ITAPAPTHMA I

HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

VELCADE 1 mg x6vig yio evéGUo S1GAv L.

2. TIOIOTIKH KAI MOXOTIKH XYNGEXH
Kabe proridwo mepiéyet 1 mg Poprefopipmng (oG Popovikd eoTéP PHOVVITOANG).
Metd v avacvotact, 1 ml tov dtaAddpatog yio evoopréfia Eveon mepiéyel 1 mg Poprelopipmng.

I"a tov TANpn kaTdroyo TV ekddywv, PAEre Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Kovig yia evéoyo didAvpa.

A€guKn TPOG VITOAEVKN GLUTTAYNG OvGia (KEWK) 1 OKOVT).

4. KAINIKEYX TIAHPO®OPIEX
4.1 OgpamevTiKég EVOEilelg

To VELCADE wg povofepamneio 1| cuvOLacUOg e TEYKLMOUEVT Mmocoptokn do&opovfikivn 1)
deapebaldvn evosikvutar yio ) Oepaneio eviAkov acBevav pe eEEMGGOUEVO TOAAATAOVUY HVEAMUO
Y10 TOLE 0Toi0VG £yl TponyNOel TovAdyioToV 1 BepamenTiKn ay®yn KoL Ol 07Toiot Exovv 101 VIToPAN et
1N dev givar kaTdAAnAol va vTofANBOVY GE LETAUOGYEVOT OUOTOMTIKMV OPYEYOVMV KUTTAP®V.

To VELCADE g cuvdvacuo pe peh@aidvn kot Tpedvilovn evdsikvotat yio ) Bepomeio evilikov
acfevav pe pun Tpobepoamevpévo TOALOTAODY HVEAMILE KO O1 070101 OeV €lval KaTtdAANAOL va
vroPAnBovv og vymAn doom ynueloBepameiog e HETOUOCYEVOT) OLLOTOUTIKAOV OPYEYOVOV KUTTAP®V.

To VELCADE c¢ cuvdvacpo pe oegapedalovn, n pe deCapebalovn kot Oaiidopion, evosikvotot yio
v gloayoyikn Oepaneio evilikov acbevov pe pun tpobepamevpiévo ToAAATAODY LUEA® O TOL Elval
KatdAANnAol va vtoPAN0oVY o€ LYNAN OGN YNuUEDEPATEING LLE UETAUOTYEVOT] OLUOTONTIKMDV
opPYEYOVOV KUTTAP®V.

To VELCADE g cuvduacpo e preov&iudumnn, KokKAoemopapion, do&opovfikivn kot tpedvilovn
gvoeikvotal yo ) Oepameio evilikov acbevov pe pun tpobepamevuévo AEupopo amd KHTTOPO TOL
povdvo Tov dev gival KaTIAANAOL va VTOPANOOVY GE LETAUOGYEVOT| OLLOTOMTIKAV ApYEYOVDV
KUTTAPp®V.

4.2 Aocoioyio Kol TPOTOG JOPNYNONS

H évapén g Oepamneiag ue VELCADE znpénet va yivetol vd v emifAeyn evog EUmepov YioTpon
o™ Bepomeio aclevav pe kopkivo, ®otdéco N yoprynomn tov VELCADE pmopetl va yiveton amd
emayyeipatio vyeiog EUmelpo ot ypnon ynueodeparevtikmv napaydviov. H avaciotaon tov
VELCADE mpénet vo, yiveton amod ernayyeiuatio vyeiog (PAEre mapdypapo 6.6).

Aocoloyia ywo tn Bepameia Tov e£gMocduevon moAloTA0D puerddpotog (acbeveig Tov Eyovv Adfet
PO YOLUEVE TOVAdYIOTOV pio Bepomeio)

MovoOeparnsio

To VELCADE 1 mg kévi¢ yio. evEGIUO dtdAvpa yopnyeital LEcm evOoPAEPLAC Eveong ot
cvvictduevn 86on tov 1,3 mg/m? emedvelog cdpatog d0o popég efdopadiaing yio Stiotnua

dvo gfdoudonv tic nuépes 1, 4, 8 ko 11 og kdKAo Oepaneiog 21 nuepdv. Avti 1 tepiodog TV




3 efoopadmv Bewpeitan Evag kKokhog Bepaneioc. Xvvictdtot ot acbeveic vo voPfdAlovtal o

2 xoxrovg aywyng pe VELCADE petd v emiPefaimon g nAnpovg aviandkpione. EmmAéov, atoug
acBeveic mov avtamokpivovial 6NV aymyn Y®pic OUmS va enttuyydvetat 1 TANPNG DEECT), GUVIGTATOL
n Ay Bepamneiog yio cuvolikd drdotnua 8 kokhov Oepaneiog ue VELCADE. Ipénet va pecorafoiv
TOVAGIOTOV 72 Mpeg LETAED TV dadoykav ddcewv Tov VELCADE.

Tpooapuoyss e 00ons kotd. ) diapkeia s Gepameiog kai emovévapén e Ospameiog yio
uovoblepareio.

H 0epaneio ue VELCADE mpénet va S1o0KOnTETOL KOTA TNV ELPAVION UN-OILOTOAOYIKNG TOSIKOTNTOG
3% BaBpov 1 arpatoroyikng toéikdmrag 4°° Babuov, egatpovuévng g vevporadeiog 6mmg
TEPYpaeeTUL TOPaKAT® (PAEne emtiong mapdypoeo 4.4). Otav ta cupmtdpate TokdTnTog
vroywpnoovv, 1 Oepaneio pe VELCADE pmopel va Egkivioet ek vEou pe petwpévn katd 25% 66om
(1,3 mg/m? peidveton oe 1,0 mg/m?, 1,0 mg/m? peidveron og 0,7 mg/m?). Av n toEikdtnTa dev
VIOY®PNOEL 1] EXAVEUPAVICTEL KOTA T YOPNYNOT TNG MO YOUNANG dOONC, TPETEL va. eKTUNOel N
mBavotnta Staxonng Tov VELCADE, extdc €dv 10 69eAog tng Oepaneing veptepel copds TOL
KIvduvou.

NevpomoOntikog Tovog Ko/ TepLPePIk vevporadela

Ot acBeveic Tov Tapovcidlovv vevporadnticd TOVO Ko TEPLPEPIKT VeEVpoTdBeLn Tov oyeTi{ovTan
ue ™ Popreopipmn mpénet vo avTineTOmilovTal GOUP®VO. E TIG 00N Yieg TOV TOPOLGLALEL O
[Mivakoag 1 (BAéne mopdypago 4.4). Ot acOeveic pe tpotindpyovca coPfapn vevporddeio uropodv va.
Adpovv VELCADE pévo katomy TpoGeKTIKNG EKTIUNONG TG 0YE0MG KIvOHVOU/0pEAOG.

Iivaxag 1: 20VIOTOUEVES* TPOTOTOIHOEIS 00G0A0YIAS YIa. VEPOTGOELa TOV OYeTI(ETON UE T
Poprelouiuny.

YoBapétnTa vevponmaderlag Tpomomoinon docoroyiag

1°° Babpov (ywpig countouate, ondiee ev 1o | Kapia

Babet TeEVOVTIOV aVTUVOKAUCTIKOV 1|

mapoictnoia) ywpig mOvo 1 yopic armAiela

Agttovpyiog

1°° BaBpov pe woévo 1 2°° Babuov (uétpla Mzeiwon tov VELCADE ot 1,0 mg/m?

GUUTTMUOTO, TEPLOPLGLOG AEITOVPYIKDV !

KaOnpepvav dpactnplotitov (ADL)**) Aldayn Tov BepameLTIKOD TPOYPAUIOTOS LE
VELCADE ot 1,3 mg/m? pio popd tmv
gfdoudon

2% BaBpov pe movo i 3°° Babpov (coPfopd Awkom g aywyng pe VELCADE péypt va

CUUTTOUOTO, TEPLOPICUOC TV KaONUEPIVOV VIOY®PCOLV TO GCUUTTMOUOTO TOEIKOTNTOG.

dpaCTNPLOTAT®V OTOUIKNG epovTidag (ADL) Otov 1 To&IKOTNTO VTOYWOPNCEL, EXOVEVAPEN TNG

*EX) Oepancioc pe VELCADE kot peioon g d6omg
oe 0,7 mg/m? ka1 yopfynon pio popd v
eBooudoa.

4° BaBuov (ometintikég yio ) {on cvuvénele, Awkomni too VELCADE

ovviotdral ensiyovoa mopiuPacn) ko cofapn

avtdvoun vevpordheia

Me Bdon T1¢ Tpomonomoels g docoroyiag o peréteg @aong I won I yio to ToAAATAOVY PLEA®MUO KO TV EUmelpio
petd and v Kukhogopia Tov eapudkov. Babupoioyia pe Baon v £kdoon 4.0 twv Kowdv Kpumpiov To&wdmrog
tov NCI (NCI Common Toxicity Criteria CTCAE).

Agrtovpyikeg dpaotnpiotnres kalnuepivig ppovtidoag (ADL): ova@Epovtal 6TV ETOWAGT0 YELUATOVY, TNV 0yopd
TPOPIL®V 1 podY®V, TN XPNON TOV TNAEPOVOL, TN SLoElpLon YPNUATOV KAT.

ok

. Kabnuepivég dpaotnpiotnres atopurnc ppoviioas (ADL): ava@époviol 6To TAVGILO, TO VIVGIHO KOl TO YOUOIHO0, TNV
TPOGANYT] TPOPNG, T1| YPNON TNG TOVAAETOG, T1 ANYN PAPUAKEVTIKMV TPOTOVIMV KOl O)L KAMVIPELS.

Ocpancio oovovaouod pe meykvliouévn rooswuioxy oocopovfixivn

To VELCADE 1 mg kévig yuo evéotpo dtdlvpa yopnyeitar ucm evoopAePiag éveong ot
cvvictduevn 86on tov 1,3 mg/m? empdvelog chpatog §0o eopéc v efdopdda yia §vo fdouddeg
Tig Nuépeg 1, 4, 8 ko 11 og kdKAo Bepanciog 21 nuepdv. Avti 1 tepiodog Tov 3 efdopddmv Bempeital



KOKhog Bepameiog. Ilpénet va pecorafoiv tovddyiotov 72 dpeg LETAED TOV S1AO0YIKAOV dOGEDMYV TOV
VELCADE.

H neyrxohopévn Mrocopakn do&opovPikivny yopnyeitat oe 30 mg/m? thv nuépa 4 Tov KOKAOL
Oepanciog pe VELCADE g evoopAéfia éyyvon 1 dpag petd v éveon ue VELCADE.

Mmnopovv va yopnynfodv £mg 8 kbxhot Bepaneiog cuvdvacpod 660 ot acheveic dev Egovv gppavicet
eEEMEN ¢ vooou kat avéyovtot T Bepaneio. Ot aoBeveig TOV ETTVYYAVOLY TANPT AVTATOKPLION
umopov va, cuveyicovv  Bepomeio Yo TOLAGYIGTOV dVO KOKAOVG HETA OO TNV TPAOTN AmOOEIEN
TANPOVG OVTATOKPIONG TOVG, OKOLO KOl €AV KATL TETOLO OOLTEL Oy@YT Y10 TEPLGGOTEPOLVS UTO

8 khKkhovg. Ot acbeveig Tov omoiwv ta enineda TG TOPATP®TEIVNG cuveyilovy va petdvovTot PeTd
amd 8 KOKAOVG umopovv emiong va mapoteivovy ) Oepameio yio 660 Aot 0VTH YIVETAL OVEKTY
ka1 eakorovBolv va avTamokpivovTal.

IMa npocheteg TANPoPOpPieg GYETIKA LE TN TEYKLAIOUEVN ATocmoKT do&opovPikivr, PAEme T
oyetikn Iepiinyn tov Xapaktmpiotikdv tov [Ipoidvroc.

Ocpancio ovvovaouod e delopebalovn

To VELCADE 1 mg kévig yuo evEoto dtdlvpa yopnysitar pEcm evoopAEPLag Eveong ot
cvviotduevn d6on tov 1,3 mg/m? empdvelag cOpatog §00 popéc v efdoudda yia 8§00 fdouddeg
Tig Nuépeg 1, 4, 8 ko 11 og koKAo Bepanciog 21 nuepdv. Avti 1 tepiodog Tov 3 efdopddmv Bempeital
KkoKhog Oepameioc. [Tpénet va pecorafoiv tovddyiotov 72 dpeg LETAED TOV JAUSOYIKOV OOGEDY TOV
VELCADE.

H de&apebalovn yopnyeitor and otopatog og 20 mg tig nuépeg 1, 2,4, 5, 8,9, 11 kar 12 tov xdxlov
Oepancioc pe VELCADE.

Ot acBeveic Tov emttvyydvouy avtamdkpion 1 tabeponoinomn g acHEVELGS Tovg PETA amd 4 KOKAOLG
Bepamneiog cuVOLAGHOV PUTOPOVV Vo GuveyicovY va AapPdvouy Tov 1510 GUVOLOGUO TO TOAD Ylo

4 emnp6ce0eTONg KOKAOLG,.

IMa npocheteg TAnpoopicg oyetikd pe t oe&ouebalovn, PAéne t oyetikn [epiinym tov
Xapaktnpiotikdv tov [Ipoidvrog.

Tpooapuoyéc tne d0oongs yia ) Bepomeio. ovvovaouod yio acbeveic ue eéelioodusvo wollamlody
HVvéEA@UO.

IMa v mpocapuoyn g d6ong tov VELCADE og Bgpaneior cuvdvacpod cvpovievdeite Tic 0dnyieg
TPOTOTOINONG TG 00GOA0YING OTMG AVTEC TEPTYPAPOVTHL VIO TNV povobepameia mapomavem.

Aocoloyia yuo acBeveic pe pn tpobepamevpévo ToAAomAoVY puéA®pLo oL dev eival KATAAANAOL Yl
LETAUOGYEVGT) OUULOTOMTIKMV 0PYEYOVMV KLTTAP®V

Ocpareio. ovVOVOOUOD UE LeAPaLdvy kol Tpedvi{ovy

To VELCADE 1 mg kévi¢ yio. evEotplo dtdlvpa yopnyeitar pécm evoopAEPiag Eveong o cuVOVAGUO
LE OO GTOUOTOG LEAPUAGVT KOl AtO OTOHOTOG TPEOVILOVT OTtmG Ttapovataletat otov Tlivaka 2. Qg
OepamenTikdg kOKAOG vogitan pia mepiodog 6 efoopadmv. Xtovg Kokiovg 1-4, 1o VELCADE
yopnyeitar 600 popéc v efdoudda Tic nuépeg 1, 4, 8, 11, 22, 25, 29 ko 32. Zrovg Kvkhoug 5-9, 1o
VELCADE yopnyeitai pio gopd tnv efdopndada tig nuépeg 1, 8, 22 war 29. Ipénet va pecorafoiv
TOVAGIOTOV 72 Mpeg LETOEL TV dladoyikav ddcewv tov VELCADE.

H pedporavn kot n mpedvilovn mpénet Kot ot 500 vo xopnyodvTol amd oTOUOTOC TIg Nuépes 1, 2, 3 kot
4 g TpdNg efdopadag Tov kdbe khxhov Bepoameiog pe VELCADE.

Xopnyovvtal evvéa Bepamevtiol kKOKAol avTig TG Bepaneiog cuvdvacHoD.

Hivoxag 2. 2oviotwuevy doooroyio yio 10 VELCADE o€ o0vovoouo ue ueApaldvy kol mpedvi{ovy
Ao @opéc v Epoopnado VELCADE (Kvkior 1-4)

Epdopada 1 2 3 4 5 6
Ve Huép - --  Hpép | Huép Hpép | mepiodog | Huép Hpép | Huép Hpépa | mepiodog
(1,3 mg/m? al a4 | a8 all |avimovs | @22 o25 | o229 32 | avénavoc
> Mg ne e
M (9 mg/m?) Huép Hpép Hpép Huép| - -- | mepiodog | -- -- -- -- | mepiodog
P (60 m /m>2 al o2 a3 ad avamovc OVATTOLG
- U ne




Mia gopé v EBdopada VELCADE (Kvkiot 5-9)

Epdopada 1 2 3 4 5 6
Ve Hpép - -- -- Hpépa 8 | mepiodog | Hpépa 22 Hpépa 29 | mepiodog
(1.3 mg/m? al avamovc avamovc
> e ng ng
M (9 mg/m?) Hpép Hpép Hpép Hpuép -- mepiodog -- -- mepiodog
P (60 mg/m? al a2 a3 a4 avVATOVC avVATOVC
£ ng ng

Ve =VELCADE, M = pghoordvn, P = npedviiovn

Tpooapuoyss e 000ns kKotd. ) d1Gpkela. TS Gepameiog kai emovevapcn e aywyng yio. Ospameio.

OVVOVOAGLOD UE UEAPOLGVY Kol TPEOVILOVY
Ipwv v évapén evog véouv kbklov Bepoameiog:

o O op1Opdg Tov aporetodov mpénet va givar > 70 x 10%/1 kot 0 amwdAvtog aptdnos
ovdetepopirwv (ANC) mpémet va eivon > 1,0 x 10%/1

. Ot un opatoroykég To&koTnTeg TPEMEL Vo, Exovv vroympnoet o 1°° Babuov 1 610 apyikd
eMinedo

Iivaxag 3: Tpomomomoels s d000A0YIAS KOTA TH OLAPKELD, TV EXOUEVWYV KOKAWY THE Oepameiog

ue VELCADE o€ ovvovaouo ue ueApoiavn xar peovilovn

ToEikotnra

Tpononoinen d060loyiog 11 KaBvoTépnon

Awotoloyikn tol1kOTHTo. KOTE TH O1GPKELD. TOD

KUKAOD

. Edv mopatnpnbei otov mponyovuevo
KOKAO TopoTETAUEVT] OVdETEPOTTEViD 4°°
BaOuov 1 OpouPonevia 1) OpopPomevia pe
opoppayio

E&etdote o evdeyouevo peimong mg 60omg e
UeEAQOAGVIG Kot 25% oTOV EMOUEVO KOKAO

. Edv xatd v nuépa yopnynong
VELCADE (dAAn omtd tnv nuépa 1) o
apOpdC TV apomETOM®Y gival
<30x 10°1H ANC<0,75 x 10°/1

H Oepaneio pe VELCADE mpénet va avaotalel

o Edv moArég 06oeic VELCADE o¢ éva
KOKAO €yovv drokomel (= 3 dOoELg KATA TN
dudpkela TG xopnynong 000 Popég v
gfdoudoa > 2 docelg KaTd TN d1dpKELN
¢ efdopaduaiog yopriynone)

H 860m tov VELCADE mpénet vo, peiwbei kotd
1 eninedo d6ong (and 1,3 mg/m*oe 1 mg/m?, 1
and 1 mg/m? e 0,7 mg/m?)

Bobuod > 3 un awparoroyixés tolixotnres

H O¢gpancio ue VELCADE npénet va. diakomel
UEYPL VO LTTOYWPGOVY TO GCUUTTAOUATO TNG
to&kdtnrTag og Babpob 1 1 oto apyucod enimedo.
> ovvéyew, 1 Oepomeio ue VELCADE umopei
va EeKvoEL Ue LEIOT) EVOG ETMTESOV dOGNC
(am6 1,3 mg/m*oe 1 mg/m? § amd 1 mg/m? o¢
0,7 mg/m?). T vevporadntikd movo Koy
TEPLPEPIKT VEVpoTaeLn TOV oyeTileTan pe
VELCADE, é10k0yTe KoM TPOTOTOMGTE TO
VELCADE 6nwg neprypdostar otov Ilivaxa 1.

IMa nepartépm TANPoPopieg oeTIKA 1e TN LEAQUAGVT Kot TNV TPedviLOovN, PAére TV avticToym

[TepiAnym Xapaktnprotik®v Tov I[Ipoidvtog.

Aocoloyia yio ac0eveic e pun Tpobepamevévo TOAMATAOVY LVEAMLLO TTOV EiVOL KATAAANAOL Y10,

LLETALUOGYEVGT] QULULOTOUTIKAV apyYEYOVmV KLTTAp®V (slcaywyikn Ogpomeio)

Ocpancio ovvovaouod e delopebalovn

To VELCADE 1 mg k6vig yuo evéotpo dtdlvpa yopnyeitatl HEGm evoopAEPLag Eveong oTn
cvvictduevn 86on tov 1,3 mg/m? emedvelog cdpatog d0o popég efdopadiaing yio Stdotnua
dvo efdopddwv Tic nuépeg 1, 4, 8 ko 11 og kOKAo Bepanciog 21 nuepdv. Avti 1 nepiodog TV



3 efdopadmv Bewpeitan £vag kokhog Bepaneiag. [Ipénet va pecorafodv TovAdyiotov 72 mpeg peta&hd
TV dtdoykdv d6cewv Tov VELCADE.

H de&apebaldvn yopnyeital and tov 6ToUATOS 0TH 000N T™v 40 mg Tic nuépeg 1, 2, 3,4, 8,9, 10 kot
11 tov kdKAov Oepamneiog ue VELCADE.

Xopnyovvtal téooepig Bepomevtikol KOKAOL aLTNG TG Bepameing cuvdVAGHOD.

Ocpareio. ovvovoouod ue deousbalovy kor Gotidouion

To VELCADE 1 mg k6vig yuo evéotpo dtdlvpa yopnyeitor pEcm evoopAePiag Eveong ot
cvviotduevn 86on tov 1,3 mg/m? emedveilog cdpatog 300 popég efdopadiaing yio Sidotnua

dvo gfdoudonv Tic nuépeg 1, 4, 8 ko 11 og kdKAo Bepanciog 28 nuepdv. Avti 1 Tepiodoc TV

4 gfoopadmv Bempeitar évag kokAog Oepaneiag. [Ipénet va pecorafodv TovAdyiotov 72 dpeg petal&d
TV drdoykdv d6cewv Tov VELCADE.

H de€apebaldvn yopnyeitatl and tov 6tdUaTOG 0T 060N TV 40 mg Tic nuépeg 1, 2, 3,4, 8,9, 10 kot
11 tov kdKAov Oepamneiag ue VELCADE.

H BoAdopion yopnyeitatl and tov 6top0TOG 0T 060N TV 50 mg nuepnoing tic nuépeg 1-14. Edv
glvar avektn, 1 6001 av&avetar oto 100 mg tig nuépeg 15-28 kot otn cvvéyela umopel va ovénbei
nepottépm ota 200 mg nuepnoing amd tov kokio 2 (PAéne [Tivaka 4).

Xopnyovvtal t€coepig BepamenTIKol KOKAOL ALTOV TOV GVVILAGHOV. Ot 0oBeVElS |1 TOLVAGYIGTOV
LEPIKN AVTATOKPIOT] GUVIGTATOL Vo AapPBdvouy 2 emmpdcheTong KHKAOLG.

Iivaxag 4: Aocoloyio. yio. Ospareio. ovvovaouod ue VELCADE yio acOeveic ue un npobepomevusvo
ToAAamAobV pvédwua mov eivar KoTGAANAOL Yi0 LETOUOGYEDGN QIUOTTOTIKWV
OPYEYOVV KDTTOP WV

Ve+ Dx Kvkhrot 1 émg 4
Epdopdda 1 2 3
Ve (1,3 mg/m?) Hpépa 1, 4 Hpépa 8§, 11 [epiodog avamavong
Dx 40 mg Huépa 1,2,3,4 Huépa 8,9, 10, 11 -
Ve+ Dx+ T Kvkhog 1
Efoopaoda 1 2 3 4
Ve (1,3 mg/m? Hpépo 1, 4 Huépa 8, 11 TTepiodoc TTepiodoc
ovamovong ovamoong
T 50 mg Huepnoimg Huepnoing - -
T 100 mg* - - Hpepnoing Huepnoing
Dx 40 mg Huépa 1,2,3,4 |Huépa 8,9,10,11 |- -
Kvbkhot 2 £mg 4P
Ve (1,3 mg/m? Huépa 1, 4 Huépa 8, 11 Tepiodog Tepiodog
OVATOVoNg OvATOVoNg
T 200 mg* Huepnoing Hpepnoing Huepnoing Huepnoing
Dx 40 mg Huépa 1,2,3,4 |Hpépa 8,9,10,11 |- -

Ve =VELCADE, Dx = Ag€apebalovn, T = @oidopuion
“  H 860 g BoMdopuidng avEdvetar ota 100 mg and tv efdouddo 3 tov Kdxhov 1 uévo v ta 50 mg sivar avektd Kot
ot0 200 mg amd Tov KOKAo 2 ko peténcira ebv to. 100 mg eivon ovektd.

Méypt 6 kKOKAOL popoV va 50000V 610G acbEVEIC TOL TETLYAV TOVAUYIOTOV LEPTKT] OVTOTOKPLOT LETE TOVG
4 xdxhovg.

Tpooapuoyes te doooloyiag yio aoBeveis Tov eivol KATAAINAOL Y10 UETOUOTYEDTELS

IMa npocapuoyn e do6omng tov VELCADE, Oa npémnel va akolovBovvtat ot 0dnyieg Tpomonoinong
Mg 00GNC TOV TEPLYPAPOVTOL Yo TN povobepameio.

Emnpdcbeta, 6tav 1o VELCADE yopnyeitar og cuvovaoud pe dAla ynueofepoaneutikd
QOPUOKEVTIKG TPOTOVTA, TPEMEL VAL EEETAGTOVV Ol AMOPOITNTES LEIDGELS THG dOONG OVTMOV TV
TPOIOVTOV o€ TTEPITTOOT TOEIKOTNTAG COUP®VA UE TIG cLOTAGELS NG [epiinyng TV
Xapaxtnpiotikav tov [Ipoidvroc.

Aocoloyia yia aoBeveig pe un tpobepamevpévo Aépompa omd kottapa tov povoéva (MCL)
Ocpareio. ovVOvOoUOD ue prrovliucuny, koklopwopouion, dolopovfixivy ko mpeovilovy (VeR-CAP)
To VELCADE 1 mg k6vig yuo evéotpo dtdlvpa yopnyeitatr pEGm evoopAEPLag Eveong ot
cvvictduevn 860 tov 1,3 mg/m? emedvelog cdpatog d0o popég efdopadiaing yio Stdotnua

dvo gfdouddonv Tic nuépeg 1, 4, 8 ko 11, akorovBovpevn amd pio tepiodo avamaviag 10 nuepdv Tig




nuépeg 12-21. Avti n epiodog tov 3 efdopddwv Bewpeitan £vag koukhog Bepaneioc. Zvviotdvton £E1
rkoKlot ayoync pe VELCADE, av kot yio acBeveic mov gpeavilovy tekunpiopévr oviondkpion yuo
TPMOTN Popd kaTd ToV KOKAO 6, umopel va yopnyndovv dvo emimpodcbetor kokAor VELCADE. Ipénet
va LeGoAfovv Tovddyiotov 72 dpeg HeTa&d TV dtadoyikav 66cewv Tov VELCADE.

Ta akdlovBa papurakevTIKd TPOiTOVTA YopnyovvTol TNV Nuépa 1 kdBe kKikAov Bepaneiag 3 efdouddwv
ne VELCADE wg evio@AéPieg eyyvoeig: prrovéipdumn oe 86on 375 mg/m?, kokAopmopouidn oe
d6om 750 mg/m? ko doEopovPikivny og §6on 50 mg/m?.

H npedvildvn yopnyeitar and otopatog oe 3oom 100 mg/m? tig nuépeg 1, 2, 3, 4 xar 5 k40e kdrxAov
Oepancioc pe VELCADE.

Ilpooapuoyés s doons katd T drapkela s Oepameiag yio. acOevels pue un mpolepamevuévo Iéupmuo.
OO KUTTOPO. TOV UOVADO,
IIpwv v évapén evog véou kbkhov Bepomeiog:

o O ap1Bpdg Tev apometaiov mpénel va givar > 100.000 kdtrapa/ul kot o amdAivtog aptpog
ovdetepoilv (ANC) mpémel va eivar > 1.500 kdtrapo/pL
o O ap1Bpdg Tev apometaiov mpénel va givar > 75.000 kottapa/pL oe aobeveig pe d1nomn tov

LLELOD TV 00TOV 1] GTANVIKO eyKA®Pioud

o Awocporpivn > 8 g/dL

. Ot un apatoroyikég To&koTnTeg TPEMEL Vo, Exovv vroympnoet o€ 1°° Babpov 1 610 apyikd
eminedo.

H Oepancio pe VELCADE npénet va S10kOTTETOL KOTA TNV ELPAVIOT OTOGONTOTE GYETILOUEVNC LE
10 VELCADE pn-aupatoroykng to&ikdmrog Babpov > 3 (s&arpovpévng tng vevpomaheiag) 1
atpatoroyikng toéukotntag Babuov > 3 (BAéne eniong mapdypago 4.4). I'a Tpocapuroyég g d6ong,
BAéne Iivaka 5 Topakdtm.

[Mopdyovteg d1€yepong oMoKDV KOKKIOKLTTUP®Y UTOPOVV VoL Yop1ynoody Yo aatoAoyikn
ToEIKOTNTA GOUPOVO ILE TNV TOTIKT oV O TpakTikn. [1pénel va e€etdleTot 1 TPOPLAAKTIKY XPNOT
TAPUYOVTOV OEYEPCNG OMOIKIMV KOKKIOKVTTAP®V GE TEPITTMOT EMAVOAAUPAVOUEVEOV
kafvotepncemv 6N Yop1yNon Tov kukAov. H petdyyion apometolmv yuo T Oepameio tng
Opoupomeviag mpénet va e€etdleTon 6Tay EVOEIKVOTOL KAVIKAL.

Ilivaxag 5: Tpooopuoyes e doons katd ™ d1apkelo TS Bepameiag yio aoOevels ue un
TPoBepamevuévo AEupmuo, amd KOTTopa T00 HavODa.

TolwkétnTo | Tponomoinen docoloyiog 1] KaBvoTépnon
Awozoloyixn tolikotyto.
o ®pouPorevia Babuov > 3 ue mopeto, H 0epancio ue VELCADE npénet va
ovdetepomevio 4°° Babpov Sidpretag Gve | droxdmteton Yo £mg 2 efdopddeg £mg 6Tov 0
TV 7 NUEPOV, aplOuds apomeTolimy acBevig &xet ANC > 750 kdttapo/pL kon
< 10.000 xotrapa/pl apBuod opometariov > 25.000 kottapa/pL.
. Edwv, petd ) daxonn g Oepomeiog pe

VELCADE, 1 to&wotnta dev
VIOYWPNGEL, Onwg opileTal mopamive,
161e 10 VELCADE mpémnet va diaomel.
. Edv n to&ikotnta vroympnoet, dSnA. o
acBevnig €xet ANC > 750 xottopa/pl kot
aplOud apomeToMmy
> 25.000 xotropo/ul, o VELCADE
umopel va Egxtvioet e pio d6om
UEMUEVT KOTA éval emtinedo 06onC (amod
1,3 mg/m? e 1 mg/m? Y and 1 mg/m? e
0,7 mg/m?).




° Edv xatd v nuépa xopnynong H 0eponcio ue VELCADE npénel va
VELCADE (6AAn an6 v Huépo 1 kOe | dokomteton
KOKAOV) 0 aptOUOG TOV AUOTETOAI®V
glvar < 25.000 kotrapo/ul 1 0 ANC givar

<750 xotTapa/ul
Babuod > 3 un aaparoroyixés tolcotyreg mov H 0eponcio ue VELCADE npénel va
Oewpeiror on1 ayetiCovrou pe 1o VELCADE OLOKOTTETAL LLEYPL VO, DTTOYMPTGOLV T

cuopnTopoto TG toéikdtrag og Babpod 2 1
younAotepa. Xtn ovvéyela, 10 VELCADE
umopel va EEKIVIOEL e pio dOOM LELMUEVT] KOTA
éva eninedo 8oong (amd 1,3 mg/m? e 1 mg/m?,
M and 1 mg/m? oe 0,7 mg/m?). T
VEVPOTOONTIKO TOVO KON TEPIPEPIKN
vevpondbeia mov oyetiletor pe VELCADE,
drakoyte ko tpororoiote o VELCADE
onwg meprypaopetal otov Ilivaka 1.

Emnpdcbeta, 6tav 1o VELCADE yopryeitat og cuvovaoud pe GAla ynueofepoameutikd
QOPUOUKEVTIKG TPOTOVTA, TPETEL VOl EEETAGTOVY O AAPOITNTES LEIDGELS TNG HOOTNG AVTMV TOV
QOPUOKEVTIK®V TPOIOVIWOV OE TEPIMTOOT TOEIKOTNTOC, COLPOVA LE TIC GVGTAGELS TG OVTIGTOYNG
[Mepiinymc tov Xapaxtpiotikaov tov [Ipoidvroc.

Ewwoi tAndvouoi

Himawuévor

Agv vTapyovV GToLKElN TOV VO LTOGEIKVOOLY OTL Ol TTPOGUPUOYES TNG 0OGNC EIVaL OTAPAITNTEG O
aoBeveic nAikiag dvo Tov 65 etV pe TOAATAODY LLEA®UO 1) AELPOUO 0T0 KOTTOPA TOV LLovODa.
Agv vapyovv peréteg yia tn xprion tov VELCADE oe nAikiopévoug acbeveig pe un
TPoOEPOUTEVUEVO TOAALUTAOVY LVEAMUA, O 0TtoioL Elval KatdAANAotl va vrofAnbovv cg
ynueobepomeior LYNANG SOOTG LE UETAUOTYEVOT] OLUOTOMTIKDOV PYEYOVOV KLTTAP®V. ZVVETWDC, O
Yivovtol 0060 0YIKEG CLGTAGELG TOV TANBVoUO VTO.

e pio perAétn oe aoBeveig pe un tpobepamevpévo AEPE®UD 0O KOTTOPO TOL povova, 42,9% kot
10,4% tov acbevav mov giyav ektebei e VELCADE ftav o€ nhikiaxo gupog 65-74 £t kot > 75 €,
avtiotoya. Xe acleveic nlwiag > 75 €n, kot ta 600 oynuata, VeR-CAP 6mwg eniong kot R-CHOP,
ntav Ayotepo avektd (PAéme mapdypapo 4.8).

Hratikn dvoiertovpyio

Ot acBeveic pe o otk SvcAertovpyia dev YPedlovTal TPOSAPUOYN TNG SOOTG KOl TPEMEL VoL
Aappdavovy Oepameia pe T cuvictduevn door. Ot acbeveic ue pétpla | cofapn NraTikn
dvohertovpyia mpénet vo. Egktvody 1o VELCADE pe peiopévn 86om tov 0,7 mg/m? avé £veon katd
diapketa Tov TpdTOL KOKAOL Ogpameiag kot i akdrovdn avénon g 86onc o 1,0 mg/m* 1 n
nepatépw peimon tng d6ong o 0,5 mg/m? pmopet vo eetootel ue Paon ™y avekTikdTNTA TOV
acBevoug (BAénre [Mivaxa 6 ko Tapaypdeovg 4.4 kot 5.2).

Iivaxag 6: 2vvigraouevn tpomomoinan 00ons évoplng yio. 1o VELCADE oe ao0eveis ue nrotikn
ovoiertovpyio.

BaOpog Enineoa Enineoa Tporomoinen g 6060oM¢ évapéng
NTOTIKNG YoreEPVOPivIS SGOT (AST)
dvclertovpyioc*
Hma <1,0x ULN >ULN Kapia
>1,0x-1,5x ULN | Omowodnmote Kopia
Mérpa >1,5x -3 x ULN Onolodfmote Mzeimon tov VELCADE ot 0,7




Yofapn >3 x ULN Onowodnmote mg/m? 6Tov Tp®TO KUKAO Oepameiog.
Na e€etaotel ) avénon g doong ot
1,0 mg/m? A mepartépo peimon g
d6onc o 0,5 mg/m? oe axdrovdovg
KOKAOLG pe Bdiom TNV aveKTIKOTNTA
T0V acfevoic.

Yvvrunoelg: SGOT = yhovtopkn 0&aA0EIKN TpAVGapVAGT 0pov,

AST = apuvotpavopepdon acmaptiuns, ULN = uéyioto 6p1o yio 1o puotodoyikd €0pog.
Me Bdon v katdraén v v nratikn Svciettovpyia (o, pétpia, coPfapn) Tov NCI Organ Dysfunction Working
Group.

Negpixn ovolertovpyio

H pappoaxoxivntikn g Poptelopipmng dev ennpedletor o aceveic e o £0¢ PHETPLO VEQPIK
dvchertovpyia (Kabapon kpeotvivng [CrCL] > 20 ml/min/1,73 m?). T to Adyo avtd dev
OTOLTOVVTOL TPOCUPUOYEC GTN 6OCT G€ 0 TOVE TOVG acbeveic. Agv eival YvwoTo edv 1
pappoaxokvntikn g Poptelopinnng emnpedleton oe acbeveig pe cofapn veppikn ducieitovpyia Tov
dev vropdrrovtar og Stoion (CrCL < 20 ml/min/1,73 m?). Aedopévov 6t1 1 d1oAton pmopel vo
UELDGEL TIC GVYKEVTPOOELS TG Poptelopipnng, to VELCADE znpénet va yopnynbei petd tn dodikacio
g otdMong (PAéme mapdypoo 5.2).

THoudrorpixog minQvouog

H aogddeia ko n amoterespaticotnto tov VELCADE og mandid niikiog kédto tov 18 etdv dgv
&yovv texunprwbei (BAéne mapaypdpovg 5.1 kot 5.2). Ta pog to mapdv dobéotpa dedopéva
TEPLYPAPOVTAL OTNV TOPAYPaPO 5.1, 0AAE dev umopel va yivel cuotacn yio T docoroyia.

Tpomog yopnynong

To VELCADE 1 mg kévig yuo evEotuo dtdlvpa d1oTifeton omokAEIoTIKA Y10 EVO0PAEPLO YopTyNnom.

To VELCADE 3,5 mg x6vig yio evésipo dtdivpa dtotifetal amokAEIoTIKA Yo EVOOPAEPL 1) VTTOAOPLLL
xopfynon.

To VELCADE d¢gv Ba mpénet va, yopnyeitot and diieg 0d00g. Evéopaytaia yopriynon £xet odnynoet
010 Odvaro.

Evdopléfia éveon

To VELCADE 1 mg k6vig yia evéotpo dtdlvpa tpoopiletor povo yio evooeAéPia yopnynon. To
SLAvpa LETA TNV avoaovoTacT yopnyeital pe evoopAEPia bolus éveon 3-5 devteporéntv pécm gvog
TEPLPEPIKOD 1 KEVTPIKOV EVOOPAEPLOV KaBETAPO 0 0TOi0¢ TN cLVEYELN Yepilel Tpog EkmAvon pe

9 mg/ml (0,9%) evécyon d1aAdHOTOS YAmpLovyov vatpiov. Meta&d d00 d1adoyIKdV dOGEMV TOL
VELCADE mpénet va. £yet pecorafnoet dStdoTn o TOVAL(IGTOV 72 @pav.

Otav to VELCADE yopnyeitat 6 cuvovacud pe dAL0 QOPUOKEVTIKE TPOTOVTa, avatpiETe oTnyv
[Tepiinym v Xopaktnplotik®v avtdv Tov [Ipoidviev yia 0dnyieg yopnynong.

4.3 Avrtevoeigelg

YrepevaioOnoio otn dpactikn ovoia, 6To fOP1o 1| 6€ KATO10 amd T £KO0Y TOV OVUPEPOVTAL GTNV
Tapaypapo 6.1.
Oéela dudyvtn dSmONTIKN TVELHOVIKT KOl TEPIKAPILUKT VOGOG.

Otoav 1o VELCADE yopnyeital 6 Guvovacopo pe AL QopUOKEVTIKA TPOIOVTO, avoTpéETe OTIG
[epnyeic Tov Xoapakmmpiotik@v tov [Ipoidvtog Toug yio emimpdcebeteg avievoeitelc.

4.4 E101kég TPOELOOTOUNOELS KUl TPOPVAGEELS KATE TN Y p1ion

Orav to VELCADE yopnyeitat g cuvdvacud pe Ao poprokeuTikd tpoiova, ot [lepiinyelg tov
XopoKINPIOTIKOV QVTOV TOV eapuakevtik®v [Ipoidvtov npénet va eEetdlovtar mpv v Evapén g
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Oepanciog pe VELCADE. Otav ypnoyionoteiton 1 Bolidopion yperaletar 1daitepn Tpocoyr 6Tovg
ELEYYOVG KO TIC OMALTACELG Yo TNV TPOANYT| KOnong (BAEne Tapdypao 4.6).

Evdoppayiaia yopriynon

"Exovv vap&et Boavatneopeg mepimtdoelg ec@aipévng evéoppayilaiog yopnynong tov VELCADE. To
VELCADE 1 mg x6vig yio evéoo didhvpa wpoopiletar povo yio evoopAEfia xpnor, Ve To
VELCADE 3,5 mg x6vig yia evéoipo didAvpe tpoopiletar yio evéopAéPia 1 vodopia ypnomn. To
VELCADE dev mpénet va yopnyeitat evooppayiaio.

laotpeviepkr) towdTo

Eivatl moAd cuyvi 1 ePeavion YaoTpeVTEPIKNG TOEIKOTNTOS, CUUTEPIAAUPBAVOUEVIC TG VOVTIOG, TNG
dudppotag, Tov gpéTov kot g dvokodidtrag, e VELCADE. 'Exyovv avagpepfel 0y cuyva
TEPMTOGELG €1Ae0D (PAéme mapdypapo 4.8). Katd cuvéneln, acbeveig mov mapoveialovy
SVOKOIMOTNTO TTPETEL VO TOPAKOAOVOOVVTOL GTEVA.

Aylatoloyikr) To&ikoTnTa

H 0gpancio e VELCADE oAb cuyvé cuvdéetar pe apatoroyikég toikotnteg (Opoufomnevia,
ovdetepomevial kot avorpio). e peAétec o€ aobevelg pe vrotpomalov TOAAATAODY LLEA® LN TTOV
Adupavav Bepaneio pe VELCADE kot o€ aceveig pe pn tpobepanevpuévo MCL mov Adpupavay
Oepancio ue VELCADE 6€ 6uvduaopo e prtov&iaunn, KoKAoQmo@auion, do&opovPikivn kot
wpedvilovn (VeR-CAP), pia amd Tic cuyvoTEPEC UUATOAOYIKES TOEIKOTNTEG NTAV 1] TTOPOSIKY|
Opoppornevia. Ta aponetdiia NTav oto YaunAotepo eninedo v Huépa 11 kébe xoxiov Bepaneiog pe
VELCADE ko1 cuvifa¢ emavépyoviay oto apyikd eninedo Kot Tov enduevo kokAo. Aev vinpée
Kavéva otoryeio abpototikng Opopporeviac. To vadip Tov diauecsov aplBpoy opoTETOA®Y TOV
petpndnke Nrov mepimov oo 40% Tng apyIKng TIUNG OTIS LEAETES LovoBepameiog TOV TOAAATAOD
puedopotoc kot 50% ot perétn MCL. e acbeveig pe mpoyopnuévo puéopo 1 copoapotnta g
Opoppomeviag oyetioTre pe Tov apldud Tev aponetadiov Tpv TV évapén g Oepareioag: yio aptOuod
aponetodiov mpw ™ Bepancio < 75.000/pl, 90% v 21 acbevav siyov apBpod aporetodiov
<25.000/ul katd tn ddprela g HeAéng, coumeptrapfavouévou 14% tov acbevav pe < 10.000/pl,
evo avtifeto yio aptOpd apomeTormv wpy ™ Oepoameio > 75.000/ul, wovo 14% twv 309 acbevov
glyav apBpd apometariov < 25.000/ul katd ™ dudprela TG HEAETNC.

e aoBeveig pe MCL (perétn LYM-3002) mapatnpndnke vyniotepn enintwon (56,7% Evavtt 5,8%)
Opoppomneviag Babuov > 3 otnv oudda g Oepaneiog pe VELCADE (VcR-CAP) e ohykpion pe v
opada wov dev AduPave Oepaneio pe VELCADE (prrov&udumn, kokhopmo@apion, soopovfikivn,
Bwipiotivn kot Tpedvildvn [R-CHOP]). O1 dvo opddeg Bepomeiog NTov TopOUoles g Tpog
GUVOAIKY| ETIATMOOT ULLOPPOYIK®Y ENEIGOSIOV OA®V TV Pabumv (6,3% otnv opddoa VcR-CAP kot
5,0% otV oudda R-CHOP), kabmg kot tav atpoppayik®dv enetcodinv Babuov 3 kot dveo (VcR-CAP:
4 acbeveic [1,7%], R-CHOP: 3 acBeveic [1,2%]). Ztmv opdda VcR-CAP, 22.5% tov acBevav éhafav
petayyioelg aponetoAiov og cvykpion pe 2,9% twv acbevov oty opuddo R-CHOP.

Taotpeviepikn kot evOoKpaviakT apoppoyia Exovv avoaeepbel 6 cuvdvacuo e T Oepameio e
VELCADE. Xvvenmg, o aplOudg Tov aponetaAiny tpénel vo topakorovdeital mpv amd kabs d6om
tov VELCADE. H 0epancio pe VELCADE npénet va diokonet 6tav o aplpog Tov allonetaiiny
glvar < 25.000/pul 1 o€ mepintwon cuvdLacHoD pe PEAPAAAvT Kot Tpedvifovn OTav o aplBuog TV
oporetariov etvar < 30.000/ul (BAére mapdypapo 4.2). To duvntikd 6pehog g Bepaneiog mpénet va
oTOOOTEL TPOGEKTIKA £VAVTL TV KIVOOV®V, 10101TEPH GE TEPITTMCELS UETPLOG EMG GOPAPNG
Opoppomeviag kot TapaydVTOV KIvdHVOL Y10, dploppayia.

H yevikn aipotog (CBC) pe tHmo Agukokuttdpmy, GOUTEPIAAUPBAVOUEVOL TOV 0PlOIOD OUOTETOAI®Y,
TpENEL Vo, TapokoAovdovvtal TakTikd ko’ OAn ) ddpketa g Ogpancioc pe VELCADE. To
EVOEYOUEVO PETAYYIoNG arponteTtaAinv Oa mpénet va eEetdleton 6Tav gvdeikvutor KAvikd (PAEme
Topaypapo 4.2).

Xe aoBeveic pe MCL napatnpninke mapodiKi) ovdeTEPOTEVIO TOV NTAV AVASTPEYIUY HETOED TOV
KOKA®V, yopig otoyyeia abpoiotikng ovdeteponeviag. Ta ovdeTEPOPIAN NTAV GTO YOUNAOTEPO EMIMESO

v Huépa 11 kdBe xvxhov Oepanciog pe VELCADE kot cuvifwg enavépyoviay 6to apyikd eninedo
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KaTO TOV ETOUEVO KOKAO. ZTn perétn LYM-3002, yopnynOnke vrootnpiktiky ¢povtido pe
TapAyovTteg 01€yEPOTG ATOKI®Y 610 78% TV 0oBevav Tov okélovg VeR-CAP kot 610 61% tov
acBevav tov okélovg R-CHOP. Kabdg o1 acbeveic pe ovdetepomevia dtatpéyovy avénuévo Kivouvo
roumEewv, Oa Tpémel va mapakolovdovvtal Yo onuein Kol GUUTTOUATO, AOTH®ENC Kot Vo
avtyetoniloviot apécns. [apdyovteg d1€yepons OmOIKIOV KOKKIOKLTTAP®V UTOPOoLV va, xopnyndovy
Y10l GLOTOAOYIKT TOEIKOTNTO COUPOVA [LE TV TOTKN ocLviOn TtpakTikn. [Ipénetl va e&etdleton n
TPOPLAOKTIKT XPNOT TAPAYOVTOV S1EYEPCONC UTOIKIMV KOKKIOKVTTAP®V GE TEPITTOON
enovolopPavopevov KabuoTepoe®v GTN XOpP1YNoT Tov KUKAOL (BAére mapdypapo 4.2).

Enavevepyonoinomn 100 épnnrta (wotpa

e aobeveic mov AapPavovy Oepameio pe VELCADE cuvietdton yopnynon aviiuikng Tpopuiaéng.
2 perétn @aong 11 oe acbeveig pe moriamiovv poéhmpa o dev glyav Aapetl Oepaneia 6To
TapeAOOV, | GUVOAIKT EMIMTMON TNG ENTOVEVEPYOTOINGTG TOV EpTNTa {OGTNPA NTOV TLO GUYVI] GTOVG
acBeveic mov éhapav VELCADE+MehpoidavntIpedvilovn og chykpion pe Mehoaidvn+IIpedviovn
(14% évavti 4% avtictoya).

e aoBeveig pe MCL (perétn LYM-3002), n enintoon Aoipwéng amd tov 16 pnnrta {oothipa fTov
6,7% o1o oxéhog VeR-CAP kat 1,2% o710 okéhog R-CHOP (BAéne mopdypago 4.8).

Enavevepyomoinon kot Aoipmén and tov 16 g Hratitdag B (HBV)

Otoav 1 prrovéudumn ypnoiponoteital o€ cuvdvacpod pe 1o VELCADE, 0o tpémet va dievepyeitan
nhvta Eheyyog yio HBV og acBeveic mov diatpéyovv kivovvo Aoipwéng amd HBV wpwv amd v évapén
g Oepamneiag. Popeic nratitidog B kot acheveig pe 10topikd nratitidag B Oa mpénet va
TAPUKOAOVOOVVTAL GTEVA Y10 KAVIKA Kot epyactnplokd onueio evepyod HBV Loluwéng xotd ™
duapkela kot Letd tn Bepameio cuvovaouov g prrovéipuaunng pe 1o VELCADE. Oa npénet va
e€etdletal To EVOEYOUEVO YOPYNONG TPOPLANKTIKNG avTiukiG Oepaneioc. Avatpééte oty [lepiinyn
v Xapaxtnpiotikdv Tov IIpoidvtog g prrovsdunng yio meptocoTEPEG TANPOPOPIES.

[poiovco moiveotiokr Agvkogykeparondbeia (PML)

[ToAV omdvieg mepmtdoELg Pe AyveoTn artioAoyia Tng Aoipnméng and tov 10 John Cunningham (JC),
7ov odnynoav o PML kot Odvato, Exovv avagepbei oe acbeveic mov Ehafav Oepaneia pe
VELCADE. Ot acfeveic pe d1dyvoon PML eiyav Aapel Tponyovpuévmg 1 Tontdypova
avoooKaTaOTAATIKY Oepaneia. O meprocdtepeg mepumtmoel; PML Stayvootnkay eviog 12 unvov arnd
v npwtn 860m tov VELCADE. Ot acBeveig mpénet va mapakolovBovvtal o€ TOKTA YpoviKd
SLoTNUOTO Yio TUYOV VEQ | ETIOEWVOVLEVO, VEDPOAOYIKE GUUTTOUATA 1] oTUEiR TOL UTOPEL v
vrodnimvovy PML wg pépog g drapopikng didyvmons tpofAnudtov tov KNZ. Av vrdpyovv
vrovoles yo ddyvmon g PML, ot acBeveic mpémel va mapaméumovrol og €101K6 otnv PML kot
TPETEL VAL, 0PYIcOVV Vo, epapudlovTal KATAAANA LETPO SLayVOOTIKOD yopaktipa Yoo PML. Atakdyte
10 VELCADE av dwyvmotei PML.

Heprpepikn vevpondOeia

H Oepancio e VELCADE oAb cuyva cuvoéetal (e TepLpepikn vevpomadetia, o gival, kupimg,
aotntikn. Qotdc0, £xovv avapepbel TeploTaTiKd cofapnc KivnTikng vevpordoeilag pe 1 yopig

oot Tkn meprpepikn vevpomdbela. H cuyvotnta epedaviong e mepipepikng vevpomadeiag avédvet
oV apyn g Bepomeiog ko £xel TapatnpnOel dtL POAvEL 6TO PEYIOTO KOTA T OLAPKELD TOV KOKAOL 5.

ZUVIGTATOL 1] TPOGEKTIKT TOPAKOAOVINOT TV 060EVOV MG TPOG TNV ELPAVIOT CUUTTOUATOV
vevpomdbelag 0nmg aicOnua kavoov, vrepatcncia, vroicOnoia, Tapaicincia, dveeopia,
vevpomadnTikd Tdvo N advvouia.

O1 acBeveic Tov TaPoVGAlovy TEPIPEPTKN VEVPOTTADELD YioL TPDTY POPA 1| EXOEIVOOT TPETEL VAL,
aE10A0YOVVTOL VEVPOLOYIKG KOL UITOPEL VO ATOLTEITOL 1) TPOTTOTOINGT TNG 0OGNG 1) TOV TPOYPAUUATOS
yopnynong tov VELCADE (BAéne mapdypapo 4.2). H vevpormdbeia avTipueTonicTnKe e
VTOGTNPIKTIKY aymyn Kabdg Kot pe dAieg Oepameieg.

e aoBeveic mov AapPavovv VELCADE cg cuvévocud e gopuokenTIKG, TpoidvTa Tov eivol yvmoto

ot oyetiCovran pe vevpordbeia (m.y. Bokdopion) mpénet va Aappdvetor vwOYN 1 £YKopT Kot TOKTIKN
TaPUKOA0HONGN Yo To CLUTTOOTO VEVPOTTADELNG TOV oQEilovTal otn Depameia [1e VEVPOAOYIKT
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a&lohdynon kabag eniong va e&etdlovTol Kot KOTAAANAEG LEWMCELS TNG OO0TG 1] SLOKOT| TNG
Oepamneiog.

Extdg g meprpepikng vevporddetog, n avtévoun vevpomdelo umopei exiong va GupPariel otnv
TPOKANON AVETOOUNTOV EVEPYEIDV OTC 0pHOCTATIKY VITOTAGT KO GOPaPT LOPPT] SVCKOIMOTITOG
pe €1red. O1 TANpoeopieg GYETIKA HE TNV ovTdvoun VELPOTTADELn Kot T CLUPBOAN TNG OTIG EV AOY®
avembounteg evépyeleg ival TEPIOPICUEVEC.

Xroopol

Yroacpoi £xovv avapepbet, oyt cvyva, o€ acbevelS wPig TPONYOVUEVO IGTOPIKO CTAGUMOVY 1 ETANYING.
Idwaitepn mpocoyn amatteiton Katd tn Oepaneio acbeVOV e 0TOL0ONTOTE TOPAYOVTA KIVOUVOL Y10,
OTAGLLOVC.

Ynotoaon
H Oepancio pe VELCADE cuvifwg cuvdéetar pe tnv opBootatikr vrotaot). Ot meplocotepeg

avemBounteg evépyeleg ival NILOG G LETPLOG PVOEMG Kt TopatnpovvTol Kab’ OAn Tn didpKeld Tng
Oepaneiag. O acheveic mov gupdvicay opboototikn vrotacn pe VELCADE (yopnyoduevou pe
evoopAEPLa éveon) dev elyav evdei&elg opbootatikng votaong mpty and  Bepancio pe VELCADE.
Ot meprocotepot acbeveig Expnlov aymyng yo tnv opbfooctatiki vrdtact Tove. 'Evag pikpog aptBuog
acBevav pe opboctatik VTOTOCT EKONAMGCE ENELGOO10 GuYKkomNG. H opboctatikn vrdtacn dev rav
o€ peydio Pabud cvvdedepévn pe vy bolus éyyvon tov VELCADE. O unyavioudc ovtod tol
QOVOLLEVOD deV glval YvmoTdg av Kot iomg eV HEPEL v 0PeILETOL GTNV awTOVOUT vevpordBela. H
avtdvoun vevporndOeio uropel va oyetiCeton pe tn Poptelouipmn, gite 1 foptelopiumn va emdevavel
U0 VTTOKEIEVN KOTAGTAON, OTT(C £lvar 1) S1ofNTIKN 1} 1 GULAOESIKN VELpoTtddeio. ZvvieTdaTal
TPOcoyN OTAV YOPTYOUVTOL PUPUAKELTIKA TPOIOVTO, O€ acHeVEIS e 1GTOPIKO GLYKOTNG Ol 010101
AopUPAvOUY QOpUAKELTIKA TTPOIOVTO, T OOl £ival YvmoTd 0TI cuVOLoVTAL [IE LTTOTACT 1| 0€ acbevelg
7oV gival apLAUTOUEVOL AOY® ETOVEUPGVIONG d1dppotag 1 Epetov. H avtipetdnion g opboctatikig
VROTOGNC UTOPEL VO TEPILOUPAVEL TNV TPOGAPLOYN TOV OVTIVTEPTACIKMY PUPUIKEVTIKMOV TPOIOVIMV,
€VLOATMOOT| 1] YOPNYNOT LETOAOKOPTIKOGTEPOEW OV Ko/ 1 cupmafoupntikdv. Ot acBevelg mpémet va
em{ntovv Tpikn cupPfoovin 6tav eueoavilovy copmtdparta (GAng, Tdon 1 onueio Aimobopiog.

20vdpopo OnicBuog Avaotpéyiung EykeparondBelag (Posterior Reversible Encephalopathy
Syndrome, PRES)

"Exovv vap&et avapopég tov PRES og acBeveic mov Adupovay VELCADE. To PRES eivar pio
OTAVLQ, GUYVA AVOCTPEYIT, TAXEMS EEEMOCOUEVT] VEDPOAOYIKN KATAGTAGN, 1] OTOi0 UITOpEL val
EUPAVIOTEL e EMANTTIKEG KPIGELG, VTEPTACT], KEPAAOAYia, ANOapy0, GUYYLOT], TOPAMOT] Kot AAAES
OTTIKEG KOl veEuporoyikég dtatapayés. H amekdvion tov eykepdiov, Katd tpotiunon n ATekovion
Mayvntikod Xvvtoviopov (Magnetic Resonance Imaging, MRI), ypnowuonotgiton yio tnv emipefaioon
g ddyvmong. Xe acBeveic mov gpeaviCovv PRES, 10 VELCADE npénet va dtokomteTal.

Kopdwokn avemdpreia

Oéela eppdvion N ETOEIVOOT GUUPOPTTIKNG KAPIIOKNG OVETAPKELNS KoL /1] VEX EUPAVIOT| PElONG
oV KAAopatog eEmBnong aplotepng Kotkiog &xet avapepBel katd ) didpketo Oepaneiog e
Boptelopipunn. H kotakpdtmeon vypodv pumopel vo eivorl tpodiadecstkdc mapdyoviag yio onueio Kot
CLUTTOUOTO TNG KOpdlakng avendapkelag. Ot aobeveig pe Tapdyovteg Kivovvov yio Kapdiaki voco 1
LLE VTAPYOVGO. KOPOIOKT VOGO, TPETEL VO TOPakoAovBoVVTAL GTEVAL.

Hlektpokapdoypapikég e€etdoslg
AvoépOniav pHepovopéva TePLoTATIKA Tapdtaong Tov dtaotnuatog QT oe kKAvikég peléteg Kot dev
£xel TekuMp1obel N a1TIdONG GVVAPEL.

[vevpovikég datapayég

Yrnp&av omdvieg avoapopéc o&eiag drdyutng dSnoNTIKNG TVELUOVOTADELNG OyVMGTOV OUTIOAOYING O
TVELUOVITION, dlapecT TTvevpoVvia, dMOnon Tveduova Kot cOVOPOLO 0EEING OVOTVEVGTIKNG OLGYEPELS
(ARDS) c¢ acbeveic mov ehaufavavy VELCADE (BAéne mapdypago 4.8). Opiopéva amd ovtd to,
TEPIOTATIKG Ty Bovatnedpa. Zvvictdtol akTvoypoeio Bmpakog tpty and T Bepaneio, TPOKEWEVOL
va ypnoporombei wg dedopévo avapopac yio TovVEG TVELLOVIKEG ETaPOAEG ueTd Tt Oepameio.
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g TePINTOOT VEDV 1 ETIOEWVODUEVOV TVELLOVIK®Y GUUTTOUATOV (7)., PY0c, SVoTVOoLd), TPETEL VAL
dlevepyeitar Gueca dtayvooTikn a&loAdynon kat vo Bepoamevoviatl katdAinia ot acOeveic. I1pénet va
Aappdvetar veoyn 0 AdYog Kvdvvov/opéhovg mpty omd T cvvéyion g Oepaneiag ue VELCADE.

e o KAvikn dokiun, 0vo acbeveig (amd 2) otovg omoiovg yopnynnke vymin d6om Kutapafivng

(2 g/m? avd nuépa) pe svveyn Eyxvon yia 24 dpeg pe daovvopouPucivny kar VELCADE yia vrotpomnt
o&eiag poeloyevoic Aevyoiog TEbavay amd ARDS vopic katd tn didpkeia tng Oepameiog Kot n
peAétn tepuationke. o To Adyo owtd, d€ GUVIGTATOL TO GUYKEKPLLEVO GYNLLOL LLE TOVTOYXPOVN
yopfymon vyming ddong kutoapapivne (2 g/m? avé nuépa) pe cvveyr &yyvon yia 24 dpec.

Neppikr| dvclettovpyia
O1 veppikég emmAoKEG glval GLYVEC 6TOVG acbeveic pe moAlamiovy poéhoua. Ot acbeveic pe veppikn
dvodettovpyio Tpénel va TapakorovBoivial otevd (PAETe mapaypdpovg 4.2 kot 5.2).

Hrotwkr) duciettovpyia

H Poprtelopipmn petaporiletor amd nratikd Eviopa. H ékBeon e Poptelopipmng avédveral o
aocBeveig pe pétpro 1 coPfapn nrotikn Svciertovpyia. Avtoi ol acBeveic mpémet va Aappdvouy
Oepancio pe VELCADE o¢ peiwpéveg 660¢€1g Kot va mapoakolovfovvtal otevd yia to&ikotnteg (PAEme
mapaypdeovg 4.2 kot 5.2).

Hrotwée avtidpdoeig

"Exovv avaeepbel omdviec TepImTdoElg NTATIKNG avenapkelag oe acbeveic mov Adupavay VELCADE
KOl TOVTOYPOVE POPUUKEVTIKG, TTPOTOVTE, KOl TOV &iyov dAAe coPapd 1otpikd TpofAnpoto. AALEG
OVOPEPOLEVEG NTUTIKEG AVTIOPAGELG TEPIAAUPAVOUY AOENGT TOV NTOTIKOV EVEOU®V,
vrepyorepvOptvarpio Kot Nratitidon. Avtég ot aALOYEG LITOPETL VAL EIVOL AVTIGTPENTES PETA TNV S10KOT
¢ Boptelopipnng (PAéne Topdypago 4.8).

2Hvdpopo Aong 6ykov

Emedn n Poprelopipmn sivor évag kuttapotolikog mopdyoviag kot eEoAobpevet Tayéme Ta Kakonon
mloouatokvTTopd Kot ta kKottapo MCL, umopei va mapovctactody eXmAOKEG TOV GLVOPOLOL AVGNG
oykov. Ot acBeveig mov datpEyovv Kivduvo Tov cuVOPOLOL ADomg dYKoL glval EKeivol TOV
avteTonilovy 10 cofapd TpoPAnua Oykev Tpv and T Bepaneia. Ot ev Adym acbevelg mpénet va
TaPUKOAOLOOVVTAL GTEVA, EVD TPETEL VoL AAUPEVOVTOL 01 KATAAANAES TPOPLAGEELC.

2VYY0PNYNON QOPUOKEVTIKMV TPOIOVI®MV

Ot acBeveic mov Aappdvouv Poptelopiumn oe GuvdvLOoUO UE IEYVPOVE UVAGTOAELS TOV

CYP3A4 npénel va mapakorlovbovvrtal otevd. Amatteitol tpocoyn 6tav 1 Poptelopipnn cvvdvaletal
pe vrootpopata tov CYP3A4 1 tov CYP2C19 (BAéne mapdypapo 4.5).

Iowaitepn mpocoyn kot emPePaicon TG PLGIOAOYIKNE NTOTIKNG AEITOLPYING OTALTOVVTOL GTOVS
aoBeveic mov Aapfdavovy amd Tov 6TONNTOG VIOYAVKOKE (BAETE Tapdypapo 4.5).

AvT1dpaceig SuVNTIKG ETAYOUEVES OO OVOGOGUUTALYLLOTOL

Oy ouyva €xovv avapepOel avtidpdoeic SuvnTiKa emoyOUEVES OO OVOGOCGLUTAEYLOTO OTIMG
avtidpaon TOTov opoavociag, moAvappitida pe e£avOnpa Kol VIEPTANCTIKY onelpapaToveppitida. H
Boptelopipnn wpénel va. dtakomel €6v eUEovVIGTOOV coPapic avTOpacelC.

