1ana1sAALgN 1K LLNNERLTILINH Ing

wataa®

1. dawdadaa

wiatua® (uasitaufiu (INN: bortezomib)) &1unsuiia
wiatue 3.5 dadnsu weendnsuasarag niuia

wiataa 1.0 dadnsu wendrnduazaradrnsuiia

2. audsznawmdenaranuazideiliunal

watae (uasiladfiu) dusudailusisdiunzisedeatluglendanisvaanidansi (IV) wiada
12N TR (SC) usazuiaenuualdadvidendssnausie

e uasiitlaifiu 1.0 da&nsu lusdwean lyophilized dodnaannidauazasiiaanans Leun
wuuiinaa 10 dadn3u, USP/EP (R usulvinmvviaantdansivinidu) wia

e uasTilarfiu 3.5 fiadn¥u ugiwsen lyophilized dedsaannidauaransbiaangnalaun wuu
finaa 35 dadnsu, USP/EP (fwnsulvimanaaatdansdinialuitanlsfiivieg)
3. sUuuwmadusaia

wiatua (asvtady) S usuda ivinalunaacifeddoussaen 1 e ulsuasainay 5

fiaddns dsenausia vasnleaidu 1 dadnfu n3auleay 10 1addnsdssnausne

uasilafiy 3.5 fadnsu tusdneenudasuneninziiludaundeduiviaduiviiu

o maumnaldasadeisiendidey 1.0 dadnsu

o Mmaumaldafofmidienadde 3.5 Gadniu
L = a o

4, Aaijasandasiatdfanivnailin

4.1 2auslAdlun9snun

wala (Vasilaediu) dmsudadiatelddmiusnundiheddulsatadifia Sadlaun (multiple
myeloma)

walza (Vasitadiy) smsudaddatolddususnmndibheiiy Tsanzsesaminudacufiauuu
ataa (mantle cell lymphoma)

4.2 avialdaiwazisnisudnnsan
wataeaalulaaiadesaluld

o Hauimaaadansl (Manuduiu 1 dadnsusaiaddns) Taansdaeuuusiawia (bolus)
aalual 3 89 5 Ui wia

e JatnTafINY (MANuLdudy 2.5 dadnsusailadans)
wiagannnislieusasisasin U Nt U 9N ANTHANLNTILANGIIAY T9arTladAInTeTRsLds
asasAwaidsunansuageninaziu

Tunmistiataausazrasy asliszaziatvinduativias 72 22T

waralddainnivuaaatiancinsadaanl6am@dviieingu n1sdainnisladundeiin
Tdadinle
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mawmsm'\‘mmssnmmﬂLnammmmmuNﬂaﬂw,ﬂuismamwa fadlau (multiple
myeloma) dolpunanauaIfanIsiEIMELIalLALNADY (afua19 wagwza 5.1)

nstaiflugnaviuéan

yadwia Wudlaun Atinnduiluaii (Relapsed Multiple Myeloma uaz 1sauzisenau
dnudavriieuuuiiaiga dianduiuedn (Relapsed Mantle Cell Lymphoma)

AUIA LTI UL

wummﬁuu;ﬁwaommm Aa 1.3 ﬁaﬁn%miamswl,umﬁiaﬂ%a WiFlaviay 2 a59 luian 2
flavi (Jun 1, 4, 8 uaz 11) ewueraszazwnen 10 Ju (Jun 12-21) frusuaisuenanisinen
1A 8 saunisine analviwatuaauAinuauassIu (standard schedule) wiasg iy Aah
via TedTaud ufianauiiuan (relapsed multlple myeloma) °lmnammmm|ummmamao
(malntenance schedule) Aa Tviddenviaz 1 a%e (lunan 4 flenv (mm 1, 8, 15 uag 22) onu
faaszazinen 13 Ju ('J‘LWI 23-35) AMslinaluausaza$ ms‘lunmsmmoL'Jmamouaﬂ 72
fhiusnaulvaesialyl

