypdvar, nopokakoc@nan: kot 1 ypovo
e owebon fire 20,5 pived (edpac < 0,1 fwg 30,7 pivec). To venetocax + oformihen kemédeite peiuon Tou svbivou Bovdrou
kit 34% oe adykpion g 1o awowsd pdpuars + afarmdin (P <0,001). Ta anatehéopata napouvoidoval ato Mivaxka 15.

Mivaac 15: AmoTehéapara anaTeheopariedTyTac T pehém VIALE-4

— piekeen M14-032:H anoreheopouwdmia ko n oopdhen tou venetoclas afohoyineay og lwhfv&lc I I.fn.f\uuuzquwi\uﬂﬂml
o anomige) o¢ npanyodyevn Sepomeia e ibrtinib f idelalisib, 02 i ovaitol
pehén ihaang 2 (M14-033). On nofeveic hafiav venefodax jow v aunoTdyevow Tpoypdppatos Tikenainec me dbang, O
ofievi; ouvgom va Auuﬂnvwvdﬂﬂ maq venetoclax anaé npproiue uyp va nopamnprfei s£Eln T vbaow i i anodex)
Toéirdrnre Ko my urpvia oukhovil; Ty Seopsvwy (26 louhiou 2017, 127 aoBeveic elyay evimgel ko hiper
Bepansia pe venetodax. And auteie, 91 oBevel; st kP mponyeipevn Bepancha e brutin (Zxthac A) ko 36 s hpel
mipanvaiipe Bepaneia pe idelalisib (Exehac B). H Sdpeang nhia oy 66 £ (eboog: 28 pe 85 ), To A% qrav dvboec kni To
G 2% fjnav heuwol. O idpeoog ypdvar and m Sdyvwon quov 83 £m (edpac 0,3 e 18,5 ém, N=0). O ypupooopikee avapahis;
ftav 1 ERkenpn 11q (34%, 437127), n Shepn 17p (40%, 50/126), n pendkhadn TP33 (38%, 26/68) ko n pn pendihodn Tou
yawidlow ighH (78%, 72/92), Kavd v évapén, To 41% mav aoBevin ehyay évav | nepoaiTepouc abéve; = 5 om ki To 31%
e ALC = 25 10%/1. O Suiyeans opApdc mpoqyoduewan oykohoyein Bepomesdn frav 4 (ebpog: 1 e 15} orow; aodevek now
siyow Mer ibnatinit e 3 (ehpos: 1 pe 11) aroug naflevelc mou by haper delalisib. Zuvohird, To 65% Tuv nobevi elye Mfie
Tmponyaiyew Bepanzin pe vousheamid avikay, To 85% e prouéipapm, o 39% e A povOKRLIVIED QVTHILIAIT, K01 TO
7 2% e ool i gvou 41% e Kana 1o ypdvo adishaymong, o Srapeoo ypavog

kT onio Venetoclax + afaomiin Ewavikt pappako + Gl
| Evoiei] emilivan’ (N=286) (h=145)
Apbyi coyBopduiy n (%) 161 (56) 109 75)
Ludipsean Tip, pives (95% CI) 147 {119, 187) 9674127}
Ayaayla kvivout (95% C1) 066 (0,52, 0,85)
| T of <0001
pes, Uy ben Nogoard CA-+CRIF (=147 (H=73)
n %) 96 [65) 20(25)
1955 01) {57.73) 16, 36]
[ Turo* <0001
(= Gibampa gumictodu, (= 'nAn'|p||< lnpea) opiamee uLuno.lutu( apiBd; cuderpdphi > 1.000/kpahitpa,

mipomerdhin 100000/ T Py il gk Tww aoTi e < 5%

oo, Anousia kukhopapodviuy B.\untw sl oot e puBilu [l:U)\LEl mnuoluziuu.lc\xncwnou (Ri =nhiang

[pEar) |2 ameld) avakTan TG mparehopid; sEETamm;.

“Exrignon Kaplan-Meier o dedtepn evtidyean avihvan (fedope [ g4 iou 2020).

M EKTIYIn TG avaheyias knblvou (venetodar + almmibhn uam ekoakd wapuumu + afokmbivn) foalCera s povtého
Fwfiwan Lo, a1y Eva e fraan v euttapoyeve Tk (evBidpenod mivbuvor, wugog kiviuvac) ga oy

Tihikia (18- < 75, = 75), dmis oplateke kel ty tgaenoinen. Hapl p Pacilera oe Sokipoin log rnk, crpayarononéen

e o Toug iiou napiyovte,

Mo novostd (R+CRi npoépyeral and i npoypaypaTiopvn evbioueon avdwon e npuiuy 226 acdevdy nou

chorremtumnetatlax r.mv 14,3 pivec [epo 01 pe 314 Lu‘we(h Tonpmsm o oo JOTIETTAL ATV
o auwohid mooatd avrambepong (0RF) ooppua pe g pamoinévec NCHWG e ofinvies Tou IWCLL, H
avrandrkpion afiokayienes one & efbopiber, one 24 eflopdber, xm, am owigaa, kifie 12 ehfiopdtec.

JEnkav e & pivec KAt Ty mparT evlidyean ovikuon (Gebopiva kntahnkTis nuepopviag 1
Onmﬁpnu H18).
EH i F mpakimren ot 1) sqianta Cochran-Martel-Haensze! avpupatamonué s poan my nhida (18- < 75, = 75) wal
Tav kuTtapoyeveTikd kivbuvo (evudpenac kivbuve, eTigd: kiviuvac], by piitnes Katd Ty Tugmanoind.




Ewva 5: Kapnin Kaplan-Meier me auvohs; empiuong pa m VIALE-A

venetoclax + afakndivn g ewavikd pappake + ofakmbi, oviiotaga (p< 0007). Ano tou; aobevels pe ebapnan and m
perdvyian epuBpay aipoopaipioy kard v Evapén T Bepangi; g Bepaneia pe venelodax + ofakmdig, 1 49% (71/144)

DO = Siprein ¢ evtandigiang, FLT = kvdon Iupuur_-'n(mnuu M5, IDH = wanmpier amuépwomrb MRD = ehizpamy/

prrpqumq unulauuu‘nxq vhaag, = aplpdc
HCR (b dopecn) apiamke we anthutos apifuis

ﬂup\au&( ? 1

-= ey

INUTIKE,

00

aveEapTaln and T periyaan spudpay umoummpluw KAl PUEhGE T omﬁw P < 5% Bhooran, Anovaln kukhopopodvTiy
[y ko Bhaotine pe pafidia Tou Auer, anouoia eEwpoehwi; wioou.
Haveaptryaia cn perayyioe opiomye we nepindos Touhdyomov 56 ouvegdpevs nuepln (= 56 npdpes) yupl; petayyioes,
METE T paTn) S6an Tow apudron T PERETG ko katd A mph and T Teheutaln Soan Tou pappdkou T pekétng + 30
npEpE 1 M amd Ty unopenn ) uy eEENEn e vooow i npw and v fvapln Bzpanzio; petd t Bepansia, tnoe ot autd
oupBel vwpitepa.
*H i P npokimer and 1) Sakunnia Cochiran-Mantel-Haenszel ovpaparanompiv pe Bdon v nhaia (18- < 75, = 75) km
TV KuTTapayEVETIKD kiviiuwo (eviduzoag kiviuvor, qrugd kiviuvod), dme, opiotnge gand 1 ugaienoino.
H0h¢ DOR (Bipkena T aviandkgarc) opiotrke o ypdvoc amd Ty gt aviandkpion 195 CR ya Dok e CR, and w nadm
avramikpear) 1ry; CR 1) e CRi yia DoR me CR4+-CRI, £u; v mpur) nepajnvia emBedaiopévn; poppakayikr unctaonric,
emfiefmuyin sbEhing wioou f Savdrow have sEE0ENG g vioou, dnor and aura oupel vupitepa. H fudpeon DOR
TpoKiT and v sktipnon Kaplan-Meier
H Lrnunan e avahoyiar knvdivou (venetaclar + afakmii Evavn ewcwikad pappdou + aloxméiv) Baoi{er oe

hayikia vl Cox, Ve flon v iz (18- < 75, = 75) ko ty

_ 144 anémoe aveSaptraia and T pevdnon. Ant Toug ardevel we eEapmon ant T perdyyion aonerohioy kotd T Svapén TG
g ) fiepamsiac kol Bepamsla pe venetacla -+ alokmal, T 50% {34/68) anéras aveEogmeia amb m perdyyio, O Sidpeoac ypdvog
E 08 g Ty mparn avtandkgion CR f CRifrav 1,3 prves (e0poc: 06 éwc 3,9 pvec) ue ) Bepamela p venetoclax + afaemih. O
E TR diapznac gpdves peyp fekmorn aviandwmon CR 1 CR frav 2,3 pivee (et 0.6 éwe 24,5 pive).
H-ATe
E% 05 Ewdva 6: Forest plot me ouvobic emBiwene ¢ wnoouder g VIALE &
g a4
FRETE T
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To faowd Seutepeiovia gatahnkied onpein anotekeopatkg g napouosdoy o aroy Mk 16, P respe— ™ e " ' 81 L a8
el
Mivaseac 16: Npaodera korehnkried onpein anoreheopamwkanra; ant 1 VIALE-A e - e > - pan b
Komengmivd onueio Venetacly + alakmiin | Ewovid gdppaks + alakmbhg 2 ™ P M
H=186 H=145 " i nse 18 w91y
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1955 Cl) i31,4) 112, 25) @wmn 4 wmeen | A maLam

T pf <0001 awan o 7 - amust 1

fudpean DOFE, piweg 175 133 . '

{95% (1) (153,-) (4.5,17.6) l
Tlocontd CRT-CRI WEEA L NES —.— 015, 1,380
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Mocootd CRACR kamd v fvapén Tau - : - \
Kiikhou 2, n (%) 124 (43) 1) oame B _ i )

‘.95%0] (3&{49] ':4, ]3] LY T\’II - 13 '\-\-l.-t-.--\— - o jnll« L
iy <000 ";H mm a8 osrsLn e .| w2 e, w8
Mocoatd avetapmalag amt PeTdyyian, aipemeTdin i pua PP E— i ' e
n (%) 15 (65) (%) 4 mens o s ! - 2 as, 1%

105% 01} 8,74) 41.5) o P T TR e A - s e

Ty Tl . PP . o samaom
= o e Evvori VEN-AZA | Ewvori FBO-AZA

n %) T 17160) 51(35) =l

{95% CI) (54 66) (7.4 e = o
| Ty <0001 0.1 1 10
Mocaotd aviandkpeany CR-+CRi MACE - = Nev enmeiiyfgk.

n %) 67(23) 1 (1] 0V KATIANTIRG Oy ungopdda perdkhadng I0H1/2, p< 0,0007 {pn otpayctonomjpsv

1958 1) 115,29 4.13) fpetpacia log- ranik}. Ll ! e
| Tr < 0,001 H po otpaparonompér ovahoyia kvovou (HR) paivero oro d6ova X pe hoyapiB khipos,

Emfriann) yuapi; ouppay 191 (7) 122 (84) o .

BBy, upBapdtn, n (%) 93 70 Venetociz: o mw i WA - pedén M 74 358 H pshém)

Iudyeon EFS, ivec (95% C1) 84,118 (56,95 T4 358 firow jma p]mmnmqpnn mun E.mnuq qmn('l.l’? Tl wnrtarlaxqrauuﬂumpa Je adakmdivn (n=44) f feomafin

[P —T 063 (0,50,040) [n=: 31] o mﬁz\tlcu: pof r\_DMI’\ ) KaTaRALOU e mmmq Rl mﬁmlcﬂuﬁmwneh)datpmu
—T—TI = =00 I||.|LpI|P|UL g My ] 1t 400 mg umE nuepnoé; H goanynon alakmime om M14 ESIS ftay napdpow
i} D' - - . i W exelur Ty, Tugaionoinpéung pehétne VIALE A, H SeomaBivn o 8oan twv 20 mg/m2 gopryianke evboghepiue v Huépee 1
1= Gatamnun eumoroaivry, CR = ridpng dpean , (Ri = anehi) dvée Thoyel, EEETA0 S e wihou 28 nuepdw EEeninac and T Hytpa 1 Tou Kidau 1. H Biieon maparshoiian frey 40,4 uivec (sigeg: 07

£ 42,7 pvec) yin venetaclax + Seomafim, H Eidpean nhiia Twy aofevay mou unopineay o Bepancia yg venetoda +
dGeamafivn fiay /3 Em) (e0pac: 65 85 ém), &% frov ewkod, 4% frav dvipe; v 8% efyav fabpokoyia ECOG 0 1. Tamoaoard
CRA+-CRifray 74% (35% C1: 55, 8%) o owwbuaopo pe deomnpim. Hhseanevn aoteveic Ant toug 194 oafiever jz nponyodpem
Bepanzia yia XAN or onoio Shapav venetoclax o auvbuaopd pe priovéipdpn, 10 50% fquov 65 evov e dwa. Ané toug 107
anfteveis nou afhoyrBrre yio T T o) pekérn M13-982, o 57% fTav 65 enaw ) uevabiTepol, ANG Tou
127 aobevel; mou afiohoy i my heapanwdmTa am pehem MI4-032, 7o 58% rimav 65 v 1) peyohinzpol, And
Toug 152 acfeveic nou afihoyriByem po T aopdiea os 3 doxipé; povobepanelag, avoikTal dysBaayod, o 57% frav 65 e
A peyakitepol Ano Tou 283 aofleveis ye veofiaywwodcion OMA mou omodhrinkoy or Bepaneia ame khvien Gowipr VIALE-A
[akEkng venetoclax -+ aloxmahen), To 96% frov niklas = 65 emiv ka1 T 60% v rbiking = 75 i, And Touc 31 anfevel;
mow umofEhadnkoy ae Bepamsia o khvie Soiipr M14-358, 1o 100% fqrav nhuie; = 65 rnim T 6% fray q?.lrlu( =15
T, Aew mapamnpAfnkoy Khvied anpavmees Sipopés aTy aopdhes f T T pETad TI ey Kl
vedTepuy aF hikin aodeway ouig pekére; ouvBunapal ki povolepansar. atélmmg kot O Eupunaiki Dpwwnunc
Dapydeiwy £l Soaer anchhayi u‘lb m unuBMnL v Ty T WEETIY e To Vendyxlo oe dhes T

o oy Kpdvin pikry Aeugaipia (Fhine mapdypapa 4.2 yin mnpogopie;
agETIkd uc mu maipi ypian). 0 [up(unm:ﬁ: ﬂpwuluuk lIJupuﬂw e fioel avu’.io;hn and T unaypéman unopaki;
T nmmmqmw T JERETEN e To Venchyrt ae i f nep Eu amy Ogeda

P I

| Aeuyapio CMA (Bhéne mapdypapa 4.2 yio I'I:\l]pWDpIE[ YETIR PE T nmélmpxn Fpiom. 7. KATOXOE THE

|suM|.|mc( Kivtuvac, @Tuys; kiviuvac), dmwc oplommke katd Ty ayaanainan. H i p faoidera o
U'rpmuu'rnnmnunq e fdon Toug ficuc nopayavzc.

50l noooatd evtancepon CA-+-CRi MAD opiltan we 1o % 1w aofieviy now TN (R CRi mlinf.éEIEav [l
MEAD <70 FhaoTine aav puehd Taw natiy, dme; macatapileal amd o THENT], KEVTPIKT), Ty
HUTIORCUETRD; parls.

| rank,

| auihon
1

*Exnipnan Kzplan-Meier.

Amé Tou¢ poBevel; e ) perdkhadn FLT3, Ta nosoont CR-+CR faw 72% (21429, [95% CI: 53, 571 wm 36% (872, [35% (0 17,
597) ama orehy venetodax + afmembivg ko wovied pdppoko + alarmdi, aviiotega (p = 0,021). And oug aokevek, pe T
penikhadn IDH1/IDHZ, To mocootd CR-+CRI frav 75% (46/61, [35% O: 63, B6I) km 11% (3/28, [95% Ch 2, 28]} o1a oxéd
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g, 14 disio), L6/ TTIBM07 (100 ma, 112 (4 x 28) fokia), 9. HMEPOMHNIA NPATHE ETKPIZHE/ANANEQZHE
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Vi pdppake autd Tekel und qupninpupankh napakakolBnon. Autd Ba enitpépel 1o ypiyapo Npoafopiopd
vEuw mAnpogopiay aggdheing Irteitol and Toug endyyehpatiec uyeiog va ovopépouy onolesbhnote
nidavohoyolipever ovemBopntes evépyeies, BA. nopdypaga 48 yio tov tpdno ovopopds avemiBOpntuwy
evepyeiiw. 1. ONOMAEIA TOY DAPMAKEYTIKOY NPOTONTOE Reblozyl 25 mg kivig yia evéoiyo Bidhupa.
Reblozyl 75 mg kéwig yia evémipo Bidhupa 2. MOIOTIKH KAI NOLOTIKH IYNGEIH Rabl K

evéoipo Sidhupa Kabe piakitio nepiéxen 25 myg luspatercapt. Metd tw avaadotaan, kde mL Sohipotos nepuéxel
50 mg luspatercapt. Reblozyl 75 mg kg o evéope Sdhupa Kile quakibio nepiéxer 75 mg luspatercept.
Metd v avoodataan, kde ml Bahipatog nepiéxer 50 mg luspatercept. To luspatarcept nopdyetal ge kiTIapa
walnkow kiveqkod kpuentod (CHO) pe tewohoyio avoouvBuaopévou DNA. Mo tov nivipn kotdhoyo tav ekBisu,
B napdypapo &.1. 3. GAPMAKOTEXNIKH MOP®H Kiwc yio evémpo Bidupa (kévig ya evémipa). Aeukh éwg
undheukn Auoguhonoinpévn kivic. 4. KAINIKEE NAHPODOPIEE 4.1 B:pnnsumﬁg ni:[{slg To Rehlozyl

npodndprousos unéptoang, of ooBeveic Ba npéne va hapBdvouv Beponein ya unEptacn cippuve PE TIG
Tpénauasg khwikeg obnyiee, MNepiecdpevo vatpiou To pdppoko outd nepéxer Aydtepo and 1 mmol vatpiou
(23 mg) ovd Bidan, efval outd nou ovopdfoupe eehedBepo votpious. 4.5 ARAnAemBpdoeis pe dMAa
pappakeuTikd npoitvia ke dhkeg poppéc aAkneniBpaanc Aev éxouv npaypatonoindel enianpes khVIKES
pehéte; akhrhembpdaewy. H tautdxpovn xphan xnlwonoinmiky napayiviwy abhpou &ev eive kapio enibpaon
0 pappokoknTkh Tou luspatercept. 4.6 Fowiy xinan km yakouxin [Uvoike o avanopoyuyiknh
nkio / Mvnodkknyn oe yuvaikes Onyuvaikeg oe avanapaycwyikn nAikia NpEnel va XpRowponoiody anoteheopankh
avnaukhnyn katd m Bidpke g Bepoaneiog pe to Reblozyl kol yia toukdaotov 3 pfves petd v Tekeutain Séan.
Mpw ané trw évapen tng Bepaneiog pe Reblozyl, npénet va yivel Teor kufoewe y1a yuvaike a2 ovanopoyumyikh
nakio. Kuinan H Bepaneia pe 1o Reblozyl Gev Ba npénen va Egsiviioe edv n yuvaiko eivan dywuog (FA. nopdypagpo
4.3). Aev undpxouv Bebopéva and t xphon Tou Reblozyl oe éykueg yuvaiker. Mehéteg oe Jwao kombeifoy

evbeikvutal yia tn Bep ooBeviv pe eEay and petoyyiosg i Adiy |

ouvpdpwy (MAT) pe nokd xaprkd, xopnhd ko evfuipeas KhrEu.'n pe Eunu:\mmﬁm uL&\poﬁMmq ol onoiol
EIXOV UM LKOVONOINTIKG avTondkpuan gz i eival akatdhiniol ya Bepaneio nou Booifetal atny epuBponointivn
(BA. nopdypawpo 5.1). To Reblozyl evbieikvutan yia t Bepaneio snhikuy aoBevaw pe efopripesn and petoyyioei;
mvapia nou oxetiZena pe fto Gak pia (B po 5.1). 4.2 Aosokoyla kol tpénog xophy H
Bepanzia pe Reblozyl Ba npénet va Eexvd and évov 1tpd pe epneipia otn Bepaneio aipatohoyikuy ooBeverdy.
Aoackoyia Mpiv and kie xopfiynan tou Reblozyl, Bo npénzl va yEiTal 1o eningbo apoapaiphng (Hb) tww
ooBeviiv. Le nepimtuwan now npaypatonoinBel perdyyion epulipdv aipospoipiwy (RBC) nprv and m xopfynan
g boong, ya Adyoug nposhiopiapod T ddang npénel va hapBdvetal undyn 1o eningbo Hb npo mg petdyyang.
Mugioduaniaomd oivbpapo H ooty bban évapEne tou Reblozyl eivan 1,0 mg/kg xopryolpevn pio popd
wide 3 efbopbe;. Ie aoBeveic nou &xow unofiniel oe perdyyion pe RBC petd and toukdaotov 2 Bioboxiké
béoeg atn boon dvapgng 1,0 mg'kg, n Bdan npénet va auEnBei ot 1,33 mo/kg. Edv o1 aofleveic npénel va
unofidihovtar oe petdyyion pe RBC petd and toukdaatov 2 Siobmakéc béasic oe eninebo bdang pe 1,33 mg/
kg, n fidon npéner va aufnBel ot 1,75 mafkg. H ad€nan ng Goong Bev Ba npénew va yivera ouwvdtzpa uné m:'lBE

payuryikh TofpkétaTa (fhéne napdypago 5.3). To Reblomyl ovievbeikvutal katd T Gidpkeid g eykuposing
(BAéne nopdypawpo 4.3). Edv pio ooBevhc peivel éykuog, to Reblozyl Bo npénet vo Siowkonel. Brkaauée Aev eival
ywiwatt edv ta luspatarcept i ot petapohiteg Tou angkkpivowtal ota avBpanva yaha, To luspatercept aveovednke
o ydha Brdoldvicw empuay (BA naopdypogo 5.3) Adyw twv dyvwootwy avemBOpnTwy evepyeidw Tou
luspatercept oe veoywd/ Bpégn, npénel va anogooiel edv Ba Siokonei o Briaopoc katd m idprein e oy
pe Reblozyl kot yia 3 priveg petd Tw teheutain &dan A edv Bo Bokonei n Bepaneio pe Reblozyl, hapfdvoviag
unduyn 1o dpekog Tou Briaapod yia 1o naibi kot 1o dpekog e Bepansiag yia thv yuvaika, fmapdmia H enibpaon
Tou luspatercept om yovipdmita atous ovipanoug eivar dyvewatn. Me Bdan ta euphpata ge Joa, to luspaTercepl
pmp:[ wa Béoer oe kivBuvo T yuvaikeio yowpdtnta (A nopdypogo 5.3). 4.7 pi oty
Kol pé To Reblozyl propei va éxel pio pikph enibpacn arw ikovamTo
nﬁn','nun: KCIlIEIpI.CI].DU |.|nx mrnpdmw H tkavitnTa oviiBpoong katd Ty eKTEAETN OUTLN Twy Epyaciuy pnopei va
ennpeaotei hdyw kvivay kinwang, hiyyou, Zakng f ouykanic (. napdypaga 4.8). Tuvenac, Ba npénel va
ouvIaTéTal oTaug aoBeveic va Npodéxouy PExpl v paBouy Tdy ENINTWgEIC oMy IKAYGMTE Toug va obinyod KoL

\ra Ipnmpnnnm pnxmmmu 4.8 AvemBOpntes evépyeie [Oeplngn tou npopi oopokeiog

6 effBopabec (2 xopnyhoew;) km Bev Ba npénerva uneppaiver m pépomn Sdon tw 1,75 mofkg wabe 3
H &don fev Ba npner va auEnBel opgowg petd and pin koBuotépnon Béanc, Na aoBeveis pe eninedo Hh >9 g.n’
dL npiv and tn xoprynon S50ng kol o1 onoiol Sev Exouv akdpa enixel avefapimoin and PETayyioEg, pnopei va
onaunBel oifnon ng Soong katd v kpion o otpad- Sev pnopel va anokkeiotel o kiviuvog va aufnBei n Hb
ndvis and tov 0wk otdxo P wuidkpovn perdyyion. Edy £vag ooBevic xdoz mandkpion (Bnb. ovefaptnoia and
petayyioeig), n Gdan Ba npénet vo aunBel ko eva eninebo Boong. MAZ ko -Hadooomus Meiuwon Sdang Ko
rofugrepnon Soang e nepirmwan adfnong mg Hb > 2 g/dL evedg 3 eBBopdbuy and t Aepaneio pe luspatemept
onouoin pEtdyyiong, n oon wu Reblozyl Bo npéne va pewwBei kotd éva eningbo Soong. Eav nHb givar= 11,5 g/
dL anowoin perdyyong yia toukanotov 3 efbopabes, n Séon Bo npner va knBuotepnoer £uwe drou n Hb eivar
= 11,0 g/dL. EGv undpxer eniong towtdxpovn taxeia ouknan g Hb (> 2 gfdl eviog 3 efbopddun anounia
petdyyionc), Bo npénenva Angsi unoyn pio peiwon Séong kot £va eninebo mo kdw (EAdioto 0.8 mg/kg) pew
v waBuotEpnon m Boong. H Gdon Bev npEnel va peiBel kdw and ta 0,8 mg/fkg. O peiasig Séang kota n
fidprewn g Bepaneiog pe luspatercept napéxovtar napakdiw.
Nivaxag 1: Mewdoeig S6ong yio MAL

i On o quvd mvagepdy avenIBIpNTES evEpYELEC OTo pappako o aoBevei nou
hopfdvouy 1o Reblozyl (toukdaatoy oto 15% twv aoBevaw) ftov kdnwon, &dppoia, efaalévan, vautia, Jakn,
oouakyio kol kepakahyio, O mo auid mracp:pnpwg: avenBipntee evépyeieg oto gdppoko Bapod 3 fi
awaepou (toukdaotoy oto 2% Tuww aoBeviw) neprehdpp ouykoNey N I, KONLON, UNEpTaan kal
eEooBivion. O mo aud avapepdpeve; aoflapés mnlﬂupm:q evEpyeieg oto pdppoko (Taukdaotay ato 2% taw
aafleviw) fmav n oupohoipwén, n ooguakyia ko n ouykonn. EEpoBévian, wénwan, Zhn kol kepokakyio
napatnpfBnkay owvitepa katd T Bidpked v npawtwy 3 prvay Bepaneiog. H Bakont me Bepaneiog Adyw
aveniBipnme avtibpoong napatnphBnke oto 2,0% taw ooBeviw nou éhaPav Bepangio pe luspatercept. Ou
aveniBpntes evépyeieg nou abiynoay om &uakonf me Bepaneiog ato okéhog Bepaneiog pe luspatarcept fitay
kinwan kol kepakakyio. F-Hadoooaa O nio aued avopepdpeves aveniBopnteg evépyeies oto pdppoko de
aafieveic nou hapfdvauy 1o Reblozyl (touhdactov oto 15% twy aoBeviy) frav kepahahyio, comkde Ndvog kKl
aplipakyio. H ouodtepa avopeplsion aveniBopnm evépysia ato pdppako BoBpod 3 f uprbdiepou finoy
ungpoupaipio. O mo cofapéc avenBipnteg evépyeies nou avopéplneay nepiehdpBavay Bpopfocpfahikg
oupdtvia ev Tw BaBer phefuntc BpdpBwang, imaipukd eywepahikg eneodbio, Bpdpfwan nukaiag ghéBog ko
nveupoviki epoki (BA. nopdypopo 4.4). O oomkic nc'mac n eEpafiévian, n kinwan, n Z4An kaw n kegpohakyio
eppoalitay oUWATERD KOTd Toug Npataug 3 pfve me B Huakonfy T B My
010 2,4% 1w ooBeviv nou ﬂuer fBepaneio pe IuspaTercept O oveniBipntes nv\épytlzc