4.5 Aliemopdosic pe Ghio QUPROKEVTIKA TPOIOVTAH KOl GAAES poPPES ahinAemiopaocng

Meléteg in vitro vodetkviovy 6t 1 Boptelopipnn givar €vag acevic avaoctoréag Tav 1coeviduwmy
1A2, 2C9, 2C19, 2D6, kar 3A4 tov kutoypmdpatog P450 (CYP). Baoet tng mepropiopévng cvpfoing
(7%) Tov CYP2D6 610 petaporiond g Poptefopipmng, o parvotumog tov CYP2D6, mov cuppetéyst
eAMd10TO. 6TO LETAPOMGUO, deV avauévetar v exnpedlet T cuvolikn d1d0eon ¢ Poptelopipmng.

Mo pedétn QOPUOKEVTIKNG OAANAETIOpaoTG, 1 omoia a&lodAdynoe TNV emidpacn TG KETOKOVALOANG,
&vo¢ 1oyvpov avactorén tov CYP3A4, ot eapuakokvntiky g foptelopiumng (mov gvietan
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evooprePimg), katédeEe o péon avénon g AUC g Boptelopipmng katd 35% (Clooy [1,032 g
1,772]) pe Bdon ta dedopéva and 12 acheveic. I'ia To Adyo avtd o1 acbevelg mpémet va
mapakolovbovvtal oteva otay divetor 1 foptelopiumn oe GUVOLOCUO UE EVAV IGYVPO AVOCTOAEN TOV
CYP3A4 (m.y., ketokovalOAn, prtovoPipn).

Xe 1oL LEAETN QOPUOKEVTIKG AAANAETIOpaonS, 1| onoia agloldynoe TV enidpacT TG OUeETPaloAng,
&vog 1oyvpov avactorén tov CYP2C19, ot eapuaxoxvntikn g foptelopiunng (mov gvietal
evoopLePimg), dev vINPEE CNUAVTIKT EMIOPAOT OTO POPLOKOKIVITIKG YOPAKTNPIOTIKA TNG
BopteCopipnng pe Paon to dedopéva amd 17 acbeveis.

Mio HeAéTn QOPUAKEVTIKNG OAANAETIOPAOT|G IOV AELOAOYNGE TNV EMIOPUCT] TG PLPOUTIKIVIG, EVOC
oyvpov emaywyéa Tov CYP3A4, ot pappokokivntiky g Poptefopipnng (wov evietor evéopieping),
katéoeiée pia uéon peimon oty AUC ¢ Poptelopiumng katd 45%, pe Bdorn ta dedopéva amod

6 acbeveic. Tuvenmg, N TawTOYPOVN YPNon TG Poptelopipmng pe 1oyvpovg enaymyeic tov CYP3A4
(m.y. prpopmikivn, kapPapalenivn, eavotoivn, eavoPapPitdin Kot vreptkd/Balcapdyopto) dev
ouviotdral, kafdg propel va pelwbel 1 omoTeEAECUATIKOTNTO.

2V 1010 HEAETN QOPHOKEVTIKNG OAANAETIOpacN S Tov a&loddynce TV enidpacm tng deapedalovng,
evog o aobevoug emaymyéa Tov CYP3A4, ot pappokokvntiky g foptelopipnng (mov evietan
gvooQAEPimg), dev v pEe oNUAVTIKNY ETIOPAOT OTN QOPUOKOKIYNTIKN TG Boptelopipmng e Pdon ta
dedopéva amd 7 acbeveic.

Mo, HEAETN QOPUOKEVTIKNG OAANAETIOPAOT|G IOV AELOAOYNGE TNV ENMIOPUCT] TOV UEAPOAAVIC-
wpedviILovnc ot eoppakokyntikny ¢ Poptelopipmng (mov evietat evoopiefing), £0eiée o péon
avénon g AUC g BopteCopipnng 17% pe Paon to dedopéva omd 21 acbeveig. Avto de Bewpeitan
KAMVIKG oYeTIKO.

21 O18pKELD TOV KAVIKDV SOKIU®VY, ovapépOnke Oyt GuYVA Kot GLYVE DITOYAVKOULIOL Kot
vrepyALKalpia og dlafnTikovg acbeveic mov AapuPavay amd Tov GTOUATOG VITOYAVKALUIKA. e 0o0eVElg
7oV AapPavouy amd Tov 6TOHOTOG avTdpNnTiKa eapuoka, katd ) Oepancio e VELCADE, npénet
va TapakoAovBobvtal 6TeVE To, eminedo YAVKOING GTO aipa TOVG, EVM 1 06T TV OVTIONPNTIKOY TOVG
TPENEL VAL TPOCUPUOLETOL KOTAAAN AL

4.6 T'ovipétnTo, KONON KOl YoAOVYi

AVTIGUAAM YN O AVOPEC KO YOVOIKES

AOY® NG evoeyOUEVNC YOVOTOEIKNC dpdiong tng Boptelopipnng (PAEre Tapdypago 5.3), ot yuvaikeg o€
AVOTOPOY®YIKT NAKIO TPETEL VO YPNOUYLOTOLOVY OTOTEAEGUOTIKG HETPO OVTIGVAANYNG KOt VO,
amo@VYoLV vo. petvouv éykveg Katd tn dudpketa g Oepaneiog pe VELCADE kot yuor 8 urveg petd tnv
oloxkAnpwon g Oepameiag. Ot avopeg acbeveig Oa TpEmeL va Yp1GILOTOLOVY OTOTEAEGUAUTIKG LETPO,
AVTIGVAANYNG KO VO GUVIGTATOL VoL UnY Kavouy oidi evoco Aapfdavooy VELCADE kot yo 5 puiveg
petd v odokAnpwon tg Oepaneiog (BAne Tapdypapo 5.3).

Kvnon

Agv vapyovv dabéoipa kKhvikd dedopéva yia tn Poptelopipmn oyxetkd pe Ty ékbeom Katd )
duapketa g kononc. H mbavotnta tepatoydvov dpdong g foptelopinmng dev Exel epevvndet
TMNPOG.

e un kKAvikég pedétec, 1 Poptelopipnmn dev £d€1Ee va emdpd otV UPpLIKN avanTuén TV
POLPULOY KOL TV KOUVEAMV, OTIS DVYNAOTEPES AVEKTEG OOGELS Yia TIG UNTEPES. Meléteg oe
nepapatoélma yio vo, damiotmbel 1 exidpacn g Poptelopipmng otV TopEin TOV TOKETOV KO TG
avamtuéng petd tn yévvnon dev €xovv die&oyBel (PAéme mapdypapo 5.3). To VELCADE dev npénet va
YPTOLOTOLEITAL KATE TN S1APKELN TNG KUNONG EKTOG €0V 1 KAWVIKN KOTAGTOON TNG Yuvaikag amottel
Oepaneio ue VELCADE. Edv to VELCADE ypnoomombei kotd v kdnon 1 1 acbevig kotaotel
£yKvoc katd tn diapkela g Oepameiag e Le oTO TO PUPHOKEVTIKO TPoidV, TOTE 1| acbevig Tpémel
va evnuepmbel yuo tov mbavo kivouvo mov evéyet n Bepameia yio o EuPpuo.
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H BoAdopion givor pia yvoot) 1EpaToyOVOC SPAGTIKN 0VGIN TOV TPOKAAEL GOPOPES, ATENTIKES Yo
) {on dwpaptieg dSamidosws. H Bolidopion avievdeikvotot Kotd T Sidpkela TG KONOMG Kol 8
YOVOIKEG IOV EIVOIL OE OVATOPUY®YIKT NAKia, EKTOC €6V TANPOVVTAL OAEG 01 TPOUTOOETELS TOV
TPOYPAUUATOS Yiot TPOAN YN KONong pe Balidopion, Ot acbeveic mov Aapupdvouy VELCADE og
cuvdvooud pe BaAdopidn TPETEL VAL TNPOLV TO TPOYPALLO TPOANYNG KONoNG TG BoAdopidng.
AvatpéEre oty [epiknym tov Xapoktnpiotikdv tov [Ipoidvtog tng Balidopidng yio meplocoTepeg
TANPOQOpiEC.

OnAaopog
Agyv gival yvooto gdv n Poptelopipan anekkpivetal 6to avlpamivo yaia. Adym tov mhavov

cofapmdv avembountov evepyelmv ota Ppéen mov MAalovv, o INhacuog TPémel Vo, S1UKOTTETAL KOTE,
) Sudpketla Oepaneiog pe VELCADE.

Tovyomta
Agv &yovv delayBel peéteg yovipodtrog pue 1o VELCADE (BAére mapdypago 5.3). Adym g

EVOEYOLEVNC YOVOTOEIKNG Opdiomg TG PopteCopiunng (BAEre Tapdypapo 5.3), o1 avdpeg acbeveig Oa
npénel va, ova{NTovV GUUBOVAN Y1 TI SLOTPTON TOL CTEPUATOC KOl Ol YOVAIKEG GE OVATUPOY®YIKT|
NAwia Ba Tpémet va avalntovy GUUPOVAT GYETIKA LE TNV KPLOCLVTIPTON WOPI®V TPV UTo TNV
évapén g Bepameiog.

4.7 Emodpacels otny IKOvOTNTO 00171|61S KAl YELPLOROV UMY OVI|LATOV

To VELCADE é£ygt pétpia enidpacn oty tkovoTnTo, 00Mynong Kot ¥epiopod unyovnudtov. To
VELCADE pmopet va cuvdéetal moAd cuyva pe KOTwor, cuyva ue (AATn, Oyl GuYVA LE GUYKOTN Kol
ouyva pe opbootatikn vrotaon 1 Bounr 6paor. Katd cvvéneia, ol acbeveig mpénet va ival
TPOGEKTIKOL OTAY 0O YOOV 1 YPNCLOTOI0VV UNYOVIHOTO KOl TPETEL VO GUVIGTATOL VO, 1V 001YOUV 1)
yeWPilovtal unyaviLoTo €AV TOUPOVGIAGOVY VTA To cLUTT®TO (BAETE Tapdypapo 4.8).

4.8 AvemOOunteg evépyereg

Hepiinyn 1oV Tpoeit acodisiag

Ot coPapég avemBounteg evépyeteg mov avaeEpOniay oyt cuyvd katd ) ddpkeo Bepansiog pe
VELCADE mepthappdvouv kapdiokn avendpkelo, cOVOPOoUo AVoTg GYKOL, TVEVLOVIKT VIEPTOOT,
oLVOpopo omticOog avasTpiyiung eykeparonddetog, ofeieg d1ayvTeg dNONTIKEG TVELUOVIKEG
STapayEC Kot GTTAVIO. aVTOVOUT vevporadeia. Ot o cuyvég avemBOUNTEG EVEPYEIEG TOL
avapépOnkav katd tn owdpkela Oepaneiog pe VELCADE givan vavtia, didppota, Suokotlotnto,
éuetoc, konwon, mupeéio, Opouponevia, avaiuio, ovdeTeponeVia, TEPLPEPIKT VEVPOTADEL,
(cvumeprrapfovouévng e atodnTikng), keparadyia, Tapaicnecio, pelwuévn opetn, dvcmvola,
e&avinua, épmng {ootpog Kot poaAyia.

Hepiinyn Tov avemBOunToOV EvePYEIDV GE Tivaka

Tloldamrody Moélwua

O avemBounteg evépyeteg otov Ilivaka 7 BempnOnkav amd Toug pELVNTES OTL £XOVV TOLAGYLIOTOV LidL
gvoegyouevn N mhov artiorloyikn cvoyétion pe to VELCADE. Avtég ot avemiBounteg evépyeteg
Bacifovtot oe evomompévn Paon dedopévov yia 5.476 acbeveic, ex T@v omoiwv ot 3.996 acbeveig
éhapav Ogpomeio pe VELCADE ota 1,3 mg/m? ko nepihopBavovtot otov Iivoka 7.

Yvvolikd, 1o VELCADE yopnynnke yia t Ogpomeio tov molhamrod poekmdpotog o€ 3.974 acleveic.

Ot avemBOuNTEC EVEPYELEG TAPOVGLALOVTOL TAPOUKAT® OVA KOTIYOPLo/0pyaviKO GUGTILO Kot
katnyopia cuyvotnrag. Ot cuyvotnteg opilovrarl mg e€ng: TTodd cvyvég (= 1/10), cuyvég (= 1/100 €mg
< 1/10), 6yt cvyvéc (= 1/1.000 émg < 1/100), omavieg (> 1/10.000 émg < 1/1.000), ToAd omdvieg

(< 1/10.000), un yvootég (dev pumopovv va extiunBovv pe Baon ta dwbéoipa dedopéva). Evtog kabe
Katnyopiog ouyvoTnTag ELPAVIONG, O avemBounteg evépyeteg mapatifeviot Katd pbivovca celpd
cofapottac. O Iivaxag 7 dnuiovpyndnke pe ) yprion g Exdoong 14.1 tov Ae€ikod MedDRA.
"Exovv cvumepiingbei emiong avembounteg evépyeleg Hetd v KukAo@opia mov dev Tapatnpnonkay
0€ KAMVIKEG OOKLUES.

15



Iivaxag 7: AvemOounteg evépyeieg o€ aobeveig ue Ilollarlodv Mvédwua wov Elafov Oepameio ye
VELCADE o¢ k1viKég OKILUES, Koi OAES 01 OVETIODUNTES EVEPYELES LETC, THY
KvKAopopia, aveloptitwe évoeilns”
Kotnyopia/
Opyoviko
oVGTNUO Enintoon Avem@ountn gvépysia
Aoudéeig kot Suyvég "Epmng Lootpog (cupmepthapufavoprévon Tou SiivTov Kot TV
TOPOCITDGELS o0pBolukov), ITvevpovia*, AtAdc épanc*, Mukntiaon™®
Oy ovyvég Aolpoén*, Baxmplaxéc bopumnéec*, loyeveic Aopuméeic*,
Enyopio (copmeptAapovopévng tng onmTikng KotamAn&iog)*,
Bpoyyonvevpovia, Aoipmén amod 16 tov épanra*, Epmntiky
unviyyoeykepaiitido *, Baxtnploapio (copmeptrapfavouévng
a6 otapLAdKokKo), Kpin, I'pinn, Kutrapitida, Aoipmén mov
oyetileTon e ouokevn, Agppatiki Aoipmén®, Aolpwén tov
®TOc*, TTOELAOKOKKIKN Aoiuwén, Odoviikn Aoiumén*
Yravieg Mnviyyitida (copmeptrapfavouévne g aktnprakng), Aoipumén
amo6 tov 10 Epstein-Barr, ‘Epnng yevvntikaov opydveov,
Apvoydaritido, Moctoeditido, ZHVOPoLIo KOTMONG LETH Ao
10yev] Aoiumén
NeomAdopota Yrhvieg Kokonfeg veomiacua, [TAacpatokutTopikn Asvyoiuia,
Koo 0, Kopxivopo veppav, Mala, Xmoyyoedng pokntiaon, Kaiondeg
Kokon O Kot un veomlaopo*
kaBoprloueva
(mepriapPavovton
KUGTEL Kol
TOAOTOOEC)
Awrtopayéctov | ITodd cuyvéc | OpouPomevia*, Ovdetepomevio®, Avaiuio*
OLHOTTOMNTIKOV KOl | Zuyvég Agvkomevia®, Agupomevia™
TOV AEUPLCOD Oyt ovyvég [Movkvttaponevia®, Epndpetn ovdetepomevia, Oeia dratapayn
GUGTNLATOS oV pnyevicpov THéENc*, Asvkokvttdpwon*, Aeppadevorddeia,
Awolvtiky ovoapio
Yrhvieg Audyotn evdayystokn Tén, @poupoxvttdpwon®, ZHvopouo
VIEPYAOLOTNTAG, AtaTapayn Tov aiponetaiiov MAK,
OpouPmtikn pikpoayyelomadeia (cupmepthapfovouévne g
Opoppomevikig mopevpac) ¥, Apatoroyiky Stotapoy MAK,
Awoppayikn 5160gom, Agppokvttapikn dundnon
Awrtopayéctov | Oy ovyvéc Avyyeooidnua *, YrepsvaoOnoio*
OVOGOTOMTIKOD | XmAvieg Avaeoiaktikny KotamAinéio, Apviogidmon, Avtidpaon
GUOGTNLOTOG EMOYOLEVT OO 0VOGOGVUTAEYUOTO, TOTTOV 111
Awzoapayéc tov | Oy cuyvéc YHvdpopo Cushing®, YrepBopeoeidiopndc*, Ampdopopn Ekkpion
EVOOKPIVIKOD OVTIOLOLVPNTIKNG OPUOVIG
GLGTILOTOG YTOvIEG Y o0vpeoetdiopuog
Awrtopayéctov | ITodd cuyvég | Mewwpévn 6peén
petafolopov Kat | Zvyvég Apvddtmon, Yrokahoupio®, Yrovatpiopio®, Mn @uolohoykn
™g Opéymg yAvkoOn aipatog*, YraoBeotiompio®, Awtapayn evibpov™®
Oyt ovyvég YHvdpopo Adong 6ykov, Amotuyia avarTuénc®,
Yropayvnowoupia *, Yropooeotopio *, Yrepkatopio *,
YrepacPeotwopio*, Yaepvatplopio *, Mn @uoloAoyikod ovptkd
o0& *, Takyopnong dwfnmc*, Katakpdtnon vypaov
Yrhvieg Yrepuayvnowpio *, Oéwon, Hiektpodvtikég dratapayés *,

Yreppoptmon pe vypd, YmoyAopoio*, Yrooykaiuio,
Yrepyropoapio*, Yaepooceataipio*, Metafolikn diotapayn,
Avermdpkela coumiéyporog Prrapivng B, Averdpkela frrapivng
B12, Ovpuci apBpitida, AvEnuévn 6peén, Avcaveia
OLVOTIVEVLLOTOG
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Yoyrorpikég
dlaTapayég

2uyveéc

Awzapayéc dubsonc*, Ayyddng dwatopoyn*®, Awatoapoyn vavov*

Oy ovyvég

Yoyu dwatapoyn™*, Pevdaionon*, Puywown dwtapayn®,
2Oyyvon*, Avnovyia

Xmhvieg

AVTOKTOVIKOC 100G UOC*, Alotapayn TPOSAPUOYNS,
Hopoapnua, Metopévn yeveTholo opun

Awotapoyéc Tov
VELPIKOV
GUOTNHOTOG

[ToAd cuyvéc

Nevponabeiec*, [eprpepikn asbntiky vevporadeia,
AvoarsOnocio®, Nevpaiyio *

2uyvE

Kwntikn vevpondBeln®, AndAigia cuveidnong
(ovumepriapfoavouévng g cvykonng), ZaAn*, Aveyevcio*,
AnBapyoc, Keporaryio*

Oy ovyvég

Tpopog, [eprpepixn arsbnrikokivnTiky vevporddeia,
Avoxwvnoio*, AlatapoyEg GUVTOVIGUOD TUPEYKEPUAISOC Kot
ooppomiac*, Atmieio pvnung (un cvumeptiapufavouévng tg
avouwog)*, Eykepatomdabeia*, Zovopopo onicHiag avastpéyiung
gykeparonddeiac’, Nevpoto&ikdtnro, Eminnrikég Swatopoyéc*,
MebOepmntikn vevpodyia, Atatapayr Aoyov*, Zovopouo
aviovywv Toddv, Hukpavia, Ioyoiyia, Alatapoyn otnv
npocoyn, Mn pucloloyud avtavakioaotikd™, Ilapoopio

Xrdvieg

Eykepotkn aoppayio®, Evookpaviakn aipoppayio
(cvumepriapfoavouévng e vopoyvoedovc)*, Eykepoaiikd
oidnua, [Tapodukd woyarpkod enelcodio, Kopa, Actadeia
OVTOVOLOL VELPIKOD GLGTNLATOC, Avtdvour vevporddeta,
Eykepohkn mopdivon*, Ilapdivon*, Ildpeon*, [Ipocvykomnny,
SHVOPOUO EYKEQPOMKOD GTEAEXOVG, AloTapayn TOV oyyElmV TOV
gykepdiov, BAAP1 pilog vedpov, Poyokvntiky
VIEPOPUCTNPLOTNTA, ZVUTIEST] VOTIOIOL Hoelod, Nontiki
dwtapayn MAK, Kwvnrtikn dvciettovpyio, Atotapayn vevpikon
ocvotiuatoc MAK, Pilitida, Akobolo ekpor G1EAOL Ao To
otopa, Yrotovia, ZOvépopo Guillain-Barré”, Amropvehvotiki
ToAvVEVPOTaOELa”

O@Oarpcég
dlaTapayég

2uyveéc

Oidnua tov o@Oaiuov*, Avouain opacn*, Exmepukitioo*

Oy ovyvég

Awoppayia Tov 0pBoipov®, Aoipmén tov Prepdpov®,
Xoralo®, Bhepopitido”, ®heypovn tov 0@Baiuov*, Amhomnia,
Enpogbaiuio*, Epebiopnog tov opbaipuov*, Iévog Tov
00000, Aakpippoto avénuévn, Oedoulukd kkpuo,

Xrdvieg

AAloiwon tov kepatoedovs®, EEopOaipoc,
Apeipinotpoedonddeia, kotmpa, OpBoiikn dtotapayn
(ovumeptapfavopévov tov Prepapov) MAK, Exriktnn
daxpvoadevitida, Potogopic, Pwtoyic, Ontiky vevporddeio’,
Awpopetikoi Babpoi ontikng dusiertovpyiog (Emg Kot
TOeAmon)*

Awotapoyéc Tov
®TOG KOl TOV
AapopivBov

Yuyveéc

Thavyyoc*

Oy ovyvég

Avcakoia (cuumepiiapfovopévav tmv eufodv)*, ‘Exttomon g
OKOVOTIKNG 0E0TNTOG (£1G Kot GUUTEPIAAUPOVOUEVNC TNG
KOQmoNg), Avepopia Tov ®ToOc*

Xrvieg

Qroppayia, ABovcaia vevpwvitida, Atatapoyn tov wto¢ MAK

17




Kopdiaxég
dlaTapayég

Oy ovyvég

Kopdioxdg emmopatiopdc *, Kopdioovomvevotikn avakomy*,
Kopdiakn poppoapouyn (copmepthaptBovouévng KOATIKNG),
Kopdiakn averdpkelo (copmeptlapfovouévng e apiotepng Kot
¢ 0e&lac kothag)*, AppuOuia*, Toyvkapdio*, AicOnua
oAV, ZOayyn, [epwapditida (copmeprropfavopévng g
TEPIKAPILUKNG GLAAOYNG VYPOV)*, KapdropwondBeia*, Kothiokn
duciettovpyio*, Bpadvkapdio

Xmhvieg

KoAmkog mrepuyiopods, Eugppaypo tov pvokopdiov*,
KoAmokoumokdg amokieiopoc*, Koapdiayyelokn dtatapoyn
(ovumepriapfovopévng g kapdoyevoig kataminéiog),
Kothoxm toyvkapdio diknv puridiov, Actadng otnddyym,
Awtapayn Kapdiaxng Barfidac*, Avendpkelo oTEPAVIOLING
aptpiag, Preforxoufikn avaxkonn

Avyyelokég
dloTapayéc

2uyvEC

Ynoétaon®*, Opbootatikn vadtacn, Yréptaon™

Oy ovyvég

Ayyeloxd eykepolixd eneico6dio ¥, Bv tm Badet phefuch
Opoupoon*, Awoppayia*, @poupoerefitioa
(ovumepriapfovopévng g emmoing), Kvklopopikn katéppeyn
(cvumeprAapfovoprévng TS VITOOYKOUIKNG KoTomAn&lag),
DdArefitda, EEayn™*, Ayndtopa (courepiiapfovouévon tov
nepveppko)*, Itwyn meprpepikn Kokhopopio*, Ayyeutida,
Yrepapio (cuumepiiapfovouévng g ophoikng)*

Xmhvieg

[epupepixn epPoirn, Aeppoidnua, Qypodtnta, Epvbpoueiaiyia,
Ayyelodtootorn, DAefikoc amoypmpuotiopnog, Grefikn
OVETAPKELDL

Awtapoyéc Tov
OVOTVELGTIKOV
GUOGTNOTOC, TOV
Ompoka Kot Tov
uecobmpaxiov

2uyvE

Avonvolo*, Enictaln, Aoipmén tov avdtepon/KoTtdTEPOL
aVOmVELGTIKOD cuoThuatoc*, Briyoc*

Oy ovyvég

[Mvevpovikn epPoirn, ITigvpitikny cuAloyn, ITvevpovikd oidnuo
(ovumeprapfavopévou tov 0&€og), Kuyeldkn apopporyio
nvevpove’, Bpoyydomacpog, Xpovia amo@paktiky
nmvevpovoradeia*, YroEapio*, Zoueopnor ovomveLeTIKNG
0d0v*, Ymo&ia, [TAevpitida*, Ad&vykac, Pvoppora, Avcpwvia,
2uprypog

Xrdvieg

AVOTVELOTIKY| OVETAPKELD, ZVVOPOUO 0EEING AVOTVEVOTIKNG
duoyépetog, Amvola, Ivevpobopokag, Atehektoacia, [Tvevpovikn
véptaot, Adntoon, Yrepaepiopog, Opbonvora,
[Mvevpovitida, Avarvevotikny aAkdAiwon, Taydrvola,
[Mvevpoviky tvoon, Bpoyykn dwtapayn®, Yrokamvio*,
Awgpeon mvevpovomdfeila, Atdnon Tvedpova, ZveELYKTIKO
aicOnpa Aapov, Enpdtnta tov edpuyyd, AvEnEvn EKKplon TOV
avo agpaymymv, Epediopuog tov Aatpovn, Zovopouo By tov
OVATEP®V OEPAYWDYDV
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Awotapoyéc Tov
YOOTPEVIEPIKOV

IToAd Guyvéc

SOUTTOUOTO VO TIOG Kot euétov *, Aldppola®, AvokotMotnto

2uyvEG

laotpeviepkn apoppayio (copumepAapovorévov Tov
BAevvoydvov)*, Avoreyio, Zropatitida*, Atdtacn g Kotiog,
Ytopato@apuyykd dayoc*, Kotlokd dAyog
(cvuTEPIAAUPOVOLEVOD YOGTPEVTEPIKOD KOL GTANVIKOD
GAyovg)*, Zropotikn Sratapoyn’™, Metewpiopoc

Oy ovyvég

Hoykpeatitido (cvumeptiappfavopévng g xpoviag)*,
Awotéueon, Odnuo xethéwv*, Factpeviepikn and@poéin
(cvumepriapfovouévav e amoEpaéng Tov AETTOD EVIEPOL, TOV
eteov)*, Kotlaxn dvopopia, EEEAkmoN Tov oTOHTOCY,
Evtepitioa*, Faotpitida*, Ovioppayia, ['actpooicopayikn
moAvdpounon*, Koritida (cupmeptlapfavopévonv tov
clostridium difficile)*, Ioyayuky koMtda®, ®Aeypov Tov
Yoo TPEVTEPIKOV*, Avceayia, Ovipopo guepébiotov eviépov,
Awzapayn Tov yaotpeviepikol cvotiuoatog MAK, INoooa
EMYPLOTY, AloTapoyn TNG KVNTKOTNTAG TOV YOO TPEVIEPIKOD
ocolMvo*, Alatopayn olehoydévou adéva*

Xmhvieg

O&ein maykpeatitda, [epirovitida*, Oidonua yrwccoc*,
Aocxkitng, Owsopayitda, Xehitida, Akpatelo KOTpavmv, Atovia
TOV GOLYKTN PO TOL TpwkTov, KompoiBoc*, I'actpeviepkn
e&élkwon Kot ddtpnon *, Yreptpopio twv 00Amv, Meydkolro,
Exkévoon and 10 0p0o, PAOKTAIVES TOL GTOUATOPAPVYYL*,
AAyoc tov yelléwv, Ileprodovtitida, Paydda tov mpwktov,
MertafoAin otic cuvrfeieg Tov evépov, [lpwktaiyio, Mn
(QVGIOMOYIKA KOTTPOVA,

Awotapoyéc Tov
NTOTOC KOl TV
YOANPOP®V

2uyveéc

Mn @ucloroyikd nratiko Evivouo*

Oy ovyvég

Hratoto&ikdtnra (cupmepthopuavouévng e Naotikng
dwtapayng), Hratitida*, Xolodotaon

Xrdvieg

Hratum averndpkelo, Hrotopeyoio, ZOvopopo Budd-Chiari,
Hratitdo amd kvttopoueyaroio, Hratkn apoppayia,
XoioMbioon

Awtapoyéc Tov
OEPLOTOC KOl TOV
VTOSOPLOL 16TOD

2UyVEC

E&dvOnua*, Kvnoudc*, Epbbnuoa, Enpodepuia

Oy ovyvég

[MoAdpopo epvbnua, Kvidwon, O&ela eumdpetn ovdeTEPOPIAIKT|
depuatmon, To&kod e&avOnua 6éppatog, To&ikr emdeppkn
vekporvon”, Zovépopo Stevens-Johnson #, Aeppatitida*,
Awzapayn tpyopatos®, Tetéyeeg, Exyduwon, BAdpn
déppatog, [Topevpa, Mdala tov déppoatoc*, Yopiaon,
Yrepidpmon, Nuktepvol 18pmrec, Elrcog kotdritong #, Akpun*,
droKTawva *, Aatapayés pehdyypoong®

Xrdvieg

Agppotikn avtiopaon, AgpporkvtTapikn omonon tov Jessner,
YHvdpopo molapo-tedpotioiog epudpodvucatcinciog, Ymodopia
alpoppayia, Aktomth TeEAAimon, ZKARPUVEN TOL dEPUOTOC,
Bhatida, Avtidpaon pwtogvaicOnoiog, Zunypotoppota, Kpvog
Wwpatag, Awtapayn oéppatog MAK, EpuBpmaon, ‘EAkog Tov
dépuoTog, Alatapoyn ovuyo

Awotapoyéc Tov
LLDOGKEAETIKOD

GUOTNLOTOG KO
TOV GUVOETIKOD
16TOV

IToAd Guyvéc

MvookeheTikd GAyoc*

2UyVEC

Mvikoi oracpoi*, Alyog o€ dikpo, Muikn advvopio

Oy ovyvég

Mvikég decpdmoets, Atoykmon apbpwong, Apdpitida*,
Avoxouyia apOpmanc, Mvorabeiec*, KapnPapia

Xmhvieg

Papoopwdiveon, Zovdpouo kpotagpoyvadikig dpbpwong,
Yvpiyywo, E&dpopa apbpwonc, I1évog ot yvabo, Octikn
droTapayn, AOUDEELG KO PAEYUOVEG TOL LVOCKEAETIKOD
GLGTHLOITOC KOl TOV GUVOETIKOV 16T0v*, Kot apOpucod vuéva
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Awrtopayéc tov | Zuyvég Neppikn dvcieitovpyio™®
VEPPOV K1 TV [ Oyt cuyvég O&ela ve@pikn avemapkelo, XpoOvia VEQPIKT AVETAPKELL™®,
oVPOPOPOV 0OMV Ovporoipmén*, Znuelo Kot GUUTTORATO OO TO OLPOTONTIKO™,
Awatovpia*, Koatakpdtnon ovpwv, Atatapoayn ovpnong*,
[pwteivovpio, Alotauio, OAryovpio*, IToAlakiovpia,
YTOVIEG Epebiopog ovpoddyov kHoTng
Awrtapoayéc tov | Oyt ovyvéc KoAmn apoppayio, AAyog yevvntik®v opydvov*, Xtotikn
VTP @YTIKOV duciettovpyia
GUOTNHOTOC KO | XAvieg Awrapoyn 6pxewv¥, Ilpootatitida, Alatapayn poctov Oieod,
TOV HOGTOV EvaieOnoio emididvpidag, Emdidvpitida, Alyog muédov,
E&éAkmon aidoiov
Yuyyeveig, Yravieg Amlaoia, Avemhocio Tov YoaoTpEVTEPIKOD cmANVA, Ix0bmon
o1KoYeVeElg Kot
YEVETIKEG
daTapayés
Tevikég IToAd cuyvée | TTupetia*, Konwon, EEacOévion
draTaporyés Kot ZoyvEG Oidnua (cuumeptropufavouévou Tov Teplpepkov), Piyn, Alyoc*,
KOTAOTACELS TNG AioOnpo xokovyioc*
0800 YopNyNong |0yt cuyvég Emdeivoon g yevikng puoikng katdotaonc*, Oidnua
npoo®nov*, Avtidpaon g 0éong éveonc*, Atatapoyn
BAevvoydvov*, Owpakikd dAyog, Awtapayn Tov Padicpotod,
AioOnon yuypov, EEayyeiwon*, EmmAokn opeildopevn og
kafetpa*, Metafoin ot diya*, Owpakikn duvcpopia,
AicOnon petafoAing g Bepproxpaciog Tov cdUaToc*, AAYOC TG
0éong éveonc*
Yrhvieg ®dvatog (copmepriapfovopévou Tov aievidtov), [lToAvopyavikn
avemdpkela, Alpwoppayia g 0éong éveonc*, Knin
(cvumepAapuBavoUEVoD TOV 01GOPAYIKOD TPLOTOC)¥,
KobBvotepnuévn emovimon™*, Oreypovn, @refitioa g Béong
éveonc*, Evaiotnoia, 'Edxog, Evepebiotdotnra, Mn kapdiokd
Owpaxikd dlyog, Alyoc g Béonc tov kabetnpa, AicOnon EEvou
CMLOTOG
Mopaxivikég 2UyVEC Meiopévo couatikd Bapog
efetdoelg Oyt ovyvég YnepyorepvOpvorpio®, Mn guo10A0YIKES TPOTEIVIKES
avaAveelc*, AvEnuévo copatikd Bapog, Mn @ucloAoyikég
e€etaoelg aipatoc*, AvEnuévn C-avtiopmoo TPOTEIVN
Yrhvieg Mn guctoroykd aépia aipatoc™, Avopoaiieg
NAEKTPOKOAPIOYPAPILATOG (GUUTEPTAAUPBOVOUEVIC TG
mopatacng Tov dwwotuatog QT)*, Mn euctoroyikn d1ebvig
opolomompévn oxéon*, Mewmpévo yootpiko pH, AvEnuévn
oLGoMPEVOT) aoneTaAi®V, AvEnuévn Tpomovivn 1,
Tavtonoinom tov 100 kot oporoyio*, [Taboroyikn eEétaon
ovpmv*
Kokooelg, Oy cvyvée [Ttoon, Morlomog
dAnnpracelg kot | Ewavieg Avrtidpaon kotd ™ petdyyon, Kotdypato *, Piyn*, Kdkwoon
EMMAOKES TOV npocmnov, Kdxwon apbpwonc*, Eyxadparta, PH&n, Akyog and
BepamevTiKdV wTpkn Tpdén, Kokmoeig and axtvoforio*
YEPICUDV
Xepovpywoli ko | Zmdivieg Evepyomnoinon pokpopdymv

Aot wtpikol
YEPIoUOL

MAK = pn dAog kaboplopevn
: Opadomoinon TepLocdTEP®V and VOGS TPOTIUDUEVOVY Opv Tov MedDRA

#

AvemBounteg evépyeieg Letd TV KuKAOQOopia aveEapTTOG EVOEIENG
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Aéupwuo. arxo Kotrapo too Mavovo (MCL)

To wpopik aopdrelag Tov Velcade og 240 aobeveic pe Aéppopa and KOTTOpo Tov Lovoda ToV
MpBavay Oepoameio pe VELCADE ota 1,3 mg/m? o€ cuvduacud pe prrovEipdumn, KokAopooeauidn,
do&opovPikivn kot Tpedvilovn (VeR-CAP) évavti 242 acbevav mov Adpupavay Oepameio pe
PLTOLEUANTY], KVKAOPOOQOLIdN, do&opovPikivn, Bvipiotivn kot Tpedvilovn [R-CHOP] ntav oyeticd
TOPOUOL0 LE EKEIVO OV TTapatnpOnKe og aobeveig pe ToALaTAODY HLEA®L, e TIG KOPLES OlopOopEg
va TEPLYPapovTaL Topakdte. Exmpdcheteg avembiunteg avtidpacelg 6to gapuoKo mov
tavtomomOnKay Kot oxetiCovtav pe ™ xpnon g Oepaneiog cuvdvacuod (VcR-CAP) ntav Lolpwmén
nratitdog B (< 1%) kot woyaipio Tov pookapdiov (1,3%). Ot TapoHolEg ETMTOCELS AVTOV TOV
oupPdvtov Kot 6ta dVo okéAN Bepomeiog VIEdEIEaY OTL Ol GUYKEKPIUEVES OVETIOVUNTES AVTIOPAGELG
070 QAPHOKO deV pumopovv va amodobovv povo oto VELCADE. A&oonueintec dtopopéc otov
mAnBvuopd acbevov pe MCL g oOyKpion [ Toug acheveic oTIg LEAETES TOV TOAAATAOD HVEADUATOG
nrav pio katd > 5% vymAotepn EXIMTOGCT TOV ULATOAOYIK®DV OVETIOOUNTOV EVEPYELDV
(ovodetepomevia, Opouponevia, Aevkomevia, avaipio, AeuPomevia), TEPLPEPIKNG AIGONTIKNG
VEVPOTADELNG, VITEPTAOT|G, TVUPEEING, TVEVHOVING, GTOLOTITIONG KOl SLOTOPAY DY TPLYDUOTOG.

Ot avemBOunTec avTdpdoelg ol onoieg TovtomomOnKay wg ekeiveg pe enintmon > 1%, mapdpola
VynAOTEPN eminton 610 okéhog VER-CAP kot TovAhdyiotov evdeyduevn 1 mavi alttoAoyikn oyéon
LE T1G ovVIoT®oes Tov okéAoVG VER-CAP, avapépovtot atov [ivaka 8 mapakdtw. [Tepiiappdvovton
enmiong ot avemBvunTeg AVTIOPAGELG GTO PAPUOKO TOL TowToTomOnKay oto okéhog VER-CAP, ot
omoieg OempnOnke amd ToVg EpeLVNTEG OTL £YOVV TOVAGYIOTOV EVOEXOUEVT 1| TTOOVY CLTIOAOYIKT OYEOM
ue 10 VELCADE pe Bdon ta 1otopikd 6edouéve. amd Tig LEAETES TOV TOALOTAOD HVEADUOTOC.

Ot avemBduntec evépyeleg TapovolalovTal TUPUKATD VA KUTYopio/opyaviKd GOGTNUO Kol
katnyopia cuyvotnrag. Ot cuyvotnteg opilovral g €€ng: [ToAd cvyvés (= 1/10), ouyvég (= 1/100 €mg
< 1/10), 6yt ovyvés (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 £émg < 1/1.000), Tohd omdvieg

(< 1/10.000), un yvwotég (dev pumopovv va extiunBovv pe Baon ta dwbéoiua dedopéva). Evtog kabe
KaTnyopiog cuyvoTnTag ELPAVIoNC, Ot avemiBounteg evépyeleg mapatifeviat katd ebivovca celpd
coPoapomrac. O IMivaxag 8 dnuovpyndnke pe tn xprion e Exdoong 16 tov Aeikod MedDRA.

Hivaxog 8: AvemOounteg evépyeleg oe aobeveic ue Aéupwua oo Kotropo too Movovo mwov
Adupovay Oeporeio e VeR-CAP oe pia kAvikn doxiun

Katnyopia/

Opyoviko

26T, Enintoon Avem@ountn evépyera

Aoudéeig kot IToAv Xvyvéc  |Ilvevuovio*

TOPOGITOGELG Suyvég Inyouio (cupmepthapfavouévng tng onmTikng KotamAn&iog)*,
"Epnng Lootpag (cupmepthapfavoprévon Tov diduTov Kot TV
0pBoAkov), Aoipmén amod 16 Tov épmnta*, Bakmplokég
AomEeIc*, AolmEn TOV OVAOTEPOV/KOTOTEPOL OVATVEVGTIKOD
ovotuatoc*, Mukntactkn Aoipwén*, ATAdg épmng*

Oy Zoyvég Hratitda B, Aoiumén *, Bpoyyomvevpovia

AwTopayéc Tov IToAv Zvyvég | OpouPomevia*, Eumdpern ovdeteponevia, Ovdetepomevia®,

OLLOTTONTIKOD KOl Agvkomevia*, Avouuio*, Asueonevio®

TOV AEUPLKOD Oy Zoyvég Havivtrapomevia®

GLGTNULATOG

AwTopayéc Tov Suyvég YrepevoioOnoio*

avocomomtikoy  [Oyt Zuyvég AvaQUAOKTIKT avTidpaon

GLGTNUATOG

AwTopayéc Tov ITold Xuyvég | Mewwuévn 0peén

petafolopod kat | Tuyvég YrokaAoipio*, Mn guceloloyiky yAvkoln aipotog®,

™g Bpéymg Yrovotpropio*, Xakyapmong dwupnnc*, Kotakpdmmon vypov

Oy Zoyvéc 2Hvopopo Abong OyKov

Yoyuorpikég 2oyveEg Awtopayég vmvov*

dlaTapayés

21




Awotapoyéc Tov

IToAv Zuyvég

[eprpepikn aicOntikn vevponddeta, AvcaicOnoio*,

VEVLPIKOV Nevpodyio*
GUGTNLOTOG Yuyvég Nevpomdbeiec*, Kivntikn vevpordbeia™®, AtmdAeio cuveidonong
(ovumeprrapfovouévng e ocvykomng), Eykepolonadeia®,
[Teprpepikn arcOntikokiyntiky vevporadeia, ZaAn*,
Avcysvcio®, Avtdvoun vevpomddeio
Oy Zoyvég Aotd0g10 aLTOVOLOL VELPLKOD GLUGTHIOITOSG
O@Oarpucég Suyvég Avopoin 6paon®
dloTapayéc
AwTopayéc Tov Xuyvég Avcakoio (cuumeptiapfovouévay Tmv eufomv)*
®ToG KoL TOV Oy Zoyvég Tayyoc*, "Exntwon g akovoTikng o050t tog (€mg Kot
AapupivBov GUUTEPIAAUPAVOUEVIC KOQ®GNC)
Kopdiakég Suyvég Kopdiakn poappoapuyn (copmepthapnfavouévng KoATIKNG),
SloTapayéc AppoOuia*, Kapdiaxn avendpketo (copmepthapfavouévng g
aprotepng Kot TG de&1dg koking)*, Ioyaipio Tov pouokapdiov,
Kotuokm dveiettovpyio®
Oy Zoyvég Kopdiayyeioxn dtatapoyn (Gupmephapufavopévng mge
Kapd1oYEVOHS KaTamANEiog)
Ayyeloxég Yuyvég Yréptaon*, Yrotaon*, OpBootatikn vrotoom
SLoTapayE
AwTopayéc Tov Suyvég Avcrvola*, Brijyoc*, Ad&vykag
QVOTTVEVGTIKOV Oy Zoyvég YOvdpopo o&giog avamvevoTikng duoyépelag, [Tvevpovikn
GUGTNLOTOG, TOV euporn, [vevpovitida, ITvevpovikn vaéptaomn, [vevpoviko
Ompaxa Kot Tov oidnua (cvumeprropPfovopévov Tov 0EE0G)
uecobmpaKion
AwTopayéc Tov Mol Xvyvég | Zopmtopata vavtiog Kot euéETov *, Atdppota™®, Xtopatitido™,
YOOTPEVTEPKOV Avckototnta
2oyveEg Taotpeviepkn apoppayio (cupmepthapfavopuévov Tov
PAevvoydvov)*, Atdtaon tng Kothiog, Avoreyia,
Yropatopapuyykd dayoc*, Iaotpitida™®, EEEAkwon Tov
otopartog*, Kothakn dvcpopia, Aveeayio, OAieypovi Tov
yoaotpevteptkov*, Kotlako dAyoc (cvumepiiopfovousvon
YOGTPEVTEPTKOD KOl GTANVIKOD GAYoLC)™*, ETOUOTIKY
dwzapayn™®
Oy Zoyvég Kolitda (cuumeptiopfavouévov tov clostridium difficile)*
Awotapoyéc Tov Xoyvég Hratoto&ukdtn o, (cupmepthapuPovouévng tng Nmatiknig
NTOTOC KOl TV dwatapayng)
YOANPOP®V Oy Zoyvég Hrotum avendpkeio
Awtapoyéc tov ITolv Xvuyvég | Awatapoyn tpyyouotoc*
dEPUOTOG KO TOV | Zuyvég Kvnouoc*, Agpuatitida*, EEqvOnua*
VTOSOPLOV 1GTOV
AwTopayéc Tov Yuyvég Mvikoi onacpoi*, Mvookeretikd dAyoc*, Alyog o€ dxpo
LLDOGKEAETIKOD
GUOTNLOTOG KO
TOV GUVOETIKOV
1GTOV
AwTopayés Tov Yuyvég Ovporoipmén™®
VEQPOV KOl TOV
0VPOPOP®Y 0DV
Tlevikég ITolv Xuyvég  |Tvpe&io*, Konwon, EEacBévion
dwataporyés Kot Yuyvég Oidnua (copmephopPavopEVOL TOL TEPIPEPTKOV), Piyn,
KOTOOTAGELG TG Avtidpaon g 0éomng Eveong®, AlcOnpa kaxovyiog*
050V yopyNoNg
Mopaxivikég Yuyvég Yrepyorepvbpvorpio®, Mr guo10AoyKeS TPOTEIVIKEG
e€eTdoels avaivoelc*, Metwpévo copatikd Bapog, AvEnévo coUATIKO

Bapog
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*  Opodomoinon mePIoGOTEPMV TOL EVOG TPOTILDUEVOV OpwV Tov MedDRA.

Heprypagr) emAEYUEVOV OVETIBOUNTMOV EVEPYELDV

Eravevepyoroinon tov 100 éprnra {wothpa

[ToAamhodv Muéhmpa

IIpopuvraktikh avtuukr Oepameio yopnynnke 6to 26% TV 0cbevdv oty oudoa Ve+M+P. H
enintmon Tov épnnrta (wotpa 6Tovg acbeveic Tng opddag Oepaneiog Ve+M+P ftav 17% ya
aoBeveic oTovg omoiovg dev yopnynOnke TpoPLANKTIKY avtiuky Oepaneia o€ cOykpion pe 3% yo
acBeveic 6TOVG 0mOi0VE YOPNYNONKE TPOPLANKTIKT avTiuKY Oepameia.

A€Poopo o KOTTOPO TOL HoVOVQ

IIpopuviaktikh avtukr Oepaneio yopnynonke og 137 amod tovg 240 acbeveig (57%) oto okéAog
VcR-CAP. H erintwon tov épnnta {ootipa otovg acbeveig tov okélovg VeR-CAP fitav 10,7% yia
aoBeveig oTovg omoiovg dev yopnynonke TpoPLAAKTIKY avtiuky Oepaneia og cOykpion pe 3,6% yuo
acBeveic oTovg omoiovg yopnynOnke Tpoeviaktikn avtuikn Oepaneio (BAEne Tapdypago 4.4).

Eravevepyoroinon xou Loiuwln aro tov 16 e Hrortitioas B (HBV)

AEPoopo Ao KOTTOPO TOL HOVOVQ

HBYV Aoiuwén pe Bovatneopeg expdoeic mtapatnpndnke og 0,8% (n = 2) tov acbevov otnv oudoa
mov dev AMapPave Bepaneio pe VELCADE (prtov&ipuaunn, KokAoeoopapion, do&opovfikivn,
Bwiprotivn kor pedvilovn, R-CHOP) kot og 0,4% (n = 1) tov acBevaov mov AdpuPavav VELCADE og
oLVOLOCUO UE PITOVEIUAUTT, KUKAOPOGPION, do&opovPikivn kot tpedvilovn (VeR-CAP). H
GUVOMIKT emtinToon Aotudéenv nratitidag B tav mapouola o€ acbeveic mov AMaupavayv Oeponeio pe
VcR-CAP 1 ue R-CHOP (0,8% évavtt 1,2%, avtictouyo).

Lepipepikn vevpomabsia o€ oyiuoTo CVVOVACUOD

I[HoAamlodv Muérmpa

e dokyég otig onoieg to VELCADE yopnynfnke cav eicaymyikn Oepaneio o€ Guvovacuod pe
deapedalovn (uerém IFM-2005-01) ko pe de&apebaldvn-0aiidouion (uerétn MMY-3010), n
GLYVOTNTA ELPAVIONG TNG TEPUPEPIKNG VELPOTAOELNG GTO GLVOVACTIKA GYNLUOATA TAPOVGIALETAL GTOV
VOO TOPOKATO:

Hivaxog 9: 2oxvoTnTa EUYVIONS THS TEPLPEPIKNG VEVDPOTOOELAS KOTA T OLGPKELD, THE ELCOYWYVIKNG
Oepameiog ooupwvo, pe v tolkotnTo ka1 oroxorny e Gepoamelos A0y TS TEPIPEPIKNG

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

Zoyvomta epedvions g IIN (%)

‘O)ot ot fobpoi TIN 3 15 12 45

Babpog IIN > 2 1 10 2 31

Bofuoc IIN >3 <1 5 0 5
Awaxomn AMdyw g TIN (%) <1 2 1 5

VDDx = pwkpiotivn, do&opovfucivn, de&apedalovn, VeDx = VELCADE, de&apebalovn, TDx = oldopion,
de&apebalovn VeTDx = VELCADE, BoAdopion, de&apedalovn, [IN = neprpepikn vevponddeio

Inueimon: H meprpepikn vevpordbeia tepthapfével TOVG TPOTIUMUEVOLS OPOVG TEPLPEPIKT] VEVPOTAOELL, TEPLPEPTKN
KNTIKT vevpomddetia, Tepipeptkn aodntikn vevpomddeia kot Tolvvevpomddeto.

AEPOOUOL a0 KOTTOPO TOL HOVIVQ

> perétn LYM-3002, oty onoia. to VELCADE yopnynonke pe prrov&iudunn, KoKAOQOGQaLion,
doEopovPikivn kar Tpedvilovn (R-CAP), 1 enintmon nepipepikng vevpomddeiag ota Oepamevticd
GYNLOTO GLVOVOCUOV TOPOVGIALETAL GTOV TIVOKO TOPOKAT®:
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Hivaxag 10:  Eriztwon mepipepikng vevpordberas oy uelétn LYM-3002 ooupwvo. ue v tolicotnra
Ko d1okomn TS Bepomeiag Aoyw e mepipepixng vevpomadeiog

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

VcR-CAP = VELCADE, prrov&udpnn, kokAopmoeopion, do&opovfikivn kot tpedvilévn, R-CHOP = prrov&pdum,
KUKAOQ®GQOLION, do&opovPikivn, Brvkpiotivy kot Tpedvilovn, TIN = mepipepikn vevpomddeto

H meprpepixn vevpomabeto mephapfavel TOVG TPOTILMOUEVOLS OPOVS: TEPLPEPIKT aeONTIKN vELPOTTADELD, TEPIPEPIKN
VELPOTLADELD, TEPLPEPTIKT KIVNTIKN VEVPOTADELD KOl TEPLPEPLKT OGO TUCOKIYNTIKY VEVPOTAOELQL.

Himawuévor acbeveic ue Aéupwua omo kbtropo. tov povdoo.

42,9% xon 10,4% tov acbevav oto okéhog VeR-CAP ftav 610 nAkiokd evpog 65-74 £t ko > 75
£, avtiotoyo. Qot660, o¢ acbeveic nAkiag > 75 €, ka1 10 VcR-CAP «ot 1o R-CHOP ftav
AlYOTEPO AVEKTA, TO TOGOGTO GOPapdV avemBHUNT®V gvepyelmv oTig opddeg VER-CAP ftav 68% og
ovykpion pe 42% oty opdda R-CHOP.

Enovalnyn Ospanciog oe aobeveis ue vmotpomidlov mollamlodv uvélwuo

e pio pedétn oty onoia emavainednke 1 yopnynon tov VELCADE g 130 acBeveig pe
VROTPOTIALOV TOALUTAOVY HVEA®IL, Ol OTTOI0L TPOTYOLUEVAS EIYOV TOVAGYIGTOV LEPIKT] OVTOTOKPION
oto oynuo mov mepieiye VELCADE, ot wo cuyvég avembounteg evépyeieg O mv TV Babumv mov
TOPOVGIACTNKAV TOVAGYLOTOV 6T0 25% TV acBevav ntav Bpopforevia (55%), vevpordbeia (40%),
avarpia (37%), diappora (35%) kot dvokothotnta (28%). Olot o1 fabuoi Teprpepikng vevpomdbetlag
Kot ot Pabpol TepLpepikng vevpordbelag > 3 mapatnprinkav og 40% kot 8,5% tov acbevav,
avtioToya.

Ava@opd THavoAOYOVUEVOV OVETIBVUNTMOV EVEPYELDV

H avagopd mboavoroyoduevov avemBOunTmy evepyelmy LETH amd TN YopNyNnon Goelug kKuklopopiog
TOV QUPUOKELTIKOD TPOIOVTOG elvar onpavtikn. Emtpénet tn cuveyn mapakolovdnon g oyéong
0PEALOVC-KIVODVOL TOV PUPHOKEVTIKOD TPOTOVTOC. ZNTeital and Tovg EnayyEALATIEG VYELNG VO
avaPEPOLY OTTOLEGONTOTE TOUVOALOYOVEVES OVETIOOUNTEG EVEPYELEG LEG® TOV €0VIKOD GUOTNUATOS
avapopdg Tov avaypdeetal oto Hopdptnua V.

4.9 Ynagpodocoroyia

e aoBeveic, N vepdocoroyia pe 600N TAPUTAV® 0nd SIMAAGCLO OO TNV TPOTEWVOUEVT dOCT
oyetiomke pe o&elo ELPAVIOT CLUTTOUOTIKNAG VTOTAONC Kot Opoppomeviag pe Bavatneopa
amoteléopata. o TIg TPOKAVIKES KOPIIOYYEIOKES PUPIOKOAOYIKES LEAETEG AoPAAELNS, PAETE
Topaypaeo 5.3.

Agv vtapyel Yvooto e1d1kd avTidoTo yio vaepdocoroyia foptelopiumng. Xe mepintoon
vepdoGoroYiag, Tpémel va mapakorlovBovvtat ta {oTikd onpeia Tov achevovg Kot va do0el
KATOAANAT VTOGTNPIKTIKY] 0y@y™ Yol va dtotnpn el ) migom tov aipatog (0nmg vypd, Tapdyovteg
avénong g mieong Tov aipatog Koy otpdmovg Tapdyovieg) kot 1 Oeppokpacio codpotog (PAéne
mapaypdeovg 4.2 kot 4.4).

5. DAPMAKOAOI'TIKEX IAIOTHTEX

51 ®@oppoxodvvopikég 1010TNTES

Ddoppokobepamentikn Katnyopio: AVIIVEOTAAGUATIKOL TAPAYOVTEC, GALOL AVTIVEOTANGLOTIKOT
mapdyovtes, kowdkog ATC: LO1XGO1.
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Mnyoviopdg dpdong

H Poptelopipnn eivar évog avactoréag tpmteocompotiov. Eival e1dukd oxedaopuévn va avootéliet
TNV TOPOUOLN, [LE EKEVN TNE YLLOOpLYIVIG dpdcn ToL 26S TPOTEOCHOUATION GTA KOTTOPU TOV
Onhactikov. To 26S Tpoteocmudrio eivat Eva LEYAAO COUTAOKO TPMTEIVAOV TO 0TOI0 UTOIKOSOUETL TIC
ovPuttiviopéveg Tpwteives. H 036g ovfikitivig-mpoteocmpatiov mailel ovcimdon poio otn pudiion
TOV PLOUOYL AVAKVKAMOTG CUYKEKPIUEVOV TPOTEIVAV KOl ETOUEVAMG OT SLOTNPON TNG OLOIOGTACNG
€v10G TOV KuTtdpwv. H avacstodn tov 26S tpwteocouatiov epmodilel tnv endiokopevn
TPOTEIVOLVOT Kol ETNPeAlel TNV KAUOK®OTY] 0KOAOLO{0 TOAAATADY GNUAT®V EVTOG TOL KLTTAPOV,
001 Y®OVTOG TEAMKE 6TO BAVATO TOV KOPKIVIKOV KUTTAPOV.

H Poptelopipmn givor éviova eKAEKTIKT OG TPOG TO TPMTEOCOUATIO. & CLYKEVTPMGEIS TV 10 uM, 1
Boptelopipunn 6ev avacTéALEL £va, ueydAo aplBpd vTodoyEmy Kol TPOTEACHOV TOL EPELVHONKOY KOl
glvar mepiocdtepo amd 1.500 @popéc o EKAEKTIKN TPOG TO TPMTEOCOATIO TOPA TPOG TO EXOUEVO
apoTuntéo £viuvpo. H kivntikn| g avaosToiig Tov tpmteocmpotiov a&loloynnke in vitro kot
Boptelopiunn £de1&e va droywpileton amd 10 TPOTEOSMUATIO HESH GE XpOVO tYs 20 AemT@V,
OTOJEIKVVOVTAG OTL 1) AVOGTOAN TOL TPp@TEOCMOUATION atd TN Poptelopipmn ivol avastpédyiun.

H avactoAn tov tpmteocmpotiov dtopécsov g foptelopinmng emnpedlet To KopKIvVIKE KOTTOPO e
SAPOPOLE TPOTOVS, GTOVG 0700V GLUTEPIAaUPaveTaL, LeTAED AAA®Y, 1| LETOPOAN T@V PLOUGTIK®V
TPOTEIVAOV TOL EAEYYOLV TNV €EEMEN TOV KVTTAPIKOD KOKAOD KOl TNV EVEPYOTOINGT] TOL TVPNVIKOV
napdyovta kénno B (NF-kB). H avaotol tov tpoteocopatiov 0dnyel 611 S10KOT TOL KLTTOPIKOD
KoK oL Kot og amdntwon. O NF-kB eivat évog mapdyoviog PLeToypoa@ng Tov 0TToiov 1 Evepyomoinom
amorteitot Yo To O1dpopa ENITed 0YKOYEVEST G, CUUTEPIAAUPAVOUEVNS TG KUTTAPIKNG OVATTUENG KOt
emPioong, TG AyyYEOYEVESNC, TOV CAANAETIOPACE®V AVAUEST OTA KOTTOPO KOl TNG HETATTOONG. ZTO
puélopo, 1 Poptelouipmn exnpedlel TNV IKAVOTNTA TOV KUTTAP®OV TOV LVEADIOTOS VO, CAANAETIOPOVY
LE TO UIKPOTEPIPAAAOV TOV LVEAOD TOV OGTAOV.

Ta mepdparta wov Eyovv devepynbei £dei&av 611 M Boptelopipnn givar KuTToPoToEIKT GE SLAPOPOLE
TOTOVG KOPKIVIKOV KUTTAP®OV KoOMG Kot OTL To KAPKIVIKG KOTTOpO £lval TTlo gvaicOnta otic Tpo-
OTOTTOTIKEG GUVETELEG TG AVO.GTOANG TOV TPOTEOCMUATION GE GUYKPIOT LE TO PLGIOAOYIK KOTTUPOL.
In vivo, n Boptelopipnn peldveL TNV avamrTLEN TOV OYKOL GE TOAAN TPOKAIVIKA LOVTEAD OYK®V,
GUUTEPTAOUPAVOUEVOL TOV TOAAATAOD HVEADUATOGC.

Ta dedopéva amo in vitro, ex-vivo kol {owd povtéla pe Boptefopipmn vTodeviouy OTL M
Boptelopipnn aw&avel TNV 06TE0PAAGTIKY O10POPOTOINGT) KOl OPAGCT] KOl AVOCTELAEL TNV
00TEOKANCTIKT Agttovpyia. AvTég ol emdpacelg Exovv TapatnpnOel oe acbeveic pe moAlamTAOVY
LUEA®UO TTOL £X0VV TPOSPANDEL Amd o TPOYOPNUEVT OGTEOAVTIKY| VOGO Kot eAdpPavay Bepaneio pe

Boptelopipmn.

Klvum amoteleopoatikdmra og un tpobepongvpévo moAlamiody puéhmpuo

Atevepynonke pa tpoontikn @dong 111, diebvng, Toyoromompévn (1:1), avorytov oyedacHod KAVIKI
perétn (MMY-3002 VISTA) oe 682 acdeveic 110 va kabopicet edv o VELCADE (1,3 mg/m?
xopnyoduevo ue evdopAéPia éveon) oe cuvdvacud pe peleardvn (9 mg/m?) kot mpedvilovn

(60 mg/m?) odnyovoe o Peltinomn Tov xpovov £mg TV eEEMEN TG VOooL (time to progression -TTP)
ot oyéon pe pelpardvn (9 mg/m?) ko wpedvilovn (60 mg/m?) ot acOeveic pe un tpodepancvpuévo
moAlamAoVY pwoéhopa. H Bgpomeio xyopnynOnke yia éva péyioto 9 kdxlmv (tepimov 54 gfoopddeg) kot
SlekoOmN €ykaipa og TepinTton eEEMENG TG VOGOL 1 Un amodektng ToSikdtntag. H didpeon nlkia
TV acBevov otn perétn frav 71 &, 50% Ntav dvopeg, 88% avikav otnv Kavkdoio euin kot o
duapecoc Pabudc katdotaong ikavotntag kotd Karnofsky yia tovg acOeveic ntav 80. Ot acBeveig
glyav poéhopa IgG/IgA/ehappdg aidboov oe Tocootd 63%/25%/8%, didpeon apospatpivn 105 g/,
Kot S1apeco apdud aponetariov 221,5 x 10%/1. Mapduoie to6octd acbevav eiyov kabopon
kpeatvivig < 30 ml/min (3% oe kd0e okéEAOC).

Tn otryun ¢ Tpokabopiouévng evOLAUESNS OVIADONG, TO TPOTEVOV KUTOANKTIKO GNUELD, 0 XPOVOC
€wc v e€EMEN TG vooov, glye emtevybel kKot TpocPEpOnke oTovg aebeveig g opddoc M+P n
Oepaneion Vet+M+P. H péon napakorobnon frav 16,3 uives. [paypotoromdnke n tehkn
avafempnon g emPioong e péon ddpketa topakorovdnong 60,1 unves. Iapatnpndnke
OTUTIOTIKA GTULOVTIKO OQELOG 0TV emPimon vrép g opddag Oepaneiog Ve+M+P (HR = 0,695,
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p = 0,00043) mapd tig Bepoameieg mov akorovOncav Kot TEpLELaPay oynpate facicpéva o
VELCADE. H péon empioon oty opdda Oepanciog Ve+M+P ftav 56,4 ufvec oe ovykpion pe 43,1
univeg oty opado Bepomeiog M+P. To amoteléopata omoTEAECUATIKOTNTOS TUPOVGLALOVIOL OTOV
ITivaxo 11:

Hivaxag 11:  AmoteAéouara yio THV OmOTEAECUOTIKOTHTO. UETC, OO TV TEAIKH avaldewpnon e

empiwons oty ueiétn VISTA

216)0G OMOTEAEGUUTIKOTNTOG Vc+M+P M+P
n = 344 n = 338

Xpovog g TNV €€EMEN TS VOGoL —

[eprotatikd n (%) 101 (29) 152 (45)
Avgpeon yn® (95% CI) 20,7 pnveg 15,0 pqveg

(17,6, 24,7) (14,1, 17,9)

Adbyog ktvdvvooP 0,54
(95% CI) (0,42, 0,70)

Ty —p’ 0,000002
Empiomon ehed0epn eEEMENg

[eprotatikd n (%) 135 (39) 190 (56)
Avgpeon yn® (95% CI) 18,3 unveg 14,0 pveg

(16,6, 21,7) (11,1, 15,0)
Abyoc kivdvvooP 0,61

(95% CI) (0,49, 0,76)

Ty —p’ 0,00001
Yovomkn empPioon*

[eprotatikd (Bdvator) n (%) 176 (51,2) 211 (62,4)
Avgpeon Tiun® 56,4 unveg 43,1 pnveg
(95% CI) (52,8, 60,9) (35,3,48,3)
Abyoc kivdvvooP 0,695
(95% CI) (0,567, 0,852)

Ty —p’ 0,00043
Mocoot6 avramékpiong n=337 n=331

IInBvoudst n = 668
CR®n (%) 102 (30) 12 (4)
PR n (%) 136 (40) 103 (31)
nCR n (%) 5() 0
CR+PR¢ n (%) 238 (71) 115 (35)
Ty —p° <10-"°
Meiwon ™ M-poTeivng 6tov 0pod n=336 n =331

[TAnBvopdc n = 667
>90% n (%) 151 (45) 34 (10)
Xpovog Tpotng avrandkpiong o CR + PR
Aldueon Tyun 1,4 uqveg | 4,2 unveg
Méon® O1GpKELN OVTATOKPLIONG
CR® 24,0 pnveg 12,8 pveg
CR+PR® 19,9 ufveg 13,1 pfveg
Xpovog g TV emopevn Oepameia
[eprotatikd n (%) 224 (65,1) 260 (76.,9)
Avgpeon yn® (95% CI) 27,0 pnveg 19,2 pnveg

(24,7, 31,1) (17,0, 21,0)
Abyoc kivdvvooP 0,557
(95% CI) (0,462, 0,671)
Ty —p’ < (,000001
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Exripunon Kaplan-Meier.

