1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

VELCADE 3,5 mg k6vig Y10 evEGILO S1GAVLLA.

2. MOIOTIKH KAI ITIOXOTIKH XYNOEXH

Kabe prokido mepiéyet 3,5 mg Boptelopinmng (og fopovikd eotépa LovVITOANG).

Metd v avacvotaon, 1 ml tov dteAdpaTog Yo vTodopla. Eveon mepiéyet 2,5 mg Popteopipnng.
Metd v avoacvotacn, 1 ml tov dtaAdpatog Yo evoopréfia Eveon mepiéyxel 1 mg Poprelopipmng.

I"a tov TAnpn katdroyo TV ekddywv, PAEre Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Kovig yia evéoyo didivpa.

AguKT TPOG VITOAEVKN GLUTTAYNG OVGia (KEWK) 1 OKOVY).

4, KAINIKEX IIAHPO®OPIEXZ
4.1 OgpomevTikég gvosielg

To VELCADE wg povoBepamneio 1] cuvOLacUOg He TEYKLMOUEVT MTocopokn do&opovfikivn 1)
deapebaldvn evoeikvoton yia tn Ogpaneio eviAkov acBevav pe eEEMGGOUEVO TOAAUTAOVY HVEAMLOL
Y Tovg omoiovg &xetl TponynBel tovAdyiotov 1 BepamevtiKn aymyn Kot ot oroiot Exovv 10N vroPAnOel
1N dev givar kaTdAANAOL va VTOPANOOVY GE LETAUOTYEVOT| ALLOTOMTIKMV OPYEYOVOV KUTTAP®V.

To VELCADE c¢g cuvdvacuo pe peh@aidvn kot Tpedvilovn evdegikvotal yio ) Bepomeio evilikaov
acBevav pe pn mpobepamevpévo TOALATAODY HUEAMLLE Kol Ol 0TToiot dev eivar KatdAAniot va
voPAnBovV e vyNAn doom ynuelodepameiog e LETOUOGYEVCT OLLOTOUTIKAOV 0PYEYOVOV KUTTAP®V.

To VELCADE c¢g cuvdvaopuo pe oegapebalovn 1 pe de€apebalovn kot Oaiidopidn, evosikvotot yio
v gloaymyikn Oepaneia evilikov acBevav pe pun tpobepamevpévo molhamlodv puélmpa Tov gival
KatdAANAOL va vToPANBoVY 6g LYNATY 360N YNuEIDEPATTEING LLE LETAPOTYEVOT] OLUOTOMTIKMDV
apYEYOV®V KLTTAPM®V.

To VELCADE o€ cuvdvacuo pe prtovgudunn, KokAoemoopior, do&opovfikivn kot mpedviovn
gvdeikvotal yuo ) Oepoameio evilikov acbevav pe pn tpobepamevpévo Ao ard KHTTOPO TOL
pavdva Tov dgv gival KOTAAANAOL Vo, vToPANB0OY GE HETAUOGYEVCT) OLLOTIOMTIK®Y apYEYovmY
KLTTAP®V.

4.2  Aocoloyio Kol TPOTOS YopNyNoNg

H évapén g Bepaneiag pe VELCADE mpénet va yivetan vd v enifieyn evog EUTEPOV YLOTPOD
ot Oepaneio aclevav pe kapkivo, wotdco N yoprynomn tov VELCADE unopet vo, yiveton amod
gmoyyeAuatio vysiog EUmelpo otn ypnHon ynueodeparsvtikmy napaydviov. H avacdotacT tov
VELCADE npémnet va yivetar amo emoyyeportio vyeiog (PAéne mopdypopo 6.6).



Aocoloyia yuo ) Bepaneio tov e£gMocduevoL mOALOTAOD puerdpotog (acbeveis mov éyovv Adfet
TPoNyovueva TovAdyiotov pio Bepomeior)

MovoBeparneia

To VELCADE 3,5 mg x6v1ig yio evEGo StdAvpa yopnyeitar LS evOoQAEPLAG 1] VTTOSOPLUG EVECTG
ot GVVIGTONEVT d6on Tov 1,3 mg/m? emedveiac codpotog dVo opic efdopadiaing yio didotnuo
dvo gfdouddmv tic nuépes 1, 4, 8 ko 11 og kKo Oepanciog 21 nuepdv. Avti 1 tepiodoc Tmv

3 efoopadmv Bewpeitar Evag kokhog Bepaneiog. Xvviotdtot ot acbeveic vo vrofdilovial o

2 koxkhovg ayoyns ue VELCADE petd v emBefaionon g mAnpove aviandkpiongs. Emimiéov, otovg
aoBeveic Tov avtamokpivovtol oTny oywyn Y®pic OUMS Vo ETITVYYXAVETAL 1] TAPNG DPEST|, GUVICTATOL
n ANy Bepamneiog yio cuvolikd didotnua 8 kokhov Oepanciog pue VELCADE. Ilpénet va pecolafoiv
TOVAdYIGTOV 72 Mpeg LETAEL TV dladoyikav ddcewv Tov VELCADE.

Lpooopuoyés tne 60ons kota ) didpkelo, ¢ Oepaneiog kot emavévopln e Oepameiog yio,
uovolepareio.

H 0gpancia e VELCADE 7mpénel va S10kOTTETOL KOTA TNV ELQAVIGT UN-OLUOTOAOYIKNG TOEIKOTITOG
3°° BaBpov 1 aipatoroyikng toéikdtmrag 4°° Babuov, e€aipovuévng g vevporadeiog Omwmg
mepypaeeTol Topakdto (PAEne eniong mapdypoeo 4.4). Otav ta cupnTdpate ToSKoTTog
vroywpnoovv, 1 Bepaneia pe VELCADE pmopel va Egxivijoet ex véou pe petopévn katd 25% 66om
(1,3 mg/m? pewdveton o 1,0 mg/m?, 1,0 mg/m? peidveron oe 0,7 mg/m?). Av n to€icdtnta Sev
VIOY®PNOEL 1] ETAVEUPAUVICTEL KOTA T YOPYNOT TNG MO YOUNANG dOONGS, TPETEL Vo EKTIUNOEL M)
mBavotnta dakomng Tov VELCADE, gktog edv 10 6¢pehog tng Oepameiag vieptepel capmdg TOL
KLvoHVov.

NevpomaOntiog movog kou/f TEPLPEPIKH VELPOTAOELQ

Ot acBeveic Tov mapovctdlovy vevporadnTikd TOVo Kovh mepLpepikn vevporddeia mov oyetilovtal
ue t Poptelopipmn mpénet vo avtipetonilovrol GOUEOVO e TIG 00NYieg ToL ToPoVGLAleL 0
[Mivakag 1 (BAéne mapdypapo 4.4). Ot acBeveic pe Tpobmdpyovca coPapr| vevporddeio propodv va
AdBovv VELCADE pévo xatomy TposeKTIKNG EKTIUNONG TG 0YE0MG KvdhVou/0EAoug.

Iivaxag 1: 2oVIoTOUEVES® TPOTOTOINOEIS DOCOLOYIOS Y10 VEDPOTAOELD TTOV CYETI(ETON LUE TH
Poprelouiunn.

YofapétnTo vevponddeiog Tponomoinen docoroyiog

1°° BaBuov (ywpic copmtdpota, anoisto ev o | Kopio

Babet TeVOVTIOV OVTAVOKAUCTIKOV 1|

mapoictnoia) ywpig movo N yopic armiela

Aettovpyiog

1°° BaBpov pe movo 1 2°° Babpov (pétpia Mzeiwon tov VELCADE o¢ 1,0 mg/m?

GUUTTMOTO, TEPLOPIGLOG AEITOVPYIKDV il

KaOnuepwvav dpactnplotitov (ADL)**) AMayn) TOV OEPOTEVLTIKOD TPOYPAUUATOC UE
VELCADE oc¢ 1,3 mg/m? pio @opd v
gBdoudoa

2°° BaBpov pe movo 1 3°° Babuov (cofapd Awxom g aywyng ue VELCADE péypt va

CUUTTOLOTO, TEPLOPIGUOC TV KA UEPIVDY VTOYWPNGOVV TO, GUUTTMOUATO TOEIKOTNTOG,

OpOCTNPIOTHTOV ATOULKNG PPOVTIONG Otav n 10&o6TNTO VITOYWPNOEL, ETAVEVOPEN TNG

(ADL)***) Oepanciog pe VELCADE kon peiowon g d6omg
oe 0,7 mg/m? ko xoprynon pia opd tmv
gfooudoa.

4°° BaBuov (ametntucég yio ™ {on cuvéneiec, Awxom oo VELCADE

cuviotdrtol enetyovoa mopiufacn) Ko cofopn

OVTOVOLN VELPOTTADELNL

Mg Bdon 115 Tpomomomaoelg g docoroyiog og peréteg Gaong II ko I yio o molhomhodv puéhmpa kot v epmelpio
petd and v KukAo@opio Tov Pappdkov. Babupoioyia pe fdon v ékdoon 4.0 tov Kowvav Kpumnpiov To&wdmtog
tov NCI (NCI Common Toxicity Criteria CTCAE).
Agitovpyixés dpaotypiotnres kabnuepiviic ppovtioas (ADL): avapépovtal 6TV €T0L0GIN YEVUATOV, TNV yopd.
TPOPIU®V 1 povY®V, TN XPTOT TOV TNAEPOVOL, TN SLoyeiplon ypNUATOV KAT.

* KoaBnuepivég dpaotnprotnres aropukic ppovridas (ADL): avaeépovior 6o TAVGLLO, TO VTDGUO KoL TO YOUGLHO, TNV
TPOGANYT TPOPNG, TN (PYON TNG TOVAAETOG, T ANYN QUPLOKEVTIKMV TPOTOVI®V, Kol OYL KAV PELS.

*k

ke



Ocpameio ovvOvATLOD UE TEYKOAIWUEVN Aimoowmutokl] doEopovfikivy

To VELCADE 3,5 mg x6v1ig yio evEGo StdAvpa yopnyeitan HESm evOoQAEPLAG 1] VITOSOPLUG EVECTG
o1t cuvicTOpevn d6om tav 1,3 mg/m? empdvelog copatog §00 popéc v efdondda yia 00
gfdoudoeg tic nuépeg 1, 4, 8 ko 11 og kdKAo Oepanciog 21 nuepdv. Avti 1 mepiodog TV 3
gfoopddwv Bewpeiton Khxhog Bepameiog. [Ipémel va pesorafotv Tovddyiotov 72 dpec HETAED TV
dwdoywav docemv tov VELCADE.

H neyxohopévn Mmocopakn do&opovPikivny yopnyeitar og 30 mg/m? v nuépa 4 Tov KOKAOL
Oepanciog pe VELCADE wg¢ evéopréPra £yyvon 1 dpag petd v éveon pe VELCADE.

Mmropovv va yopnynBobdv £mg 8 kbxhot Bepaneing cuvdvacol 660 ot acheveic dev Exovv gppavicet
eEEMEN ™ vooou kat avéyovtot T Bepaneio. Ot aobeveig mOV ETTVYYXAVOLY TANPT AVTATOKPION
UmopovV va cuveyicovv T Bepomeia Y100 TOLAGYIGTOV dVO KOKAOVG LETH At TNV TPMTN ATOSEEN
TANPOVG OVTATOKPIONG TOVG, OKOLLO KOl EAV KATL TETOLO OTOLTEL Oy@YT] Y10 TEPLGGOTEPOLVS U

8 xdrhovg. Ot acBeveic TV omoiwv Ta eninedo TG TOPATPMOTEIVNG GLVEXILOVY VO LEIDVOVTAL HETA
amd 8 KiKAoVG umopovv emiong va mapoteivovy ) Bepameio yio 660 SAGTNUA 0VTH YIVETOL OVEKTT
Kot g€axorovbolv va, avtamokpivovial.

IMa npodcbeteg TAnpopopieg GYETIKA e TN TEYKLAIOUEVN ATOc®OKY do&opovPikivr, PAEmE T
oyetikn Hepiinyn tov Xopaktmpiotikdv tov [Ipoidvrog.

Ocpamneio ovvovaouod pe decopedolovn

To VELCADE 3,5 mg x6vig yio evEGIO S1dAv U yopnyeital HESW eVOOQAEPLAG 1] VTTOSOPLAG EVECTG
ot GLVIGTONEVT 86on TV 1,3 Mg/m? emedveiac chpotog §vo popéc Tnv efdonddo yio Vo
ePdopdoeg Tic nuépeg 1, 4, 8 ko 11 og kdKAo Bepanciog 21 nuepadv. Avti 1 mepiodog Tov 3
ePdopddwv Bewpeiton KoKAog Oepamneiag. [pémetl va pesorafodv tovAdyiotov 72 dpeg peta&d TV
dadoykav 06cewv tov VELCADE.

H de€apebaldvn yopryeitor and otopotog o 20 mg tic nuépeg 1, 2, 4, 5, 8, 9, 11 kar 12 tov kdxlov
Oepaneiog pue VELCADE.

Ot acBeveic Tov emruyydvouy avtamdkpion 1 otabeponoinomn g acéveldg Tovg petd amd 4 KOKAOLG
Oepaneiog GuVOLOGUOD HITOPOVV Vo GuvEXicOoVY va AapuPdvouy Tov 1510 GuvoLacUO TO TOAD Yio

4 emnp60eTOLG KUKAOLG,.

INo npodcbeteg mAnpoopieg oyetikd pe t oe&opebalovn, PAéne ) oyetikn [epiinym tov
Xapaxktnplotikadv tov [Ipoidvrog.

Ipooapuoyes e doong yia ) Oepomeio ovvovaouod yio acbeveis ue eCelicoouevo wollamlodv
HVEAwUO

INa v npocapuoyn g d6ong tov VELCADE cg Ogpaneio cuvdvacpod cupfovievdeite tic 0onyieg
Tpomonoinong e docoroyiag Onmg avTég mePtypdpovtal Vo TV povobepansio Tapamdve.

Aocoloyia yio acBeveic pe un mpobepamevévo morlomiodv puélopo mov dev ivar kKatdAAnAot yio
UETOUOGYEVCT] OULUOTOMTIKAOV apYEYOVAV KVTTEP@MV

Ocporeio. cvVOLOTUOD UE UEAPALOVY Kol TPEIVILOVH

To VELCADE 3,5 mg k6vig yio evéciuo dtdivua yopnyeitar LEcm evoopAEPLag 1 VTOdOPLUG EVEST|S
G€ GLVOLAGHO HE OO GTOLOTOG LEAPUAGVT KOl atd GTONATOG TPEGVILOVT OTTMC TaPOLGLALETAL GTOV
[Mivaka 2. Qg Bepamevticdg KOKAOG vogitan pia mepiodog 6 gfdopadov. Xtovg Kokiovg 1-4, to
VELCADE yopnyeitai 800 @opég tnv efdoudda tic nuépeg 1, 4, 8, 11, 22, 25, 29 kor 32. Xtovg
Kvkhovg 5-9, to VELCADE yopnyeiton pio eopd tnv efdopdda tig nuépeg 1, 8, 22 kar 29. Ilpénet va
pecorafovv TovAdyiotov 72 dpeg HeETaEd Tov dladoyik®mv ddcewv tov VELCADE.

H pedpoaravn kot n tpedvilovn mpénet Kot o1 00 vo xopnyodvTot amd oTOHOTOS TIg Nuépeg 1, 2, 3 kan
4 ¢ TpdTNg gfdopadac Tov kdbe koxhov Oepameiog ue VELCADE.

Xopnyovvtor evvéa Bepamevtiol kikAol avtig g Bepaneiog cuvdvacHoD.




Iivoxac 2:

2oviarouevy docoloyia yia. 1o VELCADE ce avvivaouo ue uelpolavy xai mpeovilovny

Avo gopég v EBdondda VELCADE (Kvkiow 1-4)

Efdonada 1 2 3 4 5 6
Ve Huépo  -- --  Hpépa| Huép Hpép | mepiodog | Huép Huép |Huépo Hpépa | mepiodog
(1,3 mg/m? 1 4 a8 all |avémove | @22 w25 | 29 32 |oavdamovon
ne S
M (9 mg/m?) Huépo Huép Hpépa Huépa| -- nsgioé‘)og -- -- -- -- napioé‘)og
P (60 mg/m? 1 a2 3 4 avaTonG aVOTOVGoT
ne S
Mia gopd tqv EBdopada VELCADE (Kvkhot 5-9)
Efdopada 1 2 3 4 5 6
Ve Huépa - -- -- Huépa 8 | mepiodog | Huépa 22 Huépa 29 mePiodog
(1,3 mg/m? 1 OVATOVo avAaTovo
ne S
M (9 mg/m?) Huépa Huépa Huépo Hpép -- nsgt’oé‘)og -- -- napioé‘)og
P (60 mg/m? 1 2 3 a4 avaTove avamovon
ne S

V¢ = VELCADE, M = pughoodrdavn, P = mpedvilovn

Tlpooapuoyes e doons Katd. T diapkela s Bepameiog kai exavévopcn e aywyng yia Oepareio;

OVVODOOUOV UE UEAPOAGVY Kot TpedVILOvy
Ipwv v évapén evog véouv khkAov Bepoameiog:

o O op1Oudg Tov aponetoMov mpénet va eivar > 70 X 1091 ko 0 amdAvtog aptOuog
ovdetepogirwv (ANC) npénet v etvon > 1,0 X 1091

. Ot un opatoAoyikég ToEIKOTNTEG TPEMEL VO EY0VV VoY ®pPNoel o 1°° Babuov 1 610 apyikd
eninedo

Iivaxag 3: Tpomomomoels e 60o0loYios KoTo. TH JIGPKELQ TWV ETOUEVOV KOKAWY THS Oepareiog

ue VELCADE o¢ ovvdovaouo ue uelpoiavny xar mpeovilovn

To&wkotnTo

Tpomomoinen docoroyiag 1] kKaBveTépnon

Avaroroyixn tolikotnTo. KoTa T O10PKELR TOD

KOKAOD

. Edv napotnpnbei otov mpornyovuevo
KOKLO TapaTETAUEVT] ovdETEPOTTEViD 4°°
BaBpot 1 Opoufonevia 1 Opopponevia pe
ooppayio

E&etdote o evdeydpevo peimong tng 06ome g
peA@ordvng Katd 25% otov endpevo KOKAO

. Edv katd v nuépa yoprynong
VELCADE (¢AAn omtd v nuépa 1) o
aplOUOC TOV AUOTETOM®Y Elvarn
<30 x 10%1 4 ANC < 0,75 x 10%I

H Oepancia pe VELCADE npénet va ovootolel

o Edv moAléc d6oceig VELCADE o¢ éva
KOKAO €yovv dlakomel (> 3 dOGELG KOTA TN
duapkela Tng xopnynong 000 Popég v
epdopdoa > 2 docelg Katd Tn didpKeln
16 efdopadaiog xopnynone)

H 660om 1o VELCADE npénet va, peimdel Koatd
1 eninedo 86omg (amd 1,3 mg/m2ce 1 mg/m2, q
and 1 mg/m? se 0,7 mg/m?)

Babuov > 3 un aiparoloyixég tolikotneg

H 0epamneia pe VELCADE npénet va drokomel
UEYPL VO LTTOYWPTGOVY TOL GCULTTOUATO TNG
to&ikotnrag o€ Babpov 1 1 oto apyikd emninedo.
21 ovvéyeln, n Bepaneio e VELCADE pmopet
va EEKIVIOEL [ LEIDOT EVOG EMTESOL dOGT|G
(omd 1,3 mg/m? e 1 mg/m2, 1 amd 1 mg/m? oe
0,7 mg/m?). T'wa. vevpomadntikd mévo Koy
TEPLPEPIKT vELpoTaBeLn TOV oyeTileTaN e
VELCADE, dtok0y1e Ko/f) TPOTOTONGTE TO
VELCADE 6nw¢ meprypdoetan otov Ilivaxa 1.




T tepartépm mANPoPopiec GYETIKA UE TN UEAQOAGYT KoL TNV TPedVILOVT, BAERE TV avticTouym
ITepiinym Xopaxtnprotik®v Tov [Ipoidvrog.

Aocoloyia yio acBeveic pe un tpobepamevévo ToALOTAODY HVEAMUE TTOV EIVOL KOTAAANAOL Y10t
LETAUOGYEVGT) OLUOTIOMTIKMV apyEYovmV Kuttdpov (silcaywykn Bepansia)

Ocpameio ovvovaood ue oeCousbolovn

To VELCADE 3,5 mg x6v1ig yio evésio StdAvpa yopnyeitar HEcm evoopAEPLaG 1] VTOSOPLUG EVECTG
ot GUVIGTONEVT 86on Tov 1,3 mg/m? emedveiac codpotog d0o opéc efdopadiaing yio didotnuo
000 efdoudowv Tic nuépec 1, 4, 8 kar 11 og kbxkho Bepaneiag 21 nuepdv. Avti 1 tepiodog Twv

3 efoopadmv Bewpeitan £vag koukhog Oepaneiog. [Ipénet va pecorafodv Tovddyiotov 72 mpeg petatd
TV dadoykav d6cewv Tov VELCADE.

H de€apebaldvn yopnyeitol and tov otdHaTog 0TH 000N TV 40 mg Tic nuépeg 1, 2, 3, 4, 8, 9, 10 kot
11 Tov kOKAov Bepamneiog ue VELCADE.

Xopnyovvtal técoepig Bepamevtikol KOKAOL aVTNG TG Bepameing cuVOVAGHOD.

Ocpoameio. ovvovoouod ue delousbalovy kor Gotidouion

To VELCADE 3,5 mg x6vig yio evésio dtdAvpa yopnyeiton pécw evoopAEPLag 1 VTOdOPLUG EVEOTG
ot GVVIGTONEVT 86on Tov 1,3 mg/m? emedveiac codpotog dVo opic efdopadiaing yio didotnuo
000 efdoudowv Tic nuépec 1, 4, 8 kar 11 og kbxkho Bepaneiag 28 nuepdv. Avti 1 tepiodog Twv

4 gfdopadmv Bempeitar Evag kKokAog Bepaneiag. [Ipénet va pecorafodv Tovkdyiotov 72 dpeg petasd
TV dadoykav d6cewv Tov VELCADE.

H de€apebaldvn yopnyeitol and tov otdHaTog 0TH 060N TV 40 mg Tic nuépeg 1, 2, 3, 4, 8, 9, 10 kot
11 Tov kOKAov Bepamneiog ue VELCADE.

H BoAdopidn yopnyeiton and tov 6téH0TOG 0T 060N TV 50 mg nuepnoing tic nuépeg 1-14. Edv
glvar avekt, 1 60om awéavetor oto 100 mg tic nuépeg 15-28 ko ot cuvéyelo uropei va ovénoei
nepartépm ota 200 mg nuepnoing amd tov koo 2 (BAéne Iivaka 4).

Xopnyovvial t€coepig BepamenTIKol KOKAOL ALTOL TOL GVVILAGHOV. Ot aobeveis e TOLVAGYIGTOV
LEPIKN AVTOTOKPIOT) GuVIGTATOL Vo AapBdvouy 2 emmpdcheTong KHKAOLG.

Hivoxog 4: Aoaoloyia yio. Ogpomeio ovvovaouod ue VELCADE yia ac0eveis pe un mpobspomevuévo
TOALATAODV HOEAWUO. TTOV EIVOL KOTOAANAOL VIO UETOUOGYEDG AUUOTOTIKWV
oPYEYOVMV KOTTOP WV

Vc+ Dx Kvkhoi 1 émg 4
Epdopdada 1 2 3
Ve (1,3 mg/m? Hpépa 1, 4 Hpépa 8, 11 IMepiodog avamavong
Dx 40 mg Hpépa 1, 2,3, 4 Hpépa 8,9, 10, 11 -
Vc+Dx+T Kvkhog 1
Efdopdda 1 2 3 4
Ve (1,3 mg/m? Hpépa 1, 4 Hpépa 8, 11 Iepiodog Iepiodog
aviTovong aviTovong
T 50 mg Huepnoing Huepnoing - -
T 100 mg* - - Hpepnoing Huepnoing
Dx 40 mg Huépa 1,2,3,4 |Hpépa 8,9,10,11 |- -
Kvbkhot 2 £mg 4P
Ve (1,3 mg/m? Hpépa 1, 4 Hpépa 8, 11 Iepiodog Iepiodog
avémavong | avdmovong
T 200 mg* Huepnoimg Hpepnoimg Huepnoilog | Huepnoiong
Dx 40 mg Hpépa 1,2,3,4 |Hpépa 8,9,10,11 |- -

Vc = VELCADE, Dx = Ag&apebalovn, T = O@aidopidn
% H 860 e BoMmdopidng avéavetar oto 100 mg omd v efdopdda 3 tov Koxkhov 1 pévo v ta 50 mg sivor ovektd kot
ota 200 mg oo tov KoKAo 2 kot peténerta £av to 100 mg eivan avektad.

Méypt 6 KOKAOL umopovV var 50000V 6T0VG G0EVEIS TOV TETLYAV TOVAUYLGTOV LEPIKT AVTOTOKPLOT LETE TOVG
4 xvKhovg.

Tlpooapuoyes e doooloyiag yio. aoBeveis Tov EIvol KATAAINAOL Y10 HETOUOCYEDTELS
T mpocappoyn g d6ong 1ov VELCADE, Ba tpénet va axolovBovvton ot 00nyieg tpomomoineng
g 000NG TOV TEPLYPAPOVTOL Yia T povobepaneia.



EmnpocBeta, 6tov 10 VELCADE yopnyeital o€ Guvovaouo e GAAL YNUEIODEPUTEVTIKA
QOPUOKEVTIKA TPOTOVTA, TPEMEL VO EEETAGTOVV O1 OMAPUITNTEG LELDGELS TNG OOOTG ALTAV TOV
TPOTOVTOV GE TEPITTOOT TOEIKOTNTAG COUP®VA UE TIG cLOTAGELG NG [epiAnyng Tov
Xapaxtnpiotikav tov [Ipoidvrog.