Edv o aofieveic nopoumacouy enipove; avemiBopnteg svépyeieg Balpod 3 i ugnhdtepou oxendbpeve pe m
Bepansia (A nopdypogo 4.8), n Bepaneia Ba npéner vo koBuotepiaer péxpt va Pehuwdel n wfwétnta fi va
enavékBer arw opkh iph. Metd and koBudtépnan Boong, o ooBeveic Aa npénel va Eekviicauy £k véou pe T
nponyodpevn &éan toug fi pe pawwpém boon cippuwva pe 1g obyize wa m peiwon Béang, MTopadenpBeioeg
Sdaerg Te nepintwon napdAewyng i kaBudtépnang e xopfiynang T npoypoppatiopévng &éang, Ba npéne va
xopnynBei To Reblozyl atov ooBewt 10 ouvtopdtepo Buvatd kol n Godohoyio vo OUVEXIOTED QUpdguva HE T
ouvTayaypapnan pe xpovikd Sidotnpa toukdaatov 3 efbopdbuy petakl Twy boeww. Aofievels nou nopoumddouy
anwdeta avtandepronc Edv o aoieveic nopoumiddowy anwiheia avtandkmong ato Reblozyl, Ba npéner va
ofjakoyrBody ol omahoyikol napdyovies (n.x. aipopy G auppdv). Edv (v 10 guvfiBn aita anckeiog

Tpéxouon béon Meiwan tng béong
1.75 mo/kg 1,33 mg/kg evépyeiag ’
1.33 mo/hg 1 maiky
Tmg'kg W my/hg
Nivaxag 2: ¢ Bdong yia f-Bal pi
Tpéxouon Sdon Meiwan tng Baang
1.25 muy'kg 1 mg/kg
1 mafkg 08 mg/ky Mivakag 3.

nou obfynooy ot Bakonf e Bepansiag ato akékog Bepansiag pe luspatercept ftav apBpakyia, oopuakyia,
00ukSS névag kol kepakahyio. Nivokos ovenBipntuy svepyeiiw H ugnhdtepn ouwamnta yio kiEe aveniBipntn
avtidipaan nou nopamedBnke kol ovagépBnke ong Boo npoeykpkés pehéteg gz MAL wal B-Bohacompia
napouniddetol otov Mivoka 3 napakdtw. O ovemBopntes evépyeier nopatBevial nopokdtw ovd katnyapiol
opyovikd JOSTNRA KOl Tov NPCTIHWpPEVD Gpo. O ouxviTes opifovial we: nakd ouwwes (=1/10), auwevég (=1/100
B <110, dr quvéc (=171 uuum;d,fmm anivies (=1/10.000 éwe <1/1.000) ko nohd andveg (<1/10.000).
f (ADR) ot ooBeveic nou Ehapov Reblozyl yia MAL

¥ EpyeLes papy

km f-Bakagoayia

opatahoyikic oviondkpuang, Ba npénel va eEetaotel to evlexdpevo adEnong Thg Bang dnwe
nopanéve yia Tw oviiotonn évbeiEn Bepaneiog. Aiawon To Reblozyl Bo npénel vo Biokdntetol edv o acBeveis
bev napoumddgouy peiwan e enPdpuvong petdyyang petd and 9 efbopdbec Bepansiag (3 Booe) oto péyioto
eninebo Sdong, edv bev BoBodw svalhawukés eEnyRoeEs yio v ovenapki aviandwpion (nx. awoppayio,
xEipoupyikn engpflaon, ahAeg tourdxpoves aoBéveiss) M edv eppaviotel pn onofextn wkdmo onowbanoe
ouypn. Eibikoi_nhnBuopoi AAwiwpsvor Tio 1o Reblozyl Sev anoieit npoooppoyn tng Goong svapéng (Bh.
5.2). Hngmkn Svekemoupyic Aev onaneiton npooappoyn g Goong evapEng yio ooBeveic pe olikn
xohepuipivn (BIL) > ovaato puowhoyikd opio (ULN) Afkon apvotpovogepaon akavivng (ALT) i aonapukn
opwotpavopepdon (AST) = 3 x ULN (A, nopdypopo 5.2). Aev pnopei va yivel ouykekpipgvn adotaon Soong yio
ooBeveic pe ALT A AST= 3% ULN n nnaukn Bhafin CTCAE BoBpod = 3 Adyw Elhenpng deSopsvu (HA. napaypago
5.2). Neppir &rdarm,\uma Aev anoiteitae npooappoyn B6ang oe aoBevES PE AMo Ewg pED vEPPWD
buoheioupyia ¢ pubpog ig dnong [eGFR] < 70 k= 30 mL/min/1,73 m?). fev
pnopody vo yivouv ouykespipeves oudtdoer; Séang yia ooBevels pe oofopn veppikh Suchemoupyio (BGFR
< 30 mL/min/1,73 mv) Mdyw edhengne whviwioy Sedopsvioy (Bh. nopaypopo 5.2). O aoBevels pe veppikn
Buohemoupyia kotd v évapén Bo npéngl va nopokohouBouvion oTEV yio vEPpN AEToUpYin oUppLVD PE O
npawno ppovtifiog, Aabianmds ndnBugude Aev undpxer oxetkn xphon tou Reblozyl otov nenfiatpid ninBuopd
o mw evbeln wov pushobuorhooukay ouBpdpwy, n oe noduoprou aoBevels nkkiog ktw wy 6 prvoy yia

n [-Bokoooowio. Na pn khvikd Sebopéva, Bh. nopdypogo 5.3, « H aopdAeio kow n anoteh
Reblozyl oroug nodutpikous ooBeveis nhikiog and & pviay éwe katw tuwy 18 ety Bev Exouy akdpo Terunpiwds
'y m (¥nepeumofinoio ot Spauiki ouoin f 02 KANDW ONG 10 £k5OXD NOU AVOPEROVTOL TV NOPAYPaLpD 61. +
Konon (. nopdypopo 4.4). 4.4 Evbikég npoeiSonouioeig kot npopulagels kawd tn xphon

NMpokzipévou va fehuwBer n ponkoopdtma twy Biokoyikewy GopPOKELTIKGY NPodv Ty, 10 Gvopa kol o opiBpog
nopubog wou xopnyoUPEVOU POpPOKOU NPENEL va Kataypapetol pe ooprveld. Bpopfosyfolkd oupfidvio e
ooBeveic pe f-Bakaooaipio avoppBnkay BpopPospBohikd cupPdvio (TEE) oto 3,6% (8/223) wv aoBevaw nou
ehofov Bepanein pe luspatercept oz pio eheyxdpevn khvikn pehém. To ovapepopeva TEE nepiehapPovay ev w
[aber phefen Apdpfwon (OVT), Bpéufwon nuAmiag phéfar, meupovikn epflodn kol oxapwD Eykepoling
ensioddio (k. nopdypopo 4.8). Thor o aofevels pe TEE ixav unofinBel oe onknvektopn kol eixav toubdaotoy
Evov ahko napayovea kivBivou yio mw avantugn TEE (nx. wotopukd BpoyBorutdproant f auyxoprynan Bepaneiog
oppoviKAG unowataotaans). H eppdvion TEE fev ouaxetiomee pe aunpéva eninzba Hb. To miBave dpedog and m
Beponzio pe luspatercept Ba npnevo otoBpifeto svav tou Suvnukoy kvBivou sppavions TEE oz aoBieveir pe
[-Bohooompio pe onhrwvextopn wkar akhour nopdyovie; rvBivou yia v avanwén TEE H Bpopfonpopuhotn
olppuva pE 1 tpexounes khvikes obryies Bo npénel va Aapfdveral undyn oe ooBeveis pe f-Bakooompia nou
Biopéxouy uprhdtepo wivbuvo, AuEnpévn optnplakn nigon Le eheyxopeves whiikgt pehdter og MAL kol
[-Bohooompio o aofevei; nou ehafov luspatercept sixov péon oufnon g ouotohikAg Kol Swotahikag
opinpLokAg nisong wwov 5 mmHg and v apxikn upn B, nopdypopo &.8). H opipuokn nison Ba npéng va
nopakohouBsiton npiv ond kaBe xoprynon luspatercepl Ze nepinuwoon enipowng unépraong A eEapoeuny
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nspnmulm oibnpa, nlﬁnpa npogwnou, ayyewoibnya, npAgpo twv xetuay, EivBnpan and To @appako.

- H avtifipoan unéptaong nepthapBver thv ifanadh unéptaan, Ty UNERTAAN Kal T UNERTOOIKS KOidn.
o paozic a1o onpeio éveong nepihapdvouy epdBnpa ato anpeio éveong, kKenopd oTa anpeio évean, oibnpa
oto onpeio éveong kot efivBnpa ota anpeio éveanc,
¥ To BpopBoepfokikd oupfdva nepihapfavouy ev T Bader qhefikn BpopPwon, Bpopfwan nukaiog phéfac,
IaLpikt eykepakik eneiodBio kal Iveupovikn epfoki.
Neprypaph encheypdvun avemBopntun evepyewy Mdves oto aord O oaukts ndvog avagépBnee oo 19,7% tuw
aoflevaw pe B-Bohaoompio now éafov Beponeio pe luspatercept (eikovikd pdppako 8,3%) kot oo 2,6% Tuw
aoflevaw pe MAT nou éhoflav Bepaneio pe luspatercept (eimowikd pappako 3,5%). Ie ooBeveis pe B-Bohacompio
nou Eafav Bepansio pe luspatercept, o oonkés ndvog Aoy Mo JuvGe Toug Nputoug 3 piveg (16,6%) ae
ouyKpION PE ToUG Pives 4-6 (3,7%). To neploadtepo aupbavia (41/44 oupBdvio) Aoy BaBped 1-2, pe 3 aupBivio
BoBpad 3. Bva and ta 44 oupBévta ftav ooBapd kai 1 aupBdv obiynoe oe Blakonr T Bepansias, ApBoadyio H
oplpakyio avopépBrke oto 19,3% 1w ooBeviw pe f-Bodoooowio nou EvoBov Bepaneio pe luspatercept
(etkovikd @dppoko 11,9%) kow oto 5,2% twv ooBeviw pe MAT nou éhoffav Bepaneia pe luspatercept (ewowikd
pdppoko 11,8%). Ltoug aoBeveic pe - Bohagompio now éhafav Bepaneia pe luspatercept, n apBpahyia obfynas




g fiakonn tng Beponeing oz 2 aofeveir (0,9%). Mngprom O ooBeveic nou Ekaflav Bepaneia pe luspatercept eixav
pgon oufnon om ouotohen kol Sootokikn apmpiokn nieon w5 mmHg ond Tw opkd tpn nou Gev
naponprfnke os ooBeves now Ehafov ewovikd gappoko. H unépraon ovapepBnke ow B,5% wv aoBeviv pe
MAE nou Ehofiov Beponeio pe luspatercept (smovid pdpuoko F,2%) kol 0w 8 1% twy aoBevaw pe -Bokacompio
nou ghofov Beponeio pe luspatercept (ewovikd goppoko 2,8%). BA. nopdypopo 4.4, Ie ooBeveig pe MAL,
avopepBnkay oupfdvia BoBpod 3 wa 5 aoBeveic (3,3%) nou ehafiav Bepaneia pe luspatercept kai yio 3 aoBeveic
(3,9%) nou ehofov ewovikd gappakn. Kovevag ooBevi; Bev Siewoys hoyw unéproong. Ie aofeveir pe
[-Bokoooowio, ovogépbnkoy oupfiavio BoBpod 3 oe & aoBeveis (1,8%) nou éhofov Beponzia pe luspatercept
(0,0% ewovikd pappako). Kovévag ooBevig Sev Giékoye hayw unéptaong, BA. nopaypopo 4.4, Yrepeumotnaia i

Bpdoeig winow iag (oupneph fvou 1ou obApoog twy Phepdpuy, g unspeuaioBnoiog
om0 @apuok, Tou npripoto; npoownou, ToU nepovoikod oldpomog, tou  oiffpaeg Npoownoy,
oyyeinobnpoog wou npnfipotog wy xetuay, tou efavBnpatog Adyw poppdkou) ovogépBnkoy ot &6% v
aofleviw pe MAL (2,6% ekovikg pappara) ko oto 4, 5% w aoBeviw pe f-Bahaooawpio nou haPav Aepansio pe
luspatercept (1,6% ewoviwd pdppako). Ie khnakss pehéter, dho o oupfidvio fav BoBpod 1/2. I uUGE\'EU; pE

[-Bokooompio nou Ehafov Aeponeio pe luspatercept, n unepeuaobinoia ofnynoe oe Siokonn tnc p 0%

1 ooBevn (04%). Avnfpdoec oro anpelo éveane v avudpdoag oto onpein éveong
epubipoTos oto onpein EVEONG, KYnapod oto onpein éveong, oifiipatos oo onpgio Eveang kol :Euvﬂnpmuc am
anpeio eveong) ovapepBniay oo 3,9% v atdpuwy pe MAT (ewovika gappako 0,0%) ko oto 2,2% wv aoBevoy
pe -Bahaooaipia nou ehaflav luspatercept (emovikd pappawo 1,6%). e wkhnakg pehetes, dha ta oupfdva iy
Bofpd 1 kot kovévo Gev obfynoe oe Biokonn. Spopfoaufiodws ousfdvio Ta Bpopfioeuohivg oupfidvio
(oupnephapfavopevng g ev T Baber phefikng Bpdpfwang, mg Bpdpfwang nukoiog whéfog, Tou wxopkod
eykepakikod eneroobiou ko g mvespoakng epfiokng) nopatnprBinkoy oto 3,6% wy ooBevy pe f-Bohacoopio
nou ghafav luspatercept (zwovikd pdpuoko 0,9%) Dha m oupfdvia avopéplnkov oe aoBeveic nou Eixav
unofhnfel oz onknvertopn kol exov toukd@aotov Evavy dkho nopdyovia kvBovou. Aev napatnpnBinee kopia
Guxpopd oo TEE avapeon oto okéhn tou luspatercept kol tou ewovikod pappdkou of ooBeveic pe MAL. BA.
napdypapo 4.4, Avoooyovwcenra Te khmikeg pehéteg o MAL, o avdhuon 260 ooBeviv pe MAT ou onoiol
unofiinBnkay oz Bepanein pe luspatercept ko o1 onoion ofohoyBNKaY V1@ TW NOPOUTID CVIOWLATLN OVI-
luspatercept £6eie dn 23 (8,6%) oobeveic pe MAL fipeBnikay Benwol o ovafudyeva katd t Bepaneia avnowpatn
avit-luspatercept, oupnepihopfovopivuy 7 (3,5%) ooBeviv pe MAT nou eixav efoubetepwnrd mvuowpo kat
1ou luspatercept. Ze khiviké pehétec yio  B-Bakaaaaipia, pia avdhuon 264 aoBevay pe b-Aakoooawia o onoic
unofhnfnkay oe Bepaneio pe luspatercept kot o1 onoiol ofiohoyrEnKkaY Y10 TV NOPOUDID OVIOLRATLY OVT-
luspaiarcept zﬂnﬁ: ou 4 (1,4%) aoBevei; ush Bahoooawia fpéBnkay Betkol o ovofudpeva kmd m Aeponein

pata ovo-luspatercept, oupnepihapBovops 2 (D.7%) oofeviv pe b-Bohaoompio nou eixav
ehpubeepwnka ovuowpatn kata luspatercept. H ouykevipwon luspatercept otov opd £1ewve vo perwBel nupuumu
ehpubEEpwIKLY ovIowpdTY. Aev oofiopeg avnfpanEL, UMEPEL [ 0f
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"0 ::pfmnc ond Ty opxikf Gudyvwon MM OpiTINKE w0 opBPoe Ty £y ond m\.' npspupmm NG OprIkAG
BIGYLANE ELC TNV NPEPORVID T deang katdniv evnpéy

¥ H EPO avoxpopéic opiotke we, n uprhdtepn nph T EPO péoa oe 35 npdpec and T npan Gon Tou pappdkau
HERETIG,

VEukhéxBnke kond Tic 16 eBBopiBE npiv and Ty Tuxalenoinan

aoflevei pe avuodpoto ovi-luspatercept. Aev unipfe ouoxenon avdpeon oug avnbpdomc wnou
UIEpEL i 1 ug avnbpaoerg ELD EVEONE KAl TV NOpoUSio aviiawpdy avi-luspatercept. Avapopd
mibovahoyodpeviy ovemBipnto evepyeliv H ovapopd HIBWOYDUUW ovemBUpNTLIV EVEpYEWV PETd and

(1 anpnopaipivn ovapapde opioTrKe n TEREUTAIO TR N PETpRBNKE KITA fi NPV QNG Thv AKEpOpNYia TG NPTNG
Gbang tou und gpeuva npeidviog (YEN), Metd tv epoppoy tou kawiva 14/3 npepaw, n Hb cvapopde opiotnke
we; nxapnkétepn nph T Hb nou nopoumdatnke vl 35 npepayv katd A npiv and Ty npeitn Séon tou YEN,

Ta onetehéopata unamupunmmuc ouvoyIZavTal NapakiTs,

m xophynon dein; kukhopopiog ToU pPOpPOKELTIKOG npuluvtuc elval onpavakh. Enipénel m uw:xn Mivaxag 5. Anotehéap paTLKD oe aoBevei pe MAL otn pehétn ACE-536-MDS-001
napokoholfnon g méong upzi\wq mﬁuvuu tou lpuppun:unv.uu npaiévTog. ZnteoL and 1oug enayyehpaties
UYELDC VO OVOpEROUY EVEPYEIEG £0L TOU EfVIKDD quaThpaTog Tehixd anpcio Luspatercept Emmﬂ_upapunw
avopopac: EAAGSa Evikoc Opyoviopos ﬂJuppam M:uuv:mr 284, GR-15562 Xohapyor, Affva, Tnk: + 30 21 Py —— {183} =74}
32040380/337, @a; + 30 21 DAS49585, Iowwonoc: hitp://www.ea’gr Knpog Cappokeunky Ynnpeoieg, RBC-TI= 8 cPopabes (ERbopata 1-26)
¥noupyzio Yygiag, C¥-1475 Azukwoin, Trk: +357 22608407, ©of; + 357 22608669, Imdtonor: www.moh.gov.cy/ ApBptc ;ndpuw e
phs 4.7 Ynepooohoyia H unzpboonhayia pe 1o luspatercept pnopel va npokohéoe alénon twy npcw e Hb antrag 56} STy TR
névw and 1o enfupms eninebo. Tov nepintwan ungpbooaheyiag, n Bzpanein pe luspatercept fa npéne Vo [~ Foes Fiopops kBlvey o0 naoaoTd avTanGRIan 2056 (1008, 30.60)
nuBu:rnzpnn:l £ otou n Hb va eivor < 11 g/dL. 5. ®PAPMAKOAOFIKEE IAIOTHTEE 5. 1 Guppluuﬁwupmﬁ; (AE 958)
jopia: Avavaiikd okeudapm, ik | Haofuke byt niBavatfivey (AE 9P 5165 (2,276, 11.259)
ATC: BI:GXAEI& nxmrmgu; Epdang To luspatercept, Evag nopdyoviar wpiy v gpulpan J i g = 0,001
eival ja muuuvﬁuunpzvn npmznrn auv'n'\‘q'nl; nou Beopede Enhey) ouviETe; unep E Aetnpetovto thih onpei
ouénmkod napdyovia-B (TGF-B). Me Géopeuan oz OUYKERPIHEVDUC zvﬁwzvth cruvﬁntl; (n. L [ REC-TI = 12 efifopabes (EpSopades 1-24)
GOF-1 1, umﬂnrn B), 10 luspatercept vaotébAer T ofpavon Smad2/ 3, pe } ApIERES andpiy oy avTenoKpEnKoY (naoaon
péow e Sugoponoinang tuv epubiporbay npofipdpuwy (voppofhooin) vehiked mnéluu ooy puzAu W aviandKmone %) L3281 619}
ooy, H odpovan Smad2(3 eivol pn puoiohoyikd upnkn g povisha wooou nou xapakmnpifovtor ano |+ Kown Giopopd kvEdvou o naogond aviangpiang 20011092, 2908}
avonotekeopmikn epubiponoinon, Enkoéin MAL kot (-Bokaaaaipia, kol o puehd WY DOTLN Twv aoBEvin pE AE 95%)
MAL. Khwiki_onoteAepomkimio kol oogiken Mued ivbpopa H anoteheopake Kai Adyog vttt (A S5%P 5071 2,002, 128640
ampdhen tou luspatercept afiohoyhBnkov oE pin pEAET @donc 3, nokUKevIpIKR, Wxmanoinpen, Suhd-wphs, L1 0.0002
eheyedpen pe ewowikd pappako MEDALIST (ACE-536-MOS-001) oe evihweg oobevelc pe avaipia nou | - RBC-TIZ 12 chbopibeg [w"‘“'f 1-48)
upEddovtan petyyioa REC (= 2 povabeg/s efibopdber) hdyw MAT nohd-xopnhod, xopnhol f evBidpeoou ;ﬁ?;ﬁkc:nua"pn::’mummnmﬂnm (Rogacus S 3 J0118)
wwbivou pe fdon 0 Aefveg NMpoywaoned Iiatnpo Bobpaktynang (PSS-R) o anoion éxouv Soemubioeibeic  — Foun 5':0 cn.uw&.muuwmoomd pre— ST oET T :
mbnpofdateg (= 15%). o ooBeveic xpeinditav £fe vo Exouy hafier nponyoupevn Beponein pe évov napdymvio meﬁl;mup B
Guyepong Mg epuby ang (ESA) pe va prw eivol emihéGpon yio ESA (nou éxa “Noyor nBavotia (0F TEHF Wi (877,895
npocbiopianzl &n eivon onfavo vo avionakpiBody o szunelu ESA pe epuBiponaintivn opod (EPO) = 200 U/L) i _ﬂ'i—n T .00
va Exowv uoaveta om Bepanein ESA. AoBievei pe Biaypoph Sq (delSq) MAZ anawheiomeay and tn pekém. O [pom s aupBivies petiyyone -
aafleveit ko awa S0o owéhn unofihEnway oe Bepaneio ya 24 efbopdes, kmdnw ouvenooy mBepansiaedveliy |, EpGopdses 1-24
emifieifer khnkd dpehog kat anauaia efEMERG TG vigou. Eyive dpan Tugpk ¥ O PEAET o EvBudyeang pudpdc perdypang (AE 95%) 5,26 (5.56,7,05) 9.20 (7,96, 10,60)
duav dhot o ooBeveis ebxav Adfe toukdaoov 43 efbopafiec Beponeing A ekov Sakdpe m Beponein. Eumlmn Lxetunbs wivEuvac Svovt emovuod gapuiuau 0,46 (0.5, 0,60
229 aoflevelt uxoonomnemy yia vo AopBdvouy unobopit luspatercept 1,0 mafkg (r=153) A EkovikS appOKD - EpGophbeg 25-48
(n=T6) wabe 3 E]}Eopﬂﬁ:c.[um\mﬂ 128 (33,7%) won 48 (B9 5%) aoBevei nou Aipfavov luspatercapt kol ekovika i pullpdc petdypone (AE 95) 4,27 (547,7,19) 8.72{7.40, 10,28)
pdppoke aviiotowa ohokiipwoov 24 effopsbec Bepaneior. Iuvohika 78 (51%) km 12 (15,8%) ooBeveic nou Exenuic KivBUVDD ST EIROVIKDY POpLAKDY 0,7% (0,40, 0,66
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uthonoinan Gdang éwe 1,75 mg/kg. H Gdon Bo pnopodae va knfuatephioe! fivo pewoBel aviloyo pe o eninefio |+ ERGopdbeg 1-24
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= G NS | = —
Bako, n (%) - - eftopdbe; 75057 18082
p . 0 0 fudpean LS {SE) 43,88 101,134
Hubipag W61 50 {45.8) EeN e iaaS
L‘T':I;D" 0 ST(384) 26042) Meon Siopepd LS (SE) (luspatercept évave
Matgr 1007 00,0 SKOVIKDG oL} 430100}
e e AE 95% yio g Siopapd LS -6,3,-23
heukh 107 169,91 51{67.1)
Qe DURAEYDVTON DUTE CVOLEPaYVION 44 (78.8) 24(31.8)
Ao 1{0.7 1013




Tehiwd onpzio Luspatercept Ewovird pappoke Luspatercept Ewcoviid pdppoxn
(N=153) (N=Té) (N=224) (N=112)
Enflapuvan perdyyong ovapapds 24 paviber/8 Huimiokis kamyopieg, n (%)
eBboudbeg 1960113 229 (160 =32 129 (37.4) 43 (56,31
tupeon LS (SE) 174,219 197,260 »32éwg 550 78 34,8) W (3.3)
AE 95% yio Bdeon LS > 50 17 7.6 5145
Meon Siopopa LS (SE) (luspatercent évave ®ika, n (%)
EIOMMO0 gappEKoU) -3.301.5%6) Hvbpa 920411 48 (63 )
AF 95% yio péon Siopopd LS =11, 04 Tk 132 (BB} 63{54,3)
=TI AVEETTYONT TG Ty ITET: REC, AE GRiT EpmoTaaCe Duhi, 0 (%)
*Ef¢raan Cochran-Mantel-Haenszel nou &uotpropnmivers faoe n; péong enfdpuvone pedyyions avopopac | aaan 81 (36.2) W 1)
(= & povabes évovir < & povabuwv ava B efifopdber) ko faBuokoyin IPSS-R avopopdr (nokd xopnkA A xopndi | Magan 1(0.4) ]
fvavn evbidpeonc). heuwh 122 (34,5) 60(53,6)
¥ Metd and Tw eniokepn ofjokdynang tng vooou mw Eifopdba 25, o1 ooBeveis nou Sev onokdudov nagov opekog, | Aev aukheyovial cdie ovagepaviol 52.2) 5145
Biewoay v oywyr, opiopévol aoBevelC pE ElRoVIKG POpUOKD ouveEépEpay GeSapsva npor ofiokdynon oe  [AME 15187) A NER)]
ENGUEVD Xpovika onpzio o oliykpon pe o luspatercept (n=12 évovn n=7E, aviotowa). mg ‘f“""“‘
EK Tv UDTEPLV V3ALON XpNaTUoNoLIVIOS KOTOADYIOPG Tvagopas, Kok Hb npa peedyyionc’, neplobog nposuppoyic
‘Bva Bepanevtko anoteheopo uneép tou luspatercept £vovi Tou Emovikod pOppOKoU NOPOMPHENKE OUIC 12_‘“'#"" Wd_U | § .
h B H . B B E o - | dubueon (ehdarn, pepiom 83044, 11.4) 9,16 (6,2, 11,5)
nepioodtepes unoopdbes nou avahiEnkay xpnoipanoiiviag avebaptnoia and pedyyion = 12 effopabeg (ko Empaguvon petéyyions avapopdc 12 spopibe
v efifopdta 1 éwog tv efifopaba 24), nepihoppovopsviy aofievuw pe upnko eninebo ovapopdg evboyevolg mw:; t:Aﬂx" PR} G avagapds ¢
EPO (200-500 U/L} (23,3% évavn 0%, epeuvrmukni avihuon). AiatiBevior pévo nepuopiopeva Gebopéva o v |, mﬂﬂcg-‘]?eéfo .glfcglEBEg 860 -12 fuag Hutpo 1t £1200.160 L2700.120
opabo pe enPapuvan petdyyiong = 8 uuvu&el;."ﬂ fifopafies. H oopdkea ko n potkatnT Bev Exouy ; ; B
Tewpnpilei o ooBeveic pe emfapuvon petdyyiong = 12 povabowv/d effopdler, %)
Epeuynnsg supriara fo/po 8 304} 35313
Nivakag 6. Epcuvnukd onoteAéopata wg npeg v anoteheopanikétnte or aoBeveis pe MAL om | Mn BUAD 155 (69.2) TTI688)
pehém ACE-536-MD5-001 Asing# 104) 0
*TIC ROTLOpAT T2 ERSOyBSmy T PETAYIOTT, OpfoTRE T CIOpEaTT oy T TR Hr T