P u ekTipmon tov Adyov kvdvuvov Paciletar og éva Cox avarloykd HOVTELD KIVOUVOL TPOGUPLOGHEVO Y1 TOVG
TAPAYOVTEC GTPMOUOTOTOINONG: P2- KPOGEOIPivY, AEVK®UATIVY Kot TTEPLoyh. AdYoc Kivduvou pkpoOTepog amd
1 vrodeucvidel mheovéktnua yuo. Ty VMP.

Y H ovopootikn Tipf-p Pociletor ot otpopatonomuévn dokipocio log-rank mpocoprocpév Y10, TOVG TapdyovTeg

GTPOUOTOTOINONG: P2-HKPOGEOLPIVT, AEVKMUATIVY KOl TEPLOYT.

H myni-p y1a 1o [Mocootd Avtandkpiong (CR+PR) amd m dokypacio Cochran-Mantel-Haenszel y-tetpdymvo

TPOGOPUOGUEVT Y10l TOVG TUPAYOVTEG GTPOUATOTOINONG.

O mnBvopdc avtandkpiong nepthapfavel Tovg acbeveic mov giyav LeTprioin vOGo Katd v Evapén.

CR = mpng avtandkpion, PR = pepikr avrandkpion. Kpiripio EBMT.

‘O)ot ot Tuyaomopévol achevels e EKKPLTIKN vOooO.

¥ S ux o

Emwaiporoinomn g emPioong Paciopévn o didpeon didpkeia tapakorovdnong 60,1 unvov.
CI = duhotnpo EUmeTOsHVNG

Aobeveic mov eivor KOTAAANAOL Y10, UETOUOCYEDTT] GPYEYOVOV KOTTAPWY

AVO TUYOLOTOINEVEG, 0VOLYTOD YOOV, ToAVKEVTPIKEG pedétes paong LT (IFM-2005-01,
MMY-3010) de&nqybnoay yio vo KotadeiEouy TNV ac@ALELD KoL TNV OTOTEAEGUOTIKOTITO TOV
VELCADE ¢ d1mAo0g Kot Tpimthovg GLUVOVAGHOUE LE AAAOVE ¥NUEIODEPATEVLTIKODE TAUPUYOVTES, MG
gloaymyikn Oepameio TP oo T LETAUOCYEVON APYEYOVOV KLTTAP®V 6€ 0leOEVELS e un
TPOoOEPATEVUEVO TOALOTAODY HVEADLAL.

> peiét IFM-2005-01 to VELCADE o€ cuvdvacuod pe de€apebalovn [VeDx, n = 240]
ovykpifnke pe Pvkprotivn-do&opovPikivin-oegapedalovn [VDDx, n = 242]. Ot acBeveig otnv opdda
VeDx éhaPav téocepig kbkhovg tv 21 nuepmv, 6mov o kabévag arotelovviav andé VELCADE

(1,3 mg/m? yopnyodueva evdopleBing 0o popéc v efdopdda tig nuépeg 1, 4, 8 kon 11) ko amd tov
otopatog oegapedalovn (40 mgmuépa tig nuépes 1 €wg 4 ko Tic nuépeg 9 £mg 12, otoug Kvkiovg 1
Kot 2 ko Tig nuépeg 1 émg 4 otovg Kvkiovg 3 kar 4).

AvTOLOYES LETAHOOYEVOELS APYEYOVOV KLTTAPOV TparypoToromnkay oe 198 (82%) acbeveig ko 208
(87%) acBeveig otic opnadec VDDx kot VeDx avtiotoya. H mietoyneio tov aclevav vropandnke o
pio povo dwadikacio petapocyevons. Ta Snpoypaeikd yopakTnploTiKd Tov achevay Kot To
YOPUKTNPLOTIKA AvaQOPAg TG VOGOL NTav Topouoto Hetald Tav dvo opddmv Oepareioc. H didpeon
NAkia TV acbevav otn pedén frav To 57 €1, 10 55% frav dvopeg kot to 48% tov acbevav eiyov
VYNAO KIVOLVO EUPAVIOTG KUTTAPOYEVETIKOV avopolov. H didpeon didpketo g Bepaneiog nTov

13 gfdouddeg yio tnv opdda VDDx ko 11 gfdopddeg yio v opdda VeDx. O didpecog aptfpoc
KOKA®V TOV EMEOncay Kot oo TIC 500 opadec NTov 4 KOKAOL.

To Tp®TEVOV KATAANKTIKO ONUEID ATOTEAEGUATIKOTNTOS TNG LEAETNG TTOV TO TOGOGTO AVTOTOKPLONG
petd v eioayoywn Oepaneic (CR+nCR). Mia otatiotikd onpavtiky dtoupopd ot CR+nCR
mapotnpinke vép g opudodag cuvdvacpod VELCADE e 6e&auebaloévn. Ta devtepedovta
KOTOANKTIKG OTUEIR ATOTEAEGLOTIKOTTOG TEPLEAAUPAVIY TOGOGTE OVTATOKPIGNC UETE, TN
petapdoyevorn (CR+nCR, CR+nCR+VGPR+PR), EmiBinon Xwpic EEEMEN ko Zvvoiikn EmBioon.
Ta kOplo. OTOTEAEGUOTO ATOTEAEGLLOTIKOTNTOG TTapovaialovtar otov Tivaka 12.

Iivaxag 12:  AmoteAéouara amoteleouozikotyrog omo ™ ueAéty IFM-2005-01

Koatoinktika VeDx VDDx OR, 95% CI, Tipf P*
onueia
IFM-2005-01 N =240 (ITT N =242 (ITT nAnBvcpdc)

TANBLGLOG)

RR (uerd v
elooywyikn Oepaneia)

*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 (uerd v

/lgrayo'a)(gvan)ﬁ

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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CI = duiotnpa gpmotocvvne, CR = adpng avtamokpion, nCR = oxedov minpng avtandkpion, ITT = pe mpdBeon
Oepamneioc, RR = mocootd avranokpiong, Ve = VELCADE, VeDx = VELCADE, de&apebalovn, VDDx = fvkpiotivn,
do&opovfikivn, de€apebalovn, VGPR = oAb kodn pepukn avtamokpion PR = pepwkn avrandkpion, OR = Adyog
mOavoTHTOV

: IIpwtevov kataAnktikd onpeio

“ O Adyog ToV TOOVOTATOV Y10 T TOGOGTH AvTomOkpiong Posileton oty ektipnon Mantel-Haenszel tov kotvav

AOYOV TOAVOTHTOV Y10 GTPOUATOTOMUEVOVG TVAKES: TIHEG-P GOUPOVO LE Tovg eAéyyovg Cochran Mantel-Haenszel.

B AvaQEépETOL GTO TTOGOGTO AVTUTOKPIONG LUETA TN OEDTEPT LETAUOGYEVOT Yia dTopa Tov EAafay devTepn
petopdoyevon (42/240 [18% ] ot VeDx opdda kon 52/242 [21%] ot VDDX oudda).
Inueimon: Adyog mbavotNTev > 1 VTOdNAMVEL £vo TAEOVEKTNUA Y10 TNV El00y@YiKh Ogpameio Tov mepiéyet VELCADE.

2 peiétn MMY-3010 1 ewoayoykn Bepoaneio pe VELCADE o€ cuvdvacpo pe Oaiidopidn kot
deapebalovn [VeTDx, n = 130] cvykpinke pe Oaridopion-oe&apedalovn [TDx, n = 127]. Ot
aocBeveic oty opdda VeTDx édafav 6 KiKAoVG TV 4 €fdouddmV, 6oV 0 KaOEVAG amroTEA0DVTAY a0
VELCADE (1,3 mg/m? yopnyobueve evdoerePing 0o popéc v efdopddoe tig nuépeg 1, 4, 8 kan 11
akolovBovpeva and pio TEPiodo avATOLANG SEKAETTA NUEPAOV, ard TNV Nuépa 12 g v nuépa 28),
deapebalovn (40 mg yopnyovueva amd Tov 6TOUATOG TIC NUEPES 1 m¢ 4 kot Tig Nuépec 8 €mg 11) kot
Baldopion (50 mg nuepnoimg xopnyobueva omd ToL GTONATOS TIG NUEPES 1 €mg 14, Ta omoia
av&avovral Tig nuépeg 15 €wg 28 ota 100 mg kot otn cvvéyea ota 200 mg nuepncing).

Mio pepovouévn avtoloyn LETAUOGYELCT aPXEYOVOVY KUTTAP®V TTpayotoromdnke e 105 (81%)
aoBeveic kai 78 (61%) acbeveig otic opnadec VeTDx ko TDx, avrtictoyo. To dnpoypapikd
YOPOUKTNPLOTIKA T®V 0GOEVAOV KAl TO YOPAKTNPLIOTIKA OVAPOPAG TNG VOGOU NTOV TOPOHOLD HETAED TV
dvo Bepomentikdv opdowv. Ot acbeveig otig opnddeg VeTDx ko TDx giyov didpeon niwio 57 £
&vavtt 56 gtmv, 10 99% évavtt tov 98% Ntav Kavkdaciot kot to 58% Evavtt tov 54% ftav avopec.
v opdda VeTDx to 12% tmv acbevdv elyav KuTappoyEVETIKA KatatayTel G VYNAoD Kivdhvov
évavti tov 16% tov acBevav oty opudda TDx. Xtig dvo opddeg Bepameiog, 1 didpeon didpkela TG
Oepameiog tav 24,0 efdouddeg kat o d1dpecog apuog kKokhmv Oeparmeiog mov eAedncay ftav 6,0
KoKAOL.

Ta TpoTeloVTO KOTOANKTIKAE OTLUEIN ATOTEAECLATIKOTTOG TNG LEAETNG I)TOV TO TOGOGTA
avTomOKPIoNG UETE TNV loaymyikn Oepameio kot puetd ™ petapodoyevorn (CR+nCR). Mia otatiotikd
onuavtikn dtapopd ot CR+nCR mapatnprinke vép g opddag cvvdvacuod VELCADE pe
de&apebalovn kot Baidopidn. Ta devtepedovta katodnkTikd onpeia mepiedaupavay EmPionon Xmpic
E&EMEN ko Zvuvoluc EmBicoon. Ta kopla anoTteAEGHOTO ATOTEAEGUATIKOTNTOS TAPOVCIAlOVTOL GTOV
ITivaxa 13.

Hivaxag 13:  AmoteAéouaro amotedeouotinotyrog and ) ueiéty MMY-3010

Kotolktikd onpeia VeTDx TDx OR, 95% CI, typj-p*
MMY-3010 N =130 (ITT mnbvopdc) [N =127 (ITT
TANBLGLOG)

*RR (ueta v giooywyn)
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 ) petauooyevon)
CR+nCR
CR+nCR+PR % (95% CI) 55,4 (46,4, 64,1) 34,6 (26,4, 43,6) 2,34 (1,42, 3,87), 0,001*

77,7 (69,6, 84,5) 56,7 (47,6, 65,5) 2,66 (1,55, 4,57), < 0,001?

CI = didompo gpmiotocivng, CR = minpng avioroxpion, nCR = oyxedov mAnpng avramdkpion, ITT = pue npdbeon
Oepaneiog, RR = ITocootd avtandkpione, Ve = VELCADE, VcTDx = VELCADE, 0aAidopion, de&apedalovn,
TDx = Boldopidn, de&apebalovn, PR = pepicn avroamodkpion, OR = Adyog mbavotitmv,

: Ipwtevov kataAnKTikd onpeio

% O Mdyog Tov MOOVOTHTOV Y0 To T0GOGTH avTomdipiong Baciletar oty extiunon Mantel-Haenszel tmv kotvadv Adyov

TOAVOTNTOV Y10, CTPOUATOTOMUEVOVS TIVOKEG: TIEC-P COUPOVA pe Tovg eAéyxovg Cochran Mantel-Haenszel teot.
Inueioon: Adyog mbavottav > 1 vTodNAmVEL Evo TAEOVEKTN A Y10 TV E160YOYIKT Ogpameio mov nepiéyet VELCADE.

Klvum amoteleopoatikdmra o vrotpomalov 1 avhektikd ToAaTAODY LEA®LLL

H aopddeia kot amoteleopatikdémra 1o VELCADE (yopnyovuevov pe evoopAfia éveon)
a&loloynnkav og 2 peréteg 6t cuvictdpevn doon twv 1,3 mg/m?: pia Tuyolomomuévn, GUYKPLTIKN
peAétn Oaong I (APEX), évavt oe&apedalovng (Dex) 669 achevav pe vrotpomalov 1 avOektikd
TOALOTTAOVV LDEAMUA Y10, TOVE 0Tt010VG eiyov TponynOel 1-3 oepéc Oepameiog kot o peAéTn evog
okéhovg ®aonc 11, 202 acbevdv pe vroTpomalov Kot avOEKTIKO TOAAUTAOVY HVEAMUN Y10, TOVG
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omoiovg giyov mponyndel tovAdyiotov 2 oepés Bepaneiog Kot 01 0Toiol Tapovciacay EMOEIVOOT KATH
NV o Tpoceatn Oepamneio.

> peiétn @aong 11, ) Oepaneio ue VELCADE 001 ynoe o€ onuovtikd peyaAdbtepo ¥povo £mg tnv
€EEMEN TG VOO0V, ONUAVTIKA TOPATETAUEVT] ETPIOOT KoL GNUAVTIKA VYNAOTEPO TOGOGTO
avtomokplong, oe oxéon pe ) Bepaneio pe de&apebalovn (BAéne Hivaxa 14), og GAovg Tovg 0obeveig
KkaOd¢ Kot 6Tovg acbeveic Yo Tovg omoiovg gixe mponyndei 1 oepd Oepameiog. Q¢ amotéAespo pog
TPOYPOUUATICUEVNG EVILAESTC avéAvong, 1| opdda tng de&opefalovng dakomnke HoTEP ATO
oLOTAON TNG EMTPOTNG EAEYXOV OEdOUEVMV Kal 6€ OAOVG TOVG aoBEVEIS TOV NTAV TLYALOTOMUEVOL OTN
deapedalovn yopnyndnke ot cvvéyxele VELCADE, ave&dpmnta amd v kotdotoon TG acHévelag.
E&attiag avtg g mpodtung aAlayng ot Oepamneia, n didpueon didpkela TapakorobOnong tov
emlnoaviov acevov Ntav 8,3 punveg. H cuvoiikn emBioon ftav onuoviikd peyoAdtepn Kot To
TOGOGTO AVTATOKPIONC NTOV OTUOVTIKG VYNAOTEPO oty opada Tov VELCADE 1660 Yo Toug
acBeveic mov frav avlektikol otny TEAevTaio Tponyovuevn Bepameio 660 Kot Yo aVTOHE TOV dEV
ntav avlektucot.

Amd tovg 669 acbeveic mov cuppeteiyay, ot 245 (37%) nrav 65 e1dv kot dve. Ot TapaueTpot
AVTOTOKPIONG OTWS Kol 0 XPOVOS £0¢ TNV EEMEN TN VOGO TAPEUEIVOY CTLOVTIKG KAADTEPOL Y10, TO
VELCADE ave&dpmra omd v nAikio. AveEdptnra omd To apyika exinedo e B2-Ikpoc@atpivig
OMAEG Ol TOPAUETPOL OTMOTEAECUATIKOTNTOG (YPOVOG £mG TNV £EEMEN TG VOGOV KOl GLVOAIKT emPimon
KaOdS Kol TOGOOTO AVTATOKPIoNG) NTAY SNUAVTIKE BeATiopévol oty opddo tov VELCADE.

2V opdda Tev avlekTikdv acBevov ot pelétn @dong 11, o1 avianokpicelg kabopicOnkay and pio
avegaptnTn emTpony| EMBEMPNOTG KOL TO, KPLTHPLO OVTATOKPLoNG NTav avtd g Evporaiking Opddag
Mertapooyeboewv Mverod twv Ootmv. O d1duecog xpovog emPinong yia 6Ao0vg Tovg acbeveic Tov
ovppeteiyay Nrav 17 uiveg (edpog < 1 €mg 36+ unveg). H tiun owtn g entPioong rav vynidtepn
o€ oy€on e Toug 6 ®g 9 Pnveg drapecov ypdvou emPimong mov vwoAdYav o1 KAvikoi cOpfoviot-
EPEVVNTEC Y10, EVaL TOPOUO10 TANBLoUO acBevdv. ZOUE®VA LE TNV OVIAVGT TOAVUETABANTOV, TO
TOGOGTO AVTATOKPLONE NTAV aveEAPTNTO 0Td TOV TOTO TOV HVEADUATOS, TNV KATAGTAOT| 0tdd00TG, TO
Kkafeotdg eEdAeymc Tov ypopocmpatog 13, 1 Tov aptBpov 1| TOL TOHTOL TOV TPOTYOVUEVOV
Oepaneidv. O acbeveic mov giyav vroPAndet oto mopelBOV o€ 2 pe 3 Bepanevtikég aywyEég onpeioooy
1060010 avtamokpiong 32% (10/32) kat ot acbeveic ol omoiot eiyov 1101 AaPel mepiocdtepa omd

7 BepamevTicd GYNIOTO TAPOVGINGOY TOGOGTO avtamokpiong 31% (21/67).

Ilivaxag 14:  Xvvomtikd amoteAéouata éxfoons e vooov ano tig usetes Paong I (APEX) kou
Daone 11
®aon 111 Daon 111 ®aon 111 Daon 11
. > 1 wponyoduevy | =2 wponyov-
‘O)or o1 a00eveig 1 TponyovuEvy Oepancio REVEG
Ogpameia ?
Oepameieg
Zm,l pavra mov Ve Dex Ve Dex Ve Dex Ve
CAETIGOVIOL PBETO | || 3330 | 3360 | =132 | n=119° | n=200" |n=217"| n=202°
ypovo
Xpbvog £mg v
gEEMEN T vOoOU, 1898 106P 2128 169° 1488 87P 210
NUEPES [148,211] | [86, 128] | [188,267] |[[105,191]| [129,192] |[84,107]| [154,281]
[95% CI]
f’;ﬁ‘u‘:‘iz 80° 669 899 72 73 62 0
[95% él] [74,85] [59,72] [82,95] [62,83] [64,82] [53,71]
Béktiot Ve Dex Ve Dex Ve Dex Ve
avromwokpion (%) | n=315" | n=312" n=128 [n=110 n=187 |n=202 n =193
CR 20 (6)° 2(<1)P 8 (6) 2(2) 12 (6) 0 (0) (4)**
CR +nCR 41 (13)° 50)F 16 (13) 4 (4) 25 (13) 1(<1) (10)**
CR+nCR+PR | 121 (38)" | 56 (18)" [ 57 (45)° 29 (26)° | 64 (34)° | 27 (13)° (27)**
CR +nCR+ sk
PRAMR 146 (46) | 108 (35) 66 (52) 45 (41) 80 (43) 63 (31) (35)
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Awdpeon dapkero "
Huépec (1vec) 242 (8,0) | 169 (5,6) | 246 (8,1) 189 (6,2) | 238(7,8) | 126 (4,1) 385
Xpovog £mg TV

avtamékpion 43 43 44 46 41 27 38*

CR + PR (nuépec)

o

IMnBvoude mpog Bepameia [Intent to Treat (ITT) population].

p Tyn-p and ) doxiun otpopdtwong log-rank. H avéivon avd apBud tponyndeicmv Oepaneidv anokieiet
GTPOUAT®GT Y10, TO 16TOpIKd Bepaneiog, p < 0,0001

Y O ninduopdg mov avtamokpinke meprrauPavel acOeveic mov eiyav petpronun voco mpwv T vopén g Oepomeiog kot

Elafav Tovddyiotov 1 3661 ToL VIO EPELVA PAPUOKEVTIKOD TPOTOVTOC.
8 Tyn-p and ) doxur Cochran-Mantel-Haenszel x-teTpdy®vo Tpocappocpuévn yio Toug tapdyovteg otpopdtoone. H

avaivon ava apldpd tponynbeicmv Bepameldv amokieisl GTPOUATMOON Yo TO 16TopKd Bepameiog.

CR+PR+MR **CR = CR, (IF-), nCR = CR (IF+)
NA = Agv epapudletor, NE = un a&roroynoipo
CI = didotpo eUmeTosHvNG
Ve =VELCADE, Dex = de&opebalovn
CR = mAipng avtandkpion, nCR = oyeddv mAnpng aviamdkpion
PR = pepwcr| avrandkpion, MR = ghdyiot avtandkpion

X peiétn @aong 11, o1 acbeveic mov dev mapovciacav BEXTIoT avtamdkpion ot Bepomeio pe
VELCADE g povofepomeio, pmopovoav vo Adfovv vymin doon de&apedaldvne o€ uvovacuod e
VELCADE. To npmtoéxoilo enétpene og acbeveic va Aafovv de&apebaldvn av gliyav pkpotepn amod
m Bértiot avtomdkpion ot yopnynon VELCADE cg povoBepamneio. ‘Evag cuvoAikog aptOuog amod
74 a&roroynoovg acBeveic Eapav deEapebalovn oe cuvdvaopod pe VELCADE. To 18% tov
acBevav mopovcioce N iye o Pertiopévn avtondkpion [MR (11%) 11 PR (7%)] pe ) cvvdvaotiky
Oepaneia.

Ocpancio ovovovaouod VELCADE ue meyxvliouévn limoowuioxn doéopovpixivy (ueiétn DOXIL-MMY-
3001)

Mia toyotomomuévn, TapdAiniov opddwv @dong I, avotktod cyedlacoy, TOAVKEVTPIKT LEAETN
devepynnke og 646 acbeveic GUYKPIVOVTOG TV OCQALELD, KOL TNV OTOTEAEGUOTIKOTITO, TOV
VELCADE pe meykolopévn AMmocopiokn dosopovfikivn og oxéon pe m povobepomeio pe
VELCADE o¢ aceveic pe moALamAovy poéhmua o iyav mponyovueve Adfetl toviayiotov 1
Oepamneio Kot oL dgv voTpomiocay v AduPavoy Bepomeio pue Baon tic avOpaxviiivec. To
TPOTEHOV KATOANKTIKO onueio amotedecpatikdmrag tav to TTP evd ta devtepedovia KoTAANKTIKA
onueia arotelecpaticotnrog nrov o OS kot ORR (CR+PR), ypnoyomoidvrog ta kprtnplo
Evponaikng Opddog yio to Aipa kot ) Metapooysvon Mueghod (EBMT).

Mia evéiapeon avaivon Pacel Tpotokoilov (Baciouévn oto 249 TTP yeyovota) odnynoe otnv
TPO®P”N ANEN TNG LEAETNG YO TNV ATOTEAEGUATIKOTNTA. AVTN 1) EVOLAUEST avAALoT £5e1EE pia
peiwomn tov kwvdovov TTP g 1déng tov 45% (95 % CI: 29-57 %, p < 0,0001) yio acOeveic mov
EaPav Oepaneio cuvovacpuod VELCADE ue meykviiouévn Mmocmpakr) 6o&opovPikivn. To ddpeco
TTP frav 6,5 pfveg v acBeveig mov édafav povobepaneio pe VELCADE ocvykpitikd pe 9,3 pnivec
v acBeveic mov Ehapav Bepaneio cuvovacuod VELCADE pe mteykoMopévn AMmTocmopiok
do&opovPikivn. Ta amoteléopato, aVTd, oV Kot OgV €IVaL TO OPLOTIKA, OTOTEAEGAY TNV TEAKN AVAALG
Baoel mpoToKdArov.

H tehkn avédvon yia to OS mov tpoyuatoromOnke petd amd o Sidpueon mapokorovnon 8,6 etmv
dev &de1&e onuavtikn dtapopd oto OS petad Tmv 600 okeddv Oepameiag. To didueco OS frav 30,8
univeg (95% Cl, 25,2-36,5 uqveg) v toug acbeveic pe povobepaneio pe VELCADE kot 33,0 unqveg
(95% CI, 28,9-37,1 unveg) 1o acBeveig mov Erafav Bepancio cuvdvacpod VELCADE pe
TEYKLALOUEVN MToG®uokt do&opovPukivn.

Ocpancio oovovaouod VELCADE e delopebolovn

Amovoia onoacdnmote anevbeiag ovykpiong VELCADE kor VELCADE og cuvdvaoud pe
deapebalovn oe acheveic pe eglocdevo Tolamlovy poéhmpua, dteénydn pia otatiotikn avéivon
Katd (ebyn Yo va cUYKPIVEL T ATOTEAECOTA OTO TOV U1 TUYOLOTOUNIEVO GYESOOUO GUVOVAGHLOV
tov VELCADE pe de€apebalovn (@dong I peiétn avowktng etkétag MMY-2045), ue arotedéopata
7oV TPoEKVYaV £merta amd oyedtaoud povobepomeiog e VELCADE oand dtopopetikég
Toyotomomuéveg peréteg @aong I (M34101-039 [APEX] ko DOXIL MMY-3001) oty id1a
évoeidn.
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H avéivon kotd {evyn elvon pio otatiotikn péBodog otny omoia acbeveig tng Bepamevtikng opddog
(n.x. VELCADE oc¢ cuvdvacpod pe de&apebaldvn) ko acbeveig g opddog cuykpiong (m.y.
VELCADE) cuykpivovion 6€ oxéon e cuyyuTIKoHS TOPEYOVTEG TOL OVTICTOLYOVV GE LUELOVOUEVOLS
aocBeveic. Kdati 11010 €hayioTomotel TIc SpAGELS TOV TOPATNPOVUEVMY GUYYVTIKOV TOPUYOVIMV KOTA
TOV VTOAOYIGUO TV BEPATELTIKMY OPACEMV LLE XPNOT U1 TUYOOTOMUEVAOV SESOUEVOV.
TavtomomOnkav exatov eikoot entd Levyn acBevov. H avdlvon £deite Pertiopévo ORR (CR+PR)
(Moyoc mbavotitav 3,769: 95% CI 2,045-6,947, p < 0,001), PFS (avoroyia kivodvov 0,511: 95% CI
0,309-0,845, p = 0,008), TTP (avaroyio ktvdvvov 0,385: 95% CI 0,212-0,698: p = 0,001) yia to
VELCADE oc¢ cuvdvacud pe de€apebalovn oe oxéon pe m povobeponeio pe VELCADE.

Awtifevton TeplopicUEVEG TANPOPOpPiEg oyeTIKd e TNV emavainym Bepomeiog e VELCADE o¢
VROTPOTIALOV TOALUTAOVY HVEA®LAL.

H perémn ®daong I MMY-2036 (RETRIEVE) ftav pia ovoiktod 6xedlaciod, Lovol okélovg LeAét
7oV 01e€NYON Y1 VoL TPOGOLOPIGEL TV OMOTEAEGUOTIKOTITO KL TV OCQAAELD TNG ETAVAANIYNG TNG
Oepanciog pe VELCADE. Exatév tpidvta acOeveilg (nhkiog > 18 e1dv), pe TOAATAOOY HOEL®UO OL
omoiot eiyov oto TapeABOV TOLAGYIGTOV HePIKT avTamokpion 6 €va oynua mov nepieiye VELCADE
EhaPav ex véov Bepameio Katdmy eEEMENG TG VOG0V, TOLAGYIGTOV 6 UAVES LETA TNV TPONYOVUEVN
Oepancio, 1o VELCADE Eekivnoe pe v tekevtoio ovekth 86on tov 1,3 mg/m? (n=93) 4

< 1,0 mg/m? (n = 37) ko yopnyHOnke tig nuépeg 1, 4, 8 kar 11 ke 3 efSopddec yia uéyioto
duoue 8 KOKAWYV, gite ¢ povobepaneio 1 6€ cLVOVAGHO pe deEapedalovn, cOUPOVA, e TN GLVAON
opovrtida. H de€apuebalovn yopnyndnke oe cuvovacud ue VELCADE g 83 acOeveig otov Kvkho 1
pe emmAéov 11 acBeveic mov EhaPav de&apebaldvn Kotd TV Topeio TV KOKA®Y TG €K VEOL
Oepaneiog pe VELCADE.

To npwtevov KataAnKTiKo onueio frav n emPefatopuévn KOADTEPN AVTUTOKPIOT] GTNV EXOVIANYT TNG
Oepaneiog, Omwg extipdrol and ta kprmpie EBMT. To cuvoiikd kaAdTtepo TOGOGTO OVTATOKPLONG
(CR + PR), otmnv gmavainym g Bepanciog og 130 acbeveic nrav 38,5% (95% CI: 30,1, 47,4).

Klwvum amotedeopatikdémra og un tpobeponevpévo Aépompo amd kKotrapa tov povova (MCL)

H perétn LYM-3002 fitav pia toyatomompévn, @dong I, avoiktod oyxedlacpod perétn ouykpiong
NG OMOTEAEGLOTIKOTNTOG KOt TNE 0opirelag Tov cvvovacuod VELCADE, prrtov&ipaunng,

KK opOoPapidng, do&opovfikivng kot tpedvilovne (VcR-CAP, n = 243) ue ekeivec Tov GuvoLOGUOD
PLToLEIAUTNG, KUKAOPOSPaidng, do&opovfikivng, Pvipiotivng kot tpedvifovng (R-CHOP, n = 244)
o€ gvnkikeg aobeveig pe pn mpobepanevpévo MCL (Ztdadio 11, I 1} IV). Ot acBeveig oto oKELOG
Oepanciog VcR-CAP éhapav VELCADE (1,3 mg/m?, tig nuépeg 1, 4, 8, 11, nepiodog avamovrac:
nuépeg 12-21), prrov&pdpmn 375 mg/m? IV v nuépa 1, kukhopooeauidn 750 mg/m? IV v

nuépa 1, do&opovPikivy 50 mg/m? IV v nuépa 1 kot tpedviCoévn 100 mg/m? amd oTOHaTOg TV
nuépa 1 éog v nuépa S tov kvxkrov Bepameiog 21 nuepdv pue VELCADE. I'a acBeveic mov
EUPAVICOV TEKUNPLOUEVT OVTOTOKPIOT] Y10 TPATN POPA KUTA TOV KOKAO 6, Yopryndnkay dvo
emmpocherol kAot Oepamneiog.

To Tp®TEVOV KATAANKTIKO GNUELD ATOTEAEGLATIKOTNTOC TV 1) EAEVOEPT EEEMEN S TG VOGOL
emPioon pe Baon v a&ordynon g Avegaptnng Entponnc Embempnong (IRC). Ta devtepedovra
KATOANKTIKG onpeio meptAdpupavay tov xpovo g v e&EMén g vooov (TTP), tov ypdvo g v
emopevn Bepoameia kotd Tov Aepemdpotoc (TNT), tn didpreia tov daothiuatog yopig Oepaneio (TFI),
70 6LVOMKO Toc00TO avtomdkpiong (ORR) kot o 060616 TANpovg avtamokpiong (CR/CRu),
ouvolikn emBiwon (OS) Kot T S1bpKeLR TN OVTOTOKPIOTG.

Ta MUOYPOPIKE YOPOKTNPLGTIKG KOL TO, YOUPOKTNPIOTIKA OvaPOPdiS TS VOGO NTOV YEVIKE KUAG,
1ooppOTNUEVE LETOED TV 000 okeA®V Depoameiag: M didueon nhkio Tov aclevav Ntav 66 £, 74%
nTav dvopeg, 66% avikav otnv Kavkdoio euin kot 32% avikav otnv Actatikny euin, 69% twov
acBevav giyav Oetikn avappoEnoTn LVEAOD TOV 06TAOV 1/Kal OeTikn Bloyia LOELOD TOV 0GTOV Yo
MCL, 54% twv acBevav giyav faduoroyio Atebvoug [Ipoyvmotikov Agiktn (IPT) > 3 ko 76% eiyov
voco Xtadiov IV. H didpketa tng Oepaneiog (didpeon tun = 17 efdopddeg) kot 1 Sipkelo g
TapoKorovOnong (didpeon tun = 40 pnveg) NTav cuykpicueg ota 600 okéAn Bepameiag. O dudpesog
apBudc kokAwv Bepameiog mov Elapav ol acbeveig frav 6 kot ota 000 okéAN Oepaneiag, pe 14% tov
acBevav otny oudda VeR-CAP kat 17% tov acbevav oty opddo R-CHOP va Aapfdvovy 2
emmpochetovg kOKAovg. H mieioymoia Tov acbevav Kot otig 600 opddec olokAnpwoay T Oepamneio,
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80% otmnv opdda VeR-CAP kot 82% oty opudda R-CHOP. Ta arotedéopata 6Gov apopd Tnv
OTOTEAECUATIKOTNTO TTapovosidlovtar otov [livaxa 15:

Ilivaxag 15 Amoteléouaro, 0o0v apopd, tv amotedeouotinotyta. amo wm ueiétn LYM-3002

Koatoinktiké onpeio VcR-CAP R-CHOP

UTOTELECHATIKOTITOS

n: acBeveig ITT 243 244

Ele00epn €EMENGS TG vooov empBioon (IRC)?

[eprotatikd n (%) 133 (54,7%) 165 (67,6%) HR? (95% CI) = 0,63 (0,50, 0,79)
Atdpeon Ty’ (95% CI) 24,7(19,8,31,8) | 14,4(12,16,9) | Tyun-p° < 0,001

(vee)

IMoc06T6 Avramokpiong

n: a&l0AOYNGILOL MG TPOG TNV

avtamoKplon acbeveig 229 228
2vvolikn wANpNS aviomokpion 122 (53,3%) 95 (41,7%) OR? (95% CI) = 1,688 (1,148,
(CR+CRu)™, n(%) 2,481)

Tn-p° = 0,007
20VolIKI aKTIVOAOYIKT 211 (92,1%) 204 (89,5%) OR? (95% CI) = 1,428 (0,749,
avtarorpion (CR+CRu+PR)", 2,722)
n(%) Tywni-pt = 0,275

o

p

Me Baon v a&ordynon g Ave&aptng Emtponng Embedpnong (IRC) (L6vo axtivoloykd dedopéva).

H exrtipnon tov Adyov kvdbvov Paciletor o £va poviého Cox, S100TpoUATOUEVO GOLE®VA e TOV Kivovvo IPT kot
70 6T¢d10 TG VOGoL. AdYOg Kivdvvou < 1 vmodekviel TAgovékTa Yo Tnv opnddo VeR-CAP.

Me Bdon tig ektipunoelg opiov ywvopévov tov Kaplan-Meier.

Me Bdon tov édeyyo Aoyoppikig Gepds, S100TPOUATOUEVO GOUE®VO, LE ToV Kivduvo IPI kot to 6tddio g vocov.
Xpnotponoteitor ) ektipnon Mantel-Haenszel yio tov cuviiOn Adyo mBavot)Tev yio S10GTpOUOTOUEVOVS TIVAKES, LE

tov kivovvo IPI kot to Z1ddio g Nocov wg tapdyovieg dtootpmpdtoons. Adyog mibavotitov (OR) > 1 vrodewkviet
mAeovéKTNLOL Yo, TV opdda VeR-CAP.

Tlephappdvovrar 6Aeg ot CR+CRu, pe fdon v IRC, Tov poehd tov ootomv kot v LDH.

T P omd tov éleyyo x? tov Cochran Mantel-Haenszel, pe v IPI kot to 67610 TG VOGOL (G TapAyovVTES
Sdwotpopdtoong.

[Meprrappavovtor 6Aeg ot aktivorloyikéc CR+CRu+PR pe Baon v IRC, ave&apmro and v enkdpwon pe Paon tov
peAd Tov oot@v kot v LDH

CR = ITApng Avtamokpion, CRu = un emPePoropévn [Inpng Avtandkpion, PR = Mepun Avtandkpion, CI = Awdotnua
Epmotoovvng, HR = Adyoc Kivdvvov, OR = Adyog [TiBavottov, ITT = [1pd0eon [N ) Ogpancia

H duapeon PFS amo v a&ordynon tov epevvnti tav 30,7 uiveg oty opdda VeR-CAP ko 16,1
pniveg oty opada R-CHOP (Adyog Kivdtvov [HR] = 0,51, p <0,001). Etatiotikd onpuavtikd 6QeAog
(p <0,001) vép g opddag Bepameiog VER-CAP évavtt g opuddag R-CHOP mapatnpnnke yio tov
TTP (duapeon tyun 30,5 évavt 16,1 unvav), tov TNT (didpeon tun 44,5 évavtt 24,8 unvov) Kot tmy
TFI (dudpeon Ty 40,6 évavtt 20,5 pnvav). H dudpeon didpkela Tng TARPOLS avTamdkpions nTov
42,1 pnveg oty opdoda VcR-CAP og oOykpion pe toug 18 univec oty opddoac R-CHOP. H sidpketa
NG GLVOALKNG OvTOTOKPIoNG NTOV peyaivtepn kotd 21,4 ufvec oty opdado VeR-CAP (Sidueomn tiun
36,5 unveg évavtt 15,1 unvav oty oudda R-CHOP). H tedikn avaivon yuo tqv OS
Tpaypatorodnke PHeTd amod pio didpeon didpkela mapakorovdnong 82 unvav. H diapeon OS ftav
90,7 piveg yuo tnv opdde. VeR-CAP ouykpitikd pe 55,7 unveg otnv opdda R-CHOP (HR=0,66;
p=0,001). H mopatnpndnoca tehikn didueon dapopd ot OS petald tov 2 opddwv Oepaneiog rav 35

/

piveg.

Acbeveic mov giyav MaPet oto TapelBov Bepancia yio Apvrogidmon ehoppds oAvcov (AL)
[payupotomomdnke pio avoiktn, un toyotomompévn perétn ®aong I/I1 dote va mpocdiopiotei
aocpdiela kot 1 aroterespatikotnta tov VELCADE cg acbeveig mov elyoav Adpel oto moperdov
Oepameio yio Apvrogidmon erappdc oAvcov (AL). Aev mapotnphOnkay véa OEpata ac@arelng KOTA
N S1apkela TG ueAég, ko €101kotepa 10 VELCADE odev emideivooe t BAAPN TOV 0pydvov 6Tody0ov
(Kopdd, veppdc Kot Nap). L& Pia SIEPEVLVNTIKY AVAAVOT] Y10, TNV OTOTEAECHOTIKOTNTA, OvVaPEPONKE
060010 avtamokpiong 67,3% (cvoureprrapfavopévov tocootod CR 28,6%) dmwg petprnie pe
Baon v apatoroyiky avramokpion (M-tpwteivn) o€ 49 a&loroynouovg acbeveic mov EraPav
Oepameio pe Tig péyroteg emrpentég 800l v 1,6 mg/m? pio popd v efdoudda kar 1,3 mg/m? dHo
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@opéc TV eRdopdda. I'a avTtég TIg KOOPTEG dOGEMV, TO GLVIVAGUEVO TOG00TO EMPiong oto 1 €10
nrav 88,1%.

Hodratpikdg minboucuog

O Evponaikoc Opyaviopog Capudikmv €xel SOCEL amaAlayn ond TNV VIOYPEMST VIOPOANG TV
anotelecudtov Tov peretmv pe to VELCADE o€ 6Aeg TIg bTOKATYOPIES TOV TOLSIOTPIKOD
TANOVGHOV 6T0 TOAAATAODY HLEA®UA KOt TO AEUPOUE. atd KOTTAPO TOL novove, (PAEre
TaPAypoeo 4.2 Y10 TANPOPOPIES GYETIKA LE TNV TOLIIOTPIKT YPTIoN).

Mia ®dong 11, povod ckéAovg HEAETN TG OPUCTIKOTNTAS, TNG ACPAAELNG KoL TNG PAPUUKOKIVIITIKNIG
7ov mpaypatoroonke and v Oykoroywkn Opade IMaidwv (Children’s Oncology Group)
a&lohdynoe  dpdon g Tpoctning Poptefopipnng oe ek VEOL l0aymYIKN Ynuel0Oepameia
TOAMOTADV TOPAYOVIMV GE TALOLTPIKOVE Kol VEAPOVS EVIAIKEG acOeveic Le AepLpogldeis kakonOeteg
(ue mpoopoun B-o&eia Aeppoproaotikn Aevyorpio [OAA], T-OAA kot pe T-Aep@oPractikd Aupmuo
[AA]). Eva omotelecpatikd €K VEOL E100YMYIKO YNUE0DEPATEVLTIKO GYNILOL TOALOTADY TOPAYOVI®V
yopnynonke oe 3 pépn. To VELCADE yopnynnke povo ota Mépn 1 kot 2 yia tnv omo@uyn| mihavig
OAANAETIKOAVTTTOUEVIG TOEIKOTNTOC LUE TO GVYYOPNYOVUEV QAappaKka 6To Mépog 3.

H m\npng avtondkpion (CR) a&oroyndnke oto téhog tov Mépoug 1. Ztovg acobeveig pe B-OAA pe
EUPAVION TNG VIOTPOTNG EVTOC SlacToTOC 18 unvav and ™ dtdyvoon (n = 27) To T0606TO TANPOLS
avtamokpiong Ntav 67% (95% CI: 46, 84) kot 10 T1060016 emPiwong dvev cupPdvtov 6Tovg 4 PVeS
ntav 44% (95% CI: 26, 62). Xtovg acbeveic pe B-OAA pe guedvion g vrotponng 18-36 pnveg amod
T Sdyveon (n = 33) 10 1060616 TANPOVG avTamokplong fray 79% (95% CI: 61, 91) kot o T0606TO
emPioong dvev cvuPaviov otoug 4 upveg Nrav 73% (95% CI: 54, 85). To moc0ctd TANPOLS
avtomokpiong otovg acbeveig pe T-OAA pe npmtn vrotponn (n = 22) frav 68% (95% CI: 45, 86) kot
70 T0600To eMPimong dvev cvuPdaviov otovg 4 punveg Ntav 67% (95% CI: 42, 83). Ta avapepoueva
dedopéva, amoterespoTikOTTOG Oe@povvtal apeifora (PAETe mapdypoapo 4.2).

X pekétn evrayOniov 140 acBeveic pe OAA | AA, ot omoiot a&loloynOniay g TPog TNV AcPAAELD
ka1 n dtdpeon nAkio nrav ta. 10 £ (evpog 1 £mg 26). Agv mapotnphOnkay véo avnouynTikd
gupfuota g Tpog v acpdreia 6tav 0 VELCADE npootébnke 610 kobiepmpévo madlotpikd
Baotkd ynuetofepamevtind oynpo avTLeTOnong e tpoddpoung B-OAA. Ot axdiovbeg avemBounteg
evépyeteg (Babuog > 3) mapotnprinkay pe vynAotepn eNINTOOT 6TO BEPATEVTIKO OYT|IL0L TOVL TTEPLEiYE
VELCADE oc¢ clykptlon e pio 10Topikr LEAETN eAéyyov otnVy ozmoia xopnyndnke uovo to facikd
oynuo: 6to Mépog 1 mepupepikn arsdnrikn vevpordbeia (3% évavtt 0%), etheds (2,1% Evavtt 0%) kot
vro&ia (8% &vavtt 2%). Aev vdpyovv dtobéoiueg TANPoeopieg oxeTiKa pe mhavd emakdiovba
SLUPGVTO 1] GYETIKA UE TO TOGOGTH ATOOPOUNG TNG TEPLPEPIKNG ALoONTIKNG VELPOTADELDG GE LT TN
UEAET. YYnAOTEPEG EMMTOGELS TopatpROnKay, emiong, yio Tic Aoudéelg pe Babpov > 3
ovdeteponevia (24% Evavtt 19% oto Mépog 1 ko 22% évavtt 11% oto Mépog 2), avEnuévn ALT
(17% évavt 8% 10 Mépog 2), vrokaiarpio (18% évavtt 6% oto Mépog 1 ko 21% évavtt 12% oto
Mépog 2) ko vrovatprotpio (12% évavtt 5% oto Mépog 1 kot 4% évavtt 0 6to Mépog 2).

52 ®@appokokivTiKES 1O10TNTES

Amoppoégnon

Metd omd evdopréBio bolus yopriynon ddong 1,0 mg/m? kar 1,3 mg/m? o¢ 11 acBeveic pe moAdomhovv
puélmpo Ko TiHéG kKabapong kpeatvivig vymidtepeg omd S0 ml/min, ol uéceg HEYIOTEG
GUYKEVTIPMGELS 6TO TAAGLA TNE TPpMTNG d0oM¢ Poptelopiumne nTov 57 kot 112 ng/ml, avtictoya. Xt1c
enoKOAoLOEg OOGELG, Ol LEGEG LEYIOTES TAPATIPOVUEVEG GUYKEVIPMOELG OTO TAAGUA KOpOivovTay amd
67 éo¢ 106 ng/ml yio ™ 860m Tov 1,0 mg/m? ko and 89 £wc 120 ng/ml yia T §6om twv 1,3 mg/m?.

Kozavoun

O péoog 6ykog katavouns (Vd) g Poptefopipmng kopowvotay amd 1.659 Aitpa émg 3.294 Aitpa petd
and pepovopévn 1 exavaioppovopevn evdoeAéBio yoprynon 86ong tov 1,0 mg/m? 7\ 1,3 mg/m? o¢
aoBeveic pe moALOTAODY HLEA®LO. AVTO VTTOSEIKVVEL OTL 1] fOopTELOUIUTN KOTAVEUETAL EKTETAUEVOL
GTOVG TEPUPEPIKOVS 1GTOVG. Xe GLYKEVTPMGELS foptelopinmng mov kopaivovrol peta&y 0,01 ko

1,0 ug/ml,  in vitro cOvoeoN UE TIG TPAOTEIVEG TOV TAAGLOTOC GTOVG avOpOTOVG eivar Kortd uEGo Opo
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82,9%. To khdopo chvdeong TG PopTefopiUmng LE TIG TPMOTEIVEG TOV TAAGUOTOG OEV NTOV
eEapPTMUEVO OO TN CLYKEVIPWOOT).

Biopetaoympatiopdc

Meléteg in vitro pe avBpomve nratikd pkpocsopoata kot oavipomiva cDNA-ekppaldpeva 1ooévivpa
Tov kKutoypdpatog P450 katédei&av ot 1 Poptelopipnn perafolriletor péow ofeidmwong omd o
évlopa 3A4, 2C19 kot 1A2 tov kutoypmpatoc P450. H kdpla petafolikr 000g ivatl 1 0roKom Tov
Bopovikod 0&€og Yo 10 oYNUATIGHO 600 HETAPOMTOV TOL dev TEPIEYOVY fopovikd 0&H o1 oToiol oTN
ouvExeLn VOPOELMMVOVTOL TPOG apKeETOVG petaforiteg. Ot petaPolriteg tng Poptefopipnng Tov dev
nep1Exovv Popovikd o&d givar avevepyoi MG avVOoTOAEIG TOL 26S TPOTENCHUATOC.

AmofoAn

O péoog ypovog nuicelag Long (tiz) e amoudkpuveng v tn Poptelopinnn oe ToALamA SocoA0Yia,
Kopovotay and 40-193 dpec. H Boptelopipnn amopaxpbverorl ToydTepa LETH amd TN YOPNYNoN NG
TPOTNG dOONG 08 GUYKPIoT UE TIG Enakolovdeg 86celg. Ot péoeg cuvolkég KaBAPGELS 0T TO GO
Aroav 102 kot 112 IVh petd omd v npdT d6om yio tig §6ceig ov 1,0 mg/m? ko 1,3 mg/m?,
avtioTtorya, kot kopaivovtay omd 15 émg 32 I/h kot 18 €wg 32 I/h petd amod tic emakdriovdeg 606e€1g TOV
1,0 mg/m? kot 1,3 mg/m?, avtictouya.

Edwcoi mAnBuopot

Hratikn dvoiertovpyio

H enidpaon g nratikng dvoieitovpyiog otn apuokokvntiky g foptelopipnng a&roroyndnke o
pio perém edong I katd ) didpkela Tov Tpm@TOL KOKAOL Oepameiag, mov mepiérafe 61 acbeveig
Kuplog Le ouUTOYElG OYKOVG Kol e TOKIAOVG Babpodc nratikng Svcieitovpyiog, o d0GELS
Boptelopiunng mov kvpdvinkay ard 0,5 £mwg 1,3 mg/m?.

Y& oVYKpLoN Ue 0oOEVEIS TOV Ely0V PLGIOAOYIKT NTATIKN AELTOLPYIQ, ) N0 NTATIKTY SOVGAELTOVPYIN
dev petéfarre v oporomouévn g mtpog T 66omn AUC g Boptelopipnng. Qo6td60, 01 LECES
opaAomompéves g mpog T 00om e AUC avéndnkav katd nepitov 60% ce acbeveig pe pétpo 1
cofapn NroTIK SLGAEITOLPYiC. ZVVIcTATOL YoaUNAOTEP dOoN évapéng oe acheveic pe pétpla M
cofapn NroTIKn dvoAgrTovpyia Kot o1 acbeveig avtol mTpénet vo mapakolovbovvral oteva (BAéne
mapdypoaeo 4.2, [Tivaxa 6).

Negpixn ovoiertovpyio.

Mo pappokokvnTikn pekétn dievepynonke oe acbeveig e veppikn dushertovpyio dSopopmv
oTadimV o1 omoiot katnyoplonomOnkav pe Bdon tig Tipnég kdbapong kpeatvivng (CrCL) otig
ak6Aovdeg opddec: Kavovikny (CrCL > 60 ml/min/1,73 m?, n = 12), Hma

(CrCL = 40-59 ml/min/1,73 m?, n = 10), Métpio. (CrCL = 20-39 ml/min/1,73 m?, n = 9), ko ZoPopr|
(CrCL < 20 ml/min/1,73 m?, n = 3). Tvpneptinednke eniong ot pekétn wio opddo apokadapoueveoy
acBevav (n = 8) atovg omoiovg yopnyndnke do6on uetd v apokdfapon. Xtovg acbeveic
yopnyMOnkoy evéopAéPieg Sooeig tmv 0,7 éog 1,3 mg/m?> VELCADE &bo gopég v epdopdda. H
éxBeon tov VELCADE (AUC kot Cmax kovovikomomuévng 66omg) ftav cuykpiciun petasd ohov
TV opddwv (PAéne mapdypopo 4.2).

Hlikia

H pappoaxoxivntikny g foptelopiunng npocdiopiotnke petd omd evooeAéPia bolus yopriynon

1,3 mg/m? 800 popéc T efdondda o 104 maudiotpucodg acbeveic (2-16 etdv) pe ofeia
AeppoPraoctikn Aevyoio (OAA) 1 o&eio pueroyevi Aevyaiio (OMA). ZOpemva Pe pio avaivon
QOPUOKOKIVITIKNG ToV TANnBuouov, 1 kabapon g Poptelopinmng av&oavotay pe tnv avénon g
emeavelag Tov couatog (BSA). H yeouetpuci uéon mun (%CV) g kédbapong nrov

7,79 (25%) L/hr/m?, o 6ykog katovopr|c oe otadepomomuévn katdotoon 834 (39%) L/m? ko o
xpovog nuicelag Lmng g amofoing 100 (44%) mpeg. Metd amd 510pHwon yua v emidpacn g BSA,
A0 SNUOYPAPIKA YOPAUKTIPICTIKE OTT®G 1) NAIKI, TO COUATIKO BAPOS Kot TO pUAO OeV elyov KAVIKA
onuavtikn exidpacn oty kabapon g Poptelopiumne. H oporomonuévn og mpog tnv BSA kdbapon
¢ Poptelopiunng og ToudloTpikov achevels Tay TAPOUOLO, LUE GVTN TOL TOPATNPEITOL GTOVE
EVNAIKEG.
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5.3 IIpoxlvikd dogdopéva Yo TNV a6QIAEL

H Poprtelopiunn kotédeie evoeyouevn yovotolikn dpdor. H Boptelopipnn ftav Ogtikn yuo
KhooToydvo dpdom (PMEN XPOUOCOUIKNG SOUNG) GTNV in Vitro avaAveT Yio T XPOUOCOUIKT PNEN
wonkikdv kuttdpwv Kivélikov yauotep (Chinese hamster ovary, CHO), pe youniéc Guykevipmoelg
g taéNg Tov 3,125 pg/ml, mov Nrav 1 xauniotepn cvykévipwon 1 omoio a&loioyndnke. H
Boptelopiumn dev nrav Oetikn Kot v dokun petaAraéloydvov dpdong in vitro (avdAvcen Ames)
K01 TNV in Vivo dOKIUT WKPOTUPNVO GE TOVTIKLAL.

O1 peréteg yuo v To&ikdTnTo. otV ovATTLEN GE aPOoLPAIOVE Kol KOVVEALL £SE1EQV EUPPLIKN
BvnoudTnTe KOTA TN YOPYNOT UNTPIKA TOEIKMY SOCE®MVY, OAAG OYL Auecn eUPPLIKN TOEIKOTNTA O
d00ELg KAT® TOV UNTPIKAE TOEIKMOV. AgV TpayHoTOTOmONKaY HEAETES YOVILOTNTAG OAAY Ol 10TO1 Y10l
v ovamopaymyn &xovv a&loloyndel ota TAAIcIO TOV HEAETMVY YEVIKNG TOEIKOTNTAG. Xe pia e€dunvn
UEAETT] GE aPOVPOIOVE, TOPATPHONKOY EKQPVAMGTIKEG EXIOPAGELG GTOVE OPYELS Kot 0TI mobnkec. INa
70 AOYO aTo, givor mBavo 1 Poptefopipnn va emdpd TOGO GT YUVOIKELD OGO KOl GTHV avOPLKn
yovipotnta. Agv Egovv devepyndel LeAETEG TEPTYEVVITIKNG KO LETOYEVVITIKNG AVATTUENG.

211¢ peAETEG TOAMOTA®Y KOKA®V YEVIKNG TOEIKOTNTOG TOV dlEVEPYNONKAV GE 0poVPAioNg Kot
TONKOLG, Ta PaciKd Opyave —GTOYOG OV EEETAGTNKAY, GUUTEPIAAUPOVOY T1) YOOTPEVIEPIKT 000,
01OV TTapaTNPNONKE EUETOC KaUM S1EPPOLO, TOVS CILLOTOWTIKOVG KOl AEUPIKOVG 1GTOVE OOV
TapoTNPNONKE KLTTUPOTEVIO TEPLPEPIKOD AULLATOC, ATPOPIN AEUPOEIOOVS 1GTOV KOl UUOTOINTIKN
VIOKLTTAPOPPifela TOL HVELOD TOV 0GTOV, TEPIPEPIKT VELVpOTdDELn oyeTILOUEVN LE TOVG AEOVES TV
aotnmplov vevpav (tapatnpndnke otovg TOMKOLE, GTO TOVTIKIN Kol GTOVG GKDAOVGS) KOl TTIEG
adhayég oToug veepovg. Ol autd to dpyavo-cTOY0G TOPOVGINGOY amd LEPIKT MG TANPT
OTOKOTACTAON HETA amd dtokony| TG Oepamneiog.

Bdoel pehetav oe mepapotolma, n deicdvon g foptelopiumng S1oUECOD TOV ALLOTOEYKEPUAIKOD
QPAYLOD POIVETOL VO EIVOL TEPLOPIOUEVT], AV VPICTATOL, KOL 1] CIUAGI0 Yio TOV GvOpmTo gival
dyvoor.

Kopdiayyelokés ooprokoloyikéc LeAETeS ac@delag o€ mONKovg Kot okOAoLE £de1&av OTL
eVOoQAEPLeg dOTELS TEPITOL dVO £MG TPELG POPEG UEYUAVTEPEG GO TH GUVIGTMOUEVT] KAVIKY| dO0T|, GTN
Bdon twv mg/m?, oyetiCovian pe avEnon tov kapdiakod puOuod, ueimon g cveTarTikdTTOG,
vdTOen Kot 0Gvato. g oKOAOVE, 1) LELWUEVT KOPIIOKT) CUGTOATIKOTNTO Kot 1) VTOTAON
avtomokpidnkav o o&eia TapépPaon pe BeTicovs voTPOTOLG TaPAYOVTEG 1 TAPAYOVTES OENCNG TNG
mieong tov aipotog. Emmpocheta, o peléteg oe oxbiovg, mapatnprnke po pikpn avénomn oto
dopbopévo ddotnua QT.

6. OAPMAKEYTIKEX ITIAHPO®OPIEX

6.1 Kaotaloyog ekdoymv

Moaovvitodn (E 421)
Aloto

6.2 Aocvppoarétnreg

AVTO TO QUPUOKEVTIKO TPOTOV OEV TPEMEL VO, AVOUELYVOETAL LE AAAD QAP LAKEVTIKY TPOIOVTO, EKTOG
OVTMOV TOL AVOPEPOVTOL GTNV TOPAYPPO 6.6.

6.3 Awpkero {onfg

KXieotd @rarido
3 xpovia
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Addopo PETE TV AVOGLGTOON

To didAvpo PETA TNV OVOCVLOTACT TPETEL VAL YPNCILOTOLEITAL AUECMG LETA TNV TAPACKELT. AV dgV
ypnoonon el apécms, ot xpovoL SLTHPNONG KATA TN ¥PNON Kol 01 cLVONKES TPV OTd TN YPNoM
amotelobV vTevBuvoTHTA TOV YPNOoTH. QOoTOGO, el amodeLyDel 1| YUK Kot PLGTKT oTadEPOTNTA
KOTO TNV XPNON TOL SIOAVUATOG LETA TNV AvAcDoTOoT Yo 8 dpeg otovg 25°C, S0t povEVO GTO
apykd ELoAidilo kavn otn ovpryyo. O cuvolKOG ¥pOVOg d1aTHPNONG Y10 TO AvacVoTAdEY
QUPUOAKEVTIKO TTPOTOV deV TPEMEL VO, LITEPPaivEL TIG 8 Dpeg TPV Omd T YOpNyNo.

6.4 Iowitepeg mpouvrdéers katd T @OLAEN TOV TPOIOVTOG
Mn pvAdooete og Oeppokpacio peyarvtepn tov 30°C.
dvAidooete T0 PLOAidI0 6TO EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OTO TO PAC.

IMoa 115 cvvBNKeg SlaTPNONG LETA TNV AVOGVGTAOT] TOV POPUAKEVTIKOD TPOIOVTOG, PAETE
Topaypaeo 6.3.

6.5 ®@Vo1 KOl GVOTUTIKA TOV TEPLEKTI

Tvédvo elaAidto tomov 1 tev 5 ml, pe ykpilo moua sloydpnong omd PpouofovTdAlo Kol AcEAAELN
amd aAOVUIVIO, HE TPACIVO KoTakl, Tov meptéyxel 1 mg Poprelopipmnce.

To @loAidio mepiéyetal o pia diapavn cvokevacio blister Tov amoteheiton amd Eva dioko pe Eva
kéAoppo. H kébe cuokevacio mepéyel 1 groridio piog yproemc.

6.6 Iowitepeg mpo@uAAEers amoppryns Ko GALOG YELPLOPOS

Cevikég mpouAdéelg

H Poptelopipmn givor €évog KuTtapotoéikdg TopayovTag. ZUVERMG, AULTEITOL TPOGOYY| KATAH TO
yepopd kai v tpogtopacio tov VELCADE. Zvvietdtal 1 ypromn YovTidV Kot TPOGTATEVTIKOD
POLYIGUOV TPOKEUEVOD VO ATtoPeLYOEL 1| ETOLPN UE TO déPLa.

H donmtn teQvVU mpénet vo, akoAovbeital avotnpmg kod’ OAN T SIEPKELD TOL YEPIGUOV TOV
VELCADE k08¢ t0o @appoko dev mePIEYEL GUVTIPNTIKA.

"Exovv vtdp&et Bavatneopeg mepimtdoelg ec@oipuévng evéoppayilaiog yopnynons tov VELCADE. To
VELCADE 1 mg x6vig yio evésiuo dtdhvpa Tpoopiletatl povo yio evoopAEfia ypnor, eved To
VELCADE 3,5 mg xovig yia evéoyo didAvpe tpoopiletar yio evéopAéPia 1 voddpia ypnion. To
VELCADE dev mpénet va yopnyeitar evooppayiaio.

Odnyieg Yo TNV 0vaeHoTAO

H avactotaon tov VELCADE npénet v yiveton amd enayyepatio vyeiog.

Kabe proridio twv 5 ml tov VELCADE npénet va avacvotafel mpocektikd pe 1 ml evéoipov
StoAvpatog yAwplovyov vatpiov 9 mg/ml (0,9%), pue m ypron piog cvpryyag 1 ml, yopig v
aQOipEST) TOV TOUATOG EIGYMPNONG TOL ProAdiov. H dtadvtonoinom tng Avopiiomompuévng KOVeEmG
0AOKANPOVETAL GE A1YOTEPO OO 2 AEMTAL.

Metd v avoacvotacn, kabe ml dtudvpartog wepiéyet 1 mg Boprelopipnng. To avacvotabéy didivua
7OV TTPOKVUTTEL €ivatl d1anyEG Kol aypopo, e tehkd pH petaéo 4 éog 7.

To avacvoTafév dStdAvpa TPETEL VO EAEYYETOL OTTIKAG Y10 TV VTapEN COUOTIOIMV Kot Yol
UTOYPOUATIGUO, TPOTOD YopnyNndei. Av mapatnpnbdei amoypo®UTIGHOS 1 VTapEN cCOUATIOI®Y, TO
avacLoTodEY dtdAv o TPETEL Vo amoppipOet.

Andppiym

To VELCADE znpoopiletot yio epdma ypnomn Hovo.

Kabe aypnoiponointo eapuakevtikd Tpoidv 1| VIOAEUU TPETEL VO, OTOPPITTETUL COUPDVA UE TIG
KOTA TOTOLG IGYVOVCEC GYETIKES OLUTAEELG.
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7. KATOXOZX THX AAEIAYX KYKAO®OPIAX
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

8. APIOMOZX AAEIAYX KYKAO®OPIAX

EU/1/04/274/002

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia mpatng éykpiong: 26 Ampidiov 2004

Hpepounvia tedevtaiog avavémong: 10 lavovapiov 2014

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic mAnpoopieg Yo 10 TapdV POPUOKEVTIKO TPoioV givor S1BEGILEG GTOV SIKTLOKO TOTO
tov Evponaikod Opyoviouod Gapudkwv: https:// www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

VELCADE 3,5 mg kovig yio. evEGILO S1GALL.

2. TIOIOTIKH KAI MOXOTIKH XYNGEXH

Kabe proridwo mepiéyet 3,5 mg Poptelopipmng (wg fopovikd e0Ttépa LOVVITOANG).

Metd v avacvotact, 1 ml tov SteAdpoToc Yo vTodople. Eveon meptéyet 2,5 mg Boptelopipnng.
Metd v avacvotact, 1 ml tov stoAdpaTog Yo evoopAéPia Eveon mepiéyxetl 1 mg Poptelopipmng.

IMa tov TA7pN KaTdloyo TV ekddywv, PAére Tapdypapo 6.1.

3. DODAPMAKOTEXNIKH MOP®H
Kovig yio evéoyo SidAvpa.

A€UKN TPOC VIOAEVKN CLUTAYNG 0VGia (KEWK) 1 OKOVT).

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpamevTiKég EVOEIEELg

To VELCADE w¢ povofepamneio | cuvovacuog pe teykoMouévn Amocouokn do&opovfikivn i
deapebaldvn evoeikvutan yio ) Bepaneio eviikov acBevav e eEEMOGOUEVO TOAALATAOVY HUEAMLLOL
Y10 TOLG 0To10VG £yl TponyNOel TovAdyIoToV 1 BgpamenTiKn ary®YN KoL Ol 07010l EY0oVV 101 VITOPANOET
1N dev givar kaTdAAnAol va vToAN00VY GE UETAUOGYEVOT] OLUOTOMTIKDV 0pYEYOV®Y KUTTAP®V.

To VELCADE c¢ cuvdvaopo pe peh@aidvn kot tpedvilovn evdeikvotol yio ) Beponeio evilikov
acBevav pe un tpobepamevévo ToALOTAODY HVEA®ILO KO O1 070101 OeV Elval KaTdAANAOL va
vroPAnBovv g vynAn doom ynuelodepameiog e HETOUOGYEVCT OLLOTOUTIKAOV OPYEYOVOV KUTTAP®OV.

To VELCADE c¢g cuvdvacuo pe oeouefalovn 1 pe de€apebaldvn kot Oaidopion, evdsikvutat yio.
v gloaymyikn Oepomeio evilikov acbevov pe un tpobepamevuévo ToAAATAobY LLEL®LLO TOV Elval
KatdAANAol va vtoPAN0ovY og LYNATY 060N YNuelBEpATEING [LE LETAUOTYEVOT] OLLOTOMTIKMV
opPYEYOVOV KUTTAP®V.