Aocoloyia yuo acBeveic pe un mpobepamevpévo Aépoopa and Kottapo tov povova (MCL)
Ocpancsio. ovovovaouod pe prrovlucunn, kvklopwopouion, doéopovfxivy kar rpeovilovny (VeR-CAP)
To VELCADE 3,5 mg x6vi¢ yuo evEGilo dtalvpo yopnyeitor LES evOoPAEPLOC 1| LTOJOPLOG EVECTG
ot GVVIGTONEVT 86on Tov 1,3 mg/m? emedveiac cmdpotog dVo opéc efdopadiaing yio didotnuo
dvo gfdouddwv tic nuépeg 1, 4, 8 ko 11, akohovBovpevn amnd pio mtepiodo avamoaviag 10 nuepdv Tig
nuépeg 12-21. Avtn n tepiodog Tov 3 efdopddmv Bewpeitar Evag koukhog Oepaneiog. Zvviotdvton €6
koxkAot aywync pe VELCADE, av kot yia acBeveig mov epeavilovv Tekunplopév avtamrdkpion yio
TPOTN Popa KaTd ToV KOKAO 6, pumopel va yopnyndodv dvo emmpodcbetor kokAor VELCADE. [pénet
va pecsorafovv tovddyiotov 72 dpeg peta&d tav dtadoyikav d6cewv Tov VELCADE.

Ta akdlovOa papuakeLTIKG TPOTOVTO YopnyovvTol TV Nuépa 1 kabe kikAov Oepameiag 3 efdouddwmv
ue VELCADE ¢ evdo@réPiec eyydoeic: prrov&uaunn oe d6on 375 mg/m?, kukhopmoeapidn ce
d6om 750 mg/m? ko SoEopovPikivn og §6om 50 mg/m?,

H npedvilovn yopnyeiton and otépatog oe 36om 100 mg/m? tig nuépeg 1, 2, 3, 4 xar 5 k40 kdrhov
Oepaneiog pue VELCADE.

Tpooapuoyéc tne 00ons kata t diapkeia ¢ Ospamsiog yia ao0eveic ue un tpolepoamevuévo Aéupmuo.
OO KOTTOPO. TOD UOVADO,
IIpwv v évapén evog véov khklov Bepameiog:

o O apBuog Tov aponetoriov tpémnet va etvar > 100.000 kdtrapo/pl kot o amdAvtog aplfpog
ovdetepo@irv (ANC) mpénel va eivon > 1.500 kdtropo/ul
o O ap1Buog Tov aponetoriov npénet va eivar > 75.000 kottapo/pl. oe acbeveig pe dmbnon tov

HLEL0D TV 06TMV 1| GIANVIKO eyKA®Bloud

o Aoceaipivn > 8 g/dL

. Ot un opatoroyikég To&ikdTnTeg Tpémet vo. Exovv voympnoet o€ 1°° Babuov 1 610 apytkod
eminedo.

H 0epancia pe VELCADE mpénel va S1oKOTTETOL KATA TNV ELPAEVIGT OTOL0cONTOTE GYETILOUEVNG LE
10 VELCADE pn-oupatoroyikng to&uotmroc Babuov > 3 (e€arpovpévng tng vevpordbelac) 1
apatoroyikng to&ukotntag Babuov > 3 (BAéne eniong mapdypapo 4.4). ['a Tpocappoyég g d6ong,
PAéme [ivaka 5 Tapokdto.

[Mopdyovieg d1€yepong omOIKIOV KOKKIOKLTTUP®Y HITOPOVV Vo xop1ynbodv Yo o toAoyIKn
To&IKOTNTA GOUPOVO LE TNV TOTKT cuvN O TpakTikn. [lpénel va eEetdleTon 1 TpoPLAAKTIKY XPoT
TAPUYOVTOV OLEYEPONC OTOIKIDY KOKKIOKVTTAP®V 0€ TEPITTOOT EMavVOlapUPavouevoy
kafvotepncemv 6N Yopnynon tov kokiov. H petdyyion aporetariov yuo t Oepaneio tng
Opoupomneviag mpénet va eEetdleTon OTAV EVOETKVUTOL KAIVIKAL.



ITivakoc 5:

Tlpocopuoyes ts d0ong Kata ) ordpxeio s Bepomeiog yio. aoOeveic ue un

wpobepomevuévo Asupmwua omo KdTTapa. Tov UoVoLo,

ovdeteponevia 4°° Babpov didpkelog avwm
TV 7 Nuepdv, aptduog aionetaiioy
< 10.000 kotrapo/pL

To& koo Tpomomoinon docoroyiag 1] kaBvotépnon
Awozoloyixn tolikotyto.
o ®popporevia Babpov > 3% pe mupeto, H 0epancio pe VELCADE npénet va

StokomTETAL Yo £0G 2 €BOopAdEC EmG OTOV 0
acBevng €xet ANC > 750 xdtropo/pl kot
apOuo aponetariov > 25.000 kdtrapa/pl.

. Edwv, petd ) dwaxomn g Bepomeiog pe
VELCADE, n to&wotnta ogv
VIOYWPNGEL, OTwg opiletal mopamdve,
t6te T0 VELCADE 7pénetl va dtokomet.

. Edv n to&ikotnTo vroympnioet, dnA. o
acBevig £xet ANC > 750 kottapo/pLl kot
opOud opomeTariomv
> 25.000 wbtrapa/pl, to VELCADE
umopel va Egxvioet pe pio 06om
UEMUEVT KOTA éva emtinedo d6onC (amod
1,3 mg/m? og 1 mg/m? A} and 1 mg/m? oe
0,7 mg/m?).

. Edv xatd v nuépa yopnynong
VELCADE (GA\n armd v Huépa 1 ka6e
KOUKAOV) 0 aplOUOS TV OOTTETAA®Y
givan < 25.000 kotrapo/pl 1 o ANC elvan
< 750 xdtropo/pl

H 6gpancio pe VELCADE mpémel va
dloKomTETON

Bobuod > 3 un auparoroyixés tolixotnres mov
Bewpeitar ot oyetiCovror ue 1o VELCADE

H 0gpaneio pe VELCADE npénet va
OLOKOMTETAL LLEYPL VA, VTTOYMDPNCOLV TO.
ocopmTopoto ¢ toéikotrag o Babpod 2 1
younAotepa. Xt cvvéyela, 1o VELCADE
umopet va Eekvioet pe pia 66on petowpévn Kotd
éva eninedo 86ong (omd 1,3 mg/m? s 1 mg/m?,
M and 1 mg/m? ce 0,7 mg/m?). T
VELPOTOONTIKO TOVO KOUT TEPIPEPIKN
vevpondBeia mov oyetiCetan pe VELCADE,
drakoyte KoM tporonoote to VELCADE
omwg meptypapeton otov Ilivaka 1.

EmnpocBeta, 6tov 10 VELCADE yopnyeitatr o€ cuvovaouod e GAAL YNUEI0BEPUTEVTIKA
QOPUAKEVTIKG TPOTOVTA, TPETEL VO EEETAGTOVV Ol AMOPOITNTES LEIDGELG TNG dOOTNG VTMOV TV
QOPULOKEVTIKMV TPOIOVIMV GE TEPIMTMOT TOEIKOTNTOC, COUPOVA LLE TI GLGTAGELS TG OVTIGTOUYNG

ITepiinymg tov Xapaxtnpiotikdv Tov [Ipoidvroc.

Ewwoi tAnbvouol

Himkiouévor

Agv vtapyovv oToryEia TOV VoL LITOSEIKVOOLY OTL Ol TPOGOPUOYES TNG 0OCNC EIVAL OTOPOITNTEG OE
aoBeveic nhxiog ave Tov 65 1OV e TOAAATAOVY HLEL®UA 1] AELPOO 0O KOTTOPO TOV HAVODAL.
Agv vrapyovv peréteg yuo m xpnon tov VELCADE og nAkiopévoug acbeveic pe pn
TPOBEPUTEVUEVO TOALOTAOVY HUEAMILE, O1 OTTO{0L Elval KatdAANAol va vtofAn0ovv g
ynueobepaneio LYNANG dOCTG e LETAUOTYEVOT] OLUOTOMTIKMV OPYEYOVOV KUTTAP®V. ZVVETMS, O
yivovTol 60G0A0YIKEG GLGTAGELS 6TOV TANBVG U VTO.

e pio pedétn oe aoBeveig pe un Tpofepamevpévo AEUP®UO OT0 KOTTOPO TOL pavova, 42,9% kot

10,4% tov acbevav mov eiyav extedei oe VELCADE ftov og nlkiokd €0pog 65-74 £t ka1 > 75 ),
avtiotorya. Xe acleveic nhiag > 75 £, kot ta 600 oynuata, VeR-CAP omwg emiong kot R-CHOP,
NTov Aydtepo avektd (PAéne mopdypago 4.8).



Hromiry dvalertovpyio

Ot aoBeveic pe Yo otk Svsiettovpyia dev ypeldloviol TPOCSaPLOYT TNES 0OONC KoL TPETEL VO,
Aappdavovv Bepameia pe T cuvicTOpEVT 600T. Ot acheveic e pétpia 1 coPapn Nratikn
dvchertovpyia mpémer va Egkivovv 1o VELCADE pe petwpévn 86on twv 0,7 mg/m? avé éveon xotd
d1apketa Tov TPAOTOL KOKAOL Depameiag kot 1 akdlovdn avénon e S6ong oe 1,0 mg/m2y n
nepautépm peimon g d6ong oe 0,5 mg/m? pmopel vo e€etaoctel pe Paon Ty avekTIKOTNTA TOV
acBevoug. (PAEne [Tivaxa 6 kot Topaypdeovg 4.4 kat 5.2).

ITivaxag 6: Zoviotwuevy tpororoinon 00ons évopéng yio. to VELCADE oe 000¢eveic ue nrotiki
ovaiertovpyio,

BaOpog Enineda Enineda Tpomomoinon g d6ong Evapéng
NAOTIKNAG YOAEPLOPIVIC SGOT (AST)
dvoAgrTovpyioc™
‘Hitl <1,0x ULN > ULN Kapio

>10x-15xULN | Onowodnrnote Kaopio
Métpa >1,5x-3x ULN Onolodfmote Mzeimomn tov VELCADE o¢ 0,7
YoBapn > 3x ULN Onotodnmote mg/m? ctov TpdTo KuKAO Depomeiog.

Na e&etaotel n avénon g d0onG o€
1,0 mg/m? A} mepoutépm peimon g
d6omng og 0,5 mg/m? og axdrlovBoug
KOKAOVG HE BACT TNV OVEKTIKOTNTO
0oL 000gvolC.

Yvvrpnoeis: SGOT = yhovtapiky o&odo&ikn Tpaveapvacn opov,

AST = apuvotpavepepdon acraptaunc, ULN = péyioto dpio yio 1o puotoroykod €0poc.
Mg Bdon v kotdtoén yio v nrotikn dvoiettovpyia (mia, pétpia, cofapn) tov NCI Organ Dysfunction Working
Group.

Negpixn dvoiertovpyio.

H pappoxoxivntikn g foptelopipnng dev emnpealetal oe acOeveic e Nmo £m¢ LETPLO VEQPIKT
dvohertovpyia (Kabapon kpeatvivic [CrCL] > 20 ml/min/1,73 m?). T to Adyo avtd dev
OTOLTOVVTOL TPOCAPHOYES GTN OOCT] GE AVTOVS TOLG aebevels. Agv elval YvwoTo v 1
QappokokvnTiki g Poprelopinnng emnpealetol oe 0c0eveic e cofapn veEpikn SLGAELITOLPYIO TOV
dev vropdrlovton og Stoion (CrCL < 20 mi/min/1,73 m?). Aedopévov 6ti ) StoAon pmopet vo
LELMGEL TIG GLYKEVTPOOELS TG Poptelopipnng, to VELCADE mpénet va yopnynbei petd ) dodikacio
™G dohong (BAEme Tapdypago 5.2).

Taidrazpiros minBoouog

H acopddea kon 1 amoterespaticotnta tov VELCADE og naidid nhikiog kdto tov 18 etmv dev
&yovv texunprwbei (BAéne mapaypdpove 5.1 kot 5.2). Ta mpog to Tapdv dobéoipa dedopuéva
TEPLYPAPOVTUL OTNV TTOPAYpa@o 5.1, 0AAG dgv umopel va yivel cOGTAGT Y10, T 60G0A0Yia.

Tpomog yopnynong

To VELCADE 3,5 mg x6vig yio evésio dtdAvpa Stotifetan amokAEIoTIKA Yio EVOoPAEPL 1] VTTOJOPIL
xopfynon.

To VELCADE 1 mg k6vig yuo evéotpo dtdlvpa dtotifeton omokAEIoTIKA Yio EVOoPAERLa Yop1ynon.

To VELCADE d¢gv 0o, mpémnet va, yopnyeitot and dAdec 0d00¢. Evdopaytaio yopriynon £xet odnynoet
610 Bdavaro.

Evdoplréfia éveon

To VELCADE 3,5 mg d1dAvpo petd v avacvotoot yopnyeitor pe evéoeiépia bolus éveon

3-5 devtepoléntv HECH EVOG TEPLPEPLKOD 1] KEVTIPIKOV £VOOPAEPLOL KaBeTHPO O OTOI0G GTN GUVEYELN
vepiler mpog €kmivon pe 9 mg/ml (0,9%) evécipov dtodvpatog yAwoplodyov vatpiov. Meta&d dvo
dwdoykmv d6cemv tov VELCADE npénet va €xel pecoAafnoet S1aotnue. TovAdyiotov 72 opav.



Yrodopio éveon

To VELCADE 3,5 mg didAvpa petd tnv avacHotacT yopnyeital vroddpila Hécm tov unpdv (de€id M
aptotepd) N TG Kowdg (0e&1d 1 aprotepd). To dtdAlvpa Tpémel va evietat vrodopia, vd ywvio 45-
90°. Ta onueia TG £veong TPETEL VoL EVAALAGCOVTOL Y10, TIC SL0OOYIKEG EVECELS.

Edv cupfoidv tomikég avidpioelg 6to onueio g éveons HeTd Ty voddpla YOPNYN Y| TOV
VELCADE, umopei gite va yopnynei vmoddpia éva Ayotepo mokvo deivpo, VELCADE (to
VELCADE 3,5 mg va avacvotadei og 1 mg/ml avti ya 2,5 mg/ml), gite cvotivetar olhoyn og
£VOoPAEPLa Eveon).

Ortav 1o VELCADE yopnyeitot o€ cuvovacud pe AL poupUoKEVTIKE TPoidvTa, avatpiEte otV
[TepiAnym Tov Xopaktnplotik®@v ovtdv tov [Ipoidviav Yo 0dnyieg yopriynong.

4.3  Avrevositeag

YrepevaioOnoia ot dpactikni ovsia, 6to fOP1o 1| 6€ KATOL0 amd T £KO0YM TOV AVOPEPOVTUL TNV
mapdypoeo 6.1.
O&eia dudyvtn SmONTIKY TVELUOVIKY KOl TEPIKAPIIAKT VOGOC.

Ortav to VELCADE yopnyeitol 6 cuvovacuod pe AL QUpUOKEVTIKA TPOIOVTA, OAVATPEETE OTIG
[eprinyeic tov Xapaktnpiotikov tov [Ipoidvtog Tovg yuo emnpdcebeteg avievoeitels.

4.4  EwKég TPOELOOTOM|GELS KUL TPOPVAAEELS KATE TN Y(p1jo

Otav 10 VELCADE yopnyeital 6 cuvovacuo pe dAlo opuokeutika Tpoiova, ot [epiinyelg tav
XopoKINPIOTIKOY 0VTOV TOV eapuakevtik®v [poidviav npénet va e€etdlovtar mpv v Evapén g
Oepaneiog pe VELCADE. Otav ypnowonoteiton 1 Bolidopion yperaletor 1daitepn mpocoyr 6Tovg
EAEYYOVG KO TIC AMALTHOELS Y10 THV TTPOANYT Komong (BAEme mopdypago 4.6).

Evdoppayraia yoprynon

"Eyxovv vap&et Bovoatneopeg mepimtdoelg ec@aipévng evéoppayiaiog yopnynong tov VELCADE. To
VELCADE 1 mg x6vig yia evésiuo didivua tpoopiletor udvo yio evooAERia ypnon, evd To
VELCADE 3,5 mg kovig yia evéoipo didAvpe tpoopiletar yio evoopAéPia 1} vodopia ypnomn. To
VELCADE o6gv mpénetl va yopnyeitar evooppoyiaio.

lactpeviep) toludTnTa

Eivon moAd cuyvn 1 epeavion yooTpevteptkng To&kOTNTG, GUUTEPIAAUPAVOUEVTS TG VAVTIOG, TNG
dudppotag, Tov gRETOV Kot TG dvokoldidtntag, e VELCADE. Exovv avagpepOel oyt cuyva
TEPUTAOGCELG Le0D (PAéme Tapdypago 4.8). Katd cuvéneia, acBeveic mov tapovoidlovv
SVOKOIMOTNTO TTPETEL VO TOPAKOAOVHOVVTAL GTEVA.

Awotoloyikr) tofucdtnta

H 0epancio pe VELCADE moA0 cuyvd cuvdéeton pe apotoroyikés tosikdtnteg (Opopfonevia,
ovdeTepomevia Ko avalpio). e peAéteg o€ acbevelg pe vrotpomalov TOAAATAODY HLEL® O TOV
AdpPBoavav Bepaneio pe VELCADE kot og ac0evei pe un mpobepanevpuévo MCL mov Adpfovoy
Oepancio pe VELCADE cg cuvduacpd pe prtovEpdunn, KokAoemo@apion, do&opovfikivn kat
pedvilovn (VeR-CAP), pia omd T1c cuyvoTeEpEs OUATOAOYIKEG TOSIKOTNTEG TAV 1) TTOPOSIKY|
Opoppomnevia. Ta apometdiia Tav oto yauniotepo eninedo v Huépa 11 kébe xdxhov Bepaneiog pe
VELCADE ka1 cuvi0mg¢ enovépyoviay oto apyikd eninedo Kotd Tov emduevo kokAo. Agv vinpée
Kavéva otoryeio abpototikig Opopporeviac. To vadip Tov didpuesov aplBpoy apoTETAAI®Y TOL
petpninke Nrov mepimov oo 40% g apyIKNG TIUNG OTIS LEAETEG povoBepameiog TOL TOAAATAOD
pvedmdpotog kot 50% ot perétn MCL. e acbeveic ue mpoympnuévo puélmpo 1 cofopdtna g
Opoupomneviag oyetiotnke pe Tov aplBpd Tov aponetadinv Tpv Ty évapén tc Bepaneiog: yio apOuod
aponetaiiov Tpv ) Oepameio < 75.000/pul, 90% tov 21 acbevav eiyov apud oponetaiiov
<25.000/ul katd tn ddpkela g peAéng, copmeptrapPavouévon 14% tov acbevav pe < 10.000/pl,
evo avtibeta yio aptOpd apometorimv wpwy ™ Oepomeio > 75.000/ul, wovo 14% twv 309 acbevov
glyov ap1Bud aponetariov < 25.000/ul katd ™ didprelo TG peréng.




e aoBeveic pe MCL (pedétn LYM-3002) mapatnpndnke vyniotepn enintwon (56,7% Evavtt 5,8%)
Opoppomneviag Babuov > 3 oty opdda g Oepanciog pe VELCADE (VcR-CAP) og o0ykpion pe v
opada mov dev AdpPave Oepaneia pe VELCADE (prrov&ipdpmn, kokhopooeapion, so&opovfikivn,
Bwkprotivn kot tpedvilévn [R-CHOP]). O dvo opdideg Bepameiog Tov mTapoUoleg ™¢ TPog T
GUVOAIKT| ETUMTMOOT| QLLOPPAYIK®V NG00V OAmV TV Babumv (6,3% oty opdda VcR-CAP ko
5,0% otV opdda R-CHOP), kabmg kot tov apoppayik®v enetcodinv Babuov 3 kot dveo (VcR-CAP:
4 acbeveic [1,7%], R-CHOP: 3 acfeveic [1,2%]). Ztmv opdda VcR-CAP, 22,5% tov acbevav édafav
uetayyicelg aiponetaAiov oe cvykpion pe 2,9% tov acbevav oty opdda R-CHOP.

Tlaotpeviepkn kot evéokpaviakn apoppayio £govv avapepbel o€ cuvdvacuo e T Bepaneio pe
VELCADE. Xvvenmg, o apludg tov aiponetaAiny tpénel vo topakoiovdeital mpv omd kabe 06on
tov VELCADE. H 0¢epancio pe VELCADE npénet va dtokonet 6tav 0 aptOpuog Tov oponetaiioy
givan < 25.000/ul 9| og mepintmon cvvdvacpod pe ueAaravn Kot Tpedviiovn 0tav o aplopds Tov
aponetoriov etvon < 30.000/ul (BAére mapdypao 4.2). To duvntikd dpelog g Beponeiag mpémet va
oToOUI0TEL TPOGEKTIKG EVOVTL TV KIVOUV®V, 1010{TEPU GE TEPMTACELS LETPLOG MG GOPapng
Opoppomeviag Kot TapaydVTOV KIVOOVOL Y10, LOpPayic.

H yevikn aipatog (CBC) pe tHmo Aevkokuttdpmy, GUUTEPILAUPAVOUEVOD TOV aPLOOD OHOTETAA®Y,
TPETEL VA, TAPOKoAoLOOVVTAL TakTuk, kKad’ OAn T ddpketa g Oegpaneiog pe VELCADE. To
EVOEYOUEVO UETAYYIONG arpomteTaAiny Oa mpénel va e&etdleton 6tav gvdeikvotal kKhvikd (PAéme
Topaypao 4.2).

Ye aobeveic pe MCL mapatnpninke mapodiky ovdetepomevia Tov NTAV AvaSTPEYLUN UETAED TMV
KOKA @V, yopig otoryeia abpoiotikig ovdetepomeviag. To ovdetepoPirla fTa 6To YopUNAdTEPO EMIMESO
v Hpépa 11 kéBe xdxhov Bepanciog pe VELCADE kot cuvifog enavépyovtay 6to apyikd eninedo
KaTé ToV ETOUEVO KOKAO. XN pedétn LYM-3002, yopnynOnke vrootnpiktiky ¢povtida pe
napdyovteg O1€yepons amokldv 6to 78% tmv acbevav tov okéhovg VeR-CAP kot 610 61% twv
acBevav tov okélovg R-CHOP. Kafdg o1 acBeveis pe ovdetepomevia diatpéyovv avénuévo kivouvo
roméewv, Oa Tpénel va mapakolovbovvTal Yo onUEin Kol GUUTTOUATO, AOTH®ENS Kot Vol
avtpetoniloviot apécns. [apdyovteg d1€yepong OmOIKIOV KOKKIOKVTTAP®Y UTOPOLY Vo, xopnyndodv
Y10 OLLOTOAOYIKNY TOEIKOTNTO COUP®VA L TV TOTLKT cvviOn TtpakTikn). [Ipénet va e&etdletonn
TPOPLAUKTIKT XPNOT TAPAYOVTOV S1EYEPCNC UTOIKIDY KOKKIOKVTTAPWOV GE TEPIMTWOOT)
emavolapupoavopevmv Kabuotepnoemy ot Yoprynon tov kvkiov (PAére Topdypopo 4.2).

Enravevepyonoinon 100 épnnra Lwotipa

Xe acbeveig mov AapPavouvv Beponcia pe VELCADE cuvietdtot yoprynon avikng Tpo@oiaing. X
perétn Odaong Il oe acbeveic pe moAlomiovv puéhopa ov dev glyav Aapet Oepancio oto maperBOV, N
GUVOAIKT| ETMTMOT] TNG EXAVEVEPYOTOINGNG TOL £pnTa (®OOTHPA NTAV 7O GLYVY 6TOVG aoBeveic Tov
éhofav VELCADE+Melpardvn+IIpedvilovn oe avykpion pe Meiparavn+IIpedvilovn (14% évavrt
4% avtiotoya).

e aoBeveig pe MCL (perétn LYM-3002), n enintoon Aoipwéng amd tov 16 Epanta {ootipa NTov
6,7% oto okéhog VeR-CAP kat 1,2% ot0 okéhog R-CHOP (BAéme mapdypago 4.8).

Enravevepyomoinon kon Aoipwén amd tov 16 g Hratitdag B (HBV)

Oroav 1 prrov&pdpnn ypnoonoteitor o€ cuvdvacuod pe 1o VELCADE, Ba mpénet va dievepyeitan
mhvta Eleyyog v HBV og acbeveig mov dtatpéyovv kivovvo Aoipwéng and HBV mpiv amd v vapén
¢ Bepamneioc. Dopeic nmatitidoc B kot acbeveic pe 1otopikd nmatitidog B Oa mpémet va
TOPUKOAOLOOVVTAL GTEVA Y10 KAVIKA Kot Epyactnploka onueio evepyod HBV Lolpwéng kotd
dtdpketa kot petd ) Bepameio cuvdvacpov e prrovéipndunng pe 1o VELCADE. Qo npénet va
g€etdleTon To EVOEXOUEVO YOPYNONG TPOPLANKTIKNG avTikiG Oepaneioc. Avatpééte oty [lepiAnyn
TV XapoKTnploTikdv Tov [Ipoidvtog tng prrovsdunng yio mepiocoTEPEG TANPOPOPIES.