Tehiwd onpeio Luspatercept Ewkavikd pappoke pEtmyyioewy yio évay aofevn kotd m Bidpkern wv 12 efbopabuy npw and mw Hpépa 1 tou Kikhou 1.
{N=153) (N=Té) *H watryopia eheinew nephapfave ooBeveis otov nhnBuopd nou bev eixov anoteAeTpo 1o Ty NOpPARETpO Nou
mHI-E* naparifetol.
+  Epbopdbeg 1-24 X ‘Eyive dpon wpkonoinong ot pehEm o avohdoeig, dtoy Ghot o ooBeveic exov Adfe toukauotoy 48 efbopader
ApiBG aTty L riau avIanoKpRNKDY (Noaoard § . B:pun:ml; 1 eixav i muzl m Hspunslu
aviandepang %) 81(52.9) 30118 Ta T o napakd.
(AE 95%) (44,72, 61,05} (5.56. 21.2%) - N Ly ot
Meltao perayyioeuor REC 521107 4861 8756 (143) Nivaxzg 8. Anouchéay Aeol o § b f-bukaaouiyia otn pehém ACE-536-
4 ot/ eBbapsbec,n () Lot Lol
Méon atEnon opocpoigivng = 1.5 o/dL ya 90 (E3.0) 1120150 Tehied onpeio Luspatercept E1noviKG papyokn
4 effiopiber, n (%) (N=224) (N=112)
+ Epbophbeg 1-48 = 33% pelwan and TV TN ovopopds oty
ApiBye antywy nou avTonakpiEnkey (noooand emifdpuvan perdyyiong RBC pe peiwon touliotov
aviantupon %) 0 {58.8) 1371 2 povabuy yio 12 Swbox i efbopades or olykpan
(AE 95%) (50,59, 64,71} [9.43. 274T) jpe 1o Gubornpo vy 12 cfBopdbuy npv m Bepanci
Meftaon peroyyioewy RBC 587107 (54,2} 125621.4) Mpewtedow ik anpsio - ERbopdbes 13-24 48 (21,6) 5{L5)
4 povibunB efbapibec, n %) diopopt ong ovahyies (95% AE) 170 (104, 73.6)
Méon aldnen opocpoiphvng = 1.5 o'dl pa 32006 (69.6) 1720450 T p* = 0,0001
8 efBioydfec, n (56} Epbopdseg 37-48 44 (19.6) | 4134
Mion peraflaki and v Tph i W pong ivng opoi pe hoylopd ond my nph Liopoph anig ovahoyiz: (554 AEP 16,10%.8,22.3)
{mAnBuopag ITT) Tiph g =(1,0001
Méon petcBokih and I L dagopds s péong = 50% piciwon and tv TR avagopds otV
@epprhng opol unchapiyewne g péow dpou empapuven perayyiong RBC pe peiwon uldxotoy
ané mv Efbapiba 9 éuwg wv EfBapde 24 (/L _ 2 povibay yio 12 Siaboxixé effophbe os odykpion
Lngyeon LS [5E) 29 [47.08) 190.0 {60.30) pe 1o Suiotnpa wy 12 epBopdbuy npiv m Bepancin
AE 95% yio Bidean LS 82.9.1027 12,3088 Epfopiieg 13-24 17 07.4) 2(18)
Eiykmon Beponsios (Luspalercapl S EVIKOD KoL ﬁ'ﬂE,E“ e WEE'S.:QS*‘&EJ! B4 (1.6 10.1)
Méon fi ggggﬂ L5 (SE) -1B0.1 (6581) Tt 00303
: , Epopdbeg 37-48 230103} _l 103
Kpl'l]‘lptu HLE aljigana PE 1 Kpm*plu 1n: mse-'ou: OudBag Ep-puumc (IWG) Tau ?036 ke yio i ‘f"mf" ot oihoyieq (F5% AEP SAGBD 1LY
nepinbo 56 Gofoxikiy npepdv katd m Edpke e svebeypévng nepidbou Bepansiog, Ma toug ooBeveic pe AL LITH

enfapuven petdyyiong RBC avapopds = 4 povabund effopdbec, 1o mHI-E opiotke we peiwan om petdyyian
REC toubdxiatow & povibuv/8 efopdbe; Mo toug aoBeveis pe enifidpuvon petdypong RBC avapopdg
< & povdbuv/d efbopabec, 1o mHI-E opiotnke we pon ooEnan tng Hb = 1.5 g/dL yia B efibopdBe; anouoia
T petayyioewy RBC,

¥ Edv wanows, ooBevic Gev BioBéte npn gepprivig opad evidg tou npokoBopiapdvou SiaotApator Petd Ty
apikh afiohdynon, n pepimivi opod unohayietal and Ty TR avapopdac,

"¥praiponauiBnke avahuon auvBiakipavang wa m odykpion g Bepaneutikic Blapopds petoll tww apdBuy

T =
*H Ginpopd ong ovakoyieg (luspatercept + BSC - emovikd gdppoko + BSC) kot 95% AE exnpdtar ond mv
aveEdpmn akpiBew Tou oraTioTIKaL TETT.
*Tipni p ond v e6gtnon Cochran Mantal- Haenszel nou Siaatpawpativeral ov yewypopikn nEpusn.
Epeuvimrd eypriporg
Nivakag 9. Epeuvnmikd anotehéopata we npos v anoteAeopankimia oe aoBeveis pe f-Bokoooopia
on pekétn ACE-536-B-THAL-001

{upnepthapBavepame e ovop upfic p), xpnaonoiivias  petafahf e geppitivme opod we Ty | TEMKE onpio "“‘:‘;z':"" 5‘“""“*1‘;:’“""
ebapuapevn petafhmn, n Bepaneutik opdda (2 enineBa) we nopdyovia wal TV TUR ovagopds, peppivng = EE TP —— { } =112}
opod wg ouppetafint, pe Slaatpupdrwon avd pgon anaiman ovogopa petdyyiong RBC (= 6 povabes évave < ;mBiplmmg yeviyyuang REC pe uth:un PP
6 poviliay REC ova 8 eBbopdbec) kol IPSS-R avapapds (noko xapnhod A xaprhoo dvavi evbidpesou kivbivou). | 5 WoviBay yio 12 Siaboxixég eRGopases, ouyKpirud
H Epiean Gidpkeia tne peyakitepnc nepioBou nou efval avedpmntn and petdyyion e REC (RBC-TI) w0 v | ue vo Suitnpa 12 cBBopdbwy npw and m Bepansia
ardpwy nou avtanokpiBnkey oto akéhog Bepansiog pe luspatercept, frov 30,6 efbopaber, Onowobanote Gioboxikéc 12 efsopabec” 158 (70.5) 13 (25,5)
To 62,1% (36/58) v ardpuwy nou onokpiBnkoy oto luspatercept o onolol nétuxay RBC-T1 = B efifopdbes and ot ovahoyis: (55% AEP 41.1 (307, 51.4)
Efifiopdda 1- 2& ey 2 n nepioadispa enawdbio RBC-TImn ouypn e avdhuong, Onowcainore Sindoxikis 24 chbopibec* F2IA100 32T
i H trtg Kl aopdhe ou luspatercept ofiohoyfBkay g pin nolukevtpikd, fuopopt ong ovakeyiss (55% AR 384313, 45.5)
tu:ulunulnus\'n Gk wphn, eheywdpevn e ekovikd pappoko pehén Ddork 3 BELIEVE (ACE-536-B- |2 50% peiwon and tnv uph avagopds tg
THAL-001} ag svihikes, ooBeveic pe ovaia axenddpenn pe b-Aakoooaipio nou xperddovial petayyioe RBC (8- | emBapuveng pevéyyiong RBC pe pelwon roubdatov
20 povdfies RBC/24 efSopabiec) xuwpic nepiobo sheiBepn petoyyioswy > 35 npspdv kot n Gidokeio oury; tng | 2 povabay yia 12 Gindoxixés effopades, ouykpirind
nepudbiou, O ooBeveis kol oto orghog ou luspatercepl kol oro okEhod Tou skovikod pappdakau Ehofiay Bepaneio yio Mw
Touktiatoy 48 kol £u; 96 efbopabes, Metd ty Gpon tiphonainane, o ooBeveis P emoviKO pdppake pndp A 12 50 (40.2) [ Tisd)
o ngpaonuy ot luspatercept, Suvahing 336 svikikes aoBeveic wxaonoinBnkay yia va Aopbivouy unofioping | Liopopd aug cvahoyie (735 AEP : 339 (26,1 418)
luspatercept 1,0 ma/kg (n=224) i ekovikd pdppako (n=112) ke 3 efopdbes. Ennpenetar nthonoinon Boong wﬂ' 085 105
£, 1,25 mg'kg. H Sdan pnopovoe va mBuulepnua i war perwBel avihoya pe t eningbo tng Hb. Dho o aoBeveic w‘%“’ E\D" s 154 (105, 20.8)
fiav £mikg§ipan va Adfouv BSC, n onoin nepieh pEtayyiogic RBC, WIKOOE Aopiy oibfipoy, | Méon petafaki ek verpaydvay (LS) and my npd Sy NIEA (paviibeg
xpron ovufotkiy, ovi-ikey kol ovopusnuoowsy Bepaneiy ko Biopogikn unootApEn, avakoyn pe ug RBC/48 chbopdbec)
avdykee, H pehén ondrheine ooBeveis pe apoagaipivn 5/ B-Bakaooaipin i dhpa (a)-Bakoooawia f nou énaoxay EBW::;:; ‘LH;E EpSoptba 48 » ‘ e
and Bhafn peifovog opydvou innoukn vooo, kapSiokn vooo, rveupovondein, veppiki avenaprzia), AcBeveic pe - ~ ~ -
npoopamn OVT n sykepokikg enadiio A npdogain xphon oywyne pe ESA, ovoookataotakukd f ubpofuoupio z;&%‘wm LS luspatercept-iond pigano) r.?_EIE;'B.BL_M
anokkeintnkay £niong. To Pooikd xopokimplotkd avapapds n wdoou of aoBeveig pe b-Bakooompio o pekémn EB“"'““ 49 fus Efbopdta 96 —T
ACE-536-B-THAL-001 nopoumadovian awow Mivaka 7. Nidpzon LS 584 ‘ ‘219
NMivakag 7. Xopokmpiotkd avapopds of ooBeveis pe P-Bohaoompio own pehémn ACE-536-B- Mean Buagapd LS (LUspalercepl-Emoy b poapaRa) .6
THAL-001 (95 AE¥ (<1444, -1.25)
OE OTOTTHTER
| L"::::;r:;m | E"‘;‘:ﬁg’;"“m = H Glogopd oug u\ra:lnw;c (luspatercept + BSC - ewovikd gappako + BSC) kot ¥5% AE exnpdta and mv
- - aveEApmn akpiBea Tou oTaTIoTIkOL TETT.
OTOLCEND . 4 " " .
Whuda (2m) #00 ewmproe; fooidovial cno poviéha ANCOVA pe ¢ yeulypogikes NEpLONES ka1 TV eNBdpuvan PETdyyang
dpeon (k. péy.) | 300 118, 66) | 30016, 59) vOpIpA; wIG auppetaihmi

Meiwan Ty péowy ennébuw Geppitivig otov opd nopampdinke and Tw PR avopopdc ot okihog Tou



luspatercept ge alykpan pe Tw aiEnon ato okéhog Tou etkovikod gappdkou Ty Effiopdéa f;B [ 233 51 pg/L
fvavt +11428 pa/l nou offiynoe gz Blopopd atn péan Tpn ehd: TETaYL e @ Kotd
-347,8 po/L (95% AE: -514,95, -178,65). To BO,4% (127/158) wwv andpuw nou awanokpuBnm.' ma luspatercept
Kt nEwxay Toukdiiotov 33% peiwon T enapuvang petayyicewy katd m Bidprein onoioulhinote Sioompaog
12 Diobovkay cfbopdbow nétuxay 2 M NEpODGTERD ensiddbla aviandkpiang T anypt e avdhuong.
Noibotpikde_ninBuopde Muelobuomnioomnd oovbpopa O Eupwnaikde Opyoaopds Doppdruy éxer Buxel
anahhayfi ond Ty unoxpéwon unofakhc Twy anctehedpdtow Tww pehetuw pe 10 Reblozyl g dheg g
unokomyopies Tou noibTpikod nnBuopod pe puehobuorhoomkd oivBpopa (Bhéns nopdypago 42 yia
ninpogopies oxetkd pe T nadatpuer xphan). f-Badooompio 0 Eupwnaikde Opyoaopds Dappdkwy £xel Buxael
ovafiokf and T unaxpéwan unofokic Twy anoteheopdiwy Twv pehetuy pe to Reblozyl oe pia fi nepioadmepe;
unokanyopieg Tou nawbatpkod nknBuopod nhkiog dva Tuw & prviy pe B-Bohaooaipio (FAéns nopdypapo 4.2
Vo FANPOPORIES TXETIKG JE TV © pik xprion). 5.2 Gapy £ (BubTnTES Anappdqnon Te uyisic
eBehovéc ko aoBeveic, 1o luspatercept anoppodpdron Apabéug petd my unobépa xopdynan, pe o ©_ 0e opd
nou nopampeital auwedd, nepinoy 7 npépe petd t Béan ae dha ta enineba Boong. H avdhuon appokokmTikig
(@K} 1ou ninBuopod unobnkuver dn n anoppdgnon tou luspatercept oty kukhagopio eival ypappkn oto s0pog
Tuw BAoELW NOU PERETWVTEN Kal n anoppdgnan Bev ennpeaZetal onpavikd and T Béon tng unabddplag Eveong
(v Ppaxiovac, pnpde A kechakh xapa). H Batopikn petaBintémta mg AUC firav nepinou 38% oe aoBieveiq pe
MAT ko 36% oe aafeveic pe B-Bak ping, Katavoph Fuig | Googig, o péoog panvopevikos Gykog
katavapr fitay 9,48 L yio aofleveic pe MAT won 7,08 L yia ooBeveic pe b-Bohaaaaipia. O pikpos dykog kotavopic
unofiewnaiel & 1o luspatercept nepopiZetal kupiws ge efwkuTapikd uypd, Nou auvaBouy pe T peydhn popiakn
pada tou. Biopetooxnponapte To luspatercept avopéveral va kotaflokiatel oe apnvoféo pe yeviki Sobikooia
anowkoddpnang npwieivioy. Anobokn To luspatercept bev avapéveTal v exkpiveTal oTa adpa iy e peyding
popuaki, g péZog nou eival ndvw ond T dpio onokhewpod peyéBoug anepapotia’; BifBnang. Ig
ouvioTipeves BA0eLg, n péon pavopevikn ok kdBapan itow 0,516 L/npépa o aoBeveic pe MAT wan 0,437 L/
npépa yia B-Bokaggaipia. O péog xpdvog npioeiag Zwhe atov opd Atav nepinou 13 npépe yia Toug aoieveis pe
MAE ko 11 npépec yio osBeveic pe f-Aohoooowpia. [poppwdmio’un ypappwstnm H alénon mg C_ tau
luspatercapt kaw T AUC otov opd eival nepinou mvdhoyn pe ug aughoe e bdong and 0,125 oe 1,75 mg'kg. H
wiBapon tau luspatarcept fitav aveEapmTn and tn boon i tov xpiva. Doy xopryetal kiBe peig efbopdbes, n
ouykéTpwon Tau luspatercept otav opd gBivel om atoBepn wotdatoon petd and 3 Bdaeig, pe avahoyia
ouoowpeuang nepinou 1,5, Aviondkpuon alpoopaiphng Te ooBeveic nou Evafav < & povdbed perdyyang REC
eviog B efbopdbuv npiv and tn pehém, n Hb ougflnke evidg T npepaw and Tw évapén me Bepaneiog kat n
oifnan cuoxetiamke e Tov xpévo péxprva enceuxBein C_ tou luspatercept. H peyahdnepn péan adgnan e Hb
nopampfibinke Petd Ty npanm Boon, evid nopamprdnkay ennkéov pikpdTepes auEfasig petd and enakdhoudes
Bbéoeig. T enineba tng Hb enavihday atnv ipr évapEng nepinou 6 éwe B efbopdbec and ty tekeutaia bian (0,4
£rwog 1,75 mg/ kgl H odEnan g éxBeonc tou luspatercept (AUC) atov opd ouaxetiotnke pe peyahdepn adEnan He
oe aofleveic pe MAL i f-Bahoooawpia. Eidwoi nhnBuapoi Hikapévor H @K avihuan tou ninBuopod yio 1o
luspatercept nepiehdpBove ooBieveic nhkakod edpoug ond 18 éwg ¥5 etuw, pe péon nhikia Ta 72 £m yia Toug
ooBeveic pe MAT kol 10 32 én yio ooBeveis pe B-Bohaoooipio. Aev napatnphiinke khvikd anpovikn Blagpopd ot
AUC A my kiBapan petafl tuw nhikokoy apdbuy (< &3, 45-74 kol = 75 euw ya Toug ooBeveic pe MAT, 18-23,
24-31, 32-41 w1 £2-66 Em\'la aafleveis pe B-Bakaoompia). Hnotw fusdemaupyio H DK avihuon tou ninBuopad
‘yiata luspatercept hdpBove ooBeveic pe guookoyiir nnatkn (BIL, ALT ko AST = ULN, N = 207),
fina nnonsr Sughemoupyia (BIL> 1 - 1,5 x ULN ko ALT A AST = ULN, N =160}, pétpa nnomkn dughemoupyia (BIL
= 1,5 = 3 ULN, onawabfinote ALT A AST, N = 138), A ooflapn nnatikh Sugkertoupyia (BIL = 3 x ULN, onowa&anote
ALT A AST, N = &0) a'mq np[(e[al ané Ta KpIThpIa Nepi nnoTkg Buchemoupyiog Tou BBvikad Avikapeivikal
hiomodtou. Aev nay Twv YOpILK nnaTkAG Aetoupyioe, aunpéva nnotkd éviupa
(ALT 1 AST, péupn 3 x ULN] Kol au&npwu ouwvohikd BIL (4 — 266 pmol/L) orw kdBapan tou luspatercept. Asv
Giomaorciénke khnvikd onpovikh Siopapd om péon C_ otaBephe kendotaong ko oty AUC oe opdbeg nnatikfc
hemoupyiag. Ta @K Gebopéva eival avenapkf yio aafleveic pe nnatikd éviupa (ALT A AST) = 3 x ULN. Nepai
Susderoupyio H DK avdhuan tou nnBudpod yia 1o luspatercept neptehdyfave aafleveic pe puoichayikh veppikn
hemoupyia (eGFR = 90 mL/min/ 1,73 m?, N = 315, fima veppu Suchenougyia (eGFR 60 éw 89 mL/min 1,73 m’,
N =171} fi pétpin veppikh Buckemaupyia (eGFR 30 éwe 59 mL/min/1,73 m?, N = 59), Aev BomaniBnke khikd
onpavokn Siogopd om péon C_ atoBepric katdotoong ko oy AUC, oe opdbeq veppikic Aemaupyiog, Aev
undpxouy BaBémpa ©K Gebopéva yio ooBeveic pe oofapr veppikn Suohemoupyia (eGFR < 30 mL/min/1,73 m?)
fiveppukh vion Tekkol oradiou. Bakow syyeveic nopdyowtec Ta akdhouBa xopakmpionkd nnBuayod Bev Exouy
Khwikd anpovikh enifpaan omy AUC tou luspatercept i oow kdBapan: puho kol ui (Amomkn évava Aeukiic).
To okthoulia xopakmpionkd ovagopde M vidou Gev eixay khvikd anpoviikh enifipaan oty kdBapan Tau
luspatercept: eninebo epuipancintivng otov apd, emBapuvan petdypang REC, Sakuhoaibeic mbnpofildateg
MAEL, npoatioptopds yovitunou B-Bakoooawiog (B0/E0 évav pn- B0V BD) kot onhrwextopn. O dywog kotavopnic
ka1 kiBapong Tou luspatarcept ouEfiBinke pe v adgnan Tou owpatikad Bdpout, uncatnpifovias To Saaohayiks
mifipa pe Boon to owpomki fdpoc. 5.3 NpokAvikd beBopéva yia v eopdera TofkimTo povie ko
engvahapfovipsvne Gdang Mm and snav:l.\nppém xopﬁ\tnun Tou luspatercept de enipdeg, of TofkimIes
neptehpf ppinba, oupgdpnon, vékpwaon fifkol evavBpdkwan
T &uﬁmuula i KEvOTONiY Kol vEkpwon, evavBpdkwon Tou afevkad
oTopdxou ml pslmpim Bdpr kapBide Ko mieupdvwy Xupic crenkd IoTakoyikd euptipana. Le apretés pehéted oe
emple; kol kouvEka  onpewBnke  khnakh  nopotfipnan  npnopéviw  onioBluy  dkposnofidn
(oupnephopBovopévuy Twy PERETWY VEOVIKAG Kol avanapaywyikng ToEkdmrog). Le évav veapd emipd, outd
ouoxetionke iotonoBokoyikd pe axnponopd véou oatod, ivaan kot pheypovty. H pepfpavonakhaniooiaotisn
onelpopatoveppitiéa napatnpiinee kot g miBfkoug, Mpdofetes tofikétnies ge miBfkoug nepieAdpPavay:
oyyElakd expuiiapd kol pheypoviberg BinBhoeg oto xopoaibéc nhéyua. Im pehém ofkimiag 6 prvay, m
pekém peyahiteprg Bidpreiog oe mBfkouc, To eninebo ato onoio bev nopampdBnkay aveniBOPNTE evEpyeles
[NDWEL) fitav 0,3 may' kg (0,3 popé nepioodtepo and v khivikn éxBeon ata 1,75 ma/kg ke 3 efbopdbec). dev
evioniomeke NOAEL e emipdeg kol 10 xapnkdtepo eningdo ota onoio nopompocytal evernBUpntes evépyetes
(LOAEL) aww 3-prwigio pehétn empuaw fitay 1 mg/kg (0% popéc nepioadtepo and tw khwikn ékdeon atg
1,75 mg'ky wiBe 3 efbopdbec) Koprvo n_ kot petobhobioyeveon Aev Exowv BefaxBel pehétee olte
Kapknayéveons odte petakhafiyéveonc pe to luspatercept. Apatahoyikéc kakofBeies napamphBinkay oe 3 and
Toug &4 enipueg nou efetdomnkav arw opdbio ugridtepng Boong (10 mgfkg) omy oplonkh PEREM veQVIKAG
Tofikdmtac. H epgpinan outdw Twy dykuw ae veapd Jwa eival oouviBiom kal bev pnopei va anokkEIoTE n axén
Toug pe T Bepaneia pe luspatercept. Im bdan v 10 mgfkg, ot onoia noponprnkay Gykol, n EkBean
anotehei nakkankdmo g ékfeang nepinou & popéc eni e extpwpevng éxBeong ae wkhivikn Bdan 1,75 mg/kg
K tpew; efbopdées. Aev nopomnprilinkay dihes nakhar 6. fi npo-veorhospankEs ohh nou via
anodibavrol oto luspatercapt oe onoladinete giio, oe GAAEC pn khviké pekéte aogaheiag nou SeffinBnomy pe
o0 luspatercapt, oupnepihapBavopévng TG pehéme & pnviov az miBfkouc, MowvipdtnTa Te pio pehémn yovipdmrag
o enipie, n xopfynon luspatercept e Brlukd, oe GACEC UYRRATEPEC ONG ThV TPEXOUOD TUNITTWLEW