To VELCADE € cuvdvaopo [e prtovgdumn, KoKAoQemoapion, do&opovfikivn kot mpedviovn
gvoeikvotal yo tn Oepaneio evilikov acbevov pe pn tpobepamevpévo AEUPopLo amd KOTTOPO TOV
povdvoL oL dev gival KaTUAANAOL v VTOPANOOVY GE UETAUOCYEVOT| UUOTOMTIKAV OpYEYOVMV
KUTTAPp®V.

4.2  Aocoloyio Kol TpOTOS YOPYNONS
H évapén tng Bepamneiag pe VELCADE mpénet va yivetal vd v enifieyn evog EUmEPOV yloTpon
ot Oepomeio aclevav pe kapkivo, wotdoco N yoprynomn tov VELCADE pmopel va yiveton amd

gmoyyeApatio vyeiog EUmelpo ot ypnon ynueodepansvtikdv napaydviov. H avaciotaon tov
VELCADE mpénet va yiveton amo enayyelpatio vyeiog (PAETe mapdypapo 6.6).
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Aocoloyia yo T Bepaneio Tov eEgMocouevoy ToAamAoD puedmpotog (acheveic mov £yovv Adfet
mTponyovueva ToLAGyoToV pia Bepamein)

MovoOeparnsio

To VELCADE 3,5 mg x6vig yio vEGIUO S1aAv A YopNYELTal HEC® EVOOPAEPLAG 1) VTTOSOPLAG EVECTG
o1t GLUVIGTONEVT 860N TV 1,3 mg/m? em@pdvelng cduotog 500 popic efdopadiaing yio didoTnuo
dvo gfdopddwv Tic nuépeg 1, 4, 8 ko 11 og kdKAo Bepanciog 21 nuepdv. Avti 1 tepiodog TV

3 gfdopadmv Bewpeitar £vag kokhog Bepaneiog. Zvviotdtor ot acbeveic vo vroPfdAilovtal o

2 xoxhovg aywyng e VELCADE petd v emiPefaimon g nAnpovg aviandkpione. Emmiéov, atoug
aoBeveig Tov avTamoKpivovIol GTNV aymy Y®pig OH®G va emtTuyydveTal 1 TAPNG VPECT], GUVICTATOL
n My Bepamneiog yio cuvolikd drdotnua 8 kokhov Oepaneiog ue VELCADE. Ipénet va pecorafoiv
TOVAGIoTOV 72 dpeg LETOED TV dladoykav ddcewv Tov VELCADE.

Tpooapuoyéc tne 00ons kota ) diapkesia ¢ Ospameiog kar emovévapén e Ospameiog yia
novolepameio.

H 0epaneio pe VELCADE npénet va S10kOnTETOL KOTA TNV ELPAVIOT UN-OILOTOAOYIKNG TOSIKOTNTOG
3% BaBpov 1 arpatoloyikng toéikotnrag 4°° Babpov, e&aipovpévng tng veuporadeiag 6mme
mTePYpaeeTaL TOpakdTo (PAEne emiong mapdypoeo 4.4). Otav ta cupmTtdpaTe ToEIKOTN TG
vroywpnoovv, 1 Oepaneio pe VELCADE pmopel va Egkivioet ek véou pe petpévn katd 25% 66om
(1,3 mg/m? peidvetot og 1,0 mg/m?, 1,0 mg/m? perdvetan og 0,7 mg/m?). Av 1 toE1KOTNTA dEV
VIOY®PNOEL 1] EXAVEUPAVICTEL KOTA T YOPNYNOT TNG 7O YOUNANG dOONG, TPEMEL va. eKTUNOel M)
mOavotTa drakonng Tov VELCADE, extdc €dv t0 69erog tng Oepameing veptepel capdc TV
KIvduvou.

NevporaOntikog movog ko/f TEPIPEPIKH VELPOTAOELQ.

Ot acBeveic Tov Tapovctdlovy vevporadnTiKd TOVO Ko TEPUPEPIKT VEVPOTADELL OV GYeTI(OoVTaL
pe t Poptefopipmn TpEmEL VoL aVTILETOTILOVTOL GOUP®VO LE TIG 0ONYiES TOV TOPOLGLALEL O
[Mivakag 1 (BAéne mopdypago 4.4). Ot acOeveic pe tpotindpyovoa coPfapn vevporddeio uropodv va.
Adpovvy VELCADE névo katomy TpoGeKTIKNG EKTIUNONG TNG 0YE0MG KIvOHVOU/0PEAOG.

Iivaxag 1: 20VIoTOUEVES* TPOTOTOINOEIS 0000A0YIAS YI0. VEVPOTGOELa TOV OYeTI(eTON e T
Poprelouiuny.

YoPapétnTa vevponadelag Tpomomoinon docoroyiog

1°° BaBpov (yopig copntodpota, anodiewo ev 1o | Kopio

Babet TeVOVTIOV OVTAVOKAUCTIKOV 1|

napaiodnoia) ywpig mOvo 1 yopic armieia

Agttovpyiog

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

GUUTTMUOTO, TEPLOPLGLOG AEITOVPYIKDV !

KaOnpepvav dpactnplottov (ADL)**) Aldayn Tov BepameVTIKOD TPOYPAUIOTOS LE
VELCADE o¢ 1,3 mg/m? pio gopd tmv
gfdoudon

2°° BaBpov pe movo i 3°° Babuov (coPfapd Awkom ¢ ayoyng ue VELCADE péypt va

GUUTTMOUOTO, TEPLOPIGUOC TOV KON UEPIVOV VIOY®PCOLV TO GCUUTTMOUOTO TOEIKOTNTOG.

SpaOTNPLOTT®V OTOULIKNG PPOVTIONG Otov 1 To&IKOTNTO VTOYWPNCEL, EXOVEVAPEN TG

(ADL)***) Oepaneiog pe VELCADE kot peioon g 66omg
oe 0,7 mg/m? ka1 yopfiynon pio popé v
eBooudoa.

4° BaOBuov (ametintucég yia ) {on cuvéneleg, Awkomni too VELCADE

ovviotdral enciyovoa mopiuPacn) Ko cofapn

avtdvoun vevpomdheia

Me Bdon tig tpomonomoelg g docoroying og peréteg Oaong I ko 111 yio To moAdamhodv poéhmpa kot Ty gumelpio
petd and v KuKAo@opio Tov Papudkov. Babupoioyia pe Baon v ékdoon 4.0 tov Kowvav Kprmnpiov To&uwotntag
tov NCI (NCI Common Toxicity Criteria CTCAE).

Agrtovpyikeg dpaotnpiotnres kalnuepivig ppovtidoag (ADL): ovo@Epovtal 6TV ETOAGI0 YELUATOV, TNV 0yopd.
TPOQIL®V 1 pohY®V, TN XPNOT TOV TNAEPOVOL, TN S0 Eiplon YPNUATOV KAT.

ok

. Kabnuepivég dpaotnpiotnres atopurns ppoviioas (ADL): ava@époviol 6To TAVGIO, TO VIDGIHO Kol TO YOVOIHOo, TNV
TPOSANYT TPOPNG, T1| YPNON TNG TOVOAETOG, T1 ANYN QOPUAKEVTIKMV TPOTIOVI®V, Kot Oyt KAMVIPELS.
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Ocpancio oovovaouod e meyrvliouévn rooswuioxy oocopovfixivn

To VELCADE 3,5 mg x6vig yio evEGIUO S1aAvUa YopNYELTal HEC® EVOOPAEPLOG 1) VTTOSOPLAG EVECTG
ot cUVIGTAONEVT 860on TV 1,3 mg/m? emedvelac cdOUoTog 500 opéc TNV efdouada yia §00
efodopdoeg Tic nuépeg 1, 4, 8 ko 11 og kdKAo Bepanciog 21 nuepdv. Avti 1 mepiodog twv 3
epoopddwv Bewpeiton KOKAog Oepamneiag. [pémel va pesorafovv tovidyiotov 72 dpec peta&d Tmv
dwdoykav docemv tov VELCADE.

H neyxohopévn Mmocopakn do&opovPikivy yopnyeitat oe 30 mg/m? thv nuépa 4 Tov KOKAOL
Oepanciog pe VELCADE g evéopiéfia €yyvon 1 dpag petd v éveon pe VELCADE.

Mmropovv va xopnyn0odv mg 8 kbxkhot Oepaneiog cuvdvacpol 660 ot acheveic dev Exovv eppavicet
g€EMEN ¢ vooou kat avéyovtat T Bepomeio. Ot acbeveic TOV EXTLYYAVOLY TANPT AVTATOKPION
pumopobv va cuveyicovv t Bepomeia yio TOLAGYIOTOV dVO KOKAOVG PETE OO TNV TPAOTN ATOdEEN
TANPOVG AVTATOKPIONG TOVG, QKOO KO €AV KATL TETOLO OTALTEL Oly®YN Y10 TEPLGGOTEPOVS U

8 kOKhovg. Ot acbeveig Twv omoiwv ta enineda TG TopATP®TEIVNG cuveXilovy Vo pEIdVOVTOL LETE,
amd 8 KOKAoVG Umopovv emiong va mapateivovy ) Bepaneia yio 660 S1doTnua auTr| YivETal OVEKTN
Kot g&aorlovBoldv va avtamokpivovol.

IMa npocheteg TANpo@opieg GYETIKA LE TN TEYKLAIOUEVN MTocmaKT do&opovPikivr, PAETE )
oyxetikn [epiinyn tov Xapoktmpiotikdv tov [lpoidvroc.

Ocpareio. ovvovoouod ue deousbalovy

To VELCADE 3,5 mg x6vig yio vEGIUO S1aAvpa yopnyeital HEcw evOOEAEPLAG 1 VTTOSOPLAG EVECTG
o1t GLVIGTAONEVT 800N TV 1,3 mg/m? em@dvelng cOUoTog 500 Popis TV efdouada yia 500
gfdoudoeg tic nuépeg 1, 4, 8 ko 11 og kdKAo Bepaneiog 21 nuepdv. Avti 1 mepiodog Twv 3
gfdoudomv Bewpeitan kOKAog Oepamneiag. [Tpémel va pesorafovv tovAdyiotov 72 dpec petald Tmv
Swdoywav docemv tov VELCADE.

H deapebalovn yopnyeitor and otopatog og 20 mg tig nuépeg 1, 2,4, 5, 8,9, 11 kar 12 tov xdxlov
Oepancioc pe VELCADE.

O1 acBeveic Tov emttvyydvouy avtamdkpion 1 otabeponoinomn g acéveldg Tovg petd amd 4 KOKAOLG
Bepamneiog cuVOLAGHOD PUTOPOVV Vo GuveXicovY va AapPdvouy Tov 1510 GUVOLOCUO TO TOAD Yo

4 emmpdcebeTONg KOKAOVG.

IMa npocbeteg TAnpoopieg oyetikd pe t oe&ouebalovn, PAére t oyetikn [epiinym tov
Xapaxtnpiotikav tov [Ipoidvroc.

Tpooapuoyéc tne 0oongs yia ) Bepomeio ovvovaouod yio acbeveic ue eéelioodusvo wollamlovv
HvEAwuO

IMa v mpocapuoyn g d6ong tov VELCADE og Oepancio cuvdvacpod copfovievdeite tig 0dnyieg
TPOTOTOINGNG TNG 00GOA0YING OTMG AVTEC TEPLYPAPOVTUL VIO TNV LOVODEPATEIN TAPUTAV®.

Aocoloyia yio aoBeveic pe un tpobepomgvpévo moAlamlodv puédmpua mov dev eivar KatdAAnAoL yio
UETOUOGYEVCT] OULUOTOMTIKAOV ApYEYOVMV KLTTAP®V

Ocpomeio. ovVOVLOOUOD UE UEAPALGVH Kol TpedvI{Ovh

To VELCADE 3,5 mg k6vig yio evEGIO StdAvpa yopnyeital HEcw evOOEAEPLAG 1] VTTOSOPLAG EVECTG
G€ GLVOLAGUO HE OO GTOUATOG LEAPAAGVT] KL OO GTONTOG TPEdVILOVT ONG TapovslaleTal GTOV
[Mivoka 2. Q¢ Oepamevtidg KOKAOC voeitar pio mepiodog 6 efdopadmv. Xtovg Kvxkiovg 1-4, to
VELCADE yopnyeitai 600 gopég tnv efdopdda tig nuépeg 1, 4, 8, 11, 22, 25, 29 ko 32. Xtovg
Korhovg 5-9, to VELCADE yopnyeitot pio popd v gfdopdada tig nuépeg 1, 8, 22 ko 29. Ipénet va
pecolafovv tovAdyiotov 72 dpeg peTald Tmv dadoyikmv 66cemv tov VELCADE.

H pedporavn kot n mpedvilovn mpénet Kot o1 500 vo, xopnyodvTol amd oTOHOTOC TIg Nuépes 1, 2, 3 kot
4 g TpdNg efdopadas tov kdbe khxhov Bepoameiog pe VELCADE.

Xopnyovvtor evvéa BepamevtiKoi kbKAot avtig ¢ Oepaneiog cuvdvacuoD.
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ITivoaxog 2:

2vvigrouevn doaoloyia yio. 1o VELCADE oe aovovaoud ue ueipolovy kot mpeovilovy

AYo @opéc v Efoopnadoo VELCADE (Kvkiou 1-4)

Epdopada 1 2 3 4 5 6
Ve Huépa - --  Hpépo| Huép Hpép | mepiodog | Huép Hpép |Huépa Huépa | mepiodog
(1,3 mg/m? 1 4 a8 all [avédmovs | 22 o 25 29 32 |avdmovon
ne S
M (9 mg/m?) Hpépa Hpép Hpépa Huépa| -- - nagioﬁog -- -- -- -- nspio&og
P (60 mg/m? 1 o2 3 4 AVATOVG OVOTOVGoT|
ne S
Mia gopé v EBdopada VELCADE (Kvkiot 5-9)
Epdopada 1 2 3 4 5 6
Ve Hpépa - -- -- Hpépa 8 | mepiodog | Hpépa 22 Hpépa 29 | mepiodog
(1,3 mg/m? 1 avATOVG avamooon
ne S
M (9 mg/m?) Hpépa Huépa Huépa Hpép -- nagioﬁog -- -- nspio&og
P (60 mg/m? 1 2 3 a4 OVOTOVG AVOTOVGT|
ne S

Ve =VELCADE, M = pghoordvn, P = npedvilovn

Tpooapuoyéc tne 00ons kotd ) dGpkeia ¢ Gepameiog kar exovevopén e aywyng yio. Ospameio.

oVVOVAGLOD UE UEAPaLaVN Kal TPeIVILOVN
IIpwv v évapén evog véov kbkAov Bepameiog:

o O op1Opdg Tov aporetodov mpénet va givar > 70 x 10%/1 kot 0 amwdAvtog aptdpos
ovdetepopirwv (ANC) mpémet va eivon > 1,0 x 10%/1

. Ot un opatoroykég To&ikoTnTeg Tpémel vo, Exovv vroympnoet o€ 1°° Babuov 1 610 apyikod
eminedo

Iivaxag 3: Tpomomomoels TS d000A0YIAS KOTA T OLAPKELD, TV EXOUEVOYV KOKAWY THS Oepameiag

we VELCADE g¢ 60vov0oouo e pEAPaLGv Kol Tpedvi{ovn

To&ikétnTa

Tpomomoinen d060loyiac 1] KaBvoTépnon

Arozoloyirn tolikdtyTo. KaTd T JLGPKEID TOD

KUKAOD

. Edv mopatnpnOei otov Tponyovuevo
KOKAO TopoTETAUEVT] OVdETEPOTTEViD 4°°
BaBpov 1 Bpopponevia 1 Opopfomevia pe
opoppayio

E&etdote o evdeyouevo peimong mg 60omg e
peAPaAdvVNG Kaotd 25% oTov endpevo KOKAO

. Edv xatd v nuépa xopnynong
VELCADE (dAAn omd v nuépa 1) o
apOpdc TV apomEToM®Y gival
<30x 1014 ANC <0,75 x 10%/1

H Bepamneio pe VELCADE mpénet va avaotalel

o Edv moArég 06oeic VELCADE o¢ éva
KOKAO €yovv drakomel (= 3 dOoELg KATA TN
dLapKela TG Yopnynomg 000 Popég TNV
gfdoudoa > 2 docelg KaTd TN ddpKELN
¢ efdopaduaiog yopriynone)

H 860m tov VELCADE mpénet vo, peiwbei kotd
1 eninedo 86ong (and 1,3 mg/m? oe 1 mg/m?, 1
and 1 mg/m? e 0,7 mg/m?)

Bobuod > 3 un auparoroyixés toliotnres

H 0¢gpancio ue VELCADE mpénet va. diakomel
HEXPL VOL DTTOYXWPT|GOVY TOL GLUTTAOLOTO TNG
to&kdtnrTag og Babpob 1 1 oto apyucod enimedo.
> ovvéyel, 1 Oepomeio uie VELCADE umopei
va EeKvoel Pe LElmOT) EVOG EMTESOV dOGNC
(am6 1,3 mg/m*ce 1 mg/m?, Y| and 1 mg/m? og
0,7 mg/m?). T'wa. vevporadntikd mdvo Koy
TEPLPEPIKT vEVpomaBela Tov oyeTileTan pe
VELCADE, d10k6yte Kaun TpOTOTOMGTE TO
VELCADE 6nwg neprypdostar otov Ilivaxa 1.

Y|



IMo nepartépo TANpoopieg oxeTIKd Pe T HEAPOAAVT Kot TNV Tpedvilovn, PAEne TNV avticToym
[epiinym Xapoktnprotikev Tov [Ipoidvtog.

Aocoloyia yia aoBeveig pe un tpobepamevpévo TOAATAOVY HOEA®LLO IOV Eival KOTAAANAOL Y1t
LETOUOCGYEVOT OLUOTOMTIKAV 0pYEYOVAOV KLTThpwV (E100ywyikt Bepaneio)

Ocpancio ovvovaouod pue decopedolovn

To VELCADE 3,5 mg x6vig yio evEGIUO S1aAv e YopNYELTaL HEC EVOOQAEPLAG 1) VTTOSOPLAG EVECTG
o1t GLVIGTAONEVT 860N TV 1,3 mg/m? em@dvelng cduotog 800 popic efdopadiaing yio didoTnuo
dvo gfdopddwv Tic nuépeg 1, 4, 8 ko 11 og kOKAo Bepanciog 21 nuepdv. Avti 1 nepiodog TV

3 gfdopadmv Bewpeitar £vag koxhog Oepaneiag. I[Ipénet va pecorafodv Tovddyiotov 72 mpeg uetal&d
TOV dladoyIkaV 06cewv Tov VELCADE.

H de&apebalovn yopnyeital and tov otopATOG 0T 860N TV 40 mg Tic nuépeg 1, 2, 3,4, 8, 9, 10 kot
11 tov kdKAov Oepamneiog ue VELCADE.

Xopnyovvtot técoepig Bepamevtikoi KOKAOL aVTNG TG Oepameing cuvdvaGOD.

Ocpancio aovovaouod e delopebalovy kou Gatidouion

To VELCADE 3,5 mg x6vig yio evEGIUO S1aAv e YopYEiTal HEc eEVOOQAEPLAG 1] VTTOSOPLAG EVECTG
o1t GLVIGTAONEVT 860N TV 1,3 mg/m? em@dvelng cduotog 500 popic efdopadiaing yio didoTnuo
dvo gfdouddwv Tic nuépeg 1, 4, 8 ko 11 og kdKAo Bepanciog 28 nuepdv. Avti 1 nepiodog TV

4 gfoopadmv Bempeital Evag kokAog Oepaneiag. [Ipénet va pecorafodv TovAdyiotov 72 dpeg petal&d
TV dtdoykdv d6cewv Tov VELCADE.

H de&apebalovn yopnyeital and tov 6toHATOG 0T 060N TV 40 mg Tic nuépeg 1, 2, 3,4, 8,9, 10 kot
11 tov kdKAov Oepamneiog ue VELCADE.

H OoAdopion yopnyeitat and tov 6téUH0Tog 0T 060N TV 50 mg nuepnoing tic nuépeg 1-14. Edv
glvar avektn, 1 60om av&avetar oto 100 mg tic nuépeg 15-28 kot otn cvvéyela umopel va ovénbei
nepattépm ota 200 mg nuepnoing ard tov koxkko 2 (BAéne [Tivaxa 4).

Xopnyovvtol técoepig OepomenTIKOl KOKAOL dLTOV TOV GVVOLOGSUOD. Ot acbeveic e ToLVAdYIGTOV
UEPIKN avTOTOKPLOT| GuVIGTATOL v AapPdvouy 2 emmpdcdeTovg KOKAOLC.

Iivaxag 4: Aocoloyio, yio. Ospameio, ovvovaouov ue VELCADE yia aoOeveic ue un npobepomevuévo
TOAAATAODY HvéEA@UO TTOV EIVaL KATGAAAOL V10, UETOUOTYEDOT] QUUOTTOUTIKWOV
OPYEYOVWY KUTTAPDV

Ve+ Dx Kvokiot 1 ém¢ 4
Efoopaoda 1 2 3
Ve (1,3 mg/m? Huépa 1, 4 Huépa 8, 11 Tepiodoc avémovong
Dx 40 mg Huépa 1,2,3,4 Huépa 8,9, 10, 11 -
Ve+Dx+T Kvkhog 1
Epdopada 1 2 3 4
Ve (1,3 mg/m? Huépa 1, 4 Huépa 8, 11 Iepiodog Iepiodog
OVATOVoNg OvAToVong
T 50 mg Huepnoimg Huepnoing - -
T 100 mg* - - Hpepnoing Huepnoing
Dx 40 mg Huépa 1,2,3,4 |Huépa 8,9,10,11 |- -
Kvkhot 2 g 4P
Ve (1,3 mg/m? Huépa 1, 4 Huépa 8, 11 ITepiodog ITepiodog
OVATOVoNG | aVATOVGNG
T 200 mg* Hpepnoing Hpepnoiog Hpepnoiog | Huepnoiog
Dx 40 mg Huépa 1,2,3,4 |Huépa 8,9,10,11 |- -

V¢ = VELCADE, Dx = Ag&apebalovn, T = @aiidopion

% H 860 g Ouhdopidng avédverar oto 100 mg amd v efSopdda 3 tov Kvkhov 1 pévo €dv ta 50 mg sivar avektd kot

ot0 200 mg amd Tov KOKAo 2 ko peténcira ebv to 100 mg eivon ovektd.

Méypt 6 KOKAOL uopovV var 60000V 6ToVG acbeveic TOV TETVLYOV TOVAGYIGTOV HEPIKN OVTOTOKPION UETH TOVG
4 kdxhovg.

Tpooapuoyéc tne docoloyiog yra 000eveic mov eival kKatdAAndol yia uetoauooyedoeig

IMa npocappoyn g d6ong tov VELCADE, 6a npénet va axolovBovvtal ot 0dnyieg Tpomonoinong
Mg 00GNC TOV TEPTYPAPOVTOL Yo TN povobepameio.
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Emunpdobeta, 6tav 1o VELCADE yopryeitar og cuvovaoud pe dAla ynueofepoameutikd
(QOPUOKEVTIKG TPOTOVTA, TPETEL VO EEETAGTOVV Ol AMOPOITNTES HEIDGELG TNG dOONG AVTMOV TOV
TPOIOVTOV o€ TTEPInToT ToEIKOTNTAG COUP®VA UE TIG GLOTAGELS TNG [Tepiinyng Tov
Xapaktnpiotikdv tov [Ipoidvrog.

Aocoloyia yio aoBeveig pue un tpobepamevpévo Aéppmpa omd kottapa tov povova (MCL)
Ocpareio. ovVOVOoUOD uEe prrovéiucuny, kKoklopwopouion, dolopovfixivy ko mpedvilovy (VeR-CAP)
To VELCADE 3,5 mg x6vig yio evécipo dtdivpa yopnyeitar p€cw evoopAEPLag 1] VTOdOPLUG EVEOTG
o1t GLVIGTAONEVT 800N TV 1,3 mg/m? em@dvelng cduotog 500 popic efdopadiaing yio didotnuo
dvo gfdoudowmv Tic nuépeg 1, 4, 8 kaw 11, akorovBovpevn amd pio tepiodo avamaviag 10 nuepdv Tig
nuépeg 12-21. Avtf n mepiodog towv 3 efdopddmv Bewpeitar Evag kokhog Oepaneioc. Zvvictdvton £EL
koKlot ayoyng pe VELCADE, av kot yio acBeveic mov speavilovy tekunpiopévr oviondkpion yio
TPMOTN Popd kaTd ToV KOKAO 6, umopel va yopnyndotv dvo emmpodcbetor kikAot VELCADE. Ipénet
va LeGoAafovv Tovddyiotov 72 dpeg HeTa&d TV dladoyikav d6cewv tov VELCADE.

Ta akdlovBa papuakeLTIKd TPOTOVTA YopnyovvTol TNV Nuépa 1 kdBe kKikAov Bepaneiag 3 efdouddwv
ne VELCADE wg evio@AéPieg eyyvoelg: prrovéipdumn oe 86on 375 mg/m?, kokAopmopouidn oe
d6om 750 mg/m? ko doEopovPikivny og §6on 50 mg/m?.

H npedvilovn yopnyeitar and otopatog oe 3oom 100 mg/m? tig nuépeg 1, 2, 3, 4 xar 5 k40e kdrxAov
Oepancioc pe VELCADE.

Ilpooapuoyes e doons katd ™ diapkela s Oepameiog yio aoOeveis ue un mpoBepamevuévo Iéupmuo.
OO KUTTOPO. TOV UOVADO,
Ipwv v évapén evog véov kbkAov Bepoameiog:

o O ap1Bpdg Tev apometariov mpénet va givar > 100.000 kdtrapa/pl kot o amdivtog aptpog
ovdetepogilv (ANC) mpémel va eivar > 1.500 kdtrapo/pL
o O ap1Bpdg TV apometaiov mpénel va givar > 75.000 kottapa/pL oe acbeveig pe onomn tov

LLELOD TV 00TOV 1] GTANVIKO eyKA®Pioud

o Awocporpivn > 8 g/dL

. Ot un opatoroykég To&koTnTeg TPEMEL Vo, Exovv vroympnoetl o€ 1°° Babpov 1 610 apyikd
eminedo.

H Oepancio ue VELCADE npénet va S10kOTTETOL KOTA TNV ELPAVIOT OTOUGONTOTE GYETILOUEVNC UE
10 VELCADE pn-apatoroyikng to&ikdmrog Babpov > 3 (sgarpovpévng tng vevpomdheiog) 1
apatoroyikng toéuotntag Babpov > 3 (BAéne eniong mapdypago 4.4). I'a Tpocapuroyég g d6ong,
BAéne Iivaka 5 Topakdtm.

[Mopdyovteg d1€yepong oMoKDV KOKKIOKLTTUP®Y UTOPOVV Vo, Xop1ynoodv Yo o toAoyikn
ToEIKOTNTA GOUPOVO ILE TNV TOTIKT oLV O TpakTikn. [1pénel va e€etdleTot 1 TPOPLAAKTIKY XPNOT
TAPUYOVTOV OEYEPCNG OTOIKIOV KOKKIOKVTTAP®V GE TEPITTMOT EMAVOAAUPAVOUEVOV
kafvotepncemv 6N Yop1yNon Tov kKukAov. H petdyyion apometariov yio T Oepameio tng
Opoupomeviag mpénel va eEetdleTon 6Tay EVOEIKVOTOL KAVIKAL.
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ITivoxog 5:

Tpooopuoyes e doons katd ™ d1apkelo TS Bepameiag yio aoOevels ue un

TPoBepamevUEVO AEUPMUO, OTO KDTTOPO TOV UAVIDOL

ovdetepomevia 4°° Babuov didpkelog avm
TV 7 NUeEPAV, apliuds apomeTodimv
<10.000 xotTopo/ul

TolwkotnTo Tponomoinen docoloyiog 1) KaBvoTépnon
Awotoloyikn tolikotnto.
° Opopponevia Babpov > 3% pe mopeto, H 0eponcio ue VELCADE npénet va

drokomTeTal Yo £mG 2 €fdouddeg £mg 0ToL 0
acBevig &xet ANC > 750 kdttapo/pL kot
apBpo arpometariov > 25.000 kotrapa/pl.

. Edwv, petd ) daxonn g Oepomeiog pe
VELCADE, 1 to&wotnta dev
VIOYWPNOEL, OTMG OpileTal TOPATAV®,
t6te 10 VELCADE 7pénet va dtokomet.

. Edv n to&ikotnta vroympnoet, SN, o
acBevnig €xet ANC > 750 xotropa/pl kot
aplud apomeToMmv
> 25.000 xdtropo/ul, o VELCADE
umopel va Egxvioet e pio d6om
HEUEVT KaTd éva eminedo d06ong (amod
1,3 mg/m? e 1 mg/m* 7 and 1 mg/m? e
0,7 mg/m?).

. Edv xatd v nuépa yopnynong
VELCADE (dAAn omd tnv Huépa 1 kéfe
KOKAOV) 0 aplOUOG TOV AUOTETOA MV
givar < 25.000 kdtrapo/ul 1 0 ANC givar
<750 xotTapa/ul

H 0epancio pe VELCADE npénet va
SlaKOmTETON

Babuod > 3 un ayuarodoyixés tolcotyreg mov
Oewpeitou ot ayetiCovrou ue 1o VELCADE

H 0epancio pe VELCADE npénet va
OLOKOTTETAL LLEYPL VO, DTTOYMPTGOLV T
ocvopnTopote ™G toéikdtrag oe Babpod 2 1
younAotepa. Xtn ovvéyela, 10 VELCADE
umopel va EEKIVIOEL e pio dOOM LELOUEVT] KOTA
éva eninedo 8oomng (amd 1,3 mg/m? oe 1 mg/m?,
M and 1 mg/m? oe 0,7 mg/m?). T
VELPOTAONTIKO TOVO KOV TEPLPEPIKT
vevpondbeia mov oyetiletor pe VELCADE,
drakoyte ko tporonotote 0 VELCADE
onwg meprypapetal otov Ilivaka 1.

Emunpdobeta, 6tav 1o VELCADE yopryeitar og cuvovaoud pe GAia ynueodepoameutikd
QOPUAKEVTIKG TPOTOVTA, TPETEL VOl EEETAGTOVY Ol AAPOITNTES LEIDOELS TNG dOONG OVTAOV TV
(QOPUOKEVTIKAV TPOIOVIMV G TEPITTMON TOEIKOTNTAS, COLPOVA [LE TIC GLOTAGELS TNG AVTIGTOLYNG

[epiinyng tov Xapaxmmpiotikdv tov [Ipoidvroc.

Ewwoi tAnbvcuoi

Himawuévor

Agv vtapyovv 6ToLKEln TOV VoL LTOSEIKVDOLY OTL Ol TPOGUPLOYES TNG 0OGNC EIVOL OTOPAITNTEG OE
aoBeveic nlikiag dvo Tev 65 eTdV pe TOAAATAODY HUEA®UO 1) AEUPOUA 0O KOTTOPA TOV HLovODL.
Agv vapyovv peréteg yia ) ypnon tov VELCADE ce nhkiopévoug acBeveic pe pn
TPoOEPOTEVUEVO TOAALUTAODY LVEAMUA, Ol 0TTOl0L Eival KaTdAANAOL va vTofAn0ovv cg
ynueobepomeior LYNANG OO LE UETAUOCYEVOT] OLUOTOMTIKMOV PYEYOVOV KLTTAP®Y. ZVVETWDC, O
Yivovtol 0060 0YIKEG CLGTAGELG 6TOV TANBVoUO VTO.

Y plo pehétn o acbeveic pe pn mpobepamevpévo AEppopa amd KOTTopo Tov pLovdva, 42,9% kot

10,4% tov acbevav mov giyav ektebei e VELCADE ftav o€ nhikiaxko gvpog 65-74 £ kot > 75 €,
avtiotoya. Xe acleveic nAwiag > 75 €, kot ta 600 oynuata, VeR-CAP 6mwg eniong kot R-CHOP,
ntav Ayotepo avektd (PAéme mapdypapo 4.8).
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Hrozikn dvalertovpyio,

Ot acBeveic pe o otk SvsAertovpyia dev xpeldlovtal TPOSAPUOYN TNG SO0 KOl TPEMEL VO
Aappdavovy Oepameia pe T cuvictduevn door. Ot acbeveic ue pétpia | cofapn Nratikn
dvohertovpyia mpénet vo Egktvody 1o VELCADE pe peiopévn 86om tov 0,7 mg/m? avé £veon katd
diapketa Tov TpdTOL KOKAOL Ogpameiag kot n akdrovdn avénon g 86ong o 1,0 mg/m* 1 n
nepatépw peimon g ddong o 0,5 mg/m? pmopel vo egtootel pe Paon Ty avekTikOTNTA TOV
acBevovg. (PAéne Iivaka 6 kot Topaypdeovg 4.4 kat 5.2).

Iivaxag 6: 2vvigraduevn tpomomoinan 60oons évaplng yio. 1o VELCADE oe acOsveis ue nrozikn
ovoiertovpyio.

BaOpog Enineoa Enineoa Tpomomoinemn g 666MG éEvapéng
NTATIKNG YorEPVOPivIG SGOT (AST)
dvclertovpyioc*
Hma <1,0x ULN >ULN Kapia

>1,0x-1,5x ULN | Omowodnmote Kopia
Mérpo >1,5x-3 x ULN Onolodfmote Mzeimon tov VELCADE ot 0,7
ZoBapn > 3x ULN Onolodnmote mg/m? 6Tov Tp®TO KUKAO Oepameiog.

Na e&etaotel ) avénon g do6ong oe
1,0 mg/m? A mepartépm peimon g
d6ong o 0,5 mg/m? oe axdrovdovg
KOKAOUG e Bdion TV avekTiKOTTA
T0V acfevoic.

Yvvrunoelg: SGOT = yAovtapikn 0&aA0EIKN TPAVGApIVAGT 0pov,

AST = apwvotpavopepdon acmaptiuns, ULN = péyioto 6p1o yio to puetoroykd £0pog.

Y Me Baomn v katdtaén yo v nratikn SvcAertovpyia (mia, pétpua, coPaprn) tov NCI Organ Dysfunction Working
Group.

Negpixn ovoiertovpyio.

H pappoaxoxivntikn g Poptelopipmng dev ennpedleton o aceveic e Nmia £0¢ PHETPLO VEQPIK
duchertovpyia (Kabapon kpeatvivng [CrCL] > 20 ml/min/1,73 m?). T 1o Adyo avtd dev
OTOLTOVVTAL TPOCUPUOYEC GTN dOGN G€ 0 TOVE TOVG acbeveis. Agv eival Yyvwoto edv 1
pappoaxokvntikn g Poptelopinnng emnpedleton oe acbeveig pe cofapn veppikn ducieitovpyia Tov
dev vrroparlovtar og Stoion (CrCL < 20 ml/min/1,73 m?). Aedopévov 6t1 1 d1oAton pmopel vo
LEDGEL TIC GuYKeVTpOoelS TG Boptelopiunng, to VELCADE zmpémet va yopnynbei petd tn dodikacio
g otdAMong (PAEme mapdypoo 5.2).

THoudrorpixog minQvouog

H aopddeia ko ) amoterespotikotnte tov VELCADE og maidid niikiog kéto tov 18 gtdv dgv
&yovv texunprwbet (BAéne Tapaypapovg 5.1 kot 5.2). Ta pog to mapdv dwbéotpa dedopéva
TEPLYPAPOVTAL OTNV TOPAYPaPO 5.1, 0AAG dev umopel va yivel cuotacn yio tn docoroyia.

Tpomog yopnynong

To VELCADE 3,5 mg k6vig yio evécipo dtdivpa dtotifetan omokAEIoTIKA Yio EVO0PAEPLO 1) VTTOSOPLL
xopfiynon.

To VELCADE 1 mg kévig yuo evEotuo dtdlvpa d1oTifetan omokAEIoTIKA Y10 EVOoQAEPLO YopTynom.

To VELCADE d¢gv Ba mpénet va, yopnyeitotl and diieg 0d00g. Evéopaytaia yopriynon £xet odnynoet
010 Bdvaro.

Evdopléfia éveon

To VELCADE 3,5 mg d1dAvpo petd v avacvotoon yopnyeital pe evoopAéPia bolus éveon

3-5 6eVTEPOAETTOV HECH EVOC TEPLPEPIKOD 1 KEVTPIKOV EVOOPAEPLOL KAOETNPO O 0TOI0G GTN GUVEXELD
veuilet mpog éxmivon pe 9 mg/ml (0,9%) evéoyov dtaAdpatog yAmprovyov vatpiov. Meta&y 600
dwdoywav docemv tov VELCADE npénet va £xel pecorafoet S1dotnio TovAdyiotov 72 opav.
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Yrodopia éveon

To VELCADE 3,5 mg d16Avpo Hetd TV avachoTooT XopnyEiTal vTodoplo LEc® TV unpav (de&1d 1
aplotepd) N TG Kotdg (o€l i apiotepd). To dtdlvpa Tpémel va evietar vrodopLa, VIO yovio 45-
90°. Ta onueio ¢ £veonc TPETEL VAL EVIALAGCOVTAL Y10, TIC OL0O0YIKEG EVEGELG.

Edv copPoidv tonicég avtidpdoeic 6To onpeio g £veong LETA TNV LTOOOPLA YOPT YO TOV
VELCADE, uropei gite va yopnynei vmodopia Eva Ayodtepo mokvo diiivpa VELCADE (1o
VELCADE 3,5 mg va avacvotadei oe 1 mg/ml avti yia 2,5 mg/ml), gite cuotiveTor aAlayn og
evOoQAEPLa Eveon).

Otoav 10 VELCADE yopnyeitotl 6 cuvovacud pe AL QopUOKEVTIKE TpoldvTa, avatpiéte otnv
[Tepiinym Tov Xopaktnplotik®v ovtdv Tev [Ipoidvtev yia 0dnyieg yopnynong.

4.3 Avtevoeigelg

YrepevaioOnoio otn dpactikn ovoia, 6To fOP1o 1} 6€ KATO10 amd T £KO0Y TOV OVUPEPOVTAL GTNV
Tapaypapo 6.1.
Oéela dudyutn dSmONTIKT TVELHOVIKT KOl TEPIKAPILUKT VOGOG.

Otav 1o VELCADE yopnyeital 6 Guvovacpo pe AL QopUOKEVTIKA TPOIOVTO, avoTpéETe OTIG
[epinyeic Tov Xoapakmmpiotik@v tov [Ipoidvtog Toug yio emimpdcebeteg avievoeitelc.

4.4 E101kég TPOELOOTOUNOELS KUl TPOPVAGEELS KATE TN Y p1ion

Orav to VELCADE yopnyeitotl 6g cuvovacud pe GAA0 @opUOKELTIKA TpoidvTa, ot [Tepiinyelg tov
X0opoKINPIOTIK®OY 0VTOV TOV eapuakevtik®v [poidviov tpénel va eEetdlovtan mpv Ty Evapén g
Oepanciog pe VELCADE. Otav ypnoytonoteitar 1 Bodidopion yperaleton 1d1aitepn Tpocoyn 6Toug
EAEYYOLG KOl TIC OTOLTNGELS Yo TNV TPOANYT kKOnong (BAEne Topdypago 4.6).

Evdoppayraia yopriynon

"Exovv vtap&et Bovatneopeg Tepmtdoelg ecQoApuevng evooppayiaiog yopnynong tov VELCADE. To
VELCADE 1 mg x6vig yio evésyo didhvpa wpoopiletar povo yio evoopAEfia xpnor, Ve To
VELCADE 3,5 mg x6vig yio evéoyo didAvpa tpoopiletar yro evoopAEPia 1 vroddpa ypnon. To
VELCADE dev mtpémet va yopnyeitat evooppoyiaio.

laotpevtepkn toéwodTnTa

Eival moAd cuyvi 1 ePeavion YaoTpeEVTEPIKNG TOEIKOTNTOC, CUUTEPIAOUPBAVOUEVIC TNG VOVTIOG, TNG
duappotag, Tov UETOV Kal TG dvokotmdmrag, e VELCADE. Exyovv avagepOel oy cuyva
TEPIMTOGELG EAE0V (PAéme mapdypapo 4.8). Katd cuvénein, acbeveig mov mapovaoialovv
SVOKOIMOTNTO TTPETEL VO TTOPAKOAOVOOVVTOL GTEVA.

Ayatoloyikr) ToEikoTnTa

H 0epancio pe VELCADE oAb cuyva cuvdéetan pe apatoloyikég to&uotnteg (Opopfomnevia,
ovdetepomevia, kot avorpio). e perétec o€ acbeveig pe vrotpomialov TOAAATAODY LLEA®LLO TTOV
Adupavav Bepaneio pe VELCADE kot o€ aceveig pe pn tpobepanevpuévo MCL mov Adpupavay
Oepancio pe VELCADE 6 cuvdvacpo pe prtovdludunn, KoKAoPopapion, do&opovPikivn kot
wpedvilovn (VeR-CAP), pia amd Tic cuyvOoTEPEC UUATOAOYIKES TOEIKOTNTEG NTAV 1] TOPOSIKY|
Opoppomevia. Ta arponetdAiia Tav 6to Yaunrotepo eninedo v Huépa 11 kdbe koxhov Oepanciog pe
VELCADE «a1 cvvifag eravépyovtay oto apyikd eninedo KoTd Tov endpevo KoK o. Agv vinpée
Kavéva otoryeio abpototikng Opopporeviac. To vadip Tov diauecsov aplBpoy apoTETOA®Y TOV
uetpnOnke Rrov mepimov oo 40% NG apyIKNG TUNG OTIS LEAETEG povobepomeiog TOV TOAAATAOD
puedopotog kot 50% ot perétn MCL. Ze acbeveig pe mpoyopnuévo puéopo 1 cofoapdtnta g
Opoppomneviag oyetiotnke pe Tov aplBpd TV oponetaiiov Tpv Vv Evapén g Bepareiog: yio apOpo
aponeTodiov mpw ) Bepancio < 75.000/ul, 90% twv 21 acbevav iyav apBpod aporetodiov
<25.000/pl katd ™ didpketa TG HeAETNG, cvumepiiapfavopévov 14% tav acbevav pe < 10.000/ul,
eva avtibeta Yo apBpd apomeTarimv wpwv T Bepaneio > 75.000/ul, povo 14% tov 309 acbevov
glyav apBpd apometariov < 25.000/ul kKatd ) dudpkela TG HEAETNC.
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e aoBeveic pe MCL (perétn LYM-3002) mopatnpndnke vyniotepn enintwon (56,7% Evavtt 5,8%)
Opopporeviag Babuov > 3 oty oudda g Oepamnciog ue VELCADE (VcR-CAP) e chykpion pe v
opada wov dev AduPave Oepaneio pe VELCADE (prrov&udumn, kokhopmo@apion, so&opovfikivn,
Bwiprotivn kan pedviovn [R-CHOP]). Ot dvo opddeg Bepameiog NTov TopOUoles MG TPOS TN
GUVOAIKY| ETIMTMOOT] ULLOPPOYIK®Y ENEIGOSIOV OA®V TV Pabumv (6,3% otnv opdoa VcR-CAP kot
5,0% otV oudda R-CHOP), kabmg kot tmv atpoppoyik®v enetcodinv Babuov 3 kot dveo (VcR-CAP:
4 acBeveig [1,7%], R-CHOP: 3 acBeveic [1,2%]). Ztmv opdda VcR-CAP, 22,5% twv acBevaov érafav
petayyioelg aponetaAiov og cvykpion pe 2,9% twv acbevov oty opuddo R-CHOP.

Taotpeviepikn Kot EVOOKPAVIOKT aoppayio, Exovv avapepbel 6 cuvdvacuo e Tt Oepaneio pe
VELCADE. Xvvenmg, o aptuog Tov aponetaiiny Tpémel vo Tapakoiovdeital mpv omd kabs d6om
tov VELCADE. H 0¢poancio ue VELCADE 7npénet va dtokomel 6tav 0 aplOudg TV alloneTtainy
glvar < 25.000/pl 1 o€ mepintwon cuvdLacHoD pe HEAPAAAVT Kot TPedVILOVT OTAV O aplBlOg TV
aporetadiov etvar < 30.000/ul (BAére Tapdypago 4.2). To duvnrtikd deerog ¢ Oepaneiog Tpénel va
oTOOOTEL TPOGEKTIKA £VAVTL TV KIVOOV®V, 10101TEPH GE TEPUTTMOELS UETPLOG EMG GOPAPNG
Opoppomeviag kot TapaydVTOV KVOHVOU Y10, dploppayia.

H yevikn aipotog (CBC) pe tHmo Agukokuttdpmv, GUUTEPIAAUPBAVOUEVOL TOV 0plOUOD OUOTETOAI®Y,
TPEMEL VoL TApoKoAovBovvTaL TakTikd kad’ 0An T didpkela g Oepanciog pe VELCADE. To
EVOEYOUEVO PETAYYIoNG apontetaAinv Ba mpénet va eEetdleTon 6tav gvdeikvotal kKhvikd (PAEme
Tapaypapo 4.2).

Xe aoBeveic pe MCL napatnpninke mopodiKi) oOvdETEPOTEVIO TOV NTAV AVASTPEYIUY HETOED TOV
KOKA®V, yopig otoyyeia abpoiotikng ovdetepomeviag. To ovdeTepOPILA NTOV GTO YOUNAOTEPO EMIMESO
v Huépa 11 kdBe xvxhov Oepanciog e VELCADE kot cuvifwg emavépyoviay oto apyikd eninedo
KaTé TOV ETOUEVO KOKAO. ZTn perétn LYM-3002, yopnynOnke vrootnpiktiky ¢povtioo pe
TaPAYoVTEG 01€YEPONC ATOKIMY 6T0 78% TV 000evav Tov okélovg VeR-CAP kot 610 61% tmdv
acBevav tov okélovg R-CHOP. Kafdg ot acbeveic pe ovdetepomevia datpéyovv avénuévo Kivouvo
Aroméewv, Oa Tpénel va mapoKolovBovvtal Yo onuein Kol CUUTTOUATO AOTH®ENG Kot Vol
avtyetoniloviot apécns. [apdyovteg d1€yepons OmOIKIOV KOKKIOKLTTAP®Y UTOpovV va, xopnyndovv
Y10 QLOTOAOYIKT TOEIKOTNTO COUQ®VA UE TNV TOTIKT cLviOn mpakTiky. [Ipénet va e&etaleton n
TPOPLAAKTIKT XPNOT TAPAYOVTWOV SIEYEPCTC UTOIKIMV KOKKIOKVTTAP®V GE TEPITTMO
emovolopPavopevov KabuoTepoe®y o XOp1YNoT Tov KOKAOL (BAére mapdypago 4.2).

Enravevepyonoinomn 100 épnnrta (wotpa

e aoBeveig mov AapPavovv Oepaneio pe VELCADE cuvvietdtot yopiynon aviikng Tpoeoiadng. Xt
ueAétn daong I oe acbeveic pe moAlamAovy puéhmupa wov oev glyav Aapetl Oepaneia 6To TopeAbov, 1
GUVOMIKY| ETATMON TNG EMAVEVEPYOTOINGNC TOL £pnto. (OGTAPA NTAV 7O GLYVY 6TOVE aceveic Tov
éoPfav VELCADE+Melpardvn+1pedvilovn e ovyipion pe Melpardvn+Ipedvilovn (14% évavt
4% avtiotoya).

e aoBeveic pe MCL (perétn LYM-3002), n enintoon Aoipwéng and tov 16 panra (ootipa oy
6,7% o1o oxéhog VeR-CAP kat 1,2% o710 okéhog R-CHOP (BAéne mopdypago 4.8).

Emavevepyonoinon kot Aoipwén amd tov 16 e Hrotitwbac B (HBV)

Otov 1 prrovéudumn ypnoiponoteital o€ cuvdvacpod pe 1o VELCADE, 0o tpémet va dievepyeitan
nhvta Eheyyog yio HBV og acBeveig mov datpéyovy kivovvo Aoipwéng amd HBV mpwv amd v évapén
g Oepamneiag. Popeic nratitidog B kot acheveig pe 10topikd nratitidag B Oa mpénet va
TOPUKOAOVOOVVTAL GTEVA Y10 KAVIKA Kot epyactnplokd onueio evepyod HBV Loluwéng xotd ™
dudpxela kot petd ) Bepaneia suvdvacpov g prrov&ipuaunng pue 1o VELCADE. Oa npémet va
e€etdletal To EVOEYOUEVO YOPYNONG TPOPLANKTIKNG avTiukiG Oepaneioc. Avatpééte oty [lepiAnyn
TV Xapaxtnplotikdv tov I1poidvtoc g prrovsudumng yio TeptocOTEPES TANPOPOPIES.

[poiovoa Tolveotiokr) Aevkoeykeparondfeia (PML)

[ToAV omdvieg TepmTOGELS Ue GyvmoTn artloAoyia TG Aoipnméng and tov 16 John Cunningham (JC),
7ov odnynoav o PML kot Odvato, Exovv avagepbei oe acbeveic mov Ehafav Oepaneio pe
VELCADE. Ot acfeveic pe d16yvmon PML eiyav Adpet Tponyovpévag 1 Tovtdypova
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avOGOoKOTAOTOATIKY Oepaneia. Ot mepiocdtepeg mepumtmoel; PML Sayvootnkay eviog 12 unvov arnd
v npwtn 860m tov VELCADE. Ot acBeveig mpénet va mapakolovfovvtal o€ ToKTA Ypovikd
SLoTNUOTO Yio TUYOV VEQ | ETIOEWVOVLEVO, VEVPOAOYIKE GUUTTOUTE 1) OT|UEIR TOL UTOPEL VaL
vrodnimvovy PML w¢ uépog g dtapoptkng didyvmong mpoPAnudtov tov KNZ. Av vadpyovv
vrovoles yo ddyvmon g PML, ot acBeveic mpémetl va mapaméumovrol og €101k6 otnv PML kot
TPEMEL vaL apyicovv va epapudlovtot KatdAAnAa LETpA dlayveooTikoy yopaktipa yio PML. Atakdyte
10 VELCADE av diayveotei PML.

Heprpepucn vevpondOeia

H Ogpancio e VELCADE oAb cuyva cuvoéetal (e TepLpepikn vevporadeta, o givat, Kupimg,
aotntikn. Qo1d00, Exovv avapepbei TepIoTATIKA GORUPNC KIVITIKNG vevpordOelag e 1 yopig
ootk meppepikn vevpomdbela. H cuyvotnta epedaviong e mepipepikng vevpomadeiag avédvet
oV apyn g Bepomeiog ko £xel TapatnpnOel otL POAveEL 6TO PEYIOTO KOTA T OdPKELD TOV KOKAOL 5.

ZUVIGTATOL 1] TPOGEKTIKT TOPAKOAOVONOT TOV 06OEVOV MG TPOG TNV EULPAVIOT CUUTTOUATOV
vevpomdbelag 6w aicOnpo kavoov, vepatctnaia, vroicOnoia, Taparchnocia, dSvcpopia,
vevpomadnTikd Tdvo N advvouia.

2 perétn @aong I mov cvvékpive 1o VELCADE og evdopAéfia xoprynon Evavtt vwodopiog
YOPNYNONG, M| EXMTOOT TOV TEPIOTATIKAOV TEPLPEPIKNG VeEVpoTtadeiag Babpod > 2 ftav 24% yio v
opado ¢ VodopLag Eveong kot 41% yio v opdado ¢ evooeréPrac Eveonc (p = 0,0124).
[eprpepikn vevpordabeia Babuov > 3 gppavictnke 610 6% TV ac0evov otnv opdda Bepaneiog pe
VITOdOPLO. YOPTYNOT, 6€ GUYKplom Ue To 16% otnv opdda Oepameiag pe evooAéPia yoprynon

(p =0,0264). H enintmon ¢ mepipepikng vevpomadeiag dhwv tav Pabumv pue to VELCADE og
evOoQAEPLa yoprynon Ntav younAiotepn otig iotopikés peréteg pe VELCADE og evdopiéfia
yopnynon o€ oyéon pe tn perétn MMY-3021.

O1 acBeveic Tov Tapovc1dlovy TEPIPEPIKT| VELPOTADELD Yio TPMTN POPE 1} EXOEIVOOT TPETEL VO,
a&10A0Y0VVTOL VEVPOLOYIKA KOl UITOPEL VOL AOUTEITOL 1) TPOTOTOINGT TNG 6OGTNG 1) TOV TPOYPAUUATOG
yopnynong N aAroyn o€ vodopia 006 yoprynong (BAéne mapdypago 4.2). H vevpordadeia
OVTIUETOTIOTNKE UE VTOCTNPIKTIKT 0ywyn Kobmg kot pe dAleg Oepoameiec.

Xe aoBeveic mov AapPdavovv VELCADE cg cuvévaoud pe popUokeLTIKG TPOiOVTA OV EIvVol YVOOTO
ot oyetilovral pe vevpomabdeto, (m.y. Ooldouion) mpémel va Aapupdvetal vroYN 1 EYKoLPT| Kol TOKTIKN
TOPOKOAOVONGN Y10 To GLUTTOLOTO VEVPOTTADELNG TOV opeilovTal ot Oepameia [1e VEVPOAOYIKT
a&lohdynon kabag eniong va eEeTdlovTol Kot KOTAAANAEG LEWDOELG TNG SOOTG 1] SLOKOTT| TNG
Oepameiag.

Extog g mepipepkng vevpomdbelag, 1 avTdVoun VEVPOTADELD UTopel EMioNG Vo, GUUPAAAEL GTNV
TPOKANON AVETIOVUNTOV EVEPYEIDY O 0pHOCTOTIKY VITOTAGT KOl GOPaPT LOPPT] SVCKOIMOTNTOGC
ue e1red. O1 mAnpogopieg oYeTIKA e TNV ovTdvoun veEvporddeio Kot 1 cLUPOAN TNE GTIS €V AOY®
avemBounteg evépyeleg ival TEPIOPICUEVEC.

Xmocpot

Xracpol £xovv avapepbet, oyl cuyvd, o€ acbevelg xwpig TPONYOVUEVO 1IGTOPIKO CTACUMOV 1 EMANYING.
[dwaitepn mpocoyn amarteiton Katd tn Oepaneio achevadv e 0mO10d7TOTE TOPAYOVTO KIVOUVOL Ylo!
omacUOVC.

Ynotaon
H 0gpancio ue VELCADE cuvifwg cuvdéetar pe v opBoctatikn vrotact). Ot TeplocoTEPES

avembounteg evépyeleg ival NIIOG ¢ LETPLOC PVOEMS Kot TopatnpodvTol Ko’ OAN TN S1apKeLd Tng
Oepancioc. Or acBeveig mov eupdvicav opbootatikn vrotaon pe VELCADE (yopnyodpevou pe
evooQAEPLa Eveon) dev elyav evdei&elg opBootatikng votaong mptv and ) Bepaneio pe VELCADE.
O1 mepiocotepot acbeveic Expnlov aymync yio v opboctatikni vrdtact tove. ‘Evag pikpog aptOuog
acBevav pe opboctatikn VTOTOOT) EKONAMGE EMEIGOd10 cuykomne. H opboctatikn vrdtacn dev rav
o€ peydio Babud ocvvdedepévn pe v bolus £yyvon tov VELCADE. O punyoviopdg ovtov toh
QUIVOLLEVOD deV gival YvmoTog av Kot iome eV HEPEL va opeileTal otnv awtdvoun vevporddela. H
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avtdvoun vevpondOeia uropel va oyetiCeton pe tn Poptelouipmn, gite n foptelopipnn va emdevavel
L0 VTTOKEIEV KOTAGTAGN, OGS glvar 1) S1PNTIKN 1] 1] AULAOEDIKT VEVpOTTdDEeLla. ZvvioTdTan
TPOCOoYN OTAV YOPTYOVVTAL PAPUAKEVTIKA TPOiOVTa, 6€ acheVeic Le 16TOPIKO GLYKOTNG Ol 070101
AOpPAvoVY @apUAKELTIKA TPOIOVTa, T OTtold Eival YVv®maTd 0TI cLVOLoVTAL [LE VITOTAGT 1| 6€ acbeveig
7oV givol apLdUTOUEVOL AOY® ETOvVENPAVIoNS didppotag 1| Epetov. H avtipetdnion g opfoctatikig
VROTOONG UTOPEL VoL TEPIAAUPAVEL TNV TPOCAPHOYN TOV OVTIVTEPTACIKMY POPUIKEVTIKGV TPOIOVI®YV,
EVLOATMOT 1| YOPNYNOT LETOAOKOPTIKOOTEPOEW MOV Kot/ 1 cupmafoppuntikav. Ot acbeveig mpénet va,
emntovv 1oTpikn cupfoovdn 6tav epeavifovy copmtopata (GAng, Tédon 1 onueio Aimobopiag.

2Hvdpopo OnicOiag Avactpéyiung Eykeparomdfeiag (Posterior Reversible Encephalopathy
Syndrome, PRES)

"Exovv vrapEet avapopég tov PRES og aoBeveic mov Adppfovay VELCADE. To PRES givat pia
OTAVL0, GUYVE OVOCTPEYIUT, TAYXEMS EEEAICGOUEVT] VEDPOAOYIKT KATAGTACN, 1| 07010 Umopetl va,
EUPAVIOTEL [LE EMANTTIKEC KPIGELS, VITEPTAOT], KEPAAQAYi, ANOapY0, GUYYVOT, TOPAMGT] Kot AAAEC
OTTUKEG KOl VEVPOLOYIKEG dratapayés. H amekdvion tov eykepdiov, Katd TpoTipunon n ATEKOvion
Mayvntikod Xvvtoviopov (Magnetic Resonance Imaging, MRI), ypnoylomoteiton yio tnv emPefainon
g odyvmong. Xe acbeveic mov gpeavifovv PRES, 10 VELCADE mpénetl va S1oKOmTETAL.

Kapduoxn averdpkeia

Oéela epnpdvion N ETIOEIVOGOT GLUPOPTTIKNG KAPSIOKNG OVETAPKELNS KoL /1 VEX EUPAVIOT| LEiONg
ToV KAAouatog eEmOnong apiotepng Kotkiog £xet avapepbel katd ) ddpkelo Oepameiog pe
BopteCopiunn. H katakpdtnon vypodv pumopel va givol tpodiafecstkoc Tapdyovtag yio onpeio Kot
CUUTTMOUOTO TNG KOPOLaKN g averdapkelag. Ot aobeveig pe Topdyovieg Kivodvo yio Kapdtakn voco 1
LE VITAPYOVGO, KOPOLOKT VOCO, TPEMEL VO TOPAKOAOVOODVTOL GTEVA.

Hlektpokapdroypapikég eEetdoelg
Avoeépniay HeUOVOUEVE TEPIOTATIKA TapdTacng Tov dtactypatog QT oe KAviKéC HeAETeG Kot dev
£xel TekuMP1obel N a1TIdONG GVVAPEL.

Hvevpovikég datapayég

Ymnpéav omdvieg avapopiéc o&eiag dtdyvtmg dmONTIKNG TVELUOVOTADELNG OYVMDGTOV QUTIOAOYING OTTMC
vevpovitida, dtdpeon Tvevpovia, dmdnon mveduova Kot cuVOPOUO 0EEING OVOTVEVSTIKNG SLGYEPELOG
(ARDS) o¢ acbeveic mov eddupavavy VELCADE (BAéne mapdypapo 4.8). Opiopéva amd ovtd to
TEPIOTOTIKG Ty Bavotnedpa. Zuvictdtal aktvoypaeio Odpakog mptv omd T Bepomeio, TPOKEWEVOL
va ypnoorombei wg SedopEVO avapopds Yo THVEG TVELHOVIKEG LeTafoAEG petd T Oepamneia.

e TePINTOOT VEDV 1 EXIOEWVODUEVOV TVEVLOVIK®DY GUUTTOUATOV (71X, PYoc, SVeTVOoLn), TPETEL V.
devepyeitar aueca dlayvooTikn a&loAdynon kat vo Bgpoamevoviatl kKatdAAnia ot acOeveic. I1pémel va
Aappdvetar vroyn 0 Adyog Kvdvvov/opélovg Tpy amd T cvvEyion g Oepaneiog ue VELCADE.

e uo KAviKn dokiun, 600 acbeveis (amd 2) otovg omoiovg yopnynnke vymin d6om kutapafivig

(2 g/m? ava nuépa) pe cvveyn £yxvomn yia 24 dpeg pe daovvopouBikivn kar VELCADE yia vrotpont
o&elag pogloyevoig Aevyopiog mébavay amd ARDS vopic katd ) Sidpkeia tng Bepomeiog Kot n
ueAétn tepuatiomke. o to Adyo ovtd, d€ GUVIGTATOL TO GUYKEKPIUEVO GYNLLOL LLE TOVTOYPOVN
yoptynon vyning d6ong kutapaPivng (2 g/m? avé nuépa) pe cvveyn &yyxvon yia 24 dpeg.

Neppwkr) duciettovpyia
O1 veppikég emmAoKEG glval GLYVEC 6TOVG acbeveic pe moAlamiovy poéhoua. Ot acbeveic pe veppikn
dvodettovpyio Tpémel va TapakorovBovval otevd (PAEme mapaypdapovg 4.2 Kot 5.2).

Hrotwkr) duciettovpyio

H BopteCopipmn petaporileror amd nratikd Eviopa. H ékBeon g Poptelopiumng avédveral o
aocBeveic pe pétpo 1 coPfopn nrotikn Svciertovpyia. Avtoi ot acBeveic mpémet va Aappdvovy
Oepaneio pe VELCADE o¢ petmpéveg 006€1¢ Kot va, mapokolovfovvial oteva yio toéikdtnreg (PAEne
mapaypdeovg 4.2 kot 5.2).
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Hrotwée avtidpdoeig

"Exovv avoeepbel omdvieg TEPUTTOOEIS NIATIKNG ovemdpkelag o€ acBeveic mov Aappavav VELCADE
KOl TOVTOYPOVA POPUUKEVTIKG TPOTOVTO, KOl 10V oV dAL0 cofapd wortpikd TpofAnpoto. AANEG
UVOPEPOLEVEG NTOTIKEG AVTIOPAGELS TEPIAAUPAVOUY avENGT TV NTOTIKGV eviOU®V,
vrepyorepvOptvarpio Kot Nratitidon. Avtég ot aALOYEG LITOPEL VAL EIVOL AVTIGTPENTES PETH TNV S10KOT
g Poptelopipnng (PAEre Tapdypapo 4.8).

2Hvdpopo Aong 6yKov

Enedn n Poptelopipmn eivan évag kuttapotosiKog Tapdyoviog Kot e£0A00pevel Tayéms Ta Kakonon
mloouatokvTTopd Kot ta kKottapo MCL, umopei va mapovctactody eXmAOKEG TOV GLVOPOLOL AVGNG
oykov. Ot acBeveic mov dlatpEyovv Kivouvo Tov GuVOPOLOL ADon G GYKOL gival EKEIVOL TOV
avtpeTonilovv 10 cofapd TpoPAnpa Oykwv Tptv amd T Oepaneia. Ot ev Aoym acbevelg mpémet va
TapoaKolovdovvTal 6TEVE, VD TPETEL Vo AaUPBAvVOVTOL Ol KATAAANAES TPOPLAGEELC.

2VYY0PYNON QOPUOKEVTIKMOV TPOIOVI®MV

Ot acBeveic mov Aappdvovy Boptelopipnn oe GuVOLOCUO LE IGYVPOVS OVAGTOAELS TOV

CYP3A4 npénel va mapakorlovbovvtal otevd. Amatteitor tpocoyn 6tav 1 Poptelopipnn cvvdvaletal
pe vrootpopata tov CYP3A4 1 tov CYP2C19 (BAéne mapdypapo 4.5).

Idwaitepn mpocoyn kot emPePfainomn TG PUGIOAOYIKNC NTOTIKNG AEITOVPYING OTOLTOVVTIOL GTOVG
aocBeveic mov Aapfdavouy amd Tov 6TOUATOG VIOYAVKAUKE (PAETE mapdypo@o 4.5).

AVTI5pAoELG SLUVNTIKG EXAYOUEVES IO OVOGOGUUTAEYLLOTOL

Oy ouyva €xovv avapepdei avtidpaoelc SuvnTIKG eToyOUEVES OO OVOGOCUUTAEYLOTO OTIMG
avtidpaon TOmov opoavociag, ToAvappitida pe e£avOnpa Kol VIEPTANCTIKY onelpapatoveppitida. H
BopteCopipunn mpénet va Stakomel e6v EPEOVIGTOOV GOPRUPES AVTIOPACELS.