[poiovoa moiveoTiakt Aevkogykeparomddeia (PML)

[ToAV omdvieg TepmTOGCELG Pe AyveoTn artioAoyia Tng Aoipméng and tov 10 John Cunningham (JC),
7ov odnynoav o€ PML ko 8dvaro, Exovv avapepbei o acbeveig mov Ehafav Oepameia pe
VELCADE. Ot ac0eveig pe didryvmon PML giyov Aapet mponyovpévmg 1 tavtdypova
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ovoookoTaoTaltikn Oepaneio. Ot mepiocdtepeg nepmtdoelg PML dayvdotnioy eviog 12 unvov and
v mpotn 0661 00 VELCADE. Ot acfeveig mpémel va mopakolovbodvial 6€ TaKTA YpoviKd
SloTNHATO Yio TUYOV VEQ 1] ETOEWVODUEVE, VEVPOAOYIKG GUUTTMMOTA 1) OTLEID TOV UTOPEL VOl
vrodnimvovv PML w¢ pépog g dtapopikng didyvmong tpoPfAnudatov tov KNZ. Av vrdpyovv
vovoleg yo dudyvoon g PML, ot aoBeveic mpénetl va mapomépmoviot o€ €101K6 oty PML ko
TPEMEL vaL apyicovy vo epapprolovtol KaTdAANAL HETPO dLoyveoTikoD yapaktipa yio PML. Altokdyte
t0 VELCADE av dioyvootei PML.

Ieprpepikn vevpordbeia

H 0epancia pe VELCADE 7oA cuyva cuVOEETAL [IE TTEPLPEPIKT VEVPOTAOELD, TOV Eival, KLPImC,
aonTikn. Qotdc0, Exovv avapepbel TeploTaTiKd cofapnc KIvNTIKNG vevpordbetlog e 1 xopig
oeOnTikn mepLpepikn vevpordOeia. H cuyvotnta epepdviong g Teptoeptkng vevpomdoeiag avsavet
otV apyn g Bepomeiog ko Exel TapatnpnOel 6Tt POAVEL 6TO PEYIOTO KATA TN S1APKELD TOV KUKAOL 5.

ZUVIGTATOL 1] TPOCEKTIKN TTOPOKOAOVONGN TV AcBEVOV MG TPOG TNV EUPAVIGT] COUTTOUATOV
vevpondbelag dnwe aichnua kavoov, vrepacdnoia, vraicOnoia, Tapaicincia, dvepopia,
VELPOTOONTIKO TGVO 1 AOLVOLLIAL.

> peiétn ®aong I wov cuvékpive 10 VELCADE og evoopAéfio xoprynom Evavtt vmodopiog
YOPNYNONG, N EMMTOCT TOV TEPIOTATIKMV TEPLPEPIKNG VEVporabelog Babpov > 2 fitav 24% yuo tnv
opddo Tng vrodopiag veong kat 41% yio v opdda tng evooeAéPac Eveong (p = 0,0124).
[Teprpepikn vevpormadeio Babuov > 3 gppavictnke 610 6% t00v acbevav oty opdda Oepaneiog pe
VIOdOPLA XOPTYNOT, 6€ cVYKplon Ue To 16% otnv opdda Bepameiag pe evooAEfia xoprynon

(p =0,0264). H enintwon g mepipepiknc vevponabelog olwv tov Pabudv pe 1o VELCADE og
EVO0PAEPLOL Yoprynon Ntav yapnAdtepn otig iotopikéc peréteg ue VELCADE oe evdopréfia
yopnynon o€ oyéon pe t perétn MMY-3021.

O1 aoBeveic Tov Topovotdlovv TEPLPEPIKT VEVPOTADELD Y10 TPMTN POPA 1| EMOEIVMOCT TPETEL VOl
aE10A0Y0VVTOL VEVPOLOYIKG KO WITOPEL VoL ATaLTEITOL 1) TPOTOTOINGT TNG 6OGNG 1) TOV TPOYPAUUATOSG
xoprynong N aAkoyn o€ vrodopla 086 yoprynons (BAérne mopaypapo 4.2). H vevpomddeia
OVTLETOTIOTNKE UE VTOGTNPIKTIKY 0y@yn kabdg kot pe dAleg Bepomeies.

e aobeveic mov AapPfavovy VELCADE e cuvovacud pe eopuokeVTIKG TpOoiOVTa TOV EIvVol YVOGTO
ot oyetiCovran pe vevpordabeia (.. Boldopion) wpénet va AapPdvetor vrOYN 1N £YKOPT| Kot TOKTIKT
TOPUKOAOVONGN Y10 To CLUTTO LT VEVPOTTADELNG TOV 0QgilovTal ot Depameia [LE VEVPOAOYIKT
a&lohdynon kabag eniong va e&etdlovTot Kot KOTAAANAEG HEWDGELS TNG HO0TNG 1 SLOKOT TNG
Oepamneiog.

Extog g meprpepiknc vevpomdhetag, 1 avtovoun vevpomddeia puropei eniong va cuuPaiiel oty
TPOKANON avemBUupNTOV gVEPYELDV O 0pBOCTAUTIKY VITOTAGT KOl GOBapT LOPPY| SVOKOIAMOTNTOG
pe ered. O1 mAnpoeopieg oxeTikd pe TV owtdvoun vevporddeia Kot 1 GLUPOAN TS GTIS eV AOY®
avemBounteg evépyeleg ival TEPLOPICUEVEC.

Xroopol

Xracpotl &xovv avagepbel, Oyl cvyva, oe acbeveic YmPIg TPONYOVUEVO 1GTOPIKO CTAGLMOV 1) ETANYIOC.
[Switepn mpocoyn amouteital Katd ) Bepaneio ac0evdv e 0TO10INTOTE TOPAYOVTO KIVODVOL Y10,
GTAGLLOVC.

Ymnotoon
H O¢epancia pe VELCADE cuvifmg cuvdéetor pe v opBoctartiki| votoot). Ot TeplocoTEPES

avemBounteg evépyeleg ival NILOG G LETPLOG PVOEMG KOl TOPATNPOOVTOL KaB’ OAT T S1dpKEL TG
Oepancioc. Or acbeveic mov eppdvicay opbootatikn vrotaon pe VELCADE (yopnyovuevov pe
evOoQAEPLa Eveon) dev etyav evdei&elg opBootatikng voTaong mpwy amod t Bepaneia pe VELCADE.
Ot meprocotepot acbeveig Expnlav aymyng ya tnv opboctatiky vrdtact Tove. 'Evag puikpog aptBpuog
acBevav pe ophoctatikn VITOTOOT EKONAMGE ENEIGOO10 GuYKomNG. H opBoctatiky vrdtacn dev frav
o€ peydio Pabud ocvvdedepévn pe v bolus éyyvon oo VELCADE. O punyoviepdc avtod tod
QOVOLEVOD deV glval YvmoTdg av Kot iomg eV LEPEL va 0PEILETOL GTNV awTOVOUT vevpomdfela. H
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ovtovoun vevporadeia pmopel va oyetileton pe ™ Poptelopipmn, ite n Poptelopipmn va, emdeEvVmdVEL
Lo, DTOKEILEVT) KOTAGTACT), OTTMC £ivarl 1) SafNTiKN 1| N GUVAOELDIKT| VEVPOTTADELQ. ZVVIcTATOL
TPOCOoYN OTAV YOPTYOUVTOL PUPUAKEVLTIKA TPOIOVTA, G€ aGHEVEIC LIE 10TOPIKO GVYKOTNG O 00101
AQUBAVOUY QOPUAKEVTIKA TTPOIOVTO, TA OOl Eival YV®GTO OTL GLVILOVTAL LE VTTOTACT 1) 6€ acBevelg
oL €ival APLOATMUIEVOL AOY® emavELPAVIoNG dtdppotag 1 Epetov. H avtipetdnion e opBoctotikig
VIOTOONG PTopel va TEPIAAUPAVEL TNV TPOGOPLOYH TOV OVTIVTEPTUCIKOV QOPUUKEVTIKMOV TPOIOVI®V,
EVLOATMOOT 1] YOPNYNOT LETOAOKOPTIKOGTEPOEW OV KoV 1 cupmafopupuntikdv. Ot acheveig mpémet va
emlntovv atpikn svuPfoovin 6tav gueoavifovy copmtopata (GAng, tdon 1 onueio Aimobopiog.

20vopopo OnicBioc Avactpéyiung Eykepaiomdfelag (Posterior Reversible Encephalopathy
Syndrome, PRES)

"Exovv vrapéet avagopéc tov PRES o¢ acBeveig mov AduPavay VELCADE. To PRES givot pia
OTAVLQ, GUYVE OAVUCTPEYIUT, TOYXEWS EEEACGOUEVT] VEVPOAOYIKT] KOTAGTAGT), 1] OO0 UTOpEl val
EUPAVICTEL [LE EMANTTIKEG KPIoELG, VITEPTACT, KEQPUAOAYiD, ANOapY0, GVYYLOT, TOPAMOT Kot HAAES
OTITIKEG KOl VELPOAOYIKES dtatapayéc. H ametkdvion tov eyke@Alov, KATA TPOTiUNoN 1 ATEKOVION
Mayvntikod Zvvtoviopov (Magnetic Resonance Imaging, MRI), ypnowonoteiton yio tnv emiPePaicvon
g ddyvmong. Xe acBeveic mov epeavifovv PRES, 10 VELCADE npénet va dtakomnteTal.

Kopdioxr) avendpreia

Oéela eupdvion N ETOEIVOCT] GLUPOPTTIKNG KAPIIOKNG OVETAPKELNG KO /1] VEX EUPAVIOT] PEIOTNG
ToV KAAopoTog eEmnong apiotepng kKotkiog Exet avapepBel katd tn didpkeio Oepaneiog pe
Boptelopipmn. H xotakpdtnon vypdv propel va givorl tpodtadectkdg mopdyovtag yio onpeio Kot
CLUUTTOUOTO TNG KOpdlakng avendapkelag. Ot aobeveig e Topdyovteg Kivovvov yio Kapdlakt vocso i
LLE VTTAPYOVGO. KOPOLOKT VOO0, TPETEL VO TOPAKOAOVOODVTOL GTEVAL.

Hlektpokapdoypapikés eEeTdoelg
Avoeépnioy pHeplovoréva TEPIOTATIKA Tapdtacng Tov dlaotiuatog QT oe Khvikég peréteg Kot dev
£xel TeKUMPLoBEel N AITIOONG GUVAPELD.

[vevpovikég datapayég

Ymip&av omavieg avoapopés o&eiag didyutng dndNTIKNg TVELUOVOTADELNG OyVMGTOV OUTIOAOYING OTTMC
mvevpovitida, dtdipeon Tvevpovia, o1 Onor Tvedpove Kot GOVIPOLO 0Eelog avOamTVEVGTIKNG OVGYEPELOG
(ARDS) o¢ acBeveic mov ehduPoavav VELCADE (PAéne mapdypago 4.8). Opiouéva and ovtd to
TEPIOTATIKA Ty Bovatneopa. Zvvictdtal aktvoypapio Odpakog mpv and ) Bepomeio, TPOKEUEVOL
va ypnoporon el wg dedopévo avapopdc Yo moavEeg TvevovIKEG LETAPOAEG peTd TN Bepameia.

e TePINTTOOT VEDV 1 ETOEWVODUEVOV TVEVLOVIKOV GUUTTOUATOV (T.X., Py0c, SVoTVOLN), TPENEL VA
dlevepyeitan Auesa dloyvaooTikn a&loAdynor kot vo Bepamevoviat KatdAinia ot acBeveic. Ilpémet va
Aappavetar vToyn 0 AdYog Kvdvvov/o@élovg tpty omd T cvvéyion g Oepaneiag pe VELCADE.

e o KAvikn dokiun, dvo acbeveig (and 2) otovg omoiovg yopnynnke vymin d6om Kutapafivng

(2 g/m? avé nuépa) pe ovveyr &yyvon yia 24 dpeg pe daovvopovPikiv kar VELCADE yia vrotponn
o&elag pvehoyevoig Asvyarpiog méBavay amd ARDS vopig katd ) dwdpkela g Oepameiog kot 1
peAétn tepuatiomnke. I'o To Adyo owtd, d€ GUVIGTATOL TO GUYKEKPLUEVO YN0 LLE TOVLTOYPOVN
yoptynon vyning ddong kutoapaPivie (2 g/m? avd nuépa) pe cvveyn &yyvon yia 24 dpec.

Neoppwr) dvciettovpyia
O1 veppikég emmloKEg givar oLy vEG oTovg acbeveic pe moAlamAovy poéhopa. Ot acBeveic pe veppiky
dvoiertovpyia mpénel va mapokoiovBovviol oteva (PAEme Tapaypdapovg 4.2 kot 5.2).

Hrotwr) duciettovpyio

H Boprelopipunn petaporileror amd nrotikd Eviopa. H €ékBeon e Poptelopinmng avédvetorl o
aoBeveic pe pétpla 1 coPapn nratikn dSuciettovpyio. Avtol ot acBeveig mpémel va Aappdvovy
Oepancia pe VELCADE o¢ petopéveg 066€1g Kot va mapoakolovfovvtal oteva yio toéikotnteg (PAETe
Tapoypaeovg 4.2 kat 5.2).
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Hratikéc avtidpdoelg

"Exovv avaepbel ondvieg mepuntdoelg NTatikng avendpkelog o€ acbeveig mov Adupavav VELCADE
KOl TOVTOYPOVA POPUAKEVTIKG TPOTOVTA KOl TOV €YoV dALa coPapd 1Ttpikd TpofAnpato. AAleEG
OVOPEPOUEVEG NTUTIKEG OVTIOPAGELG TEPIAAUPAVOUY AOENCT) TV NTOTIKOV EVIOU®Y,
vrepyorepvOpvorpio Kot nratitido. AvTég ot OAAAYEG LTOPEL VAL VAL OVTIOTPENTEG LETA TNV S1OKOTN
¢ PopteCopiumng (BAéne mapdypapo 4.8).

2vvdpouo Aong 6ykov

Emre1om 1 Poptelopipmn eivar évag Kuttapoto&ikdg mopdyovtag Kot eE0A0Bpevet TayxEmG To KaKonom
mloopatokvTTopa Kot to kKottapa MCL, uropei va mopovstactody EMTAOKEG TOV GLVOPOLOL AVCONG
oykov. Ot aoBeveig mov datpéyovv Kivouvo Tov GuvdpoLoL ADomng GyKov gival ekeivol Tov
avtipetonilovv 10 cofapd TpoPAnua dykwv tpv and 1 Beponeia. Ot ev Adyw acBeveig mpémel va

T poKoAovdovvTal 6TeEVA, VD TPETEL Vo AapPBEvoVTaL Ol KATAAANAES TPOPLAGEELC.

2VYY0pNYNON QOPUOKEVTIKAOV TPOIOVIMV

Ot aoBeveic mov Aappdvovy Boptelopipmn oe GuVIVACUO LE 10YLPOVS OVOCTOAELS TOV

CYP3A4 mpémet va mapakorovBodvtor otevd. Anarteital Tpocoyn otav 1 foptelopipmn cuvovaleton
ue vrootpodporta Tov CYP3A4 1 tov CYP2C19 (BAéne mapdypago 4.5).

[dwaitepn mpocoyn kot emPePfaicon TG PUGIOAOYIKNG NTOTIKNAG AEITOLPYIONG OTOLTOVVTIOL GTOVG
acBeveig mov Aappavovy oo Tov 6TOUNTOC VIoYAVKALUKA (BAETE mapdypapo 4.5).

AvT15pdoelg SuVNTIKG EXAYOUEVES IO OVOGOGUUTAEYLLOTOL

Oy ovuyva €xovv avoeepOel avTidpdoelc SuvnTIKA ET0YOUEVEG OO OVOGOCLUTAEYLOTO OTTMG
avtidopaon THmov opoavosiag, ToAvapOpitda e eEAvON A Kol VITEPTAAGTIKY GTEpapLatoveppitida. H
Boptelopipmn mpémnel vo dStokomel edv EPPOVIGTOVV coPapEs avTIOPACELS.

45  Alnlemopacsig pe GALO QUPUOKEVTIKA TPOIOVTA KOl GAAEG pOPPES alniemiopacg

Mehétec in vitro vmodeikvoouy Ot 1 foptefopipmn gival Evag aoBevic avaoToréas TV 160eVvEDU®Y
1A2, 2C9, 2C19, 2D6, xar 3A4 tov kutoypmdpatog P450 (CYP). Baoet tng meproptopévng cupfoing
(7%) Tov CYP2D6 610 petaporioud g Poprelopipmng, o poavotvmog tov CYP2D6, mov coppetéyet
gMy10To 6TO HETOPOMGHO, eV avauévetal vo, ennpedlet tn cuvolikn 01d0eon ¢ Poptelopipmng.

Mo HeAETN QOPUOKEVTIKAG OAANAETIOpaoT|G, 1 0moin aloAdYTGE TV emidpact TG KETOKOVULOANC,
gvog 1oyvpov avactorén tov CYP3A4, ot papuakokvntik g foptelopiumng (mov evietan
evooPAePimc), katédelée po péon avénon g AUC g Boptelopipmng kotd 35% (Claos [1,032 éwg
1,772]) pe Bdon ta dedopéva and 12 acheveic. o To Adyo awtd o1 acbeveig mpémet va
mapakolovbovviot 6tevd otav divetal n foptelopipnn o€ GLVOLOCUO LE Evay IGYVPO OVOGTOAEN TOV
CYP3A4 (m.y., ketokovaloin, prtovafipn).

e o LEAETN QOPUOKEVTIKNG aAANAETIOpacC, 1| omoia agloldynce v emidpacn TG openpaloing,
€vOg 1oyvpol avaotorén Tov CYP2C19, ot pappoakokivntiky g foptelopipnng (wov evieton
evOoQAEPImG), dev vanpEe oNUAVTIKY ETIOPACT] GTA POPLOKOKIVITIKG YOUPUKTNPIGTIKA TG
Boptelopipmng pe Paon to dedouéva omd 17 acbeveic.

Mio pelétn eopraKEVTIKNG OAANAETIOpaoT|G TOL AELOAOYNOE TNV EMOPACT TNG PUPOUTIKIVIG, EVOC
oyvpov emaywyén tov CYP3A4, ot papuakokvntikn g poptelopipmng (mov gvieton evooereing),
katéoeiée pia péon peiwon oty AUC ¢ Poptelopipmng katd 45%, e fdon ta dedopuéva amd 6
aoBeveic. Xvvemmg, | Towtdypovn xpnon g foptelopinmng pe woyvpois enaywyeic too CYP3A4 (m.y.
proaumikivn, kKeppopalenivn, pavotoivr, eavopapPidin kot vaepitkd/Baicapdyopto) dev
ocvvietdral, kabhc propel va pelwbei 1 0moTEAECUATIKOTNTO.

2V 1010 HEAETN QUPUOKEVTIKNG OAANAETIOpaon S Tov a&loAdynoe TV enidpaom g de&apedalovng,
evog mo acBevois enaymyéa tov CYP3A4, ot poppokokvntikh thg Boptelopinang (tov evietar
evOoPAEPRimg), dev v pEe oNUAVTIKN EMIOPACT OTN GapUOKOKIVNTIKY TNG Boptelopipang pe Pdon ta
dedopéva amd 7 acbeveis.
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Mo PHEAET PAPUOKEVTIKNG OAANAETIOpAOTG TTOV AELOAGYNOE TNV EMIOPOCT) TOV LEAPOUAAVNC-
TPedVILOVNG 0T PaproKOKIVITIKN TG foptelopipmng (mov evietar evooprePing), £de1&e o péomn
avénon g AUC g Poptelopipmng 17% pe Baon ta dedopéva and 21 acbeveic. Avtd oe Bempeitan
KAVIKG OYETIKO.

211 SAPKELD TOV KAVIKOV SOKIU®V, ovapéPONKe Oyl GLYVA KOl GLYVA LITOYAVKOLI Kot
vrepyAvkaipio og dafntikovg acbeveic Tov Aaupavay amd Tov GTOUATOC VITOYAVKALUKG. Xe acbeveic
7oV Ao UPAvouy amd ToV GTOUOTOS avTIdPNTIKG Papuaka, kKot T Oepancio ue VELCADE, npénet
va TapakoilovBodvtal 6Teva Ta enineda YAVKOLNG GTO aipa TOVG, EVEM 1 00T TV OVTIOOPNTIKOV TOVG
TPETEL VO, TPOCSAPUOLETOL KATOAATALL.

46 TovipétnTa, KOO KoL yolovyia

AVTIGOAANYM GE AVOPES KO YOVOIKES

A6y NG evoegyduevng yovoto&ikng dpdong tng Poptelopipnng (PAEre mapdypao 5.3), ot yuvaikec o€
AVOATOPUY®YIKT NAKIN TPETEL VAL YPTCUYLOTOLIOVY OTOTEAEGUOTIKA HETPO OVTIGVAANYG KOl VO
amo@OyoLV va pelvouv ykveg katd tn duapketa g Oepaneiog e VELCADE ot yio 8 univeg petd v
olokAnpwon ¢ Bepameioc. O dvdpeg acBbevel Bo Tpémet va ¥PNGILOTOOVY ATOTELECUATIKA LETPOL
QVTIGVAANYNG KOl VO GUVIGTATOL Vo Py kKévouy moidl evoco Aapfdavovy VELCADE kot yio 5 piveg
HETA TNV oAokANpwon g Bepomeiag (PAéne Tapdypopo 5.3).

Kvnon

Agv vapyovv dabécipa kKhvikd dedopéva yio ) Poptefopipmn oyetikd pe v ékBeon Katd
dapketa g komong. H mbavdtnta tepatoydvov dpdaong g Poptelopipmng dev €xetl epevvndel
TAPOG.

e un Khvikég perétec, n Poptelopipmm dev £d€1Ee va emdpa otV gUPPuiKn avantuén Tov
0poVPAi®mVY KOl TOV KOUVEAIDV, OTIG DYNAOTEPEG AVEKTEG OOCELS Yid TIC UNTEPEG. MeAéteg o€
nepapatolma yio vo damiotmbel ) exidpacn g Poptefopipnng oty TOPELR TOL TOKETOV KO TNG
avamtuéng petd tn yévvnon oev €xovv de&uyBel (PAéne mapdypapo 5.3). To VELCADE dev npénet va
YPTOLLOTOLEITOL KT, TN OLAPKELY TG KUTONE EKTOG €4V 1 KAWVIKT KOTAGTOGT THG YUVOIKOG Oontel
Oepaneia pe VELCADE. Edv to VELCADE ypnouomombei kotd v komon 1 1 acbevig kotootel
£€yKvog katd tn didpkela tng Oepameiog TG HE AVTO TO POPUOKEVTIKO TPOidV, TOTE 1) acBevic TpEémel
va evnuepmBel yuo tov mhavo kivovvo mov evéyel ) Oepameia yio o EuPpuo.

H BoAdopion eivor pia yvoot 1epatoydvos dpacTikn ovoio Tov tpokaiel coPapés, ameAnTIKES Yo
1 {on dwpaptieg damidoews. H BaAidopidon avievdeixvotor katd T SidpKeLlo TG KONOMG KoL GE
YOVOIKEG TTOL EIVOL GE AVOTOPAYMYIKY NAKIQ, EKTOG GV TANPOVVTOL OAEC 01 TPOoHTOOEGELS TOV
TPOYPAULATOS Yo TPOAYT KONomg pe Bardouidn, Or acBeveic mov Aapfdavouv VELCADE og
ouvovooud pe Baidopidn Tpémel va TNPOLV TO TPOYPAULE TPOANYNG KONoNG TG Boldopiong.
AvatpéEre oty [epiinyn tov Xapoktnpiotikdv tov [1poidvtog tng Oaiidouiong yio TeplocoTeEPES
TANpoQoOpieC.

ONnAacPOS
Agv glval yvootd edv 1 Poptelopipmn anekkpiveton 6to avOpdnivo yéia. Adyo twv mhovov

cofopmv avemBounToV evepyelmv ota Bpéen mov OnAdlovv, o NAacpOg TPEMEL VO SIUKOTTETOL KOTA
T Sudprela Oepaneiog ue VELCADE.

Tovuotnta
Aev &xovv die€oyBel pehéteg yovipodomrog pe 1o VELCADE (BAéne mopdypago 5.3). Adym g

gvdeyopuevng yovoto&ikng dpaong tg Poptefopipmng (PAéne mapdypago 5.3), ot avdpeg acbeveic Oa
nmpémel va avalnTovv cuuBovAn Yo T SLOTHPNOT TOL GTEPLOTOS KOl O1 YUVOAIKEG GE AVATAPAYWOYIKY|
nAwio Oa Tpémel va avalntody GUUPOVAN GYETIKA LE TNV KPLOGLVTIPTON WOPI®Y TPV UIo TNV
évapén g Bepomeiog.
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47 Emopdacseig 6Ty IKOvOTITA 001Y161)G KUL YEIPLGHOD HNYOVIRATOV

To VELCADE é&ygt pétpia enidpacn otnv tKavoTnTo 00Nynong Kot epiopot unyovnudtev. To
VELCADE pnopei va cuvdéetatl moAd cuyva pe KOTmor], cuyva e {aArn, Oyl Guyva LE GLYKOT Kol
ovyvé pe opbBootatikn votaon 1 o) 6pacn. Katd cuvéneia, ol acbeveic mpémel va ivot
TPOGEKTIKOL OTOV 0dNYOVV 1 YPNGLOTOLODV UNYCVALOTO KOt TPEMEL VO GUVIGTATOL VAL LNV 001 Yo0V 1)
yepilovTal PnNyoviLLoTo €0V TUPOVGLACOVY OVTA T0 VUTTOMATO, (PAéTE TOpaypapo 4.8).

4.8  AvemOovunteg evépyeleg

Hepiinwn 1oV Tpoeit aceaieing

Ot coPapéc avemBOuNTEG eVEPYELES TTOL OVOPEPONKAY Oyl cLYVE KaTA TN O1dpKela Bepameiog e
VELCADE zmepthappdvouv Kapdokn avendpkelo, GOVOPOUO AVoTG GYKOL, TVELLOVIKT VIEPTOCT,
oVVOpopOo omicBog avaoTpEYuNg eyKepaionadelag, o&eleg d1dyvTeg OtNONTIKEG TVEVUOVIKEG
SloTapayEC KOl GTAVIO LTOVOLT VELPOTTADELQ.