napdyoviag avanmugioknc TofkitnTag g pntépad ki tou epfpdou [Ennpedotnke kol n pntépa kot To Epfipuo) ato
kouvih, MapatnphiBinkoy epfpuikéc enbpaoers kol ota B0 eibn kol cupnepiapRovey pewoe; atov apiBpd Ty
Cuntun epbpiuwy kol ato dwpatkd Bdpn tou epfplou, au§hoe ong anoppophas;, Tug onwheleg PETd mw
epplTeuon Kal ong okehetkés petafohéc kol ota £pBpua Twy KouveElWY, NOPAPORGMITEIS 10 MASUPA KOl TOUG
onovbithoug, Ko ota &lo eitin, o emibpdae; Tou luspatercept napatnpBnkay oug peétec EFD ot xapnkdepn
fidan nou Gakpdotnke, 01a 5 mg/kyg, nou oviotowe: 0g extipwpevn Exleon oe enipldeg kot kouvEhia nepinau 2,7
Kol 5.5 popéc peyahitepn, ovTioTow, ond Tw exTpwpevn khnakh éxBean. Mpoyewnkh kol peTayevwnmkh
avinuEn Te pehétn npo- Kol PETo-yewnmkng avantugng, pe eninea Boong 3, 10 fi 30 mg/kg xopryadpeva pia
papd kil 2 efbopdbes and v npépa g kinang (GO) & £ m petayewrmkn npépa (PND) 20, 1 oveniBopna
euphipata oe dheg g booew anotzhoduTav and xopnidtepa ond F, qwpomid Bapn twy veoyvan koot Bio piko
kotd tnyénmon, ko' dhn m Budpkeia g yahouxiag kol petd Tov ancyahaktiapd (PND 28), 10 kotwitepa owpatikg
Pdpe kord v npesipn nepiofio npo Tou Zeuyapaparog (EREepaba 1 kot 2) oto Bnhukd F, (ovemBupnta pévo oto
30 mg/kgy'Bbon) Kyl 10 kowwTEpD owpatkg Papn ota apaevikd F, kotd n Sidpkein Twov nepudBuw npi and o
Ceuydpuwpa, g oOZeuEng koL petd 1o Ew\-upr.upu Kal plicpwmnma veppohoyikd eupfipata ota \.'Lowd F.
Erunaéay, To pn oveniipnta suphpata nep pripévn ceEouahikn wpip Tau cm
10 kon 30 mgikg/Boon. H koBuotépnan oty avﬂnm&n kat 1o avernBipnto veppokoyikd euphipara, crrn yewd F,
anéwheioe Tov npoobiopiopd evag NOAEL yia m yeviki ko avonmuiokn togkemra ou F. Ootdoo, bev unanc
kinow enibpoon otoug Beikteg qupnepupopds, omn yowipdtnta G oug avunupa\mwniq nopopETpous ae
onowbhnate enineba &éang oe onolabinete goAo, auvenaws 1o NOAEL yio ektipfael; oupnepipopds, youpdmag
KoL avanapaywyiknc Aemoupyiog ota Jwo F, BewophBrke n 30 mg/kg/Béan. To luspatercept petapéperar péguw
Tou FRQKOOVTE T EYKOWV ENILUWY KOL KOUVERIGN KOL EKKPIVETOL OT0 yaha Ty Brdadivta enpuaw. Neaakh
Tobmbtna Te pio pehém oe veapadg enpded, To luspatercept xopryfiBnke and m petayewnukh npépa (PNO) 7
péxp T PHD 91 gma 0, 1, 3 f1 10 mg'kg. Makkd and 1a eupdpota nou napotnprilinedy oe pehéteg TofikitnTag
enovakapPavipevng Sbang gz evihiker enipiec enavakfiplnkay otoug veopode enuptes. AuTd Ta cupfipata
nepihdpfavay anepapotoveppinba otous veppods, aipoppayio/guppdpnon, vEkpwon kol evavipdkwon Tww
enveppibiny, evovipdrwon tou Bhevvoydvou ato otopdx, xapnhdtepa Bapn kopbide kol npnopéva oniatia
dkpa/ndbio. Ta eupfipata nou oxetifovial pe Ta luspatercept, nou eival povabed yia Toug veapade enipe,
nepihdpfavay t gwhrvoeth atpodgio/unorhagio 10U esuTEPIKOD PuEkod Twy veppawy, KOBUDTERAHTELS o péon
nhkio T aeouahikhc welpavong ota apoevikg, enibpdasl; Trw ovanapayuwyikr eniboon (xapnAdtepol Geikteg
TEUYaPWIPATOC) KAl TIC PN aveniBOPNTE HEIINEIC TTMY OOTLKA NUKVETATD PETENALY THO0 dTOUG apaevikale 500 kal
otous Briukodg emiplec. 0o p oty poyuyikh enifoan napatnpfib petd ané nepiobio
anobpophc dvw Taw 3 pnvaw, yeyowds nou unobrkuwer pévipo onothecpn. Mopdn Bev efetdatnke n
avootpeyipdmita g owhnvosibiols atpogiog/unonhosiag, To anotehéopato autd BewpdBrkay eniang pn
avootpéyipa. O avemBOpnTee evEpYEEC OTOUC veppolc KaL TO oOvanapoyuwylkd oOomnpa napamphilnkey ge
khnikd onemkd eninebo ékBeang kol eppoviotnkoy atn xapnidiepn Boon nou EETAOTNKE Kal, OUvENE, Hev
TexpnpuoBnie NDAEL. Eminkéov, nopompdBnkay aipatohoyikes kokodBeies o 3 and toug &4 enipueg nou
eferdatnkoy atny uynhdtepn Gooohayikh opdba (10 mg'kg). Tha outd o cupfipata Bewpodvior miavoi kivbuvol
yio Toug nofiotpikoie ooBeveic, 6. @APMAKEYTIKEE NAHPO®OPIEE 6.1 Katdhoyog exbbxwy Kmpikd ofd
povolbpkd (EXI0), Natpo kitpikd (E331), Nohuaop@us 80, Tokxopddn, Yopoxhwpwd o (yio poBan tou pH),
Narpicw wbpofeifio (yia pdBpion tou pH) 6.2 A Autd To papy i npeity Bev NpéneL va
avOPErVOETa! e GAAD POPPOKELTIKG NPOTGVTE EKTAC UGN NOL DVOPEPSHTAL TTNY Nopdypapo 6.6, 6,3 Aibprera
Tuifg Mn avorypévo puakifio 3 xpévio. Med v ovaadoroon Dtow quAGToETIL OTov OpEIKG NERLEKT, EXEL
embendel xnpukh kol puaLkr ataBepdinta kotd T xphon Tau ovaguotoBévtos pappakeLTKa NpoidyTac yio £wg
kol B wpeg oz Beppokpooia Swpatiou (= 23°C) A éwe kol 24 weeg otoug 2°C - 8°C. And pikpoBokoyikhs dnogng,
To pappoKeuTke npoity npénel va xpnoponoletol apéows. Av bev xpnoipononBel opéawe, o xphong eval
unedBuvog yio 1o xpdwo Blampnong KaTd ™ xXphan kol Tg ouvBlikeg npr and T xpdon kol Bev npEner va
unepfaivouy Tg 26 dpeg oroug 2°C - B°C. Mnv komayxete 0 ovoouomoBéy Bidhupn. 6.4 I6ialepeg
npopula€erg Katd tn piAakn Tou npaibvrag DuAdoDETE O Wuyein (2°0 - BC). Mrw kataydxete. DuhaooeTs
oW P XAPTD OUDKELAdio y1a va NpooTatederal and 1 gws. Mo n¢ owiiike Bothpnang petd mw
avOoO0Taan 10U PAPUOKEUTIKAY Npaidvicg, Bh. napdypopo 6.3. 6.5 ®don km ouotonké Tou nepléktn
Reblozyl 25 mg ki yio evémpo Bidhupa 3 mL yudhnvo pakitio Tonou | pe ubpdgoln eowtepuh enkdhuyn
KAEWTpEvD pe ehoomikd nupo and fpwpooutihio kal oppdnopa and akoupivia pe kitpvo UpEVD Kandk
ané nohunponukévio. Reblozyl 75 mg wivic yio evéopo Bidhopa 3 mlL yudhva quakibio Tinou | pe wbpdgpofin
eowtEplki enkihugn kheiopévo pe ehaatikd nwopa and Bpwpoloutihio kol oppdopa and ahoupivio pe
noptokohi anoondpeve Kondk ond nokunponukévio. MéyeBo ouakeuooiac: 1 pokibio 6.8 I6ialepeg
npopuh€erc anéppiyng kot dhhag xeypiapde To Reblozyl npénen va avoouotafsl ehoppis; npiv and m
xopfynan. Ba npénzl va anopedyetal n eniBenikh avakhman. Avoodataon tou npaidvTog To Reblozyl nopéxetal we
huogihonoinpévn KIVIC yio ovaaiotadn npw and t xpdon. Kotd v avaodotaan tou Reblozyl Ba npénet vo
¥pnolgonoieitol pévov Gbwp na evémipa (WFI). Ba npénzl va Jei 0 kardhAnkog aplBpse pakibiu Tou
Reblozyl yio va eneuxBei n eniBupnti Gdan. Tio v avoddatoon, Npénel va xpnolgonoieial olprya pe
kotdkhrhec BiapoBpige; o Tw eEoopdhion akpifods Gooohoyiag.

[ v avoodotaan Bo npéne va akohouBRaets 10 nopakdtw Apoto:

1. Apawpéme 10 Xprponatd kandk and 1o puakibio kol okouniote T endvw pépag pe fva ahkoaholyg PavirkdeL.
2. Reblozyl 25 mag ki yia evéoipo Bidhupa

Npaafiéote 0,68 mL WFI ot puokifio pe pia olpepyo pe kotdhhnkec BiofoBuioe, pe pia Behdva va koteuBive
™ pofi atn Auopkonainpévn akdvn. ApAate va nopapeivel akivito yia évo Aentd. KABe guakibio poviipoug Gdang
25 rng Bo nopdmxer toukdxaroy 0,5 ml v 50 mg/ml luspatercept.

Reblozyl 75 mg kivic yio evémpo Siupg

Npaaiéote 1,6 mL WFI ota guakifia pe pio aipryyo pe kotdhinhes Biofalyioe, pe pio fehdva vo kateuBive
pan atn Avogiononpém okden. ApRdte va nopapeivel akhinto wa éva entd. Kale guakifio poviipoug Bdang
75 g Ba nopdmxer toukdxaroy 1,5 ml v 50 mg/ml luspatercept.

3. Ancppiyte T Behdvo kel T odpiyya nou xproipanciiBnkdy yia T avaadatoan. Moy T XpRowponaleie o
unobépin éveon.

4. Awobedate anahd 1o guakibio ae kukhikh kiman yia 30 Geutepdaento. Itapotiate Tw avabewan kol apnats 1o
uahifio vo atatel oe katakdpupn Béan yia 30 beutepdherta.

5. EhéyEre 10 quakibio yio ofidhutn ardvn ato Bidhupa. Edv napatnpnBel abidhum akdvn, enovakdfers 1o Bipa &
et va BlakuBer nhfpoog n okdvn.

&, Avnatpéyte o guakibio kol otpoBhiote onakd o ovestpappé,
puahifio o katakdpugn Béan kol ophote 1o vo atofei via 30 Seutepdhenta.

7. EnavahdBete ta Bhipa & entd emnhéov popés o vo Soopahote nhApng avosiomadn tou uhikod ang nheupés
Tou qakifiou.

8. EéyEre ormid 1o avooudtaléy Bidhupa npi and T xopdynan. Otav avapenBei awotd, to avagquatoBéy Sudhupa
Reblozyl el éva dxpwpo éwg shoppug kitpivo, Blowyée éwg ehappag \pibidov Bidhupa To onoio ehval

Béan yia 30 E EQETE T0

uynidtepn avBpannm Gdan, peiwoe Tov péoo opiBpd Twy wrpUN GopaTiLy, Ty EpL AT KOl T

Bropeov epfpduy. Aev napatnpBnkoy TEtoa onatehéopana dtav n éxBean oe Jwa fitav 1,5 gopég peyahitepn
and tw khvikh ékBean. O enibpdoel; o yovipdmto o Briukode empoes ftoy ovadTpéyipes Petd and pia
nepiobo anobpophc 14 efdopdbu. H xoprynan tou luspatercapt oe apaevikods enwpled, ae dasig ugnkdtepe;
and T TpExousa auiatpen ugnidtepn avilpann Gdan Bev eive ovenBUpntes evépyelee aTa apasvikd
ovanapoyuwyikd dpyova fi atny IKIVETTA Toug vo JeUyapavouy kol va nopdyouy Biiaipa épfpua. H ugnhdtepn
Bbion nou bokipdamike oF apoevikolc enipleg andbwae éxBean nepinau 7 popéc T khnakh éxbean. Epfipuikn
ovintuEn {EFD) deffwBnooy tofkohoyikéc peétec epfpuikic avantugng (pehiteg edpeans eipouc Kal opITTIKED
pekétec) o eykioug enpdes kol kouvekia, fng opionkés pehéted xopryriBniay Béaeig éwg 30 ma'kg f 40 mg/kg
ki epbopdba, B0 popés katd t Budpkeia g nepidbiou opyavoyéveons, To luspatercept fitav évag eNekTKA;
nopdyovtag avamuEloknc Tofkdtntag (o gpdypa Sev ennpedotnie, To épfipua ennpedatnike) atov enip kol évag

whoyudva and opotd §fva awpatifio. Mo xpnowponoieie edv nopampodvial abidhuto npoidy fi Eéva
owpaTibia,
9. Edv o Bndhupa bev xp opéowd, fk. napypape 6.3 yio Tg ouvirikeg pdkagng.

KiBe cxpnaponointo gappokeutkd npoidy fi undheippo Npénet va anappinTeTol GAPpUvE Pe T KTd TENaug
itouagsg oxetkeés Biatdgeic. 7. KATOXOE THE AAEIAL KYKAO®OPIAL Bristol-Myers Squibh Pharma EEIG,
Plaza 754, Blanchardstown Corporate Fark Z, Dublin 15, D15 Ta47, Iphovbio 8. APIGMOl AAEIAL
KYKAO®OPIAE EL)/1/20/1452/001. ELV1/20/1452/002 9. HMEPOMHNIA NPOTHE ETKPIZHE/ANANENEHE
THE AAEIAE Hpepopnvio npatng éywpiong: 23 lowviou 2020 10. HMEPOMHNIA ANABEOPHIHL TOY
KEIMENOY (02/2021. Aemopepeic ninpopopie Y10 10 napdv @appokeunkd npoidy civan BioBéope; oo
fwtuakd tdno tou Eupwnaikod Opyovopod Gappdkuy: hitp,'www.ema.europa.eu.



® IYNOMTIKH MNEPIAHWH TON XAPAKTHPIZTIKQN TOY MPOIONTOZ
- . . . v To papuako autd TEAel UG OUPTTANPWHATIKY TtapakokoUBnon. Auto Ba sTTpéel To Ypryopo
npoodloplopd vEwv MAnpopoplly aopalens. Znteital and ToUg emayyshuatieg Uyeing va

rituximab avagépouv omoleodnnote Bavoloyoupeveg avemBopnteg evépyeleg. BA. mapdypago 4.8
Yl ToV TpOTo avagopac averBipnTwy eVEpyeLby.

1. ONOMAZIA TOY ®APMAKEYTIKOY NPOIONTOZ: Rixathon 100 mg mukvd Sidhupa yia nopaokeun Siahupatog npog €yxuon Rixathon 500 mg mukvd dudhupa yia
napaokeur] SlahUpatog mpog £yxuon 2. MOIOTIKH KAI NOZOTIKH ZYN@EZH: Rixathon 100 mg mukvd S1dAupa yia mapaokeur] SlaAupatoc npog gyyuon: Kade
plakidio Twv 10 ml mepléxer 100 mg rituximab. Rixathon 500 mg nukva Swakupa yio napaokeun Sakipatoc npoc £yyuon: KaBe guakibio twy 50 ml mepiéyet 500 mg
ntuximab To rituximab gival £va ¥aipiks povorhwviKo avTiowpa pudc/avBpwou ToU MapayeTal Je TV TEXVOADYID TG YEVETIKIC UMYAVIKNS KOl QvTIMpoownelsl
pin yhukoluhwpévn avoooopalpivy pe otaBepéc meployéc avBpwmune lgG1 kol ahnhouyiec petaBAnTic mepoync ehagpwv kol Popswv aklowv puikhc
npogheuang. To avTiowpa napdyeTal and evawwpnua kahhépyelag kuttdpwy Bnhaomikod (Chinese hamster ovary) ko kaBapiletal pe ypupatoypapio ouyyeveing
KoL avtahhayn ovwy, oupnepthappavopgvuy Sndkaowy adpavoroinong kol anopdkpuvang Twv ewlkdy wy. Exboyo pe yvwotr dpdon: Kade pakibo Twy 10ml
nepieyel 2,3 mmol (52,6 mg) vatpiou. KaBe guakidlo Twy 50 ml nepiéyet 11,5 mmol (263,2 mg) vatplou. MNa Tov mhnpn katdhoyo Twv ekdaywy, Bh. napdypago 6.1.4.
KAINIKEZ NAHPO®OPIEZ. 4.1 Ozponeunikég evdeifeic: To Rixathon evieikvutal oe evijlked yia Iic napaxdtw evieifeic: Mn-Hodgkin Aepgwpa (NHL): To Rixathon
evBeikvutal yia ) Bepansin pn npoBepansupévav evihikwy aoBevav e olwdec Aéupupa otadiou -V o ouviuaopo pe ynuetoBepanela. H Bepaneia ouvrpnonc
Je Rixathon evBelkvutal yia ) Bepanela evnAlkwy aoBeviv Je olwdec Aéppwpa ol onolol avianokpiBnkav om Bepanela spddou. To Rixathon evielkvutal we
povoBepaneia yia m Bepanein evihikwy aoBevav pe ofwdn Aeppwypata otadiou -V nou eival avBekTikd o ymueloBepancia 1) mou eivar ot Geltepn n os
£MakGhouBn unotponr PeTd  ynuewoBepansia. To Rixathon evielvutal, os ouvBuaopd pe ynuswBepansio CHOP (kukhopwopapidn, GoEopoupuwivn, Buvkplativ,
nipedvifohdvn), yio ) Bepanein evnAkwv aoBevav pe didxuto wn-Hodgkin Aéupwpa ané peydha B kuTtapa pe Betké CD20. To Rixathon oe ouvbuaops pe
énualoezpunsm gvBeikvuTal yia T Bepaneia nadiaTpday aoBevav (Nhking = 6 pnvav £we <18 eTwv) pe un npoBepaneupgvo, Mpoywpnuevou oTadiou pe Bemikd

D20 Suiyuto Aéppuwpa and peyaka B-kUttapa (DLBCL), Aéupwpa Burkitt (BL)/Asuyawia Burkitt (oEeia Aeuyawla and wpuya B-kitrapa) (BAL) f Aépgpuwpa Tomou
Burkitt (BLL). Xpovia Aeppokuttapikn Aeuyaia (XAMA): To Rixathon oe ouvBuaopd pe ympeloBepaneia evielkvutal yia m Bepaneia pn mpoBepaneUpevuy Kol 08
umotponr)/avBekTikwy aoBevav pe XAA. Nepopwopeva Sedopeva eival SaBEoiun yio v anoTeheouankdTa KoL TV aopdiela o8 aoBeveic Tou Eyouv Adpel
NponyoueyT) aywyr Pe povokhwvikd avmowpata oupnepihapBavopsvou Tou rifuximab 1 avBexTik@v aoBeviv og mponyolusvn Bepanela pe rituximab ouv
¥nuelBepanein. BAéne napdypago 5.1 yia neparepw mhnpopopiec. Peupatoedng apBpimda: To Rixathon oe ouvBuaopd pe peBotpetdm evleikvutal oe evihikes
aoBevelc yia ) Bepanela e ooapric, evepyol peupatosbolc apBpludac, ol onoiol iyav avenapk aviandkplon 1 duoaveEin og dlha TpomonomTkad ™ véoou
avTipeupaTkad pappaka (DMARD) oupnepthapBavopévng piag 1 meploooTépwy Bepaneldy avaoToARg Tou napayovta vEKpuong Twv dykwy (TNF). To rituximab £yet
Beifel 0 pewdvel To puBpo eEEMENS NG apBpikng BAABNG, dnwg peTprnke pe akTiveg X kal BEATIOVEL T gUOLKT AEITOUpPYIKOT T, OTAV XOpTyEiTalL 08 guvBUaopd
e peBotpeEam. Kokkuopdtwon e nohuayyelinda kol gikpookomikn nohvayyeinda: To Rixathon, oe ouvBuaops pe yhukokopTikoeldn, evielkvutal yia ) Bepaneia
evnAlkwy aoBevdy pe oofapr, evepyd Kokkwydtwon Je ohuayyelnda (Wegener) (GPA) kot pikpoakormikr ohuayyelinda (MPA). To Rixathon, og ouvBuaopd pe
yAukokopTikoeldr), evieikvuTal yia mv enaywyn mg Ugeong oe nadiatpikols aoBevels (NAwiag = 2 €wg < 18 eTwv) pe coPapr, evepyo GPA (Wegener's) kat MPA.
Kown népgiya (Pemphigus vulgaris). To Rixathon evdelkvutal yia ™ Bepansin aoBevawv pe pétpla £wg oofapr) kowr) néugya (Pemphigus vulgaris, PV). 4.3
Avrevdeiteig: Avievieieic ypriong o pn-Hodgkin Aépgpwpa kat ypovia AepgokuTtapikn Aeuyapin: Ynepeuwotnoin om Spaomikn oudia i 08 MpwIEiveg puog, 1) oe
Kamow and 1a dika Exdoyn Tou avagepovial omv mapdypago 6.1. Evepyec, coPapec howwEelc (BA. mapdypago 4.4). AcBeveic oe oofapr katdotaom
avoookataoToAng. AVIEVAEIEEIS YPRoMC OTN Peupatoetdn] apBpiude, KOKKIWUATWON PE ToAUAYYEUTISO, [IKPOOKOTIKY MoAuayyeltida kai Kown mépglya:
Ynepeuawbnoia om dpaoTn ouoia 1) 08 MPWIEIVES PUGC, T) OF KAMOLW amo Ta ahka exdoya mou avapepovial oy napdypago 6.1. Evepyec, ooPapec AowwEelg
(BA. napdypapo 4.4). AoBeveig oe oopapn Katdotaon avoookataotohic. Zopapr kapdlaki avendpkela (otadiou IV kata New York Heart Association) fj ooBapr, pn
eheyydpevn kapllakn véoog (BA. napdypago 4.4 avagopikd pe AMeg kapdlayyelakés véoous). 4.4 EWlIKEG mposidomoIfoeis Kal MpoQUAGEEIG KaTd T Xprion.
hyvnhaowdmra: Mpokewevou va BeAnwBel n ymhaopomTa Twy BOACYIKLY POPUOKEUTIKGY TIPOIGVTWY, TO dvopa ko o aplBpde naptidag Tou yopnyoupuevou
PapAaKou MPEMEL va kaTaypapeTal e oagriveln. Npoioloa nohusomiaxr AsukosykepahonaBeln: ke dhoug Toug aoBeveig, ol onolol unoBalhovial os Bepansia yia
peupatosldn apBpinda, GPA, MPA f kowr népgiya pe Rixathon Ba mpénel va Toug MapéyeTal n kapTa mpoeidornoinang aoBeviw P& kdBe £yyuan. H kapta
npogbonoinonc nepihapfdvel onpavikes mAnpogopiec aopdiela yia Toug aobeveic avapopka e Tov mBavo auEnpévo kiviuvo howwEewy oupnephapfavopgnc
kol mg mpololong molueoTiakng AsukogykepahomaBewag (MNA). Exouv avapepBel mohl ondviec mepimtwoelq Bavamgdpag mpoioloag MOAUEOTIOKNS
heukoeykegahonabelag (MNA) katomy ypriong Tou ntuximab. Ov aoBeveic Ba npenel va mapakohouBolvim o TaKTA SaoTipata yo kaBe véa 1| embewwpgva
veUpohoylkd oupmTwpata ) onpeia nou pmopel va unodnhwvouv NNA. Edv undpyel undvowa NNA, Ba mpenel va dakomnel dpeoa n MEPMITEPW XOPNYTON LEYDL va
anokAeiwBein MNA. 0 yiatpdg Ba npénel va agloAoyrioel Tov aoBevi wote va kaBopioel edv Ta oupnTdpata eival eVBEIKTIKG VEUPOADYLKTIC BUOAEITOUPYING Kal av
auTd wylel, edv autd eival mBavov va unodnidvouy NNA. H guppouln Neupohdyou Ba mpenel va Bewpeital we khvikd eviederypévn. Eav unapyouv apgipohies,
Ba npénel va yivovtal nepaitépi EeTdoelg, petakl Twy omolwy nephapBavovtal n jayvnTik Topoypapia katd mpotignon pe avtiBeon, n eETaon eykepakovuTiaiou
uypol (ENY) yia DNA tou 100 JC kaBig kal Bladoyikée veupohoyikes extiunoelg. 0 yiatpde Ba npénel va elval og enaypunynon yla supnT@pata nou unodnh@vouy
MNA, Ta omoia o aoBevrc mBavov va unv Mapamproet (M. yvwoakd, veupohoyikd 1 guyatpikd oupmtapata). Ot aoBeveic Ba mpénel va oupBoukedovial va
EVTUEPLVOUY TOUC OUVTPOPOUS ) OUYYEVEIS TOUC OYETIKAG pie T Bepaneia Toug, agol umopel va mapatmprioouy oUPNT@PaTa Ta onola o aoBevic dev yvwpilel Eav
o0 aoBevrg eppavioet NNA, 1o Rixathon npénel va SlOKOMTETAL OPIOTIKA. KaTdmv enavapopac Tou avooonomTikold gugTrhaTos 08 avoooKaTEoTahEvoUS aoBevelg
pe NNA, £yt napatmpnBei otaBeponoinon 1) Behtuwpéwn £xpaon. Nopapével dyvwaoTo £av ) Tpwipn aviyveuon e NMNA kot n Sakor me Bepanging pe To rituximab
ival mBavd va odnynoel oe ataBeponoinon fi oe BehTiwpévn ekpaarn. Mn-Hodgkin Afpgpuwpa kal ¥pdvia AepgokuTTapikn Aeuxailia: 2xenddueves ye v Eyxuan
oviidpdoet: To rituximab oyeTifeTal pe o¥ETILOPEVES e TV £YXUOT QvTIOPACELS, 0L OMOIES EVOEYETAL va OYETI(oVTIOL Pe TNV anmeheUBEQWOT) KUTTOPOKIVAV KA
ahhwv ymuway diapecohafntwy. To olvipopo aneleuBepwang KUTTapokvay evieEyeTal va pnv Sakpivetal khvikd and Tig ofeiec avnibpaoelg unepevaoBnoiag.
To ouykekpipévo alvoho avidpdoswy, To omolo nepihappavel To olvipopo aneleuBEpwong KUTTapokiviy, To alvipopo AUamg Tou dykou, TIC avoQUATKTIKES
avnidpdoelc kol T aviidpdoslg unepeualoBnoiag neprypageTal om ouvexeln. Exouv avapepBei ooBapéc oyeTiopeves pe mv £yyuon aviilipdosic pe Bavampopo
£Kkpaon Katd T SIapKeL TS HETEYKPITIKAS Xpriong Tou okeudopatoeg eviophepiag yopriynone tou rituximab, pe évapin n onoia kupaivetal detagl 30 Aentav £wg
2 Wpwy PETA and my EvapEn me npwme eviopheplag eyxuone tou rituximab. 01 avniBpacslc autég yapaktnpiloviay and mveuPoviKa oupBapata Kol o oplopEveS
TEPIMTWAELS MepteAdpBavay my Tayeia AUom Tou OYKOU Kal XapakmPIOTIKG TOU OUVDPOHOU AUGT)G TOU OYKOU, EMUTAEOV TOU TIUPETOU, TWV PIYWV, TG UNGTAONG, TG
KviBuwang, Tou ayyelooldnpatod Kal Twv dikwy ouprtwudtwy (BA. napdypago 4.8). To coBapd ouvﬁpuuo aneAEUBEPWONG KUTTAPOKIVIOV Xapakmpiletal and oopapn
GUonvola, ouxva ouvoBeudpevn and Bpoyydonacuo kal unofin os ouvuaoud Pe MUPETE, gpikia, piyn, kKvibwon kol ayyewoidnua. Autd To alvdpopo unopel va
OYeTilETOL Pe Pepkd ¥opakTnploTkd Tou ouvBpopou ADoewc dykou Omwe umepouplyain, unepkahawio, unaoBeoTiaio, UNepguopataia, ofein VEQPLKY
avemapkela, auEnpevn Tiun yahakTikng apudpoyovaons (LDH), kaBwe kai pe ofsin avanveuoTikn avendpkeia kal Bdvato. H ofeia avanveuoTikr avenapkela propei
va guvobeleTal and oupBapara, dnwe Suapeon mveupovikn dinenom 1 oibnua, epgavi oy akTivoypapia Bwpakn. To ouvBpopo ouyva exBnhavetal péoa os pia
G0 wpec and v Evapén me npamg £yyuong. 01 aoBeveic P (OTOPIKG MVELPOVIKTC avedpkelag i Le GujBna Tou nvedypova and dyko meavdv va avTPeTwifouy
auEnUEVD KivBuvo avemapkoUs anoTeEAEoUaTos Kal Mpensl va avietwnifovial pe auEnpévn npoooyr. H éyxuon npenet va SlakonTetal auéows oe aoBeve(q nou
avanTtiooouv oofapd olvipopo aneheuBépwane KuTTapokvay (BAEME Napdypago 4.2) kol MPEMEL va Yopnysital smBETKN oupnTwpanky Bepanein. Enedn n
apyikn PeATiwon Twy KAWVIKWY gupnTwpdtey pnopei va akohouBnBel and emdeivwon, ol aoBeveic autol npénel va napakohouBolvial gTeva, PEXPL T0 oUVBPOLUD
Mogwe Gykou kal i nveupovikn dmenon va xouv anodpayel 1 anokAeoBel. Metd v niipn Opeon Twy onueiwy kol gupnTwudtwy, n nepaitépw Bepaneia Twy
aoBevwy omavia £XEL 0av anoTEheopa v enavepgdvion cofapou ouvdpopou aneheuBépwang kuttapokvwy. O aoBeveic pe unhd goptio dykou 1| peydho aplBps
(= 25 x10%1) kukhogopolvTi KakorBuv KUTTapwy onwe ol agBeveic pe XAA, ovonoiol evieyeTal va datpéxouv peyahitepo kiviuvo avarmuEng iaitepa cofapol
oguvipdpou aneheuBeEpwone kuttapoxkivay, Ba npénel va avtpstwnifovial pe sEmpetikd peyaAn npoooyn. O ouykekpiuévolr acBeveic Ba mpénel va
napakohouBolvial mohd oTevd katd  Suipkela M Mpawmg £yyuonc. Ze autolc Toug aoBevelc, Ba mpénet va eEeTaleTal To eVOEYOUEVD SRAPUOYNC LELWUEVOU
pUBuoU £yyuang katd my rpwn £yxvon 1 Saipeon me ddone os dlo PEpeg Kata T SidpKela ToU MPpWToU KUKAOU Kal omolwvannote enakdouBuwy kikAwy, v o
aplBpde Ty AepgokuTTapwy sEakohouBel va eival = 25 x 1091, ‘Exouv nopampnBel avemBupntes evépyeled ohwv Twv sliuv oyeTGUEVES Pe TV yyuam
0& TOo0O0TA 77 % Twv aoBevav mou £haBav rituximab (oupnephappavopévou Tou ouvdpopou anesuBEpwanc KUTTapoKV@Y, JE ouvodo undTaon Kl Bpoyydomaopo
o0& nogootd 10 % twv agBevdv) BAéne mapdypago 4.8. Ta gupntduata autd eival ouviBwe avagtpedpa pe T Slakom me eyyuang rituximab kal m yoprynan
£VOC QWTINUPETIKOD, EVOS avILoTapvixoU Kol evioTe, ofuydvou, eviopheBiou puolohoyikol opol 1| BpoyyoGlnoTahTikay kal yAUKoKopTIKoEGwY, epdoov anareital.
Mapakaholpe dopacTe avwiépw yia To olvdpopo aneheuBEpwong KUTTapoKkvay yia coPapéc avridpdoelg. Metd and eviophéfa yopriynon mpwisivav o
aoBeveic Exouv avapepBel avapuAaKTIKES kal AMAeg avmibpdoels unepeuaobnoiag. Ze aviiBeon e To olvdpopo aneheUBEpWONG KUTTOPOKWGY oL ainBeig
avniipdoslc unepeuaoBnoiag sppaviiovial YapakmploTka péoa og AMya AenTd amd v EvapEn mg £yyuonc. GapPakeuTikd mpoidvTa yia TV avTILeTWIon Twy
avTibpdoewy Unepeuaiofnoiag, dnwe emveppivy (adpevakivn), aviugTapwikd kal yAUKoKopTIkoElEN, mMpenel va eival SlaBeoa yia dpeon xprion og nepinTwan
eppavians alepyikng avtidpaong katd m yoprynom tou rituximab. Ot khvikeg exdnhwoeig e avapuhakiog pnopei va sival mapopoles e TG kAVIKES exdnAwoelg
Tou ouvBpdpou aneheuBEpwang KUTTapokvay (Meprypagetal mo navw). Ot ovndpaosic mou anodidovinl o& unepeumoBnoia £xouv avagepBel AydTEpo ouyva og
oy£0n We T avTidpdoelg nou anodidovial oto olvBpouo aneheuBEpwong kuTtapokvay. Emmiéoy aviibpaoei mow avapepBnKay 08 oplojEva MEPIOTATIKA TTaV
£Qppaypa Tou puokapdiou, KOATIKY pappapuyr), Tveupovike oldnpa kat ofsin avaotpéyyn Bpopponevia. Eneidn siva duvatdy va napampnBel undtaon kata m