4.5 Almiemopdocseig pe GAA0 QUPRUKEVTIKE TPOTOVTO KO GAAES HOPPES aAANAeTiOpaONG

Meléteg in vitro vodetkviovy 6t 1 Boptelopipnn givar €vag acbevic avaotoréag Tav 16oeviduwmy
1A2, 2C9, 2C19, 2D6, ko 3A4 tov kutoypodpotoc P450 (CYP). Bdoel g mepropiopévng cupfoing
(7%) Tov CYP2D6 o710 petaporiond g Poptefopipmng, o pavotumog tov CYP2D6, mov coppetéyst
eMd1oTo 6TO PETAPOMOO, dEV avapEVETAL VO, ETNPEALEL Tn cuvolikn d1d0gon g Poptefopipmng.

Mo pedétn QOPUOKEVTIKNG OAANAETIOpaOTG, 1] Omoia a&loAdyNoE TNV EMidpacT TG KETOKOVALOANG,
€vog woyvpov avaoctoréa tov CYP3A4, ot papuaxokvntik tng foptelopipnng (mov evietan
evoopAePimg), katédelée o péon avénon g AUC g Boptelopipmng katd 35% (Clooy [1,032 émg
1,772]) pe Paon to dedopéva omd 12 acbeveic. o to Adyo avtd ol acbeveic mpémel va
mapokorovBovvtal oteva 6tav diveton ) foptelopinmn og GUVOLAGUO LE £VAV IOYVPO AVOGTOAEN TOV
CYP3A4 (m.y., ketokovalOAn, prtovoPipn).

e oL LEAETN QOPUOKEVTIKG AAANAETIOpaong, 1| onoia agloldynoe Vv enidpact TG openpaloing,
&vog woyvpov avaotoréa tov CYP2C19, ot pappaxoxvntikn g foptelopipnng (mov gvietal
EVOoQAEPRiImG), dev LIIPEE CNUAVTIKT EXIOPOACT] OTO POPLOKOKIVITIKG YOPAUKTNPIOTIKA TNG
BopteCopipnng pe Paon to dedopéva amd 17 acbeveis.

Mio HeAéTn QOPUAKEVTIKNG OAANAETIOpaOTG IOV AELOAOYNGE TNV EMIOPUCT) TNG PLPOUTIKIVIG, EVOC
oyvpov enaywyéo tov CYP3A4, ot papuokokivntikn g Boptelopipnng (wov evietat evéopiefing),
katéoege pia péon peimon otv AUC g Poptelopipnng katd 45%, pe fdon ta dedopéva and 6
acBeveic. Xvvemmg, | Tavtdypovn xpnon g foptelopiumng pe 1oyvpovg enaywyeic oo CYP3A4 (m.y.
proaumikivn, kappapalenivn, eavotoivr, eowvofopPrtain kot vaeptkd/Paicapdyopto) dev
ovviotdral, kafdg propel va pelwbel 1 omoTEAECUATIKOTNTA.

2V 10100 LEAETN QOPUOKEVTIKNG OAANAETIOpaoN Tov a&loAdynce v enidpacm g deapedalovng,
gvoc o acBevovug emaymyén tov CYP3 A4, ot gpapuoakokivntiky g Boptelopipnng (mov gvietat
evoopLePimg), dev vpEe oNUAVTIKN EMIOPAOT OTN POPUOKOKIVNTIKT TNG BopTefopipmng pe Pdon Ta
dedopéva, and 7 acbeveis.
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Mo HeAETN QOPUOKEVTIKNG OAANAETIOpAOTG TTOV AELOAOYNOE TNV EXIOPOACT] TOV HEAPOAAVIG-
wpedviIlovnc ot eopurakokyntikny ¢ Poptelouipmng (mov evietat evoopiefing), £0eiée o péon
avénon g AUC g Poptelopipmng 17% pe Paon to dedopéva omd 21 acbeveic. Avto de Oewpeitan
KAMVIKE GYeTIKO.

21 O18pKELD TOV KAVIKDV SOKIU®VY, ovapépOnke Oyt GuYVA Kot GLYVE DITOYAVKOULIO, Kot
vrepyALKalpia og dafnTikovg acbeveic Tov AapuPavay amd Tov GTOUATOS VITOYAVKALUIKA. e 0o0eVElg
7oV AdpPAavouy amd Tov GTOHATOG avTdefnTiKd edppaka, Kotd t Oepancio pe VELCADE, npénet
va TapakoAovBobvtal 6TeVE To, eminedo YAVKOING GTO aipd TOVG, EVM 1 306N TV OVTIONPNTIKOY TOVG
TPENEL VO, TPOOUPUOLETOL KAUTAAATN AL

4.6 T'ovipétnTo, KONON KOl YoAOVYid

AVTIGOAAM YN O€ AVOPEC KO YOVOIKES

Abdym ™G evdeyouevnc yovoto&ikng dpdong g Boptelopipnng (PAEre Tapdypago 5.3), ol yuvaikeg o€
AVOTTOPOY®YIKT NAKIO TPETEL VO YPTCUYLOTOLOVY OTOTEAEGUOTIKG HETPO OVTIGVAANYNG KOt VO,
amo@VYoLV vo. petvouv éykveg katd tn dudpkela g Oepaneiag pe VELCADE ko yor 8 uveg petd v
oloxkAnpwon g Oepaneiag. Ot dvdpeg acbeveig Oa TpEMEL vaL YP1GLOTOIOVY ATOTEAECUOTIKG HETPOL
QVTIGVAANYNG KOl VO GUVIGTATOL VoL UnY Kavouy aidi evoco Aapfdavooy VELCADE kot yio 5 puiveg
uetd v odokAnpwon g Oepameiog (BAEme Tapdypago 5.3).

Kvnon

Agv vapyovv drabéciua kKhvikd dedouéva yia tn Poptelopipmn oyetikd pe v ékbeom Katd,
duapketa g kononc. H mbavotnta tepatoydvov dpdong g foptelopinmng dev Exel epevvndel
TANPOG.

e un khvikég puehétec, n Poptelopiumn dev €de1&e va emidpa oy eUPpuikn avamtuén tov
POLPALMOV KOl TV KOUVEAMV, OTIS DYNAOTEPEG OVEKTEG OOCELS Yia TIg uNTépeg. Meléteg oe
nepapatoélma yio vo, damiotmbel ) exidpacn g Poptelopipmng otV TopEin TOV TOKETOV KO TG
avamtuéng petd tn yévvnon dev £xovv die&aybel (PAéme mapdypapo 5.3). To VELCADE odev npénet va
YPTOULOTOLEITAL KT TN S1APKELN TNG KUNONG EKTOG €0V 1 KAWVIKT KOTAGTOON TNG Yuvaikag amottel
Oepancio pe VELCADE. Edv to VELCADE ypnoyomomBet katd tmv kdmon 1 1 acbevig Kotaotel
£yKvoc katd tn diapkela g Oepameiag e pe ovTd TO PUPUOKEVTIKO TPOoidV, TOTE 1| acbevig Tpémel
va evnuepmbel yuo tov mbavo kivouvo mov evéyet n Bepameia yio o EuPpuo.

H OoAdopion sivat pio yvoot) TEpaToyOvVOC SpAGTIKN 0VGin TOV TPOKAAEL GOPUPES, ATENTIKES Yo
) {on dapaptieg damAdoswe. H Balidopion avievdeikvotal Kotd T SidpKelo TG KOMONG KOl 8
YOVOIKEG TOL EIVOL GE AVOTOPAYMOYIKT NAKIO, EKTOG €AV TANPOVVTOL OAES 01 TPOVHTOBESEIS TOV
TPOYPAUUATOS Yot TPOATIYN KONong pe Balidopion, Ot acbeveic mov Aapupdvouvy VELCADE og
oLVOLOCUO pe BaABOUION TTPETEL VO TNPOVV TO TPOYPALLLO TPOATYNE KONoNG TG Boldouiong.
AvatpéEre oty [epiknym tov Xapoktnpiotikdv tov [Ipoidvtog tng Baiidopidng yio meplocoTepeg
TANPOQOpPIEG.

OnAaopog
Agyv givanl yvooto gdv 1 Poptelopipnn anekkpiveral oto avlpdmvo yaia. Adym tov mbavov

cofapmdv avembountov evepyelmv ota Ppéen mov MNralovv, o INhacuog TPémel Vo, S1UKOTTETOL KOTE,
) duapkela Oepaneiog pe VELCADE.

Tovyomta

Agv &ovv de€oyOel pehéteg yovipomrog pe 1o VELCADE (PAéne mopdypago 5.3). Adym tng
EVOEYOUEVNC YOVOTOEIKN G Opdiomg TG PopteCopiunng (BAére mapdypago 5.3), o1 avdpeg acbeveig Oa
pEneL va avalTovV GUUBOLAN Yl TN S10THPTOT TOL CTLEPUATOG KOl Ol YOVOIKES GE OVOTOPOYMYIKT
NAia Oa Tpémet va avalntodv GOUPOVAT GYETIKA LE TNV KPLOGLVTIPTON OOUPI®V TPV OO TV
évapén g Bepameiog.
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4.7 Emodpdaosig 6TV IKOVOTNTO 001]Y16NS KOl YEIPICHOD PNy OVI|LATOV

To VELCADE é£ygt pétpia enidpacn oty tkovotnTo, 00Mynong Kot xepiopod unyovnudtov. To
VELCADE pmopet va cuvdéetatl moAd cuyva e KOmwmor, cuyva pe (aAn, 0yl Guyva Ue GUYKOTN Kot
ouyva pe opbootatikn vrotaon 1 Bounr| 6paot. Katd cvvéneia, ol acBeveig mpénet va giva
TPOCEKTIKOL OTAY 01 YOOV 1] YPNCUYLOTOI0VV UNYOVIHOTO KOl TPETEL VO CUVIGTATOL VO, U1V 001YOUV 1)
yeWpilovtal unyaviLoTo €AV TOUPOVGIAGOVY QVTA To cLUTT®WTO (BAETE Tapdypapo 4.8).

4.8 AvemOOunteg evépyereg

Hepiinwn Tov Tpoeik acedisiag

Ot coPapég avemBounteg evépyeteg mov avaeEpOniay oyt cuyvd katd ) ddpketo Bepansiog pe
VELCADE mepthappdvovv kapdiokn avendpkelo, GOVEpouo AVomg dyKov, TVEDIOVIKN VIEPTUCT,
oLVOpopo omticHag avasTpiyiung eykepaionddetog, ofeieg d1ayvTeg dNONTIKEG TVELUOVIKEG
STaPaYES KOl GTTAVIO. AVTOVOUT VEVPOTTADELD.

O1 o ovyvég avemBounTeg evépyeleg Tov avapépOnkav katd tn diapkela Oepaneiog ue VELCADE
glvar vatia, diippoto, SLEKOIMOTNTA, EUETOC, KOT®MAN, upetia, OpouPorevia, avoiuia,
0VOETEPOTEVIDL, TEPLPEPIKT VELPOTADELD (CUUTEPIAAUPAVOIEVIC TNG CGONTIKNG), KEQAAUAYI,
mapoiodnoia, petopévn 6peén, dvonvora, eEdvinua, éprng {wotpog Kot poaiyia.

Hepilinyn Tov avemBOuNnToOV EVEPYEIDV GE Tivaka

Tloldamrodv Moélwua

O avemBduntec evépyeteg otov Iivaka 7 Oempndnkay amd Toug pELVNTEC OTL £XOVV TOVAGYIGTOV ULd,
gvoegyouevn N Thovn artioroyikn cvoyétion pe 1o VELCADE. Avtég ol avemBounteg evépyeieg
Bacifovtot oe evomompévn Paon dedopévov ya 5.476 acbeveic, ek T@v omoiwv ot 3.996 acbeveig
éhapav Ogpomeio pe VELCADE ota 1,3 mg/m? ko nepthopBavovtot otov Iivoka 7.

Yvvolikd, 1o VELCADE yopnynnke yia t Ogpomeio tov molhamrod poekmdpotoc o€ 3.974 acOeveic.

Ot avemBOunTeC EVEPYELEG TAPOVGLALOVTOL TAPOUKATM OVA KOTIYOPLo/0pyaviKd GUGTILLOL Kot
katnyopia cuyvotnrtag. Ot cuyvotnteg opilovrarl mg e€ng: TTodd cvyvég (= 1/10), ouyvég (= 1/100 €mg
< 1/10), 6yt cvyvéc (= 1/1.000 émg < 1/100), omavieg (> 1/10.000 émg < 1/1.000), ToAd omdvieg

(< 1/10.000), un yvootég (dev pumopovv va extiunBovv pe Baon ta dibéoipa dedopéva). Evtog kabe
Katnyopiog ouyvoTnTag ELPAVIONG, O avemBuunteg evépyeteg mapatifeviot Katd pbivovca celpd
cofapotntac. O Iivakag 7 dnuiovpyndnke pe ) yprion g Exdoong 14.1 tov Ae€ikod MedDRA.
"Exyovv ovumepiinebei emiong avembounteg evépyeieg pHetd v KukAopopia mov dev Tapatnpnonkoy
0€ KAMVIKEG OOKLUES.

Iivaxag 7: AvemOounreg evépyeleg oe aobeveic ue Ilollanlodv Mvédwua wov élafov Ospansio ye
VELCADE o¢ kA1vikég 00KIUES, Kol OAES 01 avemOOUNTES EVEPYELES UETA THV
KvKAopopia, aveloptitwg évoeilns”

Kotnyopia/

Opyoviko

oVoTNUO Enintoon Avem@ountn gvépysia

Aoudéeig kot Suyvég "Epmng Lootpoag (cupmepthapufavoprévon Touv SiivTov Kot TV
TOPOCITDCELS o0pBolukov), ITvevpovia*, Atidc épanc*, Muknriaon®

Oyt ovuyvég Aolpoén*, Baxtmplakég Aopumtec*, loyeveig Aopnméeic*,
Enyopio (copmepthapBovopévng tng onmTikng KotamAn&iog)*,
Bpoyyonvevpovia, Aoipmén amd 16 tov épanra*, Epmntiky
unviyyoeykepaiitido *, Baxtnplonpio (copmeptrapfavouévng
a6 otapLAdKokKo), Kpin, I'pinn, Kutrapitida, Aoipmén mov
oyetileTon pe cvokevn, Agppotiky Aoipmén®*, Aolpuwén tov
®Toc*, TToeulokokkikn Aoiuwén, Odoviikn Aoiuwén*

Yrhvieg Mnviyyitida (copmeprrapfovouévng g faktnprakng), Aoipmén
amo tov 10 Epstein-Barr, Epning yevvntikedv opydvav,
Apvydaritido, Mooctoeditido, ZHvOPOoLIo KOTMONG LETH Ao
10yevi Aoiumén
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NeomAdopota Yravieg Kokonfeg veomiacua, [TAacUOTOKLTTOPIKT ASVYOLLLO,

Koo 0, Kopxivopo veppav, Mala, Xmoyyoedng pokntioon, Koiondeg
Kokon O Kot un veomlaopa®

kaBoprloueva

(mepriapPavovton

KUGTELS Kol

TOADTOOEC)

Awrtopayéctov | IToAd cuyvéc | OpouPomevia*, Ovdetepomevio*, Avaiuio™*

OLLLOTTONTIKOD KoL
TOV AEUPIKOV
GUOTNHOTOG

2uyvE

Agvkomevia*, Agupomevia®

Oy ovyvég

[Movkvttaponevia*, Epndpetn ovdetepomevia, Oeia dratapayn
oV pnyavicpov Ténc*, Asvkokvttdpwon*, Aeppadevoradeia,
Awolvtiky ovoapio *

Xrdvieg

Audyotn evdayystokn Tén, @popupoxvttdpmon™, LHvopopo
VIEPYAOLOTNTOG, AlaTapoyn Tov aponetaiiov MAK,
OpouPmtikn pikpoayyelomadeio, (cupmepthappovouévne g
Opouponevikic mopevpag)”, Alpatoroyiky datapoyi MAK,
Awoppayikn 5160gom, Agppokvttapikn dundnon

Awotapoyéc Tov
0VOGOTONTIKOV
GUGTNLOTOG

Oy ovyvég

Ayyeooidnua *, YrepevoioOnoio*

Xmhvieg

Avoaeoioktikn kKotamAnéio, ApvAiogidwon, Avtiopoaon
EMOYOLEVT OO avOGOGVUTAEY T TOTOV 111

Awtapoyéc Tov
EVOOKPIVIKOD
GUOTNOTOG

Oy ovyvég

YHvdpopo Cushing®, YrepBopeoeidiopndc*, Ampdcopopn Ekkpion
OVTIOLOLPNTIKNG OPUOVIG

Xrhvieg

Y7roBvpeoediopudg

Awotapoyéc Tov
petafoliopon Kot
™G Opéyng

[ToAd Guyvéc

Mewouévn 6peén

2uyvE

Aopuvdatmon, Yrokaioupio®, Yrovatplopio®, Mn @uoloAoyikn
yAvkoOn aipatog*, YraoBeotiompio®, Awatapayn evibpov™®

Oy ovyvég

YHvdpopo Abong 6ykov, Amotuyio avarTuénc,
Yropayvnoloupia *, Yropooeotoio *, YrepkaAtopio *,
YrepacPeotwopio®, Yaepvarplopio *, Mrn @uoloAoyiKd ovpikod
0& *, Takyopnong dwfnmc*, Katakpdtnon vypaov

Xmhvieg

Yrepuayvnowotpio *, O&éwon, Hiektpolvtikég dratapayés *,
Yreppoptwon pe vypd, YmoyAopoyio®, Yrooykauia,
Yrepylopoapio*, Yraepoooeatapio®, Metafolkn dwotapayn,
Avemapkelo copmiéyuarog Brrapivng B, Averndpketo Prrapivng
B12, Ovpuciy apBpitida, AvEnuévn 6peén, Avcaveia
OLVOTVEVLLLOTOG

Yoyuorpikég
dloTapayéc

2uyvEC

Awzoapayéc dSuibeong®, Ayyddng dwatapoyn™®, Awatoapayn davov*

Oy ovyvég

Yoy owatapoyn*, PevdaicOnon*, Yoywoikn dwotapayn®,
XOyyvon*, Avnovyia

Xrdvieg

Avtoktovikdg 1deacudc*, Alatapoyr TPOSUPUOYNG,
Hopoapnua, Metpévn yeveThoilo opun

Awotapoyéc Tov
VELPIKOV
GUGTNLOTOG

[ToAd cuyvéc

Nevponabeiec*, [eprpepikn acbntiky vevporadeia,
AvoacOnocio®, Nevparyio *

2uyvE

Kwntikn vevpondfeln*, Andieio cuveidnong
(cvumepriapfoavouévng g ocvykonng), ZaAn*, Aveyevcio*,
ANBapyoc, KeparaAyio*

Oy ovyvég

Tpopog, [eprpepixn arsbnrikokivnTiky vevporddeia,
Avoxwnoio®, Aatapoyég GUVTOVIGUOD TAPEYKEPUAISOS Kot
oopporiac*, AtdAieto uvAung (un cvumeptiapupavoudvng tg
avorag)*, Eykepotomabeia*, Tvvopopo onicOag avastpiyiung
gykeparonddeiac’, Nevpoto&ikdtnro, Eminnrikég Swatopoyéc*,
MebBepmnrikn vevpodyio, Atatapayr Aoyov*, Zovopouo
aviovywv Toddv, Hukpavia, Ioyoiyia, Alatapoyn otnv
TPocoyn, Mn pucloroyikd avtavaxkiootikd™, lapoopio
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Xmhvieg

Eykepoiikn aoppayio®, Evookpaviakn apoppayia
(ovumepriapfovopévng g vopoyvoedovc)*, Eykepaiikod
oidnua, [Tapodikd woyopkod enelcooto, Koua, Actadeio
VTOVOLOL VELPIKOD GLGTHLATOC, AvTdvour vevporddela,
Eykepoiwkn mapdivon®, [Tapdivon*, Ildpeon™, [Ipocvykomny,
2HvOpopo £YKEQOAMKOD GTEAEXOVG, AlaTapayn TOV ayyeiov Tov
gykepaiov, BLapn piloc vedpov, Poyokivnrikn
VIEPOPUCTNPLOTNTA, ZVUTIEST] VOTIOIOL Hoelod, NonTiki
dwrapayn MAK, Kwnrtikn duchertovpyio, Atotapayn vevpukcon
ovotiuatoc MAK, Pulitida, Akobola ekpor 61éLov amd o
otopa, Yrotovia, ZOvépopo Guillain-Barré®, Amopvelvotiki
ToAVVEVPOTAOELD”

OpBaipucég
dloTapayéc

2uyvE

Oidnua tov ophaiuov*, Avouain 6paon™, Emmepukitida™

Oy ovyvég

Awoppayio Tov opBaipuov*, Aoipmén tov PAepdpov*,
Xoralo”, Brepopitida?, ®reypovy tov o@Baiuod*, Amhomnia,
Enpoeboipia*, Epebiopog tov opbaipov*, Iévog Tov
000oApo0, Aaxpippota avénuévn, Oeboipkd kkpuo

Xmhvieg

Aloimon Tov kepatoedovc*, EE6@Oaiog,
Apoeipinotpocidonadeia, Xxotmpo, Opdoulukn dtotapayn
(ovumeprapfoavopévov tov Prepapov) MAK, Eriictnn
Saxpvoadevitida, Potopopic, Pwtoyic, Ontiky vevporddeio’,
Awpopetikoi Padpoi ontikng dusiertovpyioag (Emg Kot
TOA®oN)*

Awtapoyéc Tov
®TOG KOl TOV
Aapopiviov

2uyvE

TAryyog*

Oy ovyvég

Avcakoioa (cuumepiiapfovopuévav tv eufodv)*, ‘Exnttomon g
aKoVGTIKNG 0EVTNTOG (¢ Ko GLUTEPIAOUPBAVOUEVIC TNG
KOQ®oNg), Avcpopio Tov ®tog*

Xravieg

Qroppayia, Aovcaio vevpwvitida, Awatapayn Tov wtog MAK

Kopdiaxég
dloTapayéc

Oy ovyvég

Kopdioxdg emmopatiopdc *, Kapdoovomvevostiky ovokomy®,
Koapdiokr poppoapuyn (copmepthopuBovouévng KOATIKNG),
Kopdiakn averdpkelo (copmeptlapfovouévng e aplotepng Kot
¢ 0e€lac kothag)*, Appuluia*, Toyvkapdio*, AicOnua
moAu®v, ZTmoayyn, [epapditida (copmeptropufoavouévne mg
TEPIKAPIOKNG GVALOYTG LYPoV)*, Kapdiopvordbeio*, Kotlakn
dvoiertovpyio*, Bpadvkapdia

Xmhvieg

KoAmkog mrepuyiopods, Eugppaypo tov pvokapdiov*,
KoAmokothmokdg omokieiopoc*, Kapdiayyelokn dtotapoyn
(ovumepriapfovopévng g kapdoyevoig kataminéiog),
Kotuaxm toyvkapdio diknv puridiov, Actadng otnddyyn,
Awzopayn Kopdlokng PaAPidac*, AVeTapKeld 6TEPAVINING
aptpiag, Preforxoufikn ovakomn

Avyyelokég
dloTapayéc

2uyvE

Ynoétaon*, Opbootatikn vadtacn, Yréptaon™

Oy ovyvég

Ayyeloxd eykepolixd emeico6dio ¥, Bv to Padet prhefucnh
Opoupoon*, Awoppayia*, @poupoerefitioa
(ovumepriapfovopévng g emmoing), Kvklopopikn katéppeyn
(ocvumeprAapfovopévng TG VITOOYKOUIKTG KoTomANElag),
DdArefitda, EEayn™*, Ayndtopa(copnepthapufavouévon Tov
nmepveppucon)*, Ttwyn meprpepikn kukAopopia*, Ayyelitida,
Yrepaio (cvumepiiapfovouévng g ophoikng)*

Xmhvieg

[epupepixn epPorn, Aeppoidnua, Qypodtnrta, Epvdpoueiaiyia,
Ayyelodrootorn, DAefikoc amoypopuoticpnog, Grefikn
OVETAPKELDL
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Awotapoyéc Tov
OVOTVELGTIKOV
GUOTNOTOC, TOV
Odpoka Kot Tov
pecobmpdKiov

Yuyveéc

Avonvola*, Eniotaln, Aolpmén 1ov avatepon/KotdTtepov
OVOmVELGTIKOV cvoTnuatog®, Bnyog™*

Oy ovyvég

[Mvevpovue) gpPoin, ITievpitikry cuAloyn, [lvevpovikd oidnpoa
(ovumeprrapfavopévou tov 0&éog), Kuyeldikn apoppoyio
nvevpova’, Bpoyydomacpoc, Xpovio, amo@pakTiky
mvevpovoradeia®, YroEopio®, Zopeopnor avomveLoTIKNG
0000*, Ymo&ia, [TAevpitida*, Ad&vykac, Pvoppota, Avcpwvia,
2upypog

Xrdvieg

AVOTVELOTIKY| OVETAPKELD, ZVVOPOUO 0EEING AVOTVEVOTIKNG
duoyépeog, Amvola, Ivevpobopakag, Atehektacia, [Tvevpovikn
véptaot, Adntoon, Yrepagpiopnog, Opbonvola,
[Mvevpovitida, Avarvevotikn aAkdiwon, Taydrvola,
[Mvevpoviky tvoon, Bpoyykn dwatapayn™®, Yrnokamvio™,
Awgpeon vevpovomdfeila, Atdnon Tvedpova, ZveELYKTIKO
aicOnpa Aoov, Enpdtnta Tov edpuyyo, AvENUEVT EKKPLOT TOV
avo agpaymynv, Epediopog tov oo, ovdpopo By tov
OVAOTEPMV OEPAYDYDV

Awotapoyéc Tov
YOGTPEVTEPIKOV

[ToAd Guyvéc

SoUTTOUOTO VouTiog Kot Eueton®, Atdppota*, Avekomotnta

Yuyveéc

Taotpeviepikn apoppayic. (GuumepLoUBavoUEVOL TOV
BAevvoydvov)*, Avoreyio, Zropatitida*, Atdtaon tng Kotiog,
Ytopato@apuyykd dayoc*, Kotlokd dAyog
(cvuTEPIAAUPOVOLEVOD YOGTPEVTIEPIKOD KO GTTANVIKOD
dAyovg)*, Lropotikn Sratapoyn’™, Metewpiopog

Oy ovyvég

Hoykpeatitido (cvumeptiappfavopévng g xpoviag)*,
Awoatépeon, Odnua yelhémv*, Factpeviepikn amd@poéin
(cvumepriapfoavouévav e amoepaéng Tov AETTOD EVIEPOL, TOV
eteov)*, Kotlaxn dvopopia, EEEAkmoN Tov oTOHTOCH,
Evtepitida™, Faotpitida*, Ovioppayia, ['actpooicopayikn
moAvdpounon*, Koritida (copmeptropufoavouévov tov
clostridium difficile)*, Ioyoayukn koAMtida®, dAeypovh Tov
Yoo TPEVTEPIKOV*, Avcpayia, ZOvdpopo guepébiotov eviépov,
Awzapayn Tov yaotpeviepikol cvotuatog MAK, IMNoooa
EMYPLOTN, AloTapoyn TNG KIVNTIKOTN TG TOV YUOTPEVTEPIKOD
ocolMvo*, Alatopayn clehoydvou adéva *

Xrdvieg

O&eia maykpeatitda, [epirovitida*®, Oidnpa yrwccac*,
Aocxkitng, Owsopayitda, Xehitida, Akpatelo KOTpavmv, Atovia
TOV GOLYKTNPA TOL TPpwkTov, KompoiBoc*, I'actpeviepkn
e&élkwon Kot ddtpnon *, Yreptpopio twv o0Amv, Meydkolro,
Exxévoon and 10 0p0o, PAOKTAIVES TOL GTOUATOPGPVYYL*,
Alyog Tov yeéwv, [leprodovrtitida, Paydda tov Tpmrton,
Mertafoin otic cuvrfeieg Tov eviépov, [lpwxtaiyio, Mn
(QVGIOMOYIKA KOTTPOVO,

Awotapoyéc Tov
NTOTOC KOl TV
YOANPOP®V

Xuyvéc

Mn @uctoroyikd nratikd vivouo*

Oy ovyvég

Hratoto&ikdtra (cupmepthopufovouévng e NLoTiknig
dwtapayng), Hratitida*, Xolodctaon

Xrdvieg

Hratum averndpkewo, Hrotopeyoio, ZOvopopo Budd-Chiari,
Hratitdo amd kouttopoueyaroio, Hratn apoppayia,
XoioMbioon
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Awrtopayéctov | Zuyvég E&avOnua*, Kvnoudc*, Epbnuo, Enpodepuio
dépporog kar Tov | Oyt cvyvég [MoAdpopeo epvbnua, Kvidwon, O&ela eumdpetn ovdeTEPOPIAIKT|
VTOJOPLOL 16TOV deppatmon, To&kod e&avOnua 6éppatog, To&kr emdeppkn
vekporvon”, Zovépopo Stevens-Johnson #, Aeppatitida*,
Awzapayn tpyyopatog*®, Ietéyeeg, Exyopwon, BAdpn
déppatog, [opeupa, Mdala Tov déppatoc*, Yopioon,
Yrepidpmon, Nuktepvol 18pmdrec, Elrcog kordxitong ¥, Akpun*,
DdAoKTava *, Alatapoyéc uehdyypoonc*
Xrdvieg Agppotikn avtiopaon, AgppoxvtTapikn omonon tov Jessner,
YHvdpopo modapo-tedpotiaiog epudpoducarcinciog, Ymodopia
alpoppayia, Aktomth TEAMman, ZKARPUVET TOL dEPUOTOC,
BAatida, Avtidpaon pwtogvaicOnoiog, Zunypotoppoia, Kpvog
Wwpatag, Awtapayn oéppatog MAK, EpuBpmaon, ‘EAkog Tov
dépuotog, Atatapoyn ovuyo
Awrtopayéctov | TToAd cuyvéc | Mvookeletikd dAyoc*
LLDOGKEAETIKOD Yuyvég Mvikoi oracpoi*, Alyog o€ dxpo, Muikn advvopio
GLOTAUOTOC KoL | Oyt cuyvég Mvikég decpdmoets, Atoykmon apbpwong, Apdpitida*,
TOV GUVOETIKOV Avokapyia dpbpwong, Mvordfeiec*, KapnBapia
16700 Yravieg Papoopwdivon, Zovépopo kpotoapoyvadikng dpbpwong,
Yupiyywo, EEdpopa apbpwonc, I1évog otn yvabo, Octikn
droTapayn, AOUOEELG KOl PAEYUOVEG TOL LVOCKEAETIKOD
GLGTHLOITOC KOl TOV GUVOETIKOV 16T0v*, Kot apOpucod vuéva
Awrtopayéc tov | Zuyvég Negpikn dvcreitovpyio™®
veQpav kot Twv | Oyl cuyvég O&elo ve@pikn avemapkelo, XpoOvia VEQPIKT AVETAPKELL™®,
0VPOPOP®Y 0DV Ovporoipmén®, Enueio Kot GOUTTOUATE 0O TO OVPOTOINTIKO*,
Awatovpia*, Koatakpdtnon ovpwv, Atatapoayn ovpnong*,
[pwteivovpio, Alotapia, OAryovpio*, IToAlakiovpia,
YThvieg EpeBiopog ovpoddyov kHoTng
Awrtapoayéc tov | Oyt ovyvéc KoAmn apoppayio, AAyog yevvntik®v opydvov*, Xtotikn
VTP Y WYTKOV duciettovpyia
GUGTNHOTOC KOl | ZTAVIEG Awzoapayn opxemv*, Ilpootatitida, Atatapoyn Loctod ONnieog,
TOV LOGTOV EvaieOnoio emididvpidag, Emdidvpitida, Alyog muélov,
E&éAkmon aidoiov
Yuyyeveig, Yravieg Amlooia, Avemhocio ToOV YaoTPEVTEPIKOD cmARVa, Ix0bmon
o1KoYeVeElg Kot
YEVETIKEG
SloTapayE
Tevikég IToAd cuyvéc | TTvpetia*, Koénwon, E€acOévion
dwataporyés Kot Yuyvég Oidnua (cupmeprlopPavouévou Tov TePIPePKoD), Piyn, Akyog*,
KOTAOTACELS TNG AioOnuo xokovyioc*
0000 yopnynong | Oyt cvyvég Emdeivoon g yevikng uoikng katdotaonc*, Oidnuo
npoo®nov*, Avtidpaon g 0éong éveonc*, Atatapoyn
BAevvoyovov*, Owpakikd dAyog, Atotapayn Tov Badicpotod,
AioOnon youypov, EEayyeiowon™, Emmiokn opeildopevn og
kaBetpa*, Metafoin ot diyo*, Owpakikn ducpopiaAicOnon
petafoing g Oeppokpaciog tov cdpatoc*, Alyog g 0éong
éveong*
Yravieg Bdvatog (cupmeptropupavouévou Tov atpvidlov), IToAvopyavikn

avemdpkelo, Awoppayia g 0éong éveonc*, Knin
(ovumeptAapfovopéVon TOV 01G0PAYIKOD TPHOTOG)*,
KobBvotepnuévn emovimon™®, Oreypovn, @refitioa g Béong
éveonc*, EvateOnoio, 'Elxoc, Evepebiotdmra, Mn kapdiokd
Owpaxikd dlyog, AAyoc g Béonc tov kabetnpa, AicOnon EEvou
COUOTOG
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IMopaxivikég Suyvéc Melouévo couatikd Bapog

e€etdoels Oyt ovyvés YrepyoiepvOpvaipio®, Mn @uoloAoyIKEG TPOTEIVIKEG
avaAvoelc*, AvEnuévo copatikd Bapog, Mn @uotoloykég
e€etdoelg aipatoc*, AvEnuévn C-avtidpmca TPOTEIVN
Yravieg Mn guctoroyikd aépio aipatoc*, Avopaiieg
NAEKTPOKOAPIOYPAPILATOG (GUUTEPTAAUPBOVOUEVIC TG
mopdTacng Tov dtwotuatog QT)*, Mn euctoroyikn d1ebvnig
opolomompévn oxéon*, Mewmpévo yootpiko pH, AvEnuévn
oLGoMPEVOT) aponeTaAi®V, AvEnuévn Tpomovivn 1,
Tavtonoinom tov 100 kot oporoyio*, [TaBoroykn| eEétaon

ovpmv*
Kokooelc, Oy ovyvég [Ttoon, Moromog
dnAnmpréoeig kot | Xnavieg Avrtidpaon kotd ™ petdyyon, Kotdypato *, Piyn*, Kdkwoon
EMTAOKEG TOV npoocmnov, Kdkmon dpbpwonc*, Eykavuata, Pnén, Alyog and
BepamevTiKdV wTpkn mpdén, Kokooeig and axtvoforio*
YEPICUDV
Xepovpywoi ko | Zmdivieg Evepyomnoinon pokpopdymv
Aot wtpikol
YEPIoHOL

MAK = pn dArog kabopildpevn
: Opadomoinon TePLocdTEP®V and VOGS TPOTIUDUEVOVY Opv Tov MedDRA

# AvemBounteg evépyeieg Letd v KuKAoQopio aveEapTiTog EVOeEng

Aéupaua aro Kotrapa tov Movove (MCL)

To mpopik acpdirelag Tov Velcade og 240 aobeveic pe Aéppopa and KTTapo Tov povoda Tov
MapBavay Ogpaneio pye VELCADE ota 1,3 mg/m? o€ cuvduacud pe prrovEipdumn, KokAopooeauidn,
do&opovPikivn kot Tpedvilovn (VeR-CAP) évavti 242 acbevav mov Adpupavay Oepameio pe
PLTOLEUAUTT], KUKAOPOOQOUidN, do&opovPikiv, Pvkpiotivn kot Tpedvilovn [R-CHOP] ntav oyetikd
TOPOUOL0 [LE EKEIVO OV TTapatnpOnKe oe aobeveig pe ToAAamAOOY HLEA®L, e TIG KOPLES S10pOopEg
va TePLYpaeovTal Topakdte. Emmnpocheteg avemBounteg avtidpdcelg 6To @ApHaKo mTov
tavtomomOnkay Kot oxetiCovtav pe ™ xpnon g Oepaneiag cuvdvacpod (VcR-CAP) ntav Aoipnmén
nratitdog B (< 1%) kot woyoipio Tov pookapdiov (1,3%). Ot TapdHoleg ETTTOCELS QVTOV TOV
ouuPdvTev Kot ot Vo okEAN Bepaneiog VIESEILOV OTL Ol GUYKEKPIUEVES OVETIOVUNTEG OVTIOPACELG
GT0 PAPHOKO deV pumopovv va arodobfovv povo oto VELCADE. A&oonueintec dopopéc otov
mnOvopd acbevav pe MCL g ohykpion pe Tovg aceveic 6TIg LEAETEC TOV TOAAUTAOD LVEADUATOSG
ntav pio katd > 5% vynAotepn EMIMTOON TOV ALATOAOYIK®OV AVETIOOUNTOV EVEPYELDV
(ovodetepomevia, Opouponevia, Aevkomevia, avaipio, AeuPomevia), TEPLPEPIKNG AIGONTIKNG
vevpomadelag, vTEPTaoTg, Tupe&iog, TVEVUOVING, GTOUOTITIONS KOl SIOTOPAY DY TPLYDUOTOC.

Ot avemBOunTec avTdpdoelg o1 onoieg TavtomomOnKay wg ekeiveg pe enintmon > 1%, mapdpola
VynAoTEPT eminton oto okéhog VER-CAP kot TovAhdyiotov evoeyduevn 1 mbav oitioAoyikn oyéon
LE T oLVIoT®oeC Tov 6kéA0VG VER-CAP, avagépovtotl otov [ivaka 8 mapakdto. [Tepiiappdvovtan
emiong ot avemBvunTeg aVTIOPAGELG GTO PAPUOKO TOL TowToToMmOnKay oto okéhog VER-CAP, ot
omoieg OempnOnie amd Tovg EpeLVNTEG OTL £Y0VV TOVAAYIOTOV £VOEXOUEVT] 1] TTBOVT] AUTIOAOYIKT GYEOM
ue 10 VELCADE pe Bdon to 1otopikd 6£dopéve. amod Tig LEAETES TOV TOALOTAOD HVEADUOTOC.

Ot avemBOunTEC EVEPYELEG TAPOVOIALOVTOAL TAPOUKAT® OVA KOTIYOPLo/0pyaviKO GUGTILO Kot
katnyopia cuyvotnrag. Ot cuyvotnteg opilovral g €€ng: [ToAd cvyvés (= 1/10), ouyvég (= 1/100 €mg
< 1/10), 6yt cuyvée (= 1/1.000 émg < 1/100), omdvieg (> 1/10.000 émg < 1/1.000), ToAd omdvieg

(< 1/10.000), pun yvwotég (dev pumopovv va extiumBovv pe Baon ta dtebéoipa dedopéva). Eviog kabe
Katnyopiog cuyvoTnTag ELPAVIONG, O avemBuunteg evépyeteg mapatifeviot Katd pbivovca celpd
cofapotntac. O Iivaxag 8 dnuovpyndnke pe tn xprion e Exdoong 16 tov Aeikod MedDRA.
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Iivaxag 8: AvemOounteg evépyeieg o€ aobeveig ue Aéupwua oo Kotropo tov Movdva mov
Adupavoy Oepomeio e VeR-CAP oe pio kAviky doxiun

Katnyopia/

Opyaviko

Yoot Enintoon Avem@ountn evépysia

Aopméelg kot [ToAd Zoyvég | Ilvevpovia*

TOPOCITDGELS Yuyvég Enyoio (cupmepthapfavopévng tng onmTikng KotamAn&iog)*,
"‘Eprng Lootpog (cupmepthapufavoprévon Tov Siéyvutov Kot ToV
0pBoikov), Aoipmén amod 16 Tov épmnta*, Bakmplokég
AomEelc*, Aolpumén Tov avVOTEPOV/KATOTEPOL AVATVEVGTIKOD
ocvothuatoc*, Mukntactkn Aoiuwén*, Atidc épang*

Oy Zoyvéc Hratitda B*, Aoiuwén, Bpoyyomvevuovia

AwTopayéc Tov IToAv Zvyvég | OpouPomevia*, Eumbpetn ovdeteponevia, Ovdetepomevia*,

CLLLLOTTOMTIKOD KOl Agvkomevia*, Avoupio*, Aspponevio™®

TOV AEUPIKOD Oy Zouyvég Iavkvtroponevia™

GLGTNLATOG

AwTopayéc Tov Suyvéc YrepevoioOnoio*

avocomomTikov | Oyt Zoyvég AvoeulokTtiKn avtidpaon

GUGTNHLOTOC

Awotapoyéc Tov IToAv Xvyvéc | Mewmpévn 6peén

petafoMopol kot | Tuyvég YrokaAoipio*, Mn gucetoloyiky yAvkoln aipotog®,

g Opéyng Yrovarpropio*, Zaxyapmdng dafne*, Kotakpdnon vypov

Oy Zoyvég XHvdpopo Aong 6ykov

Yoyrorpikég Xoyvég AwTopayég vavov*

dloTapayéc

AwTopayéc Tov ITolv Xuyvég | Ileprpepikn aioOntikn vevpomdbela, AvcaicOncio™,

VEVLPIKOV Nevpodyio*

GLGTNLOTOG Yuyvég Nevpomdbeiec*, Kivntikn vevpordbeia™®, AtmdAieio cuveidonong
(ovumepriapfovouévng e ocvykomng), Eykepolonddeio*,
[Teprpepikn arcOntikokivntiky vevporddeia, ZaAn™,
Avcysvcio®, Avtdvoun vevpomddeio

Oy Zoyvég Actd0e10 LTOVOLOL VELPIKOD GLGTHLOTOC

O@Barpucég Suyvég Avopoin 6paon®

dloTopayEs

AwTopayéc Tov Xuyvég Avcakoia (cuumeptiapfovouévay Tmv eufomv)*

®ToG KoL TOV Oy Zoyvég Tayyoc*, 'Exntwon g aovoTikng o&utntog (€mog Kot

AafupivBov GUUTEPTAOUPAVOUEVIC KOOMGNG)

Kopdiaxég Suyvég Kopdiakn poappoapuyn (copmepthaptfavouévng KoATIKNG),

dlaTapayég Appofpia*, Kapdwoxn avendpketo (cupmepthapfavopuévng g
aplotepng Kot TG 0e&1dg koking)*, Ioyaipio Tov pouokapdiov,
Kothakn dveiettovpyio®

Oy Zoyvég Kopdiayyeioxn dtatapoyn (Gopmephapufavopévng mge
Kapd1oYEVOHS KaTamANn&iog)

Ayyeloxég Yuyvég Yréptaon*, Yrotaon*, OpBootatikn vrotoom

SLoTapayE

AwTopayéc Tov Suyvéc Avcrvola*, Biyoc*, Ad&vykag

OVOTVEVGTIKOV Oy Zoyvég 2Hvopopo o&elag avamvevaTtikng dvoyépetag, [Tvevpovikn

GUGTNLOTOG, TOV
Odpoka Kot Tov
LeG00mPAaKIoOn

euporn, [vevpovitida, ITvevpovikn vaéptaomn, [vevpovio
oidnua (cvumeptrapfovopuévov tov 0&Eog)
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Awotapoyéc Tov

IToAv Zuyvég

SountoOpoto voutiog kot euétov *, Adppota*, Trouatitida*,

YOOTPEVTEPLKOV Avckototnta
2oyveEg Taotpeviepkn apoppayio (cupmepthapfavouévov Tov
PAevvoydvov)*, Atdtaon tng Kothiog, Avereyia,
Yropatopapuyykd diyoc*, Faotpitida*, EEEAkwon Tov
otopatog*, Kothakn dvcpopia, Aveeayio, OAieypovi Tov
yoaotpevteptkov*, Kotlako daiyoc (coumepiiapfovousvon
YOOTPEVTEPTKOD KOl GTANVIKOD GAYoLC)™*, ETOUOTIKY
dwtapayn™
Oy Zoyvég Kolitda (cuumepthapfavouévov tov clostridium difficile)*

Awtapoyéc tov 2oyveEg Hratoto&ukotta (cupmepthapfovopévng tng NraTiknig

NTOTOC KOl TV dwatapayng)

YOANPOP®V Oy Zoyvég Hrotum averdpkeio

Awtapoyéc Tov ITolv Xvyvég | Awatapoyn Tpiy®uotoc™

dépHaTog Ko Tov | Xuyvég Kvnouoc*, Agpuatitida*, EEqvOnua*

VTOSOPLOV 16TV

AwTopayéc Tov Yuyvég Mvikoi cracpoi*, Mvookeletikd dAyoc*, Alyog o€ Gkpo

LLDOGKEAETIKOD

GUGTNLOITOG KO

TOV GUVOETIKOV

1GTOV

AwTopayés Tov Yuyvég Ovporoipmén™®

VEQPOV KOl TOV

0VPOPOP®YV 0DV

Tevikég IToAd Xvyvéc | TMvpeio*, Kénwon, EEacOévion

dwataporyés Kot Yuyvég Oidnua (copmephopPovopEVoy TOL TEPIPEPTKOV), Piyn,

KOTOOTAGEL TG Avtidpaon g Béomng éveong®, AloOnpa xaxovyioc*

0300 Yopfynong

Mopaxivikég Yuyvég Yrepyorepvbpvorpio®, Mr guo10Aoytkes TpOTEIVIKEG

e€eTdoels avaivoelc*, Metwpévo copatikd Bapog, AvEnévo coNATIKO

Bapog

*  Opodomnoinon mePIoeOTEPMOVY TOL EVOG TPOTILDUEVOV OpwV Tov MedDRA.

Teprypooen emreyuévav ovemfountmy EVEPYEIMV

Eravevepyoroinon tov 100 éEprnra {wothpa
[MoAamhodv Muérmpa
IIpopuvraktikh avtukr Oepameio yopnynnke 6to 26% TV 0cbevdv oty oudoa Ve+M+P. H
enintmon Tov épnnrta (wotpa 6Tovg acbeveic Tng opddag Oepaneiag Ve+M+P ftav 17% ya
aoBeveig oTovg omoiovg dev yopnynonke mpopuiaktiky avtiuky Oepancio oe ocvykpion pe 3% yuo
acBeveic 6TOVG 0mOi0VE YOPNYNONKE TPOPLANKTIKT avTiLKY Oepameia.

A€poopo amd KOTTOPO TOL HovOVQ

IIpopuraktikh avukr Oepareio yopnynonke oe 137 amod tovg 240 acbeveic (57%) oto oKéAOG
VcR-CAP. H erintwon tov épmnta {owotipa otovg acbeveig tov okélovg VeR-CAP ftav 10,7% yia
aoBeveig oTovg omoiovg dev yopnynonke TpoPLAAKTIKY avtiuky Oepaneia og cOykpion pe 3,6% yuo
acBeveic oTovg omoiovg yopnynHonke Tpopviaktikn avtikn Oeponeio (BAEne Tapdypago 4.4).

Eravevepyoroinon xou Loiuwln arwo tov 16 e Hrotitidas B (HBV)

A€Poopo amd KOTTOPO TOL HoVOVQ

HBV Aoiuwén pe Bovatneopeg expdoeic mapatnpndnke og 0,8% (n = 2) tov acbevov otnv oudoa
mov doev AapPave Bepaneio pe VELCADE (prrov&iudumn, KokAoeoo@aplion, do&opovfikivn,

Bwiprotivn kar pedvilovn, R-CHOP) kot og 0,4% (n = 1) tov acBevaov mov AdpuPavav VELCADE og

oLVOLOCUO UE PITOVEIUAUTT, KUKAOPOGPION, do&opovPikivn kot tpedvilovn (VeR-CAP). H
GUVOMIKY| emimTmon Aotudéewv nratitidag B tav mapouola o€ acbeveic mov AMaupavayv Oeponeio pe
VcR-CAP 1 ue R-CHOP (0,8% évavtt 1,2%, avtictouyo).
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Leprpepixn vevpomrdbeia oe aynuota cvvovaouod

[MoAhamlobv Muérmpa

e dokpég otig onoieg to VELCADE yopnynonke cav eicaymyikr Oepaneio € cuvovooud pe
deapuedalovn (uerémn IFM-2005-01) ko pe de&apebaldvn-0aiidopion (uerétn MMY-3010), 1
GLYVOTNTA ELPAVIONG TNG TEPUPEPIKNG VELPOTAOELNG GTO GLVOVACTIKA GYNLUOTA TAPOVGIALETAL GTOV
VOO TOPOKATO:

Iivaxag 9: 2oy vOTHTO. EUPAVIONS THS TEPIPEPIKNGS VEVPOTAOEIOS KOTA TH JLOPKELL THG EICOYWYIKNG
Oepaneiog ooupwvo, pe v tolkotnTo. ko1 o1okorl ¢ Oepoameios A0y TS TEPIPEPIKNG

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

Xoyvotnrta gpedviong g I[IN
(%0)

O)ot o1 fobpot TIN 3 15 12 45

BoOuog IIN > 2 1 10 2 31

Bafpog IIN >3 <1 5 0 5
Awaxomn AMyow g TIN (%) <1 2 1 5

VDDx = pwkpiotivn, do&opovfikivn, de€opebalovn, VeDx = VELCADE, de&opebalovn, TDx = oldopion,
de€apebalovn VeTDx = VELCADE, 8aAidopion, de&apedaldovn, IIN = teprpepikn vevponddeia

Inueimon: H meproepicn vevpordadeio tepthapfavel TOVG TPOTIUMDUEVOLS OPOVG TEPLPEPIKT VEVPOTADELD, TEPLPEPTKN
KNTiKn vevpomddeia, mepipeptkn aodntikn vevpomddeia kot Tolvvevporddera.

A€Poopo amd KOTTOPO TOL HOvOVQ

2 peiétn LYM-3002, oty onoio to VELCADE yopnynonie pe prtov&iudunn, KoKAOQPOoQapion,
do&opovPikivn kot Tpedvilovn (R-CAP), 1 enintmon mepipepikng vevpomddeiag oto, OepamevtiKg
GYNLOTO GLVOLOCUOV TOPOVGIALETAL GTOV TIVOKO TOPOKATM:

Ilivaxag 10:  Ernimtwon mepipepixnc vevpordberas oty uedétn LYM-3002 ovupwva ue tyv tolixotnra
Kol 010k0TH TG Bepomeiag Aoyw e mepLpeping vevpomadsiog

VcR-CAP R-CHOP
(N = 240) (N =242)
Enintoon IIN (%)
‘O)ot ot BaBuoi IIN 30 29
Babpog IIN > 2 18 9
BaOuoc IIN >3 8 4
Awaxom AMdyw g TIN (%) 2 <1

VcR-CAP = VELCADE, prtov&udpnn, kokAo@emoeapion, so&opovfikivn kot mpedvilovn, R-CHOP = prrov&ipdum,
KUKAOQ®GQopidN, do&opovPukivn, Prvkpiotivn kot Tpedvilovn, TIN = mepipepikn vevpomddera

H meprpepikn vevpordbela tephapPavel TOVG TPOTIUMUEVOLS OPOVG: TEPLPEPIKT ALGONTIKT VEVPOTADELL, TEPLPEPTKN
VELPOTLADELD, TEPLPEPIKT KIVNTIKN VEVPOTADELD KOl TEPLPEPLKT OGO TUCOKIYNTIKY VEVPOTAOELQL.

Hliciwouévor aobsveis pe Adupoua omo kotrapa tov uovovo.

42,9% won 10,4% tov acBevdv oto okéhog VER-CAP ftav 610 nAiklokd evpog 65-74 £t ko > 75
€1, avtiotoyyo. Qot660, o¢ acheveic nhikiag > 75 étn, kot 1o VcR-CAP «ot to R-CHOP fjtav
AYOTEPO AVEKTA, TO TOGOGTO GOPoprY avembOunT®V evepyelmv otig opddeg VeR-CAP fitav 68% og
ovykpion pe 42% oy opdada R-CHOP.

A&oonusicotes dropopéc oto mpoeil acpdleiog tov VELCADE otav yopnyeitor vwodopia Evovtl The
EVOOPAEPLAG YOPIYNONS WG UEUOVWUEVOD TTOPCYOVTQ

2 peiétn @aong I o1 acbeveig mov Ehafav VELCADE vrmoddpila 6e oOyKpion Ue TV EVOOPAEPLa
yopnynon giyav 13% yapnAdteprn GUVOAIKN TITTOOT Y10 TIG avemBounteg evépyeieg mov Expniav
EMEIYOVOOG AVTIUETOTIONG Kot NToV Pabpod 3 1 vymAdtepov w¢ Tpog v To&ikotnTo Kot 5%
younAotepn enintwon yo ) otakon Tov VELCADE. Ot 6uvolMkég emImTOOELS TG S1GpPOLOC, TOL
YOOTPEVIEPIKOV KOl KOIALOKOD AAYOVG, T®V KOTAOTAGE®V eE000EVIoNG, TV AOUDEEDY TNG OVOTEPNG
OVOTTVELGTIKNG 000V Kol TOV TEPLPEPIKMY vevpomafeidv Nray 12%-15% yaunmidtepeg oty opdada e
VITOSOPLOC YOPNYNONE G GYEOT LUE TNV Opdda eVOoPAEPLag yopnynone. Emmiéov, 1 enintoon tov

60



TEPLPEPIKDV vVeEVpoTabeldv Pabuov 3 1 vynidtepov NTav 10% younAiotepn Kot 0 puOUOS SLoKOTNG
AOY® TTEPIPEPIKAOV VEVPOTOOEIDY NTaY 8% YAUNAOTEPOG Y10, TNV OUASH DTTOSOPLAG XOPTYNONG OTWS
oLYKpiOnKe pe TNV EVOOPAEPLA YopIyNON.

"E&t to1g ekatd TV acbevov elyov TOmK avemBOUNTN EVEPYELD GTIV VTTOSOPLA YOPTYNOT], KUPImG
gpuBpomta. Ta mepiotatikd anokatactddnKay og £va Siapeco dtdotna 6 NUEPDV, TPOTOTOINGT TNG
doong amaitnOnke oe dvo acbeveic. Avo acbeveic (1%) eiyov coPapéc avtidpacelg, 1 mepintwon
Kvnopov kot 1 mepintwon epvbpodTnTOC.

H enintoon tov Bavatov ot Bepaneio Ntav 5% oy opdda Bepameiog pe vTodopLa yOpIYNOT Kot
7% otV oudda Oepaneiog pe evooeAéPia yopriynon. H enintoon tov Bavatov and «e&ehooduevn
voco» ftav 18% otnv opdda vroddpag yoprynong kot 9% oty opddo evooeAEPiag xoprynomns.

Enovalnyn Ospanciog oe aoOeveis ue vmotpomidlov moAlamlodv uvélwuo

e pio pedétn oty onoia emavainednke n yopnynon tov VELCADE g 130 acBeveig pe
VROTPOTIALOV TOALATAOVY HVEA®LEL, Ol OTTOTOL TPOTYOLUEVAG ETXOV TOVAGYIOTOV LEPTKN AVTOTOKPION
oto oynua mov mepieiye VELCADE, o1 wo cuyvéc avemBounteg evépyeieg O mv TV fabumv mov
TAPOVGIACTNKAV TOVAGYLGTOV 6T0 25% TV acBevav ntav Bpopporevia (55%), vevpordbeia (40%),
avarpia (37%), dappora (35%) kot dvokohotnta (28%). Olot o1 abuoi Tepipepkng vevpomdetlag
Kot ot Babpol TepLpepikng vevportdbelag > 3 mapatnprnkav oe 40% kot 8,5% 1oV acbevav,
avtioToya.

Avapopd THavOAOYOVUEVOV OVETIBVUNTMOV EVEPYELDV

H avagopd mboavoroyoduevov avemBOunTmy evepyelmy LETH amd TN YopNynon Goelng Kuklopopiog
TOV QUPUOKELTIKOD TPOIOVTOG elvan onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEALOVC-KIVODVOL TOV PUPHOKEVTIKOD TPOTOVTOC. ZNTeital and Tovg EXayyEALATIEG VYELNG VO
avaQEPOLY OTTOIEGONTOTE TOUVOLOYOVUEVES OVETIOOUNTEG EVEPYEIEG LEG® TOV €BVIKOD GUOTNUATOG
ovopopdg mov avaypdeeton oto [Hopdptmua V.

4.9 Ynagpdocoroyia

e aoBeveic, 1 vepdocoroyia pe 600N TAPUTAV® 0nd SIMAAGCLO OO TNV TPOTEWVOUEVT dOCT
oyetiomnke pe ofelo EUPAVIOT CLUTTONOTIKNG VTOTAoNG Kot Opoppomeviag pe Bavatneopa
amoteléopata. o TIg TPOKAVIKES KAPSIOYYEIOKES PUPUOKOAOYIKES LEAETEC QOPALELNG, PAETE
Topaypaeo 5.3.

Agv vtapyel Yvooto e1d1kd avTidoTo yio vaepdocoroyia foptelopiumng. Xe mepintoon
VIEPOOGOLOYING, TPETEL va TapakorlovBobvtal Ta {oTikd onueia Tov acBevong kot va 600sl
KATOAANAT VTOGTNPIKTIKY oY@y Yo va dtotnpn el ) migom tov aipatog (0nmg vypd, Tapdyovteg
avénomng ¢ mieong Tov aipatog Koy otpdmovg Tapdyovieg) kot 1 Oeppokpacio codpotog (PAéne
mapaypdeovg 4.2 kot 4.4).

5. DAPMAKOAOI'IKEX IAIOTHTEX
51 ®@oppoxodvvopikég 1010TNTES

Ddoppokobepamentikn Katnyopio: AVIIVEOTAAGUOTIKOL TaPAyOVTES, GALOL OVTIVEOTANGUOTIKOTL
mapdyovtes, kwdkdg ATC: LO1XGO1.

Mnyoviepdg dpdong

H Poptelopipnn eivar évog avactoréag Tpmteocmpotiov. Etvat e1dkd oyxedloopuévn va avooTEAAEL
TNV TOPOUOL e EKEVN TNG YuHoBpLYivG dpdon Tov 26S TPOTEOCMOUATION GTA KUTTOPW TOV
Onhactikov. To 26S tpoteocmudrio eivat Eva LEYAAO COUTAOKO TPMTEIVAOV TO 0TOI0 ATOIKOSOUETL TIC
ovPikttiviopéveg Tpwteives. H 086¢ ovfikitivig-mpoteocmpatiov mailel ovcimon poro otn pvduion
TOV PLOUOYL AVAKVKAWMOTG CUYKEKPIUEVOV TPOTEIVAV KOl ETOUEVAMG OT SLOTNPNON TNG OUOIOGTACNG
€v10G TOV KuTtdpwv. H avacstodn tov 26S tpwteocouatiov epumodilel tnv emdiokopevn
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TPOTEIVOLVOT Kol ETNPealel TNV KAUAK®T 0KoAoLOi{o TOAATADY GNUAT®V EVTOG TOL KLTTAPOV,
001 Y®OVTOG TEAMKE 6TO BAVATO TOV KOPKIVIKOV KUTTAPOV.

H Poptelopipmn givor éviova eKAEKTIKT ©G TPOG TO TPMTEOCOUATIO. X& CLYKEVTPMGEIS TV 10 uM, 1
Boptelopipunn dev avacTEALEL £va, ueydAo aplBud VTodoyEmV KOl TPOTEACHOV TOL EPELVHONKOY Kol
glvar mepiocdtepo amd 1.500 @popéc o KAEKTIKN TPOG TO TPMTEOCOATIO TOPA TPOG TO EXOUEVO
apoTuntéo £viuvpo. H kivntikn| g avacsToing Tov tpmteocmpotiov a&loloynonke in vitro kot n
Boptelopiunn £dei&e va daympiletar 0md T0 TPOTEOCMUATIO UEGO GE POV ty, 20 AETTOV,
OTOJEIKVVOVTAG OTL 1) AVOGTOAN TOL TPp@TEOCMOUATION atd TN Poptelopipmn sivol avastpédyiun.

H avactoAr tov tpmteocmpotiov dtopécsov g foptelopinmng emnpedlet To KapKIVIKE KOTTOPO e
SLAPOPOLE TPOTOVS, GTOVG 0TTOIOLE GVUTEPIAAUPAVETAL, HETAED AAA®Y, 1] LETAPOAN TV PLOGTIKGV
TPOTEIVAOV TOL EAEYYOLY TNV €EEMEN TOL KVTTAPIKOD KOKAOV KOl TNV EVEPYOTOINGT TOL TVPNVIKOV
napdyovta kénno B (NF-kB). H avactol tov tpoteocopatiov 0dnyel 611 S10KOT TOL KLTTOPIKOD
KoK ov Kot o€ amdnTwon. O NF-kB eivat évog mapdyoviog PLeToypoa@ng ToV 0TToiov 1 Evepyomoinom
omoLTELTON Y10 TO O1APOP ETITESN OYKOYEVESTC, CUUTEPIAAUPAVOUEVNS TNG KVTTAPIKNG OVATTVUENG Kot
emPiwong, TG AyyYEOYEVESNG, TOV CAANAETIOPACE®V AVAIESH GTA KOTTOPO KOt TNG HETAGTOONG. £TO
puélopo, n Poptelouipmn exnpedlel Ty IKAVOTNTA TOV KLTTAP®OV TOV LVEADIOTOC VO, CAANAETIOPOVY
LE TO UIKPOTEPIPAAAOV TOV LVEAOD TOV OGTAOV.

Ta mepdpata wov £yovv devepynbei £dei&av 611 1 Boptelopipnn glvar KuTTOPOTOEIKT GE dLAPOPOLS
TOTOVG KOPKIVIKOV KVTTAPOV KOOMG Kot OTL TO KAPKIVIKG KOTTOPO Elval o gvaicOnta otic mpo-
OTOTTOTIKEG CUVETELEG TNG AVO.GTOANG TOV TPOTEOGMUATION GE GUYKPIOT] LE TO PLGIOAOYIKH KOTTUPOL.
In vivo, | Popteopipmn perdvel TNy avamtuén Tov 6YKov o€ ToAAA TPOKAVIKG LOVTELD OYK®V,
GUUTEPTAOUPAVOUEVOL TOV TOAAUTAOD HVEADUATOGC.

Ta dedopéva amo in vitro, ex-vivo ko {owd povtéda pe Boptefopipmn vTodevoouy 0TI M
Boptelopipnn aw&avel TNV 06TE0PAAGTIKY O10LPOPOTOINGT) KOl OPAGCT] KO AVOCTELAEL TNV
00GTEOKAQCTIKT Agttovpyic. AVTég ol emdpacelg Exovv mapatnpndei oe acheveic pe moAlamTAOVY
LUEA®UO TTOL £X0VV TPOSPANDEL Amd o TPOYOPNUEVT OGTEOAVTIKY| VOGO Kot eAduPavay Bepaneio pe

BopteCopipmn.

Klvum amoteheopoatikdtra og un tpobeponegvpévo moAlamiody puéhmpuo

AtevepynOnke po tpoontikn @dong 111, diebvng, Tuyotomomuévn (1:1), avorytov oyedcoHoD KAVIKT
perétn (MMY-3002 VISTA) oe 682 acdeveic y10. va kabopicet edv o VELCADE (1,3 mg/m?
xopnyoduevo pe evdoeAéPia veon) oe cuvdvacud pe peleardvn (9 mg/m?) kot mpedvilovn

(60 mg/m?) odnyodoe oe Beltinomn Tov xpovov Emg TV eEEMEN TN vOoov (time to progression -TTP)
ot oyéon pe pelearavn (9 mg/m?) ko tpedvilovn (60 mg/m?) oe acOeveic pe un tpodepancvpuévo
moAlamAoVY pwoéhopa. H Bepoameio yopnynOnke yia éva péyioto 9 koximv (mepimov 54 gfoopddec) Kot
Slekomn &ykaipo og Tepinmton eEEMENG TG VOGOL 1 1N amodekTng ToSikottag. H didpeon nlkia
TV acBevov otn perétn frav 71 &, 50% Ntav dvopeg, 88% avikav otnv Kavkdoio euin kot o
duapecoc Pabudc katdotaong ikavotntag kotd Karnofsky yio tovg acfeveic ntav 80. Ot acBeveig
elyov poéhopo [gG/IgA/ehappig aAdoov o€ 0600t 63%/25%/8%, didpeon oooparpivn 105 g/l,
Kot S1apeco apdud aponetariov 221,5 x 10%/1. Iopduote tococtd acbevav eiyov kabopon
kpeatvivig < 30 ml/min (3% o€ kdBe oKéEAOC).