AsUsuaueguasa1sBusulia lniidnass

mwnmmu,mm‘lumssnmLuaLsuanmmLﬂuwmm"l,u’f,’umaswuuiaummuusasymn 3 3a
mwmﬂuwwmasunuiwmumu 4 dolimaunnzainisAadadmeszuulszannauinaisuaie
i (ahta Adauiidruardanssy wwmu"lums’tﬁm) dlaansanauiuirmaain
] mmsmu‘lviummmiuuanﬂsommlummmamm 25% (31n1.3 dadnfusan1sndtuasea
aSoanadiily 1.0 uaansmamswmmmamo warann 1.0 fadnfusamssuasaanisanadiiy
0.7 uaaﬂsmamswmmmamc)

mswﬁia"lﬂﬁuamn*nsﬂ%nLﬂﬁ'ﬂuwummﬁLLusﬂﬂumﬁnmv{ﬂaﬂﬁﬁmmsﬂmmmznnﬂssmm

niAaanuiatua (Velcade-related neuropathic pain) uag/wia a1zlssamiuaiusdngiu

darefdaadnd (peripheral sensory neuropathy) M & w Wusd dAuna1slqd

wIalaa (a1s191 1) :J‘nﬂmumsmmmmmenmmusuusomaoswuuﬂs“mmamna (severe

autonomic neuropathy) fonalvingan1sinEwuuiiATIvian1s mhmnumu Readndiuav

szuulstaviusuusiatnauua) amsldwiauandeannfinissdudoninudes wazilsylawiv
aglasuatnaddiuuadviniiu

a5 11 msdsunldsuavnasiiuusitdiaiinainisihaannszuuilstamiiiinann
wiataa (VELCADE-related neuropathic pain) uaz/u#3a alazudscainsu
AaNnusAndrudarauialszavuainasininé (Peripheral Sensory or Motor
Neuropathy)

Ausuusvaasn1zdszandruldana | amsdsuauiaaiuazrn1siadeun
Halné

a1n1sLazaINIsLanY?

seeu 1 ("Lmumms Unsennaudguavuad | Lisasdiuauraen
tdutdududnunialy (loss of deep tendon
reflexes) wiafiann1sun) TaadsiAlannaIU
1hansaga&anisvinou

as '

s¥eu 1 ﬁﬁmmsﬂm wiasyau 2 (fiansihu | aswiatuaiilu 1.0 fadnsusan1saues
AR, vinAanssunlduasldludinidsydniu
(instrumental ADL) le<d1datanwicalnsal ,
winifu)b waauaisenisinmismiawiataaiiy 1.3
fiadnsusansuns dlariazase

“aa
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AuSuUusvaavnIrdszaIndIuldany
Halné

a1n1stazaINIsUERNY?

asdsuaviaanuaznaislafen

sedu 2 Afla1nnsiae wiasedu 3 (fanns
Juusy; vinAanssuludindszdriu (self care
ADL) ladnAataniznisquaniadtviniuc)

wansldwiataeaunitanuiuiwaznialy
Wiaanududwniawasusulwiataa 1
anmseluauinei aaadtdu 0.7 iadnsusa

ANITILUAT c«?ﬂmﬁam%\a

7261 4 (finannausadia ; f&LsdGeAu | ngansldinalus
rsfaamsn‘rs%nrnaai‘mm’amu)

2 asunsgauatsagann NCI Common Toxicity Criteria CTCAE v 4.0

b AanssuludiaiseariuiAeidunisldgiasal (instrumental ADL) agvunafionisia3anaivins asdauasiviaidani a1ty

Insdwy mMstundududu dusu

< AanssuluiiaysarfuAeisunisquanuas (self care ADL) azwinafonisaiuin nslduazaisnaaidan mssullssmuatmnseas
AuLaY Astdrain Nssudsemuen wasnslithadaiies

A13UIUISEN

wataaazgnlinisvaaatdandinialin1eladfinge alvnionaantdandraslu

waalaansdatinlunaaatdaasinuusatde) (bolus) analuial 3-5 Ui Wiunvviagiu
naaatdaasdiudaraniagiunaiy (peripheral or central intravenous catheter) anusaans
laenTuviagruviaantdaalaan1slaisasarag 1niuia 0.9% tauifan aaa'lse (sodium
chloride)

dgrusunistvinmelafiniivazdagisararanvinnseanuaINusaaun (Audraniadiuul)
wIaviay (fuadnaundasduul) mstdasuuinaniaalunisiaenivdaly

mnAalfAsen o usnaidae ndvandawiatuairlafivige araldasazarawiatuand

ANNLANAUTasAY (AN NZdY 1 dadnfusdaladdns ununanuldudy 2.5 iadnsusa
fiadans) Aalafinily Wiatdasulddainviaaatdaadiunu