Biudpkewn Mg ¥oprymome Tou ntuximab, mpénel va eEeTaleTal To evieydyevo anogUyNG Xoprynans aviwneptaokol gappakeuTikol 12 wpeg Mpw and my £yyuan
Tou Rixathon. Kapdiakéc diatapayéc: Ie aoBevelg mou akohoUBnoav aywyr pe rituximab £xouv napouolaoTtel oTnBAYYT), KAPGIOKES apPUBKIES, OMWES KOATIKGG
MIEPUYIOPGE Kol Hoppapuyr), kapdlokn avenmdpkeln kayf éugpaypa Tou puokapdiou. Emopévwe, of aoBeveic pe wtopkd kaplomaBewe Koyt kopdotofuwn
¥nuewBepanein npenel va napakohouBolvtal oteva. Awarodoyiwes rofiomres: Mapdho mou To rituximab we povoBepaneia Sev elval puehokataoTakTikd, TPETEL
va GoBei mpoooy drav avipeTwnileTal Nepimwon aywyng aoBevwy pe oudeTepdpiha < 1,5 x 1041 kavh e apiBps ayonetakioy < 75 x 1091 kaBwg n kKhwu)
SUMelpia 0 auToV Tov MANBUOHO sival Meploplapéwn. To rituximab ypnollonolrBrke, anoudia MpokAnong puekoTofkomTac, o 21 aoBevelg Mou unepArBnoay os
auTdhoyn petapdoyeuan puehol Twy ooTwy, KABWE Kal 08 AMes opaded kivBlivou pe evieyopEvg MepOpLOPEV AeiToupyia Tou pughol Twv ooTwy. Da Mpenel va
BlevepyoUVTal TAKTIKEG YEVIKES (IUATOADYIKEC EEETAOEIC, oUPMEPIAQUBavVOLEVWY ToU aptBpol TwV oUBETEPORIAWY Kal TWY QWOMETAMWY Katd ) Sldpkela TG
Bepansing pe Rixathon. Aoiwwieig: Zopapeg howwkeis, oupnepthappavopévuy Twv Bavamngpdpuwy, pnopei va oupBoly katd m Sdpkewn e Bepaneiag pe ntuximab
(PA. mopaypagpo 4.8). To Rixathon &ev Ba mpénel va yopnysital og aoBeveic e evepyd, ooBapr hoipwEn (my. pupativan, onjaipia Kol EUKMPIOKES AowpwEel, BA.
napaypago 4.3). O yiatpoi Ba npénst va elval moAl npooskTkol drav sEeTalouv ™ ypion Tou Rixathon o aoBevelc pe WTopwd unotpomalouody 1| Xpoviwy
howwEgwv 1) mpolnapyouody KaTaoTaoswy ol onoieg umopei va mpodiaBETouy nepaitépw Toug aoBeveilc oe Bapud hoipwkn (BA. napaypago 4.8). Eyouv avapepBel
MEPINTWOELS ENavevepyomoinang nnatindag B, e atopa mou hdppavav rituximab oupnepihappavopéviy avapopwy kepauvofdhou nratindac, pe anoTéheoyun
Bavato. H MASLOVOTITA QUTGY TWY ATOPWY EKTEBNKAV £MioT|C 08 KUTTOPOTOEKT Bepaneia. Meploplopéveg MANpogopieg and pin PEAET aoBEVWV 08 UNOTPOTTH/
avBexTawv pe XAM unodewkviouv 6 Bepaneia pe rituximab mBavéy va emdewdoel To anoTeheopa Twv KUpuwy AowwEewy and nnatimda B. 0 ekeyxog yia Tov 10
me nnatindag B (HBV) Ba npénel va Siekdyetal oe dhoug Toug aoBevei mpwv v a\rup%mq aywync pe Rixathon. Autde Ba mpénel va oupmephapBdvel
TouhdyioTov aviyveuon HBsAQ kat aviyveuan HBcAb. O éheyyoc unopel va oupmephappavel Kol AALoUS KnTaAANAOUC GEIKTES oUWV LE TIC TOTIKEC KATEUBUVTIPIES
obnyiec. O aoBeveic pe evepyd nnatimda B Gev Ba npenel va happavouy aywyr pe Rixathon. 01 opohoyikd BeTikol aoBeveig (eite yin HBsAg &ite yia HBcAb) Ba
TIPEMEL Va oUPBoUAEUOVTAL EDIKOUC NTATOAGYOUS TPV amé v EvapEn g aywyng kal Ba MpEMel va napakohouBolvial kal va avTeTwmi{ovial ouugwva Je Ta
TOTIKA LATPIKA TIPOTUMA, WOTE Va TPohauBaveTal 1) enavevepyomnoinon me nratindag B. Eyouv avapepBel Mol omAvEs MEPITTWOELS TPoioUoag MOAUEOTIAKAG
heukoeykepahonaBelag (NNA) kara m duapkeia yoprynong ritiximab oe NHL ko XAN petd mv kukhogopia Tou mpoidvTog (BA. napaypapo 4.8). H mhewoymein Tuv
aoBevwy EAapay rituximab oe ouvBuaopd e ynuetoBepansia f we LEPOC Hing HETAPGOYEUOC APYEYOVWY AILOTIOMTIKGY KUTTApwy. Avodoromaer: H nopaAsla g
avooomoinong e spBoha [oviwy Wy, PeTd and Bepaneia pe rituximab dev £yel pehemBel oe aoBevel pe NHL kat XAN kol o epBoAaopod e pfoiia JUVTLY v
Be ouviotdtal. Qv aoBeveic mov £hapav aywyn) pe Rixathon pmopolv va haouv epBohia pn {uwviwy wv, evioltog, pe epfolia pn {WvTwy Wy T0 MOT0OTA
QVTAMGKPLOTG Kopel va HelwBolv. Z€ pia pn TUXIomotnUEvn ek, ol eviiiKeg aoBevelg oe UTOTparT He Xapnhng kakenBelag NHL Tou £xaBav povoBepaneia
LE rituximab, dtav ouykpiBnKkay Le UYIEIS oTo okehog si\svxou nou Bev efyav AaBel mpomnyoUpevT aywyr eixav ulKDOl’EpO TOO0OTO AVIATOKPLOTG 08 suBoi\luouo He
avapvT|oTko epfoMaopo pe avtiydvo Tetavou (16 % evavii 81 %), kai Keyhole Limpet Haemocyanin (KLH) 1o veoavtiyovo (4 % évavti 76 % otav extiudral yia =
2 gopéc aUEnan Tou TiThoU Tou avTiowpatog). e aoBevelg we XAA mBavokoyolvial napopola arnotehéopata, hapRavovtag uméyn Tic opoloTrTes peTagl Twv Guo
voouwv, opwe kATl TETolo Bev Exel BiepeuvnBel oe khvikeg dokwes. O p€oog dpog npobepaneuTkwy TITAWY AVTIOWUATWY EvavTl piag opddag avitydvuwy (Mveupovia
and oTpEMIOKoKKo, ypimmn A, 10¢ nopwiindag, 16e epubpag, avepeuhoyid) Suampnénkay yia Toukdyotov 6 urveg petd v aywyn pe rituximab. Agpuanikés
aviidpaoetg: Eyouv avagepBel coBapeg deplaTkeg aviibpaoels, dnwg elval ) ToEKN eTudeppIKY vekpohuan (ouvdpopo Lyell) kat To ouvdpopo Stevens-Johnson,
OPIOUEVES €K Twv omoiwv efyav Bavatngdpo £xkpaon (BA. mapaypapo 4.8). ke mepintwon eppdaviong TETowU oupfdviog, mou eviexopevwe oyeTiletal pe To
rituximab, 1) Bepaneia Ba MPEMet va BlakKoTEl oplOTIKA. Taidiateikas mANGUOLOS: YTApYoUY JoVo Teploplopeva deBopéva yia aoBevelc NAKIAg KATw Twy 3 eTwy.
BAgme I'Iupﬂ\rpmpn 5.1 yila Meploo6Tepes MANpogopieq. Peupatoetdng apBpiuda, Kokklwpdtwon He noAuayyeunda (GPA), pikpookoruk nohuayyeluda (MPA) kat
kown mepgwya: [IAnBuaiol e peuyatoeldn apdpinda nou dev £xouv Adfet pebotpetam (MTX): H yprion Tou rituximab dev ouviotatal oe mhnBuouous mou dev
£Youv AaBel mponyoUpevn Bepaneia pe peBotpegdm, debopsvou 0TI Bev £Xel TeKUNPLWBEL pia EUVOIKY) aY£an KIvBUvoU-0pENoUS. AVTIBRATELS TTOU OXETICOVTal g
my £yyuan: To rituximab ouvodeleTal and avidpaoslg mou oxeTi{oval Je ™v yxuon (IRR), ol onoieg pnopel va opeovtal 0T aneheUBEPWOT TWV KUTOKIVDY
KauT) kv ymuwav Slapecohapntwy. Ze aoBeveic pe peupatosldn apBpinda exouv avapepBel coPapég oyenlopeves pe v £yyuon avidpdoeg (IRR) pe
Bavamedpo £KBAOT HETA TV KUKAOPOPIL TOU gappakou. I peupatosldr apBpitida, ol MePIOoGTEPES OXETOPEVES LE TV £YXUOT QVTIBPAOELS TIOU avapepBnkav
08 KMVIKES BoKIugS fTav mag £we PETpiag cofapdmrac. Ta mo ouyvd oupmTwuata fTav ahepykeée aviidpdoelg dnwe kegakakyia, kvnopds, epeBioude Tou
hawou, £Eayn, eEavBnpa, kvidwan, unéptaon ko nupelin. Ze yeVIKES ypappES, To Moo0OTd Twv aoBevwy mou ekdniwoay omoladnnote aviidpaon Eyyuong frav
UYNAGTEPO LETA TNV TIPWYTT) £YUO) QN6 6,TL PeTd T deUTepn Eyxuon oroloudinote kukhou Bepareiag. H ouxvoTTa Twy OXETILGHEVWY [e TV £yXUoN aviGpaoswy
(IRR) ustwﬂnna e ToUG enaxkohouBoug KUKJ\OUQ (BA. nupuvpuq}o 4.8). 01 avudpaoelg mou uvutpspﬂnkuv qmv oUVTIBWE avagTpEyIies P M ustwon Tou puBpou, 1)
laKoTT TG EYYUOTIG TOU rituximab kat YOpRynong evog aviimupeTIkol, EVOS avIuoTapvikoU Kai MepLoTaotaka ouyovou, evioghepiou opou 1 BpoyyobiaotaTikiy
Kol yAUkokopTikoedwy, epdoov anatteital. 01 noBevelc pe mpoindpyouoss kKapdlakée ouvBrkes kal SKE(VOL TIOU EPQAVIONY TIPOT|YOULEVIC KapOlOTVEUNOVIKES
avemBUunTES EVEPYEIES MPENEL va napakohouBolvTal oTevd. Avahoya pe T ooPapdmra g oyenlduevns pe v Eyyuon aviidpaong (IRR) kol Twy anarolpevay
napeypacewy, TPEMEL va dlakomel Tpoowpva f pévipa To Rixathon. ZTIC MEPIOOGTEPES MEPIMTWOELS T) £yXUON Unopel va Eavapyioet 0& katd 50 % pelwpévo puBpo
(my. amd 100 mg/wpa og 50 mg/wpa) GTav Ta ouPMTWHATa £xouv ohokAnpwTkd unoywprioel. Ba mpénet va undpyouv GluBioa pappakeuTKd Mpolovia yia mv
avTieTwmon aviidpdoewy UnepeuaioBnoiag, onwe emvegpivy (adpevahivi), aviuoTopvikd kol yAukokopTikoeldn), yua dueom ypron oty mepimwaon ping
AMEPYIKTIC avTiBpaang Katd T yoprynon Tou Rixathon. Asv undpyouv Gedoleva yia TV aopakela Tou rituximab og aoBevels e PETPLA KOpSIaKT) QVETIAPKELD
(otadiou NIl kata NYHA) v coBapn, | eheyyduevn kapdlayyelakn vooo. Ze noBevelc mou éhapav Bepamein pe rituximab, €yel mapatnpnBel 1 peTATPOM
npolnapyouowy WYAIKGY kKapdlakwy KaTOoTAOEWY 08 CUPMTWPATIKES, ONw 1) aTnBAyyN kal To Epppayua puokapdiou, kaBuwe eMioNC Kal KOATMIKT HappapuyT) kal
MTEPUYIOPGS. ‘ETOL, 08 108eVE(C LE YWWOTO KapBLOAOYIKO LOTOPIKG, KAl 08 EKEIVOUS TIOU ERQAVIOV TIPONYOUPEVIG KapBLoAVATMVEUOTIKES avemBUNNTES EVEPYELEG,
0 Kiviuvog kapBlayyelokdv emmAoKdY moU evexouv oL aviidpdoelg £yyuong Ba npeénel va happdvovtal undyn mpwv  Bepaneia pe Rixathon ko o aoBeveic va
napakohouBolvial oTevd kata ) Gdpkewa me yopRynong. Knbuwe unopei va eppaviotei undtaon katd m Sidpkein me £yxuong rituximab, Ba mpénel va happavetal
UTGYM 1 aroguyt TS X0pHyNong avIlUNEpTaoKWY PapuakeuTikmy 12 mpec Mpw and v £yxuan Rixathon. O oxeTilduevec pe my £yyuon aviidpaoelg (IRRS) otoug
aoBeveic ue GPA, MPA kal kowr MEppIya 1AV OUVETIES [le QUTES TIOU napatnprBnkav oToug aoBeveic pe peupatoeldn apBpimda o8 khvikeS BoKILES Kkal amd v
gpnewpia petd myv kukhogopia (BA. mapdypapo 4.8). Kapdiakég diatapayeg: Ie aobeveic mou akoholBnoav aywyn We rituximab £youv mapouoaoTel omBdyyn,
KOpGlaKES appuBpieg, GMWE KOATIKGS MTEPUYIONGS Kol papuapuyn, kopdlakn avemdpkeln kot éuppaypa Tou puokapdiou. Emopévwe, ol noBeveic pe 10ToPKD
kapdlakng vooou Mpenel va napakohouBolvial atevd (BA. Avibpacelg ol oxeTilovial pe v Eyyuan, napandvw). Aoiwwéers: Me Baon to pmyaviopo dpdang Tou
rituximab kat Gedopévou 0Tt B KUTTapa naifouv £vav onuavTIke poho oTn SLATHENON TG GUOLOAOYIKN S QVOTOAOYIKTIC QTIOKPLONG, 0L A0BEVELS eVOEYETAL Vi BIOTPEYOUV
auEnuévo kivduvo poAuvong petd ) Bepaneia pe rituximab (BA. mapdypago 5.1). Zopapeg howpmEelg, oupnephapBavopévoy Twv Bavampepwy, Hnopolv va
oupPolv kata m Sidpkewa e Bepaneiag pe rituximab (BA. mapaypago 4.8). To Rixathon dev Ba npgnel va yoprysital oe aoBeveis pe evepyo, ooPapn AoipwEn (my.
QuuaTiwon, onwaia Kat sukaiplakes AopmEelg, BA. napaypago 4.3) 1) Papld avoookateaTahlévous agBevelg (my. dtav Ta enineda wv CD4 v) CD8 elval moku
yopnAd). O1 yiatpol Ba mpémnel va elval oAl MpooekTKol 6Tav £EeTAlouv I yprian Tou rituximab o noBeveic [e 10Topo unoTpomalouoy 1) Ypaviwy AoHEEwWY
1| npolnapyouowy kaTaoTdgewy oL onoieg propei va npodlaBsTouv nepatepw Toug aoBeveic oe fapd hoiuwEn m.y. unoyappaopaipvaipia (BA. mapaypago 4.8).
Zuviotdtal va kaBopilovial Ta emineda e avoooogaipivg mpwv v évapEn e Bepaneiag pe Rixathon. AoBEVEIC ol ool avagépouy oTJEia Kal OUPMT@HAT
hoipwEne petd m Bepanein pe Rixathon Ba mpenet va aflohoyolvial eykaipwe kal va AapBavouv myv katdnin aywyn. Npw GoBei évag enakdhouBog Kikhog
Bepaneing pe Rixathon, ol noBeveic Ba mpénel va enavafwhoyolvial yio kaBe mbavd kiviuvo howwEewy. Exouv avagepBel Mokl omdvies MEpINTWOELS
Bavamedpac npoioloas MoAUEOTIAKNC AsukosykepahonaBelag (MMA) katdmw Xprong Tou rituximab yia ) Bgpaneia me peupatostdols apBpitdag Kal autoavoowy
voowv, oupnepthapPavopévol Tou Zuompatikol Epubnpotwdn Alkou (ZEA) ket me ayyeundag. Aowwfes pronndag 8: Exouv avapepBel meplotamika
enavevepyonoinang nratindag B, o aoBeveic pe peupatoeldn apBpinda, GPA kot MPA mou AapBavav rituximab, cupnepihapfavopeviy kal exkelvwy pe Bavatnedpo
£kPaon. 0 éheyyoc ya Tov 10 ™ nnatindac B (HBV) Ba mpénel va SleEdyeTal og 6houc Toug aoBevelc mpw Ty vapEn me aywync pe Rixathon. Autde Ba mpéne
va gupnepihappaver Touhayiotov aviyveuon HBsAg kol aviyveuon HBcAb. O gheyxog umopei va oupmepthapfavel kot akhoug katahhnhoug Seikteg olppuwva Pe TIg
TOMIKE KateuBuvmipleg odnyieg. Ot aoBevelg pe evepyo nratitda B Gev Ba mpenel va AapBavouy aywyr pe rituximab. Ot opohoyika BeTikol aoBevels (site yla
HBsAg eite yia HBcAb) Ba mpémel va oupBoukelovTal £18IkolC NMATOAGYOUS NPV amé TV EvapEn ¢ aywyng kat Ba mpénel va napakohouBolvial Kal va
avTieTwilovial olppwva Pe Ta TOMIKG 10TPIKG MpATUNA, WoTe va mpohapBavetal n emavevepyonoimon me nratindag B. Ouwn oudetgponevia: MEtpnan
ouBETEpopiMY TP and kaBe kUkAo Rixathon, TakTika pEXpL Kat 6 prveg Peta ) Swakomn ¢ Beparelag, Kat PETd and onpela 1 oupnTapata AolpwEng (BA.
napaypago 4.8). Azpuanikéc avnidpdoetg: Exouv avapepBel oopapéc Seppatikée avndpdosle, dnwe ival 1) ToEwn emdeppikn vekpohuon (ouvBpopo Lyell) kat To
olUvBpopo Stevens-Johnson, opopéveg ex Twv omoiwv elyav Bavampdpo £xpaon (BA. mapaypagpo 4.8). Ze mepimwon spgdvions TEToloU gupBdviog, mou
evdeyopéviug oyetitetal pe To Rixathon, n Bepareia Ba mpénel va Dlakornel oploTika. Avooorofnon: Ot ywatpol Ba Tipémel va emaveEeTajouv Y Katdotaan
epfohaapol Tou noBevolc kal ol uuBavstq Bo npénel, edv eival duvatdv, va epfoldlovial olppwva PE TIC 1OYUoUTES KUTEUBUVT[]DIEQ 0dNyieg avogonomang npw
v vapEn g Bepaneiag pe Rixathon. 0 epfohinouog Ba mpenel va exel ohokhnpwlel Toukaywtov 4 epdopadeg mpw my mipdam xopiynon tou Rixathon. H
A0QakELd TG AVOOOTolNoNS Je PBOAL ToU TIEpLEXOUY {WVTES 10U, PeTd amd Beparein pe rituximab dev £yl pehemBel. EMopevwe, 0 epBoAAOAS te spRoMa
{wvtwv wiv Gev ouviotatal katd ) Sidpkeia Bepaneiag pe 1o Rixathon n dtav undpyel eEakenn Twy nepipepikwy B kuttapwy. 01 aoBeveic mou happavouy Bepansia
L& Rixathon priopodv va Adpouv epfohaopole un {avTwy pkpoopyaviopwy, eviolTolg, Ta MogooTd aviandkplong epfokivoy un {uviwy wKkpoopyaviopdy unopei va
PelwBoly. Ze pla TuXaLomomuEVr Gokin, ol aoBeveic e peupatosldr apBpinda nou ehapav Bepaneia e rituximab kal ueBoTpeEaT elyav ouykplowa mooooTa
QVTaNOKPLOT|C NG avapvnoTikig Gdomg pe To avTiyovo (eppdho) Tou Tetdvou (39 % gvavti 42 %), pelwpéva MooooTd avianokplong oe epfohio noluoaxyapim
TIVEULLOVIGKOKKOU (43 % €vavi 82 % 0 TouhGyloTov 2 opaTUToUS MIVEUHOVIGKOKKOU), Kal veoavtiyovou KLH (47 % évavti 93 %), dtav yopnynenkav 6 piveg peta



10 rituximab guykpiTka pe Tous aoBeveig mou AdpBavav povo peBotpeEdm. Epdoov ol epfolaopol un {uvTwy pikpoopyaviouwy anarolvial katd m Sdpkeia
Bepaneiag pe To ntuximab, Ba npénel va ohokAnpwBolv Touhdylotov 4 efdopadeg mpw v £vapEn Tou eMopevou kUkAou Bepaneing pe rtuximab. Ano T ouvohr
epmnelpla pe emavahapBavapevt aywyr rituximab TEpLOoGTEPOU TOU EVOS £TOUC 0TI PEULATOELSN apBpimda, Ta MooooTd acBeviy pe BETIKOUS TITAOUS QVTIOWHATWY
EVOVTL TOU OTPEMTOKOKKOU TS MVEUNOVIAS, Twv wv e ypinmng, napwtindag, epuBpdc, avepeuhoyidg kal e Tofivig Tou TETAVOU fTav YEVIKWG Mapopola e Ta
TIOo0aTA Kata TV Evapkn. Zuvundpyouoa/enaxoAoudy Xonorn AWy TOONOMONTIKGY TG VO0OU avTIpEULaTIKGY papudkwy (OMARDS) o) peuyatostdn apbpinida:
H Tautdypovn yprion Tou Rixathon pe aviipeupatikeés Bepaneie, SlOPOPETIKES and auTeg mou kaBopilovial and my evielfn kol m doooloyia TE peupatoelbols
apBpitidag Gev ouvioTatal. Ynapyouv Meploplopéva dedopéva and KAWIKES BOKIPEG WOTE va ekTNBEl MANpWS N 0opakela TC EMAKGAOUBNC Xprong aihwy
DMARDs (oupnepthapBavopévay Twy avaoTohéwv TNF kat aAwv Blohoyikmv) peta m Bepaneia pe rituximab (BA. mapaypago 4.5). Ta daBEoa dedopéva
unodewviouy 611 To Moo0oTd Twy kKhvikd oyeTilduevwy AowEewy napauevel apeTdphnto otav T€ToloU sifoug Bepansieg yopryolvial oe aoBevelc mou Exouv
AGPeL ponyoUPEVWE aywyr e rituximab. EviouTolg ol aoBevelg Ba Tpémet va mapakohouBolvtal oTevd yia onyeia AoipwEng edv BLOAOYIKOL TIAPAYOVTES Kayt
DMARDs ypnowonowoUvtal petd m Bepaneia pe rituximab. KaxonBeta: Ta avoooppuBuomikg gdppaka priopei va auEnoouv Tov kiviuvo kakonBewag. Me Baon mv
TEpLOPLOPEYT) EpMelpia e To rituximab og aoBeveic pe peupatoeldn apBpimda (BA. napdypago 4.8) Ta napdvia dedopsva dev gaiveTal va unodelkviouy auEnpévo
Kivuvo KakorBelag. EvoUTolg, Evag TBavog KivBuvog yia Ty avartiugn oupnaywy oykwv dev propel va arokheloBel autr ) atiyur. ExGoxa: AUTO To gapiakeuTiko
nipoidv nepigxet 2,3 mmol (1) 52,6 mg) vatpiou avd guakifio twv 10 mL kat 11.5 mmel (1) 263.2 mg) vatpiou ava gakibio Twy 50 mL, mou woduvapsi pe 2,6% (yia
10 guakidio Twv 10ml) kat 13,2% (yia 1o prakibio Ty 50ml) e ouviot@pevng and Tov NOY péyome nueprowag mpdohndng 2 g vatpiou péow Slatpoghc, yia vay
evijuka. 4.8 AvemBupnTeg evépyeieg. Epneipia and pm-Hodgkin Aépgwpa ki ypovia Aeppokuttapik Aeuyaiuio oe evijkes: Zuvoyn Tou mpogid aopaeias: To
OUVOALKO TIpopih aopakelag Tou rituximab o pn-Hodgkin Aéupwpa kal XAA Baoiletal os dedopéva aoBevwv amd KAWIKES PEAETEC Kal amo T epmelpla Peta my
Kkukhogopla Tou pappakou. Autol ot aoBeveic éhapav aywyn £ite pe povoBepaneia rituximab (wg aywyn epddou 1 Bepaneia ouvTPNONEG KATATIY QywWYHE £podou)
eite oe ouviuaopd pe ynueoBepansin. O avemBupnteg evepyeieg (Adverse Drug Reactions, ADRs) mou nopamprBnkav ouyvotepa og aogBeveic mou Adupavay
rituximab 1Tav ol O¥ETILOPEVES Pe TV £yyuon avTidpaoelc, ol omoieg ekdnhwankav amy mhelogneia Twy acBevav Kata ™ Gdpkela Mg Mpwme £yyuong. H
EMIMTWON 1wV OYeTIOUEVWY [IE TV EYYUOT) CULMTWUATWY LEWWVETOL ONUAVTIKG e TIG eMakchouBed eyyUoel kol eival pukpdTepn Tou 1 % PETA and okTw GooElg
ritiximab. MNepotatika AowdEewy (kupiwg Paxmnplakdy kol wyevwy) exdniwdnkay oe nepimou 30-55 % Twv aoBevwv katd ) GApKED KAVIKWY PEAETLV OF
aoBeveig pe NHL kat og 30-50 % Twv aoBevov kata T SapKela KAWVIKAG HEAETG oe aoBeveig pe XAN. Ot coBapsg avemBUNTES EVEPYELES TIOU avapEpBnkav 1
napampnénkay ouyvotepa frav: e Avnbpdoeis oxen(dueves pe my £yxuon (IRRs) (oupnepihapBavopgviy Tou ouvBpdpol aneAeUBEpwonG KUTTOPOKIVIY, TOU
ouvdpopou Aloewg Tou Gykou), BA. mapdypapo 4.4, e AowmEelc, Bh. mapdypago 4.4. e Kapdyyewakd oupBduata, Bh. mapdypago 4.4. Alkec ooBapég
avemBupunTes evépysieg gapuakou (ADRS) mou avagépBnkay, oupnepthaufdvouy v enavevepyomoinon g nnatindag B kaw mv NMNA (BA. napdypago 4.4).
KardAoyos avemBuumtwy evepysiuy unmd popgr mivaxa: O ouyvémTeg Twv avemBiuntwy evepyewdv (ADRS) mou avapeépBnrav pe To rituximab, eite wg
povoBepaneia, eite og ouvBuaopd pe ynuewBepaneia, ouvoliovtal oTov Nivaka 3. O ouyvamteg opifovial we Mokl ougveg (= 1/10), ouyveg (= 1/100 fug <
1/10), oy ouyveg (= 1/1.000 £wg < 1/100), onavieg (= 1/10.000 £wg < 1/1.000) ko okl onavieg (< 1/10.000) kaw pn yvwotés (dev pnopolv va exTipnBody
and ta dlaBEoun dedopeva). Eviog kaBe kamyoplag ouxveTTAC, Of QVETIBUPNTES EVEPYEIES MapouoldlovTal Je oelpa gBivouoag coBapdmrag. Ot avernBupnTeg
evepyele (ADRs) mou eviomiomkav pdvo katd m Sidpkela epneipiag PeTd TV KUkAopopin Kol yia exkelves mou 1 ouxvoTTa Gev UNOpPEdE va NpoodioploTel,
napatiBevTalL ot GUVEYED TNV KATTYOPIA «|n yVWaTECs.