Tn oty ¢ Tpokabopiouévng eVOLAUESNS OVIADGONG, TO TPOTEVOV KUTOANKTIKO GNUELD, 0 XPOVOC
€wg v e&EMEN g vooov, elye emtevyBel Kot TpoceépOnke otovg acbeveig tng opddag M+P n
Oepancio Vc+M+P. H péon napaxorovbnon frav 16,3 piveg. [paypotoromdnie 1 tehkn
avafempnon g exPimong pe péon ddpketo Topakorovdnong 60,1 unves. Iapatnpndnke
OTUTIOTIKA OTULOVTIKO OQELOG 0TV emPimon viép g opddag Oepaneiog Ve+M+P (HR = 0,695,

p = 0,00043) mapd tig Bepomeieg mov akolovOnoav kot teprElafav oynuata Pacicpéva o
VELCADE. H péon empioon oty opdda Oeponeiog Vet+tM+P ftov 56,4 ufivec oe odykpion ue 43,1
univeg oty opado Bepomeiog M+P. To amoteléopata omoTEAECUATIKOTNTOS TOPOVGIALOVTIOL OTOV
ITivaxa 11:
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Hivaxag 11:  AmoteAéouara yio TV OmOTEAECUOTIKOTHTO UETC, OO THY TEAIKH avalewpnon s
emipiwaonc oty pueAétn VISTA
Y16y0G 0mOTELEGUATIKOTNTOG Ve+M+P M+P
n = 344 n = 338
Xpovog g TV eEEMEN TG vOGOU —

[Teprotatikd n (%) 101 (29) 152 (45)

Atdipeon in* (95% CI) 20,7 pnfveg 15,0 punveg
(17,6, 24,7) (14,1, 17,9)
Adbyoc kivdvvoo? 0,54

(95% CI) (0,42, 0,70)

Ty —p’ 0,000002
Empioon ehev0cpn eEEMéng

[Tepiototikd n (%) 135 (39) 190 (56)
Avdpeon yn® (95% CI) 18,3 unveg 14,0 pqveg

(16,6, 21,7) (11,1, 15,0)
Adbyog kivdvvooP 0,61

(95% CI) (0,49, 0,76)

Ty —p’ 0,00001
Yovolki empioon*

[eprotatikd (Bdvatol) n (%) 176 (51,2) 211 (62,4)
Alqpeon tyun® 56,4 uveg 43,1 unqveg
(95% CI) (52,8, 60,9) (35,3,48,3)
Adbyog ktvdvvooP 0,695
(95% CI) (0,567, 0,852)

Ty —p’ 0,00043
Ilocoo716 avramdékpiong n =337 n =331

[TAnBuopdc” n = 668
CR®n (%) 102 (30) 12 (4)
PR n (%) 136 (40) 103 (31)
nCR n (%) 5() 0
CR + PR¢n (%) 238 (71) 115 (35)
T —p° <10-"

Mzeimon g M-npoTeiv otov 0pod n =336 n=331

IMinBvoudc n = 667
>90% n (%) 151 (45) 34 (10)
Xpovog tpatng avranokpions o CR + PR
Aldpeon T 1,4 pveg | 4,2 unveg
Méon® olapKELY. AVTUTOKPLONG
CR® 24,0 prveg 12,8 pfveg
CR + PR¢ 19,9 pfveg 13,1 prveg
Xpovog émg TV emdpevn Oepamneia
[Tepiotatikd n (%) 224 (65,1) 260 (76,9)
Avgpeon yn® (95% CI) 27,0 uqveg 19,2 uMqveg

(24,7, 31,1) (17,0, 21,0)
Adbyog ktvdvvooP 0,557
(95% CI) (0,462, 0,671)
Ty —p’ < 0,000001
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Exripunon Kaplan-Meier.

P u ekTipmon tov Adyov kvdvuvov Paciletar og éva Cox avarloykd HOVTELD KIVOUVOL TPOGUPLOGHEVO Y1 TOVG
TAPAYOVTEC GTPMOUOTOTOINONG: P2- KPOSPUIPiv, AEVK®UOTIVI Kot TtEptoyn. Adyog Kivddvou pikpoTepog amd
1 vrodeucvidel mheovéktnua yuo. Ty VMP.

Y H ovopootikn Tipf-p Pociletor ot otpopatonomuévn dokipocio log-rank mpocoprocpév Y10, TOVG TapdyovTeg

GTPOUOTOTOINONG: P2-HKPOGEOIPIVY, AEVKMUOTIVY KOl TEPLOYT].

H tyni-p y1a to [osooté Avioandkpiong (CR + PR) and t doxipacio Cochran-Mantel-Haenszel y-tetpdywvo

TPOGOPUOGUEVT Y10l TOVG TUPAYOVTEG GTPOUATOTOINONG.

O mnBvopdc avtandkpiong nepthapfavel Tovg acbeveic mov giyav peTprioin vOGo Katd v Evapén.

CR = mpng avtandkpion, PR = pepikr avrandkpion. Kpiripio EBMT.

‘O)ot ot Tuyaomopévol achevels e EKKPLTIKN vOooO.

¥ S ux o

Emwaiporoinomn g emPioong aciopévn o didpeon didpkea mapakorovdnong 60,1 unvov.
CI = duhotnpo EUmeTOsHVNG

Aobeveis mov eivor kKOTAALNAOL Y10, UETOUOCYEDTT] GPYEYOVOV KDTTAPWY

AVO TUYOLOTOINEVEG, 0VOLYTOD YOOV, ToAVKEVTPIKEG pedétes paong LT (IFM-2005-01,
MMY-3010) de&nybnoay yio vo Kotadei&ouy Ty ao@Aaield KoL TNV OTOTEAECUATIKOTITA TOV
VELCADE o¢ d1mAo0g Kot Tpimthodg GLUVOVAGHOUE UE AAAOVG YN UEI0DEPATELTIKODE TAPAYOVTES, MG
gloaymyikn Oepameio TP amod T HETOUOGKELCT APYEYOVOV KLTTAP®V 6 0leOEVELS e un
TPOoOEPATEVUEVO TOALOTAODY HVEADLAL.

> peiét IFM-2005-01 to VELCADE o€ cuvdvacuo pe dse€apedalovn [VeDx, n = 240]
ovykpifnke pe fvkprotivn-do&opovPikivn-oe&apedalovn [VDDx, n = 242]. Ot acBeveig otnv opdda
VeDx éhaPav téooepig kbkhovg tv 21 nuepmv, 6mov o kabévag arotelovviav andé VELCADE

(1,3 mg/m? yopnyodueva evdopleBing d0o popéc v efdopdda tig nuépeg 1, 4, 8 kon 11) ko amd tov
otopatog oegapefalovn (40 mgmuépa tig nuépes 1 €mg 4 kot Tic nuépeg 9 £mg 12, otoug Kvkiovg 1
Kot 2 ko Tic nuépeg 1 émg 4 otovg Kovkiovg 3 ko 4).

AvTOAOYES LETAHOOYEVOELS apYEYOVOV KLTTAP®V TparypoToromnkay oe 198 (82%) acBeveig kon 208
(87%) acBeveig otic opnadec VDDx kar VeDx avtiotoye. H mietoyneio tov aclevav vropandnke ot
pio povo dradikacio petapooyevons. Tao SnUoypoaeikd yopaKTNPIoTIKA TMV 0cOEVAOVY Kot To
YOPUKTNPLOTIKA avaQOpAg TG vOGOL NTav Topouoto Hetald Tav dvo opddwv Oepaneioc. H didpeon
NAkio T@v acbevav otn perén frav To 57 €11, 10 55% nrav dvopeg kot to 48% elyov vyNAd Kivduvo
EUPAVIONG YEVETIKOV avopalov. H didpeon didpkela g Oepaneiog ntav 13 gfdopddes yo tnv
opada VDDx kot 11 gfdopddeg yro tnv opdda VeDx. O didpecog aptBpog KOKAwv mov eAnedncay
Kot od TIg 600 ouddeg Nrav 4 KoK ot.

To TpmTEVOV KATAANKTIKO GNUEID ATOTEAEGUATIKOTNTOG TNG LEAETNG T)TOV TO TOGOGTO OVTATOKPLONG
petd v eioaymywn Oepaneic (CR+nCR). Mia otatiotikd onpavtiky dtupopd ot CR+nCR
mapatnpenOnke vép g opnddag cuvdvacuod VELCADE e de&oapebalovn. Ta devtepedovta
KOTOANKTIKG OUEID ATOTEAEGLOTIKOTNTOG TEPLEAAUPAVIY TOGOGTE OVTATOKPIGNC UETE, T
petapdoyevorn (CR+nCR, CR+nCR+VGPR+PR), EmiBinon Xwpic EEEMEN ko Zvvoiikn EmBioon.
Ta KOpLo OTOTEAEGUOTO ATOTEAEGLOTIKOTNTOG TTapovoidlovtal otov Tivaka 12.

Hivaxag 12:  AmoteAéouara amotedeouozikotyrog omo ™ ueAéty IFM-2005-01

Katainktikd onusio VeDx VDDx OR, 95% CL, tym-p®
IFM-2005-01 N =240 (ITT N =242 (ITT

TANBLGLOG) mnBoopde)
RR (ueta v eioaywyixn
Oepaneia)
*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 (uerd v
HETOUOTY EVOT V4
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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CI = duiotnpa gpmotocvvne, CR = adpng avtamokpion, nCR = oxedov minpng avtandkpion, ITT = pe mpdBeon
Oepaneiog, RR = mocootd avranokpiong, Ve = VELCADE, VeDx = VELCADE, de&apedalovn, VDDx = fvkpiotivn,
do&opovfikivn, deEapebalovn, VGPR = oAb kodn pepikn avtamokpion PR = pepkn avrandkpion, OR = Adyog
mOavoTHTOV

: IIpwtevov kataAnktikd onpeio

“ O Adyog ToV TOOVOTATOV Y10 T TOGOGTH AvTomOKkpiong Posileton oty ektipnon Mantel-Haenszel tov kotvav

AOYOV TOAVOTHTOV Y10 GTPOUATOTOMUEVOVG TVAKES: TIHEG-P GOUPOVO LE Tovg eAéyyovg Cochran Mantel-Haenszel.

AvaQépETOL GTO TOGOGTO AVTUTOKPIONG UETA T OVTEPT LETAPOGYEVOT| Yia dTopa Tov EAafay devTepn
petopdoyevon (42/240 [18% ] ot VeDx opdda kon 52/242 [21%] ot VDDX oudda).
Inueimon: Adyog mbavotNTev > 1 VTOdNAMVEL £vo TAEOVEKTNUA Y10 TNV El00y@YiKh Ogpameio Tov mepiéyet VELCADE.

2 peiétn MMY-3010 1 ewoayoykn Bepoaneio pe VELCADE o€ cuvovaopo pe Oaiidopidn kot
deapebalovn [VeTDx, n = 130] cvykpinke pe Oaridopion-oe&apedalovn [TDx, n = 127]. Ot
aocBeveic oty opdda VeTDx édafav 6 KiKAoVG TV 4 €fdoUddmV, 6oV 0 KaOEVAG amroTEA0DVTAV a0
VELCADE (1,3 mg/m? yopnyobueve evdoerePing 0o popéc v efdopddo tig nuépeg 1, 4, 8 wan 11
akolovBovpeva and pio TEPiodo avATOLANG SEKAETTA NUEPDOV, 0md TNV NuEpa 12 Emg v nuépa 28),
deapebalovn (40 mg yopnyoovueva amd Tov 6TOUATOG TIC NUEPES 1 m¢ 4 kot Tig Nuépee 8 €mg 11) kot
Baldopion (50 mg nuepnoimg xopnyobueva amd Tov oTONATOS TIg NUEPES 1 €mg 14, Ta omoia
av&avovral Tig nuépeg 15 €wg 28 ota 100 mg kot otn cvvéyea ota 200 mg nuepncing).

Mia peplovopévn outoAoyn LETALOGYEVON APYEYOVMV KUTTAP®V TTparypotomomOnie og 105 (81%)
aocBeveic kai 78 (61%) acbeveig otic opnadec VeTDx ko TDx, avtictoya. To dnpoypapikd
YOPOUKTNPLOTIKA T®V 0GOEVAOV KAl TO YOPAKTNPLIOTIKA OVAPOPAG TNG VOGOU NTOV TOPOHOLD HETAED TV
dvo Bepamevtikdv opddwv. Ot acbeveig otic opnddec VeTDx ko TDx giyov didpeon niwio 57 £
&vavtt 56 gtav, 10 99% évavtt tov 98% Ntav Kavkdoiot kot to 58% &vavtt tov 54% ftav avopec.
v opdda VeTDx to 12% tov acbevdv elyav KuTappoyEVETIKA KaTaToyTEL G LYNAOD KvdHvoL
évavti tov 16% tov acBevav oty opudda TDx. Xtig dvo opddeg Bepoameiog, 1 didpeon didpkela g
Oepaneiog NTav 24,0 efdouddeg kot 0 didpuecog aptduog Kokhwv Bepameiag mov eAneOncay oy

6,0 koot

Ta TpoTeloVTO KOTOANKTIKAE OTLUEIN ATOTEAEGUATIKOTNTOG TNG LEAETNG TTOV TO, TOGOGTA
avTOTOKPIoNG UETE TNV gloaymyikn Oepameio kot puetd ™ petapooyevorn (CR+nCR). Mia otatiotikd
onuavtikn dtapopd ot CR+nCR mapatnprinke vép g opddag cuvdvacpod VELCADE e
de&apebalovn kot Badopidn. Ta devtepedovta kataAnkTikd onueia tepiedapupavay Empionon Xmpic
E&EMEN ko Xvuvoluc EmBioon. Ta kopla anoTteAEGHOTO ATOTEAEGULATIKOTNTOS TOPOVCIALOVTOL GTOV
ITivaxa 13.

Hivaxag 13:  AmoteAéouaro amotedeouotinotyros and ) ueiéty MMY-3010

Kotolktikd onpeia VeTDx TDx OR, 95% CI, typj-p*
MMY-3010 N =130 N=127

(ITT mdnBvopde) (ITT mnBoopodg)
*RR (ueta v giooywyn)
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 (uetd ) puetouooyevon)
CR+nCR 55,4 (46,4, 64,1) 34,6 (26,4, 43,6) 2,34 (1,42, 3,87), 0,001
CR+nCR+PR % (95% CI) |77,7 (69,6, 84,5) 56,7 (47,6, 65,5) 2,66 (1,55, 4,57),<0,001%

CI = didompo gpmiotocivng, CR = minpng avioroxpion, nCR = oyxedov mAnpng avramdkpion, ITT = pue npdbeon
Oepaneiog, RR = ITocootd avtandkpiong, Ve = VELCADE, VcTDx = VELCADE, OaAdopion, de&apedalovn,
TDx = Boldopidn, de&apebalovn, PR = pepicn avroamoxpion, OR = Adyog mbavotitmv,

: Ipwtevov kataAnKTikd onpeio

% O Mdyog Tov MOOVOTHTOV Y10 To TOGOGTH avTomdipiong faciletar oty extiunon Mantel-Haenszel tmv kotvav Adyov

TOAVOTNTOV Y10, OTPOUATOTOHEVOVS TVOKEG: TIHES-D COUP@VA [ Tovg eEAéyyovg Cochran Mantel-Haenszel.
Inueioon: Adyog mbavottav > 1 vTodnAdvel Eva TAEOVEKTNUA Yio TV El60yOYIKT Ogpameio mov nepiéyet VELCADE.

KMviki) amoteAecpotikdTnTo 68 VIOTPOTALoV 1) avOEKTIKO TOAAUTAOVY HLEA®LLOL

H aogddeia kot omotehecpatikdmra tov VELCADE (yopnyovuevov pe evooeAéfio éveon)
a&lohoynnkav og 2 peréteg 6tn cuvicTduevn doon tov 1,3 mg/m?: pia Tuyoomomuévn, GuYKPITIKY
peAétn Oaong I (APEX), évavt oeapedalovng (Dex) 669 acBevav pe vrotpomalov 1 avOekTikd
TOAAOTTAOVV LDEAMUA Y10, TOLE 0Tt010VG eiyov Tponyn0el 1-3 oepéc Oepameiog Kkat o LeAETn EvOg
okéhovg ®aong 11, 202 acbevdv pe vrotpomalov Kot avOeKTIKO TOAAUTAOVY HVEAMUN Y10, TOVG
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omoiovg giyov mponyndel tovAdyiotov 2 oelpés Bepaneiog Kot 01 0moiol Tapovciacay EMOEIVOOT KATH
NV o Tpoceatn Oepamneio.

> perétn Daong 111, ) Oepaneio ue VELCADE o0dMynoe 6€ onuavtikd peyaddtepo ypovo £mc v
eEEMEN TG VOO0V, GMUOVTIKA TOPATETAPEVT EXPIMON Kol GNUAVTIKA VYNAOTEPO TOGOGTO
avtomokplong, oe oxéon pe ) Bepaneio pe de&apebalovn (BAéne Hivaxa 14), og GAovg Tovg 0obeveig
KkaOd¢ kot 6Tovg acbeveic Yo Tovg omoiovg gixe mponyndei 1 oepd Oepaneiog. Qg amotéAespo pog
TPOYPOUUATICUEVNG EVILAESTC avéAvong, 1| opdda tng de&opefalovng dakomnke HoTEP ATO
oLOTAON TNG EMTPOTNG EAEYXOV OEdOUEVMV Kal 6€ OAOVG TOVG aoBEVEIS TOV NTAV TLYALOTOMUEVOL OTN
deapedalovn yopnyndnke ot cvvéyxele VELCADE, ave&dpmnta amd v kotdotoon TG acHévelag.
E&attiag avtg g mpodtung aAlayng ot Oepamneia, n didpueon didpkela TapakorobOnong tov
emlnoaviov acbevov ntav 8,3 unveg. H cuvolikn emPioon ftav onuoviikd peyoAdtepn Kot To
TOGOGTO AVTATOKPIONC NTOV OTUOVTIKG VYNAOTEPO oty opada Tov VELCADE 1660 Yo Toug
acBeveic mov frav avlektikol otny TEAevTaio Tponyovuevn Bepameio 660 Kot Yo aVTOHE TOV dEV
ntav avlektucot.

Amd toVg 669 acbeveic mov ovppeteiyav, ot 245 (37%) nrav 65 1oV kot Gve. Ot TapaueTpot
AVTOTOKPIoNG OGS Kol 0 XPOVOS EG TNV EEMEN TNG VOGO TAPEUEIVOY CNLOVTIKG KOADTEPOL Y10, TO
VELCADE ave&dpmra omd v nAikio. AveEdptnra omd To apyika exinedo e B2-Ikpoc@atpivig
OAEG Ol TOPAUETPOL OMOTEAECUATIKOTNTOG (YPOVOG EmG TNV £EEMEN TG VOGOV KOl GLVOAIKT eMPicon
KaOdS Kol TOGOOTO AVTATOKPIoNG) NTAY SNUAVTIKE BeATiopévol oty opddo tov VELCADE.

2V opdda Tev avlekTikdv acBevov ot pelétn @dong 11, o1 avianokpicelg kabopicOnkay and pio
avegaptnTn emTpony| EMBEMPNOTG KOL TO, KPLTHPLO OVTATOKPLoNG NTav avtd g Evporaiking Opddag
Mertapooyeboewv Mverod twv Ootmv. O d1duecog xpovog emPinong yia 6Ao0vg Tovg acbeveic Tov
ovppeteiyay Nrav 17 uiveg (edpog < 1 ¢ 36+ unveg). H tiun owt g entPimong rav vynidtepn
o€ oy€on He Toug 6 ®g 9 pnveg ddpecov ypovou emPimong Tov vVwoAdYIav ot KAvikoi cOpfovAot-
EPEVVNTEC Y10, EVaL TOPOUO10 TANBLoUO acBevdv. ZOUE®VA LE TNV OVIAVGT TOAVUETABANTOV, TO
TOGOGTO AVTATOKPLONE NTAV aveEAPTNTO 0Td TOV TOTO TOV HVEADUATOS, TNV KATAGTAOT| 0tdd00TG, TO
Kkafeotdg eEdAeymc Tov ypopocmpatog 13, 1 Tov aptBpov 1| TOL TOHTOL TOV TPOTYOVUEVOV
Oepaneidv. O acbeveic mov giyav vroPAndet oto mopehBOV o€ 2 pe 3 BepanevTikég aywyEg onpeioooy
1060010 avtamokpiong 32% (10/32) kat ot acbeveic ol omoiot eiyov 1101 AaPel mepiocdtepa omd

7 BepamevTid GYNIOTO TOPOVGINGAY TOGOGTO avtamokpiong 31% (21/67).

Ilivaxag 14:  Xvvomtikd amoteAéouata éxfoons e vooov ano tig uslstes Paong Il (APEX) kou
Daone 11
®aon 111 ®aon 111 ®aon 111 Daon 11
> 1 wponyoduevn >2
kot o1 acBeveic 1 mponyovpEvy Oepameio TPONYOV-
Oepameio REVES
Ogpameieg
Zop [fuvra mov Ve Dex Ve Dex Ve Dex Ve
oxeTicovtorpe | 3330 | o336 [ n=132¢ | n=119* | n=200° | n=217¢ | n=202¢
TO YpOVO
Xpbvog £mg v B 5 B
sEEMEN TG 189P l[gg 2129 [116095 [114289 878 210
vocov, uépeg | [148,211] | 2] [188, 267] 191] 1027 | [84107] [154, 281]
[95% CI]
fzﬁﬁ‘;‘fﬁ 80° 669 899 72 73 62 0
[95% CIJ [74,85] [59,72] [82,95] [62,83] [64,82] [53,71]
avEZ?r?zT:lc Ve Dex Ve Dex Ve Dex Ve
(,,/)" " | n=315" |n=312"| n=128 |n=110 | n=187 |n=202 | n=193
()
CR 20 (6)° 2(<1)P 8 (6) 2(2) 12 (6) 0 (0) (4)**
CR +nCR 41 (13)P° 5(2)F 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)° (27)**
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CR +nCR+

PRAMR 146 (46) | 108 (35) | 66 (52) 4541) | 80@3) | 63(31) (35)**

Awdpeon
owgpkera 242 (8,0)
Hpépeg (pveg)

169

5.6) 246 (8,1) | 189(6,2) | 238(7.8) | 126 (4,1) 385%

Xpovog £émg v
avtamékpion
CR +PR

(Muépec)

43 43 44 46 41 27 38*

IIAnBvopde mpog Oepaneio [Intent to Treat (ITT) population].

Tw-p omd ) dokiun otpopdrtoong log-rank. H avédivon avd apidud tponyndeicdv Oepancidv anokieiet
GTPOUATMOT Y1 TO 10TopKd Bepaneiog, p < 0,0001

O mnBvoudc mov avtamokpifnke teplapPaver acbevei mov giyav petprioun voco mpv mv évapén g epansiog
Kot EAafav TovAdyiotov 1 60m ToV VIO £PEVVA PUPULAKEVTIKOD TPOTOVTOGC.

Ty-p omd t dokuny Cochran-Mantel-Haenszel x-1€tpdy®vo mpocaprocpévn yio. Toug mapdyovieg otpopdtoong. H
avaivon ava apldpo ponyndeicav Bepameidv amordeiel oTpoUdTOoN Yo TO 16TOPLKd Bepameiag.

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

NA = Agv gpapudletor, NE = un a&oroynoo

CI = duidotnpo EUmTIeTOcVVNG

Vc = VELCADE, Dex = de&apebalovn

CR = mpng avtandkpion, nCR = oyeddv mAnpng aviamodKpion

PR = pepwr| avrandkpion, MR = ghdyiot avtandkpion

*

X peiétn @aong 11, o1 acbeveic mov dev mapovciacav BEXTIoT avtamdkpion ot epomeio pe
VELCADE o¢ povofepamneio, pmopovsav vo Adfovv vymin doon de&apefaldvne o€ cuvovacsuo [
VELCADE. To npmtoéxoAilo enétpene og acbeveic va Aafovv de&apebaldvn av eliyav pkpotepn amod
m BérTio avtomdkpion ot yopnynon VELCADE cg povoBepamneio. ‘Evag cuvoAkog aptOuog amod
74 a&odoynoovg acbeveig Erapav de&opebalovn o suvdvaoud pe VELCADE. To 18% tov
acBevav mopovcioce N eiye o Pertiopévn avtondkpion [MR (11%) 11 PR (7%)] pe ) cvvdvaotiky
Oepameia.

Kl aroteleopanixotya ue vmodopia yopnynon tov VELCADE e oo0eveis pe vrotpomialov/
oVOeKTIKO TOALOTAODY UVEADUO!

Mia avotktr], Tuyatomomuévn perétn un kotwtepotnrog @aong Il cuvékpve Ty
OTOTEAECUATIKOTNTO KoL TNV 00PAAEL TG VITOdOpLag yopnynons tov VELCADE évavtt g
evoopAEProg yopnynone. H pedétn avtr nepiéhafe 222 acbeveig pe vrotpomidlov/aviektikd
TOAOTAODY LVEA®LA, 01 0oiol TVYaoTOONKOY G¢ avedoyia 2:1 dote va AdBovv 1,3 mg/m?
VELCADE eite péom vmodopag eite pécom evooprePiag 0600 yia 8 kukhovg. Xtovg acheveic mov dev
mapovciocay pio fEATIOTN aviandkpion (AyOTEPO amd TANPN AvTOTOKPIoT — complete response
[CR]) ot Bepoameio poévo pe VELCADE petd omd 4 kdkhovg, exetpdnn va Adfouvv 20 mg
deapedaldvne nuepnoing v nuépa g yopnynons tov VELCADE kot v endpevn nuépa. Ot
acbBevelg pe apykn| meprpepiky] vevpomabera fobuov > 2 1 pe optdpovg apometaiiov < 50.000/ul
eEapébniay. Xvvolikd 218 acbeveic Ntav a&l0A0YACILOL G TPOG TNV AVTATOKPLON.

H perétn aut) ekmAp®oe ToV TPOTEVOVTA GTOYO TG LN KATOTEPITNTOS Y10l TO TOGOCTO
avtonokpiong (CR+PR) petd amod 4 koxhovg pe povo mapdyovta 1o VELCADE 1600 Yo v
V0d0pLo. OGO Kal Yo TV evooPAERLa xoprynom, 42% kot otig 600 ouddeg. EmmAéov, o KOTaOANKTIKG
onueio AmOTELEGUATIKOTNTOC TOV GYETI(OoVTaL LE TN 0EVTEPEHOVGT, AVTATOKPLOT KOl TO XPOVO £MG TO
oLuPdy £de1&av GuVERT AMOTEAEGUATO Yiol TNV LTodOpLa Kot TNV evooAERta xoprynomn (Iivaxag 15).

Ilivaxag 15:  Z0vown twv avaldoewy omoTeleoioTIKOTHTOS TOD GOVEKPIVOY THY DIOOOPLO KOL THV
evoopléfia yopnynon oo VELCADE

VELCADE oxkéhog VELCADE oxkéhog
evooPArEPrag yoprnynong VTOOOPLUS YOPTYNONS
IIAn0vopog vro arordynon yio Ty n=73 n =145
UvVTOTOKPLON
Mocoot6 avramékpiong o 4 KUKAOLVG
n (%)
ORR (CR+PR) 31 (42) 61 (42)
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Tuh-p® 0,00201

CR n (%) 6 (8) 9 (6)
PR n (%) 25 (34) 52 (36)
nCR n (%) 4 (5 9(6)
Mocoot6 avramékpiong og 8 KvKAOLVG

n (%)

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

CR n (%) 9(12) 15 (10)
PR n (%) 29 (40) 61 (42)
nCR n (%) 7 (10) 14 (10)
Im0vopéc mpog Ogponcia (ITT)? n=74 n =148
TTP, piveg 9,4 10,4
(95% CI) (7,6, 10,6) (8,5, 11,7)
Aobyog kvdvvov (95% CIyY 0,839 (0,564, 1,249)

Tun-p? 0,38657

Empioon ehev0epn eEEMENG, piveg 8,0 10,2
(95% CI) (6,7, 9,8) (8,1, 10,8)
Abyog kivdvvov(95% CI)Y 0,824 (0,574, 1,183)

Tun-p° 0,295

Yovoliki empimon oto 1 étog (%)° 76,7 72,6
(95% CI) (64,1, 85,4) (63,1, 80,0)

H ty-p givar yio v vo0eomn pn katotepdmrog 6Tt 10 6KELOG TG VTTOdOPLOG XOpNyNong dotnpel TovAdyiotov 60%
TOV TOGOGTOV OVTOTOKPLOTG 6T0 Bporyiova TG evooPAéPiag yoprynone.
B2 dropa evtéyOnkav ot perémn, 221 dropa Elafav Ospaneio e VELCADE

Y H extipmon tov AMdyov kivddvov Paciletar og va poviého Cox oV TPOGAPUOGTNKE Y10l TOPHYOVTES
Sdwotpopdtoons: otadonoinon ISS kot évav aplOpd TponyovHEVOV YPOUUMY.

® H doxipacia log rank TpocapprdstKe Yo mapdyovies dtuotpopdtoons: otadionoinon ISS kot évav apOud

TPOTNYOVLUEVOV YPOULUUDV.

H Sugpeon dapkeio mapakorovOnong sivon 11,8 prveg.

Ocpareio ovvovoouod VELCADE ue meykvliouévy imoowuioxy doéopovPixivy (ueiétn DOXIL-MMY-
3001)

Mia toyatomompévn, Tapdiiniov opddwv @dong I, avotktod oyedlocHoD, TOAVKEVTPIKT HEAET
devepynonke og 646 acbeveic GUYKPIVOVTOG TV OCQAAELD, KOL TNV OTOTEAEGUOTIKOTITA, TOV
VELCADE peg meykolopévn AMmocouiokn do&opovPikivn oe oxéon pe ™ povobepomeio pe
VELCADE ot aceveic pe moAlamrAovy poéhopa o giyav mponyovueva Adpet tovhayiotov 1
Bepaneio Kot Tov dev vrotpomiccay v AduPavay Bepansio pe Paon tig avBpaxvriives. To
TPMTEHOV KATOANKTIKO onueio amoteleopatikdmrag Ntay 10 TTP evd to devtepedovTa KOTUANKTIKG
onueia arotelecpatcotnrog nrov to OS kot ORR (CR+PR), ypnoomoidvrog ta kprrnpla
Evporaixig Ouddag yio to Aipa ko T Metapodoygvon Mvehod (EBMT).

Mia evéiapueon avaivon Pacel tpotokoilov (Baciouévn oto 249 TTP yeyovota) odnynce otnv
TPO®PN MEN TNG UEAETNG VIO TNV ATTOTEAEGATIKOTNTO. AVTN 1) EVOIGUEST AvAALOT) £dE1EE pia
peimon tov kvdvvov TTP tng tééng tov 45% (95 % CI: 29-57 %, p < 0,0001) yia acBeveic mov
EaPav Oepamneio cuvovacpuod VELCADE ue meykviiouévn Mmocmpiakr) 6o&opovPikivn. To ddpeco
TTP frav 6,5 ufiveg yio acbeveig mov Edafav povobepaneio pe VELCADE cuykpitikd pe 9,3 uriveg
v acBeveic mov Ehapav Bepaneio cuvovacuod VELCADE pe mteykoMopévn AMmTocmopiok
do&opovPikivn. Ta amotedéopato avTd, oV Kot OgV €IVl Ta, 0PLOTIKA, OTOTEAEGAV TNV TEAKT ovéAvon
Bacel TpmToKOALOL.

H tehikn avéivon yo o OS mov wpoypatoromnke petd amd e didpeon mapokolovdnon 8,6 eTov
dev €de1&e onpavtikn dapopd oto OS peta&d Tmv 600 okeddv Bepaneiag. To didueco OS frav 30,8
univeg (95% Cl, 25,2-36,5 uqveg) v toug acbeveic pe povobepaneio pe VELCADE kot 33,0 unqveg
(95% CI, 28,9-37,1 unveg) v acbeveig mov Erafoav Oepameio cuvdvacpod VELCADE e
TEYKLALOUEVT MTTOG®LOKT] doEopovPukivn.
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Ocpancio aovovaouod VELCADE e delopebolovn

Amovoia orotacdnmote amevbeiag ovykpiong VELCADE kotr VELCADE og cuvdvaoud pe
deapebaldvn oe aobeveic pe e€gMocdevo TOAMATAODY LEA®UA, d1eéNydn pia oTatioTikn avdivon
Katd Cbyn Yo va, GUYKPIVEL TO ATOTEAECOTO OTO TOV [N TUYOLOTOUNIEVO GYESIOOUO GUVOVAGILOV
tov VELCADE pe de€apebalovn (@dong I peiétn avowktng etkétag MMY-2045), ue arotedéopata
7oV TPoEKLYaV Enerta amo oyediaond povobeponeiog pe VELCADE oand dtopopetikég
Toyotomomuéveg peréteg @aong I (M34101-039 [APEX] ko DOXIL MMY-3001) oty id1a
évoeidn.

H avéivon kotd Levyn etvon pia otatiotikn péBodog otnyv omoia acbeveig tng Bepamevtikng opuddog
(m.x. VELCADE ocg cuvévacud pe de€apedaldvn) kat acbeveig g opdadog cuykpiong (m.y.
VELCADE) cuykpivovion 6€ oxéon e cuyyvuTIKoHS TOPEYOVTES TTOV OVTIOTOLYOVV GE LEHOVOUEVOLS
aoBeveic. Kdarti 11010 €layiotomotel T SpACEIS TV TOPUTNPOVUEV®Y GUYYVTIKAOV TOPAYOVIMV KOTA
TOV VIOAOYIGUO TV OEPATEVTIKMY OPACEMV LLE XPNOT UT TUYOIOTOMUEVOV SEOOUEVOV.
TavtomomOnkav exatov gikoot entd (evyn acbevav. H avaivon deie Pertiopévo ORR (CR+PR)
(Aoyoc mBavotitav 3,769: 95% CI2,045-6,947, p < 0,001), PFS (avaioyia kivdovov 0,511: 95% CI
0,309-0,845, p = 0,008), TTP (avaroyio ktvdvvov 0,385: 95% CI 0,212-0,698: p = 0,001) yia to
VELCADE oc¢ cuvdvacuo pe de€apedalovn oe oyxéon pe m povobepameio ue VELCADE.

AwtiBevton TeplopiopEVEG TANPoPOpieg oyeTikd pe v enavainym Beponeiog pe VELCADE o¢
VROTPOTIALOV TOALOTAODY HVEA®LLA.

H perémn daong I MMY-2036 (RETRIEVE) ftav pia ovoiktod 6xedlaciod, Lovol okélovg LeAE
7ov 01e&N 0N Yo Vo TPOGIIOPIGEL TNV OMOTEAECUATIKOTITO KO TNV ACPAAELD TNG EXAVAAYNG TNG
Oepancioc pe VELCADE. Exatév tpidvta acbeveic (nhikiag > 18 €1dv), pe TOAATAODY LOEAMUA OL
omoiol eiyov 0to TapeABOV TOLAGYIGTOV HEPIKN avTamokpion 6 €va oynua wov epieiye VELCADE
EhaPav ex véov Bepaneio Katomy eEEMENG TG vOoov. TovAdylotov 6 Pveg LETA TNV TTPOTYOVUEVN
Oepancio, To VELCADE Eexivnoe pe v tekevtoio avekth 86on tov 1,3 mg/m? (n=93) 1 < 1,0
mg/m? (n = 37) kot yopnyiOnke tig nuépeg 1, 4, 8 xon 11 ké0e 3 fdouadeg yia péyioto ddotnua

8 kK v, gite wg povobepamneia | oe cuvdvacud pe de&apebaldvn, cduemva pe T cuvnon epovtida.
H de&apebalovn yopnynOnke oe suvdvaoud pe VELCADE og 83 acbeveig otov Kokho 1 pe emumiéov
11 acBeveic mov ElaPav de&apedaldvn kotd TV Topein TV KOKA®VY TG €K VEOL Depameiog e
VELCADE.

To npwtevov KataAnKTiKod onueio Nrav N empPefaiopévn KaAOTEPN AVIOTOKPIOT GTIV EXAVIANYT TNG
Oepaneiog, 6mwg extipdrol and ta kprmplo EBMT. To cuvoiikd kaAdTteEpo TOGOGTO OVTATOKPLIONG
(CR + PR), otV emavainym ¢ Oepancioc og 130 acbeveic nrav 38,5% (95% CI: 30,1, 47,4).

Khvu amoteheopoatikdmra og un npobepanevuévo Aépompa and Kottapa tov povéva (MCL)

H perétn LYM-3002 fytav pia toyatomomuévn, @dong 11, avoiktod oyedlacpod peAétn odykpiong
NG OMOTEAEGLOTIKOTNTOG KOt TNE aopirelag Tov cvvovacuod VELCADE, prrtov&ipaunng,
KUKAOPOSPapidng, do&opovfikivng kot mpedvilovne (VcR-CAP, n = 243) ue ekeiveg Tov GuvoLAGHOD
PLTOLEUAUTNG, KUKAOPOGPaUidNe, do&opovfikivng, Pvkpiotivig kot tpedvilovng (R-CHOP, n = 244)
o€ gvnikeg aoBeveig pe un mpobepamevpévo MCL (Ztadwo 11, 11 7 IV). Ot acBeveic 6t0 oKéELOC
Oepanciog VcR-CAP éhapav VELCADE (1,3 mg/m?, tig nuépeg 1, 4, 8, 11, nepiodog avamavrac:
nuépeg 12-21), prrov&pdpmn 375 mg/m? IV v nuépa 1, kukhopooeauidn 750 mg/m? IV v

nuépa 1, do&opovPikivy 50 mg/m? IV v nuépa 1 ko tpedvitdévn 100 mg/m? amd oTOHATOS TNV
nuépa 1 éog v nuépa 5 tov kvxiov Bepaneiog 21 nuepadv pe VELCADE. TI'a acBeveig mov
EUPAVICOV TEKUNPLOUEVT AVTOTOKPIOT] Y10 TPATN POPA KATA TOV KOKAO 6, yopnynOnkay 600
emmpochetol kOKAot Oepamneiog.

To TpmTEVOV KATAANKTIKO GNUELD ATOTEAEGLATIKOTNTOC NTOV 1) EAEVOEPT €EEMEN S TG VOGOL
emPioon pe Baon v a&ordynon g Avegaptnng Emtponng EmBempnong (IRC). Ta devtepedovta
KATOANKTIKA onpeio teptidupavay tov xpovo Eog v e&EMén g vosov (TTP), tov ypdvo £wc v
emopevn Bepameio kotd Tov Aeppmdpotoc (TNT), tn didpkela Tov daethiuotoc yopis Oepameio (TFI),
70 6LVOAMKO Toc0oTd avtondkpiong (ORR) kot To 000t TANpovg avtamokpiong (CR/CRu),
ouvolikn emBiwon (OS) Kot T SdpKeELD TN OVTOTOKPIOTG.

Ta MUOYPOPIKE YOPOKTNPLGTIKG KOL TO, YOUPOKTNPIOTIKA OvaQOpds TG VOGO NTOV YEVIKE KUAG
ooppornuéva Leta&d Tav dvo okelmV Bepaneiag: 1 didpeon nAkio Tov acBevav fTav 66 £, 74%
ntav dvopec, 66% avikav otnv Kavkdoio euin kot 32% avikav oty Actatikiy euin, 69% tov
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acfevav giyav Oetikn avappoenoT HVEAOD TV 06TAOV 1/kal BeTikn Broyio LueAod TOV 06T®V Y10
MCL, 54% twv acBevav giyav fabuoroyio AteBvoug [lpoyvmotikov Agiktn (IPT) > 3 ko 76% eiyov
vooo Xtadiov IV. H didpketo g Oepomeiog (dtdpeon tiun = 17 efdouddeg) kot 1 dtdpKeo TG
mapakorlovOnong (ddpeon tun = 40 punveg) Ntav cuykpiciueg ota 000 okéAn Bepamneiag. O dudpesog
apBpdc Kokiwv Bepaneiog mov EAapav o1 acbeveig tav 6 kot ota 600 okéAn Bepaneiag, pe 14% twv
acBevav otnv opdda VeR-CAP kot 17% tov acBevov oty opdda R-CHOP va Aapfdvovy 2
emmpochetovg kokAove. H mistoymoia tov acbevav kot otig 600 opddec ohokApwoay T Oepaneioa,
80% otmnv opdda VeR-CAP kot 82% oty opdda R-CHOP. Ta arotedéopata 6Gov apopd Tnv
amoTEAECUATIKOTN T TTapovoidlovtal otov [livaxa 16:

Ilivaxag 16:  Amoteléouaro, 000V apopd. v omotedeouotikotye. amo wm ueiétn LYM-3002

Koatoinktiké onpeio VcR-CAP R-CHOP

UTOTELECHATIKOTTOS

n: acBeveig ITT 243 244

Ele00epn €EMENGS TG vooov empBioen (IRC)*

[eprototkd n (%) 133 (54,7%) 165 (67,6%) HRP (95% CI) = 0,63 (0,50, 0,79)
Atdpeon Ty’ (95% CI) 24,7(19,8,31,8) | 14,4(12,16,9) | Tyun-p° < 0,001

(vee)

IMoc06T6 Avramokpiong

n: a&loAOYNGILOL MG TPOG TNV

avTamoKplon acheveig 229 228
2VVOMKY TANPNS OVTOTOKPLoH 122 (53,3%) 95 (41,7%) OR® (95% CI) = 1,688 (1,148,
(CR+CRw™, n(%) 2,481)

Tnq-p© = 0,007
2ovoliki akTivoloyiki 211 (92,1%) 204 (89,5%) OR? (95% CI) = 1,428 (0,749,
avtaroxpion (CR+CRu+PR)", 2,722)
n(%) Tywni-pt = 0,275

o

p

Me Baon v a&ordynon g Ave&aptng Emtponrg Enbsdpnong (IRC) (Loévo axtivoloyikd dedopéva).

H exrtipnon tov Adyov kvddvov Paciletor o £va poviého Cox, S100TpoUATOUEVO GOLE®VO e TOV Kivouvo IPT kot
70 6T¢d10 TG VOGoV. AdYOG Kivdvvou < 1 vmodekviel TAgovEékTa Yo Tnv opnddo VeR-CAP.

Me Bdon Ti¢ exTunoelg opiov yvopévev tov Kaplan-Meier.

Me Bdon tov édeyyo AoyopOpikig Gelpds, S100TPOUATOUEVO GOUE®VO, LE ToV Kivduvo IPT kot to 6tddio g vocov.
Xpnoponoteitor ) ektipnon Mantel-Haenszel yio tov cuviiOn Adyo mBavot)Tev yio S10GTpOUOTOUEVOVS TIVAKES, LE

tov kivovvo IPI kot to Z1dd10 g Nocov wg topdyovieg dtaotpmpdtoons. Adyog mibavotitov (OR) > 1 vrodewkviet
mAeovEKTNLOL Yo, TV opdda VeR-CAP.
ot Teprappavoviar dreg ot CR+CRu, pe Baon v IRC, tov poedd tov ootdv kot tnv LDH.
T P omd tov éleyyo x? tov Cochran Mantel-Haenszel, pe v IPI ko to 6Téd10 TG VOGOL MG TapAryovTeS
Sdwotpopdtoong.
[Mepriappavovtor 6Aeg ot aktivoloyikés CR+CRu+PR pe Baon v IRC, ave&apmro and v entkdpwon pe Paon tov
peAd tov ootdv kou tnv LDH.
CR = ITApng Avtamokpion, CRu = pun emPePoropévn [IAnpng Avtandkpion, PR = Mepun Avtandkpion, CI = Aot ua
Epmotoovvng, HR = Adyoc Kivdvvov, OR = Adyog [TiBavotitov, ITT = [1pdOeon [N ) Ogpancia

H duapeon PFS amo v a&lordynon tov epevvnti tav 30,7 ufveg oty opdda VeR-CAP ko 16,1
pniveg oty opada R-CHOP (Adyog Kivdtvov [HR] = 0,51, p <0,001). Etatiotikd onpuavtikd 6QeAog
(p <0,001) vép g opddag Bepaneiog VcR-CAP évavtt g opddag R-CHOP mapatnpnnke yio tov
TTP (duapeon Tyun 30,5 évavtt 16,1 unvav), tov TNT (didpeon tiun 44,5 évavtt 24,8 unvav) Kot v
TFI (dudpeon tiun 40,6 évavtt 20,5 pnvav). H dudpeon didpkela Tng TANPOLS avTamdKpiong nTov
42,1 pnveg otnv opdoda VcR-CAP og ovykpion pe toug 18 ufveg oty opddog R-CHOP. H didpketa
NG GUVOALKNG ovTOmOKPIoNG NTOV peyaivtepn kotd 21,4 ufvec oty opdado VeR-CAP (didueon tiun
36,5 unveg évavtt 15,1 unvav oty oudda R-CHOP). H tedikn avaivon yuo tqv OS
Tpaypatorodnke PHeTd amd pio didpeon didpkela mopakorovdnong 82 unvav. H diapeon OS ftav
90,7 unveg yio. v opdde, VeR-CAP ouykpitikd pe 55,7 unveg oty oudda R-CHOP (HR=0,66;
p=0,001). H mopatnpndnca tehikn didueon dapopd ot OS petald tov 2 opddwv Oepaneiog rav 35
Hmveg.

AcbBeveic mov giyov AaPet oto Tapelbov Bepancia yio Apvlogidmon eha@pds oAvcov (AL)
[paypatomomOnke pio avoiktn, un Toyotomompévn peiétn @aong /11 dote va mpocdiopiotei
aocpdiela kot 1 aroterespatikotnta tov VELCADE cg acbeveig mov eiyav Adpel oto moperdov
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Oepamneia yio Apviogidmon erappds aivcov (AL). Aev mapotnphOniay véa BEpata ao@areng KOTA
T S1dprela g pedétg, kot 10kotepa 10 VELCADE dev emdeivooe ) PAGPN Tov opydvov 61d)0ov
(Kopd1d, vEPPOC Kot NTOP). L€ Uit SIEPEVVNTIKN AVAAVCT] Y10, TNV OTOTEAEGUOTIKOTNTA, OVOPEPONKE
T0G00TO avianokpions 67,3% (cupnepiiapfavouévov tocostod CR 28,6%) 6mwg petpnonke e
Béaon v aatoroykn avtamokpion (M-tpwteivn) og 49 a&loroynoipovg acbeveic mov Erapav
Oepameio pe Tig péyroteg emrpentég 80oe1g v 1,6 mg/m? pio popd v efdoudda kar 1,3 mg/m? dvo
@opEc TV eRdoudda. ' avTéc TIg KOOPTEG dOGEMV, TO GLVIVUGUEVO TO60GTO EMPiong oto 1 £10¢
Nrav 88,1%.

Hodratpikdg tinbucuog

O Evponaikoc Opyaviouds Gapudkmv Exel dOGEL amaAloyn omxd TNV VIoypEMSN VIOBOANG TV
anoteleoudtov Tov peretov pe to VELCADE o€ 6Aeg TIg LTOKATNYOPIES TOV TALSIOTPIKOD
TANOVGHOV 6T0 TOAAATAODY LLEA®UO KOt TO AEUP@UE. otd KOTTAPO TOL novove, (PAEre
TAPAYPOEO 4.2 Y10, TANPOPOPIEC GYETIKA UE TNV TOLIIATPIKT YpNoN).

Mia ®@dong 11, povod okéAovg LEAETN TG OPUCTIKOTNTAS, TNG ACPAAELNG KoL TNG PAPUOKOKIVIITIKNG
7o mpaypatoromOnke and v Oykoroywkn Opada Iaidwv (Children’s Oncology Group)
a&lohdynoe ™ dpdon g npoctning Poptefopipnng oe €K VEOL loaymYIKN ynuel0Oepameia
TOALOTADV TOPAYOVIMV GE TALOALTPIKOVS Kol VEAPOVG EVIAIKEG acBeveic e Aeppogldelg kokonBeleg
(ue mpoopoun B-o&eia Aeppopraotikn Aevyorpio [OAA], T-OAA kot pe T-Aepeofractikd Aupouo
[AA]). Eva omotelecpuatikd ek vEOL E1GAYMYIKO YNUEOOEPATEVTIKO GYNUO TTOALOTADY TOPAYOVI®V
yopnynonke oe 3 pépn. To VELCADE yopnynOnke pévo ota Mépn 1 kot 2 yia tnv amo@uyn mhovig
OAANAETIKOADTTTOUEVIG TOEIKOTNTOC UE TO GLYYOPNYOVUEV QAappaKka 6To Mépog 3.

H m\npng avtondkpion (CR) a&oroyndnke oto téhog tov Mépoug 1. Ztovg acbeveig pe B-OAA pe
EUPAVION TNG VIOTPOTNG EVTOG OlooTOTOG 18 unvav and ) didyveon (n = 27) To T0606TO TANPOLS
avtamokpiong Nrav 67% (95% CI: 46, 84) kot 10 1060616 emPicong dvev GuUPdvTov 6Tovg 4 PVES
nrav 44% (95% CI: 26, 62). Ztovg acbeveic ue B-OAA pe guedvion g vrotponng 18-36 pnveg amod
T Sdyvoon (n = 33) 10 106061 TANPOVG avTamoKpiong ftav 79% (95% CI: 61, 91) kot To T0G00TO
emPioong dvev cvuPaviov otoug 4 upveg Nrav 73% (95% CI: 54, 85). To m0606T6 TANPOLS
avtomokpiong otovg aobeveig ue T-OAA ue npmtn vrotponn (n = 22) frav 68% (95% CI: 45, 86) xat
70 T0600To eMPicong dvev cvufdaviov otovg 4 punveg Ntav 67% (95% CI: 42, 83). Ta avapepopeva
dedopéva amoteAecpOTIKOTNTOG Be@povvtal apeifoia (BAEme mapdypapo 4.2).

X pekétn evrayOniov 140 acBeveic pe OAA | AA, ot omoiot a&loloynOniav g TPog TNV AcPAAELN
Ko 1 drdpeon nAkio nrav ta 10 £ (evpog 1 mg 26). Agv mapatnpnOniay véo avnouynTikd
gupfuota g Tpog v acedieia 6tov 10 VELCADE npootébnke 610 kobiepmpévo madlotpikod
Baoctkd ynuetofepamevtiKod oYU AVTILETOTIONG TG Tpodpoung B-OAA. Ot akdiovbdeg avemiBounteg
evépyeteg (Babuog > 3) mapatnprinkav pe vynAotepn enintoon 610 BEPATEVTIKO GYIL0L TTOVL TTEPLEiYE
VELCADEoce cOykpion pe pio 16topikn LeAETN eAEYY0L oTnV omoio, xopnyndnke uoévo to facikod
oynua: oto Mépog 1 meprpepikn arsbntikn vevpomddera (3% Evavtt 0%), eihedg (2,1% évavtt 0%) ko
vro&ia (8% &vavtt 2%). Aev vtdpyovv dtobéoipeg TANPOPopies oxeTiKa pe mhavd emakdiovba
GUUPAVTO 1] GYETIKA LE TOL TOGOCTA ATOSPOUNG TG TEPLUPEPIKNG OLoONTIKTG VELPOTADELDG GE LT TN
UEAETT. YYNAOTEPES EMMTOGELS TopatnpHOnKay, exiong, yio Tic Aotudéelg ue Babuov > 3
ovdeteponevia (24% Evavtt 19% oto Mépog 1 ko 22% évavtt 11% oto Mépog 2), avEnpévn ALT
(17% évavtt 8% oto Mépog 2), vrokaitoia (18% &vavtt 6% oto Mépog 1 kot 21% évavtt 12% oo
Mépog 2) ko vrovatprotpio (12% évavtt 5% oto Mépog 1 kot 4% évavtt 0 6to Mépog 2).

52 ®@appokokivTiKES 1O0TNTES

Amoppognon

Metd omd evdopréPia bolus yopriynon ddong 1,0 mg/m? kot 1,3 mg/m? o¢ 11 acheveic pe moAlomhovv
puélopo Kot TiHéG Kabapong kpeatviving vymiotepeg omd S0 ml/min, ol péoeg péyioteg
GUYKEVTIPMGELC GTO TAAGLO TNE TPpMTNG 000oM¢ Poptelopiumng nTov 57 kot 112 ng/ml, avtictotya. Xt1c
enoKOAOVOEG 0OGELS, Ol HEGEG UEYIOTEC TAPUTIPOVUEVEG GUYKEVIPMGELG OTO TAAGUA, KOLLOVOVTAY oo
67 éo¢ 106 ng/ml yio T 8601 Tov 1,0 mg/m? ko amd 89 £wg 120 ng/ml yia ) §60m twv 1,3 mg/m?.
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Metd omd evdopréPio bolus 1 vroddpia éveon ddong 1,3 mg/m? oe acbeveic pe ToAAmAODY pVEAmpQ
(n = 14 oV opdda g evOoEAEPLAG Yoprynong, n = 17 otnv opdda tng vTodoOpLaG YOPNYNONS), N
OUVOAIKY GLOTNUHOTIKY ékBeon petd and yopnynon enavorappavouevng 66ong (AUC ) ftav
1o0dvvaun Yo TNV VTodopLe. Kot TV evooeAERLa yopNyNoN. H Crax LETA ammd vTOdOPLO Y0P YNOoN
(20,4 ng/ml) Hrov yoauniotepn amod v evooeAéPia yopriynon (223 ng/ml). H péon yeopetpikn
avaroyio AUCs tav 0,99 kot 90% kot ta dSteotipate gpmictoovvng fray 80,18% - 122,80%.

Kozavoun

O péoog 6ykog katavouns (Vd) g Poptefopipmng kopovotav amd 1.659 Aitpa émg 3.294 Aitpa petd
oo pepovouévn i emavoioupavouevn evooeAEfia xyoprynom 66ong tov 1,0 mg/m2 1 1,3 mg/m2 oe
acBeveic e moALOTAODY HLEA®LO. AVTO VTTOSEIKVVEL OTL 1] foPTELOUIUTN KOTAVEUETAL EKTETAUEVOL
GTOVG TEPUPEPIKOVS 1GTOVG. Xe GLYKEVTPMGELS Pfoptelopinnng mov kopaivovral peta&y 0,01 ko

1,0 ug/ml, n in vitro cdvoeon UE TIG TPAOTEIVEG TOV TAAGLOTOC GTOVG AvOpOTOVG eivor Kortd uEGo 6po
82,9%. To xhdopo chvdeong TG Poptelopipmng Ue TIg TPOTEIVEG TOV TAAGUATOS OEV TV
eEapTMUEVO OO TN CLYKEVIPWOOT).

Biopetaoympatiopdc

Meléteg in vitro e avBpomvo nratikd pkpocsopata kot aviponiva cDNA-ekppaldpeva 1ooévivpa
Tov KutoypdpaTog P450 katédei&ov ot 1 Poptelopipnn petafolriletor péow o&eidmwong omd o
évlopa 3A4, 2C19 kar 1A2 tov kutoypodpatog P450. H kdpla petafolrikr) 006g ival 1 0roKom Tov
Bopovikod 0&€0¢ Y10 TO oYMNUOTIGHO 000 HETOPOMTOV TTOL dev TTEPLEYOVY fopovikd o0& o1 omToiol o
ouvéyeln VOPoLLAMMVOVTOL TPOG aPKeTOVG petafoAriteg. Ot petaforiteg tng Poptefopipnng Tov dev
nepEYovv Popovikd o&D givat avevePYoi MG aVOCTTOAEIG TOL 26S TPOTENCOUATOS.

Amofoin

O péoog ypovog nuicetog {ong (tiz) g amopdkpuveng yia tn foptelopipnn oe moAlamAn docoroyio
Kopovotay and 40-193 dpec. H Boptelopipnn amopaxpbveror toydtepa LETH amd TN YOpNYNoN NG
TPMTNG dOGNG 6€ GUYKPIoT LE TIC EnokOlovbeg 06ce1s. Ot péoeg Guvolkég KoOAPGEIC 0 TO GMUA
Arav 102 kar 112 IVh petd omd v npdT d6om yio tig §6ce1g tov 1,0 mg/m? ko 1,3 mg/m?,
avtioTtorya, kot kopaivovtay omd 15 émg 32 I/h kot 18 €wg 32 I/h petd amd tic emakdlovdeg 606¢€1g TOV
1,0 mg/m2 ko 1,3 mg/m2, avrtictoiya.

Ewdwcot mAinBuopol

Hrartikn dvoiertovpyio

H enidpaon g nratikng dvoieitovpyiog otn eappakokivntikn g foptelopipnng a&oroyndnke o
pio perémn edong I katd ) didpkelo Tov TpmTov KOKAOL Oepaneiog, mov mepiélafe 61 acbeveig
Kuplog Le GuUTOYELG OYKOVG Kot Le TolkiAovg Babpodc nratikng dvciettovpyiog, o d0CELS
BopteCopiunng mov kopdvinkay ard 0,5 £wg 1,3 mg/m?.

Y& ovykpion pe aobeveic Tov giyav GLGIOAOYIKN NTATIKN AEITOLPYIN, 1) NN NTOTIKY SOVGAELTOVPYIN
dev petéfarie v oporomomuévn g mtpog T 66omn AUC g Boptelopipnng. 261660, 01 HECES
opaAomompéves g mpog T 60om e AUC avéndnkav katd nepitov 60% ce acbeveig pe pétpo 1
cofapn NroTiKn SLGAEITOLPYiC. ZVVICTATOL YOUNAOTEPT dOON Evapéng oe acheveic e pétpia N
cofapn NroTikn dvcAErTovpYyia Kot o1 acbevels avtol mpénet vo mapakolovbovvral oteva (PAéne
mapdypoaeo 4.2, [Tivaxa 6).

Negpixn ovolertovpyio.

Mo pappoKkoKivn Tk LeAE dievepynnke o€ acbeveic pe veppikn dvsAertovpyia dopopmv
oTadimV o1 omoiot katnyoplonomOnkav pe Pdon tig Tipnég kdbapong kpeatvivng (CrCL) otig
akoAovdeg opddec: Kavovikny (CrCL > 60 ml/min/1,73 m?, n = 12), Hma

(CrCL = 40-59 ml/min/1,73 m?, n = 10), Métpio. (CrCL = 20-39 ml/min/1,73 m?, n = 9), ko1 ZoPopr|
(CrCL < 20 ml/min/1,73 m?, n = 3). Zvpneptiiednke eniong ot pekétn wio opddo apokadapoueveny
acBevav (n = 8) otovg omoiovg yopnyndnke d6on petd v opokdBapor. Xtovg acbeveig
yopnyMOnkov evéoeAéPieg Soceig twv 0,7 éog 1,3 mg/m> VELCADE &bo gopég v efdopdda. H
éxbeon tov VELCADE (AUC kot Cmax kavovikomomuévng 666m¢) ftay cuykpiciun petacd ohmv
TV opddwv (PAéne mapdypopo 4.2).
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Hlixkia

H pappaxoxivntikn g Poptelopinnne ntpoodiopiotnke petd omd evéoeAiéPia bolus yopnynon

1,3 mg/m? 800 popéc T efdondda o 104 maudiotpucodg acbeveic (2-16 e1dv) pe ofeia
AeppoPraoctikn Aevyoio (OAA) 1 o&eio pveroyevi Aevyaiio (OMA). ZOpemva Pe pio avaivon
QOPUOKOKIVITIKNG TOV TANBvouov, 1 kabapon g Poptelopinmng av&ovotay pe v avénon g
empavelag Tov copatog (BSA). H yeopetpucn péon tyun (%CV) g kdbapong nrov

7,79 (25%) L/hr/m?, o 6ykog katovopr|c oe otadeponomuévn katdotoon 834 (39%) L/m? ko o
xpovog nuicelag Lmng g amofoing 100 (44%) mpeg. Metd amd 510pHwon yia v emidpacn g BSA,
A0 SNUOYPAPIKA YULPUKTIPICTIKG OTTMG 1) NAIKI, TO COUATIKO BAPOS Kot TO pUAO OeV elyov KAVIKA
onuavtikn exidpacn oty kabapon g Poptelopiumne. H oporomonuévn og mpog tnv BSA kdbapon
¢ Poptelopiunng og ToudloTpikovg achevels HTay TAPOUOL LUE AVTN TOV TOPATNPEITAL GTOVG
EVNAIKEG.

5.3 Ipoxivikd dgdopéva Yo TNV 0.6QAAELN

H Poprelopipnn kotédeite evoeyouevn yovoto&ikn dpdon. H Boptelopipnn ftav Betikn yuo
KhooToydvo dpdom (PMEN XPOUOCOUIKNG SOUNG) TNV in Vitro avAALGT] Y10l TN XPOUOCOUIKT PN
wonkikdv kuttdpov Kivélikov yauotep (Chinese hamster ovary, CHO), pe youniéc cuyKeVIpOoELg
g taéNg Tov 3,125 pg/ml, mov Nrav 1 xauniotepn cvykévipwon 1 omoio aSloroyndnke. H
Boptelopiumn dev nrav Oetikn Kot v dokun petarraéloyovov dpdong in vitro (avaiven Ames)
KOl GTNV i1 Vivo SOKIUN WKPOTUPNVO GE TOVTIKIAL.

O1 peréteg yuo v To&kdTnTo. oTNY oVATTLEN GE APOoLPIOVE Kol KOVVEALL £SE1EQV EUPPLIKN
BvnoudTTo KOTA TN YOPNYNOT UNTPIKA TOEIKMY SOCEMY, OAAG OYL AuecT EUPPLIKN TOEIKOTNTA OE
d00ELg KAT® TOV UNTPIKA TOEIKMOV. AgV TpayHoToTOmOnKay HEAETES YOVILOTNTOG AL Ol 10TO1 Y10l
Vv avamopaymyn Exovv aSloloyndel ota TAAICIO TOV LEAET®V YEVIKNG TOEIKOTNTOG. Xe pia e&dunvn
UEAETT] GE aPOVPOIOVE, TOPATNPNONKAY EKQEVAGTIKEG ETOPAGELS GTOVG OPYELS Kot 0TI mobnkes. 'a
70 AOY0 a1, givarl mOavo 1 Poptefopipnn va emdpd TOG0 6T YUVIIKELD OGO KoL GTIV OVOPIKN
yovipotnta. Agv Egovv devepyndel LeAETEG TEPTYEVVNTIKNG KO LETOYEVVITIKNG AVATTUENG.

211¢ pEAETEG TOAMMATADY KOKA®V YEVIKNG TOEIKOTNTOC TOV dlevePYNONKaV G 0povpaiong Kot
TONKOLG, Ta PaciKd Opyave —GTOYO0G OV EEETAGTNKAY, GUUTEPIAAUPOVOY T1) YOOTPEVIEPIKT 000,
OOV TaPaTNPNONKE EUETOC KaUM d1pPOLo, TOVG GILLLOTOUTIKOVG KOt AEUPIKOVG 1GTOVS OOV
TapuTNPNONKE KLTTUPOTEVIO TEPLPEPIKOV CULLATOC, ATPOPIN AEUPOEIOOVS 1GTOV KOl UUOTOINTIKN
VIoKLTTAPOPPiBELD TOV HVEAOD TOV 0GTOV, TEPIPEPIKT VELpOoTdeln oyeTIlOUEVN LE TOVG AEOVEG TV
aotnplov vevpwv (tapatnpnnike oTovg TOMKOLE, GTO TOVTIKIN KOl GTOVG GKUAOVG) KOl TTIEG
aAhayég oToug veepovg. Ol avtd to dpyavo-cTOY0G TOPOVGINGOY OO LEPIKT MG TANPT
aTOKUTACTACN METH ad dtokonn| TG Oepamneiog.

Bdoel pehetav o mepapotolma, n deicdvon g foptelopiumng S1oUECOD TOV ALULOTOEYKEPUAIKOD
QPAYLOV POIVETOL VO EIVaL TEPTOPIOUEVT], OV VPICTOTOL, KOL 1] CIUACI0 V1o TOV GvOpmTo gival
dyvoor.

Kopdiayyetiarkéc poprakoroyikéc LeAEtes ac@dielag o€ mONKovg Kot okvAovg £detéav Otl
eVO0QAEPLeg dOTELS TEPITOL dV0 £MG TPELG POPEG LEYUAVTEPEG GO TH GUVIGTMOUEVT] KAVIKY| dO0T|, TN
Bdon tov mg/m?, oyetiCoviar pe avénon tov kapdiakod puOuod, ueimon g cvotartikdTnTOG,
vdTOeN Kot 0Gvato. g oKOAOVE, 1) LELWUEVT KOPSIOKT CUGTOATIKOTNTO Kol 1] VTOTOoN
avtomokpiOnkav og o&eio TapépuPacn pe BeTikoVC VOTPOTOVG TAPAYOVTEG 1 TAPAYOVTEC OENGNG TG
mieong tov aipotog. Emnpocheta, o peléteg oe okdAovg, mapatnpninke po pkpn avénomn oto
dopbopévo ddotnua QT.