O o0 ovyvég avemBiunTeg evépyeteg mov avaeéptnkav katd ) ddpkela Bepancioc pe VELCADE
glvar vourtia, didppoto, SVGKOIMOTNTA, EUETOG, KOT®AT, mupetia, Opopfonevia, avopia,
ovdeTEPOTEVia, TEPIPEPIKN VELpOTADELa (cupmepilapfoavousvng e atodnTIkng), KeeahaAyia,
napototnoia, petouévn épeén, dvonvota, edvinua, épmne oompag Kot poaAyio.

Hepiinun Tov avemBOuntov evepyeidv og mivaka

To/lomAody Mvélawue.

O avemBounteg evépyeteg otov [ivaka 7 BempnOnkav amd Toug pELVNTES OTL £XOVV TOLAGYIGTOV IO
gvoegyopevn N mhovn artioloyikn cvoyétion pe 1o VELCADE. Avtég ot avemBounteg evépyeleg
Bacilovtal oe evomomuévn Pdon dedopévav yia 5.476 acbeveic, ek twv omoiwv ot 3.996 acbeveig
éhapav Ogpomeio pe VELCADE ota 1,3 mg/m? xou nepidoppavovon otov ivoka 7.

Yvvolikd, 1o VELCADE yopnynnke yia m Oepaneio tov molhanrod poelopotog og 3.974 acbeveic.

O1 avemBvunTeg eVEPYEIEG TAPOVGLALOVTOL TAPUKAT® AVE KOTNYOPio/opyaviKo GOGTIO KAl
katnyopia cuyvotntag. Ot cuyvotnteg opilovratl mg e€ng: TToAd cvyvég (= 1/10), ouyvég (= 1/100 émg
< 1/10), oy ovyvég (> 1/1.000 mc < 1/100), omdvieg (> 1/10.000 éwg < 1/1.000), moAd cmdvieg

(< 1/10.000), pun yvootig (dev pmopodv va extiunbovv pe Paon ta dtubéoipa dedopéva). Eviog kdbe
KaTNYopiag cuyvOTTaS ELEAVIONC, Ol avemBvunteg evépyeteg mapatifeviol kKatd eoivovca oelpd
cofoapotntag. O Ilivaxag 7 dnpiovpyndnke pe tn ypnon g Exdoong 14.1 tov Ae€ucod MedDRA.
"Exovv cvpmeptinebei emiong avemBounteg evépyeieg LeTd TNV KuKAoQOpio mov dgv maparTnpnOniay
0€ KAMVIKEG OOKLUEC,

Hivaxag 7: AvemOounteg evépyeieg o€ aobeveig ue [lollomlodv Mvédwua mov élofiav Oepameio pe
VELCADE o¢ klivikés doriues, koi 0Aeg o1 avemOounTes evepysies UETA TV
KvKlopopia, avelaptitog évoeiins”

Katmyopio/

Opyaviko

ocVoTNNO Erinttoon Avem@ountn evépyera

Aodéeig kot Yuyvég "Epnng Cootpog (cupmepiiapfovoprévon Tov didyvTov Kot TV
TOPOCITOCELS opBodukov), Ivevpovia*, Athdc Epmng*, Mukntioon™

Oy ovyvég Aolpwén®, Bakmnplaxéc Aowmées®, loyeveic AowmEeic*,
Invaipio (coumepthapavoprévng g onITikng KatamAn&iog) ™,
Bpoyyomvevpovia, Aoipmén amod 16 Tov Epanra*, Epmntky
unviyyoeykeeaiitido *, Boxtnploupio (copmeprapfavouévng
oamd oTaPLAOKOKKO), Kp1Bn, I'pinn, Kuttapitida, Aoipmén mov
oyetileTon pe cuokeLvy, Agppotikn Aoipmén®, Aolumén tov
®t6c*, TTapuAokokkikn Aoipwén, Odovtikn Aoipwén*

Xmavieg Mnvryyitida (copmepthapfovopévng e paktnploknig), Aoipnwmén
amd Tov 10 Epstein-Barr, Eprng yevwntikdv opydvav,
Apoydaditida, MaoTtoglditida, ZOVOPopo KOTMONG LETH Ao
10yevn Aolumén
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Neomhdopota Yrhvieg Kokonfeg veomiacpa, [TAacpatokuttopikn Aevyopia,
KaAonom, Kopkivopo veppav, Mdla, Zroyyoeidng poknriaor, Kaionbeg
Koo 0 Kot pn VEOTAQGLOL*
kaBoprlopeva
(meprrappdvovron
KOOTELG Ko
TOADTOOEC)
Awrtopayéctov | TTodd cuyvég | OpouPomevia*, Ovdeteponevia®, Avaruio™*
QLPLOTTONTUKOD Kot | ZuyvEg Agvkomevia*, Agppomevio™®
TOV AEUPIKOD Oy ovyvég [Tavkvttaponevia®, Epmdpetn ovdetepomevia, Ofeia dtotapoyn
GLOTAUOTOG oV punyovicpov mENg*, Agvkokvttdpwon*, Asppadevoradeia,
Awolvtikr avoupia *
Xmhvieg Aldyotn evdayyetaxn mén, Opopporxvttdpmon™®, ZOvopopo
vepyAoloTNTaG, Atatopayf TV aponeTaiioy MAK,
OpouPotikh pKpoayyelondadeio (cuumeptiapupavouévng g
Opoupomevikic mopedpac)?, Awnortoroyiky dwatapoyi MAK,
Awoppayikn d1dBeomn, AsppokutToptkn) omnon
Awrtopayégtov | Oy ocvyvéc Avyyeooidnua *, YrepsvaoOnoio*
OVOGOTOMTIKOD | Zmdvieg Avaguiaktikn katarinéio, Apviogidwon, Avtidpaon
GUOTNLOTOG EMAYOUEVT] OO 0vOsOGLUTAEY ot TOToV 111
Awtapoayéc tov | Oyt ouyvég 2ovopopo Cushing*®, YrepBupeoetdiopog*, Anpdseopn Ekkpion
EVOOKPIVIKOD OVTIOLOVPNTIKIG OPLOVIG
GLGTHIOTOG YThvieg Y7roBvpeoetdiopog
Awrtopayéctov | TToAd cuyvég | Mewwmuévn 0peén
petaoAMoHoD Kot | Zuyvég Apuvddtoon, YrokoMopio*, Ymovatpoipio®, Mn guoloAoyiki
g Opéymng yAvkoln aipotoc*, YracoBeotioupio*, Awatopayn evidopov™®
Oyt ouyvég YHvdpopo Abong 6ykov, Amotuyio avartuénc®,
Yropayvnowoupio *, Yropoooeatopio *, Yrepkaiiopio *,
YnepacPeotiopio*, Yrepvatplaipio *, Mrn @uceloloyikd ovpikd
o&0 *, Takyopmndong dwfnmc*, Katakpdtnon vypaov
Yrhvieg Yrepuayvnowpio *, O&éwon, Hiektpolvtikég Satapayés *,
Yneppoptwon pe vypd, YroyAwpatpio®, Yrooykotuia,
Ynepyropoio®, Yreppoooatopuio®, MetafoAtkn| dtatapoayn,
Avendpkelo coumiéyporog Prrapivng B, Averdpkela frrapivng
B12, Ovpin apBpitida, AvEnuévn 6peén, Avcaveéia
OLVOTVEVLLOTOG
Yoyrotpiég 2uyvéc Awotapayéc ddbeonc®, Ayymong dwutapoyn™®, Atatapoyn vrvov™
dwatapoyég Oyt ovuyvég Yoyu swatapoyn*, PevdaicOnon*, Poywown dwotapayn™,
XOyyvon*, Avnovyia
Xmhvieg AVTOKTOVIKOG 1000 1OC*, AlaTapayr] TPOGUPLOYNG,
Mopaipnua, Melpévn YEVETHOL0 OPUN
Awrtopayéctov | IToAv cvyvég | Nevpomdbeieg®, Ieprpepikn asbnriky vevpordadeia,
VEVPLKOV AvcoaieOnocio*, Nevpadyia *
GUOTNLOTOG Yuyveéc Kwnrikn vevpordBeio*, Antdieio cvuveidnong
(cvpmeprapPavopévng g cuykonng), ZaAn*, Aveysvoio*,
AnBapyoc, Kepaiadyio*
Oy ovyvég Tpduoc, Ieprpepikn arcONTUKOKIVITIKY VEVPOTADELQ,

Avokivnoia®, AlotapoyEg CLVTOVIGUOD TOPEYKEPAAIDNG Kol
wooppomiag®, AtmAieto pvnung (Un cvumepthapfavopuévng tng
avouac)*, Eykepolomdabeia*, Zvvopopo onicHiag avastpéyiung
gyxeparonddeioc’, Nevpoto&ucdtnro, Eminnuikéc Sratapoyéc*,
MebBepmnrikn vevpadyia, Alatapoyn Adyov*, Zovdpopo
aviovyov todav, Huupavia, Ioyodyia, Atatapoyn otnv
TPoGoyxn, M1 pucloroyikd avtavaxiactikd™®, [apoopio
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Xmdvieg

Eykepoahkn apoppayio®, Evookpaviokn aipoppayio
(cvumeprrapPavopuévng g vapayvoedovs)*, Eykepaiikd
oidnua, [Tapoduod wwyaipikod enelsodto, Kopa, Actadeia
OVTOVOLOL VELPIKOD GLGTNLOTOC, AvTOVour vevportdOeia,
Eykepoikn tapdivon*, Iapdivon®*, Ildpeon*, Ilpocvuykon,
2OVOPOLO EYKEPAAKOD OTEAEXOVG, AlaTopay TWV OyYEl®V TOV
gykepdiov, BAaP1 pilog vevpov, Poyokivntiky
VIEPOPOACTNPLOTNTA, ZVUTIEST] VOTIAIOL poehoy, Nontikn
dwtapayn MAK, Kwnrtikn duciettovpyio, Alotapayn vevpikon
ocvotipatoc MAK, Pilitida, Axobdoio ekporn 1€V amd To
otopa, Yrotovia, ZOvépopo Guillain-Barré*, Amopvelvotiki
noAvvevpomddera’

OpBoiukég
SloTapayE

2uyvéc

Oidnua Tov 0BuAov*, Avdpoin 6paon™®, Emmepukitioa™

Oy ovyvég

Awoppayio Tov 0pBoipov*, Aoipmén tov Prepdpov™,
Xoralo®, Bhepoapitido®, ®reypovn tov 0pBaruov*, Amhomnia,
EnpoeBoipia*, Epebiopdc tov opBaipov*, I1ovog tov
0@BaAo0, Aakpvppota ovénuévn, OeBaiutkd Ekkpiuo

Xrhvieg

AAloilwon tov kepatoedovs*®, EEopOaipoc,
Appipinotposdonddeia, Zxotopa, Opdoaiukn dotapayn
(ovumeprrapPavopévov tov Prepdpov) MAK, Eniktntn
Saxpvoadevitida, Potogopic, Pwtoyic, Ontiky vevporddeio?,
Awpopetikoi Babuoi ontikng dusiettovpyiag (£wg Kot
TOQAmon)*

Awotapoyéc Tov
®TOG KOl TOV
AafopivBov

2uyvéc

Thyyoc*

Oy ovyvég

Avoaxoio (cuourepiiapfovopévav Tov eufoav)*, ‘Exntwon tng
0KOVOTIKNG 0EVTNTOG (£0C KOt GUUTEPILAUPOVOUEVIC TNG
KOE®oNG), Avopopia tov wtdc*

Xravieg

Qroppayia, AtBovcaio vevpwvitida, Atatopayn Tov wtéc MAK

Kopdiaxég
SlaTapayE

Oy ovyvég

Kopdioxog emmopatiopdc *, Kopdoavamvevotikh ovokomi*,
Kopdiakn poppoapouyn (copmeptAapBovouévng KOATIKNG),
Koapdiokn avendpkela (coumepthapavouévng g aplotepie Kot
g 0e&1ag kotdiag)*, Appuluia*, Tayvkapdia®, AicOnua
ToAp®V, Ztnodayym, [lepwapditidoa (copmepropfoavouévng g
TEPIKAPIIOKN S GLALOYNS VYPoD)*, Kapdiopvorabeia*, Kothiok
dvoiertovpyio*, Bpadvkapdio

Xrhvieg

KoAmuog mrepuyiopog, Epgppaypo tov pookoapdiov*,
KoAmokotmakdg amoxkieicpog*, Koapdiayyeiokn datapoyn
(cvumeprapPoavouévng g Kopdloyevovg KatamAn&iag),
Kotuaxn toyvkapdio diknv putidiov, Actadng otndayyn,
Awtapayn Kapdaxng BaAfidac™, Avendpkeia ote@aviaiog
aptnpiag, PrePoxopfikn avakomn

Avyyelokég
SlaTapayE

2uyvéc

Ymnotaon*, OpBootatikn vrdtacn, Yraéptaon™

Oy ovyvég

Ayyeaxo eyxepatikd enetcodio *, Ev o Badet phePikn
Opopupoon*, Aoppayio*, @poppoerefition
(cvumeprrapPavouévng g emmoAng), Kvklopopun katéppetyn
(cvumepriapfovouévng TG LIOOYKALUKNG KaTamANnEiag),
DdArefitda, EEayn™*, Ayndtopa(copreptlopufovorévon Tov
nmepveepkov)*, [twyn mepipepikn Kuklopopia™, Ayysutida,
Ynepapio (cuumeptiapPovopévne g opBaiiikng)™

Xrhvieg

[eprpepikn gpPoirn, Aeppoidnua, Qypotnrta, Epvbpopeiadyia,
Ayyelodiootodn, Prefikog amoypouatiopdc, Grepun
OVETAPKELQL
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Awotapoyéc tov
OVOTVELGTLKOV
GLGTNLOTOC, TOV
Ompoka Kot Tov
pecobwpdiKiov

Yuyveég

Avonvon*, Enictoén, Aolpumén tou avatepou/KotdTtepPoL
OVOTTVELOTIKOD cuoTHUoToc™, Biyoc™

Oy ovyvég

[Tvevpovikny epPoin, Iigvprrikr cviioyn, Ivevpovikd oionua
(ovumepiiapfovopévou tov 0&€og), Kuyeldikn aipoppoaryio
nvevpovo?, Bpoyydomacpoc, Xpovio, amo@poKTiky
mvevpovordteln®, Yro&apuio™®, Zopedpnon avamveLsTIKNG
0000*, Yro&ia, [Tievpitida*, Ad&vykac, Pvoppora, Avepwvia,
2uprypog

Xmavieg

AvomvevoTikn avendpkela, XHvOpoLo 0EEL0G AVOTVEVGTIKNG
dvoyépetac, Anvola, I[Tvevpodmpakag, Atehektacia, [Tvevpovikn
véptoot, Aontoon, Yrepagpiopog, Opbonvoia,
[Tvevpovitida, Avorvevotikn aAkdimon, Toydmvola,
[Tvevpovikn tvwon, Bpoyywm dwotapoyn™®, Yrwokomvia*,
Awgpeon mvevpovomdfela, Adnon Tvedpova, ZueELyKTIKO
aicOnuo Aopov, Enpdtnta Tov eapuyyo, AvENUEVT EKKPLOT] TOV
dvo aepaymyanv, Epediopog tov Aapot, Zovdpopo Prixa tov
OVAOTEP®V OEPAYDYDV

Awotapoyéc tov
YOOTPEVTEPLKOD

[ToAd cuyvéc

SOUTTOUOTO VOV Tiog Kot Eueton®, Adppota*, AvokotMotnta

Xuyveég

Taotpeviepikn apoppayio (GoumePAaUPBavVoOLEVOL TOV
BAevvoydvov)*, Avoreyia, Xtopatitidoa™®, Aldtaon g KotMag,
Ytopatopapuyykd dayoc*, Kotliokd dAyog
(cvumepIAaPOVOUEVOD YOGTPEVTIEPIKOD KOl CTANVIKOD
dlyovg)*, Xropatikn dtatopayn’™, Metewpiopdg

Oy ovyvég

[Maykpeatitida (copmeptiapfovoprévng g xpoviog)™®,
Awotépeon, Oldnpa yelléov*, Faotpevtepikn amogppaén
(ovumepriapfoavouévav e amoepasng Tov AETTOD EVIEPOL, TOV
etleov)*, Kotk dvspopio, EEEAKmon Tov oTdpaTOCH,
Evtepitidoa*, IN'aotpitida*, Ovioppayia, I'actpooicopayikn
moAvdpounon*, Koiitida (copmeptlapfoavorévov Tou
clostridium difficile)*, Ioyayukn kodMtda®, dAeypovi| Tov
yaoTpevTePKoD®, Avcayia, XOvOpopo evepéBioToL EVIEPOV,
Awtapayn Tov yaotpeviepikon cvotnuotog MAK, MNoooa
EMYPLOTT, AlTapoyn TNG KVNTIKOTNTAG TOV YOG TPEVIEPIKOD
coAva*, Aloutapayn oleroydvou adévo *

Xmavieg

Oéela maykpeatitida, eprrovitida*, Oionua yAdosac*,
Aocxkitng, Ooopayitida, Xekitda, Axpdrtela Konpavav, Atovia
TOL CELYKTNPO. TOL TPWKTOoV, KompoAiBoc*, 'actpeviepkn
eEéAkmon ko dtdtpnon *, Yreptpooeia twv ovAwv, Meydkoio,
Exxévoon and 1o 0po6, PAoktaveg Tov oTopatopdpuyya™®,
AAyog tov xeléwv, Ileprodovtitida, Paydda tov mpmrton,
Merafoln otig cuvnBeieg Tov eviépov, [portaryio, Mn
(PLGLOAOYIKA KOTTPOVQ,

Awotapoyéc Tov
NMATOC KOl TOV
YOANPOP®V

Xuyvég

Mn @ucioroyikd nratiko Evivuo*

Oy ovyvég

Hratoto&ikotnra (cupmepthapfovouévng tng Nratiknig
dwutapoync), Hratitoa™*, XoAdotaon

Xmavieg

Hrotiwkn avendpkela, Hratopeyokio, Zovépopo Budd-Chiari,
Hrartitdo and kouttapopeyaroio, Hratikn apoppayia,
XoioMBiaon
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Awrtopayéc Tov | Zuyvég E&dvOnua*, Kvnoudc*, Epbnuo, Enpodepuia
déppatog kot Tov | Oyt ovyvég [ToAvpop@o epvbnua, Kvidmon, Ofeia epumdpetn ovdeTEPOPIALKN
VTOSOPLOL 16TOD deppdrmon, Tolwo eEavOnua dépuatog, Tolkn emdeppuxn
vekporvon?, Zovdpopo Stevens-Johnson #, Aeppatitida*,
Awotapoyn tpryopatoc*, Ietéyeieg, Exyvuwmon, BAGPN
dépuatog, Iopevpa, Mala tov déppatoc®, Yopiaon,
Yrepidpwon, Nuktepvoi 18pmteg, Edxog kotdxiiong ¥, Akufi*,
DdAOKTava *, Alatopayég uehdyypoong*®
Xmavieg Agpuatikn avtidpoon, Agppokvttapikn o1Onon tov Jessner,
20vOpoo ToAapo-TEALaTIOiNG EpuBpoducatcOnciag, Ymodopia
apoppayia, Atktomt teEAdimon, ZKANPUvVeT ToL dEPUOTOC,
Bloztida, Avtidpaon powtogvaicdncioc, Xunyunatdppota, Kpvog
wpntog, Awtapoyn oéppoatoc MAK, EpbBpwon, Elkog Tov
déppotoc, Atatapoyn ovoyo
Awrtopayéctov | TToAd cuyvég | Mvookeletikd dAyoc*
HVOGKEAETIKOD 2oyveég Mvikoi oracpoi*, Alyog o dxpo, Muikni advvapio
ovoTHUOTOG Kol | Oyt cuyvég Mvikéc decdmoeig, Atoykwon dpbpwong, Apbpitida*,
TOV GUVOETIKOV Avoxapyia apbpwong, Mvondfsies®, Kapnpapia
1070V Yrhvieg PaBoopvoriveon, Zovdpopo kpotapoyvadikng dpbpmong,
Xupiyyo, E&idpopa dpbpwong, ITovog ot yvéBo, Octikn
dwotapoyn, AOUMEELS KOt AEYLOVEC TOV LVOCKEAETIKOD
GULGTHLOTOG KOl TOV GUVOETIKOV 16T00*, Kuatn apBpucol vuéva
Awrtopayéc Tov | Zuyvég Neppikn dvciettovpyio™
veQpaV kot TV | Oyl cuyvig Oéela veppikn avemdpkelo, XpoOvio VEQPIKN AVETAPKELL™®,
oVPOPOP®V 00DV Ovporoipmén™®, Inueia Kot COUTTOUATO OO TO OVPOTOMNTIKO™,
Awotovpio*, Katakpdtnon ovpwv, Atotapayn ovpnong*,
[pwteivovpia, Alotaia, Olryovpio*, [ToAlakiovpia
Xrhvieg Epebiopdg ovpoddyov kHotng
Awtapoayéc tov | Oyt ouyvég KoAmkn awpoppayio, AAyog yEVVNTIKOV 0pyavmv*, XTUTIK)
OVOTOPOY@YTKOD ducAettovpyia
GLOCTNUATOG KoL | ZTAviEg Awzapayn 6pxemv*, [lpootatitida, Awatapoyn Lootod Onieog,
TOL LOOTOV EvaicOnoio emddvpidag, Emddvpitido, Arlyog Tuéiov,
E&élkwon aidoiov
Yuyyeveic, Yrhvieg Amlacio, Avomhacio TOL YOOTPEVTEPKOD coAnva, [xBdvmon
olKoyevelg Ko
YEVETIKEG
dloTopayEs
Tevikég [ToAd cuyvéc | TIvpeéia*, Koénwon, E€achévion
dlatapayéc Kot Yuyveéc Oidnua (cvpmepriapfavouévov Tov meplpeptkon), Piyn, Aikyoc*,
KOTAOTACELS TNG AloOnua kakovyiag*
0000 yopnynong | Oyt cvyvég Emdeivoon g yevuig puoiig katdotaonc*, Oidnua
mpoommov*, Avtidpaon g Béong éveong®, Awatoapayn
BAevvoydvov*, Owpakikd dryoc, Alatapoyn Tov Padicpotoc,
AicOnon yuypov, EEayyeiwon™, Emmhokn opetldpevn o
kaBetpa*, Metafoin ot diya*, Owpakikn ducpopicAicOnon
petafoing g Beppokpaciog tov copatos*, Alyog tng Béong
éveong*
Yrhvieg ®dvatog (cupmepthapPavopévou Tov oipvidlov), ITolvopyavikn

avemdpkela, Apoppayia g 0éong éveonc®, Knin
(cvumeptiapfoavouévon Tov 01o0PAYIKOD TPTLOTOG)™,
KabBvotepnpuévn emovrimon*, @reypovy, @refitida tng 0€ong
éveonc*, EvawsOnoio, Elxoc, Evepebiototnra, Mn kapdiokd
Owpakikd dhyog, Alyog tng Béong tov kabetnpa, AicOnon EEvou
OMLOTOG
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Mopaxivikég Xuyvég Meiopévo copatikd Bapog

eEeTdoElg Oy ovyvég YnepyorepuOpvarpio™®, Mr @UGIOAOYIKEG TPMTEIVIKES
avorvoelc*, AvEnuévo copatikd Bapoc, Mn guololoyikég
eketdoeig aipatoc*, Avénuévn C-avtidpmca TpOTEIVN

Yrhvieg Mn @uctloroykd aépia aipatoc™, Avouoiieg
NAEKTPOKAPILOYPAPNUATOS (CLUTEPIAAUPOVOLEVIG TNG
mapdTacng Tov dtuotpotog QT)*, Mn eucstoloyikn S1ebvnig
opoiomompévn oxéon*, Mewmpévo yootpikd pH, AvEnuévn
oVGoMPELON alonmeToM®Y, AvéEnuévn Tpomovivn 1,
Tovtomoinon tov 100 kot oporoyia*, IlaBoroyikn e€étaon

ovpov*
Kokaoeig, Oy ovyvég [Mtoon, Moromog
dAnpiéoeis Kot | Tndavieg Avtidpaon kotd ) petdyyion, Kotdypoata *, Piyn*, Kédkoon
EMTAOKEG TV npocmnrov, Kakwon dpbpwonc®, Eykatdpata, Pnén, Alyoc and
BepomevTiKOV wTpkn mpaén, Kakmoeig and axtvoPforio*
YEPIOUDY
Xepovpywoi ko | Zmdivieg Evepyomoinon pokpoedymv
dAAot wTpikol
YEPIoHOL

MAK = un dAog kabopildpevn
- Opadomoinon meptocdTep®V and VOG TPOTIUOUEVOY OpwV Tov MedDRA
AvemBounteg evépyeleg et TV KukAogopia ave&aptNTOg EVOEENG

Aéupawuo aro Kotropa tov Movdvo, (MCL)

To wpo@ik acpdieiag Tov Velcade oe 240 acBeveic pe AEpQmua amd KOTTOPO TOL LovODo ToV
AMapBavay Oepaneio pe VELCADE ota 1,3 mg/m? oe cuvdvacud pe prrov&pdpmn, Kokhopooeauidn,
do&opovPikivn kar wpedvilovn (VeR-CAP) évavti 242 acBevav mov Adppavay Bepareio pe
PLTOVEUAUTT], KUKAOPOOQaLLiON, do&opovPikivn, Pvikpiotivn kot Tpedvilovn [R-CHOP] ftav oxetid
TOPOLO10 e EKEIVO OV TTapaTPNONKE GE 0oOEVEIC e TOAAATAODY LVEAM LA, LE TIG KOPLES OLPOPES
va TeptypaeovTot mopakdtm. Emmnpochetec avemiBounteg aviidpacels 6To GAPLOKO TOV
tavtomomOnkay Kot oyxetiovrayv pe ™ xpnon g fepaneiag cuvdvacpod (VcR-CAP) ntav Aoipmén
nrozitidag B (< 1%) kot ioyopio Tov pvokapdiov (1,3%). Ot mopdUoLEg ENMTOCEIS AVTOV TV
cLUPavTOV Kot 6Ta dV0 okEAN Bepameiog VITEdEIEAV OTL O GUYKEKPUUEVES OVETIOVUNTES AVTIOPACELG
070 QAPLOKO deV pumopovv va arodofovv povo 6to VELCADE. A&loonueinteg dtopopéc oTov
mnBvopd acevov pe MCL g oOyKpion pe Tovg acbeveic 6TIg LEAETES TOV TOAAATAOD HVEADUATOG
nrav pio kotd > 5% vymAotepn EXITTOGCT TOV GLULATOAOYIK®OV AVETIOOUNTOV EVEPYELDV
(ovdetepomevia, Bpopponevia, Aevkomevia, avaipio, AEPPomevia), TEPLUPEPIKNG ALGONTIKNG
VEVPOTADELNG, VITEPTAOTG, TVPEEING, TVEVHOVING, GTOLOTITIONG KOl SLOTAPAYDV TPLYDHOTOG.