Nivokag 3. AvemBUPNTES avTIDPAoElS paplakou (ADRS) Mou avagépBnKav o0& KAWVIKES GoKILES 1 kaTd T SLdpKela TC MapakoAoUBnong LeTd and my Kukhogopia
oe aoBevelc pe vooo NHL kaw XA mou ehapav aywy) pe rituximab pe povoBepaneio/ouvtrpnon 1 oe ouvuaopd pe ynuewobepaneia

KoTnyopia/opyoviko
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NopcEeic kol Bakmplakee AopnEelg, | Inapin, *mveupovia, ToBapn nnA
NoposITWOEIS Loyevele AonEsLs, ‘gUMipeTn LOYEVTIC
*+Bpoyximda hoipwEn, *Epmng holpwEn?
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avanveuaTikol jirovecii
oUoTAHATOC,
HUKNTIAOELE, AOWMEELS
Ayvwomne amohoyiag,
‘okela Bpoyyinda,
‘mapappvoko-mitida,
nnatinda B'
AioTapoygg Tou Oudetepone-via, Avaipia, Matapayég Mapodua) augnon | Ogim
alponoimTIKol Kal Tou Aeukomevia, * eUMUPETY | MAVKUTTApOTE-Via, TKTIKGTNTAC, Twy eTumedwy IgM | oudeteponevia®
Aeppikol ougTipaTog oudeteponevia, *KOKKIOKUTTOPO-MEVIO | amAaaTikn avaiyia, ToU opou®
'Bpopponevia AWOAUTIKY avatpia,
heppadevond-Beia
MoTopaygg Tou AvTibpdgelg Ynepeuawgbnoia Avagpuhakia ZUvbpopo OEein
avooomoinTi-Kou OYETI{OPEVEC JE TV Mioewg Tou avaoTpePIn
ouoTipaTog Eyyuon’, ayyeiooidn-pa dykou, oUvBpopo | Bpoufonevia
aneheUBEpwang uj(ani',dusvrlua
KUTTApOKIVWV®, v EyxuoT
opovoain
MoTapaygg Tou YnepyAukawia, peiwon
peTofokiopol kai TG owpatikou Bapoug,
Bpeygne Mepupepikd oidnua,
oifinua npoownou,
augnpévn LDH,
unaofeomiapia
Wuyiatpikée SioTapoyEs KatdaBhwm,
VEUPIKOTHTA
AioTapoygg ToU VEUPIKOU MapatoBnoia, Avayeuoia Meplopepiki Kpaviak
ouoTipaTog unawbnoia, Sieyepan, veEUponaBela, veUpondBew,
adnvia, ayyelodlaoTodr, napdahuon anwheln
{ahn, dyxog NpoowmKol Twv Ahhwv
velpou® moBnoewy”
OgBolpikeg GlaTopaygg Matapayn dakplppoiag, Zopapr) andiewa
EMUMEPUKITION g 6paong®
MoTopaygg ToU WwToC Ko Eppoéc, wrakyia Anwhewa akorc®
ToU Aopupive
Kopdiokég dioTapaygg *Epgppaypa +Avendpkeia ZoPapég Kopbakn
puokapdiou* =, aploTeEpag Kothiag, KapBlakee avemapkeln®
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KoTnyopia/opyoviko
ouoTnpo oipguwve pe T | Mokd guyvég Zuyveg 01 ouyveg Inavieg Mohd onévieg Mn yvwoTég
paon dedopévwv MedDRA
Ayyelokée dloTapayeg Yneptaon, opBooTatin Ayyelnda (kata
UMGTAoT, UNGTaoY KUplo hoyo
Bepuatikn),
hEUKOKUTTOpO-
KhagTikr
ayyeltda
AioTapoygg Tou Bpoyydonaopoc’, AoBla, anoppakTik | Aayeor AVATIVEUOTIKY) furjBrjon
avanveuoTIKoU QVaNVEUDTIKT) VOO0, Bpoyyohinda, mvelpovond- | avendpke® nvelpova
ouoTipaTog, Tou Bupoko Buwpakikd akyoe, Buatapayn nvedpova, | Bewn’
Kol Tou pecoBuwpoKiou Guomvola, auEnuéveg | umogla
Priac, pwinda
MoTopaygg Tou Nautin ‘Epetog, Bidppota, Ludykwon kothing [0oTPEVIEPIKY
YoOTpeEVTEPI-KOU kothakG ahyoe, Budtpnon’
ouoTpaTog Ouopayin, otopatinda,
GuokotdmTa,
Guomelia, avopek(a,
£peBlooe Tou Aaou
Miotapaygg Tou Séppotog | Kvnopdc, eEdvBnua, Kvibwon, epidpuwan, ZoPapég
Kol Tou umoddpiou 10mol | ' ahwnekia VUYTEQIVES EQLEPWOELL, noppohUymdels
*Buntapayn deppatog GEPUOTIKES
AVTIBPACELS,
alvbpopo
Stevens-Johnson’,
TOEIKI] EMUBEPHIKT
vEKpOAUTOT
(ouvdpopo Lyell)’
MoTopaygg Tou Yneptovia, puakyia,
HUoOKEAETIKOU apBpahyia, oopuakyia,
ouoTAPaTog Kol ToU auyevahyia, dhyog
OUVAETIKOU 10TOU
AinTapaygg TV VEPPUV Neppikn
KOl TWV 0UPOPOPWY 03V avendpkeln’
Fevikéc dloTopoyEg Kol Mupetdg, ppikia, Novoc and dyko, Mdvog oo anueio mg
KaTaoTaoelg Tng odou eEnoBevion, kepahahyin | eEdpeic, aioBnua £yyuong
Xoprynong Kkakouyiag, olvipopo
Puyoug, +Kanwon,
‘plym, *noAuopyavikn
avenapkela’
Nopokhivikég efetaoerg | Mewpsva enineda IgG

Ta kaBe 0po, 1 oUXVOTITA BasioTNKE 08 AVTIIDPACELS GAWY Twv PaBumY (amé fMeg o 0oBapEg), EKTOC TWV GPWV TIOU Eival ONHEIWHEVOL e “+~ dTTou 1
ouyvaTNTa BaoiomKe povo oe ooPapég avTidpaoelg (= BaBpou 3 Kowwy Kprmpiwy ToEwdmtag Tou National Cancer Institute). Avagépetal povo n ubniotepn
oUYVOTINTa MoU mapatmpriBnke omig PehETeg

T gupnepihapBavel emavepyomoinon kal MpwToysveig AomEelc. H ouyvotta Baoiletal og oynua R-FC oe aoBeveig Pe unotpomialouon/avBexTik XAA

? BAéne emiong napdypago hoiuwEn napakdatw

4 BAEME £MionNg Mapaypago aUatoAoYIKES averBUpNTeS avTIBPAoELS MapaKaTw

4 BAENe emiong Mapdypago aviopaoswy oXETILOPEVWY JE EyXUON. INavia avapepBrkav MepLoTaTIk e polpaia Katahngn

“ gmyeia ko gUUMTWHATA Kpaviakig veupondBelas. Exdnhwlnkav os Sidpopes oTIyES 08 DIATTNUO QPKETWY Unvedy PETA TNV ohokAnpwan g Bepansiog pe
rituximab

¢ napatnpn@nke Kupiwg oe aoBeveic Le mponyolpsvn kapdakn nadnon kayT kapdotofkn ymueloBepansia kol CUTYETIOMKAY KUpiwG pe avTiBpAoelg
OYETOPEVES He TV EyxuoT).

7 gupneplAapBavel MEPLOTATIKA e poipain katdhnEn

O nopakdrtw dpot £xouv avagepBel wg avemBUpNTEC EVEPYELES KATA TN GldpKeln KAWIKGY HEAETWY, evioUTolS, avapEpBrkay o8 Mapduola 1| WKpATERN STIMTWON
oTa okéA pe rifuximab ouyKpITkA pe Ta okeEAn eAgyyou: apatoTofkdTa, oudeteponeviky AoluwEn, oupoholuwEn, dlatapayr) moBnTkémTac, nupegia. Inpeia ko
gupmnTwuata mou unodnhwvouv avtibpaon oyen{duevn pe £yxuon avagepBnray os MeploooTepous and 50 % twv aoBeviv 08 KAVIKES PEAETEC Kol MapatnpriBnkay
Kupiwe katd  Gudpkela e Mpwme £yyuong, ouviBue evide plag fwc dlo wpdv. AUTA To oUPMT@PaTa MepthapBivouy Kupiwe MUPETS, gpikia km piyn. Alka
gupmTwpata oupnepthdppavay sEayn, ayyewoidnua, ppoyydonaopo, €peto, vautia, kvibwon/eEavlnua, konwaon, kepahakyio, epeBopd Tou Aapod, pwinda,
Kvnopd, akyoc, Toyukapdia, unéptaon, undtaon, d0omvola, Guomelin, eEaoBévion Kal ¥opakMpLOTKA ouvdpdpou Aloswc Tou Oykou. ZoPapéc avmdpdosig
oyeTdpeved Le TV £yyuon (dnwe Bpoyydomaopog, undtaon) skdnhwBnkay oe pexpl 12 % Twv neplotatikay. AvapépBnkav emmhéov avniGpAoelc 08 OpLOPEVEL
TIEPITTWOELS 0L OTMOIEC MTaV EUPPAYUA LUoKOPDIoU, KoMK papuapuyr, Tveupovikd oidnpa kai ofgin avaoTpeywn Bpopfonevin. Ze JKPOTEPES T) AYWWOTEC
ouyvoTES, oL aoBeveic epgavioay embsivwan npolnapyouowy Kapdlakwy nabroswy dnwe omBAYYT 1) oULopTTKY KapSlakn avendpkela | oopapéc kopdlakee
Suatapayeg (kapBuakn avendpkela, Epgpayua puokapdiou, KOATIKT) papuapuyn), Tveupovikd oidnpa, mokuopyavikr avendpkela, olvipopo Aigews Tou dykou,
oUvBpopo aneleuBEPWONG KUTOKIV@Y, VEQPLKT QVETIAPKELD KOl QVATVEUOTIKY QVETIApKELD. H EMIMTwon Twv oUNTWPATLY oXeTOpevWY JE TV £yXUon LeldBnKe
OnuavTIKG o8 enakdhouBeg eyyUoslc Ko elval < 1 % Twv aoBevav £wg Tov Gydoo kikho ™ Bepaneing pe (Mo mepléyel rituximab. Neprypagn emAeyuévay
averuBuuntwy evepyetdy: Aowwées: To rituximab npokahei peiwon Twv B kuttapwy ato 70 % £wg 80 % Twy agBevav, alha gUOYETIONKE pE pelwpeva emineda
avoooopalpvay opol Pdvo o peloynpia Twy aoBevav. YymAdTepn enintwon avapépBnke yia Tomkeg AowoEsl Candida km Eprinta ZwoTpa 08 TUXQIONOMUEVES
pehgTec mou mepielyav okehog ritamab. AvapepBnkav cofapeg AowwEelg os nepinou 4 % twv noBevdv mou hafav povoBepaneia pe rituximab. Zuvohika
TapatpriBnkav UPnAGTEPES OUXVOTITES ACIPWEEWY, OURMEepAauBavopévwy Twv homEewy BaBpou 3 1 4 katd ) Glapkela Beparelag ouvinpnang wg 2 £m dtav
ouykpiBnke pe napatpnon. Aev avagépbnke aBpooTk ToEKATNTa avapoplka pe AowEelg oe nepiodo Bepaneiog 2 etwv. EMmAdov, oV aywyn We rituximab
avapepbnkav dhheg ooBapeg oyeveic holpwEelg vees, emBEIVOUEVES, T) EMOVEVEPYOTIOMUEVES, OPITUEVES aMO TIS onoie fTav Bavampdpes. H mhewoympin Twv
aoBevav £haPe rituximab og ouvBuaopd pe yMueoBepansia N we PEPOC PETAPGOYELOTIC APYEYOVIV QIONOMTIKWY KUTTApwY. Mapadelypata autwv Twv cofapuv
Loyevav howwEswy eival ol hoipdEeig mou mpokakolvial and wUg £prnTa (KUTTapopeyakoid, 16 eprnta {wotrpa kot 10 armhol gprmta), 10 JC (npoiolon mohusaTiakr
heukosykepahonabela (MMA)) kat 16 nnatimdag C. Nepotatika Bavamgopou MNA petd v eEEMEN TC vooU Kal TV EMavanTimkn aywyn £xouv avagepBel og
khvikég pehétec. MeploTamika enavevepyornomong nnatindac B, éyouv avapepBei n mhswgnpin Twv onolwy fitav oe aoBevel mou hapPavav rituximab os
ouviuaopd pe kuttapotofikn Bepaneia. e aoBeveic oe unotporm/avBexktikole oe XAA, n enimwon g AoluwEng and nratinda B paBuol 3/4 (enavevepyomoinan
Kol MpwToyewic Aoipwen) frav 2 % oe R-FC évavtl 0 % oe FC. H eE£hiEn Tou oopkwpatog Kaposi mopampriBnke os aoBeveic mou exTéBrkav oto rituximab pe
nipolndpyov oapkwya Kaposi. Autd ta mepuotatika exkdnhwlnkav os un eykexpiéves evisifelc kal ot meloympia Twv aoBevwy ftav Betikol oe HIV. Aipatodoyikeg
avemBuunTes aviiBpaces: APaTohoyKES BlatapayEc ekBnhwenkav os KAVIKEG PehETe e povoBepaneia 4 epAopabuv rituximab oe petoPngia TwV aoBEVOY Kal
frav ouvrBwe fmee ka avaoTpéyyec. ZoBapr (3ou kat 4* BaBpol) oudeteponevia avapepbnke oto 4,2 % Twv noBevdy, avayin avapepbnke oto 1,1 % Twv
aoBevwv kol BpopPonievia avapepBnke oto 1,7 % Twv aoBevwy. Kata ) Sidpkeln me Bepaneiag ouvtrpnong pe rituximab £wg 2 £1n, avagépBnkav Aeukomevia
(5 % évavtt 2 %, PuBpol 3/4) kot oudeteponevia (10 % évavm 4 %, PaBuol 3/4) oe uYnAGTEpN EMIMTWON OUYKPITIKG pe Tv apatripnon. H emintwon mg
BpopBoneviag frav pwpn (<1 %, PaBuov 3/4) kai Sev firav SagopeTikn petakl Twy BepaneuTikuwy okehwv. Kata m Sidpkeia me Bepaneing og peETeg pe rituximab
og ouvGuaopo pe ynueoBepansin, avapépBnkav ouviiBug BaBuod 3/4 Asukonevia (R-CHOP 88 % évavm CHOP 79 %, R-FC 23 % évavt FC 12 %), oudeTeponevia




(R-CVP 24 % évavni CVP 14 %, R-CHOP 97 % évavn CHOP 88 %, R-FC 30 % eévavni FC 19 % oe un npoBepaneupévous aoBeveic ue XAA) mavkuttaponevia (R-FC
3 % gvavtl FC 1 % og pn npoBepansupévoug aoBeveic pe XAN) pe UUMAES OUXVOTTES OUYKPITIKG pe ymucloBepanceia pdvo. EviolTole, 1 UbMAGTERT EMIMTWOT
ouBeteponevine oe aoBevelc nou éhafav Bepanein pe rtuximab ko ympeloBepansia ev ouoyeTiomKe e LPNAGTERN eNiMIwon ACMWEEWY KOl MAPaoTHOEwY
ouyKpITIKA Pe aoBeveic mou Ehapav ymueloBepaneia povo. Meheteg og un mpoBepaneupévous koL o& UnoTporr)/avBexTikolg ot XAN katedeEav 611 08 nogooTd
£we 25 % Twv aoBevay nou £hapav R-FC 1 oudetepomnevia emynkivenke (yeyovag To onolo oplletal we o apiBpog Twy oudeTepogihuy Mo Tapapévouy KaTw and
1 10%1 petakl me nuépag 24 ko 42 petd my teheutaia doon) 1 eppaviomke e kaBuaTepnpévn £vapen (yeyovod To omoio opileTal we o aplBudg Twv oudetepopilwy
katw and 1 10%] apydtepa and 42 nuepec petd my teheutain oo oe aoBeveic mou Gev siyav mponyoupevn napatetapsvn oudeTeponevia r mou avekappay mpw
v nuépa 42) petd ) Bepanela pe ntuximab km FC. Aev avagépBnkay Slapopéc oy enimiwon e avaiog. AvapépBnkay LEpIKES TEPIMTWOELS AMWTEQNC
oubBeteponeving oL omoies exkdnhwlnkav o MEpIWOOOTEPD and TEooepIS eRGopddeg LeTd v Teheutain £yxuan rituximab. Zm pehem mpwmg ypapunc ya XAA, o
aoBeveic otadiou Binet C eppdwvioav nepoodtepeg avemBUunTeg evepyeleg oto okehog R-FC ouykpmka pe 1o okehog FC (R-FC 83 % évavni FC 71 %). Zm pehem
me XAN aoBevioy oe urtotpor/avBekTikav, avapépBnxe Bpoppornevia BaByod 3/4 oto 11 % Twy aoBevidy omy opdda R-FC ouykpiTikd e o 9 % Twv aoBevav oy
opada FC. Ze pehétec Tou rituximab o aoBeveic pe paxkpoopapvaipia Tou Waldenstrom, napampnénkay napodiwes avknoelg ota enineda opol IgM peta mv
£vapén me Bepaneing, Ta onoia pnopei va ouoyeTilovial pe unepyholdTnTa KoL oxeTKa oupmtapata. H napodwn aliknon lgM ouviBucg entotpege TouhdyoTov o8
eninedo EvapEne evidg 4 pnvav. Kopdiayysiakéc avermBuunrec aviidpdosts: Kapdlayyelakéc avidpaoslg katd ) Slapkeln Twy kAVIKOY HEheT@Y e povoBepansin
rituximab avagepénkav oe mocooTo 18,8 % Twv aoBeviv pE Ta ouyvdTEpa avagepBEVTO OUPPApATA MOV fTav UTOTAOT) KOl UNEPTaoT). Avagepbnkav MepLOTaTIKG
appuBpiag 3ou ) 4ou BaBpol (oupnepthapPavopévng KoUMakng kol unepkothakrc Taxukapdiac) kal omBayxne kata m Sudpkela e £yyuonc. Kata m dudpkela me
Bepansioc ouvirfpnone, n enintwon BaBuol 3 éwe 4 kopdlakdv Gatapaydy frav ouykplown petakl Twy aoBevwy mou £haBav aywyr pe rtuximab kat ™me
napatmpnang. Kapdaxd oupfdpara avapepnkay we oopapr) avemBlpuntn evépyela o6 < 1 % Twv aoBevuy og mapatmpnon koL oto 3 % Twy aoBevav o ntuximab
oupnephappavopEvey Twy KoATIKT pappapuyn, Euppaypa puokapdiou, avendpkela T aploTeprc kowkiag, woyayia puokapdiou. ZTic pehétec dnou afwohoyionke
0 OUVBUaoPGS Tou rituximab pe ¥nueloBepansia, 1 oUXVOTNTA PQAVIONS Kapdlaky appuBpdy Jou kat 4ou BaBoU, Katd KUplo AdYo UTEPKOIMAKWY appuBjLmY
onwe Tayukapdia kot kohmkog MTEpUYIONGS/ pappapuyn, frav uymhdtepn oty opada R-CHOP (14 noBeveic, 6,9 %) ouykpimkd pe mv opada CHOP (3 aoBeveic,
1,5 %). ‘Ohec autéc ol appuBpleg nopamprinkav eite ota nhalow ping £yyuong rituximab 1 ouvdEoviav pe npoSnBeoikolc napdyoviee dnwe NMUpetd, AoluwEn,
ofl éuppaypa Tou pwokapdiou 1) npolndpyouon avanveuoTikn kot kapdiayyelakn vooo. Aev napamprenke dagopd, petafl Twy opdduwv R-CHOP kaw CHOP, om
guyvoTtnTa eppavions diwv kapdiakwy oupBapatwy, 3ou kot 4ou Pabuol, oupnepihapBavopevng G kapdlakng avendpkelag, G puokapdlakng vooou Kkat Twv
ekOnhboswv oTepaviaiag véoou, ZTn XAN, 1 ouvolikr enimtwon Twy kapdlakdy Satapaywy BaBpod 3 1 4 ftav xapnhn 1600 o HeAem npamg ypapuic (4 % R-FC,
3% FC) 6o kawom pehém aoBevav oe unotporr/avBexTikav (4 % R-FC, 4 % FC). Avanveuvotwo ovommua: Exouv avapepBei nepotatika didpeanc nveupovonddelag,
OplOpEVE Ss anoteheopn Bavato. Neupodoyikeée diarapayeg: Katd m Sdpken mg nepodou Bepaneiag (pdon Bepansing egodou, n omoia amoteholviav
ané R-GHOP yia oyt kikhoug katd peyiaTo), Teooeplc noBeveic (2 %) omy opdda R-CHOP, napouoiafovieg oto oUvohd Toug kapdlayyelakols napayovieg
KwvBuvou, eppavioav BpopPoeppohika ayyelakd eykepahikd eneloddia katd m Sudpkela Tou MpwTou kikhou Bepaneiag. Aev mapampnénke dinpopd om ouyvdmma
jpavions dihwy BpopBoepfolikdy oupBapdtwy PeTagl Twv opadwy Bepanelag, AvtiBeta, Tpelg aoBeveig (1,5 %) eppavioay ayyelaka eykeakikd ouppduata oty
opada CHOP, ta orola ouvépnaayv 6ha kata Ty nepiodo napakohoiBnong. Xm XAM, n ouvokiki enimtwan dlatapaydy Tou veuptkol ouaTipatog paBuon 31 4 fitav
Yaunhn tooo ot pehém mpwme ypapuns (4 % R-FC, 4 % FC) doo kal om) pehém aoBevwv og unotporm)/avBexTiwy (3 % R-FC, 3 % FC). Eyouv avapepBel
NeplOTATIKG ouvdpdpou onioBlag avaoTpégng sykepakonaBeia (Posterior Reversible Encephalopathy Syndrome/PRES) / ouvBpdpou omioBlag avagtpeyiung
heukoeykegahondBelag (Reversible Posterior Leukoencephalopathy Syndrome/RPLS). Ta onpein kat oupntdpata oupnepiapBavay onikn dlatapayy, kepakakyia,
EMANITIKEC, KPIOELC KaL akhayn TS vorTknC KaTaoTaang, pe 1 xwpic oxenlopevn uneptaon. H Sudyvwan twv PRES/RPLS anamei empPepfaiwon pe anekovion Tou
eykepahou. Ta NeploTatikd nou avagépBnkav eixav avayvwplopEvous napayovieg kivaovou yia PRES/RPLS, oupnepthapBavopévng me UNokelpevn véoou Tou/
g agBevols, G UNEPTAONG, NG avoookataoTahTikng Bepaneiag kaut me ynueloBepaneiag. faotpeviepikes darapay£g: Maotpeviepwkn Gidtpnan mou oe
oplopEVES TIEpIMTWOELS obiynoe oe Bavato £yel napampnBel oe aoBeveic nou AapPavav rituximab yua m Bepaneia tou Aepgpupatog pn-Hodgkin. Zmy mhelovamra
QUTWY TV MEPINTWAEWY, To rituximab yopnynenke pe ynuewoBepansio. Enineda lgG: Ty khivikn pehém nou aklohoyrienke n Bepansia ouvtipnang pe rituximab
og avBekTkd/ umotpom) ofwdec Aéppwpa, Ta Sudpeoa enineda lgG Ppiokoviav kATw Tou KATWIEPOU oplou Tou gualohoykoU (LLN) (< 7 g/l) petd m Bepanein
£podou oe opgoTepes TIC opddec, MapatEnang Kol rituximab. AxkohoUBwe, To Sapeco eninedo lgG auEnnke mavw amd To LLN omv opdda nopampnong,
napépeve dpwe atabBepd oy opada Tou rituximab. H avahoyia Twv aoBeviv pe enineda 196G katw Tou LLN frav nepinou 60 % oy opada Tou rituximab kaBako
10 Baompa Bepaneiag Twy 2 eTwv, evw pewwbnke omyv opdda mapampnong (36 % petd amo 2 €m). ‘Eyel mapampnBel pikpdc aplBpog auBopunTwy Kat
Biphloypagikmy MEPIOTATIKWY UNoYaupaogalpivalpiog oe nablatpikols aoBeveic nou éhapav Bepaneia e rituximab, 08 PEPIKES MEPINTWOEIS coapwy Mou va
anaitolv pakpoypdvia Bepansia unokatdataons avoosoopapivig. O oUVENEIES NG pakpoypoviag sEakewpng twv B kuttdpwy o nobiatpikolc aoBevelg sival
ayvwotec. AdiatapayEe Tou déppatog kal Tou uroddpiou woTou: Eyouv avagpepBel okl omdvia Tofwn emdepukn vekpdhuon (oUvdpopo Lyell) ko olvipopo
Stevens-Johnson, oplapiéva ek Twy omolwy ue Bavamgopo £xBaar). YmonAnBuauol aoBeviy - povoBgpaneia pe rituximab: HukiwpEvol (= 65 etwv): H enintwan Tuv
avermBupnTwy evepyelv papudrkou (ADRS) Ghwv twv faBpdy kat Twy averuBupntuwy evepyeudv 3%/4® BaBuol fitav Mapouoleg 0e NAKIWPEVOUS aoBEVE(g
OUYKPITIKA e vewTepoug aoBeveic (< 65 etav). Oykwdng vooog: YrmpEe ugnhdtepn eninTwon avemBounTwy evepyewwv faBpwy 3/4 otouc noBeveic pe oykwodn
VOO0 OUYKPITIKA [IE ToUS aoBeveic ywpic oykwdn vdaoo (25,6 % évavti 15,4 %). H enintwan Twv avemuBUunTwy evepyelmv onoloudnmote BaBuod fitay mapdjoia oTig
G0 autec opddec. Enavaknmmkn aywyn: Katd mv emavahnmikn aywyn pe nepatépw kUkhoug rtuximab, To MogooTd aoBevwy yla Toug omolous avapepnkav
avemBipnTec avibpdoelg NTav Mapopolo e To MOOOOTO aoBevwy yia Toug omoiouc avagépBnkav avemBipnTec avdpdosig Katd Ty apylkn Toug £xbeon
(onoloudnmote PaBpol kai PaBuwy 3/4 avemBlpntes avndpdoels). YmonAnBuouol aoBevay - Bepaneia ouvduaauou pe rituximab: Hukiwpevol (= 65 etav): H
ouyvaTnTa Epgdvions avermBupnTwy oupBdviwy BaBuod 3/ 4 Tou ayomomTikol Kol Tou Aeppikol ouoTHAToS fTav uinhdtepn oe NAKIwpEVOUC aoBEVELS OUYKPITIKA
L& vewTepoue aoBeveic (<65 eTwy), pn mpoBepaneupévay 1) o UnioTponT /avBekTwy pe XAN. Eumelpia and o nabatpwos DLBCL/BL/BAL/BLL: Zuvoyn mpogid
aopdAsiag: Mo MoAUKEVIPIKY, avolyTrg emanuavons, Tuxaonompévn uehém Lymphome Malin B ynuewoBepaneiog (LMB) pe 1 ywpic rituximab dieknyen oe
nadatpikols aoBevelc (NAking = 6 pnvav éwe <18 eTwv) Le un MpoBepaneupevo, Tpoywpnuévou otadiou pe CO20 Betwo DLBCL/BL/BAL/BLL. Zuvohka 309
nadiatpikoi aoBeveic £hapav rituximab kal cupnepingAnkay atov mAnBuoud avakuong aopdieiac. Ot nabiatpikol aoBevei mou TuxalonomAnkay oto okEkog e
¥nueoBepansiog LMB pe rituximab 1 evidyBnkav oTo Tuipa pepovspgvoy okéhoug e pehétne, hapay rituximab og Goon 375mg/m? emgavelas owuatog Kol
£hapav ouvohikd £E1 eviophefiec eyyuoele rituximab (Goo katd m Sidpkela kaBeac and g Glo Bepaneieg epadou kol pua katd ) ddpkewn kaBewac and Tig dlo
Bepaneieg edpoiwong Tou oyfpatog LMB). To mpogih aopdieing tou rituximab oe nabiatpikols aoBeveic (MAking = & pnvdv Ewg <18 £1dv) pe 1m
npoBepaneupévo, npoywpnuévou atadiou e Betikd CD20 DLBCL/BL/BAL/BLL fitav yevika ouvenég oe T0mo, glon kal copapdmTa pe To ywuaTd npogil aopakeiag
o evijhikec aoBeveic pe NHL kat XAA. H mpooBnkn tou rituximab om ynuewBepansio obiynoe o auEnpeévo kiviuvo epgaviong oplopévov oupBaviwy,
oupmephappavopévey dolueEewy (oupnepihaupavopgvne onqyng) oe alykpion pe T ynueloBepansio povo. Eunelpin and m peupatoeidn apBpinda: Zuvoyn
mMpopid aopdAsiac: To ouvolkd mpogih aopdkelag Tou rituximab om peupatozidn apBpimda Baoiletal os Sedopéva aoBevav amd kAVIKES GOKILES Kal amd Ty
gunelpia peta v Kukhogopia Tou. To mpopik aogdkelac Tou rituximab os aoBeveic pe ooPapn peupatoeldn apBpinda (PA) ouvopileTal OTIC IOPAKATY NAPAYPAPOUS.
¢ KAVIKES Dokipee nepoodtepol and 3.100 aoBeveic Ehafav toukdyiotov Evav KUKAD aywynig kal napakohouBrBnkay yia nepddous nou KupavBnkav and
6 UVEC LEYPL KL Yia MepLOodTEpO and 5 ypdvia. Nepinou 2.400 aoBeveic éhaBav Glo i neploodTepouc kUkhoug Bepaneiac e neploodtepoug and 1.000 va £youv
hapetnavw and 5 kikhoug. O mAnpogopiec nopdAelag mou ouMAEYBnKay Katd v epmelpin PeTa TV Kukhogopia Tou, avTikatomTpifouy To mpogik TwWY avapevopevwy
avemBiunTwy Evepyeldv pEoa and TIg klvikes Gokipeg Tou rituximab (BAeéne mapdypagpo 4.4). AoBeveig éhaPav 2 x1.000 mg rituximab og pecobiaomua dlo
epdopadwy, os ouviuaopo Le peBotpeEdm (10-25 mo/epdopdda). Oweyyloelg Tou rituximab yoprymBnkay petd my eviophéfua yxuon 100 mg peBuknpedniohdwme,
£V o noBeveig eniong ehapav and otdpatoc aywyr npedviohdvne yia 15 nuépec. KaraAoyoc avemBuuntwy evepyeudy uno poper mivaxa: O averuBupnteg
evepyeleg napatiBevial otov Nivaka 4. 0L ouyvdntes opilovtal we Mokl ouxveg (= 1/10), ouyveg (= 1/100 Ewg <1/10), oyt ouxveg (= 1/1.000 Ewg =1/100) km
nokl ondviee (= 1/10.000). Evidg kdBe Katnyoplag ouyvoTnTaS SRgAVIONC, oL avemBUNNTES EvEpYELEC apatiBeval katd ¢Bivouoa oelpd oofapdmrag. O mALov
ouyveS avemBUUNTES EVERYEIES MOU UOXETIOTNKAY UE Tr) Anym rituximab frav avidpdoeig nou oxetifovial pe v £yyuon (IRRs). H ouvohikn enintwon Twy IRRS
08 KMVIKES Bokiueg frav 23 % pe v mpwm £yuon kal pewdnke pe Tic emakdhoube eyyloelc. O ooPapsc IRRS frav pn ouxvee (0,5 %) kat napamprénkay
Kuplwe katd ) Guipkela Tou MpwTou KOkAou. EXTGC amd Tic avernBUUNTES eVEPYELEC TOU MapatnpriBnkay oTic khvikée Sokwéc Tou rituximab omv PA, éyouv
avagepBei npololon noAueomiakn AeukoeykepakondBeia (MNA) (BA. napdypago 4.4) ko avnidpacelg Tlnou opovooiag katd v unelpia petd v KUkhopopia Tou
PAPPAKOU.
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MedDRA
AopwEeic km MoipwEn avwtepou Bpoyyinda, kohminba, MNA enave-
NopooITWOEI avanveuaTikol yaotpeviepinda, vEpYoTIDinam
ouoTAPaTeS, oUpohoipwEn | TpLopuTIa TwWY Modldv nnarindag B
AloTapayég Tou OuBeteponevia’ ‘Oynpn oudeteponevia® | AvTidpaon
oijonoInTIKol Kol Tou opodlouda pe
Aepgikol ouoTipaTog opovoola
AloTapayég Tou AvTIBpAoELS OXETI{G|EVES AvTIBpaoEelg oYeTI{d|EvVES
ovogonoInTikod e TV £yyuan® (Unéptaon, e v yyuam®
gugTHpaTog vautin, e5avenya, upeEla, (yevikeupevo oidnpa,
Tevikéq SloTapayég kal | KVNOUOG, kvidwon, Bpoyxdamaapiog,
KaTaoTGOEIg TG 0B0U £peBlopog Tou Aawol, ouptypos, oidnua Tou
XopRYong £Eaym, undtaon, pivinda, AApUYYQ, QYYELOVEUPWTIKG
piyn, Tayukapdia, komwan, oibnua, yevikeupgvog
TOVoC aTopatopd-puyya, Kvropoe, avaguiagia,
NEPUPEPIKG oiba, avaguAQKTOELBNG
£pUBTua) avTidpaon)
MoTopoygg Tou Ynepyohnotepohaipia
petapoliopol kai Tng
Bpegng
Wuyiotpikég Katdghuwn, dyyog
SlaTapayeg
AloTapaygg Tou Kegahakyia NapaoBnoia, nuikpavia,
VEUPIKDU OUOTAloTog {akn, wyahyin
Kopdiokég dloTopoygg ImBayym, kohmkn Kokmikde
pappapuyn, kapdlakn | nTepUyIONGS
avenapkela, Eugpaypa
ToU puokapdiou
MoTopoygg Tou HAuomeia, Sappoia,
YooTpEVTEPIKOU YaoTPOOLOORAYIKT
ouoTijoTog nahwdpopman, eEehkwon
TOU OTAHATOC, AAYOC (v
Kotking
MoTopoygg Tou Ahwrekia ToEwm emdeppukn
SEpyoTog Kol Tou vekpoiuon (ouvipopo
unoddpiou 10Tol Lyell), ouvdpopo
Stevens-Johnson®
MoTopoygg Tou ApBpahyia / pUOOKEAETIKG
PuooKeeTIKOU akyog, ooteoapBpinda,
ouoTAloTog Kol ToU Buhakinda.
OUVBETIKOU 10TOU
Napakhivikég eEetaoeig | Melwéva enineda lgh* Melwpéva enineda lgG*
"H ouyvomTa eppavians oudeteponeviag MpogpyeTal and epyacPLaKES TWES MoV OUAREYOVTAL 0TO TAQIOIO TwWV oUVNBIOPEVWY EPYaOTIPIOKWDY EEETATEWY
OTIC KAIVIKEG, LEAETEG
 H guyvamra epgdvionc oudeteponeviag mpoépyetal and debopeva peta mv kukhogopia Tou gappdkou.
* fvnidpAoelg oy exdnAmBnkav péoa oe 24 hpeg and my éyyuon. BAéne enlong avibpdoslq oxendueved e my Eyyuon
(IRR) nopaxatw. O avibpdoei oyenildpeve pe v £yyuon mbavov va exkdniwvovial we anoTeheopa Nepeumobnalog Kay' Tou pmyaviopol Gpaong.
Mephappavel T ntapatmprioels Mou suMEyovTal ato Mhaiolo TS ouviiBoug napakohoUBnang Tou epyaotmpiou.
* Mephappavel Bavatmpopa MepLOTATIKG