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Koatdaroyog ekdoymv

Maovvitodn (E 421)
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Aloto
6.2 Aocvppoarétnreg

AVTO TO PUPUOKEVTIKO TPOTOV JEV TPEMEL VAL AVOLLLELYVOETAL PE AAAL POPUAKEVTIKH TPOTOVTO EKTOG
OVTMV TOL OVOPEPOVTOL GTNV TOPAYPAPO 6.6.

6.3 Awgpkero {onfg

KXieotd Qraridio
3 xpovia

AdAvpo PETE TV AvOGVGTOOT

To dudlvpa PETA TNV AVOCOOTACT TPETEL VAL YPNCIUOTOLEITOL AUECMG LETA TNV TOPACKELT. AV gV
ypMNoLoron el apuésms, ot xpOVOL dUTHPNONG KOTA TN (PNOT Kol 01 CLVONKES TPV Od TN XPRoM
amoTeAoVV VITELBVVOTNTA TOV XPNOTH. 6TOGO, £xEl Omode el 1) MUK Kol PLGIKT 6TadEpOTNTA
KOTO TNV ¥PNON TOL SIOADUATOS HETA TNV avacDoTOoT Yo 8 dpeg oTtovg 25°C, dLotnpovIEVO GTO
apykd ELoAido Kovn ot ovpryyd. O cUVOAKOS ¥POVOG d1UTHPTNONG Y10 TO AVacVOTADEY
QOPUOKEVTIKO TTPOTOV deV TPENEL VL LITEPPaiveL Tig 8 dpeg TP amd TN Yop1yNom.

6.4 Iowitepeg Tpo@uAGEELS KOTE TN POAXEN TOV TPOiIGVTOG
Mn puAdooete og Oeppokpacio peyarvtepn tov 30°C.
DdvAidooete 10 PLOAidI0 6TO EEMTEPIKO KOVTI Y10 VOL TPOGTATEVETAL OO TO PWC.

IMoa t1g cLVONKeg SlaTHPNONG LETA TNV AVOGVGTACT] TOV POPUAKEVTIKOD TPOidVTOoG, PAETe
Tapaypapo 6.3.

6.5 @von Kol GLOTATIKG TOL TEPLEKTT

Tvéddwvo eoAido tomov 1 tev 10 ml, pe ykpilo Tdpa eloydpnong amd fpouofouTiAio Kot 0oQIAELL
oo OAOVUIVIO, e UTTAE POLAYIOA Kamdkl, oV Tteptéyet 3,5 mg Poptelopipmng.

To @uoAidio mepiéyetal o pia ddpavn cvokevacia blister mov anoteheiton amd Eva dioko pe Eva
kéAoppo. H kd0e cuokevacio nepéyet 1 groridio piog yproeme.

6.6 Iowitepeg TPOPULAGEELS OTOPPLYNGS KAL GALOG YELPIGIOG

Cevikég mpouAdéelg

H Poprtelopipmn eivar évog KuTtapoto&ikog TopayovTas. ZUVETMC, AIUITEITOL TPOGOYT KATH TO
yepopd kai v tpogtopacio tov VELCADE. Zuvictdtal 1 gp1om YovTidV Kol TPOGTATEVTIKOD
POVYIGLOV TPOKEUEVOL VAL ATOPELYOEL 1) ETOPN LE TO déPLL.

H donmtn teQvU mpénet vo, axoiovBeital avotnpmg kad’ OAn T SIEPKELN TOL YEPICUOV TOV
VELCADE x08®¢ to pappoko dev mePIEXEL GUVTIPNTIKAL.

"Exovv vap&et Bovatneopeg Tepittdoelg ec@oipuévng evooppayiaiog yopnynone tov VELCADE. To
VELCADE 1 mg x6vig yio evéso dtdhvpa wpoopiletar Hovo yio evoopAEfia xpnor, Ve To
VELCADE 3,5 mg kovig yia evéoyuo didAvpo tpoopiletar yio evéopAéfia 1 vwoddpia ypnon. To
VELCADE dev mtpémet va yopnyeitat evooppoyiaio.

Odnyieg yio TNV avacvotaon
H avactotaon tov VELCADE mpénet va yivetou amd enayyeiuotio vyeiog.
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Evdopléfio éveon

Kabe proridro twv 10 ml too VELCADE npénet va avacvotadei mpocektikd pe 3,5 ml evésyov

S patog yAwprovyov vatpiov 9 mg/ml (0,9%), pe ) ypnon pog cupryyag KaTtdAAniov peyédovg,
YOPIC TNV APaipeST) TOV TOUOTOG EIGYMPNONG TOL Proidiov. H dtaAvtonoinom tng Avoeiing kOvemg
0AOKANPOVETAL GE AYOTEPO OO 2 AEMTAL.

Metd v avacvotaon, kabe ml dtodvpatog mepiéyet 1 mg Bopteopipnng. To avacvotabév didivpa
7OV TTPOKVTTEL €ivarl dlawyEg Kat aypouo, pe tedkd pH petaéo 4 €ng 7.

To avacvoTafév dStdAvpa TPETEL VO EAEYYETOL OTTIKAG Y10 TV VTApEN COUOTIOIMV Kol Yol
UTOYPOUATIGUO, TPOTOV Yopnynbel. Av mapatnpnbei amoypopoTIopog 1 vapén copaTdioy, To
avacLoTodEY dtdAv o TPETEL Vo amoppipOei.

Yrodopia éveon

Kabe proridro towv 10 ml tov VELCADE znpénel va avacvotabdei mpocektika pe 1,4 ml evésyiov

S patog yAwprovyov vatpiov 9 mg/ml (0,9%), pe ) ypnon pog cupryyag KaTdAAniov peyédovg,
YOPIg TNV APaipEST] TOV TONUOTOG EIGYMPNOTG TOL ProAdiov. H dtaAvtonoinon tng Avoprhomompévng
KOVE®G OAOKANPAOVETHL o€ AyOTEPO Omd 2 AENTAL.

Metd v avoacvotacn, kabs ml dtodvuatog mepiéyet 2,5 mg Poptelopiumne. To avacvotadéy
dudAvpa Tov TPOKVHTTEL ival SovyEg Kat aypoplo, pe Tedkd pH petaéd 4 €wg 7. To avacvotadév
SV TPETEL VO ELEYYETOL OTITIKMG Y10l TNV DTLOPEN COUATIOIOV KOl Y10 ATOYPOUATIGLO, TPOTOV
yopnynOel. Av mopatnpndel oamoypopatiopndc | vrapén copaTIdiny, T0 ovacLETAOEY dtdAvpa TPETEL
va amopplebet.

Amndppuym

To VELCADE rpoopiletat yio epamag yprion uovo.

Kabe aypnoiponointo gopuakevtiKd Tpoidyv 1 VIOAELUN TPETEL VAL OTOPPITTETOUL COUPDVA UE TIG
KOTA TOTOLG 1GYVOVOESC GYETIKES SLOTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

JANSSEN-CILAG INTERNATIONAL NV

Turnhoutseweg 30

B-2340 Beerse

Béhyo

8. APIOMOX AAEIAY. KYKAO®OPIAX

EU/1/04/274/001

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia mpatng éykprong: 26 Ampiriov 2004

Hpepounvia tedevtaiog avavémong: 10 lavovapiov 2014

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TAnpopopieg yio 10 TOPOV QPUPUOKEVTIKO TPOIOV ivor S1BEGILEG GTOV SIKTLOKO TOTO
tov Evponaikod Opyoviouod Gapudkov: https:// www.ema.europa.eu.

75



ITAPAPTHMA 11

MHAPAXKEYAXTHX(EY) YHEYOYNOX(OI) I'TA THN
AIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI ATAITHZEIX THX AAETAY. KYKAO®OPIAX
OPOI'H TEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AIOAEXMEYXH TQN
IMAPTIAQN

‘Ovopo kot d1e0fvvon Tov TUPAGKEVOGTH TOV £ival LVITELOVVOC Y10 TV ATOSEGUEVOT] TOV TOPTIOWV
Janssen Pharmaceutica NV

Turnhoutseweg 30

B-2340 Beerse

Béhyo

B. OPOI'H HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPOIOY Y1 TO 0TTOI0 omatTeiTaL TEPLOPIOUEVN 1TPIKT cvvTayT| (PA. mapdptnuo I:
[TepiAnym tov Xoapaktnpiotik®@v tov [Ipoidvtog, mapdypapoc 4.2.)

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢ce1g meprooknc mapaxkorovdnong g acpdrelas (PSURS)

Ot anmartioelg yio v vofoAn twv PSURS yio T0 ev Ady®m @apuakevtikod tpoiov opilovtal 6tov
KaTdAoYo e Tig nuepounviec avapopds e Evoong (katdroyoc EURD) mov mapatifetal otnv
apdypoeo 7, tov dpBpov 107y, tng odnyiag 2001/83/EK kot kdOe erakdlovdng encoiporoinong
OTMG OMNLOCIEVETAL GTIV EVPAOTAIKT] SIKTVOKT TOAT Y10 TO QAP LOKOL

A.  OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI ATTIOTEAEXMATIKH
XPHZIH TOY ®APMAKEYTIKOY ITPOIONTOX

. Yyé010 owayeiprong Kivovvovy (ZAK)

O Kdroyoc Adeiag Kukiogpopiag (KAK) Oa die€aydyet Tig amattodpueveg dpactnplotTnTes Kot
TOPEUPAGELS PUPILOKOETOYPVTVIONG OTw¢ Tapovotdlovial 6to cupenvniéy XAK mov tapovcialetan
otV evotnra 1.8.2 g ddelag KukAopopiog Kol 0TolEGONTOTE ETOKOAOLOES EYKEKPIUEVES
avabempnoelg tov ZAK.

‘Eva emcoporompévo XAK Oa mpémet va katatedel:

. Metd and aitnpa tov Evponaikod Opyovicpod Goapudkoy,

o OnoTedNTOTE TPOTOMOLEITAL TO GVGTNUO, oY EIPLONC KIVOHVOU, E1O01KE MG ATOTEAEGLO ANYNG
VE®V TANPOPOPIDOV TOV UTOPOVV VO EMUPEPOVY CTIUAVTIKT] GAAXYT] GTI GYECT] 0QELOVC-KIVOHVOL
N O¢ oTOTELESUA, TG EMITEVLENG EVOC GNUAVTIKOD 0POGTLOL (PAPUOKOETOYPVTVIOT T}
glaylotomoinon Kvévvov).

77



ITAPAPTHMA II1

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH

79



ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI, VELCADE 1 mg

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

VELCADE 1 mg x6vig yio evécsipo dtdivpa
BopteCopipmn

| 2. IYNOEIH IE APAITIKH(EI) OYZIA(EL)

Kabe proridwo mepiéxet 1 mg Poprefopipmng (oG Popovikd eoTéPa HOVVITOANG).

3. KATAAOI'OX EKAOXQN

Mavvitodn (E421), alwto

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Kovig yia evéoipo didAvpa
1 @loAidio

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

AwPacte T0 PUALO 0INYIOV XPAOTG TPV 0T TN XPNOT).

EvdopléPia yprion povo.

Movo yw pia xprion.

Mn yopnyeite pécw GAL®Y 03GmV.

Evdoplréfra xpion: [IpocBéote 1 ml yAwprovyov vatpiov 0,9% yio va ETOXETE TEAIKT GUYKEVTIPWOOT)
1 mg/ml.

6. EIAIKH IMPOEIAOIIOIHXH XYM®QNA ME THN OITOIA TO ®PAPMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na euidooetal o€ 0éon, TV onoia dev PAETOVY Kot dgv TPoceyyilovy Ta, O

7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI ATTAPAITHTH(EYX)

KYTTAPOTOZEIKO. Idwitepeg 0dnyieg yeiptopnon

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEYX OYAAEHX

Mn puAdoocete og Beppokpacio peyorvtepn twv 30°C.
DdvAidooete 10 PLOAidI0 6TO EEMTEPIKO KOVTI Y10 VOL TPOGTATEVETAL OO TO PWG,.

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON I1OY TPOEPXONTAI AITIO AYTA, EOOXON AITAITEITAI

Kabe aypnoiponointo eopuakevtikd Tpoidv 1| VIOAEUU TPETEL VO, OTOPPITTETUL COUPDVO UE TIG
KOATO TOTOVS 1GYVOVCEG CYETIKES SLOTAEELG.

11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAYX KYKAO®OPIAX

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/04/274/002

13. APIOMOX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TNAHPO®OPIEX XE BRAILLE

H oitiodAdynon yio va punv mteptinedei n ypaen Braille sivor amodekt

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

A163106T0T0G YPOUU®TOS KMdKAS (2D) Tov pépet Tov TEPIANPOEVTA LOVOSTIKO aVayVOPIoTIKO KOAIKO.

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

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEITIEI NA ANATPA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO VELCADE 1 mg

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHZHZ

VELCADE 1 mg x6vig yio evécipo dtdivpa

Boprtelopipmn
EvdopAéfia yprion povo.

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

5. IHEPIEXOMENO KATA BAPOZX, KAT' OI'KO'H KATA MONAAA

1 mg

6. AAAA ETOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI, VELCADE 3,5 mg

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

VELCADE 3,5 mg k6vig yio evEGLo dtdAvpLo
BopteCopipmn

| 2. IYNOEIH IE APAITIKH(EI) OYZIA(EL)

Kabe proridio mepiéyet 3,5 mg Poptelopinmng (wg fopovikd e5tépal LOVVITOANG).

3. KATAAOI'OX EKAOXQN

Mavvitodn (E421), alwto

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Kovig yia evéoipo didAvpa
1 @loAidio

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

AwPacte T0 PUALO 0INYIOV XPAOTG TPV 0T TN XPNOT).

Y7roddopia 1| evoopAEPLa yprion HoOVO.

Movo ywo pia xprion.

Mn yopnyeite pécw GAL®V 03GmV.

Yrodopwa yprion: [Ipocbiote 1,4 ml yAwprovyov vatpiov 0,9% yio va emTOyETE TEMKT GUYKEVIPOON
2,5 mg/ml.

EvoopLréfra ypiion: [Ipocbéote 3,5 ml yAwpiovyov vatpiov 0,9% yio va emtdyete TeAkn
ovykévipmon 1 mg/ml.

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETTIZOYN TA TTAIAIA

Na puidooetal o€ Béon, TNV onoia dev PAETOLY Kot dgv Tpoceyyilovv Ta TAd1dL.

7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

KYTTAPOTOZEIKO. Idwitepeg 0dnyieg yeiptopon

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEYX OYAAEHX

Mn puAdoocete og Beppokpacio peyorvtepn twv 30°C.
DdvAidooete 10 PLOAidI0 6TO EEMTEPIKO KOVTI Y10 VOL TPOGTATEVETAL OO TO PMC.

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQON ITOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

Kabe aypnoiponointo eapuakevtikd Tpoidv 1| VIOAEUUN TPETEL VO, OTOPPITTETOUL COUPDVA UE TIG
KOATO TOTOVS 1GYVOVCEG CYETIKES SLOTAEELG.

11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAYX KYKAO®OPIAX

JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/04/274/001

13. APIOMOX ITAPTIAAX

MMoptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TNAHPO®OPIEX XE BRAILLE

H oitioddynon yo va unv teptaneBei n ypaen Braille sivor amodekt

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

A160106T0TOC YPOUU®TOS KMdKaS (2D) mov pépet Tov TEPIAN@OEVTA LOVOSTIKO aVayV®PIoTIKO KOAIKO.

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

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEITIEI NA ANATPA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

ANAAIITAOYMENH ETIKETA ®TAAIAIOY VELCADE 3,5 mg

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHZHZ

VELCADE 3,5 mg kovig yio evEGipo dtdAvpo

Boprtelopipmn
Y7roddopia 1 evoopAEPLa ¥prion HoOVO.

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

MMoptida

5. IHEPIEXOMENO KATA BAPOZX, KAT' OI'KO'H KATA MONAAA

3,5mg

6. AAAA ETOIXEIA

T"a pia poévo ypion

Mn yopnyeite péow GAL®V 03GMV.

Yrodopia yprion: IlpocBéote 1,4 ml yAmprovyov vatpiov 0,9% yio va emtdyeTe TEMKN CLYKEVTP®ON
2,5 mg/ml.

Evdoopiépia yprion: IlpocBéate 3,5 ml yhoprovyov vatpiov 0,9% yio va emitoyete TEMKN
ovykévipmon 1 mg/ml.

Mn puAdooete og Oeppokpacio peyardtepn tov 30°C. PvAdocete T0 PLOAIdI0 610 eEmTEPIKO KOLTI
Y10, VO TPOGTATEVETOL OO TO PG,

EekoANoTE €00
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B. DYAAO OAHI'TQN XPHXHX
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®vrho oonyIOV ypiong: IIAnpogopics yia Tov (prioTy

VELCADE 1 mg k6vig Y10 vécipo didivpa
Boprtelopipmn

AwPaoTe TPOGEKTIKA 0AOKANPO TO GVALO 00N YIAOV (PGS TPV APYICETE VA YPNCYLOTOLEITE GVTO

T0 PAPRAKO, OLOTL TEPLAGUPAVEL GNUAVTIKESG TANPOPOPIES Y10, GOG.

- DuidEte avtd TO EUALO 0dNYIDV Yprone. Towg ypelaotel va to dofdoete Eavda.

- Edv éxete mepartépm amopies, poTNoTE TOV Y1OITPO 1] TOV PUPLOKOTOLO GOC.

- Edv mapoatnpnoete kamoto avemBOun evépyela, EVIUEPOOTE TOV YIOTPO ) TOV PUPUUKOTOLO
60G. AT 1oyvel Kat yo KaOe mhovn avemBOunT eVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV
@OALO 0ONy1DV ¥priong. BAéne mapdypago 4.

T epréyerL 1o Tapoév @OAAO 00N LOV:

T eivan to VELCADE ko mowa givon 1 p1iom tov

T mpénet va yvopilete npwv ypnoonomoete to VELCADE
ITog va ypnowonomoete 1o VELCADE

[MBavég avemBounteg evépyeleg

Iog va pvrdccete to VELCADE

[Tepieydueva TG CLOKEVAGING KoL AOUTES TAN|POPOPIES

AR S e

1. T givar To VELCADE ko wowa givan 1 (p161) TOVO

To VELCADE nepiéyet ) dpactikn ovcio Boptelopipnn, Evav ‘avactolén mpoteocmpatiov’. Ta
TPOTEOCOUATIO TAoVY oNUAVTIKO pOLO GTOV EAEYYO TNG AEITOLPYIOG KAl TNG VATTUENG TV
kuttdpov. [oapesuPaivovtag ot Aettovpyia Tovg, N foptelopipnn puropet va eEorobpedoet ta
KOPKIVIKG KOTTOPOL.

To VELCADE ypnowomoteitat yia tn Oepameio Tov ToAAATAOD HUEADUATOS (EVOG KOPKIVOL TOV

puelol TV 00T®V) og acbeveic peyadbtepoug Tmv 18 eTmv:

- pUOVOo TOV 1] GE GLVIVAGUO LE TA PAPUAKO TEYKVA®UEVT] MITOCOUL0KT do&opovPuciv 1
de&apebaldvn Yo acbeveic mov 1 Katdotaor] Tovg emdevodnke (e£EMEN TG vOoOoV) PETH amd
TOVAGLOTOV [ TTpoTyov eV Bepameio KOl Yio TOVG 0TTOIOVE 1) LETAUOGYEVCT APYEYOVDV
OLLOTOMTIKGV KVTTAP®V deV AV EMTUYNG ) O&V Elval KATAAANAN.

- 0€ GLVOLUCUO HE TO PApUAKO LEAPAAAV Kol TPedVILOVN Yo acBeveic o1 omoiot dev Exovv
AGBel Tponyovuevn Bepameia yio T VOGO TOVG Ko eV givar KATAAANAOL Yio vyNAN doom
ANUE0DEPUTEING UE LETAUOGYEVCOT APYEYOVOV OLUOTOTIKAV KUTTAP®V.

- o€ cVVOLUCUO HE Ta Pdppaka deEapedalovn N deEapebalovn pall pue Bolidopion, yio Tovg
acBeveic v omoimv 1 voG0og dev €xel vtoPAndel Tponyovuévag oe Bepameio Kot TPV amd ™)
AAYM VYNANC d0oTG YNUEIODEPATTELNG [IE LETAUOCYEVGT OPYEYOVMV ULUOTOMTIKAOV KVTTAP®V
(eloayawyum Beponeio).

To VELCADE ypnoyiomoteitat yio tn Oepameio 1o Aep@®duatog omd KOTTapo. Tov povova (§vag
TOHTOG KAPKivov oV TPocPaAlel Toug Aeppadéves) o acbevelg 18 TV Kot Avod 6€ GUVILOGUO LIE Ta.
QAPLLOKO PLTOLEUAUTT, KUKAOQ®MGEAUidN, doopovfikivn Kot Tpedvilovn, Yo acOevelg pe un
wpobepomevpévn voco mov dev gival KatdAAnAot va vtofAN0oVV G€ HETAUOCYEVGN OPYEYOVDV
OLOTTOUTIK®V KUTTAP®V.

2. Tvrpéner va yvopilete npv ypnoiporonicete To VELCADE
Mn ypnopomounjoete To VELCADE
- o€ mepintoon aAlepyiog ot Poptelopipnn, 610 fOplo 1 6€ 0TOL0OMTOTE HAAO GLGTATIKO AVTOD

TOL QUPUAKOV (OvVOPEPOVTOL GTNV TTAPAYPaPO 6).
- 0€ MEPIMTOOT TOL EXETE OPIGUEVO GOPapE TVELHOVIKG 1 Kapdtakd TpoAnpata.
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Ipocidomouoeis Kot TPOPUVAGEELS

Evnuepdote oV yotpd cog o€ TEPITT®ON TOL 0ag cLUPaivel KATOwo and Ta akdAova:

YOUNAOG aplBlog epubpoKLTTAP®VY 1 AEVKOKLTTUP®V

TpoPAIHaTa ooppayicg KouT YoOUNAOS aptOdg ALOTETAAIDV GTO ilo GOG

d1dppota, SLGKOIAMATNTA, VALTIO 1) EPETOG

AmoBopia, {édn 1 tdon yio AuwoBupic oto TapeAdov

TPOPANLOTA [LE TOVG VEPPOLS GOG

LETPLOL 1] GOPapd TPOPALOTA LE TO CUKADTL GOG

LOVJAGHLA, LUPUNYKIOGHE 1] TOVOLS oTa ¥Epta 1 6Ta TOde (Vvevpordbela) oto maperdov

TPOPANHOTO [LE TNV KAPSLA 1) TNV OPTNPLOKT GOG TEST

dvomvola M Pryxag

onac ol

épnng Lootpog (EVTOTIGUEVOG CUUTEPIAAUPOVOUEVIG TNG TEPLOYNG YOP® OO TA HATLO 1)

eEamlmpévog 6e OAO TO GOUN)

. GUUTTMOUOTO GUVOPOLOV ADGTG OYKOV OTTMG EMMOVVEG UVTKEG GUGTACELS, LVTKT advvapio,
GUYYVOT, ATMAELD 1) dloTapay| TG OPAGTC Kot Bpiyvuven TG avamvong

o UTMOAELN WVAUNG, OVOKOALD 0T GKEYT], SUGKOAIN GTO TEPTATNUA. 1 ATMAELN TNE OPOOTG. AVTA
umopel va glvan onueia piog cofapng Aoipnméng Tov eyKepAAOL Kol 0 YIOTPOG GOG UTOPEL VO GOG
GLOTHGEL TEPAULTEP® EAEYYO KOl TOPOKOAOVONON.

[pémel va KaveTe TaKTKG eEETACELS QLOTOG TPV KO KOTA TN dtdpkela g Oepaneiog pe VELCADE
Yo va. EAEYYETE TOV AP0 TOV ALOCOUIPIOY GOG.

Edv méoyete amd Aépoopo and KOTTapo Tov Lovoho Kol GG YOPTYELTHL TO PAPLOKO PITOVEIUAUTY G

ocuvdvaoud pe VELCADE, Ba tpémetl va evnIEP®GETE TOV Y10TPO GOG:

o €qv motedeTe OTL €£xETE TOPA 1 ElYaTe 6TO TAPEABOV AolnwEN NraTiTidog. Xe KATOolEg
TEPMTOGELS, acbeveic Tov elyav 010 TopeAOOV nratitidoa B pumopel vo emaveppavicovv
nratitda, n omoia pmopei va 0dnynoet otov Bavoto. Edv éxete 1otopikd Aoipméng nratitidog
B, 6a e&etaoteite TpooekTIKA 0md TOV Y1oTpd GO Yo oNein evepyov nratitidog B.

[Ipéner vo dwafacete ta @OAAL 03NYIOV Y100 OA TO POPUAKEVTIKG, TPOTOVTA, TOV AaufdvovTal o
ouvdvaoud pe 1o VELCADE yia mAnpoeopieg mov oyetiloviat pe ovtd To pApLoKa TP 0pYIcETE T
Oepaneio pe VELCADE. Otav ypnoonoteitor Bolidopion, mpémnet va divetor 1dtaitepn tpocoyn
GTOVG EAEYYOVG Kat TIg Tpobmobéaelg TpoANYNG kdnong (BAére Kdnon kat Onlacuog oe avtn v
TAPAYPOPO).

Iowa ko £épnpor
To VELCADE &¢gv mpémel vo. ypnoiuonoleitol o mondid Kot epnpoug, neion dev eivat yvwotd mtmg Oa
TOVG ENNPEGCEL TO PAPLOKO.

Alha @éppoxa kor VELCADE

[Mopaxaieiche vo evnuep®CETE TOV Y1OTPO 1) TOV POPUAKOTOLO GAG EAV TOIPVETE, EYETE TPOGPUTA

mhpeL 1 propel va Thpete GALO PApLOKAL.

SVYKEKPIUEVE, EVILEPMDGTE TOV YITPO GOG EAV AUUPAVETE PAPLOKO TOL TEPLEYOVYV OTOLUONTOTE OO

TIG aKOAOVOEG dpacTIKEG OVOiEC:

- KetokovalOAN, ypnopomoteitar yio T Oepameio LUKNTIOCIK®V AOUDEEDY

- prtovoPipn, ypnowonoteitar yio tn Oepamneio tng HIV Aoiuwéng

- PLPOUTIKIVY, €Vl avTIPLOTIKO TTOV YpMoLoToleital yio T Oepameio faxtnplakdv AotudEeny

- kapPapalenivn, pavotoivn 1 eavoBapPirdin mov ypnoonotobvtot yia T Oepaneio g
EMANYiOG

- vrepiko/Parcapdoyopto (Hypericum perforatum), Tov ypTGULOTOLELTAL Y10 TNV KOTAOAYNM 1)
GAAES KATOOTACELG

- OO GTOLOTOC OVTIOPTIKA

Kinon ka1 Onioopdg
Agv mpéner va yprnoponoteite to VELCADE av giote £yKv0g, £KT0C €6V €ivat GOQO¢ omapaitnto.

90



O1 yovaiKeg 6€ OvOmopay®YIK NAKIO TPETEL VO, XPTGLULOTOIOVV TOTEAEGLLOTIKY OVTIGCOAAYN KOTA
T Suapkela g Oepameiog Kot yio 8 unveg petd tnv olokAnpwon g Oepaneiog. MiAfote L Tov
ywTpd cog eav OéleTe va katayvEete Ta mapia cog Tpv Eekivioete ) Oepameio.

Ot Gvdpeg dev Ba mpémel va kdvovv mandi katd ) xpnon tov VELCADE kot Oa mpémet va
YPTOULOTOLOVV ATOTEAEGHOTIKY OVTIGOAAN YT KOTA TN dtdpkela TG Oepameiog kot yio £og Kot S uveg
uetd tn dwokon tng Oepameiag. MIANGTE UE TOV YTPO Gag eV OEAETE VO SITNPNCETE TO GTLEPLUO GOG
npwv Egxvioete T Oepameia.

Agv mpénet vo, InAalete xotd T0 ddotnpa mov ypnoiponoteite to VELCADE. Zvinmote ue tov
YTpd 60¢ TOTE Eivorl ac@aAés va Eekvnoete 1o ONlaocud petd to téhog g Bepamneiog cog.

H OoAdopion mpokaiel yevetikég avopaiieg kot epuPpuikd 0avoro. Otav to VELCADE yopnysitan og
ouvovaoud pe BaAdopidn TpEmeL Vo akoAOVONGETE TO TPOYPALLA TPOANYNG KONONG Y1aL TN
Boldopion (PAEme eUALO 0dNYIDY Ypriong Yo T Boidopion).

Oonynon ko EPLopog pNyavnpdTov

To VELCADE pnopet va mpokaAécetl kOmmaon, (oAn, Amobupia 1) Oaunn dpacn. Mnv odnyeite 1
yepilecbe epyodeio | unyovipota ov ExeTe TETO1EG avemBOUNTEG evépyeles. [lpémet va eilote
TPOCEKTIKOL OKOUT KOl 0V OEV EYETE OTE, TO, CUUTTOUATO.

3. o va ypnoypononjcete To VELCADE

O yotpog oag Ba voroyicel T d6om Tov VELCADE Bdioet Tov Yyoug kol Tov GOUATIKOL Bdpoug
cog (empdveln ohpatog). H cuving apyikn d6on tov VELCADE eivar 1,3 mg/m? emdveiog
OOUOTOC dVO QOPEG TNV gfdouada.

O y1atpog oag pumopel va aALGeL Tn 6001 Katl To GLVOAKS aplBpd TV KOKA®Y Bepomeiog, avaioya, pe
NV ovTomOKplon cag ot Oepaneio, TNV ELPAVIOT CLUYKEKPUEVAOV TOPEVEPYELDY KOL TOV
KOTOOTAGE®MY TOV GLVLTAPYOLV (TT.). NTATIKG TPOPAHUATY).

Eleliooouevo mollamlodv uvélwuo

Orav to VELCADE yopnyeitat povo tov, Ba AdPete 4 d6ceig VELCADE evdoprépia tig nuépes 1, 4,
8 kat 11 ko axorovbeite pio 10quepn «mepiodo avamavoncy oty omoio dtakomtetal 1) Oepomeia.
Avt 1 mepiodoc 21 nuepav (3 efdopddec) avtiototyel oe Evay Bepamevticd khklo. Mmopei va AdPete
péypt kot 8 KokAoug (24 efSopdoeg).

[TBava va cog do8el VELCADE poali pe o @appoka TeyKoAMmpévn Amoocoutakn so&opovfikivi 1
de&apebalovn.

Otav 1o VELCADE yopnyeitat poli pe meykoiiopuévn Mmocmpakr do&opovPikiv, Oa Aafete 0
VELCADE &gvdopAéBio mg kvkio Oepameiog 21 nuepmdv Kot TNV TEYKLAMOUEVT] ATOCOOKN
doEopovBkivn 30 mg/m? v nuépa 4 tov Oepoamevtikon KukAov didpketag 21 nuepdv tov VELCADE
®¢ evOoPAEPLA Eyyvom Hetd amod v éveon tov VELCADE.

Mmnopeite va AdPete Emg kot 8 KokAovg (24 eBSopddeg).

Otoav 1o VELCADE yopnyeitat poli pe t de&ouebalovn, 0o Adfete to VELCADE gvdopAépia mg
éva koKho Oepameiog Tov 21 nuepmv kat tn 6e&apedaloévn 20 mg mov Ba yopnyeitar omd GTOUATOC TIG
nuépeg 1,2, 4,5, 8,9, 11 ko 12 tov xokhov Bepanciog tov VELCADE twv 21 nuepmv.

Mropeite vo Adfete émg kot 8 kikAovg (24 €BOoUAdES).

Mpn rmpobeparevuévo molramiody pvéiwua

Edv dev éxete axolovbnoel mponyovpevn Bepameia yio 10 TOALOTAOVY LVEADLLO KOL OEV EIGTE
KATOUAANAOL Y10 LETOUOGYEVGT APYEYOVAOV QLLOTOITIKAOVY KuTTapnv, 0o Aapete to VELCADE
£VOOPAEPLO o8 GLUVOLOCUO pE 6VO0 GAAD EAPUOKA: LEAPUAGY Kot TPESVILOVT).

e ouThV TNV TEPInTOT, 1 dldpKeLo evOg KOKAOL Bepameiag eivar 42 nuépeg (6 efdouddeg). Oa
AaBete 9 kdKAovg Oepameiag (54 efdouGoEs).
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- 21oug kiKkAovg 1 éwg 4, to VELCADE yopnyeitot d0vo gopég tnv efdopdda tig nuépeg 1, 4, 8,
11,22, 25,29 ko 32.
- 21oug kiKoue 5 €wg 9, to VELCADE yopnyeitan pio opd tnv efdopdda tic nuépeg 1, 8,
22 ko 29.
H pelgordévn (9 mg/m?) ko ) tpedvilovn (60 mg/m?) yopnyodvrat kat ot §00 omd 6TOHATOC TIg
nuépeg 1, 2, 3 kar 4 g TpdNg EfSopdaG TOL KABE KhKAOV.

Edv dev €xete axolovbnoet mponyovpevn Bepameia yio 10 TOALOTAOVY HUEAMLOL, KOl EIGTE
KATOAANAOL Y10 LETOUOGYEVCT OPYEYOVAOV OLLOTOMTIKOV KuTtdpmv, Oo Adpete To VELCADE
evooQAEPLo o cuvdvaoud pe Ta eapuaka, de&ouebalovn, 1 de&apedalovn kot Boldouion, g
gloaymyikn Oepamneio.

Otoav 1o VELCADE yopnyeitot pali pe oe&opebalovn, 0o Adfete to VELCADE evéopiéfia mg
KOKho Oepameiag 21 nuepmv kot ™ de&apedaldvn 40 mg amd otopotoc Tig nuépec 1, 2, 3,4, 8,9, 10
ka1 11 tov kbxkhov Bepaneiog tov VELCADE tov 21 nuepdv.

®a AdPete 4 Khxkhovg (12 efoopddeq).

Oroav to VELCADE yopnyeitat o€ cuvdvacpo pe Baiidopion ko de&apedalovn 1 didpreta evog

KoKl ov Bepameiog eivar 28 nuépeg (4 efSopddeg).

H de€apebaldvn 40 mg yopnyeitar omd otopatog Tig nuépes 1, 2, 3,4, 8, 9, 10 kot 11 tov kdKA0L
Oepaneiog o1apkelag 28 nuepmv pe VELCADE. H Boidopion yopnyeitatl and 6toU0TOC NUEPNGIOE GE
50 mg éwg v nuépa 14 Tov TPOTOL KOHKAOVL Kol 6 TEpinT®mon avoyng n 66om g Boldopiong
avéaveral ota 100 mg tig nuépeg 15-28 kot mbava va avénbei mepoartépm ota 200 mg nuepnoing omd
ToV d€0TEPO KUKAO Kol TELTA.

Mmropei va AdPete péypt 6 koxrovg (24 gfdonddec).

Mpn mpobepomevuévo Aéupmuo oo KOTTopo, TOL HAVODO,

Edv dev éxete axorovOnoetl mponyoduevn Oepameia yio To AEUQ®UA 0T0 KOTTOPO TOV Hovdva, Oa
AaBete to VELCADE gvdopAéPia og cuvovaouod Le Ta pApLOKe. PLTOLEYAUTT, KUKAOQ®MGOAUIOT,
do&opovPikivn kot TpedviLovn.

To VELCADE yopnyeitat evooeréPio tic nuépeg 1, 4, 8 ko 11, akorovbovuevo and pio «mepiodo
avdamoavong» yopig Oepaneio. H didpketo evog kOkAov Oepameing eivor 21 nuépeg (3 efdopddec).
Mmropei va AdPete péypt 8 xkoxiovg (24 gfdonddec).

Ta akdlovba papuakevTIKd TPOiIOVTO YopnyovvTal TV Nuépa 1 kdbe khkhov Bepameiog 21 nuepmdv
pe VELCADE wg evdopAéPieg eyyboeis:

PrrovEuaunn og 86on 375 mg/m?, kukhoeooapidn oe 86on 750 mg/m? kot doEopovPikivn oe 6om
50 mg/m?.

H npedvilovn yopnyeitar and otépatog oe 36om 100 mg/m? tig nuépeg 1, 2, 3, 4 kar 5 tov KOKAOL
Oepanciog pe VELCADE.

o yopnysitor to VELCADE

To eappaxo avtd Tpoopiletor povo yuo evooeiéPia yprion. To VELCADE 0a yopnyn0et and évav
emoyyeApatio vyelog Tov £xEl EUMELPIO OTN XPNOT| KLTTAPOTOEIKMOV POPUAK®OV.

H oxévn VELCADE npénet va dtaAvtonoigitor Tpty ) yopnynon. Avtd 0o yiveton amd évov
enoyyeipatio vyetoc. To didAvpa Tov TpokvTTEL Yopnyeitar ypryopa evidc PAERaG pe Eveon

3-5 devteporéntav.

Eév cag yopnyn0si neprocotepo VELCADE

Kabmng avtd to pdpuaro cog £xel d0bel and Tov yorpd 1 ToV VOGOKOHO 6o, ivat amifovo va cog
yopnynOel meprocdTEPO 0md 660 TPEMEL. LTO amiBovo EVOEXOUEVO TNG VTEPOOCOAOYING, O YIOTPOG GAG
0o oag TopakoAovOnoel Yo avemBOUNTEG EVEPYELEG.
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4. MBavéc avemBOuNTEG EVEPYELES

Onwg 6o To pApUaKa, £TGL KOL 0VTO TO QAPUAKO LTOPEL VO TPOKAAEGEL AvETIOOUNTES EVEPYELEC, AV
ka1 6gv Topovctalovtal 6€ OAOVG Tovg avOpmdITOLS. Mepikéc amd TIC avemBOUNTEG EVEPYELEG LITOPEL VoL
glvar coPapéc.

Edv coc yopnyeiton VELCADE y10, moALomAoOv poéhopo 1 AEUQ®UO o KOTTOP TOL Hovova,
EVILEPMOOTE TOV YWTPO OOG OUECHS EAV TAPAUTNPOETE KATO0 0O TO. akOAO0VOO CLUTTONOTOL:

- EMMOVVEG PVIKEG GUOTAGELG, LVTKT AdLVOLicL

- GUYYVOT], ATMAELD 1) SloTapay] TNG OPUCTG, TVPAMGT, GTTOCUOVG, KEQUAOAYiN

- Bpdyvvon g avamvong, oidnuo ToV KAT® dkpov 1 oAhayéc oTov Kapdlakd puouod, vymin
apTnploKn Tieon, KOTwon, Amobupio

Prxo kot dvokoAio 6TV avamvon i aicOnue cvoEIEng Tov Bmpaxa.

H 0epaneio e 1o VELCADE pmopei moAd cuyva va TpoKaAEécel Heimon Tov apliumy tov
£PLOPOKVTTAPOV KOl TOV AEVKOKVTTAP®YV, KOOMG KOl TOV OLLOTETAAIDV GTO O, VVETMS, TPEMEL VAL
Kévete TakTikd eEeTdoelc aipatog mTpv kal katd Tt odpketa g Oegpanciog pe VELCADE yuo va
eléyyete Tov aplBpd Tov apocealpiov cog. Mmopel va Tapovcidoete peimon otov apliud Tov:

- OLOTTETAAI®Y, TO OTO10 UTOPEL VL GO KAVEL TTLO EMPPETELG OTIG LEAAVIEG 1] OE OLoppOyial
YOPIC ELPAVT] TPUVUOTIGUO (T.)., QLULOPPOAYiO ATO TO EVIEPO, TO GTOUAYL, TO GTOMO KO TO, OV,
c0G 1 opoppayios oTov EYKEQOAO 1 atpoppoyio omd To fmap).

- £pLOPOKVTTAPWV, TOL UTOPEL VO TPOKAAEGEL OVOLLLIOL, LLE CUUTTOUOTH OTTMG KOTMOT Kot
yAouada

- AEVKOKVTTAP®@V, TOL UTOPEL VO GO KAVEL O EMPPETEIS 6€ AOUMEEIC 1) CLUTTAOUOTO TTOL
powaovv e ypimn.

Edv coc yopnyeitan VELCADE yuo ) Ogpameio Tov moALomAoD HueEA®UOTOC, Ol averiBounTteg
EVEPYELEG TOV LITOPEL VO ELPAVICETE AVAPEPOVTOL TAPUKAT®:

IIoA0 cvyvéc avemBounteg evépyseieg (umopel va eanpedoovy nepiecdtepa amd 1 ota 10 dropa)
. Evawebnoio, poddiacpa, popunykiocua 1 aicOnuo Kavcov 6to dépua 1] TOVo ota xépLo 1 6Ta
OO A0y PAGPNG TV vELPOV

Meiwon tov apifuod tev epuipoKVTTAP®Y 1 TV AEVKOKLTTAP®V (PAETE TOPOTAV®)
TTvpetog

Adwbecio (vavtia) 1 Euetog, omdAela 0peEng

Avckotot o, pe 1 yopic peteopiopud (umopei va givar cofopn)

Alappota: €6v TopPovclacTEl, Elvatl CNUAVTIKO Vo TEITE TEPIOCTOTEPO VEPO OO AVTO TOV TIVETE
ocuvnbwg. O yloTpdg pumopet vo cag ddoetl KAmolo dAlo edpuaKo yio va eAEyEet Tn dibppota
Koénwon, aicnon advvapiog

. Muikdg mOVog, TOVOG 6T 06TA

Yoyvéc avemOBounteg evépyseies (umopei va eanpedoovy £m¢ kot 1 ota 10 dropa)

. Xounin mieon aipatog, EoEvikn TTMoN TG Tieong Tov aipatog o 6pbio B€om mov pmopel va

odnynoel g Amobupio

Yynin migon aipotog

Meiopévn Aertovpyio TV VEQPOV GaG

ITovoképarog

AtoOnua yevikng adwobeoiag, movog, iAyyog, tdon Amobupiag, aicOnuoe advvapiog 1 armAieio

aoOnoemv

Piyog

o Aoudéetg, oupmepthapPavopévng Tvevpoviog, AOUOEEMY TOV AVOTVELSTIKOV, Ppoyyitida,
AOWMEELG amd pokmTeg, Priyoc pe eALyua, actévela wov potdlel pe ypinn

. "‘Eprng Lootpog (evTomiopévog cuUTEPIAUUPOVOIEVIC TNE TEPLOYNE YOP® GO TO, LLOTIA T
eEamlmpévog 6 OAO TO GO

. [Tovor 610 Odpaka 1 PpoybTnTa TNG AVOTVONG KOTA TNV Aoknom

. Avdpopeg popeég eEavonuotog
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Kvnouédg (eayodpa) tov dépuatog, e£0yKduaTo 6to 0éppa 1 Enpodepuia

Koxkkiviopa tov Tpocdnov 1§ LiKpd 6TacuEVa, TPLoeldn ayyeio

EpvBpdmra 610 dépua

Apuddtmon

AlcOnuo xodeov 670 To® PEPOG TOL GTEPVOL, UETEMPICUOS, PEYILLO, TUUTAVIGUOG, TOVOC GTO
GTOUAYL, aioppayia omd o £viepd 6o N omd TO GTOUMYL

MertofoAn T NTatikng Asrtovpyiog

Epebiopog oto otoua 1 oto xeidn, Enpoctopio, EAKN 6TO GTOUA 1 TOVOG GTO AXUUO

Andrero, fapovg, omdAeln YEOONC

Mvikég cvondoelc, puikoi oTacuol, PLikn advvapio, TOVog 6To dKPa,

Oaunn 6paon

Aoluwén tov e®Ttepikod GTPOUATOS TOVL LATION KOL TNG ECMTEPIKNG EXPAVELNC TOV PAEQAPOV
(emmepukitidn)

Awoppayio amd tn po

Avckolio 1 TpofApHOTe GTOV VTIVO, EPIOPWOT, AYX0G, OAAMYEC TG S1d0g0mc, KatabAmTikn
duabeom, avnovyia 1 di€yepon, UETABOAEG TNG WYLYIKNG GO KATAGTOONG, OTOTPOCAUVATOAIGIOC
Oidnua 6to O, CUUTEPIAAUPAVOUEVOD YOP® OO TO, LATLO Kot GAAC PEPT) TOL CAOUATOG

Oy ovyvég avemOBounteg evépyeleg (umopel va ennpedcovy £og ko 1 ota 100 dropa)

Kapdiaxn avendpkeia, kapdiokn tposforn, ndévog oto othfog, ducpopia oto otihog,
aLENUEVOC N HEL®UEVOG KOPOLaKOS pLOUOC

Avclettovpyio T@V VEQPOV GOG

DLeypovn oe eAEPa, OpopPort aipatog oTic EAEREG KAl TOVG TVEVUOVEG GOG

IIpofinparta pe mv TN TOL AHOTOC

Avemapkng KuKAopopia

DLeypovn TOL TOYOUATOG YOP® amd TNV Kapdid 6og 1 vypd YOP® amd TNV Kapdd 6og
Aoudéeig mov meptAapfdvouy ovpoAoipmén, Ypinn, AOU®EEIS amd TOV 10 ToV EpNTa, Aoipmén
TOV QVTIOV Kol KUTTOPITION

Alpo ot KOTpava, 1 opoppoyic and PAEVVOYOVOLS, T.Y. TO 6TOO, TOV KOATO

AWTopayEC TOV 0yYEI®V TOV EYKEQPAAOV

[Mopdivomn, emANTTIKEG KPIoELS, TTMOGT, dloTapayE TG Kiviong, Un UGI0A0YIKN aicnon 1
petafoin o aicnon N puewpévn aicnon (aen, akor, yebon, 6cepnaon), dtatapayr g
TPOGOYNGC, TPELOVAO, OEGOMGELG

ApBpitida, copmepthapfavopévng tng PAEYHOVIG TOV apBpdoemVy 6T SAKTUAL TOV XEPLADV,
TOV TOJIMV Kot TN olayova,

AwTopayéc Tov emnpedlovy TOVG TVEDIOVES GOG, EUTOOILOVTOC TO CAOMUM GOC VO TAPEL APKETO
o0&uy6vo. Mepikég and avTtég TeEPAOUPAVOUY SUGKOAIN GTIV OVATTVOT|, AUYCIVIOGLLO, AOYGVIOGLLOL
Y®pig AoKNO™, OVATVOY| TOV YIVETOL P, SVGKOAN 1| GTAUATA, CUPLYHO (CQUPTYLLOL)
Aod&ryyag, dStotapayéc Tov Adyov

MHopaymyn avénpévng 1 Letwpévng tocdtag ovpmv (Aoym BAAPNG 0TOVS VEPPOVG), ETMOLVN
dtédevon TV 00pOV N AIA/TPOTEIVEG GTA OVPA, KATAKPATION VYPOV

Metofoin TV EMmTEd®V GUVEIONONG, CVYYVOT, SITOPUYN 1] OTMAELL LVANG
YrepevoroOnoio

AndAel0, aKoNe, KOP®ON 1 UPoES 6Ta aVTLY, SLCEOPIN GTO AVTLY

Oppovikn avouaiio wov Thave vo ETNPeqceL TV aroppoOeNon GATOg Kot vEpoD
Yrepdpactiplog Oupeoeldng adévog

Avikavomta vo topaydel emapkng VGOLAIVT 1| AVTIOTOOT| GTO PUGIOAOYIKA ETimeda TNG
WGOLAIVIG

Epebiopog 1 eAeyov tTov Hotiov, veepfoAtkd vypd pdtio, movog ota pdtia, Enpotmra ota
pétio, AOUMEELG TV paTIdV, 0Lidto oto PAEPapo (Yardllo), KOKKva Kot Tpnopéva BAEpapa,
EKKPULOL 0TO TO LLATLOL U1 QUOLOAOYIKT OPACT], GLLOPPOYIO TOV LOTIOV

AOYK®ON TOV AEPQASEVOV OOg

Avokapyio apBpmong 1 Tov poav, aicnon Bapove, Tdévog otn fovPwvikn cag xdpa.
ATOAED TPY®V KL 1] PUGLOAOYIKT LEN TPLYDOV

AMAePYIKES OVTIOPACELG
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EpvBpdmra 1| movog oty 0éom éveong

I16vog 6t0 6TOHHN

AoUDEEIG | PAEYUOVES TOV GTOUOTOG, EAKT GTO GTOLO, TOV 01GO(PAY0, TO GTOMAYL KO TO,
€vtepa, LePIKEG PoPEG OXETILOUEVO UE TOVO 1] CLOpPaAYin, KOKT KIVITIKOTTO TOV EVIEPOV
(ovumepriapfoavopévng e amoepatng), duceopia otV KOLMA 1) TOV 0160(0AY0, SUCKOAIN GTNV
KOTATOOT|, O[O GTOV ELLETO

Aeppotikég Aouméelg

Baxmpiloxég kot 1oyeveig Aoméelg

Odovtikn Aoipwén

DLeypovn ToL TAYKPEATOG, ATOPPALT TOV YOANSOYOL TOPOL

[Tovog ota yevvntikd 6pyava, TpoPANUa oty nitevén oTHONG

Avénuévo copotikd Bépog

Aiya

Hrortitda

Awtapayég mov oyetiloviat e To onpeio Tng EVEoTG 1 TN CLCKEVT TG EVEOT|G

AgppoTikég avtidpacelg Kot dtatopayég (ot omoieg pmopei va givat coPapég Kot ametnTicég yio
™ {on), EAKN ToL dEPHOITOC

Melaviég, TTMGEIC KOl TPOVUATIGUOL

dAeypovi N auoppayio. TOV ALLOPOPMVY Ay YEIMV TOV UTOPEL VO ELPAVICTEL MG HKPEC KOKKIVEC
N pop knAideg (cvvnbwg ota TON) Emg peydleg TEPLOYES TOV HOLALOVY HE HEAOVIEG KAT® Omd
70 d€PLOL 1) TOVG 16TOVC

Kolonfeig kootelg

Mo coPapr, avacTPEYIUN EYKEQPOAKT KOTAGTOGCT OV TEPIAAUPAVEL EMIANTTIKEG KPIGELS,
VYNAN 0PTNPLOKT] TEST], TOVOKEPAAOVG, KOTMGT, GUYYLGT, TOPA®GOT 1| GAAL TPOPAN LT
opaongc.

Yrdwvieg avemBOunTeg evépysieg (nmopei va ernpedcovy éoc ko 1 ota 1.000 dropa)

Koapdiakd mpopAnuata wov mepthapupdvovy kapdiokn Tpocforn, ot Oayyn
Yofapn eAeyuovn TV VEOPMV, 1 OO0 UTTOPEL VO TPOKOAEGEL TAPUAVOT Kot SUCKOAIL GTNV
avamvor| (cbvdpopo Guillain-Barré)

‘E€aym

Avoypopio Twv erepov

dLeypovn Tov voTIoiov LoD

[Ipofinpara pe o avti cag, apoppayic and To avti cog

Yrodpaotnplotnta ToL Bupeocdoc 0déva Gog

XHvépopo Budd—Chiari (T KAVIKG CUUTTOUATO TTOL TPOKOAAOVVTOL OO TNV ATOPPOEN TOV
NTATIKOV PAEPDV)

MetoafoAéc | U QUOIOAOYIKT EVIEPIKT AEITOVPYiOL

Awoppayio oTov YKEQOAO

Kitpvog ypoUOTIGHOG TV LOTIOV Kol TOV 0EpIatoc (TkTepog)

Yofapn aArepykn avtidpacn (ava@LANKTIKO oK) GNUELN TN 0Tolng UTopEl va
nepthappdavouv duckodio oty avamvor, Tovo oto 6tnhog N ceifipo oto otbog, Kaun aichnon
CaAng/AMmoBupiag, cofapn payodpa 610 dépua 1 dStoYK®UEVES TPoeoyég oTo dépua, TPHELLO
TOV TPOCHTOV, TOV YEIMMV, TNG YADCGAS KOl TOV QAPVYYQ, TO 0TOl0 UTOpEl Vo, TPOKAAEGEL
SVOKOAID, GTNV KATAUTOOT), KATAPPEVOT)

Awotapoyéc Tov HooTtol

KoAmukég exkpioelg

ALOYK®OOT TOV YEVWNTIKOV 0pYIvV®V

Meiopévn avoyn oty KatavAA®GcT OvomveEDUOTOS

Anioyvaven, andAelo coUATIKOD Bapovg

Avénpévn opeln

Xvpiyyo

Yypb oe apbpwon

Kvoteig oto mepipinua tov apdpocemv (KOGTEIC TOL 0pHpikod vuéva)

Kéarayupo
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AloToon TOV POIKOV VOV 0L 001yl 68 GALEC EMTAOKEG
A1OYK®OOT TOL NIATOC, aoppayio amd To Nrap

Koapxkivog tov veppodv

Agppatikn kotdotaon mov potdlet e yopioon

Kopxkivog Tov déppoatog

Qypdtra ToV dEPUATOC

AvENON TOV OUOTETOA®V | TOV TAAGLOTOKVTTAP®V (§va 100¢ AEVKOKVTTAP®YV) GTO aiiplol
®pduPoc aipatog e pikpd opoedpa ayyeio (Opoufmtikn pikpooyyeloradeia)
Mn @LGLOAOYIKY QVTIOPOCT) GE UETAYYIGELS QLOTOC

Mepikn| | OMKT aTOAELD, THG OPACNG

Meiopévn oe€ovarikn exbopia

Expon cdAiov and 10 otoua

Madrtia mov mpoeEéyouvy

EvaioOnoio oto emg

I'pryopn avamvon|

[Tovog oto 0pBo

[Tétpeg ot yoAn

Knin

Tpavpoticpol

EvBpavota 1 addvapa voylo

Mn guctoroyikd amofépata Tpwteiving o {oTiKd Opyavd cag
Kopa

Evtepuca €hkn

[MoAhamAn avendpkela opyavmv

®dvotog

Edv coc yopnyeiton VELCADE 6g cuvdvacuod pe GAro, gapuoko yio ) Ogpameio Tov AEUQOULOTOC
oo KOTTOP TOV LOvODM, 01 OVETIBOUNTEG EVEPYELEG TTOV UTOPEL VO ELPAVICETE AVAPEPOVTOL
TOPAKATO:

oA ovyvéig avemBOuNTES eVvEpyareg (nmopel va emnpedoovy neprocotepa and 1 ota 10 dropa)

. ITvevpovia
o Andrero 6peéng
o EvoioOnoia, povdiacua, popufykiacua | aictnuo kadbeov oto dépua 1 TOVo 6Ta ¥EPLa. 1 6TO.

6o MOy PAGPNG TV vELpOV

Navtia kot épetog

Aldppora

"EAxn oto otopa

Avckototnta

Muikdg mOVog, TOVOG GTU 06TA

ATOAED TPY®V Kol 1] PLGLOAOYIKT VO TPLYDOV
Koénwon, aicnon advvapiog

TTvpetog

Yoyvég avemOOuNTEg evépyeres (umopel va exnpedoovy £0g kot 1 ota 10 Gropa)

. "Eprng Lootpog (evTomiopévog cuUTEPIAUUPOVOIEVIC TNG TEPIOYNS YOP® OO TO, LTI 1)
eEamlmpévog 6 OAO TO GMOUOL)

Aoudéeig and tov 16 Tov Epnnta

Boxmpilokég kot 1o0yeveig Aopuméelg

AoudEeLg Tov avamveuoTikov, Bpoyyitida, fyag te AEYUa, acBéveln mov powdlet pe ypimn
AoudEelg amd POKNTES

YrepevoaioOnoio (aArepykn avtidpaon)

Avikavotnta vo topaydel emapkg VGOLAIVT ] OVTIOTOOT| GTO PLGIOAOYIKA EMITES D TNG
WWGOVAIVIC

. Koartaxpdnon vypov
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AvckoAio 1 TpofAquato oTov VITVO

AndAelo, cuveidnong

Metofoin TV eETmEdmV GUVEIONONG, GUYYVOT

Aicbnon Laing

AvEnuévog kapdiakdg puOudc, vynin apmplakn wieon, epidopmon,
Mn gucioroyikn dpacn, Oaumn dpacn

Kopdiakn avendpkela, kapdiakn tposforn, ndévog oto othbog, duopopio oto otboc,
avENUéEvoc N LetdpEVOG Kapdlakdg puOpog

Yynif 1 xopmAf apmprokm migon

E0QVIKN TTOON TS Tieong Tov aipatog o 6pOio BEon mov pmopel va 0dnynoet oe Mmobupio
Avdormvola Katd TNV AoKN oM

Biyag

Ao&vykag

Eupoéc ota avtid, Svoeopio oto, avtid

Awoppayio amd To évtepd cag 1 amd T0 cToudyL

AicOnuo kaveov

I16vog 610 GTOMAYL, LETEDPIOUOG

AvckoAia otV KaTdmoon

Aoluwén N pAeyUov 0TO GTOUAYL KO TO EVTEPQ

IT6vog 610 GTOMAYL

Epebiopog 6to otdpe 1 oTa ¥EIAT, TOVOG GTO A0

MertofoAn T NTatikng Asttovpyiog

Kvnouédg (eayodpa) Tov dEpuatog

EpvOBpdmrta 610 dépua

E&avOnua

Mvikoi omacpol

Ovporoipmén

IT6vog ota dxpa

Oidnua 6t0 cOUN, GVUTEPIAAUPAVOUEVOD YOP® OO TO LATLO KoL GAAC LEPT] TOL CAOUATOG
Piyog

EpvBpdmra kot mévog ot B6om Eveonc

AtcOnuo yevikng adiobeoiog

Andrero, fapovg

AvEnon Papovg

Oy ovyvég avemOOUNTES evEpyELeg (nmopel vo. exnpeacovy £og kon 1 ota 100 dropa)

Hratitida

Yofapn aArepykn avtidpacn (ava@LANKTIKN avtidpacn) onueia tng onoiog umopei va
epAapPavouy duoKoAia GtV avamvor, Tovo 6to otnBog 1 opiipo oto otboc, Kaun aichnon
CaAng/AmoBupiag, coPapr payodpa 610 dépua 1 dSoYK®UEVEG TPoeoyég oTo déppa, TPHELLO
TOV TPOCHTOV, TOV YEIMMV, TNG YADCGAS KO/ TOV @ApLYYO., TO 0010 UTOPEL VO TPOKOAEGEL
SVOKOAID, GTNV KATATOOT), KATAPPEVOT)

AwTopayéc e Kivnong, TapdAvon, 0EGODCELS

TAvyyog

ATdAE0, AKONC, KOPMON

AwTopayéc Tov emnpedlovy TOVG TVEDIOVES GOC, EUTOSILOVTOC TO CAOUM GOC VO TAPEL APKETO
o&uyovo. Mepikég and autég mepAapPBavouy SUGKOAID GTNV OVOTVOT), AoYAVILGHA, Aodviaco
Y®pPic AoKNOT, OVOTTVOT| TOV YiveTaw pNyn, OVCKOAN 1| GTALOTA, GLUPLYLO

®popfot aipaToc 6ToVg TVEDOVES GOG

Kitptvog ypoHOTIGHOG TV HOTIOV Kol TOL dEpratog (TkTepog)

0OLid10 610 PAéPapo (aAdllo), KOKKIVa Kot Tpnouéva PAEPapa

Yrdvieg avemBOunTeg evépysieg (nmopei vo emnpedcovy éoc ko 1 ota 1.000 dropa)

®popPoc aipatog oe pikpd apoedpa ayyeio (Opopfmtikn pikpooyyeloradeio)
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o Yofapn eAeyuovn TV VEOPMV, 1 OO0 UTTOPEL VO TPOKOAEGEL TAPUAVOT Kot SUCKOAIL GTNV
avamvor| (cbvdpopo Guillain-Barré)

Avagopd avemBOunTmv evepyar@v

Edv mapotnpnoete Kamoto avemBOunTn evEPYELd, EVIUEPDOTE TOV YITPO 1) TOV QPOPLUKOTOLO GO,
AvT0 1oyvet Ko Yo kéBe mbavr avemBountn evépyela mov dev avaQEPETAL 6TO TAPOV GUAAO 0ONYIDV
ypNons. Mropeite emiong va avapépete avemBounteg evépyeleg anevbeiog, péocw Tov Bvikoy
GLOTILOTOG OVAPOPAS TTOL ovaypapeTor oto [lapaptnua V. Mécm g avapopdc avertdountov
gvepyelmv pnopeite va fondfoete 0T GLAAOYT TEPIGCOTEP®V TANPOPOPIDYV GYETIKA LE TNV ACPAAELL
TOV TTOPOVTOS POAPLAKOV.

5. o va pvracoete To VELCADE
To @appako ovtd TPETEL VoL PUAACCETAL GE PEPT) TOV OgV TO PAETOVY Kol OV TO POAVOLY TO TOSIA.

Na pn ypnoponoteite ovtd 10 PAPUOKO UETE TNV Nepounvic ANENG OV avapEPETAL GTO PLOAISIO KoL
070 KovTi petd ) AéEn AHEH.

Mn gpuAdooete og Beppokpacio peyoarvtepn tov 30°C. @vAdccete T0 PLOAIDI0 6TO EMTEPIKO KOLTI
Y10l VO TPOCTATEVETOL OO TO PG,

To dudAvpo PETA TNV VOCVLOTACT TPETEL VAL ¥pNoomom Ol apécms LeTd TNV Tapackevn Tov. Edv to
SLIAvpO LETA TNV avooDOTACT O XPNoLoTomOel apéomd, ot ¥povol duTnpnone UEPL T XPNom Kot
o1 GuVOnKeG TPV amd TN YPNON amoTeroVV vevBuvoTNTA TOL ¥proT. Ilap’ Olo AVTA, TO SLdAvua
HEeTd v avachotaon ival otabepod yio 8 dpeg otoug 25°C dTav PUAACCETAL GTO APYIKO PLOAidl0
KO/ 6T GVPLYYQ, LE GUVOAMKO ¥POVO SLOTPTONG Y10 TO OVOICLGTOUEVO PAPLOKO TTOV Ogv vrTepPaivel
TIC 8 PG TPV Amd TN YOPHYNON TOV.

To VELCADE npoopiletat yio epdmas yprion novo. Kabe oypnoipomointo oprokeutikd mpoiov 1
VIOAEIUUO TPETEL VO, OTOPPITTETOL COUPDVO UE TIG KOTA TOTOVS 10YVOVGEC GYETIKESG O1aTAEELC.

6. Mepreybpeva TG GVOKEVAGING KO AOUTEG TAPOPOPIES

T tepréyer to VELCADE

- H dpaotikn ovoia givan 1 Boptelopipnn. Kdbe prariowo nepiéyet 1 mg Poptelopipnng (og
Bopovikd eatépa LovvitoAng). Metd v avacvotacn, 1 ml and 1o evéoiuo dtddlvpa Teptéyet
1 mg Boptelopipmng.

- Ta dAAa cvotatikd givon povvitodn (E421) ko dlmro.

Epeavien tov VELCADE kot TepLe0HeEva TG GVOKELUGTOG
To VELCADE «6vig yo evEotplo dtdAvpa givat AgVKT TPOG VITOAELKT] GLUTAYTG ovGia (K€uk) 1| oKOVT).

Kabe yaptvo xovti tov VELCADE 1 mg k6vig yio eVEGIUO SIIADUO TEPLEYEL EVOL YOOUAIVO QLOAISIO UE
TPACIVO KATAKL, o€ o d1dpavn cuckevacio kuywéing (blister).

Kéaroyoc Adsrog Kvkhogopiag:
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

Hapaockevaostic:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse
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Béhyo

INa omoladnmote TANPOPOPIo. GYETIK LE TO TOPOV PUPLOKEVTIKO TPOIOV, TUPUKAAEIGTE VO

amevbuvbeite otov Tomikd avtimpdécsmmo tov Katdyov g Adetag Kvkiopopiag.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11

janssen@jacbe.jnj.com

Bbarapus

»oKOHCBH & JxoHchH bparapus” EOO/]]
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALada

Janssen-Cilag ®oppokevtik) Movorpocmnn
A.EB.E.

TnA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV
Tél/Tel: +32 14 64 94 11

janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800



Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvzpog

Bopvépoc Xoatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00

Janssen safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tth: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

To wapdév @ULAA0 00N VIOV Yp1ioNS avaOePONKE Y10 TELEVTAIO POPE GTIS

Aemtopepeic TAnpoopieg yio To pappoko avtd eivar drabéoipeg otov dikTvakd TOTo ToL Evporaikon

Opyaviopuot @apudxkmv: https://www.ema.europa.eu.
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Ot TAnpogopieg mov axorovBolv amevfivovtal Lovo oe emayyerpatieg vyeiag:

1.