Ot avemBduntec avTdpAcelg ot 0moieg TovTomomOnkay mg ekeiveg pe enintmon > 1%, Tapduola
vynAoTeEPN eminton 6to okéAog VER-CAP kot TovAdyiotov evdeyouevn 1 mihavn o1tloAoyikn oyéon
LLE TIC GLVICTMGEG ToV 6KkEAOLS VER-CAP, avagépovtar otov Ilivaka 8 napakdtw. [lepthappdvovron
emiong ot avemBiunTeg avTIdPAGELS 6TO PAPUOKO OV TovToToMONnKay 6t0 okéhog VER-CAP, ot
omoieg OempnOnke amd ToVg EpeLVNTEG OTL £Y0VV TOVAMYIOTOV EVOEXOUEVT | TTLOAVY OUTIOAOYIKN oXEOM
pe to VELCADE pe Béion ta 161opikd dedoéva and Tig LEAETEG TOV TOAAATAOD HVEAMUOTOG.

O1 avemBvunTeg eVEPYEIEG TAPOVGLALOVTOL TAPAUKAT® AVE KOTNYOPio/OpYavIKO GOGTIO KOl
Katnyopia cuyvotntag. Ot cuyvotnteg opilovtar oc e€Ng: TIoAv ouyvég (= 1/10), cuyvég (= 1/100 émg
< 1/10), oyt ovyvég (= 1/1.000 éwg < 1/100), omavieg (> 1/10.000 £mg < 1/1.000), o) omdvies

(< 1/10.000), un yvootéic (dev pmopovv va ektiunBovv pe Pdon ta dobéoipa dedopéva). Eviog kébe
KaTNyoplog cuyvOTNTAG ELPAVIGNC, O avemBvuunteg evépyeleg mapatifevial katd ebivovca oelpd
coPapotnrag. O Ilivaxag 8 dnpovpyndnke pe tn gpron g Exdoong 16 tov Ae&ikod MedDRA.
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Iivoxac 8:

AvemBdunteg evépyeieg oe aobeveig ue Asupmuo arxo Kotrapa tov Mavdiva mov

Adupovay Oepareio e VeR-CAP oe pia klviky doxiun

GLOTNLOTOC, TOV
Ompoka Kot Tov
uecofwpdiKiov

Kamyopio/

Opyoviko

26T Erinttoon Avem@ountn evépyera

AowdEeic kat IToA0 Xvyvéc | [Tvevuovia™*

TOPUCITOCELS Xoyvég Inyaipio (coumeptlapfoavopévng e onmTikng KatomAnéioc)™,
"Epmng Lootpog (cupmeptAapfovopévon Tov diiyLTov Kot TV
opBoAKoV), Aoipmén amod 16 Tov Epmnta*, Bakmmplokég
AomEeic*, AolpuméEn Tov avVAOTEPOV/KATOTEPOL OVATVEVGTIKOD
ovotpatoc*, Mukntactkn Aoiuwén*, ATAdg Epmng*

Oy Zuyvég Hratitda B*, Aoluwén, Bpoyyomvevuovia

AwTopayéc Tov Mol Xuyvég | OpouPomevia*, Eumdpern ovdeteponevia, Ovdetepomevia™,

OLLOTTOMNTIKOD Kol Agvkomevia®, Avarpia™, Asppomevio™®

TOV AEUPLIKOD Oy Zoyvég [Mavivtrapomevio™®

GUGTNLLOTOG

AwTopayéc Tov Suyvég YrepevoioOnoio*

avocomomTikov | Oyt Zuyvég AvaguhokTikn avtidpaon

GUGTHLOTOG

AwTopayéc Tov IToAy Xuyvég | Mewwuévn 0peén

petafolopod kot | Zvyvég YrokaAoipio®, Mn gucetoloyiky yAvkoln aipotog®,

™¢ Opéumg Ymovatpopio®, Zakyopndnc dwupnmce*, Kotakpdtnon vypov

Oy Zoyvég 2OVOPOLO AVGT G GYKOL

Yoyrotpucég Xoyveég Awtopayég vavov*

dloTopayEs

Awotapoyéc Tov IToA0 Xvyvéc | Ileprpepikn aoBntikn vevpomddeia, AvcaicOnocio™,

VELPLKOV Nevparyio™

GLOTNOTOG Xoyvéc NevpomdBeiec*, Kivnrtikn vevporddeia™, Atmieia cuveidnong
(ovpmeprappavopévng g ovykonnc), Eykepoionddeia*,
IIeprpepikn aoONTIKOKIVYNTIKY VevpomdBeia, Zain™,
Avoyevsia*, Avtdvoun vevpomdBeio

Oy Zoyvég Actd0g10 ALTOVOLOL VELPIKOD GUGTHLOTOG

OpBarpucég Suyvég Avopain 6poon’®

dlatapayEc

Awotapoyéc Tov 2oyvEg Avcoakoio (cupmeptiapfoavouévaov tov epufodv)*

®TOG KOl TOV Oy Zoyvég Tayyoc*, 'Exttmon ¢ akovoTikng o&0tnTog (€mg Kot

Aafopivlov GUUTEPTAOUPOVOUEVIS KDOMOTG)

Kopdiaxég Suyvég Koapdioxn poppopouyn (coumepthapBavopuévng KOATIKNG),

dratapoyéc AppoBuio*, Kapdioxn averdpreio (GupmeptAapiovouévng e
aplotepng Ko TG 0e€1dg Kothag)*, Ioyarpia tov pvokapdiov,
Kot\oxn dvcrertovpyio®

Oy Zoyvég Koapdiayyeioxn datapoyn (copmeptlopufavopévng g
KOPOL0YEVOLS KATATANELNG)

Avyyelokég Xoyvég Yréptaon*®, Yrnotaon*, OpbBoctatikn vrotaon

SLTOPAYES

AwTopayéc Tov Suyvég Avcrvoln®, Biyyoc*, Adévykag

QVOTTVELGTIKOD Oy Zoyvég 2Hvopopo o&elag avamvevoTikng dvoyépetag, [Tvevpovikn

guPoin, Ivevpovitida, [Tvevpovikny véptoaon, [vevpovikd
oidnua (cvumeptiapfovopuévov Tov 0EE0C)

21




Awotapoyéc tov

IToAd Zuyvég

Sountodpoto vouTtiog kot epétov *, Adppora*, Zropatitida*,

YOGTPEVTEPLKOD AvcekoMotTo
Xoyvég Taotpeviepn alpoppayio (GopmepAaUBavouévon Tov
PAevvoyovov)*, Atdtoon trng kokiog, Avoreyia,
Ytopatopapuyykd diyoc*, T'actpitida*, EEEAkwon Tov
otopatoc*, Kothakn dvseopio, Avceayia, DAeypovn Tov
yoaotpeviepikov*, Kotmokd dAyog (cupmepthapovorévon
YOG TPEVTIEPIKOV KOl GTANVIKOD GAY0LC)™, ETOUOTIKN
Swatapoyn™®
Oyt Zoyvéc KoAitida (cuumepthopfovouévov tov clostridium difficile)*

Awotapoyéc Tov Xoyvéc Hnototo&ikotnta (copmeptAapuBavoprévng g Nratiknig

NTOTOG KAl TV dwatapaync)

YOANPOP®V Oy Zoyvég Hrotum avendpkela

Awotapoyéc Tov IToA0 Xvyvéc | Aratapoyn tpryodportog®

dEpUOTOG KL TOV | ZuyVEg Kvnouéc*, Aeppatitida*, EEavOnua™

VTOSOPLOV 1GTOV

AwTopayéc Tov Suyvég Mvikoi oracpoi*, Mvoockeletikd dAyoc*, Alyog o€ dxpo

HVOGKEAETIKOD

GUOTNLOTOG KO

TOV GUVOETIKOV

1GTOV

Awotapoyés Tov Xoyvéc Ovporoipmwén™

VEPPOV KOL TOV

0VPOPOPMV 0DV

Tevikég IToAy Xuyvég | TTvpeio*, Komwon, EEacBévion

dlatapayéc Kot Xoyvéc Otonua (copmeptiopPavoprévou tov mTepLpepikov), Piyn,

KOTOGTAGELG TNG Avrtidpaon g Béong éveonc*, AloOnpa Kaxovyiog*

0600 yoprynong

TToapaxAvikég Xoyvéc YrepyohepvOpvarpio™, Mr @uGLOAOYIKEG TPOTEIVIKES

eEeTdoElg avoAvoelc*, Mewmpévo copotikd Bapog, AvEnuévo couaTikd

Bapog

*

Onoadomoinon TepocdTEP®V TOV EVOC TPOTIL®UEV®DY Opedv Tov MedDRA.

TIeprypoen emieyuévmv ovembountwy EVEPYELMV

Enovevepyomoinon tov 100 éprnra {waotnpo.
[MoAhamlodv Muérmpa
IIpopuraktikn avtukn Oepaneia yopnynonke oto 26% TV 0acbevdv otny opdda Ve+M+P. H
enintmon Tov épnnra (oot pa 6tovg acbeveic g opddag Bepaneiog Ve+M+P frav 17% ya
acBeveig oTovg omoiovg dev yopnynnke TpopuAaxtiky avtiukn Bepaneio oe cvykpion pe 3% yw
aoBeveig oToVg 0moiovg yopNYNONKE TPOPLAOKTIKY avTiukY| Oepamneia.

Aéuoopo amd KHTTapo ToL HaVOHa

[Ipopuraktikn avtuukn Oepaneio yopnynonke oe 137 amd tovg 240 acbeveig (57%) oo oKEAOG
VCcR-CAP. H erintwon tov éprnta {ootipa otovg acbeveig tov oxérlovg VeR-CAP ftav 10,7% yia
acBeveic oTtovg omoiovg dev yopnynOnke TPoPLAAKTIKY avtiuky Oepaneio o€ cOykplomn pe 3,6% yo
acbeveic oTovg omoiovg yopnynOnke Tpo@viaktiky avtukn Oeponeio (PAéne mapdypago 4.4).

Eravevepyoroinon xou Loiuwln arnd tov 16 e Hrozitidas B (HBV)

AEUeOUO o KOTTOPO TOL HOVIDQ

HBYV Moipwén pe Bavatnedpes exPdoeig mapatnpndnke oe 0,8% (n = 2) tov achevav oty opdda
7ov doev AMappave Bepomeio ue VELCADE (prrov&ipaunn, kokhoemogapion, do&opovfikivn,
Bwipiotivn kot tpedvilovn, R-CHOP) kot o€ 0,4% (n = 1) tov acbevav mov Aaufavavy VELCADE oe
oLvdLaoUO LE PITOLELAUTY, KUKAOPOOPauidN, doEopovPucivn kot tpedvilovn (VeR-CAP). H
GLVOAIKY] EMiMT®OT AotudEemv nratitidoag B tav mapdpola oe acbeveig mov Aapufavav Bepaneio pe
VcR-CAP 1 pe R-CHOP (0,8% évavtt 1,2%, avtictowya).
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Leprpepixn vevporaBsia oe oynuoTo oovovaoUod

IToAlomAobv Muéhmpa

e dokpég otig omoieg o VELCADE yopnynfnke cav eicaywyikr Ogpaneia oe cuvdvoaoud pe
deapebalovn (nerén IFM-2005-01) ko pe de&opefalovn-Boiidopion (perétn MMY-3010), 1
GLYVOTNTA ELPAVIONG TNG TEPLPEPTKNG VEVPOTADELNG GTO GLVIVAGTIKG GYNLLOTA TOPOVCIALETAL GTOV
TVOKO TOPOKATO:

Iivaxag 9: 20yvOTHTO. EUYAVIONS THS TEPLPEPIKNG VEVPOTIOOELAS KOTA T OLGPKELD THE ELCOYWYVIKNG
Oepaneiac oopupwvae pe v 10lkéTnTo. Kot 010K0TH THE OEpomeios A0yw TG TePLPEPIKNG
vevporadeiog.

IFM-2005-01 MMY-3010
VDDx VcDx TDx VcTDx
(N =239) (N =239) (N =126) (N =130)

Xoyvotmra eppdviong g IIN
(%)

O)ot ot fobpoi TIN 3 15 12 45

Babpog IIN > 2 1 10 2 31

BofOuog IIN > 3 <1 5 0 5
Awkom AMdyw e 1IN (%) <1 2 1 5

VDDx = Bwkpiotivn, do&opovPuikivn, de€apebalovn, VeDx = VELCADE, de&apebalovn, TDx = Oadopidn,
de&apebalovn VeTDx = VELCADE, OoAdopion, de&apedaldvn, IIN = teprpepikn vevponddeio

Inueimon: H meprpepin vevpordbeia mephapfavel TOVG TPOTIUMDUEVOLS OPOVG TEPLPEPIKT] VEVLPOTAOELN, TEPLPEPTIKN
KWNTIKY vevpomddeia, Teptoeptkn aodntikn vevpomddeia kot Tolvvevpordbeta.

AEPOOUO, 0O KOTTOPO TOV LLovOD

> peiétn LYM-3002, oty onoia to VELCADE yopnynonke pe prrov&ipudaunn, KokKAOQOoQuuion,
do&opovPikivn kot mpedvilovn (R-CAP), 1 erintwon mepipepixig vevpondbeiag ota Bepamevtikd
GYNUOTA GUVOLOCUOV TUPOVGIALETOL GTOV TIVAKO TOPOKATM:

Ilivaxag 10:  Erirtwon mepipepirns vevpordbeios atn ueletn LYM-3002 ooupwvo ue v tolikotnta
Kou dioxomy s Bepomeiog Adyw ¢ mepipeping vevpormadeiog

VcR-CAP R-CHOP
(N = 240) (N =242)
Enintoon 1IN (%)
O)ot o1 BaBpoi IIN 30 29
Babpog IIN > 2 18 9
Bobuoc IIN > 3 8 4
Awkom Adyw g [N (%) 2 <1

VCcR-CAP = VELCADE, prrov&pdpnan, kokhopooeapuidn, do&opovfikivn kat mpedvilovn, R-CHOP = prrov&dpnn,
KUKAOQ®oQaLidn, do&opovfikivn, Brvkpiotivn kot pedvilovn, IIN = mepupepikr vevpomddeia

H neprpepixn| vevpomddeio meptAapfével Toug TPOTILOUEVOVG OPOVG: TEPLPEPIKT) AGONTIKY VEVPOTADELL, TTEPLPEPIKN
VELPOTAOELD, TEPIPEPIKN KIVNTIKY) VEVPOTADELD KO TEPLPEPIKT] ALGHNTIKOKIVITIKY) VELPOTADELD.

Himawuévor acbeveic ue Adupwua omo kotropo. 1ov povooo.

42,9% ko 10,4% tov acBevov oto okéhog VeR-CAP ftav oto nAikiokd gvpog 65-74 £t ko > 75
£, avtiotoyo. 201000, o aodeveic niciag > 75 €, kot 0 VeR-CAP kot to R-CHOP 1tav
AYOTEPO AVEKTA, TO TOGOGTO GOPOPMOV avemBOUNTOV evepyelmv oTig opdoeg VeR-CAP ftav 68% ce
ovykpion pe 42% oty opdde R-CHOP.

A&oonueiwres dropopég oto mpogil aopdleiag too VELCADE otav yopnyeiton vmodopia évave g
EVOOPLESILAS YOPNYNONS S UEUOVWOUEVOD TTAPAYOVTO,

> peiétn @daong I ot acbeveic mov Elafav VELCADE vroddpia oe cOyKpion Ue TV EVOOPAEPLa
yopnynon eiyav 13% yaunAidtepn GUVOAIKY ETITTOON Y10, TIC avemBvuNTES EVEPYELEC Tov Expnlav
EMEIYOVOOG OVTIPETOMIONG Kot NToV Babpod 3 1 vymAotePoL ®G TPog TV ToEKoTNTO Kot 5%
yopunAotepn enintwon yio ) Stakonn tov VELCADE. Ot 6uvolkég emmTOoEL TG d18ppoLag, TOV
YOGTPEVIEPIKOD KOl KOIALOKOD AAYOVG, TV KATAGTAGE®V EAGOEVIONG, TV AOUDEEDY TNG AVADTEPNC
OVOTTVELGTIKNG 000V Kol TV TEPLPEPIKMV vevpomadeldv ftav 12%-15% yaunAidtepeg otnv opdda g
VTOJOPLOG YOPTYNONG GE GYEDT LE TV OpAda VOOPAEPLag yoprynons. EmmAéov, n enintwon tov
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TEPLPEPIKMV veVpoTabeldv Pabpov 3 1 vymidtepov NTav 10% yapnidtepn Kot 0 puOUOS StoKomng
Ay Tep1pepkav vevpomabeidv Ntav 8% yapnmAdtepog Yo TNV opdda VTOdOPLAG XOPTYNoNG OTWS
oLYKpiONKe pE TNV EVOOPAEPLO YopnI YN oM.

"E&L 101¢ €kaTO TV 060evaV iV TOMIKY avemiBounTn evépyela 6TV LIOAOPLL. YOPNYN O], KLPIWS
epLOpOTNTO. Tl TEPIOTATIKA ATOKATOGTAONKAV GE £Va SIAUEGO SIACTNA 6 NUEPDV, TPOTOTOINGCT TNG
doon¢ amaithOnke o dvo acbeveic. Avo acbeveig (1%) siyav coPapég avidpaoelg, 1 nepintmon
Kvnopov kat 1 mepintmon epvbpodTnToC.

H enintoon tov Bavdatov ot Bepoameio tav 5% oty opdda Bepaneiog pe vroddpLa YopryNon Kot
7% otnv opdda Bepaneiog pe evéopAéPia yopnynon. H enintmon tov Bavatov and «eEehocdpevn
voco» ftav 18% oty oudda vwoddpiag yoprynong kot 9% oty opddo evoo@AEPLaG xopTyNonG.

Erovalnyn Oeparcios oe aobeveis ue vmotpomidlov mollaml.ovv uvélwuo.

e pio peAét oty onoia emavaAnednke 1 yopnynon tov VELCADE ¢ 130 acbeveic pe
VROTPOTILALOV TOALUTAODY LVEAMLE, Ol OTTOIOL TPOTYOLUEVAC EIXOV TOLAGYIOTOV LEPTKN OVTOTOKPION
o10 oynua wov mepteiye VELCADE, ot o cuyvég avemBounteg evépyetec OAmv tov Babumv mov
TOPOVGLACTNKOV TOVAGYIGTOV 6T0 25% TV acbevav tav BpopPorevia (55%), vevpondOeia (40%),
avapia (37%), dappora (35%) kot duckotiidotnta (28%). OAot o1 fabuoi Tepipeptkng vevpomddelog
Kot o1 Babpol meprpepikng vevpordbelag > 3 mapatnpndnkav og 40% ko 8,5% twv acbevav,
avtioTotya.

Avapopd mBavoroyovueveov avemBOUNTOV EVEPYELDV

H avagopd mhavoroyoduevoy avemBOUNT®V EVEPYELDY LETA A0 TN YOPTYNoN (o0 KuKAOPOPiog
TOL QOPUAKEVTIKOD TPoidvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorlovdnomn e oyéong
0PEAOVG-KIVOUVOL TOVL QOPUAKEVTIKOD TPOTOVTOG. Znteital amd Toug enayyelaticg vyeiog vo
avaQPEPOLY 0TOIEGONTOTE TBUVOLOYOLEVEG avemBOUNTEG EVEPYELEG LEG® Tov EBvikoy Opyaviopon
Doppakov, Mecoyeiov 284, GR-15562 Xolapydc, Abnva, TnAi: + 30 21 32040337, lotdétomog:
http://www.eof.gr, http://www.Kitrinikarta.qgr.

49 Ymnepodocolroyia

Xe acbeveig, n vepdocoroyia pe 066N TAPATAVED Omd SIMAAGLO AT TNV TPOTEWOUEVT) OOGN
oyetionke pe o&elo ELPAVIOT CLUTTOHOTIKNG VTOTAONC Kot Opopfomeviag pe Bavatneopa
omoteAéopato. I Tig TPOoKMVIKES KOPOAYYELUKES PUPUAUKOAOYIKES LEAETEG ACPAAELNS, PAETE
Tapdypoeo 5.3.

Agv vdpyetl yvootd £101k6 0vTidoTo Yo vrepdocoroyia foptelopinmng. Xe tepintmon
vrepdocoroyiag, mpémel va mapakorovbodvtat ta {oTikd onueia Tov acbevong kot va 600l
KATOAANAT VTOGTNPIKTIKY ay@y™ Yo va St pnOei 1 wieomn tov aipatog (0Tmg vypd, ToPEyOVTEG
avénong g mieong Tov aipaTog KA/ oTpOTOVG TaPAyovTeg) Kot 1 Oeppokpacio cdpotog (Préne
mapaypdeovg 4.2 kot 4.4).

5. DOAPMAKOAOTI'IKEZ IAIOTHTEX
51 ®@appoxodvvopikés 1010TNTES

Doppokobepamentin Katnyopic: AVIIVEOTAAGUATIKOL TAPAyOVTES, GALOL AVTIVEOTANGLOTIKOL
mapdyovtes, kodikdg ATC: LO1XGO1.

Mnyavicpdc dpdong

H Boprelopiunn eivar évag avactoréag tpoteocmuatiov. Eivat e101kd oyedtacpuévn va avacoTéALEL
TNV TOPOUOL LE EKELVN TNG YLLOBpLYIVNG Opacn ToL 26S TPOTEOSMUATION 6TA KOHTTUPO TV
Onrooticov. To 26S tpoteocmudtio givat £va PHEYAAO COUTAOKO TPMOTEIVAOV TO OTOI0 ATOTKOJOUETL TIG
ovBkitiviopéveg mpwteives. H 000¢ ovfikitiviic-tpoteocmpatiov tailel ovoiddon pdrio ot puduion
TOV PLOUOL AVUKVKAMOTG CUYKEKPIUEVOV TPOTEVAV KOl ETOUEVOS GT SLOTNPTOT THG OLOIOGTACNG
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ev1¢ TV Kuttdpwv. H avactodn tov 26S tpoteocmuatiov eumodilel TNV emOOKOUEVN
TPOTEIVOAVON Kot emMpedlel TNV KAMPOK®OTY 0KOAOVOi0 TOAALATADY GMUATOV EVTOS TOV KVTTAPOUL,
001 YOVTOG TEMKE 6TO BAVATO TOV KOPKIVIKOV KUTTAP®V.

H Poprtelopipmn givar éviova eKAEKTIKT OC TPOG TO TPMTEOCOUATIO. X& GLYKEVTIPMOOEIS TV 10 uM, 1
Boptelopipmn 0ev ovacTEALEL Eva, LEYGAO 0plOId VTOSOYEMY KOl TPOTEACMY OV EPELVH O KAV KOl
givar mepiocdtepo amd 1.500 @opéc 1o eKAEKTIKN TPOG TO TPMTEOCOUATIO AP TPOG TO EXOUEVO
apoTunTéo £vivpo. H kvntiki g avaoTtoAng Tov tpmteocopatiov a&loAoynonke in vitro kot n
Boptelopiunn £de1&e va daympiletol amd T0 TPMOTEOCOUATIO HEGO GE XPOVO ty, 20 AeTTOV,
OTTOOEIKVVOVTOG OTL 1] AVAGTOAN TOL TPMOTEOCOLOTION amd T Poptelopipnn sivor avacTpéyiun.

H avactoin tov mpmteocopatiov dtapécov g foptelopinmng emnpedlel Ta KapKvikd KHTTopo pe
1apopovg TPdTOVE, GTOVG 000V GLUTEPIAAUPBAVETAL, LETOED AAA®V, 1| LETAPOAN TWV PLOCTIKMV
TPOTEIVOV TOL EAEYYOLV TNV €EEMEN TOL KLTTAPIKOD KOKAOL KOl TNV EVEPYOTOINGT| TOV TLPTVIKOV
napdyovta kémma B (NF-kB). H avaotoln tov Tpoteocopatiov 0dnyel 611 S10KOTH TOL KLTTAPIKOV
KoK ov Ko og andntwon. O NF-kB eivat évog mapdyovog petaypa@ng tov onoiov 1 evepyomoinom
amorteitan yio ta 01dpopa ENimedo 0YKOYEVESTC, CUUTEPIAAUPAVOUEVIC TG KVTTAPIKNG AVATTUENG Kot
emPioong, TG ayyel0yEVESNC, TOV OAANAETIOPACE®V AVAIESH T KOTTOPO KOl TNG LETACTOONG. £TO
puélopa, 1 Boptefopipmn ennpedlel TNV IKAVOTNTO TOV KLTTAP®OV TOV HVEADHOTOG VO CAANAETIOPOVY
LE TO UIKPOTEPIBAAAOV TOV LVEAOD TOV OGTAOV.