Astadfluansrnvaraauuiunissnuen

15 sTadia sfadTann (multiple myeloma) M'lildiaasun1ssneunnau uaslsi
fdunsansunisdananaadasasunitiia (Stem Cell Transplantation) 16

auregnnuzinlunislasudy waniuwau (melphalan) way twse ity (prednisone)

wiataa (uasiiudu) drusudaazlasiudua wanwau (melphalan) dfiasudsgniunazain
safilafu (prednisone) ufindudszmuiaali 9 saunlssnen sauas 6 flanu Fouanalum1s1on
2 ‘imu'saumssnmm 1-4 Tdwalue &levay 2 m‘o (5ufi 1, 4, 8, 11, 22, 25, 29 uag 32) lu
saun1sinEnT 5-9 Tdwatuadlanviay 1 ads ()um 1, 8, 22 uag 29)
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M50 2 auiasniuuzindvusuwiataalunisladsiudu waniuau (melphalan)
uaz iwsaiilefu (prednisone) lusiiheiadida sfudiann (Multiple Myeloma)
Aiea1lasun1ssnin unnaunazidelsiaiuisarsunislanaraaiascy
Aiia (Stem Cell Transplantation) 6"

wataadlavias 2 ash (saun1ssnunii 1-4)
flavii 1 2 3 4 5 6
Ju | - | - | Tudt | Sudt | Jud | seme | Tw | u | Su | u | sses
Ve(1.3 |nl 4 8 11 wn 1 1 no|n wn
mg/m?) (Rest | 5, 25 | 29 | 32 (Rest
Period) Period)
m Jud | Yud |ud |Sud | - | - |seeeWnl| - | - | - | — |szeedin
(9 mg/m?) (Rest (Rest
D 1 2 3 4 Period) Period)
(60 mg/m?)
wataadlatviaz 1 ase (saun1ssnnii 5-9)
flanvii 1 2 3 4 5 6
Yud | - |- |- | Judi seay | Yui Fuii se8Y
Wwn wn
r\1/1c /(;123) 1 8 (Rest 22 29 (Rest
9 Perio Period)
d)
m Fudd | Yud | ud | Sudd | -- seEy | -- -- s3HY
(9 mg/m?) wn Wn
D 1 2 3 4 (Rest (Rest
(60 mg/m Perio Period)
2) d)

Ve = watua; m = wavhuau (melphalan), p = wwsadilaiu (prednisone)

wuIN1vlunisudnisaviauIdinsunistaisudu waniuau (Melphalan) was twsai

211 (Prednisone)

asUFuauIaaInara1sisua1sin 1 ndifialdwiataasiudy wanwau (melphalan) wag
twsaiileiu (prednisone)

AauBuTauA1T TN

e U tndaldan A5 > 70 x 10° sadasuardtuiuirinsiladuysal (absolute neutrophil
count, ANC) a25 = 1.0 x 10° sia&ns

' '
a ol a

o anmsiluiwilildsaszuulaia asudlaladglusedu 1 wiaiiegruisusiu (baseline)
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M15197 3. Asusuauaanlusaunissnundall

At Tlune

AsUsuaula s.rm%mﬁ aunaINIsTAIAAN

A1 duiwnaseuulaiinssyuiIrvsay
A1551

e wnfi Azdiadanuniiinsilacn .
Y6 U 4 L‘ﬂuLamlmu 13a LndaLdanen
"3a mﬁmﬁamsiﬁ"mf‘\:uﬁtﬁamaan‘lu
saunTInEIAa UK