ANAXYXTAXH I'TA ENAO®AEBIA ENEXH

Inueiwon: To VELCADE egivat évag kuttopoTo&ikog Tapdyovtos. Zuvends, amatteitot 1otaitepn
TPOGOYN KT TO YEPICUO KOl TNV TPOETOLAGIO TOV QAPUAKOV. ZVVIGTATOL 1) PO YOVILDY KOl
TPOCTOTEVTIKOD POVYLIGHOD TPOKEEVOL VoL 0moPeVYDel 1) emapn [e TO dEPUQL.

H AXHIITH TEXNIKH ITPEITEI NA AKOAOY®EITAI AYXTHPQX KA®’ OAH TH AIAPKEIA
THX ITPOETOIMAZIAX TOY VELCADE KABGQY TO ®PAPMAKO AEN ITEPIEXEI
YYNTHPHTIKA.

1.1

1.2

1.3

Ipogroypacio Tov raidiov Tov 1 mg: Tpocdicte mpoosektikd 1,0 ml oteipov, evéoipon
St patog yAwplovyov vatpiov 9 mg/ml (0,9%) 610 Prodidio mov TePEyeL T KOV
VELCADE pe m ypnon piog ovptyyog 1 ml, yopic tnv apaipeon Tov TOUATOG EIGYDOPNCNG TOL
ololdiov. H dredvtomoinon g Avoeiiomomuévng KOVemg OLOKANPOVETUL GE AyOTEPO O

2 AemTq.

H ovykévrpmon tov tehkol dtaddpotoc Oa eivar 1 mg/ml. To didhvua mpénet va. givar danyég
Kot dypopo, pue telkd pH 4 £ng 7. Agv eivan avaykaio va gléyEete 1o pH tov dtodvpatoc.

IIpwv ) yopnynon, eréy&te omtikd to dtdAvpa yio, DrapEn COUNTIOIOY Kol amoypouaTiIond. Av
mapotnpndet OV amoyp®UUTIGHOG ) VTTapén coOUTIOIOY, TO dtdAvpa TPETEL va aroppledel.
EmBeParmdote T cuykévipmon 61o grodidio yuo va Stac@ariicete OTL | ®GTH dO0T Yopnyeital
v TNV evOoeAEPLa 0306 yopnynong (1 mg/ml).

To avacvotadéy dtdAvpa dev TEPIEXEL CLUVTNPNTIKA Kol TPETEL VoL ¥pNoomom el apécmg puetd
v mapackevn. 'Eyet amoderyBel, map’6Aa ovTd, ynpiKy Kot QUOIKN oTafepodTnTa KaTd T
xphom Yo 8 dpeg oTovg 25°C, d1aTnPOoVUEVO OTO apPyIKO PLoAido Ko otn cvptyya. O
GUVOMKOG YPOVOG SLUTHPNGNC Y10 TO OVAGVGTUOEY QUPLOKEVTIKO TPOIOV OV TPETEL VL
vrepPaivel Tig 8 dpeg mpv amd T op1yNon Tov. Av 10 AV LETE TV OVACVGTOGCT OEV
ypMoLoron el apuécms, ot xpOVOL SUTHPNONG KATA TN PNOT Kol 01 GLVONKEG TPV Omd T
¥PNON aToTELODY LITEVOVVOTNTA TOV YPNOTY.

Agyv givan amapaitn 1 TPOGTAGIo 0O TO MG Y10 TO AVOGLGTAOEY PUPUAKEVTIKO TPOTOV.

XOPHI'HXH

Metd ) deAvTomoinst, OvVapPPOPNOTE TV KATAAANAN TOCOHTNTA TOV OVOGLOTAUEVOD
SLADUOTOG GOUP®VOL UE TNV VITOAOYIGUEVT d0oT, ue Bdon v [eproyn Empdvelag Topotog
Tov acBevoic.

EmBefordote T d60M Kot T GLYKEVTP®GN 0T cVOpLyyo TPty arnd T ypnon (eAEyEte 0TI
oLPLYYO PEPEL TNV EMCULAVOT] Y10 EVOOPAEPLA YOop1yNON).

Xopnynote to dtdivpa e evoopAEPia bolus Eveon 3-5 devTEPOAETTOV PEG® EVOG TEPLPEPLKOD
N KevTpkoL evooeAEPiov kabethpa o pia eAERa.

Iepiote Yo ékmAvon Tov TEPLPEPIKO 1) EVOOPAEPLO KabeTpa e GTEIPO dLdAvpa YAmPLovyov
vatpiov 9 mg/ml (0,9%).

To VELCADE 1 mg kévig Yo evéopo ovgiopo IIPOOPIZETAI I'TA ENAO®AEBIA XPHXH
MONO. Mn yopnyeite péc® arihov 0oav. H gvooppayraia yopnynon £xet oonyoel o€ Oavaro.
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3. AIIOPPIYH

Kabe proridio mpoopiletar yio epama yprion UOVo Kol TO VITOAELLLO TOV SIOAVUOTOC TPETEL VL,
omoppintetal.

Kabe aypnoiponointo gopuakevtiKd Tpoidv 1 VIOAELUN TPETEL VO OTOPPITTETOUL COUPDVA LE TIG
KOTO TOTOVG 1GYVOVCESG GYETIKES SL0TAEELG.
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®vrAo ooNYIOV yprong: [IAnpogopicg yia Tov yprioTy

VELCADE 3,5 mg k6vig Yo evéoipo orwdivpa,
Boprtelopipmn

AwPaoTe TPOGEKTIKA 0AOKANPO TO GVALO 00N YIAOV (PGS TPV APYICETE VA YPNCYLOTOLEITE GVTO

TO QAPLOKO, OLOTL TEPLAUUPAVEL G UAVTIKES TANPOPOPIES Y10, GOG.

- DuidEte avtd TOo EOALO 0dNYIDV Yprons. Towg xpelaotel va to dwufdoete Eavda.

- Edv éxete mepartépm amopies, poTNoTE TOV Y1OITPO 1] TOV PUPLOKOTOLO GOC.

- Edv mapoatnpnoete kamoto avemBOunTn evEpyela, EVIUEPDOTE TOV YIOTPO 1) TOV QUPLOKOTOLO
60G. AvTd 1oyveL Kat yio KaOe mhovn avemBOUNT EVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV
@OALO 0ONy1DV ¥priong. BAéne mapdypago 4.

T epLéyeL 1o Tapdv @OAAO 00N YLOV:

T eivan to VELCADE ko mowa givon 1 p1iom tov

T mpénet va yvopilete npwv ypnoonomoete to VELCADE
Ilog va ypnowwonomoete 1o VELCADE

[MBavég avemBounteg evépyeleg

Iog va pvrdccete to VELCADE

[Tepieydueva TG CLGKEVAGING KoL AOUTEG TAN|POPOPIES

AR S e

1. T givar To VELCADE ko wowa givan 1 (p161) TOVO

To VELCADE nepiéyet ) dpactikn ovcio Bopteopipnn, Evay ‘avactorén mpoteocopatiov’. Ta
TPOTEOCOUATIO TAoVY oNUAVTIKO pOLO GTOV EAEYYO TNG AEITOLPYIOG KAl TNG VATTUENG TV
kuttdpov. [oapesuPaivovtag ot Aettovpyia Tovg, N foptelopipnn puropet va eEorobpedoet ta
KOPKIVIKG KOTTOPOL.

To VELCADE ypnoyomoteitat yio, T Oepameio Tov moALamA0D pueAduotog (evog Kopkivov Tov

Luelol TV 00TMV) og acbeveic peyadbtepoug Tmv 18 eTmv:

- UOVOo TOV 1] GE GUVOVLAGUO LE TA PAPUAKO TEYKVA®UEVT] MITOCOUL0KT do&opovPucivi 1
de&apebaldvn, yio acbeveic mTov 1 Kotdotaon Tovg emdevmbnke (eEEMEN TG vOGOL) peTd ard
TOVAGLOTOV [ TTpoT Yo eV Bepameio Kul Yio TOVG OTTOTIOVE ) LETAUOGYEVCT APYEYOVDV
OLLOTOMTIKGV KVTTAP®V dEV fTAV EMTUYNG 1) OV Elval KATAAANAN.

- 0€ GLVOLUCUO HE TO PApUaKO LEAPAAAV Kol TPedVILOVN Yo acBeveic ol omoiot dev Exovv
AGBel mponyovuevn Oepameia Yo T VOGO TOVG KoL OeV €ival KATAAANAOL Yio VYNAT dOGN
ynueobepomeiog Le LETOUOGYELON APYEYOVOV OLILOTOUTIKOV KUTTAP®OV

- o€ cVVOLUCUO HE Ta Pdppaka deEapedalovn N deEapeBalovn pall pue Bolidopion, yio Tovg
acBeveic v onoimv 1 vocog dev €xel vtoPfAndel Tponyovuévag oe Bepameio Kot TPV amd ™)
AAYM VYNANC d0oTG YNUEIODEPATTELNG [IE LETAUOCYEVGT OPYEYOVMV ULUOTOMTIKAOV KVTTAP®V
(eloayawyum Beponeio).

To VELCADE ypnowomoteitat yia tn Oepameio 1o Aep@dpotog omd KOTTapo Tov povova (§vag
TOHTOG KAPKivov oV TPocPaAlel Toug Aeppadéves) o acbevelg 18 TV Kot Avod 6€ GUVILOGUO LIE Ta.
QAPLLOKO PLTOLEUAUTT, KUKAOQ®MGEAUidN, doopovfikivn Kot Tpedvilovn, Yo acOevelg pe un
nwpobepomevpévn voco mov dev gival KATdAANA0L va VToPAN00VY GE HETAUOGYEVGOT APYEYOVDV
OLOTTOMTIK®V KUTTAP®V.

2. Tvpéner va yvopilete npwy ypnowporonjcere o VELCADE
Mn ypnopomounjoete To VELCADE
- o€ mepintoon aAlepyiog ot Poptelopipnn, 610 fOplo 1 6€ 0TO10OMTOTE AAAO GLGTATIKO AVTOD

TOL QUPUAKOV (OVOPEPOVTOL GTNV TTAPAYPaPO 6).
- 0€ MEPIMTOOT TOL EXETE OPIGUEVO GOPapE TVELHOVIKG 1 Kapdtakd TpoAnpata.
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Ipocidomouoeis Kot TPOPUVAGEELS

Evnuepdote tov yo1pd 60G 68 TEPITT®OT TOL 0ag GLUPAIVEL KATOW0 0td TOL akOAovOaL:

YOUNAOG aplBuog epuBpoKLTTAP®OY 1 AELKOKLTTAPMV.

TpoPApaTa apoppayiog Koun YouUnAog aptOpuog alloneTaAimy 6TO aiflo Gog.

d1dppota, SLGKOIAMATNTA, VALTIO 1) EPETOG

AmoBopia, {édn 1 tdon yio AuwoBupic oto TapeAdov

TPOPANLOTA [LE TOVG VEPPOLS GOG

LETPLOL 1] GOPOpa TPOPANLOTA LE TO CUKADTL GOG

LOVAGHLA, LUPUNYKLIOGHO 1] TOVOLS OTa YEPLo. 1] 6Ta TOde (vevpordbela) oto maperdov

TPOPANHOTO [LE TNV KAPSLA 1) TNV OPTNPLOKT GOG TEST

dvomvola M Pryxag

onac ol

épnng Lootpag (EVTIOTIGUEVOG CUUTEPIAAUPOVOUEVIG TNG TEPLOYNG YOP® OO TA LATLO 1)

eEamlmpévog o OAO TO GO

. GUUTTMOUOTO GUVOPOLOV ADGTG OYKOV OTTMG EMMOVVEG HVTKEG GCUGTACELS, LVTKT advvapio,
GUYYVOT, ATMAELD 1) dloTapay| TG OPAGTC Kot Bpiyvuven TG avamvong

o UTMAELN LWWAUNG, OVOKOAID 0T GKEYT, SVGKOAIN GTO TEPTATNUA 1 ATTMAELN TNG OPOOTG. AVTA
umopel va glvar onueia piog coPapng Aoipnméng Tov eyKepAAOL Kal 0 YIUTPOG GO UTOPEL VO 5ag
GLOTHGEL TEPAUTEP® EAEYYO KOl TOPOKOAOVONON.

[pémer va KaveTe TaKTIKA EEETACELS QULOTOG TPV KO KOTA TN dtdpketa TG Oepaneiog pe VELCADE
Yo VoL EAEYYETE TOV AP0 TOV ALOCOUIPIOY GOG.

Edv mhoyete amd Aéppopa and KOTTapo Tov Lovoho Kol GG YOPTYELTHL TO PAPLOKO PITOVEIUAUTY G

ocuvdvaoud pe VELCADE, Ba tpémetl va evnIEP®GETE TOV Y10TPO GOG:

o €qv motedeTe OTL €£xETE TOPA 1 ElYaTE 6TO TAPEABOV AolnwEN NraTiTidog. Xe KATOolEg
TEPMTOGELS, acbeveic Tov elyav oto moperddv nratitidoa B pumopel vo eraveppavicovy
nratitda, n omoia pmopei va 0dnynoet otov Bavoto. Edv éxete 1otopikd Aoipméng nratitidog
B, 6a e&etaoteite TpooekTiKd 0md TOV yrTpd o0 Yo onpeio evepyob nratitidog B.

[Ipéner vo drafdcete ta @OAAG 0INYIDOV Yio OA TO POPUAKEVTIKE, TPOTOVTA, TOV AaufdvovTal o
ouvdvaoud pe 1o VELCADE yia mAnpogopieg mov oyetiloviat pe ovtd To pApLoKa TPV 0pYIcETE T
Oepancio pe VELCADE. Otav ypnoiponoteitor Bolidopidn, Tpémnet va diveton 1dtaitepn tpocoyn
GTOVG EAEYYOVG Kat TIG Tpobmobéaelg TpoANYNG kdnong (BAére Kdnon kot Oniacudc oe oot v
TAPAYPOPO).

Iowa ko £épnpor
To VELCADE &¢gv mpémel vo. ypnoiuonoleitol o mondid Kot epnpoug, neion dev eivat yvwotd mtmg Oa
TOVG ENNPEGCEL TO PAPLLOKO.

Alha @éppoxa kor VELCADE

[Hopaxaieiche vo evnuep®CETE TOV Y1OTPO 1) TOV POPUAKOTOLO GAG EAV TOIPVETE, EYETE TPOGPUTA

mhpeL 1 pmopel va ThpeTe GALO PAPLLOKAL.

SVYKEKPIUEVE, EVILEPMDGTE TOV YITPO GOG EAV AUUPAVETE PAPLOKO TOL TEPLEYOVYV OTOLUONTOTE OO

TIG aKOAOVOEG dpaCTIKEG OVOiEC:

- KetokovalOAN, ypnoponoteitar yio T Oepameio LUKNTIOCIK®OV AOUDEEDY

- prtovoPipn, ypnowonoteitar yio tn Oepamneio tng HIV Aoiuwéng

- PLPOUTTIKIVY, €Vl avTIPLoTIKO TTOL YpNoLomToteital yio tn Oepameio faxtnplokdv AoudEeny

- kapPapalenivn, eavotoivn 1 eavoBapPirdin mov ypnouonotobvtot yia T Oepaneio g
EMANYiOG

- vrepiko/Parcapdoyopto (Hypericum perforatum), Tov ypTGULOTOLELTAL Y10 TNV KOTAOAYNM 7
GAAES KATOOTACELG

- OO GTOLOTOC OVTIOPTIKA

Kinon ka1 Onioopdg
Agv mpénet va ypnowonoteite 1o VELCADE av glote £ykvog, £k106 €dv givat 6opmg omapaitnto.
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O1 yovaiKeg 6€ OvOmopay®YIK NAKIO TPETEL VO, XPTGLULOTOIOVV TOTEAEGLLOTIKY OVTIGCOAAYN KOTA
T Suapkela g Oepameiog Kot yio 8 unveg petd tnv olokAnpwon g Oepaneiog. MiAfote L Tov
ywTpd cog v BéleTe va katayvEeTe Ta maptla cog Tpv Eekvioete T Bepomeio.

Ot Gvdpeg dev Ba mpémel va kdvovv mandi katd ) xpnon tov VELCADE kot Oa mpémet va
YPTOULOTOLOVV ATOTEAEGHOTIKY OVTIGOAAN YT KOTA TN dtdpkela TG Oepameiog kot yio £og Kot S uveg
uetd tn drokonn tng Oepameiag. MIANGTE UE TOV Y1UTPO Gag eV OEAETE VO SLTNPNGETE TO GTEPLO GOG
npwv Egxvioete T Oepameia.

Agv mpénet vo, InAalete xotd T0 ddotnpa mov ypnoiponoteite to VELCADE. Zvinmote ue tov
YTpd 060G TOTE Eivol ac@aAég va Eekvioete To Onioaoud petd to téAog tng Bepameiag cag.

H OoAdopion mpokaiel yevetikég avouaiieg kot epuPpuikd 0avoro. Otav to VELCADE yopnysital o€
ouvovaoud pe BaAdopidn TpEmeL Vo akoAOVONGETE TO TPOYPALLA TPOANYNG KONONG Y1aL TN
Boldopion (PAEmE UALO 0dNYIDY Ypriong Yo T Boidopuion).

0o ynon kKot EPLoROS PNV TOV

To VELCADE pnopet va mpokaAécetl kOmmaon, (oAn, Amobupia 1) Oaunn dpacn. Mnv odnyeite 1
yepilecbe epyodeio | unyovipota av Exete T€To1EG avemBOunTeg evépyeles. [lpénet va eilote
TPOCEKTIKOL KON KOl oV OEV EYETE OTE, TO, CULUTTOUAT.

3. o va ypnoypononjoete o VELCADE

O yotpog oag Ba voroyicel T d6om Tov VELCADE Bdioet Tov Yyoug kol Tov GOUATIKOL Bdpoug
cog (empdaveln chpatog). H cuving apyikn d6on tov VELCADE givar 1,3 mg/m? emdveiog
OOUOTOG dVO POPES TNV gfdouada.

O yatpog oag umopel va oALGEEL T 6001 Kol TO GUVOALKO aplBpud TV KOKA®Y Bepomeiog, avaioya, e
NV ovTomOKplon cag ot Oepaneio, TNV ELPAVIOT CLUYKEKPUEVAOV TOPEVEPYELDY KOL TOV
KOTOOTACE®MY TOV GLVVTAPYOLV (7T.). NTATIKA TPOPANUATY).

Eleliooouevo mollamlodv uvélwuo

Orov to VELCADE yopnyeitai povo tov, 8o Adfete 4 d6ceig VELCADE gvdopAéfia 1 vrodopla Tig
nuépeg 1, 4, 8, ko 11 ko axorovBeite pio 10Muepn «mepiodo avamavong» oty omoio S1oKOTTETAL M)
Oepaneia. Avt n mepiodog 21 nuepav (3 efdonddeg) avtiotoryel o Evav Bepamevtind kukio. Mmopel
va AaPete péxpt ko 8 khkAovg (24 efoopnddeq).

[TBava va cog do8el VELCADE poali pe o @appoka TeyKoAMmpévn Amoocoutakn so&opovfikivi 1
de&apebalovn.

Otav 1o VELCADE yopnyeitat poli pe meykoiiopuévn Mmocsopoakr do&opovPikivn, 0o Aapete 10
VELCADE &gvdopAéBia 1 vmodopila wg kiAo Oepaneiog 21 nuepdv Kot TNV TEYKLAMUEVT
Mrocopiokr doEopovPikivn 30 mg/m? Thv nuépa 4 tov Oepamevticon khkhov didpketag 21 nuepdv
tov VELCADE ¢ evoopAéfia éyyvon petd and v éveon tov VELCADE.

Mmropeite va Adfete Emg kot 8 KokAovg (24 eBSopddeg).

Otov 1o VELCADE yopnyeitat poli pe t oe&ouefalovn, 0o Adfete to VELCADE evdopiépian
V0dopLo. ¢ Eva kKiKAo Oepameiog tov 21 nuepmv kat tn de&apedalovn 20 mg wov Oa yopnyeital amnd
otopatog Tic nuépeg 1,2, 4,5, 8,9, 11 ko 12 tov xvxrov Bepanciog tov VELCADE tov 21 nuepmv.
Mropeite vo Adfete émg kot 8 kikAovg (24 €BOoUAdES).

Mpn rmpobeparevuévo molramiody pvéiwua

Edv dev éxete axolovbnoel mponyovpevn Bepameia yio 10 TOALOTAOVY LVEADLLO KOL OEV EIGTE
KATOAANAOL Y10 LETAUOGYEVCT APYEYOVAOV QLLOTONTIK®OVY KuTTdpmv, o Adpete To VELCADE o¢
GLVOLOCUO UE SO GANN PAPLOKD: LEAPAAGVT Kot TPEOVILOVT.

e ouThV TNV TEPInTOT, 1 dldpKeLo evOg KOKAOL Bepameiag eivar 42 nuépeg (6 efdouddeg). Oa
AaBete 9 kdKAovg Oepameiog (54 efSouGOES).
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- 21oug kiKAovg 1 €wg 4, to VELCADE yopnyeitar dvo @opéc v efdopdda tig nuépes 1, 4, 8,
11,22,25,29 ko 32.
- 21oug kikAoug 5 €wg 9, to VELCADE yopnyeitan pio opd tnv efdopdda tic nuépeg 1, 8,
22 ko 29.
H pelgordévn (9 mg/m?) ko ) mpedvitovn (60 mg/m?) yopnyodvrat kat ot 300 omd 6TOUATOC TIg
nuépeg 1, 2, 3 kan 4 g Tpd™G €fdopadag ToL KABe KhKAOV.

Edv dev €xete axolovbnoel mponyovpevn Bepameia yio 10 TOALOTAOVY HOEADMO, Kot EIGTE
KATOAANAOL Y10 LETAUOGYEVCT] OPYEYOVAOV OLLOTOMTIKOV KuTTdpnv, o AdPete To VELCADE
EVOOPAEPLO 1) VTTOBOPLO. GE GLVIVAGHO WE TO Pappoka de&apedaldvn, 1 de€apedaldvn kot
Boldopidn, og elcaywyikn Oepameio.

Otov 1o VELCADE yopnyeitat poli pe oe&opebalovn, 0o Adfete to VELCADE evdopréfia 1y
V0d0pLo. ¢ KOKAO Oepameiog 21 nuepdv ko ™ de€apedalovn 40 mg amd otopoToc TIg Nuépes 1, 2,
3,4,8,9, 10 ko 11 Tov kdrhov Bepaneiog tov VELCADE twv 21 nuepov.

®a AdPete 4 Khxkhovg (12 efoopddeq).

Oroav to VELCADE yopnyeitat o€ cuvdvacpo pe Baiidopion ko de&apedalovn 1 didpreta evog
KOKAov Bepameiog eivar 28 nuépeg (4 efSopddeg).

H de€apebaldvn 40 mg yopnyeitar omd otopatog tig nuépec 1, 2,3 4, 8, 9, 10 kot 11 Tov kdKAov
Oepaneiog duapkelag 28 nuepmv pe VELCADE. H BoAdopion yopnyeitatl and otoU0TOC NUEPNOIOE GE
50 mg éwg v nuépa 14 Tov TPOTOL KOKAOV Kal 6 TEpinTmon avoyng n 6o g Boldopiong
avéaveral ota 100 mg tig nuépeg 15-28 kot mbava va avéndei tepartépm ota 200 mg nuepnoing omd
ToV d€0TEPO KUKAO Kol TELTA.

Mmropei va AdPete péypt 6 koxrovg (24 gfdonddec).

Mn mpobeporevuévo Aéupmuo amo KOTTopO, TOL UAVODO,

Edv dev éxete axorovOnoetl mponyoduevn Oepameia yio To AEUQ®UA 0T0 KOTTOPO TOV Hovdva, Oa
AdBete to VELCADE gvdopAéPia 1 vmodoplo 6 GuVOLAGHO LE TO PAPLLOKO PLTOVEILAUTT,
KUKAOQ®GPaLIdN, do&opovPikivy kot Tpedvilovn.

To VELCADE yopnyeitat evoo@iéPia 1 vrodopia. tic nuépeg 1, 4, 8 ko 11, akorovBovpevo and pia
«mepiodo avamoavongy xwpig Oepaneio. H didpkeia evog kikhov Bepameiog eivar 21 nuépec

(3 eBoopdoeg). Mmopel va Aapete péypt 8 kokAovg (24 efSopddeq).

Ta akdlovba papuakeLTIKd TPOTOVTO, YopyovvTal TNV Nuépa 1 kdbe khkAov Bepameiog 21 nuepmdv
pe VELCADE wg evdopAéPieg eyyboeis:

PrrovEuaunn og 86on 375 mg/m?, kukhoeooapidn oe 86on 750 mg/m? kot doEopovPikivn oe 6om
50 mg/m?.

H npedvildvn yopnyeitar and otépatog oe 36om 100 mg/m? tig nuépeg 1, 2, 3, 4 xar 5 tov KOKAOL
Oepanciog pe VELCADE.

o yopnysitor to VELCADE

To eappaxo avtd Tpoopiletar yia evoopAéfia 1 vroddpia xprion. To VELCADE 6a yopnyn0et and
évav emayyeApatio VYELOG TOV £YEL EUTEPIN OTN YPTOT) KLTTOPOTOEIKMY POPUAK®V.

H oxévn VELCADE npénet vo dtadlvtomoteitol Tpv T xopnynon. Avtd Oo yiveton amd évov
enayyeipatio vyeioc. To didAvpa Tov TpokvITEL Yopnyeital pe Eveon eite viog eAEPag gite KAT® Ao
t0 déppa. H éveon oe pAEPa eivar ypriyopn ko dwopkel 3 €mg 5 devtepdienta. H éveon kdtm and to
dépuo yivetan gite oTOVG UNPOVC ElTE GTIV KOLMAL.

Eav cag yopnyn0sei reprocétepo VELCADE

Kobmg avtd 1o pdapuaxo cog £xel 600el amd Tov yiorpd 1 Tov voookoHo cag, ival amifovo va cog
yopnynOel meprocdTEPO 0md 660 TPEMEL. LTO amibovo EVOEXOUEVO TNG VITEPOOCOAOYING, O YIOTPOS GG
0o oag TapakoiovdnoeL Yo avemBounTeg EVEPYELES.
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4. MBavéc avemBOuNTEG EVEPYELES

Onwg dha To pApLOKa, £TGL KOL GVTO TO QAPUAKO UITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELEC, OV
ka1 6gv Tapovctdlovtal 6 OAOVG ToVg avOpOTOLS. MEPIKEC 0md TIC OVETIBVUNTES EVEPYELEG LITOPEL VO
glvar coPapéc.

Edv coc yopnyeitan VELCADE y1o, moALomAoOv poéopo 1 AEUQ®UO 0t KOTTOP TOV LoV
EVILLEPMOOTE TOV YATPO OOG OUECHS EAV TAPAUTNPOETE KATO0 0O TO. kOAO0VOO CLUTTONOTOL:

- EMMOVVEG PVIKEG GUOTAGELG, LVTKT AdLVOLicL

- GUYYVOT], ATMAELD 1) SloTapay] TNG OPUCTG, TVPAMGT, GTTOCUOVG, KEQUAOAYiN

- Bpdyvvon g avamvong, oidnue Tov KAt dkpov 1 oAlayég otov kKapdiakd puouod, vymin
apTnploKn Tieon, KOmwor, Amobupio

Pxo kot dvekoAio 6TV avamvon 1 aicOnua cVoEIENG Tov Bmpaxa.

H 0epaneio e 1o VELCADE pmopei moAd cuyva va TpoKaAEécel Heimon Tov apliumy tov
€PLOPOKVTTAPOV KOl TOV AEVKOKVTTAP®V, KOOMG KOl TV LOTETAAIDV GTO il LVVETMS, TPETEL VAL
Kévete TakTikd eEeTdoelg aipatog Ty kot katd ) ddpketa e Ogpanciog pe VELCADE yuo va
eléyyete Tov aplBpd Tov apocpalpiov cag. Mmopel va mapovcidoete peimon otov apliud Tov:

- OLUOTTETAAI®Y, TO 0010 UTOPEL VUL GOG KAVEL TTLO EMPPENELS OTIG LEAAVIEG ) GE GLLOPPOYiaL
YOPIC ELPAVT] TPAVUOTIGUO (7)., QUOpPaYicl amd TO EVIEPO, TO GTOUAYL, TO GTOMO KOl TO, OVAQ,
c0G 1 opoppayios oTov EYKEQOAO 1 atpoppoyio omd To fmap).

- £pLOPOKVTTAPWV, TOL UTOPEL VO TPOKAAEGEL OVOLLLIO, LLE CUUTTOUOTA OTMG KOTMON Ko
yAouada

- AEVKOKVTTAP®@V, TOL UTOPEL VO GO KAVEL O EMPPETEIS 6€ AOWUMEEIC 1) CLUTTAOUOTO TTOL
powaovv e ypimn.

Edv coc yopnyeitan VELCADE yuo ) Ogpameio Tov moALomAoD HueEA®UOTOC, Ol averiBounTteg
EVEPYELEG TOV LITOPEL VO EPLPAVICETE AVAPEPOVTOL TAPUKAT®:

IToA0 cvyvéc avem@ounteg evépyseies (umopel va eanpedoovy nepiecdtepa amd 1 ota 10 dropa)
. Evawebnoio, poddiacpa, popunykiocua 1 aicOnuo Kavcov 6to dépua 1] TOVo ota xépLo 1 6Ta
OO A0y PAGPNG TV vELPOV

Meiwon tov aplfuod Tev epOpoKVLTTAPOV 1) TOV AEVKOKLTTAP®V (PAETE TOpUTAV®)
TTvpetog

Adwbecio (vavtia) 1 Euetog, omdAela 0peEng

Avckototn T pe N yopic petempiopd (umopei va ivar cofopn)

Alappota: €6v TopPovclacTEl, Elvatl CNUAVTIKO Vo TEITE TEPIOCTOTEPO VEPO OO AVTO TOV TIVETE
ocuvnbomg. O ylotpdg pumopet va cag Sdoetl KAmolo dAlo edpuaKo yio va eAEyEet T didppota
Koénwon, aicnon advvapiog

. Muikdg mOVog, TOVOG 6T 06TA

Yoyvéc avemOounteg evépyseies (umopei va eanpedoovy £m¢ kot 1 ota 10 dropa)

. Xounin mieon aipatog, Eoevikn TTdoN TG Tieong Tov aipatog o 0pbio B€om mov pmopel va

odnynoel g Amobupio

Yynin migon aipotog

Meiopévn Aertovpyia TV VEQPOV GaG

ITovoképarog

AtcOnua yevikng adiobeoiag, movog, iAyyog, tdon Amobuuiag, aicOnuo advvapiog 1 armAieio

aoOnoemv

Piyog

o Aoudéetg, oopmepthapPavopévng TveELUOVIOG, AOTUDEEMY TOV AVOTVEVGTIKOV, Bpoyyitida,
AOWMEELG amd pokmTeg, Priyoc pe eAEyuna, actévela wov potdlel pe ypinn

. "‘Eprng Lootpog (evTomiopévog cuUTEPIAUUPOVOIEVIC TNE TEPLOYNE YOP® GO TO, LLOTIA T
eEamlmpévog 6 OAO TO GO

. [Tovor o0 Odpaka 1 BpoybTnTa TG AVOTVONG KOTA TNV Aoknom

. Avdpopeg popeég e€ovonuatog
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Kvnouédg (eayovpa) tov dépuatog, e£oykduato oto 0éppa | Enpodepuia

Koxkkiviopa tov Tpocdnov 1§ LiKpd 6TacuEVa, TPLoeldn ayyeio

EpvBpdmra 610 dépua

Apuddtmon

AicOnuo kodeov 670 Tio® PEPOG TOL GTEPVOL, UETEMPIOUOS, PEYILLO, TUUTAVIGUOS, TOVOC GTO
GTOUAYL, aipoppayia omd o £viepd 6o N omd TO GTOUMYL

MertofoAn T NTatikng Asrtovpyiog

Epebiopog oto otoua 1 oto xeidn, Enpoctopio, EAKN 6TO GTOUA 1 TOVOG GTO AXUUO

Andrero, fapovg, omdAeln YEOONC

Mvikég cvoTAoElC, LVIKOL OTOGUOL, PVTKT adVVaic, TOVOC GTo GKPa,

Oaunn 6paon

Aoluwén tov emTeptkod GTPOUATOS TOL UATION KOL TNG ECMTEPIKNG EMPAVELNC TOV PAEQPAPOV
(emmepukitidn)

Awoppayio amd tn po

Avckolio 1 TpofAHOTO GTOV VTIVO, EQIOPW®OT), AYY0G, OAAMYEC TNG S1d0g0mc, KaTtadAmTikn
duabeo, avnovyia 1 diéyepon, UETABOAEG TNG WYLYIKNG GO KATAGTOONG, ATOTPOCAVATOALGIOC
Oidnua 6to O, CUUTEPIAAUPAVOUEVOD YOP® OO TO, LATLO Kot GAAC PEPT) TOL CAOUATOG

'Oy ovyvég avemOBounteg evépyeleg (umopei va ennpedocovy g ko 1 ota 100 aropa)

Kapdiaxn avendpreia, kapdiokn tposforn, névog oto othfog, duopopio oto othog,
aLENUEVOC N HEL®UEVOG KOPOLaKOS pLOUOC

Avclertovpyio T®V VEQPOV GOG

DLeypovn oe eAEPa, OpopPort aipatog oTic EAEREG KAl TOVG TVEVUOVEG GOG

IIpofinpata pe v mén Tov CHOTOC

Avemapkng KuKAopopia

DLeypovni ToL TOYOUATOG YOP® amd TNV Kapdid cog 1 vypd YOpw amd TNV Kapdld Gog
Aoudéeig mov meptAapfdvouy ovpoAoipmén, Ypinn, AOU®EEIS amd TOV 10 ToV EpNTa, Aoipmén
TOV QVTIOV Kol KUTTOPITION

Alpo oto, kOTpava, 1 apoppoyic amd PAEVVOYOVoLS, T.). TO GTOO, TOV KOATO

AWTopayéc TOV OyYEI®V TOV EYKEQPAAOV

[Mopdivomn, emANTTKéG KPIoELS, TTMOGT, d0TAPayES TG KIviong, U PUGIOAOYIKN aicnon 1
petafoin oe aicOnon N puetwpévn aichnon (aen, akorn, yebon, 6cepnon), dtatapayn g
TPOCOYNGC, TPELOVAO, OEGOMGELG

ApBpitida, copmepthapfavopévng tng PAEYHOVIG TV apBpdoemy 6Ta SAKTUAN TOV XEPLADV,
TOV TOJIMV Kot TN olayova,

AwTopayéc Tov emnpedlovy TOVG TVEDIOVES GOG, EUTOSILOVTOC TO CAOMUM GOC VO TAPEL APKETO
o&uyovo. Mepikég and autég mepAapBavouy SUGKOAID GTNV OVOTTVOT), AoYAVILGHO, Aodviaco
Y®pig AoKNOT, OVATTVOT] TOV YIVETOL PR, OVCKOAN 1] GTAUATA, CUPLYHO (CQUPTYLLOL)
Aod&ryyag, dtoTapayés Tov Adyov

MHopaymyn avénpévng 1 Letwpévng tocdtag ovpmv (Aoym BAAPNG 0TOVS VEPPOVG), ETMOLVN
dédevon TV 00pmV N ia/TPOTEIVES 6TA 0VPA, KATAKPATION VYPOV

Metofoin TV EMmTES®V GUVEIONONG, CVYYLON, SIATUPOYN 1 OTMAELL LWVANG
YrepevoroOnoio

AndAel0, aKone, KOP®ON 1 EUPOES 6T, AT, SLVCEOPIN GTO AVTLY

Oppovikn avouaiio wov Thave vo ETNPEAcEL TV amToppOPNoN GAUTOS Kot VEPOD
Yrepdpactiplog Oupeoeldng adévog

Avikavomta vo topaydel emapkng vGOVAIVT 1} AVTIOTOOT) GTO PUGIOAOYIKA Eimeda TNG
WGOLAIVIG

Epebiopog 1 @Aeyovh Tov Hotiov, vepBoAtka vypd paTio, movog ota udtia, Enpotta ota
pértio, AOUMEELG TV paTimv, olidto oto PAEPapo (yardllo), KOKKva kot Tpnopéva BAEpapa,
EKKPULOL 0TO TO LLATLOL U1 QUOLOAOYIKT OPACT], GLLOPPAYIN TOV LOTIOV

AOYK®ON TOV AEPQASEVOV OOg

Avokapyio dpBpmong 1 Tov poov, aichnon Bapove, Tdovog otn fovPwvikn cag xdpa.
ATOAED TPY®V Kol 1] PLGIOAOYIKT VO TPLYDOV

AMAePYIKES OVTIOPACELG
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EpvBpdmra 1| movog oty 0éom éveong

I16vog 6to oToHHN

AoUDEEIG | PAEYUOVES TOV GTOUOTOG, EAKT GTO GTOLO, TOV 01GO(PAY0, TO GTOMAYL KO TO,
€vtepa, LePKEG PopEG OXETILOUEVO UE TOVO 1] CLOpPaAYin, KOKT KIVNTIKOTNTO TOV EVIEPOV
(ovumeprrapfoavopévng g amdepatng), duceopia TNV KOLAMA 1) TOV 0160(QAY0, SUGKOAIN GTNV
KOTATOOT|, OilLo OTOV ELLETO

Aeppotikég Aouméelg

Baxmpilokég kot 1o0yeveig Aoméelg

Odovtikn Aoipwén

DLeypovn 10V TOYKPEATOG, ATOPPALN TOV YOANIOYXOL TOPOL

[Tovog ota yevvntikd 6pyava, TpoPAna oty enitevén otHong

Avénuévo copotikd Bépog

Aiya

Hrotitda

Awtapayég mov oyetiloviat e To onpeio Tng EVEoTG 1 TN CLCKEVT TG EVEOT|G

AgppoTikég avtidpacelg Kot dtatopayég (ot onoieg pmopei va elvar coPapés Kot ametAnTIKES Yo
™ {on), EAKN TOL dEPHOITOC

Melaviég, TTMGEIC KOl TPAVUATIGUOL

dAeypovi N aoppayio. TOV ALLOPOPMVY ALY YEIMV TOV UTOPEL VO ELPAVICTEL MG HKPES KOKKIVEC
N pop knAideg (cvvnbwg ota TON) Emg peydleg TEPLOYES TOV HOLALOVY HE HEAOVIEG KAT® Omd
70 SEPILOL 1) TOVG 16TOVC

Kolonfeig kootelg

Mo coPapm, ovacTPEYIUN EYKEQPUAKT KOTAGTUGCT OV TEPIAAUPAVEL EMANTTIKEG KPIGELS,
VYNAN 0PTNPLOKT] TEST], TOVOKEPAAOVG, KOTMGT, GUYYLGT, TOPA®GOT 1| GAAL TPOPAN LT
opaongc.

Yrdwvieg avemBOunTeg evépysieg (nmopei va ernpedcovy éoc ko 1 ota 1.000 dropa)

Kopdiakd mpopAnuata wov teptiapupdvovy kapdiakn Tpocforn, ot Oayyn
Yofapn eAeyuovn TV VEOPMV, 1 OO0 UTTOPEL VO TPOKOAEGEL TAPUAVOT Kot SUCKOAIL GTNV
avamvor| (cbvdpopo Guillain-Barré)

‘E€aym

Avoypopio Twv erepov

dALeypovn Tov vorToiov pogloh

[pofinpara pe o avti cag, aoppayic and To avTi cog

Yrodpaotnplotnta 1oL Bupeoedoc adéva Gog

2Hvopopo Budd—Chiari (to KAviKG CUURTAOUATO TTOL TPOKAAOHVTOL OO TNV ATOPPOEN TOV
NTATIKOV PAEPDV)

MetofoAéc | U QUOIOAOYIKN EVIEPIKT AELTOVPYiOL

Awoppayio oTov YKEQOAO

Kitpvog ypoUOTIGHOG TV LOTIOV Kol TOV 0EpIatoc (TkTepog)

Yofapn aAlepykn avtidpact (avapLAaKTIKO oK) onueia ¢ oroiag umopel va
epAapPavouy duoKoAid GtV avamvor|, Tovo 6to otnBog 1 opiipo oto otiboc, Kaun aichnon
CaAng/AmoBupiag, coPapr payobpa 610 dépua 1 dStoyk®pEVES Tpoeoyég oTo déppa, TPHELLO
TOV TPOCHTOV, TOV YEIMMV, TNG YADCCOS KUl TOV GAPVYYQ, TO OTTOT0 UTOpEl VO, TPOKAAEGEL
SVOKOAID, GTNV KATAUTOOT), KATAPPEVOT)

Awotapoyéc Tov HooTtol

KoAmukég exkpioelg

ALOYK®OON TOV YEVWNTIKOV 0pYOIvV®V

Meiopévn avoyn oty KatavAA®GcT OvomveEDUOTOS

Anioyvaven, andAelo, copatikod Papovg

Avénpévn opeln

Xvpiyyo

Yypb oe apbpwon

Kvoteig oto mepipinua tov apbpooemv (KOGTEC TOL apbHpikod vuéva)

Kéarayupo
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AloTooT TOV WOTKOV VOV TTOL 001YEL 68 GALNEC EMTAOKEG
A1OYK®OOT TOL NIATOC, aoppayio amd To Nrap

Koapxkivog tov veppodv

Agppatikn kotdotaon mov potdlet e yopioon

Kopxkivog Tov déppoatog

Qypdtra ToV dEPUATOC

AvENON TOV AUOTETAA®V 1) TOV TAAGUOTOKVTTAP®V (§va €100¢ AEVKOKVTTAP®YV) GTO Oliplal
®pduPoc aipatog oe pikpd apoedpa ayyeio (Opoufmtikn pikpooyyeloradeia)
Mn @uG1oA0YIKY AVTIOPOOT) GE UETAYYIGELS ALOTOC

Mepikn| | OMKT aTOAELD, THG OPACNG

Meiopévn oe€ovarikn exbopia

Expon cdAiov and 10 otoua

Madrtia mov mpoeEéyouvy

EvaioOnoio oto emg

I'pryopn avamvon|

[Tovog oto 0pBo

[Tétpeg ot yoAn

Ka\n

Tpavpoticpol

EvOpavota | addvapa voylo

Mn gucioroyikd amobépota Tpwteivig oe {oTiKd dpyava cog
Kopa

Evtepukd €k

IToAhomAn averndpKelo, 0pyavmv

®dvotog

Edv cag yopnyeitar VELCADE og cuvdvacuod pe dAio eappoka yio tn Oepameio Tov Aepe®OUaTOg
oo KOTTOPO TOV LOvODX, 01 OVETIBVUNTEG EVEPYELEG TTOV UTOPEL VO ELPAVIGETE AVAPEPOVTOL
TOPAKATO:

IIoA0 cvyvéc avemBounteg evépyseieg (umopeil va eanpedoovy nepiecdtepa amd 1 ota 10 Gropa)

. IIvevpovia
o Amdrero 6peéng
. Evawebnoio, poddiacpa, popunykiocua 1 aicOnuo Kavcov 6to déppa 1] TOVo ota xépLo 1 6Ta

OO A0y PAGPNG TV vELPOV

Navrtia kot Epetog

Aldppota

"EAxn ot0 6T0U0

Avckototnta

Mvikdg mOVog, TOVOG OTU 00TA

ATOAELD, TPYDV Kol 1] PLGIOAOYIKT LEN TPLYDOV
Konwon, aicOnon advvopiog

TTvpetog

Yoyvéc avemOounteg evépyseies (umopei va ennpedoovy £m¢ kot 1 ota 10 dropa)

. "Epnng Lootpog (evTomopévog COPTEPIAAUPOVOIEVIC TNG TEPLOYNG YOP® OO TO, LATLOL 1)
eEamlmpévog 6 OAO TO MWL)

Aouadéelg and tov 16 Tov EprnTa

Baxmpioakég kot 1o0yeveig Aoméelg

AOUOEELS TOV avomveEVOTIKOD, Bpoyyitida, Pryag te AEyUa, acBéveln mov potalel ue ypimn
AoUDEELS amd POKNTEC

YrepevaioOnoia (aArepyikn avtidpaocn)

Avikavomta va topaydel emapkng VGOLAIVT 1| AVTIOTUOT| GTO PUGIOAOYIKA ETiTEda TNG
WGOLAIVIG
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Koartaxpdnon vypov

AvckoAia 1 TpofAnuote oTov VITVO

AndAelo, cuveidnong

Metofoin TV ETmEdmV GUVEIONONG, GUYYVOT

AicOnon aing

AvEnuévog kapdiakdg puOudc, vyMAn apmploky mieon, epidpmon
Mn gucioroyikn dpacn, Oaumn dpacn

Kopdiakn averdpkela, kapdiakn tpocPorn, tdévog oto othboc, ducpopia oto otboc,
avEnNUéEVoc N LetdpEVOG Kapdlakdg puOpog

Yynif 1 xopmAf apmprokm migon

E0QVIKN TTOON TS Tieonc Tov aipatog o 6pOio BEon mov pmopel va 0dnynoet oe Mmobupio
Adomvola Katd TNV AoKN oM

Biyag

Ao&vykag

Eupoéc ota avtid, Svoeopio ot antid

Awoppayio amd To évtepd cag 1 amd T0 cToudyL

AicOnuo kaveov

I16vog 610 GTOMAYL, LETEDPIOUOG

AvckoAio 6TV KaTATOoo

Aoluwén N pAeyUoV 0TO GTOUAYL KO TO EVTEPQ

IT6vog 610 GTOMAYL

Epebiopog 6to otdpe 1 oTa ¥EIAN, TOVOG GTO AQLLO

MertofoAn T NTatikng Asrtovpyiog

Kvnouédg (payodpa) Tov dEpuatog

EpvBpdmra 610 dépua

E&avOnua

Mvikoi omacpol

Ovporoipmén

IT6vog ota dxpa

Oidnua 6t0 cOUN, GVUTEPIAAUPAVOUEVOD YOP® OO TO LATLO KoL GAAC LEPT) TOL CAOUATOG
Piyog

EpvBpdmra kot mévog ot B6om Eveonc

AtcOnuo yevikng adwobeoiog

Amndrero fapovg

AvEnon Papovg

Oy ovyvég avemOOUNTES evEpyELeg (nmopel vo. exnpeacovy £og kon 1 ota 100 dropa)

Hratitida

Yofapn aArepykn avtidpacn (ava@LANKTIKN avtidpacn) onueia tng onoiog umopei va
ePAaPPAavouy ducKoAid GtV avamvor|, Tovo 6to otnBog 1 opiipo oto otboc, Kaun aichnon
CaAng/AmoBupiag, coPapn payobpa 6to dépua 1 dSoykopéveg Tpoeoyég oto dépua, TpHELLo
TOV TPOCHTOV, TOV YEIMMV, TNG YADCGAS KO/ TOV @ApLYYO., TO 0010 UTOPEL VO TPOKOAEGEL
dVOKOAiD, GTNV KATATOGT), KATAPPEVOT)

Awtopayéc g kivnong, TapdAvcn, 0EGLUODCELS

TAvyyog

ATdAE0, AKONC, KOPMON

AwTopayéc Tov ennpedlovy TOUG TVELLOVES GOC, EUTOOILOVTOC TO AU GOC VO TAPEL APKETO
o&uyovo. Mepikég and autég mepAapBavouy SUGKOAID GTNV OVOTTVOT), AoYAVILGHO, Aodviaco
Y®PIig AoKNOT, OVATVOT| TOV YiveETaL pNyn, OVCKOAN 1| GTALOTA, GLPLYLO

®popfot aipaToc 6ToVG TVELIOVES GOG

Kitptvog xpoHoTIoHOG TV HOTI®V Kot TOV 0€ppatog (tktepog)

0OLid10 o010 PAEPapO (YaAGL10), KOKKIVA Kot TpNoUéva PAEPapa
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Yravieg avemBOunTeg evépysieg (nmopei va ernpedoovy éoc ko 1 ota 1.000 dropa)

o ®pduPoc aipartog oe pikpd apoedpa ayyeio (Opopfotikn pikpooyyeloradeia)

o Yofapn eAeyuovn TV VEOPMV, 1 OO0 UTTOPEL VO TPOKOAEGEL TAPUAVOT Kot SUCKOAIL GTNV
avamvor| (cbvdpopo Guillain-Barré)

Avagopd avemBOunTmv evepyar@v

Edv mopatnpnoete Kamoto avemiBountn evépyeln, EVNUEPDOGTE TOV YLOTPO 1| TOV PAPUAKOTOLO GOG.
AvT0 1oy0et Kot Yo kdBe mhovn avemBounTn evépyela mTov dev avaPEPETAL GTO TAPOV PVAAO 00N YLDV
yphonc. Mropeite emiong va avapépete avembounteg evépyeleg anevbeiag, Léocw Tov 0vikon
GULOTILOTOG OVAPOPAS TTOV ovaypapeTor oto [apdptnua V. Méocwo g avapopds avemountov
gvepyelmv pnopeite va fondnoete 0T GLUAAOYT TEPIGCOTEP®V TANPOPOPIDYV CYETIKA LE TNV ACPAAELL
TOV TOPOVTOG POPUAKOV.

5. Iog va guiaoccete To VELCADE
To @appoko ovtd TPETEL Vo PLAACCETAL GE PEPT] TOV OgV TO PAETOVV KoL OV TO POAVOLY T TOdLA.

Na un ypnoiLonoteite ovtd T0 APIOKO UETE TV UEPOUNVio, ANENG TOV aVOPEPETAL GTO PLOAISIO KOt
010 Kovuti petd ) AéEn AHEH.

Mn gpvAdooete og Oegppokpacio peyoarvtepn tov 30°C. PvAGcceTe TO PLOAIDI0 6T0 e£MTEPIKO KOLTI
Y10l VO TPOCTOTEVETOL OO TO PG,

To didvpa PeETd TNV avooHLOTAC TPETEL VAL ¥pNoIomombel apécmg HeTd Ty Topackevn tov. Edv to
SLIAvUO LETA TNV aVOoDOTACT O XPNOLULOTO0el ouESMG, 01 ¥POVOL SLTHPNGNG UEYXPL TN ¥PNOT KoL
o1 cuvOnKeg TPV amd T YPNoN amoterovV vevBuvotnTa ToL ¥proth. Ilap’ GAa avtd, To Sidivpa
HETA TNV avachoTao gival otabepod yio 8 dpeg otoug 25°C dTav GUAGCGETAL GTO APYLKO PLOAId0
K/ 6T GVPLYYQ, UE GUVOAKO ¥POVO SLOTPTONE Y10 TO OVOCLGTAUEVO PAPLOKO TTOV 08V LITepPaivel
TIC 8 DPES TPV Ao TN YOPNYNOT] TOV.

To VELCADE npoopileton yia epdmal ypnion novo. Kabe aypnoipomointo oprokentikd mpoiov 1
VIOAEIUUO TPETEL VO, OTOPPITTETOL COUPDVO UE TIG KOTA TOTOVG 10YVOVGEC GYETIKESG O1aTAEELC.

6. Iepreydpeve TS 6VOKELAGTIOG KO AOTEG TANPOPOPiEg

T tepréyer to VELCADE

- H dpactikn ovoia givar 1 Boptelopipnn. Kdbe prarioro nepiéyet 3,5 mg Poprelopipang (g
Bopovikod eaTépa LOVVITOANG).

- Ta dAAa cvotatikd givon povvitodn (E421) ko dlmro.

EvdopAéPio avaciotaon:
Metd and v avacHotact, to 1 ml Tov dteAvpatog yuo evoopAEPia Eveon mtepiéyetl 1 mg

BopteCopipmng.

Ymodopla avachoToon:
Metd and v avachotaot, to 1 ml Tov SteAdpaToc Yo vTodopLa Eveon mepEyetl 2,5 mg

Boptelopipmng.

Epg@davion tov VELCADE kol epiey0peva TG 6VGKEVAGTOG
To VELCADE k6vig yio eVEGTO dtdAvpa ivar AEVKN TPOC VITOAEVKT] GUUTAYNG 0VGio (KEIK) 1] oKOVT.

Kabe yaptivo xovti too VELCADE 3,5 mg k6vig Yo evEso S1dAvpa TEPIEYXEL EVA YLAAMVO PLOAIdI0
tov 10 ml pe kamdxt prie povayldi, oe pua d1deavn cuokevacio kuyéing (blister).
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Kdroyog Aderog Kvkhogopiag:
JANSSEN-CILAG INTERNATIONAL NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

Iopoaockevaotig:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Béhyo

IMa omo1adnmote TANPOPOPIo. GYETIK LLE TO TOPOV PUPLOKEVTIKO TPOIOV, TUPUKAAEIGTE VO

amevbuvbeite otov Tomikd avtimpdécsmmo tov Katdyov tng Adetag Kvkiopopiag.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»oKOHCBH & JxoHchH bparapus” EOO/]]
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALada

Janssen-Cilag ®oppokevtik) Movorpocmnn
A.EB.E.

TnA: +30 210 80 90 000

Espaia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"

Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00
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France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA
Tel:800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvzpog

Bapvapoc Xotinmavaynig Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tth: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

To wapdév ULAA0 00N VIOV Yp1ioNS avaOepONKE 1o TELEVTAIO POPE GTIS

Agmtopepn TANPOPOPLAKA GTOLYXEIN Y10 TO TPOIOV AVTO Elvar S10BEGIUA GTOV JIKTLOKO TOTO TOL

Evponaikod Opyavicpod @appdkov: https://www.ema.europa.eu.
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Ot TAnpogopieg mov axorovBolv amevfivovtal Lovo oe emayyerpatieg vyeiag:

1. ANAXYXTAXH I'TA ENAO®AEBIA ENEXH

Inueiwon: To VELCADE egivat évag kuttapoTo&ikog Tapdyovtos. Zuvenms, omatteiton idoitepn
TPOGOYN KOTE TO YEPIGUO KOl TNV TPOETOLLAGIO TOV QAPUAKOV. XVVIGTATOL 1) XPTION YOVILDV KOl
TPOCTOTEVTIKOD POVYLIGLOD TPOKEEVOL VoL amopeVyDel 1| emapn [e TO dEpUQL.

H AXHIITH TEXNIKH ITPEITEI NA AKOAOY®EITAI AYXTHPQY KA®’ OAH TH AIAPKEIA
THX ITPOETOIMAZIAX TOY VELCADE KABGQY TO ®PAPMAKO AEN ITEPIEXEI
YYNTHPHTIKA.

1.1 IIpogrowpacia Tov eroidiov Tov 3,5 mg: tpocBéote mpooekTikd 3,5 ml o1eipov, evésLov
St patog yAwplovyov vatpiov 9 mg/ml (0,9%) 610 Prodidio mov TePEyeL T KOV
VELCADE pe ) ypnon ovyryyog KatdAAniov pey€ébovg, xwpig v apoaipecsn Tov TOUATOG
€10 MPNONG ToL PLoAdiov. H d1dAvon g Avo@iiomomuévng KOVEmS OLOKANPOVETUL GE
AlyotEpO Ao 2 AEmTd.

H ovykévrpmon tov tehkol dtaivpotoc Oa eivar 1 mg/ml. To didAvpae mpénet va eivor Stanyég
Kot dypopo, pe telkd pH 4 €wg 7. Agv ivor avaykaio va gEléyEete 1o pH toL dtoAvpatoc.

1.2 Ipw tn yopnynon, eréyéte ontikd to dtddlvpa yio Vopén cOUTIOOY Kol amoypouationd. Av
mapotnpndet YOV amoYP®UATIGHOG 7 VTTapEn cOUTIOIOY, TO dStdAvpa TPETEL va amopplebE.
Befaiwbeite 011 1 cwot) 060M YopryeiTal yio TV EvOoQArERLE 006 yoprynong (1 mg/ml).

1.3 To avacvotadév dtdAvpa dev TEPIEXEL CLVTNPNTIKA Kot TPETEL Vo Y pNnoomondel apécmg puetd
v mapackevn. ‘Exel anoderybei, map’dha avtd, ¥nukn Kot QUGIKY 6tabepdtnta KaTd T
xpNom Yo 8 dpeg aTovg 25°C, S10TnpodUEVO 0TO apyKO PloAidlo ka1 otn cvptyya. O
GUVOMKOG YPOVOG SLUTHPNGNC Y10 TO OVAGVOTUOEY QUPLOKEVTIKO TPOIOV OV TPETEL VL
vrepPaivel Tig 8 dpeg mpv omd T Op1YNoN TOV. AV TO SAAVO UETE TNV BVAGVGTOGCT OV
ypMoLoron el apuécms, ot xpOVOL SUTHPNONG KATA TN PNOT Kol 01 GLVONKEG TPV Omd T
¥PNON AToTELOVV LITEVOVVOTNTA TOV YPNOTY).

Agyv givon amapoitntn 1 TPOGTAGIO 0O TO MG Y10 TO AVOTLGTAOEY PUPUAKEVTIKO TPOTOV.

2. XOPHI'HXH

o Metd ) dteAvTomoinst, ovapPOPOTE TNV KATAAANAT TOGOHTNTA TOV AVOGLOTAUEVOD
SLAVUOTOG GOUP®VOL UE TNV VITOAOYIGUEVT d0oT, ue Bdon v [eproyn Empdveiag Zopotog
Tov acbevoic.

o EmBefoidote T 060M Kl T GCLYKEVTP®GN 0T cVOptyyo Ttpty arnd T ypnon (erEyEte 0TI
oLPLYYO PEPEL TNV EMCIUAVOT] Y10 EVOOPAEPLA YOpnIYNON).

o Xopnynote to dtddvpa pe evoopAEPia bolus éveon 3-5 devteporinTV UEG® EVOG TEPLPEPLKOD
N KevIpKoL evoopAEPiov kabethpa o pio eAEPa.

o Iepiote Y10 ékmAvon Tov TEPLPEPIKO 1] EVOOPAEPLO KaBeTpa pe oTEIpO dtdAvpa YAmplLovyov
vatpiov 9 mg/ml (0,9%).

To VELCADE 3,5 mg koévig ywo. evéorpo dtaiopa IPOOPIZETAI I'TA YIIOAOPIA'H
ENAO®AEBIA XPHXH. Mn yopnysite péocow arrov 00@v. H gvdooppayraio yoprynon £xet
oonynoel o€ Odvaro.
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3. AIIOPPIYH

Kabe groridio mpoopiletar yio pio epdma ypnon LOVo Kot TO VITOAELLUN TOL SIOAVUATOG TTPETEL VO,
omoppintetal.

Kabe aypnoiponointo popuokevtikd Tpoidyv 1 VIOAELUN TPETEL VO OTOPPITTETOL COUPOVOL LIE TIG
KOTO TOTOVG 1GYVOVCESG GYETIKES SL0TAEELG.

116



Ot TAnpogopieg mov axorovBolv amevfivovtal Lovo oe emayyerpatieg vyeiag:

Moévo 10 @raAido tov 3,5 ml pmopel va yopnyndei voddpia, OTOC TEPIYPAPETOL GT GLVEXELN

1. ANAXYXTAXZH I'TA YIIOAOPIA ENEXH

Inueioon: To VELCADE etvan évag kottapoto&ikog Tapdyovtos. Zuvenms, amatteitot 1daitepn
TPOGOYN KOTA TO YEPIGUO KOl TNV TPOETOULACIO TOV QOPUAKOV. XVVIGTATOL 1] XPTOT YOVILDV KO
TPOGTOTEVTIKOD POVYLIGLOD TPOKELEVOL Vo 0toPeLYDel 1| emap (e TO dEpUQ.

H AXHIITH TEXNIKH ITPEITEI NA AKOAOY®EITAI AY2THPQY KA®’ OAH TH AIAPKEIA
THX ITPOETOIMAZIAX TOY VELCADE KABGQY TO ®PAPMAKO AEN ITEPIEXEI
YYNTHPHTIKA.

1.1 IIpogrowpacio Tov graidiov Tov 3,5 mg: npocBiote mpoosektikd 1,4 ml oteipov, evécion
St patog yAwplovyov vatpiov 9 mg/ml (0,9%) 610 ProAidlo OV TEPIEYEL TN OKOV
VELCADE pe ) ypiong ovpryyog KatdAAniov pey€bovug, xwpig v apoipecn Tov TOUATOG
€10y ®pNoNg Tov ProAdiov. H didAvon g Avopiiomompévng KOVemg OAOKANPOVETOL GE
AlyOTEPO A0 2 AETTTAL.

H ovykévrtpmon tov tedukol dradvpatoc Oa etvan 2,5 mg/ml. To didAvpa Tpémetl va etvar
dtoyég ko dypmpo, e tedkd pH 4 éoc 7. Agv givar avaykaio va eréyEete o pH tov
SoAduaToG.

1.2 IIpw ) yopnynon, eréy&te omtucd to didhvpa yio Hapén COUATIOIMV KOl ATOYPOUOTIOHO. AV
mapotnpndet YOV amoyPOUOTIGHOG 1) VTTopEN cOUATIOIMVY, TO StGAVUN TPETEL Vo atopplepOE.
Befaiwbeite 611 1 cooth 666N YopnyEiTol Yio TV vITedopLa 050 yopnynong (2,5 mg/ml).

1.3 To avacvotadév dtdAvpa dev TEPIEXEL CLVTNPNTIKA Kot TPETEL va ypnoomondel apéomg puetd
v mapockevn. ‘Exel anoderybei, map’dha avtd, y¥nukn Kot QUGIKY 6tafepdtnta KaTd T
yxpNon Yo 8 dpeg aTovg 25°C, S10TnpodUEVO 0TO apyIKO PlaAidlo Koy otn cvptyya. O
GLVOAMKOG YPOVOG SLUTPNCTG Y10 TO OVAGVGTUOEY QUPUOKEVTIKO TPOTIOV OV TPEMEL VAL
vrepPaivel Tig 8 dpeg mpv omd T Yop1YNoN Tov. AV T0 SIAVUO LETE TV AVAGDGTOGCT) OEV
ypMoLoron el apécms, ot xpOVOL SUTHPNONG KOTA TN (PNOT KOl 01 GLVONKEG TPV Omd T
¥PNON ATOTELOVY LITEVOVVOTNTA TOV YPNOTY).

Agyv gival amapaitn 1 TPOcTUGio ad TO MG Y10l TO AVOCLOTAOEY EUPUAKEVTIKO TPOTOV.

2. XOPHI'HXH

o Metd ) d10AVTOTOINGT), OVAPPOPNOTE TNV KATAAANAT TOGOTNTA TOV AVOGVGTAUEVOD
SLAVLOTOG GCOUP®V LE TNV VIOAOYIGUEVT] dOoT, pe Bdon v [eproyn Empdveiag Zopotog
Tov acbevoic.

o EmBefoidote T 060M Kl T GLYKEVTP®GN 0T cUptyyo Ttpy arnd T ypnon (eAEyEte 0TI
oLPLYYO PEPEL TNV EMICHULOVOT] Y10 VTTOSOPLA YOPTYNON).

o Xopnynote to ddAv o vToddpLa, VIO Yovia 45-90°,

o To avacvotadév dtdAvpa yopnyeitor vToddpla LESH TV UNP@V (aptotepod N 0e&lov) N ¢
KOWdg (oplotepd 1 de&rd).

o Ta onpeia g €veong TpEmel va EVOALAGCOVTAL Y10 TIC SL0O0YIKEG EVECELS.

. Edv copPodv tonucég avtidpdoeic 6To onpeio g £veong LETA TNV LTOSOPLA YOPT YO TOV

VELCADE, eite pmopet va yopnyn0ei vrodopia évo Arydtepo nokvo dtdivpa VELCADE
(1 mg/ml avti ywo 2,5 mg/ml), gite cuotnvetal ahlayn o€ evOoPAEPLa Evea).
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To VELCADE 3,5 mg kévig 110 evéeipo dtaiopa IPOOPIZETAI I'TA YIIOAOPIA'H
ENAO®AEBIA XPHXH. Mn yopnysite péom drimv 0d®v. H gvdooppayaia yopiynon et
oonynoel o€ Odvaro.

3. AIIOPPIYH

Ka6e proridio mpoopiletar yio epdmal yprion LOVO Kol TO VITOAELLO TOV SIOAVUOTOG TPETEL VO,
onoppinteTal.

Kabe aypnoiponointo eapuakevtikd Tpoidv 1| VIOAEUU TPETEL VO, OTOPPITTETUL COUPDVA UE TIG
KATA TOTOLE 1GYVOVGEC GYETIKEC SLOTAEELG.
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