Ta wepdpata wov Exovv devepyndei £dei&av 611 1 Poptelopipnn glvar KuTTOPOTOEIKT GE dLAPOPOLS
TOTOVE KOPKIVIKOV KVTTAP®OV KoOMG Kot OTL ToL KAPKIVIKG KOTTOpO Elvarl 7o gvaicOnta otic Tpo-
UTOTTOTIKEG GUVETEIEG TNG AVOGTOANG TOV TPOTEOCMUATION GE GVYKPIOT] LE TO PLGLOAOYIKG, KOTTOPC.
In vivo, n Boptelopipan pewdvet Ty ovamtuén tov 0yKov o€ TOAG TPOKAVIKA HOVTEAN OYK®V,
GUUTEPTAAUPOVOUEVOL TOL TOAAATAOD HUEADLLATOG,

Ta dedopéva amd in Vitro, ex-vivo kat {owkd povtéla pe Poptelopipnmn vodetkvoovy Ot 1
Bopteopipmn av&dvel TNV 00TE0PAAGTIKY S10.POPOTOINGT) KOl SPACT) KOl AVOCTEALEL TNV
0GTEOKAQOTIKT Agttovpyia. AvTég o1 emdpacelg Exovv TapatnpnOei oe acbeveic pe moAlamAovy
LLEA®UO TTOL £X0VV TPOGPANDEL Ao o TPOYMPMUEVT OGTEOAVTIKT VOGO Kot eAduPavay Oepameio pe

Boptelopipmn.

KhMvik) amotedecpotikdtnta o€ un mpohepancupévo moALATAOVY HVEAM L

Atevepynonie o tpoontikn @dong 111, d1eBvng, Tuyatomomuévn (1:1), avorytod oyedacHod KAVIKI
uerétn (MMY-3002 VISTA) ot 682 acheveic yia va xadopicer edv to VELCADE (1,3 mg/m?
xopnyoduevo pe eviopAéPia éveon) oe cuvdvacud pe pekeardvn (9 mg/m?) kot mpedvilovn

(60 mg/m?) odnyovce o Bedtioon Tov ypdvov Eng T eEEMEN TN VOGOV (time to progression -TTP)
o€ oyéon pe pedordvn (9 mg/m?) kon mpedvitdvn (60 mg/m?) oe acleveic ue un tpobepamevpévo
moAhamhovv puéimua. H Bepameio yopnyndnke yuo éva péyioto 9 kokAwv (tepimov 54 efdoudoeg) Ko
dtekomn gykaipa o€ mepintwon eEEMENC TG VOGO 1 Un amodektig Tofwotntag. H didpeon niia
TV acevov ot perétn frav 71 £, 50% Ntav dvopeg, 88% avikav otnv Kavkdoia euin kot o
duapecoc Pabuds katdotaong wavotntag kotd Karnofsky yio tovg acBeveic ntav 80. Ot acbeveig
etyav poéhopa IgG/IgA/eha@pdc aAdcov o€ m0c0oTd 63%/25%/8%, didpeon apooparpivy 105 g/l
Kat S1épeco apdud opometariov 221,5 X 10%1. Tapdpora mocootd acdevmv eiyav kdbopon
kpeatviving < 30 ml/min (3% og kéOe okéLog).

Tn otypn g mpokabopiopévng evoldpeons avaAvongc, TO TPMOTEVOV KATUANKTIKO o1Elo, 0 ¥pdvog
£€mg Vv eEEMEN NG vOoOoV, glye emttevyBel Kot Tpospépbnke otovg acbeveig e opdoag M+P n
Oepaneioa Vc+M+P. H péon maparxorovbnon fitav 16,3 piveg. [paypoatoromdnie n tehkn
avobempnon g emiPioong pe péon ddpkela mapoakorovdnong 60,1 unives. Iapoanpndnke
OTUTIOTIKA CIOVTIKO OQELOG 0TV emiPimon viép ¢ opddag Oepaneioag Ve+M+P (HR = 0,695,

p = 0,00043) mapd tic Oepaneieg mov akorovncav Kot TepErafay oynuato Baciopuéva og
VELCADE. H péon empioon oty opdada Bepanciog Ve+M+P tav 56,4 urveg oe ooykpion pe 43,1
univeg oty opada Bepamneiog M+P. Ta amoteléouata omoTeAeGUOTIKOTNTAG TOPOVGLALOVTOL GTOV
IMivoka 11:
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(95% CI)

(0,462, 0,671)

Hivoxog 11:  Amoteléouara yio. thv OTOTEAECUOTIKOTHTO. UETA OTO TV TEAIKH avabswpnon e
emPiwonc oty ueAétn VISTA
21605 OMOTEAEGUUTIKOTNTOG Vc+M+P M+P
n = 344 n =338
Xpovog £émg v e£EMEN TG vOGoL —
[eprotatika n (%) 101 (29) 152 (45)
Atdpeon Tiun® (95% CI) 20,7 pnveg 15,0 pnveg
(17,6, 24,7) (14,1, 17,9)
Adbyog ktvdvvooP 0,54
(95% CI) (0,42, 0,70)
Ty —p* 0,000002
Empioon ehevBepn eEEMENG
[eprotatika n (%) 135 (39) 190 (56)
Adpeon iun® (95% CI) 18,3 pveg 14,0 pnveg
(16,6, 21,7) (11,1, 15,0)
Adbyoc kivdvvoo? 0,61
(95% CI) (0,49, 0,76)
Ty —p? 0,00001
Yovoikn empPioon*
[epiotatikd (Bdvartor) n (%) 176 (51,2) 211 (62,4)
Awdpeon tyun® 56,4 uveg 43,1 unveg
(95% CI) (52,8, 60,9) (35,3, 48,3)
Adbyoc kivdvvoo? 0,695
(95% CI) (0,567, 0,852)
Ty —p? 0,00043
MMocooT6 avramékpiong n =337 n=331
IIinbvoudct n = 668
CR‘n (%) 102 (30) 12 (4)
PR¢ n (%) 136 (40) 103 (31)
nCR n (%) 5(1) 0
CR + PR‘n (%) 238 (71) 115 (35)
Ty —p° <10-%°
Mzsimon ™g M-tpoTEivig 6Tov 0pod n =336 n=331
[TAnBuopodc" n = 667
>90% n (%) 151 (45) 34 (10)
Xpovog Tpatng avramokpiong oe CR + PR
Atdueon Tyun 1,4 uqveg | 4,2 ufveg
Méon® O1GpKELN AVTATOKPIONG
CR" 24,0 pfveg 12,8 pnveg
CR + PR¢ 19,9 unveg 13,1 ufveg
Xpovog émg v emopevn Oepameia
[eprotatika n (%) 224 (65,1) 260 (76,9)
Adpeon iun® (95% CI) 27,0 ufveg 19,2 pnveg
(24,7,31,1) (17,0, 21,0)
Adyoc kivddvoo? 0,557

Ty —p*

< 0,000001

26



Exriunon Kaplan-Meier.

P H ektiunon tov Adyov kvddvou Paciletar o £va Cox avaAoyikd HOVIELO KIVEUVOL TPOGOUPUOGUEVO Y10 TOVG
TAPAYOVTES GTPMUATOTOINONG: P2-Hikpos@otpiv, Aevkmpativn Kot teptoyn. Adyog Kivdvvou HikpOTEPOS Od
1 vrodewvier TAgovékua Yo v VMP.

Y H ovopaoctikf rd-p Pasiletar ot otpopotonomuévn Sokipacio log-rank Tpocapuocpévn Y10 TOVG TopayovTEg

GTPOUOTOTOINONG: P2- KPOGQULpiv, AEVK®UOTIVY KO TEPLOYT.

H tun-p yua 1o Iocootd Avtomdkpiong (CR + PR) and ) dokwpocio Cochran-Mantel-Haenszel y-tetpdyovo

TPOGOPLOGLLEVT Y10 TOVG TOPAYOVTES CTPMUATOTOINONC.

£ O minBuopdg avtomdxpiong meptAapPavel Tovg acbeveic mov siyav petpioun voso katd mv évapen.

¢ CR= TpNg avtamokpion, PR = pepuc avtandxpion. Kprmpio EBMT.

T Olot ot Tuyoomompévor ocleveic ue exkpirikh voco.

*  Emxatpomoinon g emPimong Pociopévn oe Sidueon Sidpketo mopakorovdnong 60,1 umvov.

Cl = dudotnpo eumoTocuvNg

Aaobeveig mov eivar KatdAANAOL Yo LETOUOTYEVOH OPYEYOVDV KUTTAPDV

AVo TuyaoTOIMUEVES, avoLyTOL oXESLOGIOD, TOAVKEVTPIKES peAéteg paong ITT_(IFM-2005-01,
MMY-3010) die&nydnoav yio va kotadei&ovv Ty ac@AAelo Kot TNV ATOTELEGUOTIKOTNTO TOV
VELCADE o¢ dimAo0g Kot Tpimthodg GUVOVAGHOVE PE AAAOVG ¥NIEI0DEPATELTIKOVS TAPAYOVTES, MG
gloaymyikn Oepameio TP amd Tn HETOUOCKELOT APYEYOVMV KUTTAP®V G 0GOEVELG e un
TPoBepameELUEVO TOALATAODY LUEA®LLOL.

¥t perérn IFM-2005-01 to VELCADE og cuvdvaoud pe de&opebalovn [VeDx, n = 240]
ovykpinke pe Prvkprotivn-6o&opovPikivi-oeapefalovn [VDDXx, n = 242]. Ot acBeveig otnv opdioa
VeDx éhaPav téooepig kokhovg tov 21 nuepmv, 6mov o Kabévag arotehovviav ond VELCADE

(1,3 mg/m? yopnyovueva evdoprePing §0o popéc v efdoudda Tig nuépeg 1, 4, 8 kan 11) kot amd Tov
otopatog oeapebalovn (40 mg/muépa tig nuépec 1 €mc 4 kot tic nuépeg 9 émg 12, otoug Kvkiovg 1
Kot 2 kot Tic nuépeg 1 ém¢ 4 atovg Kvxkhovg 3 kat 4).

AvtoloYyEC PETAUOOYEVGELG OPYEYOVAOV KVTTAP®V TTpaypotonoOnkay o 198 (82%) acbeveig kot 208
(87%) acBeveig otic opddec VDDx kot VeDx avtiotoya. H mieioyneia tov acBevov vtopAandnke oe
pia pévo drodwkacio petapdoyevons. To OnHoypagtkd yopaKTPIoTIKE TOV achEVOY Kol To
YOPOKTNPLOTIKA avapOpag TG VOGOL NTav Tapopote HeTa&d Twv dvo opddmv Bepareioc. H didpeon
nAwio tov aclevov otn perétn frav ta 57 €, to 55% frav avopeg kot o 48% elyav vynAd Kivovvo
EUQAVIONG YEVETIK®OV avouaimv. H didpeon didpketa tne Oepomeiog frav 13 gfdopddeg yio v
opdoa VDDX kat 11 gfdopddec yio tnv opdidoa VeDX. O didpecog aptBpdg kOKAwv mov eAqencay
Kot oo T1g 600 opddeg Nrav 4 KHKAoL.

To mpTEVOV KOTAANKTIKO ONUEID OMOTEAEGUATIKOTNTOG TG LEAETNG TOV TO TOCOGTO AVTOTOKPIONG
petd v ewoaywyikn Oepomneio (CR+nCR). Mio otatiotikd onpavtikn dagopd oty CR+nCR
mapotnpnonke vép tng opddag cuvdvacuod VELCADE pe 6e&opebalovn. Ta devtepevovta
KOTOANKTIKG onpeiol 0mOTEAEGHOTIKOTNTOG TEPLEAAUPOVOY TOCOGTA OVTUTOKPIONG LETE TN
petopooyevon (CR+nCR, CR+nCR+VGPR+PR), EnBionon Xwpic EEEMEN ko Xvvolkn EmBimon.
Ta kOplo OMOTEAEGUATO ATOTEAEGLOTIKOTNTOG TTapovotdlovtal otov [Tivaxa 12.

Ilivaxag 12:  Amoteléouaro amoteAeouatiotnrag amod wm ueléty IFM-2005-01

Kotolktikd onpeio VcDx VDDx OR, 95% CI, tijpq-p*
IFM-2005-01 N=240 (ITT N=242 (ITT

mAnBvoudg) mAnBvoude)
RR (ueta v eioaywyixin
Oepareia)
*CR+nCR 14,6 (10,4, 19,7) 6,2 (3,5, 10,0) 2,58 (1,37, 4,85), 0,003
CR+nCR+VGPR+PR % 77,1(71,2,82,2) 60,7 (54,3, 66,9) 2,18 (1,46, 3,24), < 0,001
(95% CI)
RR (ueta v
ysmyo’axsvan)ﬂ
CR+nCR 37,5 (31,4, 44,0) 23,1 (18,0, 29,0) 1,98 (1,33, 2,95), 0,001
CR+nCR+VGPR+PR % 79,6 (73,9, 84,5) 74,4 (68,4, 79,8) 1,34 (0,87, 2,05), 0,179
(95% CI)
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Cl = didompa gpmiotoodvng, CR = mipng aviamdkpion, nCR = oyxeddv minpng aviamdkpion, ITT = pe npdeon

Oepancioc, RR = mocootd aviamdkpiong, Ve = VELCADE, VcDx = VELCADE, de€apebaldvn, VDDx = Bwvkpiotiv,

do&opovfikivn, de&opebalovn, VGPR = ol koA pepikn avtandkpion PR = pepucn avtomokpion, OR = Adyog

mlovoT TV

* [Ipwtevov katanktkd onpeio

O Adyog TV TOAVOTATOV Y10 T0 TOGOGTA avTandKpiong Boaciletar oty extipunon Mantel-Haenszel tov kowav

AOY®V TOAVOTNTOV Y10 CTPOUATOTOMUEVOVG TIVAKEG: TIEG-P COUPMVO, pie Tovg eEAEyyovg Cochran Mantel-Haenszel.

B AvaQEPETOL 6TO TOGOGTO AVTATOKPIONG UETO T SEVTEPT LETAUOGYELOT] Y0 Topa oL EAaPav devTepn
petapooyevon (42/240 [18% ] ot VeDx opddo kon 52/242 [21%] ot VDDX opdda).

Inueimon: Adyog mBavotNTeV > 1 VTOINAMVEL £va TAEOVEKTN LA Yl TV l00y@Yikn Oeponeio mov mepiéyet VELCADE.

o

2 perdétn MMY-3010 n ewoayoykn Oeponeia pe VELCADE og cuvdvaopo e Boidopion kot
de&apebalovn [VeTDx, n = 130] cvykpinke pe Oaiidopion-oeEapedalovn [TDx, n = 127]. Or
acBeveig oty oudda VecTDx éhafoav 6 kikAovg TV 4 efdopddmv, 6mov 0 Kabévog amotelobvtay omd
VELCADE (1,3 mg/m? yopnyovpevo evéoerePing 0o popéc v efdopdda 1i¢ nuépec 1, 4, 8 wan 11
axoAovBovpeva amd pio epiodo avdmaviog dekaentd nuepmv, amd v nuépa 12 mg v nuépa 28),
de&apebalovn (40 mg yopnyovpueva and Tov 6TOUATOG TIC NUEPES 1 £mg 4 Kot Tig Nuépes 8 €wg 11) Kot
BaAdopion (50 mg nuepnoing yopnyovueva and tov otépaToc Tig NUépes 1 émg 14, Ta omoia
av&dvovtal Tic nuépeg 15 €wg 28 ota 100 mg kot 6t cvvéyela ota 200 mg nuepncimg).

Mia PEHOVOUEVT] VTOLOYT LETOUOGYEVGOT aPYEYOVOV KVTTAP®V TTpayuatonomfnke og 105 (81%)
aoBeveig xat 78 (61%) acbeveig otic opnadec VeTDx kot TDx, avtictoya. Ta dnpoypoapucd
YOPAKTNPIOTIKA TV 0GOEVDOVY KOl TO YOPOKTNPLOTIKA AvVAPOPAS TS VOGOV NTAV TOPOLOLN LETAED TV
dvo Bepanevtikdv opddwv. Ot acheveig otig opnddeg VeTDx kot TDx giyov didpeon niwio 57 €
&vavti 56 g1V, 10 99% évavtt tov 98% Ntav Kavkdciot kot to 58% &vavtt tov 54% ftav avopec.
Xy opdda VeTDx to 12% tov acBevav elyav Kutappoyevetikd katatoytel g vyniod Kvddvov
évavti tov 16% tev acBevov oty opdoa TDX. Xtig dVo opddeg Bepaneiog, 1 didpeon dtdpkela g
Oepaneiog Nrav 24,0 efdopddeg kat 0 didpecog appog Kukiov Bepaneing mov eAnedncay fTav

6,0 xdxlot.

Tao TpoTEHOVTU KATOANKTIKG OTUELD OTOTEAECUATIKOTTOG TG LEAETNG TOV TOL TOGOGTA
avTOTOKPIoNG LETE TNV EloaymYkn Oepameio kot petd ™ petapdoyevor (CR+nCR). Mia otatiotikd
onuavtikn dtapopd ot CR+nCR napatnpnibnke vrép g opddog cvvdvacuod VELCADE pe
de&opebaldvn kan Baiidopidn. Ta devtepedovia KatainkTikd onpeia teprelapupavay EmpPioon Xwopic
E&EMEN kar Zuvorikn EmiPimon. Ta kOpia amoteléopato amoteAecUATIKOTNTOS TApOVGLALoVToL GTOV
MMivoxka 13.

Ilivaxag 13.  Amotreléouaro amoteleouotikotnrog ono t usisty MMY-3010

Katolktika enusio VcTDx TDx OR, 95% CI, mypn-p®
MMY-3010 N =130 N =127

(ITT AnBvopog) (ITT TAnBvcoudc)
*RR (ueta v e1oaywyn)
CR+nCR 49,2 (40,4, 58,1) 17,3 (11,2, 25,0) 4,63 (2,61, 8,22), < 0,001°
CR+nCR+PR % (95% CI)  |84,6 (77,2, 90,3) 61,4 (52,4, 69,9) 3,46 (1,90, 6,27), < 0,001
*RR (ueta tn uetouooycoon)
CR+nCR 55,4 (46,4, 64,1) 34,6 (26,4, 43,6) 2,34 (1,42, 3,87), 0,001°
CR+nNCR+PR % (95% CI) |77,7 (69,6, 84,5) 56,7 (47,6, 65,5) 2,66 (1,55, 4,57), < 0,001

Cl = dubompa gpmiotosvvng, CR = nAnpng avtandkpion, nCR = oyeddv minpng avtandkpion, ITT = pe mpdOeon
Oepanciag, RR = ITocootd avtandkpiong, Ve = VELCADE, VeTDx = VELCADE, Oaidopidn, de&apebalovn,

TDx = Oaldopidn, de&apebalovn, PR = pepwcny avramdkpion, OR = Adyog mbavottov,

* [pwtevov katainktikd onueio

O Adyog TV TBAVOTHTOV Yl T0 T0c0oTd avtandkpiong Paciletor otny extipnon Mantel-Haenszel tov kowdv Adymv
TOAVOTNTOV Y10 CTPOUATOTOMNUEVOLG TIVAKEG: TIHEG-P oOppmva pe Tovg eEAéyxovg Cochran Mantel-Haenszel.
Inueimon: Adyog mBavotHTOV > 1 VTOdNAMVEL £vo TAEOVEKTNHA Yo TNV E160YOYIKT Ogpameia Tov mepiéyet VELCADE.

o

Khlvik amotedecpotikdtnta o€ vrotpomalov 1 avlektikd morlamiody puélmpo

H acopddea kot anotehespatikdétra tov VELCADE (yopnyovpevov pe evooeiéfia éveon)
a&lohoymOnkay ce 2 peréteg ot cvvicTdpevn d6om twv 1,3 mg/m?2: pia Toyaomomuévn, GUYKPITIKY
perétn @aong Il (APEX), évavtt de€apebalovng (Dex) 669 acBevav pe vmotpomidlov 1 aviekTikd
TOAALUTAOVV LDEAMUA Y10, TOVG 0Tt010VG giyav TponynBel 1-3 cepéc Oepameiag kot pio LEAETT EVOG
okéhovg @dong 11, 202 acbevav pe vrotpomalov Kot avOeKTIKO TOAAUTAOVY HVEAMUA Y10 TOVG
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omoiovg eiyav mponyndel tovAdyiotov 2 celpéc Bepoameiog kot o1 omoiol Tapovciocay emdeivmoT KaTd
TV o TPOceuTY Bepomeia.

2 perétn @aong 11, n Oepaneio pe VELCADE 0d1ynoe o€ onpovtikd peyaAdbtepo ypovo £mg tnv
€EEMEN TN VOGOV, CNUAVTIKG TOPATETAUEV EMPIOOT Kol GTLOVTIKE DYNAOTEPO TOGOGTOH
ovTamoOKpIoNG, o€ oxéon pe ) Bepamneia pe de&apebalovn (PAéne Iivaxa 14), oe 6Aovg Tovg acbeveig
kaBdg kot otovg acbeveic yio Tovg omoiovg glxe mponynOel 1 oepd Bepaneiag. g anotéAespo piog
TPOYPOUUATIOUEVNC EVILAUESNC OvbAVGeNC, 1| opdda TG de&apefalovng dlakomnKe HoTEPO OO
GVOTACT TNG EMTPOTNG EAEYYOVL OEdOUEVMY Kal GE OAOLG TOVE acEVEIC TOV NTAV TUYALOTOINUEVOL TN
de&apebalovn yopnyndnke ot ocvvéyeto VELCADE, ave&dpnto amd v kotdotaon g achévetog.
E&attiog avthg g mpdung aAloyng otn Oepamneia, n Sidpeon ddpreia mapokorotnong tov
em{nodvtov acbevov ntav 8,3 unves. H cuvolikn emPioon frav onuaviikd peyoldtepn Kot To
TOGOGTO AVTATOKPLONG NTAV OTHLaVTIKA VYNAOTEPO otV opada Tov VELCADE 1660 Yo Toug
aoBeveig mov Mtav avhektikol oty teAevTaio mponyovpevn Bepaneio 660 Kot Yo VTOVS TOV dgV
nrav avlextucol.

Amd toug 669 acBeveic mov cvppeteiyav, ot 245 (37%) frav 65 etdv kot dve. Ot TapdpueTpot
avTOmTOKPIoNG OGS Kal 0 XPOVOC £¢ TV EEMEN TNEC VOGOL TOPEUEIVOY CTLOVTIKE KAADTEPOL Y10, TO
VELCADE ave&aptnra amd v nhkic. AveEdptnto and ta apytkd enineda g Pa-pikpooparpivg
OLec o1 TopdpeTpol amoteAecHATIKOTNTOC (YpOVoC Emg TV eEEMEN TG VOGO Kol GLVOMKN emPimon
KaBMG Kot T0OGOGTO OVTOTOKPLONG) NTOV SNUAVTIKA PedTiopévol oty opdoo tov VELCADE.

v opdida TV aviekTik®v acBevdv ot pedétn @dong I, o avtamokpicelg kabopicOniay and pio
ave&aptn enttponn enfedPNoNG KOt TO, KPLTHPLo. avTamdkpiong tav avtd g Evpomaiking Ouddag
Metapooyevoewv Mverot twv Ootov. O didpecog xpovog emPinong yio 6A0VG Tovg acbeveig mov
ovppeteiyav Nrav 17 uiveg (evpog < 1 éwg 36+ pnveg). H tiun avth g emiPioong nrav vymidotepn
o€ oyY€om UE Toug 6 m¢ 9 unveg d1auecov ypdvov emPinong mov vwoAdYI oy ot KAvikoi cOpufoviot-
EPELVNTEG Y10, EvOL TTOPOUOL0 TANBVo UG acBevav. ZOpemva e TV aviAven TOAVUETARANTOV, TO
TOGOGTO AVTATOKPLONG NTAV AveEAPTNTO OO TOV TOTTO TOV HVEADUATOG, TNV KATAGTAOT] 0TOS00NG, TO
Kkafeotdg e€dAetyng TOoL Ypouoc®uaTog 13, 1 Tov aplduov 1 TOL TOHTOL TV TPOTYOVUEVDV
Oepaneimv. O acbeveic mov giyav vroPAnOel 6to ToPeAOOV oe 2 pe 3 Bepamevtikég oywyEg onueiocoy
060010 avtamokpiong 32% (10/32) kar o1 acOeveig o omoiot eiyov 1101 AaPel mepiocdTepa omd

7 BepAmEVTIKG GYNLLOTO TAPOVSIOCAV TOGOGTO ovTomokpions 31% (21/67).

Hivaxag 14:  Xvvormuxa aroteléoporta exfoons s vooov amo tis uelétes @aong I (APEX) xou
Daone 11
®aon 111 ®aon 111 ®aon 111 ®aon 11
> 1 Tponyodpevn >2
kot o1 acheveic 1 nponyov}lavn Ogpaneia TPONYOL-
Ogpomeia UEVES
Ogpameiec
ZD"E“‘:"“ Tov Ve Dex Ve Dex Ve Dex Ve
OAETICOVTOLUE | g330 | =336 | n=132¢ | n=119% | n=200° | n=217% | n=202
70 YpOvo
Xpovog Emg v B 5 B
eEMEN TG 189° }gg 212° [11%% [1142% 87" 210
voocov, nuépeg | [148, 211] 128] [188, 267] 101] 192] [84,107] | [154,281]
[95% CI]
fg‘i‘i‘;}) 80° 66° 89’ 728 73 62 60
[95% CI] [74,85] [59,72] [82,95] [62,83] | [64,82] | [53,71]
avﬁiﬁ?}‘:‘:‘ﬁ Ve Dex Ve Dex Ve Dex Ve
% )" M | n=315 |n=312"| n=128 |n=110 | n=187 |[n=202 n=193
CR 206) | 2(<1)P 8 (6) 2(2) 12 (6) 0(0) (4)**
CR +nCR 41 (13)P 5 (2)° 16 (13) 4 (4) 25 (13) 1(<1) (10)**
CR+nCR+PR | 121(38)" | 56 (18)" | 57 (45)° 29 (26)° | 64 (34)P | 27 (13)P (27)**
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CR + nCR+

DRAME 146 (46) | 108(35) | 66(52) | 45(41) | 80(43) | 63(31) | (35)**

Avdpeon
oapkeL 242 (8,0)
Hpépeg (uveg)

169

(e | 24661 |189(62) | 238(78) | 126 (41) 385*

Xpovog £m¢ v
avtamokpion
CR+PR

(Muépec)

43 43 44 46 41 27 38*

ITAn6vopdg mpog Bepaneia [Intent to Treat (ITT) population].