MoAanAol kuxkAot aywyrie: 01 nodhanhoi kikkol Bepaneiag oxetifovial te pia napdyola ekéva avermBUuNTWY EVERYEWDY TIOU Napatmpnonke PeTd my npwn
EkBean. To Moooatd Tou ouvehou Twv ADRS petd v npam £kBsom oto rituximab fray uynAdTepo Katd Touc npaToue 6 UAVveS Kal pewwdnke om ouvexela, Autd
anoddbnke kupiwe onig aviidpacels yyuong (IRRs) (mo ouyvéc oTov MpwTo KUkho Bepaneiag), emdeivwan mg PA kat AowwEslc, oL OTIDIES NTAV TUO OUYVES
Katd toug npwtoue 6 prveg me Bepansiag. Mepiypapr emAsyuevwy avemBuuntwy evepyewdy. Avnidpdoets oxendopevec e mv eyyuarn: 0L mo ouyveée ADRs
HETA T Yoprynan rituximab oe KAWIKES PEAETER Tav ot avTIBPAOELS oL oYeTI{OEVES Pe TNV £yyuan (IRRs) (avatpégte otov Nivaka 4). Metagl twv 3189 aoBeviv
mou EhaBay rituximab, 1135 (36 %) exdrhwoay TouhdyloTov pio avtibpaon oxenopevn pe mv Eyxuon (IRR) pe 733/3189 (23 %) Twv aoBeviwv va ekbniwvel
ToukdyloTov pin aviidpaon oxenduevn pe mv yyuon (IRR) petd and my Mpuwm £y¥uon mC apyknc £kBeong Tou ato ntuximab. H enintwon twv oyeni{dusvuy
pe v Eyyuon avibpaoewv (IRRS) HEWWBNKE e TIC EMOPEVEC EYYUOELS. Z& KAWIKEC BOKWEC Atyotepol amd 1 % (17/3189) twv noBeviv mapoucsiaoav pin
ooPapr) avTibpaon oxenddpevn pe mv £yyuan (IRR). Aev napampnénkay BaBpol 4 katd CTC avridpdoeig oxendopeved ue myv £yxuon (IRRs), oUte kal Bavatog
eEaming avudpdoswy oXeTI{opeviov Pe Ty £yyuon (IRRs) 0TI KAWIKES SoKES. To MooooTd Twy BaBpol 3 katd CTC oupBapdrtwy, kaBuwg Kat Twv oYeTI(GHEVWY
pe v eyxuon aviidpdoewv (IRRS) nou odrynoav oe Slakorr) g Bepansing pewwlnrav pe Toug KIKAOUG Kal fTav omdvies petd and Tov 3* kikho. H xopriynan
TpoAMITKNG aywyng pe evBophefia yAUkokopTikoeldn peiwoe onuavTikd ™ ouyvdmTa kal ™ coPapdmTa Twv oyendduevwy pe mv Eyxvan avndpaoswy (IRRS)
(BAéme mapaypapoug 4.2 kat 4.4). Exouv avagepBel oopapig oyeT{OUevES e TV Eyyuon avidpdoelc (IRRs) pe Bavamedpo ExkBaor) HeTa v Kukhopopla Tou
(pappakou. Ze pin Sokin, n onoin oxeddomke yia va afwhoynosl Ty aopdhen me TaxUtepns Eyxuong rituximab oe aoBeveic pe peupatosidn apBpinda, ol
00Beveig pe PETpIa £we ooBapr) eVepys peupaToeldl apBpimda, ol omoiol dev eppavioav oofapr) oyeni{opevn He v Eyxuon avtidpaon (IRR) kata ) dlapkela
N o8 GlaoTNUa 24 wpwy ano v npwtn pehemBsioa £yxuon emtpendtav va AdBouv £yxuon Sdpkelag 2 wpwy Tou rituximab. 01 aoBeveic pe wTopikd cofapr
avTidpaone katd v £yxuon os fodoyikn Bpaneia yia m peupatosldn apbpinda anokheiomray and v vian om pehém. H enimmwon, o tumnot katn copapdmta
TWV OYETOPEVWY [E TNV Eyyuon avidpacewy (IRRS) nTav os oupgwvia pe 6oa eiyav mapampnel wWTopka. Aev mapatnprBnkay ooBapeg oXeTI(GHEVES e
mv £yyuon avnidpaoerg (IRRs). Aowwéerg: O ouvohkdg pubusg eppdvions AowwEswy ftav nepinou 94 avd 100 aoBevelc-€m otoug aoBevelc mou Ehafav
aywyr pe rituimab. Ou AowmEglc fTav Kuplwg fmag éwe pétplag PaplmTag kol agopoloay AOWWEEIC TOU QVWTEPOU OVATIVEUOTIKOU Kol TOU oUpOTIOUTIKOU.
H emimTwon Twy AoydEewy, oL oToleg fTav 00Bapég 1) anaroloav evioghepla Yopnynon aviBloTIKGY fTav epinou 4 avd 100 aoBeveig-£m. To Mo000TO Twy
oopapwv AoimEewy Gev napougiage onuavTikn augnon peta and nokhanhoUs kUkhoug rituximab. ADILGEELS TOU KATWTEPOU QVATIVEUOTIKOU (OUPnEpAapBavopEYTg
G Tveupoviag) Exouv avagepBel Kata T BLAPKEL KAVIKGY GOKILMV, e TIOPGUOW OUXVOTITa EUQAVIOTC OTIC OPATEC Tou rituximab oUYKPITIKG WE TIC OMADEC
ehéyyou. Exouv avagepBel neplotatikd Bavatngdpag npoiolong molusaTiakng AeukoeykepakonaBewag (NMNA) katdmy ypriong Tou rituximab yia ) Bepaneia
aAUTOAVOOWY VOOWY. AUTEC oupnephapBavouv T peupatostdn apBpinda kol AAES eKTOg evBelEewy QUTOAVOOES VOOOUS, OULMEPIAAUBAVOPEVOU TOU ZUOTIATIKOU
EpuBnpatadoug Adkou (ZEA) kal TG ayyeiudag. Ze aoBeveig pe pn-Hodgkin's Aéppwia riou hapBavouy rituximab oe 0UVGUAOKG Lie KUTTOpOTOEIKN XnpetoBepaneia,
£X0UV avapepBEl MEPITILOELS ENAVEVEPYOTIOINOTS nnatiudag B (BA£ne Aepgwya pn-Hodgkin's). H emavevepyonoinon e hoiuwéng ano nnartinda B exer eniong
ToAd omdvia avagepBel oe aoBeveig pe PA mou hapBdvouy rituximab (Bh. napaypago 4.4). Kapdlayyelakes avemeuumTes aviidpaoels: ZoPapeg Kapdlakes
avubpacels avagepbnkav oe nocooto 1,3 ava 100 aoBeveis-£m oe aoBeveig mou ehapav rituximab ouykpka pe 1,3 ava 100 aoBeveic-€ oe aoBeveig mou
EAaBav elKOVIKG pappako. Ta TMooooTd Twy aoBevey e Kapdlakee aviibpdoslc (Gheg 1) ooBapéc) Bev aunBnkav pe Toug moAharholc KUkhoug Bepameing.



Neupodoywa oupfduara: Eyouv avagepBel oupBduata ouvdpdpou omioBiag avaotpéfune eykegpahonabelag (Posterior Reversible Encephalopathy Syndrome/
PRES)/ouvdpdjou omioBlag avaotpéyiung Asukosykegahonadelag (Reversible Posterior Leukoencephalopathy Syndrome/RPLS). Ta onyeia kal ouprropata
gupnephappavay ommkn Sutapayn, kegakahyia, EMANTTKES Kpioelg kalL akhayn TC VONTIKAG KaTAOTAONS, pe 1) Xwpig oxendopevn unéptaon. H Sudyvwan Twv
PRES/RPLS anmautel empepaiwon pe anewovion Tou eykegakou. Ta meploTaTikd Mou avagepbnkay eiyav avayvuplouevous napdyovieg kivdivou yia PRES/RPLS,
oupneplhapPavopEVnE TS UNIOKEPEVNC vooou Tou/Tne aoBevolc, TS UNEPTAONC, TG AVOOOKATAOTAATIKGS Bepansing kayn ™E ynuewnBepansiog. Oudeteponsvia:
NepoTatkd ovdeteponeviag napamprjenkay katd m Bepanela pe rtuximab, n mhewoynpio Twy onoiwv ftav napedikd kol fma 1 pétpla o Papimra. H
oudeTeponevia WMopel va oupBel apkeToUg HNvec PeTd T Xoprynon Tou rituximab (Bh. Mapaypago 4.4). Ze eAeyXOUEVES LE EIKOVIKO QAPPAKD TEPLOBOUS TwV
khvikav pehetwy, 0,94 % (13/1.382) Twv aoBevuy mou ehafav rituximab kaw 0,27 % (2/731) Twv aoBevav e EIKOVIKG pdpuako eppavioav gopapr) oudeTeponevia.
Oudeteponevikd oupBdpata, oupmephapPavopévey autwy pe dlyn, Papld, eppévouon oudeteponevin, £youv omavia avagepBel petd ™y Kukhogopla Tou
(Papyakou, PepIKA ano Ta omola lyav ouoeToBE( e Bavampopeg AoWKELLS. AlaTapay£g Tou EpLatos kai ToU Unodopiou 1oTou: EXouv avapepBel moAU amdvia
Tokukn) emdeppuikn vexkpohuan (oUvipopo Lyell) ko oUvBpopo Stevens-Johnson, opuopéva ek Twv omoiwv pe Bavamgpdpo £xPaan. Epyaompiakés avwualies:
Ynoyoppaogalpvayia (1gG 1 IgM KaTw arno To KaTMTEPo PUOLOAOYIKG 0plo) £xel mapampnBel o aoBevel Pe peupaTostdn apBpmda mou hapav Bepansia pe
rittumab. Aev mapampnnke alEnon Mg ouxvaTTAS ERPAVIONS Twy ouvolkwy AowwEewy 1 coBapwy Aowwiewy petd myv avanTuEn me yapnAng IgG n g
(BAéme mapdypapo 4.4). Exel nopatnpnBel pkpdc aplBpoc auBopunTey Kol BRAOYpagKoy TEPIOTATIKGY unoyapaopaipvapiac oe nabatprolc aoBevelc
o £hapav Bepaneia pe rituximab, e pepIKES MEpIMTTWOELS ooPapwv Mou va anarolv pakpoypdvia Bepaneia UnokatdoTaons avoooopapimg. 0L ouvENEIES NG
pakpoypdviag eEdheme wy B kuttdpuy oe nabatpikols aoBeveis eivar dyvwotes. Epnelpio and qv KOKKIWQATWOT) Pe mohuayyelinda (GPA) Kal T ukpogKomik
nohuayyelinda (MPA): Enaywyr) me dpeang og evidikes (GPA/MPA MeAém 1): Zm Mehém 1 me GPA/MPA, 99 evijhikec aoBeveic unoBhnBrkav os Bepaneia yuo
emaywyr e Upeans ot GPA kau v MPA pe rituximab (375 mg/m? pia popd v epBopdda yia 4 epdopades) kat yAukokopTikoeldn (BAéme mapdypago 5.1). Ot
avemBuynteg avnidpdoelg (ADRS) Mou napati@evial ooy Mivaka 5 frav 6Ae¢ avernBUunTES EVEPYELES TIOU NApaTNpRBnKay e uXVeTTa eUgaviong = 5 % omv
opada tou rituximab kai og peyaklTepn ouyvaTTa and my opdda olykplong.

Mivakac 5. AverBOpnTe evépyelec Mou napampridnkay oTouc 6 Pivec, 08 NooooTd = 5 % Twy evnhlkwy noBevdy nou éhaBay rituximab otn Mehém 1 me GPA/
MPA, kat og peyahUTEpn OUXVOTITA GG TV opada oUyKpLong.

KoTnyopio/opyoviko giotnpoe oipgwve Pe T paon dedopévwv MedDRA PirouEipapnn
AvemBupn evépyela (n = 89)

NolpwEelc Kol mapooITHOEIG

OupoholpwEn 7%

Bpoyxmda 5%

‘Eprng dwatrjpag 5%

Pwopapuyyinda 5%
AloTopoxgg Tou miponoinTIKoU Kol ToU Aej@ikou ougTipoTog

BpopBorevia | 7%
AlaTapoyEg Tou ovooomoINTIKOU OUTTIHOTOG

ZivGpopo aneheuBEPWONG KUTTAPOKIVIY | 5%
Alotapayég Tou petafohiopol Kai i Bpéng

Ynepkahaiia | 5%
WuyiaTpiké BlaTapayEc

Alnvia | 14%
AloTapayég Tou VeUpIKoU OUOTHPOTOS

Zdkn 10%

Tpdpog 10%
Ayyelokéc SloTopoyéc

Ynéptaon 12%

‘E€ayn 5%
AloTapayég Tou avanveuaTikoU guoTipaTog, Tou Brdpaka Kal Tou pedoBwpakiou

Brixag 12%

Avorvola 11%

Eniotagn 11%

PWikr oupgdpnon 6%
AloTapuygg Tou yooTpeVTEPIKOU OUOTHHOTOG

Midppola 18%

Auonepia 6%

AuokohomTa 5%
AloTopaygc Tou SéppoToc Kol Tou unoddpiou 10Tol

Akun 7%
AloTapaygg Tou puookeAETIKOU OUOTHPATOS Kal TOU QUVBETIKOU 10TOU

Muikol onaopol 18%

ApBpakyia 15%

Qopuakyia 10%

Muikr) afuvapia 5%

MuookeheTikde movog 5%

MNovog ota dkpa 5%
Fevikég BloTapuyEg Kol KaTooTA0EI TS 050U XopAynong

Meppepiko oidnpa | 16%
Napokhivikée eEeTaozic

Mewwpgvn apoopaipivn | 6%

Oepaneia ovvripnong oe evijhikes (GPAIMPA MeAém 2): Tm Mehém 2 g GPA/MPA, ouvohikd 57 evijAikeg aoBeveig pe coPapr, evepyd GPA kat MPA éhaBav
Bepaneia pe rituximab yia guvrpnaon me Upeong (BAéne mapaypapo 5.1).

Nivoxac 6. AveruBopntec evépysiec (ADRS) nou napampnBnkav 08 MooooTd = 5% Twv evnhikwy aoBevav mou Ehapay rituximab ot Mehén 2 mg GPA/ MPA, kot
0g PeyaklTepn oUXVATTTO Ano Ty opdda olykplong.

KoTnyopio/opyovikd ouoTnpe oUppwva pe Ty paon Sedopévwy MedDRA PirouEpapmn
AverBupnm evépyeta’ (n=57)
NolpiEeic Kal napasITROEIG

Bpoyymda 14%
Pwinda 5%




Alatapaygg Tou ovenveuaTIKoU ouoTipeToc, Tou BwpoKa Kol Tou pedoBwpukiou

Alovola | 9%
AloTapaygg ToU YaoTpevIEpIKOl
Nidppola | 7%

Fevikéc BioTopoyés Kol
KoTogTaogIc TS 0dou Xopriynong

NMupeEa k]
Ipinadng ouvdpopr %
Meplyeplko oidnua %
Kok@oeig, dnAnTnpiaceis Kol eMMAOKES BEPOMEUTIKWY YEIPIOPWV

Avtidpiosig oxeT{GpeveS pe TV Eyxuon’ | 12%

"MemtopEpeles yia T oyeTWdPEVEC Pe TV Eyyuan avTiGpACELS TTOPEYOVIAL 0TIV EVOTITA TS MEPLYPOPNS ETIAEYUEVIWY avemBUUNTWY EVEDYELWV.