Twn-p and ) dokn otpopdtoong log-rank. H avéivon avd apbud mponyndeicodv Beponeidv anokhreist
OTPOUAT®OT Y10, TO 16Topkd Bepoameiog, p < 0,0001

O mnBvopdc mov avtanokpifnke teprapPdver acbeveic mov giyav petprioun voco mpv v Evapén g epaneiog
Kot Erafav Tovidyiotov 1 300m ToL VIO £PEVVA PUPLLUKEVTIKOV TPOIOVTOG.

Twn-p and ) dokuny Cochran-Mantel-Haenszel y-tetpdymvo mpocappoopévn yia Toug mapdyovieg otpopdtoons. H
aviivon avé apiBud tponyndeicdv Bepaneidv amokAeict GTPOUATOON Yo TO 16TOPIKS Bepaneiog.

CR+PR+MR **CR = CR, (IF-), nCR = CR (IF+)

NA = Agv gpapudletor, NE = un a&oroynoipo

Cl = duidotnpo eUmeTocuVNG

Vc = VELCADE, Dex = de&apebalovn

CR = n\ipng avtandkpion, nCR = oyedov Tinpng avtomokpion

PR = pepikn avroamdkpion, MR = gAdylot avtandkpion

*

2 peiétn @aong 1, o1 acbeveic mov dev mapovciacav BEATIOT avtamdkpion ot Bepomeio pe
VELCADE c¢ povofepaneia, propotvcav va Adpovv vymin d6on de&apebaldvne o cuvovacud pe
VELCADE. To npwtoéxorro enétpene o acbeveig va Adfovv de€apedalovn av elyav pikpotepn omd
T BérTiotn avtomokpion ot yopnynon VELCADE cg povoBepamneia. ‘Evog cuvolucog aptBpog amod
74 o&lohoynopovng aobeveig Erafav deEapebalovn oe cuvovaopd pe VELCADE. To 18% twv
acBevav Topovoiaoe M eiye wa Pektiopévn avtomoxpion [MR (11%) 1 PR (7%)] pe t cuvdvootikn
Oepaneia.

KAvikn amoteleouotikotyro. ue vwodopia yopnynon tov VELCADE o acbeveic ue vmotpomalov/
ovOextino wollamlody uvéiwua

Mia avoikty, Toyaiomompévn perétn un kotmtepotntog @aong I cuvékpive v
OTOTEAECUATIKOTNTO KoL TV ao@rEL TG LTodopLog yopnynong tov VELCADE évavtt g
evoopAEPLoc yopnynone. H pelét avth nepiéhafe 222 acbeveic pe vrotpomidlov/aviektikd
moAamhovv pvédmpa, ot omoiot Toyatomomdnkay e avaroyio 2:1 dote vo AdBovv 1,3 mg/m?
VELCADE gite péom vrodopiag gite pé€csm evooprePiag 0d00 yia 8 kukAovg. Xtovg acheveic mov dev
napovsiocay pia BEATioTn avtamdkpion (Aydtepo amd mAnpn avtamdkpion — complete response
[CR]) ot Bepameia povo pe VELCADE petd oo 4 kbxkhovg, enetpann va Adpouvv 20 mg
deapebaldvne nuepnoiong v nuépa g yopnynons tov VELCADE kou v endpevn nuépa. Ot
acOeveig pe apykn mepLpeptkn vevpomddeia Babuod > 2 M pe ap1dpodc aponetoriov < 50.000/ul
e€apébniay. Xvvolikd 218 acbeveic tav a&0AOYAGIUOL OC TPOG TNV AVTATOKPLON.

H pelétn aut ekmApoGe TOV TPMTELOVTA GTOYO TNG U KATOTEPHTNTOS Y10 TO TOGOCTO
avtamokplong (CR+PR) petd amd 4 kdxkhovg pe povo mapdyovto to VELCADE 1660 yio thy
VodopLa 660 Kot Yo TNV evooPAERLa xoprynon, 42% kot otig 600 opddeg. EmmAéov, To KaTaAnKTiKd
ONUELD ATOTELEGLOTIKOTNTOG TTOV OYETICOVTAL [E TN OELTEPEHOVTA AVTATOKPLOT KUl TO YPOVO EMG TO
oVUPAV £6€1EQV GUVETT UTOTEAEGUATA Y10 TV LITOJOPLA Ko THY £VEoQAEPLa yoprynon (ITivaxag 15).

Hivaxag 15:  Xovoyn twv ovaldoewy amoteleauotiKoTNTOS TOV GOVEKDIVAY THY DTOOOPLO. KOL THV
evoopléfia yopnynon oo VELCADE

VELCADE okéhog VELCADE okéhog
evdophrifrac yopynens  vmoddprag yopryneng
MAn0vopodc vrd a&rordynon yio Ty n=73 n =145
UVTUTOKPLON)
0606716 avTaTOKPLEoNS 6€ 4 KOKAOVG
n (%)
ORR (CR+PR) 31 (42) 61 (42)
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Tuyui-p* 0,00201

CR n (%) 6 (8) 9 (6)
PR n (%) 25 (34) 52 (36)
nNCR n (%) 4 (5) 9 (6)
ITo6067T6 avTaTOKPLoNS 6€ 8 KOKAOVG

n (%)

ORR (CR+PR) 38 (52) 76 (52)
Tun-p* 0,0001

CRn (%) 9(12) 15 (10)
PR n (%) 29 (40) 61 (42)
NCR n (%) 7 (10) 14 (10)
I\ 0vopéc mpog Ocpancia (ITT)P n=74 n =148
TTP, pufveg 9,4 10,4
(95% ClI) (7,6, 10,6) (8,5,11,7)
Adyog kvdvvov (95% CI)Y 0,839 (0,564, 1,249)

Tun-p° 0,38657

Empioon ehed0epn eEEMENG, piveg 8,0 10,2
(95% ClI) (6,7,9,8) (8,1, 10,8)
Aodyog kvdvvou(95% CI)Y 0,824 (0,574, 1,183)

Tun-p° 0,295

Yuvohki] erifioon oto 1 £10¢ (%0)° 76,7 72,6
(95% CI) (64,1, 85,4) (63,1, 80,0)

H tni-p etvon yro tmyv véBeon pun katotepdTTog 6Tt T0 GKEAOG TNG LITOJOPLS YOpPNYNoNG datnpel TovAdyioTtov 60%
TOV TOGOGTOV AVTOTOKPLONG 6TO Bparyiova TG evioPAEPLag yoprynong.
P22 dropa evidyOnkav ot pedém, 221 dropa édafav Oepancio pe VELCADE

Y H extipnon tov Mdyov kivdhvov Baciletar og £va poviého Cox mov TPOCAPUOGTNKE Y1 TOPEYOVTES

Sctpopdtoong: otadomoinon ISS kot Evav aptBpd TponyovHEVOVY YPULUOV.
°® H dokipacia log rank mpocappdotre Yo mapdyovies Staotpopdtoong: otadonoinon ISS kot évav apBpd
TPONYOVUEVOV YPOLUDV.

H Sidpeon dibpreta moparxorovnong eivon 11,8 pivec.

Ocporeio ovvovoouod VELCADE ue meykvliouévy imoowuioxy doéopovfixivny (ueAéty DOXIL-MMY-
3001)

Mia toyotomompévn, Tapdiinioy opddwy @dong I, avoiktov 6yedlacoy, TOAVKEVIPIKN LEAETN
devepynonike og 646 acbeveig GLYKPIVOVTOG TNV OCOAAELD KOL TNV OTOTEAEGUOTIKOTNTA TOV
VELCADE pe meykoMopévn Mmocopiokn do&opovPikivn og oxéon pe m povobepomeio pe
VELCADE ot aceveic pe moAamAo0y HOEAMUO TOV Eiyav Tponyovueve Adfet tovAdyiotov 1
Oepameia ko TOL dgv voTpoTiocay v AauPavoy Bepameio pe Baon tic avOpakvriives. To
TPOTEHOV KATOANKTIKO orpeio amotedecpatikdtnrag tav to TTP evd ta devtepevovia KoTaAnKTIKA
onueia amotedeopotucotnrag frov to OS kot ORR (CR+PR), ypnoyonoidvtog to kpitipio
Evponaikng Opdadac yio to Aipo kot t) Metapocysvon Muelod (EBMT).

Mia gvordpeon avdivon Pacel Tpotokoilov (Baciopévn ota 249 TTP yeyovota) odnynoe otnv
TPOWPT ANEN NG HEAETNG Y1 TNV ATOTEAEGUATIKOTNTA. AVTN 1) EVOLIUEST avAAvoT £5€1EE pia
peimon tov kvdvvov TTP g tééng tov 45% (95 % CI: 29-57 %, p < 0,0001) yia acOeveic mov
éhapav Bepaneia cuvovacspod VELCADE pe neykvolwpévn AMmocopokn do&opovfikivn. To dibpeco
TTP frav 6,5 punveg v acBeveig mov Edafov povobepaneio pe VELCADE cvykpirika pe 9,3 uiveg
v acOeveic mov Edapav Oepaneia cuvovacuod VELCADE pe mteykoMopévn AMmocmuiokm
do&opovPikivn. Ta amoteléopata aVTd, av Kot OeV €ival To OPLGTIKA, ATOTEAEGAV TNV TEAIKN OVAALGT
Baoel mpwTokdArov.

H tehikn avaivon yio o OS mov npoypatorombnke petd amd pio. didueon mapoakolovonon 8,6 etmv
dev £de1&e onuavtikn dtopopd oto OS peta&d Tmv 600 okedmv Oepameiag. To didueco OS frav 30,8
uveg (95% CI, 25,2-36,5 prveg) ywo tovg aobeveic pe povobeponeio pe VELCADE kon 33,0 pnveg
(95% Cl, 28,9-37,1 unveg) Yo acbeveic mov Elapav Oepancio cuvdvacpod VELCADE pe
TEYKLAOUEVN Mmocmpuakt] do&opovPukivn.
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Ocpamneio ovvovaouod VELCADE ue oelousbalovn

Amovcia orotacdnnote ancvbeiog cvykpiong VELCADE kot VELCADE 6€ cuvovacud pe
deapebalovn oe acbeveic pe e£gMocodpevo ToAAamAOLY poédmpua, dte&ydn pia otatiotiky avdivon
Katd (ebyn Yo va GUYKPIVEL TO OTOTEAECUOTA OTO TOV 1] TUYOLOTOUNIEVO GYESIIGIO GUVOVAGLOV
tov VELCADE pe de€apefalovn (Pdaong 11 perétn avowtig etikétag MMY-2045), pe anoteAéopato
oL Tpogkvyav Emelta amd oyedtacud povobepaneiag pe VELCADE and 610popeTikég
Toyotomompéveg peréreg ®aong I (M34101-039 [APEX] kou DOXIL MMY-3001) oty 16w
évoeidn.

H avéivon kotd (evyn elvon pio otatiotikn pébodog otny omoia acbeveig tng Bepamevtikng opuddog
(m.x. VELCADE oc¢ cuvdvacpod pe deEapebalovn) ko acbeveig g opddag ocvykpiong (m.y.
VELCADE) cvuykpivovtal 6 o(£om LE GLYYVTIKOVG TOPAYOVTEG TTOV GVTIGTOLYOVV GE LEUOVOUEVOLG
acBeveic. Kdatt t€1010 €Alory1oTOMmO1EL TIC OPACELS TOV TOPATPOVUEV®Y GUYYVTIKDOV TOPAYOVI®V KOTA
TOV VITOAOYIGUO TV BEPUTEVLTIKMY OPAGEMV LLE XPNON U TUYOIOTOMUEVAOV SESOUEVOV.
TavtomomOnkav exatov eikoot entd (evyn acBevov. H avalvon £deite Pedtiopévo ORR (CR+PR)
(Moyoc mbBavottav 3,769: 95% CI 2,045-6,947, p < 0,001), PFS (avaroyia kivddvov 0,511: 95% Cl
0,309-0,845, p = 0,008), TTP (avaroyio kvdvvov 0,385: 95% CI 0,212-0,698: p = 0,001) yia t0
VELCADE c¢ cuvdvacpo pe deEapebalovn o oyéon pe ™ povobepamneio pe VELCADE.

Awtifevtol TeplopicuéVeG TANPOPOpPieg oyeTikd e v emavainym Oepaneiog ue VELCADE og
VROTPOTIALOV TOALATAOVY HVEAWDLOL.

H peiémn @dong I MMY-2036 (RETRIEVE) ftav pio ovoiktod 6xediacpod, povol okélovg perét
7oV 01e€NYON Y10 VoL TPOGAIOPIGEL TNV OMOTEAEGUATIKOTNTO KOL TV 0CQUAELD TNG EXAVAATYNG TNG
Oepamneiog pe VELCADE. Exatov tpidvta acBeveic (nAwciag > 18 e1dv), pe moAALOTAOOV HOEA®LO O
omoiot elyav 010 mapelBOV TOLAGYIoTOV HePKN avtamokpion ¢ €va oynua mov mepieiye VELCADE
EhaPav ex véov Bepameio Kotomy eEEMENG TG VOG0V, TOLAGYIGTOV 6 UVES LETA TNV TPOT)YOVUEVN
Oepancio, 1o VELCADE Eexivnoe pe T televtoio avekt §6on tov 1,3 mg/m? (n=93)1 < 1,0
mg/m? (n = 37) xon yopnynonke tig nuépeg 1, 4, 8 xon 11 kéOe 3 efdopddeg yio péyroto ddotnuo

8 xdKlwv, eite mg povobepamneia 1 oe cuvdvacuo pe de&apebalovn, cOuE®va e T cuviHoN EpovTida.
H 6e&apebalovn yopnynbnke oe suvdvacud pe VELCADE og 83 acBeveig otov KOkho 1 pe emmiéov
11 acbeveig mov Elafoav deapedalovn katd tnv mopeia TV KOUKA®V TG €K VEoL Bepoameiog pe
VELCADE.

To mpwtevoV KOTAANKTIKO onpeio NTav 1 emPefatdpévn KAADTEPN OVTATOKPIOT GTNV EXOAVAANYT TNG
Oepanciog, Omm¢ extipdTon amd o kprrnpo EBMT. To cuvoAiikd kaAdTepo TOGOGTO OVTOTOKPIONG
(CR + PR), omnv gravainym g Oepanciog oe 130 acBeveic nrav 38,5% (95% CI: 30,1, 47,4).

Khlvi) amotedecpotikoémra oe un pofepoansvpévo Aépompa omd kvttapa tov povdva (MCL)

H perémn LYM-3002 ftav pia toyotomompévn, @dong I, avoiktod oyediacpod perétn cuykpiong
NG OMOTEAEGLOTIKOTNTOG KOt TNG 0opirelng Tov cuvovacpod VELCADE, pitov&ipaunng,
KUKAOQOGQaidng, doopovfikivng kot wpedvildvng (VeR-CAP, n = 243) ue ekeivec 1o GuvOLOGUOD
PLTOLEUAUTNG, KVKAOQOOPapioNG, do&opovPikivng, frvikpiotivng ko tpedvilovng (R-CHOP, n = 244)
o€ gvnikeg acbeveig pe un tpobepoamevpévo MCL (Ztadwo 11, I 7 IV). Ot acBeveig oto okéLog
Oepamneiog VcR-CAP éhopav VELCADE (1,3 mg/m?, tig nuépeg 1, 4, 8, 11, nepiodog avamovrag:
Nuépeg 12-21), prrovépdpmn 375 mg/m? IV v nuépa. 1, kukhoeooeapidn 750 mg/m? IV v

nuépa 1, So&opovPucivn 50 mg/m? IV tv nuépa 1 kot mpedviidvn 100 mg/m? and ctdpoTog TV
nuépa 1 éog v nuépa 5 tov kdkhov Bepanciag 21 nuepdv pe VELCADE. TN acBeveig mov
EUQAVIGOV TEKUNPLOUEVT] OVTATOKPION Y10 TPDTY POPA KaTd ToV KOKAO 6, yopnyhionkav 6o
emmpocheror kAot Oepamneiog.

To Tp®TEVOV KATAANKTIKO ONUEID ATOTELEGUATIKOTNTOG NTOV 1) EAgVOEPT) €EEMENG TG VOGOV
emPioon pe Paon v a&ordynon g AveEaptnng Enttporng Embempnong (IRC). Ta devtepedovta
KATOANKTIKG onpeio teptAdpupavay tov xpovo Eog v e&€Mén g vosov (TTP), tov ypdvo €wg tnv
enouevn Bepaneio kotd ToL Aepedpotog (TNT), T didpkela Tov daotipotog ywpig Oepaneio (TFI),
70 6LVOAKO TOoc0aTO avtomokpiong (ORR) kot to Tococtd TANpovg avtardkpione (CR/CRu),
ouvolikn emBioon (OS) kot T ddpKelo TS AVTOTOKPIONC.

Ta INUOYPUPIKE YOPAKTNPLOTIKA KOl TO YOPAKTNPIOTIKA AVAPOPAG TS VOGOL TV YEVIKG KOAX
1oppomNUéVa. LETOED TV 000 okeAdV Bepomeiog: M ddueon nhkio Tov aclevav fTav 66 £, 74%
nrav avdpeg, 66% avikav otnv Koavkdowo euin kot 32% avikav oty Actatikn guin, 69% twov
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acBevav giyov OeTikn avappoEnon LVEAOD TOV 06TAOV 1/Kal OeTikn Broyia Loelod TV 06TOV Y10
MCL, 54% tov acBevav elyav Babuoroyio AteBvoig Ilpoyvwotikov Agiktn (IPI) > 3 ko 76% eiyov
voco Xtadiov IV. H didpketa tng Oepomeiog (ddpeon tiun = 17 efdopddeg) kot 1 SidpKeto TG
mapoakorlovOnong (dtapeon tun = 40 pnveg) NTav cvykpiciueg ota 000 okéAN Bepaneiag. O didpecog
apBpdc khkiwv Bepaneiog mov ELafav ot acBeveig tav 6 kat ota 600 okéAn Bepanciac, pe 14% tov
acBevav oty opdda VeR-CAP kot 17% tov acBevov oty opdda R-CHOP va Aappavovy 2
emmpochetovg khkAove. H mietoymoia Tov acbevdv Kot otig 600 opdadec oAokAnpwoay T Bepamneia,
80% omv oudda VeR-CAP kot 82% oty oudda R-CHOP. Ta aroteléouato dGov a@opd v
amoteleopatikoOTNTO TOpovaidlovtar otov Ilivaka 16:

Hivaxag 16:  AmoteAéouara 6o0ov apopd v amoteleouotixotyro, omo w uelétn LYM-3002

Katainktiko enpeio VcR-CAP R-CHOP

UMOTELECLATIKOTI TG

n: acbeveig ITT 243 244

EAg00gpn €EMENG TG vosov emPioon (IRC)®

[epiotatikd n (%) 133 (54,7%) 165 (67,6%) HRP (95% CI) = 0,63 (0,50, 0,79)
Adpeon T (95% CI) 24,7(19,8,31,8) | 14,4(12,16,9) | Tww-p°< 0,001

(Hveg)

IMoc006t6 Aviamokpiong

n: a&loAOYNGLLOL MG TPOS TNV

avTomoKplon acbeveig 229 228
2ovolixij TApng aviomdxpion 122 (53,3%) 95 (41,7%) OR? (95% CI) = 1,688 (1,148,
(CR+CRu)”, n(%) 2,481)

Tw-p = 0,007
20VoAiKl] aKTIVOLOYIKT 211 (92,1%) 204 (89,5%) OR*® (95% CI) = 1,428 (0,749,
avrordxpion (CR+CRu+PR)", 2,722)
n(%) Tyi-p° = 0,275

o

Mg Bdaon v a&ordynon g Ave&aptnmg Entponng Enbedpnong (IRC) (novo axtivoroyikd dedopéva).

H extiunon tov Adyov kivddvou Paciletar o £va poviélo Cox, SoTpOUATOUEVO cOUPOVE Le Tov Kivduvo IPT kot
70 6TAO10 TG VOGoL. AdYog Kvdvuvov < 1 vrodeikviet mieovéktnpa yio Tnv opdda VeR-CAP.

Y Me Béon Tic exTipmoslg opiov yvopévov tov Kaplan-Meier.

p

Me Bdomn tov Eleyyo AoyaplOUtkng oelpdc, SIUGTPOUUTOUEVO GOUP®VA Le ToV Kivduvo IPI kot o 6Téd10 g vocov.
Xpnowonoteitor 1 ektipnon Mantel-Haenszel yia tov cuvin Adyo mibavottov yio S106TpOUATOUEVOVG TIVAKES, HE

tov kivduvo IPI kot to Z1dd10 g Nocov wg Topdyovteg daotpopdtoons. Adyog mbavotitov (OR) > 1 vrodewviet

mieovéKT Yo TV opddo VeR-CAP.

[Meprappavovrar dreg ot CR+CRu, pe Baon mv IRC, tov puehd tov ootdv kot v LDH.

Ty P and tov éleyyo x? 1ov Cochran Mantel-Haenszel, pe v IPI kot 10 6Ttdd10 TG VOGOL MG TapAyovTES

SacTpopdtoons.

T Tepappévoviar dreg ot axtvoroyikéc CR+CRu+PR pe Béon my IRC, aveédpmrto and v emikdpoon pe Béon tov
HeAd TV ootV kot Ty LDH.

CR = IT\png Avtandkpion, CRu = pn enPePoropévn IIpng Avtandxpion, PR = Mepum Avtandkpion, CI = Atdotpa

Epmiotootvig, HR = Adyog Kivdovov, OR = Adyog ITiBavotrtov, ITT = IIpdbeon o t Ogponeio

H didpeon PFS amd v a&oidynon tov epevvnti ftav 30,7 pipveg oty opdda VeR-CAP ko 16,1
ufveg oty opada R-CHOP (Adyog Kivovvov [HR] = 0,51, p < 0,001). Ztatiotikd onuavikd 6@ehog
(p < 0,001) vaép g opadog Bepaneiog VeR-CAP évavtt tng opddag R-CHOP mapotnpndnke yio tov
TTP (dudpeon tyun 30,5 évovt 16,1 pnvav), tov TNT (didpeon tiun 44,5 évavtt 24,8 unvov) Kot v
TFI (dtdpeon tyun 40,6 évavtt 20,5 unvav). H dudpeon didpkeio tng TANPovS avTamdKpiong NTov
42,1 unveg oty oudoa VecR-CAP 6g oOykpion pe toug 18 univec oty opddoc R-CHOP. H didpketa
NG GLUVOAIKNG OvVTOmTOKPIoNG NTav peyoivtepn kotd 21,4 uiveg oty opndda VeR-CAP (Sidueon tiun
36,5 punveg évavtt 15,1 unvav oty opdda R-CHOP). H tehikr avdivon yia v OS
Tpoypuatomoninke petd amd pio oidueon ddpketo mopokorovdnong 82 unvav. H didpeon OS frav
90,7 piveg yuo v opdda VeR-CAP cvykprtikd pe 55,7 uiqveg oty opddo R-CHOP (HR=0,66;
p=0,001). H mapatnpndnoa tedikn didpeon dapopd otn OS peta&d tov 2 opddwy Bepomeiog nrav 35
unvee.

Acbeveic mov eiyav AaPet 010 TopehBov Bepancio yia Apviogidwon ehappdc oAvcov (AL)
[payuoatomomdnke pio avowktn, un toxotomompévn perétn ®aong I/I1 dote va mpocdiopiotei 1
aoc@dAela kot 1 amotereopatikotnto tov VELCADE o€ acBeveig mov glyav AdPet oto mapehbov
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Oepameio yio Apvrogidmon ehappdg aavcov (AL). Aev mapatnpriOniay véa OEpata acQarelns KaTA
T Odpkela TG HEAETNGS, kot e10tkoTepa T0 VELCADE dev emdeivoae ) PAAPN ToL 0pydvov 6TdHY0V
(Kopodd, veppdc Kot NTap). L pio SIEPELVNTIKY AVAAVGT] Y10, TNV OTOTEAECHAUTIKOTNTA, OvVaPEPONKE
060010 avtamokpiong 67,3% (coureprrapfavouévov tococtod CR 28,6%) 6mwe petpnonie pe
Béomn v apatoroykn avrondkpion (M-npwteivn) o€ 49 a&lohoynoiovg acbeveig mov Ehafov
Oepameio pe Tig péyroteg emrpentés 80celg Twv 1,6 mg/m? pio popd v efdondda kon 1,3 mg/m?2 dHo
@opeEc TNV ERdoudda. I'a avTtég TIg KOOPTEG dOGE®V, TO GLVIVAGUEVO TOc0GTO EMPinong oto 1 €tog
ntav 88,1%.