To ouvohiké mpogih aogdhelas fTav OUVETEG He To Kohd Tekpmpuwpévo mpoglh aogaleing Tou rituximab oTIC eykeKplUEVEC auTodAvooeg EvOEIEElC,
oupnepiapBavopévov Twv GPA kat MPA, Zuvohikd, 4% Twv aoBeviv oto okéhog Tou rituximab epgdvioav averBUpnTeg evépyeleg mou odnynoav oe dlakom), Ot
TIEPIOOOTEPES AVETIBUNTES EVEPYELES OTO OKEADC ToU rituximab fTav fimag r petpag éviaons. Kavévag aoBevnc ato okehog Tou rtuximab Bev eiye Bavamgopeg
avemBopnTee evépyeleg. Ta Two ouyvd avagepdpeva oupBapata mou BewprBnkav wg ADRS fitav avidpdoel oyeTIIOHEVES JE TNV £YXUON Kol AOIHWEELS.
Makpoypowa mapaxodouBnan (Medétn 3 me GPAMPA): Ze wa pakpoypdvia pehetn mapatmpnaong me aopakeias, 97 aoBeveic e GPA kat MPA ghapav Bepanein
Me rituximab (péon Ty 8 eyyuoewg [e0pog 1-28]) yia Adotnpa £wg 4 £, oUPQWYA e T oUVBEN TIPAKTIK Kat Ty kpion Tou ylatpod Toug, To ouvolkd mpopik
noparelac fray oUVENES Pe To Kaha Tekpnplopévo npogih aopalelag Tou rituximab ot PA kat GPA kat MPA kat 3ev avapépBrkav vEeg avemBOUNTES EVEPYELES,
Naidiatpirds mAnBugpde: Mia avorne emonuavang, povol okghoug pehém Siefnydn oe 25 nubiatpkolc aoBeveic pe oopapn, evepyd GPA 11 MPA. H ouvohr
neploBog TC PeAETNG Meplehappave pia paon enaywynic Ugeonc 6 Pvev Je shaylom) napakohoUBnon 18 pnvav, £we 4,5 eTdv ouvolkd. Katd T Slapkela g
paonc napakohoUBnang, 1o Rituximab yopnynBnke katd m dakpmkn euyépew Tou epeuvnT (17 and Toug 25 aoBeveic Ehafav emmA£ov Bepaneia pe rituximab).
H Tautdypovn Bepaneia pe ahhn avoookataotahtikr Bepaneln entpannke (BA. Mapdypago 5.1). ADRs BewprBnkav Ta averuBipnta oupBavia nou exdnhwenkay
He ouyvomTa = 10%. Autd neplehdupavav: howwEelg (17 aoBeveis [68%] o gaon enaywyng Upeong, 23 aoBeveig [92%] o ouvolikr nepiodo g HEAEM),
IRRs (15 noBeveig [60%)] ot pdon enaywyng Upeong, 17 aoBeveic [68%)] om Sidpkewa g ouvohikng ueheémg) kat vautia (4 aoBeveig [16%)] om pdon enaywyng
Ugeong, 5 noBevelq [20%] ot ouvohikn neplodo ™G Pehémg). Katd m lapkela TG oUVOAIKNAG Tepiadou TG pehémg, To npoplk acpdieiag Tou rituximab frav
OUVETIEG UE OUTO TOU avapepBnke Katd ) gdon enaywyns Upeons. To mpogik aopakelag Tou rituximab oe mawdlatpikous aoBeveig pe GPA 1) MPA rfitav ouveneg
WG MPAC TV TUTO, T U Kal T coBapdTTa pe 1o ywotd npopih aopdkelas oe eviAKec a0BeVE(S 0TIC EYKEKPILEVES aUTOAVOOES EVIEEELS, oupmephapBavopévv
Twv GPA T MPA Twv evihikwy. Tepiypapn smAsyusvay avemBuimTwy svepysiay: Avmidpdosic ayeni{duevec ye mv éyxuon: Im Mekem 1 mg GPA/MPA (uehém
yia v emaywyn me Upeang og evike aoBeveic) oxeTlopeves pe v £yxuon aviibpaocelg (IRRs) opiomnkav we omolodnmote avemBupnto oupfdv eppavileTal
EVIGE 24 WPV aNo TV EYXUON Kal Bewpe(tal, ang Toug peUvTES, OYETLOUEVD |ie TV £yXuan aTov TAnBuopd apakeiag, ANG Toug 99 aoBevelg Mou unopAnenkav
o€ Bepaneia pe rituximab, 12 (12 %) napousiaoav ToukdyloTov pia avtidpaon oxeT{opevn pe v eyxuon (IRR). OAeg ol oxeTI{OHEVES e TV EyXuon aviLdpdoelg
(IRRs) rjrav BaBuou 11 2 Kum CTC. Ou o oUxveg oxeTICoEVeS pe T Eyxuon avidpdaels (IRRS) Mepiehdupavay 10 0UV3POKO anEAEUBEPWONC KUTTAPOKIVAY,
££aym, epeBlojio Tou gapuyya, Kat Tpdpo. To rituximab xopnynBnke o& ouvGUAoUG pe eviopheRia YAUKDKOPTIKOELGN, Ta OTOIT UMOPOUY va LEWWTOUV TT) oUXVOTITa
EPAVIONE Kal 1) oopapéTTa autdv Twy ouppaviwy. It Mehém 2 mg GPAMPA (uehém yia ™ ouvTripnon oe evijhikec), 7/57 (12%) aoBeveic oto okEAog Tou
rituximab Tapousiaoav TouhdyloTov pin aviidpaon oxen6pevn pe v Eyxuon. H ouyvatnta eppavions Twv OURMTWRATWY TWV OXETTOHEVOV Pe TV Eyxuon
avTidpaoewy (IRRs) frav upmhdtepn katd m Sidpken 1) PETA TV TpWTT £yxuon (9%) kat pewdnke e T enakchouBec eyyloeg (<4%). ‘Oha To oupmTwpaTa Twy
OXETAHEVWV Pe TV Eyyuan avTiBpdoewy (IRRS) ATav fma i JETPIa Kat Ta MepIoodTepa and autd avageplnkav ané 1ig Matapayés ToU avanveuoTikol ouaTiuatog,
Tou Bupaka kat Tou pegoBwpakiou kot Tig Alatapayeg Tou deppatog Kat Tou uriodoplou otol, Tov Katmyopuov/Opyavikav Zuompdtwv (SOC). Zmy khwikn Gokipr
oe nadlatpikols aoBevels pe GPA 1 MPA, ot avagepBeioeg IRRS napampriinkay kupiwg pe mv npwm Eyyuon (8 aoBevels [32%]) kol oTn OUVEXELD HEWWBNKaY
010 Xpovo pe Tov apiBp Twv eyyUoewv rituximab (20% e T deltepn éyxuon, 12% pe vy Tpltn £yxuon kal 8% |e Ty TETapTn yyuon). Ta Mo ouxva ouprTwpata
IRR mou avapépBrxav, katd T gdon enaywyns dpeang frav: 1 kegakahyia, To eEdvBnua, n pwoppota kat n nupeEin (8%, yia kdBe olpmwpa). Ta napampodpeva
oupnTtipata Twv IRRS rrav Tapopola e autd nou eival YwwaoTd oToug evihikes aoBeveig e GPA 1 MPA miou ehaBav Beparneia e rituximab. H rheloyngia twv IRRs
nirav BaBuou 1 kot BaBpou 2, urmpyav duo pn oofapeg IRRs BaByoU 3 kat dev avagepBnkay IRRS BaBuoo 4 1 5. Mia oopapr) IRR BaBpol 2 (yevikeupevo oidnpa
Tiou emiAUBnKe pe Bepareia) avagéplnke og évav aoBevn éBhérte napaypapo 4.4). Aowwaéer: Zm Mehétn 1 mg GPA/MPA To ouvoAKS MooooTd TwV AILDEE WY
firav mepinou 237 ava 100 aoBeveiq-£1 (85% AE 197 - 285) oTo 6-pnvwy npwTevov kataknkTikd onpeio. 0L AowwEeLg fTav Kupiwg friag éwg PETpIag BapUmrag
Kat anoTehoUvTay KUpiwg amd AcipwEels Tou avwTepou avanveuoTikod, £prm {wotipa kat AopwEelc Tou oupomounTikol ouoTpatog. To MooooTo Twv oopapwv
hotpdEewv fitav epinou 25 avd 100 aoBevelc-m. H o ouxva avapep6yevT 00papr hoilwEn oty opada Tou riluximab frav i Nveupovia og ouxvetnTa 4 %. Xm
Mehem 2 mg GPA/MPA, 30/57 (53%) noBeveiq oTo okehog Tou rituximab mapouoiagay AowwEels. H ouyvoTTa eppdviong AoiwEewy, oroloudinote padpol, frav
napcépola petagl Twy okehwv. Ot AoldEELS fiTav KaTd KUplo A6yo fimieg Ewg PETpLES. 0L Mo ouXVES AOINEEIS 0To OKEADG Tou riluximab neplehdppavay AolmEELS
TOU QVITEPOU aVamveuoTikol oUOTAHaTOS, YaoTpeviepinda, Aowéels Tou oupomomTikol oUOTPATOG Kal £prmTa {wotipa. H ouxvomTa eppaviong oopapuv
AolpEEWY fiTav Mapdpola kat ota SUo okéAn (Mepinou 12%). H ouyvétepa avapepoyevn oopapr hoilwEn oty opada Tou rituximab fitav fira 1 pétpla Bpoyyinda.
2TV KAk Soxyn otoug nabiatpikols aoBeveic pe oofapr, evepyd GPA kal MPA, 91% twy avapepBeiowy AowEswy frav un copapsc kat To 90% frav freg
£we petples. O o ouyvee howwEslc ot ouvohikn) gaom fTav: oo AowwEelg Tou avwiepou avanveuoTikol ouompatog (URTIS) (48%), n ypimm (24%), n
emnegukinda (20%), n pwvogapuyyinda (20%), o AoluwEEIS ToU KATWTEPOU avanveloTikol auampateg (16%), n ypopimda (16%), wyeveic URTIS (16%), AoipwEn
Tou autol (12%), yaoTpeviepinda (12%), papuyyinda (12%), hoipwen Tou ouponomTkol ouompatog (12%). Eyouv avapepBei coPapec AowEelg oe 7 aoBevelg
(28%) kaw oupnepiehappavay: T ypirm (2 aoBeveig [8%]) kal T holpwEn Tou KaTWTEPOU avanveuoTikol ouoTrpatos (2 aoBeveig [8%)]) wg Ta mo ouyvd avapepdjieva
oupBavta. Kaxorfeieg: Zn Mehetn 1 e GPA/MPA, n ouxvdtnTa epgaviong kakorBewng oe noBeveic mou éhafav rituximab ae kAvikn pehem oty GPA kal Ty MPA
nrav 2,00 ava 100 aoBeveig-£m pe kown npepopnvia Angng am dokwr (n oroia fTav o Teheutaiog aoBeviq va €xel ohokAnpwaoel my nepiodo napakoholBnong).
Baoel TunonomuEvwy avahoyusy ouxvammTac, n ouxvamta epgavions Twy KakonBewdy gaivetal va elval napopola Je autr nou avapEpenke mponyoupivwe
oe aoBeveiq pe oxendopevn ANCA ayyeunda. Imyv nabiatpid) khwiky dokin, Gev avapepbnkav kakonBeleg oe mepiodo mapakohouBnong €wg 54 pAvec.
Kapdiayyeiakéc avermBuuntes avidpdogic: Zm Mehém 1 mg GPA/MPA, kapSiaka ouppapata eppaviomray o€ MooooTd nepimou 273 avd 100 aoBeveic-£m (95%
AE 149-470), kata To G-pnvav mpwTelov KATAANKTIKG onueio. H ouyvdmTa Twv cofapwy kapdiakwv oupBapdtwy fitav 2,1 ava 100 aoBeveic-£m (95% AE 3 -15).
Ta ouyvoTepa avagepdpeva TEPLOTATIKG TTav Tayukapdia (4 %) kat kohmkn pappapuyn (3 %) (Bh. mopaypago 4.4). Neupotoyikd ouppBdpara: ‘Exouv avagepBel
ouppdpata ouvBpopou onioBiag avaotpedne eykepaiondbewns (Posterior Reversible Encephalopathy Syndrome/PRES)/ouvdpdpou onioBlog avaotpediung
heukoeykepahonabelac (Reversible Posterior Leukoencephalopathy Syndrome/RPLS) oe autedvoon vooryata. Ta anpeia kat gupTTwyaTa gupmepthGupavay omTik
flatapayn, kegohahyia, eTANRTIKES KPIOEIC Kal akhayr S VOMTIKAS katdotaone, e 1) xwpic oxenldusvn unéptaon. H didyvwon twv PRES/RPLS anaitel
empepaiwon pe amelkovian Tou eykepahou. Ta MepLOTATIKA TTOU avagépBnkay eiyav avayvwplopEvoug mapayovieg kivaivou yia PRES/RPLS, oupnepthappavopens
NG UTIOKE(PEVT S VOO Tou/ Mg aoBevole, TC UNEPTAOTE, TS avoooKaTaoTakTikig Bepansiag Kayh e ynueobepansiag. Enavevepyonoinon nnatindag B: Evag
HIKpOS aplBues meploTaTkiy enavevepyonoinone me nnatindag B, oployéves gpopec te Bavatngopo ekfaon, Exel avagepbel 08 aobeveic Je KOKKIWUATWOT UE
nohuayyelmda Kal LIKpooKoTIKY Mohuayyelnda mou AapBavay rituximab petd mv kukAogopia Tou pappdkou. Yroyapuaopaipvauia: Yrioyappaogapvaiia (oA,
1gG 11 IgM kdTw ane 1o KaTWTEPO GUOIDADYIKG dplo) Exel mapatnpnBel og evijlKeS Kal nawblatpikole aoBeveic pe GPA kal MPA nou hafav Bepanesia e rituximab.:
m Mehém 1 g GPA/MPA, atoug 6 piveg, omv opada Tou rituximab, 27 %, 58 % kat 51 % Twv aoBevav pe guolohoyikd enineda avoooapalpivng omy apyn g
Bepaneiag, eiyav xaunAd enineda lgA, lgG km Igh, avtiotowka o alykplon pe 0 25 %, 50 % ko 46 % omy opada ™ KUKAOpWopapidng. To nooootd Twv
ouvollkwy AowwEswy kal Twy cofapwv AowwEewy Bev auEnBnke peta v ekdiiwon yaunhwv emunédwy 1gA, lgG 1 lgM. Zm Mehém 2 me GPAMPA, Gev
napampriBnkav kKAwika onuavtikeg Slagopég petagl Twv dUo opddwv Bepanelag 1 pelwOelS oTa emineda ohikie avoooopapivg, 1gG, laM 1) IgA kad ‘6An m
Bapkeln ™ Sowpng. Imv nadatpwn khivikl Gokyn, kata m Sdpken e ouvolkng mepddou peheémg, 325 (12%) aoBevelc avépepav eva oupBav
unoyappaopapwaiag, 18 aoBeveic (72%) eiyav napatetapéva (opopeva we enineda Ig kATw ano To KATWTEPO PUOIDADYIKG OPLO Yla TouAdyloTov 4 pnvec)
yapnha enineda lgG (ex Twv onoiwv 15 aoBeveic elyav eniong napatetapsva xapnhn lgM). Tpeig aoBevei éhapav Bepaneia pe eviophepia avoooopaipivn (IV-1G).
Baoel wv nepopopevwy Sedopévwy dev priopolv va eEayBolv aogpakn oupPnepdouarta oXETIKA YE TO av napatetapsva yaunid loG katlgh odrynoav oe auEnpévo
Kkiviuvo ooBapric AoipwEng oe autols Touc aoBeveic. Ol ouvEMElES TG pakpoypdviag eEAAEWYNG Twv B KUTTApwY oe MawdlaTpikols aoBevels eival dyvwoTeg.
Oudetgponevia: Tm Mehem 1 me GPAMPA, to 24 % Twv aoBevdv omy opada Tou rituximab (epdnak kikhou) kot To 23 % Twv aoBevewv omv opdda mg
Kukhopwopapidng epgdvioay oudeTepornevia Pabuol 3 kata CTC 1 peyakitepou. H oudeTepomevin Gev oyeTiomKe e pia mapatmpoupevn augnon ooBapnic
hoipwEne atoug aoBeveic mou hapav Bepanein pe rituximab. Zm Mehem 2 me GPA/MPA, n ouyvdmTa spgdviong oudeteponeviag dhwy Twv BaBpwy ftav 0% ya
Toug aoBeveic mou éhapav rituximab vavn 5% yia Toug aoBeveic mou éhaav alaBelonpivn. AtaTapay£¢ Tou dépparog kait Tou umoddpiou LoTou: EYouv avagepBel



mohl ondvia tofwr) embepuukn) vekpdiuon (oUvBpopo Lyell) ka oUvBpopo Stevens-Johnson, oplopgva ex Twv omolwv pe Bavamgdpo £xkpaor. Epnelpia and my
KowT) mépgLya: 2ovoyn mpopid aopdisiac om MeAsm 1 mc PV (MeAém ML22196) kot MeAém 2 me PV (MeAgtn WA29330: To npoglh aopaelng Tou ntuximab
0 0UVBUAOG [e Bpayeiag BidpKelag, xapnAr 000r YAUKOKOPTIKOED@Y 0T Bepartein aoBevav He Kowr TERPLYA HeAeTBNKe 08 ia dhong 3, Tuxalomomuevi),
EAEYYOPEVT), TIOAUKEVTRIKT], QVOIYTG ETUOTHAVONS BEAET Tou mepiehdufave 38 aoBevelg pe kown meppya (PV), Tuxaonompevous oty ouuﬁu ToU rituximab
(MeAgm 1 g PV). Ot aoBeveig mou tuyaionowBnkay omy opdda Tou rituximab £haav pia apywn G6om 1000 mg eviopheping TV Huépa 1 mg Mehémg Kal ua
Oeutepn 1000 mg evboghepiwg mv Hugpa 15 mg Mehemg. Adoewg auvtmpnang 500 mg evioghepiwg yopmynénkav Toug pnveg 12 kat 16. 0L noBeveig pmopotoay
va hdBouv 1000 mg eviogheBlwe ™ oty ™E unotporng (BAENe napdypago 5.1). Tm Mehém 2 mg PV, pa tuyatomompévn, SImkr-Tughr, pe SIMAG elkoviké
QAPUaKD, JE EVEPYO OUYKPITIKG TOPAYOVTQ, MOAUKEVTPIKY PEAETN ToU aElohdynoe v unmshsauunkﬁmm Kol Ty aogdkela Tou rituximab oe olykplon pe ™
pukopawvoram pogetih (MMF) oe aoBeveis pe petpa £we copapr) PV mou anarolv ano Tou oTopatog kopTikooTepoeldr), 67 aoBeveig pe PV éhapav Bepanmeia pe
rituximab (apykd 1000 mg IV v Huépa 1 m¢ Mehémg kat pwa deutepn doon 1000 mg IV mv Huépa 15 me Meheémg, nou enavakrigBnkay Tiq EpSopadeg 24 kat
26{ yio diaomua ewg 52 epdopadeg (PAene napdypago 5.1). To npogik aogakeing Tou rituximab omy PV ftav ouvenég pe o kaBiepwpevo mpogih aopakeiog omig
Ahhec eykekplpéves autodvooes evieiEeic. KatdAoyoc avemBuunTwy evepyeidy und uopgr mivaxa yia ic MeAérec 1k 2 me PV: O avemBOpnTeS evépyeiec
(ADRs) amd Tig MeAéteg 1 kat 2 yia my PV napatiBeviat otov Mivaka 7 . Zm MeAém 1 mg PV, ot ADRs oplomkay we Ta avemBupnTa oupBavTa mou napamprénkav
JE guXvOTITa epgdvionc = 5% oToug aoBeveic e PV mou éhapav rituximab, pe = 2% andhutn dogopd omv guyvomTa epgdvians petakl me opddag mou £hape
rituximab Kat ¢ opadag mou EhaBe ™y kaBlepwpévn d6on mpeBviiivng £wg To wiva 24. Kavévag aoBeviic dev anooUpBnke AGyw Twv avemBUPNTWY EVEpYELDY
am Mehém 1. Zm Mehén 2 me PV, oL ADRs opiomkav we 1a avemBupnTta oupfdvta mou napampnnkav oe = 5% Twv aoBevav pe PV mou ehafav rituximab ko
aElohoyriBrkay we oyeniopeva.

Mvokag 7. AVEMBUPNTEC EVEPYELEC 08 N0BEVELS e KOW EPQLYa Tou Ehapav rituximab, ané m Mehémm 1 me PV (fwg To Mrva 24) kat ané m Mehém 2 mg PV
(Ewe v ERGopdba 52).

Kotnyopio/opyaviké oliatnpe oupguva pe Ty pdon Sedopévwy MedDRA Moku ouyveg Iuyveg

AoIpwEEIS Kal MopasITHOEIS NolpwEn Tou aviTepou NoipwEn and 16 £prnta, Eprng Zwotipag,
avanveuoTikel guoTipatog | ZTopatikog eprmg, Emmepukinda,

Pwvopapuyyitida, Kavttiaon Tou oTépatog,
Oupohoipwén

Neonhaoporo kohorjBn, koxoriBn ko Pn koBopildpeva (mepihojpavovTol KUOTEIG Enhwpa Tou Géppatog

Kal mohuUnodeg)

WuyiaTpikég SioTapayég Eppévouon KataBhrmikn MeiZwy kataBAuwn, EvepeBlotdmra
dlatapoyT

AoTopoxgg Tou veupikol ouoTipoTog Kegahakyia Zdhn

Kopdiokég dloTopoyge Tayukapbia

AioTopoyEg Tou yooTpevTEpIKOU Akyog dvw Kothing

MoTopoygc Tou S€ppoToc Kol Tou umoddpiou 10Tol Ahwnekia Kvnaopde, Kvibwaon, Aatapayr Séppatog

AloTopoygg Tou pUooKeAETIKOU OUOTHYOTOC, TOU OUVAETIKOU 10TOU Kol DOTIKES MuookeheTikde mdvog, ApBpahyia,

SlaTopayeg Oopuahyia

Tevikég dloTapay€ Kal KaTaoTaoEIS TNg 080U Xoprynong Kénwon, EEaaBEvion, Mupetia

Kok@oeig, SnAnTnpiaceis Kol EMMAOKES BEPATIEUTIKWV XEIPIORWY Tyeufdpeves e v £yyuon
wndpdoeic*

*01 oyenopeved pe v yyuon avidpacerg yia mv Mehém 1 mg PV, nepiehdpavav Ta oupriwpata nou ouAEYBnkav Kkatd v emopevn TipoypaupaTiopevn

enioKeyn HeTa and kaBe Eyyuan Kal Ta averBounTa ouPBAvTA Mo spgavioTnkav Kata Ty nuepa 1 ja npépa HeTa v £yyuan. Ta mo ouxve, oxeTiopeva e

™V Eyxuam, ouprwpata avTibpaong/ Mpotipwpevor dpot yia m Mekem 1 mg PV mepihdupavay kegahakyies, piyn, uymAn apmpiakn miean, vautia, eéaoBevion

Kat ahyog.

Ta o ouyva oyeTdopeva pe v Eyxuon oupmmwpara aviidpaone/MpoTiapevol dpot yia ) Mehém 2 me PV firav n dlomvoia, To epuBinua, n unepbpwain, 1

£Ean, n undtaony/n yaunn apmpakn mieon kal To eEdvAnua/kvnopwdec eEdvenua.

lNepypagn emAeyuévwy avembuunTwy evepyelav: Aviidpdoe oxendoueves e v £yxuon: £m Mehém 1 mg PV, o oxenilopeves pe my Eyyuon avibpdoelg
nrav ouyvec (58%). Zyebov ohec oL oyemopevec Pe v Eyyuon aviibpdoels fTav NMes £we pETples. To MooooTd Twv aoBevav mou exdniwoav aviibpaon
OXETI{6HeVN pe TV Eyxuon ritav 29% (11 aoBeveic), 40% (15 aoBeveic), 13% (5 aoBeveic) kal 10% (4 noBeveic) petd myv npw, deltepn, Tpit kat TTaptn
£yyuam, avtioton. Kavévag noBevnc dev anoolpbnke and m Bepansia efamiag Twv oyen{opevwy Pe Ty Eyyuon aviibpacewy. Ta oURMTWHATA Twy o}eT{opevy
e TV Eyyuon aviidpaoewy fitav napéyola oe £idog kat coPapdtnTa e ekeiva nou napampenBnkay oToug aoBeveis je RA kat GPA/MPA.

Im Mekem 2 me PV, ol IRRs epgpaviomnkay kupiwe ommv Mpwn eyyuom kal 1 ouyvimia Twv IRRS pewdnke pe enakdhoubeg eyyloew: 17,9%, 4.5%, 3%
Kot 3% Twv aoBevav eppdvioav IRRs omv mpwm, Geltepn, Tpim kol TETapm £yyuon avTiotora. Ze 11/15 aoBeveic mou epgdvioav Toukdyotov pia IRR, o
IRRs fitav BaByol 1 1) 2. ¥e 4/15 aoBeveig avapépBnkav IRRS Babpol =3 kal odrynoav oe dlakom ¢ Bepaneiag pe rituximab Tpeig arnd Toug TEooepIg
aoBeveic eppdvionv ooPapéc (ametnmikég yia m {wn) IRRs. ZoPapéc IRRS eppaviomrav katd my mpwm (2 aoBeveic) 1) m dedtepn (1 aoBevng) eyyuon ko
emAlBnxay pe oupmwpatikl Bepaneio. Aopweig: tm Mehém 1 mg PV, 14 aoBeveig (37%) omv opdda Tou rituximab eupavioay AolpwEEIS OXETILOUEVES
pe  Beparnein oe olykplon pe 15 aoBeveic (42%) omyv opdba me kaBepwpévng doong mpedwidwne. O mo ouyvég AowwEelg omy opaba Tou rituximab
nrav howaEele armhol £prmta kel {womipa, n Ppoyyinda, n AoipwEn Tou oupomomTKOU CUCTAPATOS, T LUKTITLOOWKY AoipwéEn kol 1 emmegukimda. Tpelg
aoBeveic (8%) omv opdda Tou rituximab epgpavioav ouvolikd 5 coPapéc hopwEelg (Mveupovia and Preumocystis jiroveci, howwdn Bpdppwon, holpwEn
pegoomoviuhiov Siokou, mveupovikn AoluwEn, ongn and otapuhdkokko) kal évac aoBevnc (3%) omv opdda mg knBiepwpéwe Goong mpedwilivne epgpavios
ooPapr] hoipwEn (mveupovin and Preumocystis firoveci). Tm pehém 2 mg PV, 42 ooBeveic (62,7%) oTo okéhog Tou rituximab mapougiooav AolumEels.
01 mo ougvee howwEelg omv opdda Tou rituximab mTav AoipwEn Tou QvwTEpoU avarVEUOTIKOU OUCTAPATOS, PLVOPapUYYITBa, OTOMOTIKT KavTTioom
kol holuwEn Tou oupomomTikoU ouoTiuatog. ‘EEL acBevelq (9%) oto okéhog Tou rituximab mapoucicoav coPapEc howEEL. Epyaotnpiakés avwpalieg
2T pehétn 2 me PV, oto okéhog Tou rituximab napatnprénkay moAl ouxva PeTd m yXuon napodikes PEITELS oToV apiBpd Twy AEPpOKUTIApWY, Mo ripokknBnkay
ano PEWOELS 0ToUg TANBUOOGE TwWV MEPLPEPIKIY T-KUTTApWY, KaBwe Kal mapodikn Leiwon Tou emnedou Tou puopopou. Autd BewprBnke dti mpokhiBnkay ané
v npoknrnkn IV £yxuon pebuknpedvifohdvne. X Mehém 2 me PV, yaunia enineda lgG nopampriénkav ouyvad kal yaunAd enineda IgM napampriénkay nokl
ouyva wotdoo, Gev umMpée évieiEn avknuévou kvblovou epgdvione coBapov AowwEewy peta Ty exdniwon yapuniav g6 1 IgM. Avapopd mBavoloyolpevuy
avemBopmTwy evepyeldv: H avagopd mBavohoyoUpevwy avemBOUNTWY EVEpPYELWY LETA arid T yoprynon adeiag kukhopopiag Tou pappaKeUTIKOU TPOIGVTOg
efval onpavikn. Ertpénel m ouveyn napakohoudnon mg ox£onc opehoug-Kivalvou Tou papuakeutikol npoidviog. Znteital and Toug enayyeApatiee uysiag va
avagepouy onoleadinote Bavohoyoljeves avemBULNTES EVEPYELES PEOW TOU £BVIKOU OUOTHHATOC avapopas Mou avaypageTal napakatw. EBvikdg Opyaviopde
dapudkwy: Meooyeiwy 284, GR-15562 Xohapyde, ABriva, Tnh: + 30 21 32040380/337, ®ak: + 30 21 06549585, lototonog: hitp://www eof gr. 7. KATOXO0Z
THZ AAEIAZ KYKAD®OPIAZ: Sandoz GmbH, Biochemiestr. 10, 6250 Kundl, Auotpin. 8. APIBMOZ(0l) AAEIAZ KYKAD®OPIAL: Rixathon 100 mg mukvd Gidhupa
yla mapaokeun dlakipatog mpog yyuom: EU/1/17/1185/001, EU/1/17/1185/002. Rixathon 500 mg mukvo didhupa ylo napaokeun Sahipatog mpog Eyyuon:
EU/1/17/1185/003, EU/1/17/1185/004. 9. HMEPOMHNIA NPOTHZ ETKPIZHI / ANANENZHZ THZ AAEIAZ: Huepopnvia mpwmg eykplong: 15 louviou 2017. 10.
HMEPOMHNIA ANABENPHIHE TOY KEIMENOY: 16/08/2021. Aemopepeic mhnpogopies yia To mapdv gappakeuTike npoiov eivar dlaBeolle oTov SIKTUAKG TdMo
Tou Eupwnaikol Opyaviopol dappdkwy: hilp://www.ema.europa.eu.
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