Hodratpikdg minbucuog

O Evponaikoc Opyaviopog apudkmv Exel dOCEL amaAlayn omd TNV VTOYPEMST VIOPOANG TV
omotelecudtov tov peretdv pe 1o VELCADE cg 0leg Tig vokatnyopieg Tov motdlotpikon
TANOVGPOV 6T0 TOAAATAODY PHLEA®ULO KOt TO AEUPOUA 0td KOTTAPO TOV povova, (BAETE
TaPAypoeo 4.2 1o TANPOPOPIES GYETIKA UE TNV TOLSIOTPIKT YPNoN).

Mia ©dong I, povod okéAovg HeAETN TS OPUCTIKOTNTOG, TG OCPAAELNG KOL TNG POPUKOKIVITIKNG
7ov mpaypotorodnie and v Oykoroywn Opada Iaidwv (Children’s Oncology Group)
a&lohdynoe ™ dpdon ¢ npoctning Poptelopipnng oe ek VEOL gloaymyikn ynuelodepameio
TOAAMUTADV TOPUYOVIMV OE TOLOLALTPIKOVS KO VEAPOVG EVIHMKEG acBeveic pe AepLpogldeig kakoneteg
(pe mpoopoun B-o&eio Aeppofractikn Aevyorpio [OAA], T-OAA xon pe T-AepeoPractikd Aéupmpo
[AA]). Eva amoTeAeoATIKO €K VEOL EIGAYMYIKO YNUEOOEPATEVLTIKO GYNIO TOALOTADY TOPAYOVIMV
yopnynOnke oe 3 uépn. To VELCADE yopnynnke povo ota Mépn 1 ko 2 yia tnv amo@uyn mifavig
OAANAETIKOAVTTOUEVTG TOEIKOTNTOG LLE TO GUYYOPTYOVUEVA QApLOKa 6TO MEpog 3.

H mnpng avramokpion (CR) a&oroynOnke oto téhog tov Mépoug 1. Etovg acbeveic ue B-OAA ue
EUPAVIOT TNG VTTOTPOTNG EVTOC SlooTHHOTOC 18 unvdv omd ™ ddyvoon (n = 27) To T0606TO TANPOLS
avtamokpiong Nrav 67% (95% CI: 46, 84) kot 10 1060610 emPiwong dvev cupPdvtov tovg 4 pives
nrav 44% (95% CI: 26, 62). Xtovg acbeveic pe B-OAA pe eppdvion g vrotpont|g 18-36 pnives amod
™ didyveon (n = 33) 10 m0c06Td TAPOLE avtamdkpiong Ntav 79% (95% CI: 61, 91) ko 10 T0606TO
emPimong dvev copfaviav otoug 4 uveg frav 73% (95% CI: 54, 85). To 060616 TANPOLG
avtanokpiong otovg acbeveic pe T-OAA pe npdt vrotponn (n = 22) frav 68% (95% CI: 45, 86) ko
70 T0600To emPinong dvev cvuPdaviov otovg 4 unveg nTav 67% (95% CI: 42, 83). Ta avagepoueva
dedopéva amoteleopatikdTrog Oewpodvol apeipora (PAéne mapdypopo 4.2).

> pekét evrdydnkov 140 acBeveic pe OAA | AA, ot omoiot a&lohoynOnKaV ¢ TPOG TNV AGPAAELN
Kot 1 dtdpeon nAkio frav ta 10 £ (evpog 1 €mg 26). Agv mapotnphiOnkay véo avnouynTikd
gupnuato g mpog v acedieia 6tov 10 VELCADE npootébnke oto kabiepopévo moadlatpikd
Baokd ynueobdepamevtind oo avIHeTOTIoNG TG Tpodpoung B-OAA. Ot axdiovbeg avemBounteg
evépyeteg (Babuog > 3) mapatnpnnkay pe vyniotepn enintwon 6to OepomenTikd oYfLL0 TOL TEPLEiYE
VELCADEo¢e clOykpion pe pio 16topikn HeAETn eA&yyov otnv omoio xopryndnke poévo to Pacikd
oynuo: oto Mépog 1 meprpepikn arcOntikn vevpondBera (3% Evavtt 0%), e1heds (2,1% Evavtt 0%) Ko
vro&ia (8% &vavtt 2%). Aev vapyovv Slobéoipeg TANPOPOPIEC oYETIKA Ue Thava erakdlovba
SLUPAVTO 1] GYETIKA UE TO TOGOGTA AOOPOUNG TG TEPLPEPIKNG aloONTIKNG vevpordlelag o€ avt ™
HEAETN. YYNAOTEPEG EMMTMOGELG TOpOTNPNONKAY, ETioNS, Y1 Tig Aotuadéels pe Babpov > 3
ovdetepomevia (24% Evavtt 19% oto Mépog 1 kot 22% évavtt 11% oto Mépoc 2), avénuévn ALT
(17% évavtt 8% oto Mépog 2), vrokaitopio (18% &vavtt 6% oto Mépoc 1 kan 21% évavtt 12% oto
Mépog 2) kot vrovatpronio (12% évavtt 5% oto Mépog 1 kat 4% évavtt 0 oto Mépog 2).

52  ®appoxokivnTiKES 1010TNTES

Amoppognon

Metd omd evdopréPio bolus yopriynon ddong 1,0 mg/m? kot 1,3 mg/m?oe 11 acdeveic pe moAlomhovv
puélmpo Kot TiHEG Kabapong kpeatviviig vynmiotepeg omd S0 ml/min, ot péoeg HEYIOTEG
GUYKEVIPMGELS 6TO TAAGLO TNG TPp®TNG d00oNS Poptelopiumng nrov 57 kot 112 ng/ml, avtictorya. Xt1g
enoKkOAovOeg 00GELG, Ol HEGEG LEYIOTES TAPATIPOVLUEVEG GUYKEVIPMGELG GTO TAACUA KVpLOivovTay omd
67 émg 106 ng/ml y10. T 8601 tov 1,0 mg/m? kot and 89 éwg 120 ng/ml ya t 860n tov 1,3 mg/m?2.
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Metd omd evdopréPio bolus 1 vroddpia éveon doong 1,3 mg/m? e acOeveic pe TOAATAODY HVEAM L
(n = 14 oV opdda tng evdoPAEPLag yopriynons, N = 17 oty opdda T vwodoplag yopnynons), n
GUVOAIKY cuoTnuotikn ékBeon petd and yopnynon enavorappavouevng 66omg (AUC ) ftav
16000VOUT Yo TNV VTTOdOPLY Kot TNV eVOOQAERLa yopNyNon. H Crax HeETA ad vTodopia yoprynon
(20,4 ng/ml) Arav younidtepn and v evdoeiépia yopriynon (223 ng/ml). H uéon yeouetpiky
avaroyio AUC s ntav 0,99 kot 90% kot ta dSteotipoto gpmietoovvng tav 80,18% - 122,80%.

Kotavoun

O péoog 6yxog katovoune (Vd) g Poptelopipmng kopovotay amd 1.659 Aitpa émg 3.294 Aitpo petd
oo pepovopuévn N emavolappavopevn evoopAiépia yopriynon ddong tov 1,0 mg/m2 1 1,3 mg/m2 g
aoBeveig pe TOAAUTAODV LLEA®LO. AVTO VTTOOEIKVVEL OTL 1] fOPTELOUIUMTT KOTAVEUETAL EKTETAUEVOL
GTOVG TEPUPEPIKOVG 1GTOVE. L& CLYKEVTPOGELS foptefopinmng mov Kupaivovtal peta&d 0,01 kot

1,0 pg/ml, n in vitro cuvdeon e TIg TPOTEIVEG TOL TAAGHATOG 6TOVG avBp®TOVG Eival Katd LEGO OpO
82,9%. To kAdopo ochvdeong g Poptelopipmng Le TIg TPOTEIVEG TOV TAAGLOTOC OEV NTAV
eEAPTAOLEVO OO TN CLYKEVIPWOT).

Bulopetooynpotiopoc

Mehétec in Vitro pe avBpomiva Nratikd pkpocsopoto kot oviporiva cDNA-ex@paloueve icoévivua
oL KuToypdpatog P450 katédeiEav 6t n Boptelopipnn petafolrileron péow ofeidmong omd ta
évlopa 3A4, 2C19 kar 1A2 tov kutoypmpatog P450. H kopla petafolikr] 006¢ ivat | amokonn Tov
Bopovikod 0&€0g Y1 TO oYMNUOTIGHO 300 HETAPOMTOV oL dev TEPLEYOLY Popovikd 0D ot omoiol ot
GUVEXELN VOPOEVAIDVOVTAL TPOG apKeTOVS petaforites. Ot petafolriteg Tng Poptelopipnmng mov dev
nepi€yovv Popovikd o&d givar avevepyol MG avacTOAEIG TOL 26S TPOTENCOUATOG.

AmofoAn

O péoog ypodvog nuicetag Cong (tiz) ™g omopdkpovvong yuo ™ Poptelopipnn og moAAamAr doGoroyia
Kopovotay and 40-193 dpec. H Boptelopipnr amopaxphveTal ToybTEPA HETA OO TN YOPNYNON TNG
TPMTNG dOOMG 6€ GUYKPIoT LE TIG ETakOlovdeg 80celg. Ot péoeg GuVoMKEG KOBAPGELS 0O TO GO
Arov 102 kot 112 I/h petd omd v npdt doom yia g ddceig Tov 1,0 mg/m? kon 1,3 mg/m?,
avtioTtotya, kKot kopoivovtay omd 15 émg 32 I/h kot 18 éwg 32 I/h petd amd tig emakorlovbeg 600e1g Tov
1,0 mg/m2 xou 1,3 mg/m2, avrictotya.

Ewwoi tAnBucpoi

Hrozikn dvolerrovpyio

H enidpaon g Nratikhg dSucAeitovpyiag ot eappokokvntikny g foptelopinnng aloloyndnke o
pia pedétn eaonc I katd ) didprela Tov TPMTOL KOKAOL Bepameiag, mov mepiélaPe 61 acbeveic
Kupilog e ovumayeig 6yKovg kal e TotkiAovg Babpodc nratikig duciettovpyiag, o S0GELG
Boptelopipmmg mov kopdvinkav and 0,5 £wg 1,3 mg/m?.

Y& ovykplon pe aobeveig mov glyov PLGIOAOYIKT NITATIKN AEITOLPYIQ, 1) N0 NTATIKT SVGAEITOLPYI
dgv petéfarie v oporomompévn g mtpog tn 66omn AUC g Boptelopipmng. 261660, 01 Héceg
opoAomomuévee g mpog ™ 66om Tiéc AUC avéndnkav katd nepimov 60% oe acbeveig pe pétplo 1
cofopn NTOTIKN SLCAEITOLPYi. ZVVIGTATOL YaUNAOTEP dOOM Evapéng oe acBeveic ue puétpla M
cofopn NroTikn SuoAertovpyia Kot o1 acbevelg avtol mpénel va mapokolovdovvtal oteva (PAéne
napbypago 4.2, Iivaxa 6).

Neppixn dvalertovpyio,

Mo poppokokivnTikn pekétn dievepynonike og acbeveig e veppikn ducAettovpyia dopopwv
oTadimVv ot omoiot katnyoplomomOnkav pe faon tig Tiuég kdbapong kpeatvivig (CrCL) otig
axorovdeg opddeg: Kavovikn (CrCL > 60 ml/min/1,73 m?, n = 12), Hmo.

(CrCL = 40-59 ml/min/1,73 m?, n = 10), Métpia (CrCL = 20-39 ml/min/1,73 m2, n = 9), ko1 Zofapy
(CrCL < 20 ml/min/1,73 m?, n = 3). ZoumepfeOnke enionc otn pedétn wo opdda arpokodopopuevmy
acBevav (n = 8) otovg omoiovg yoprynonKe 0601 HeTd TV apokdOapon. Xtovg acbeveig
yopnynOnkov evdoeréPieg doceig Tov 0,7 émc 1,3 mg/m? VELCADE &0 gopéc v efdoudda. H
éxBeon tov VELCADE (AUC ka1 Cmax kovovikomompévng 666m¢g) ftay cuykpiciun Hetald oAmv
TV opuadwv (BAéne mapdypao 4.2).
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Hixio

H oppaxoxivntikn g foprelopiunne npocodiopictnke petd omd evéo@iéPia bolus yoprynon

1,3 mg/m? §vo gopég v fdopdda o 104 mardiorpikong acdeveic (2-16 etdv) pe okela
AeppoPractikn Aevyoupio (OAA) 1 o&eio poedoyevn Aevyarpio (OMA). Zopemva pe pio avaivon
QOPUOKOKIVITIKNG TOV TANBVGo LoD, 1) kdBapor ¢ Poptelopipmne av&avdtay pe Ty avénon g
empdvelag Tov copatog (BSA). H yeopetpucn péon tyun (%CV) g xébapong nrov

7,79 (25%) L/hr/m?, o dykog kotavopr|c o€ otadepomompuévn katdotacn 834 (39%) L/m? ko o
ypovog nuicetag {ong g amoBoing 100 (44%) mdpec. Metd and dtdpbwon yia v enidpaocn tng BSA,
GAAQL ONUOYPOPLKA XOPOKTNPIOTIKA OTWE 1 NAKIN, TO COUOTIKO BAPOG KoL TO VA0 deV lyov KAVIKA
onuavtikn enidpacn otnyv kabapon g Poptelopipnne. H oporomoinuévn og mpog tnv BSA kdbapon
g Poptelopipmng oe ToudaTpikovs aohevelg TaY TAPOUOLD LUE VTN TOL TOPATNPEITOL GTOVG
EVIIMKEG.

5.3 IIpoxlvika dgdopéva Y10 TNV a6@drela

H Poprtelopipmn katédeie evoeyouevn yovoto&ikn dpdor. H Boptelopipnn frav gtk yio
KAOGTOYOVO dpaot (PHEN xPOUOCHOMIKNAG dOUNS) oty IN Vitro avdlvon yio T ypoUocOUKT piéEN
wonkikdv kuttdpov Kivélikmv yauotep (Chinese hamster ovary, CHO), pe youniéc Guykevipmoelg
g tééng tv 3,125 pug/ml, mov Ntav n youniotepn cvykévipwon 1 omoia a&loloynonke. H
BopteCopipmn dev frov Oetikn katd Ty dokiun petalho&loyovou dpdong in Vitro (avéivon Ames)
KOl 6TV iN VIVO SOKIT LKPOTTUPTVOL GE TOVTIKLAL.

O1 peréteg ya v To&d T 0TV 0vVATTUEN GE APOLPAIOVLS KAl KOVVEMA EDE1EV EUPPLIKN
BvnooTnTa KOTA TN XOPYNON UNTPIKA TOEIK®Y d0cE®mV, OALG OYL Apeon epfpuikn ToEIKOTNTA O
d0GELG KATO TOV UNTPIKA TOEIKMVY. AgV TPy LOTOTOONKAY HEAETEC YOVILOTNTOS OAAG Ol 15TOL Y1t
Vv avamopaymyn Exovv a&lohoynoel ota TAAICLO TOV HEAETMVY YEVIKNG TOSIKOTNTOC. XE pia e€dunvn
UEAETT G apovpaions, TapatnpNONKaY EKQEUAMGTIKEG ETOPAGELG GTOVG OPYELS Kol 0TI wobnkec. ['a
70 AdY0 aTd, givor mBavo 1 Poptefopipmn va emdpd 1060 61N YuvalKeios OG0 Kot TNV OvVOPIKY
yoviuotnta. Agv Exovv dlevepynbei HeAETEG TEPTIYEVVITIKNG KOl LETOYEVVITIKAG AVATTUENG.

2115 peréTeg TOAOTA®Y KOKA®V YEVIKNG TOEIKOTNTOG TTOV dlevepynOnKav o€ apovpaiovg Kot
TONKoLG, Ta Pacikd Opyoave —6TOYOG OV eEETAGTNKAY, GUUTEPIAAUPAVOY TN YOGTPEVTEPIKT| 000,
OOV TTOPATNPNONKE EUETOC KOUT S1APPOLO, TOVG GLILOTOUTIKOVG KO AEUPIKOVE 16TOVG OOV
opaTnPHONKE KLTTOPOTEVID TEPLUPEPIKOD AILATOC, ATPOPIO AEUPOEDOVS 1GTOV KOl OLLOTTOLTIKN
VIOKLTTOPOPPIfELD TOV HVELOD TOV 0GTMOV, TEPIPEPIKT VEVpOTADELn oyeTILOUEVN LE TOVG AEOVEG TV
oo mplov vevpav (tapatnphdnie 6Tovg TONKOVE, GTO, TOVTIKIN KOl GTOVG GKDAOVG) Kol NTLES
aAhayég otovg veepovg. OAa avtd ta dpyava-cTdy0g TOPOVGIaGaY amd HEPIKT MG TANPT
amokatdotaon petd and dwukomn g Oepaneiog.

Béoel pehetdv oe melpaporolma, n dieicdvon g foptelopinmng S1apécon ToV AUOTOEYKEPUALIKOD
QPAYLOL QaiveTal va gival TEPLOPICLEVT], av VYIoTATAL, KOl 1 oNpacia Yo Tov dvBpmmo givar
dyvoot.

Kopdiayyelarés ooprakoroyikéc LeAéTeg acpAAElns 6 TBNKOVG Kot GKUAOVG £0e1&av OTL
EVOOPAEPLeC BOGEIS TEPITTOL dVO MG TPELG POPEG UEYUAVTEPEG GO TN GUVIGTMOUEVT] KAVIKT dOCT|, OTN
Bdon twv mg/m?, oyetiCovtan pe avénon tov Kapdiakod puOuod, peimon e cusTarTikOTNTOG,
VoTOoN Kot BGvaTo. Xg oKOAOVCE, 1) LELWUEVT KOPILOKT] GUGTOATIKOTNTA Kot 1) LTOTOON
avtomokpidnkav o o&eila TapépPacn pe BeTcong VoTPOTOLG TAPAYOVTEG 1 TAPAYOVTES OENCNG TNG
mieong Tov aipartog. Emmpdcbeta, o€ peréteg o€ oKOAOVG, TapatnpOnKe po Pikpn avénon oto
dopbopévo adotnpa QT.

6. DAPMAKEYTIKEX IAHPO®OPIEX
6.1 Katahloyog exddymv

Movvitodn (E 421)
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Alwto
6.2 AovppotoTnTeg

AvT6 T0 POPUAKEVTIKO TPOIOV OEV TPEMEL VO, OAVOLELYVOETOL L€ GAAN QOPLLOKEVTIKA TPOTOVTO EKTOG
QUTAOV TOL AVAPEPOVTAL TNV TPy poo 6.6.

6.3 Awapkera (o

K\eotd oraridio
3 xpovia

Addopo PETd TV avachoToom

To dudAvpa PETA TNV OVOCLOTACT TPETEL VAL YPNCUOTOLEITOL AUECMG LETA TNV TOPACKELT. AV deV
ypnopomomel apésme, ol ypdvol dLOTPNONS KATA TN (PN O KOl 0L GUVONKES TPV Atd TN YpNoM
omoteAovV VTELBLVOTITO TOL YPNOTN. 26TOGO, EYEL ATOJELYOEL 1] ¥MLUKT KOl PLGIKT GTAOEPOTNTA
KOTO TNV XPNOT TOL SLHADUATOG LETA TV avaeDoTOoT Yo 8 dpeg otovg 25°C, dloTnpovUEVO GTO
apykd ELoAidio KoM otn ovptyya. O cuvolikde xpdvog d1aTHPNONG Y10 TO AVAGVGTUOEY
QUPUAKEVTIKO TTPOTOV dev mpémel va, vtepPaivel Tig 8 dpeg TPy omd T Yop1ynon.

6.4 Idowitepeg TpoPuAacels kKaTa T POLAEN TOV TPOIOVTOG
Mn puAdooete og Beppokpacio peyarvtepn tov 30°C.
dvrdooete T0 PLOAidL0 6To EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OTO TO POC.

I"oa t1g cvvBNKeg SlaThPNONG LETA TNV AVOGVGTACT] TOL POPUAKEVTIKOD TPOiOVTOG, PAETE
napdypapo 6.3.

6.5 ®@Yon Kol GLOTUTIKA TOV TEPLEKTN

TMvdivo eraAidto tomov 1 tewv 10 ml, pe ykpilo Tdpa eloydpNong amd PpmUoPouTOALO Kot 0CQUAEL.
oo GAOVUIVIO, IE UTAE POLAYLIA Komdkl, oV Ttepiéyet 3,5 mg Poptelopipmng.

To @laAidio epiéyetal o pia diaeavn cvokevacio blister Tov amoteheiton amd €va dicKo pe Eva
kédAoppo. H kéBe cuokevacio mepiéyet 1 groridio piog xpioewc.

6.6 Iowitepeg TpoPuAGEELS ambppLYNGS KO GALOS YEIPLGNOG

Cevikég mpouAdelg

H Poprtelopipmn givor évag kuttapotoéikodg TopayovTag. LUVETMG, OTULTEITOL TPOGOYT| KATH TO
yeplopd kot v tpoetopacio tov VELCADE. Zuvictdtal 1 gpniomn YovTidV Kol TPOGTAUTEVTIKOD
POVYLICUOV TPOKEUEVOD VO, AoPeLY el 1 ETOPN LE TO dEPLLQL

H aonmtn tevikn mpénel va akoAovbeital avotnpdg kod’ OAN TN SLAPKELD TOL YEIPIGHOD TOV
VELCADE xo8®¢ 10 @aplaKo dev TEPIEXEL GLVTNPNTIKAL.

"Exovv vap&et Bovotneopeg Tepimtdoelg ec@aipévng evéoppayilaiag yopnynong tov VELCADE. To
VELCADE 1 mg k6vig yia evésiuo dtdivua poopiletor udvo yio evoopAEPia ypnon, evd To
VELCADE 3,5 mg kévig yio gvéoipo didAvpo tpoopiletar yio evooeAEPia 1} vodopia ypnomn. To
VELCADE b6gv mtpénet va yopnyeitar evooppayiaio.

Odnyieg yio v avacvoetaon
H avaciotaon tov VELCADE npénet va yiveton amd emayyelpatio vyeiog.
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Evoopléfia éveon

Kabe gproridro tov 10 ml tov VELCADE npénet va avacvotabei mpooektikd pe 3,5 ml evésiov
droAdpatog yhmprovyov vatpiov 9 mg/ml (0,9%), pe t ypnon piag cvpryyog KotdAinlov peyédovg,
YOPIC TNV 0POipEST) TOV TOUOTOG EIGYMPNONG ToL ProAdiov. H dtaAvtonoinomn tng Avoeiing kOvemg
OLOKANPOVETOL GE ALYOTEPO A0 2 AETTA.

Metd v avoaocvotact, kabe ml dtodvuatog tepiéyet 1 mg Poptelopipnng. To avacvotabéy didivua
OV TTPOKVTTEL ival S10vYEG Kat Aypopo, pe Tedkd pH petadod 4 ¢og 7.

To avacvoTadév StdAv o TPETEL VO EAEYYETOL OTTIKAOC Yia TV VTOPEN COUATIOMY Kot yiol
ATOYPOUATIGUO, TPOTOD YopnyNndei. Av mapatnpnbdei amoypopoticpog 1 vrapén couatdiov, To
avaoLoTadéy dtdAvpo TpEmetl va amopplpoet.

Yrodopia éveon

Kébe graridio twv 10 ml tov VELCADE npénet va, avacvotafei mpooektikd pe 1,4 ml evéoipov
dadvporog yrwplovyov voarpiov 9 mg/ml (0,9%), pe ) ypnon piog cvpryyag KatdAAniov ueyébovg,
YOPIC TNV 0QaipEST) TOV TOUATOG EIGYMPNONG TOL PLoidiov. H daAivtonoinom tng AvoQIAOTOUEVNC
KOVEDG OLOKANPAOVETOL GE AYOTEPO 0T 2 AENTAL.

Mertd v avacivotoon, kabe ml Stodvpotog mepiéyet 2,5 mg Boptelopipnng. To avacvotadév
StdAvpa ToV TPOKVTTEL Elvarl dlawyEg Kat aypmuo, pe tedkd pH petaéd 4 £mg 7. To avacvotadéy
StV U0 TPETEL VO ELEYYETOL OTTTIKAMG YLoL TV VTTAPEN COUOTIOMV KOl Y10 GOy POUOTIGHO, TPOTOV
yopnynOei. Av mopatnpndel oamoypouaticpoc | vapén cOUATISIOY, TO AVAUcVOTOOEY AV TPETEL
va amopplebet.

Andppuym

To VELCADE zpoopiletat yio epdmas ypnon Hovo.

Ka0e aypnoipomointo QoprakevTikd Tpoidv 1§ VITOAELLO TPETEL VO, ATOPPITTETOL COUPDVA LE TIG
KOTA TOTOVC 1GYVOVCEG OYETIKEG OLuTAEELS.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

JANSSEN-CILAG INTERNATIONAL NV

Turnhoutseweg 30

B-2340 Beerse

Béhyo

8. APIOMOX AAEIAY KYKAO®OPIAZ

EU/1/04/274/001

9. HMEPOMHNIA ITPQTHX E'KPIZHX / ANANEQXHX THX AAEIAX
Hpepounvia mpdtng €ykpiong: 26 Ampidiov 2004

Huepounvia televtaiog avavémong: 10 Ilavovapiov 2014

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

16 Maiov 2024

Aemtopepeic TANPoQopieg Y10 T0 TOPOV QOPUUKEVTIKO TPOioV gival S100EGIIES GTOV SIKTVAKO TOTO
10V Evpomnaikod Opyovicpov @apudkmv: https://www.ema.europa.eu.
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TPOIIOX ATAGEXHX

Me mgpropiopévn 1atpikn cuvtayn: MoOvo Yo VOGOKOUELOKT YpNOT).

YYXKEYAXIA/TIMH
IeprekTikdTnTO Méye0oc cVOKEVAGING Noocokopgrlokn Tipmg Awavikn Twpn
3,5mg/Vial BTx1 VIAL 550,28 € 694,15 €
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