AmsnAsananuuIae wawwau (melphalan)
a9 25% Tusaunissnudaly

o WATMUNAALEAA < 30 x 10° siadng
13a ANC < 0.75 x 10° siadas Tuiun
TeFuwatue (uanwilaanniun 1)

asugaldwalua

. mnm"amqm“tmnamvwmﬂﬂ%zo‘tu1
sauN1ssAE( > 3 A%9 sendnansladn
flanviay 2 a% wia = 2 a%e Tuasly
gndUanviag 1 a3)

AUNAUDILIALUAAITAAAINTITEAY (1 dose
level) (10 1.3 IadnTuAaAI51IILUAT LUAA
1Aa9 1dadniusan1s19tuns aa ann 1
fiadnFuaam1519LNAT LRaLNay 0.7 Jadnsu

ARANTIILUAT)
A0 iuisii i tenaszuuTain = N3l WIALUAAITUELAAUNTLITIANINNTURIAINU
5Ly 3 tlufiranaefoseay 1 wsamIgIUL3UGY

(baseline) navaintfuaraduliinaialvniiag
Tdruraanasniieseau (1 dose level) (3nn 1.3
fiadniusan1s1LuaT LUAaLNey 1 daldnsusa
ATIVLUAT BTN 1 dadnfusan1sIItuesg
latiay 0.7 Jadnfuaan1svtung) 81usu
2111503 1nssuudIEAIN Uag/usa A1
ﬂsza'mahuﬂmuﬁmﬂnﬁﬁé’uﬁuﬁﬁ’umﬂﬁuq
ALUA AITUREALT UWAL/UTD USUUAUNAEIATUT
wuginlumsiei 1

dayatiuLdnuas wanuay (melphalan) way twsaditau (prednisone) &1unsagledanntanans
AALEN2IENUDIRHAG

15a sTadiia sudlann (multiple myeloma) Mul65un1ssneunnay wazdunsawisu
nsuUanaraaaacuniiia (Stem Cell) 16

AUIALNTILL UL

uaBdusuivusitzaswaeatunstdiiluasnduenduiladlunissnedadiia Todlaun
(multiple myeloma) da 1.3 fiadnsusamsoues ddavias 2 ase Tuiui 1, 4, 8 uay 11 anu
areszaywnen 10-18 iuﬁmﬂuuﬁosaumsfnmw A15T1A1s5AI 3 §9 6 saunIsFAIIALLTY
ahvnatatvdan 72 M enauliiiatuanasvealyl

nmsUsuzmawaad vy aansaisunislanaa laluldamuuumenisdiuauiaeni
Amualunistadifluenifen (m1s199 1) 296

fvsuauavasenduilahufuwataadnsag laananasaiiAuE2adNHER
siadia sadilaun (multiple myeloma) siianauiluain
auaenAwuzindialafsiudu Pegylated Liposomal-daniafyfifiu (doxorubicin)

fmsunuamuarnsliurunamraswae gita nstdiflumaunuden
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i Pegylated Liposomal dantafgfidu (doxorubicin) Tuauia 30 siadnsusan1snaunsinanis
davvvaaatdansiadiernglual 1 4Tue Wwiuit 4 uasnisla wataaLuugns 3 dle
NAIANNTALIRNLUAURD

dayaifintfinuag Pegylated Liposomal danTaigiifiu (doxorubicin) aunsaqlaainiandisindu
ENUDIRHAR

auegninuzindialadsiugy w1y (Dexamethasone)

fnsuruasuarnisdiuaunasuadwialue gyiita nstdiflusnuunuden

W wanainuvn e (Dexamethasone) Taan1sfulssyuluauia 20 fadnsulutuilasuaiw
ALuALaIUNAIINNTY

dayauiutdinzad inawm ey (Dexamethasone) aansan'ldannanssAiAuenuadEnEn

n1ssnr2ihadIndu dasuia Tadlana (multiple myeloma)

Nﬂwmﬁﬂmauauaamamsinmmmnamm (“me‘lmﬂuﬂwu'mmmma‘hjsmnnmau) u,auwm
Aalsaain m'stsumi'snmanﬂso"lumummammﬂﬂ‘lﬁmmmmmuiﬂ Quunelaanniida g
i fluenidien

TsauziSeaamindavaiiaunuiiiataia (Mantle Cell Lymphoma) #'lsi'l6i$un15$n1un
nau

auaenAwugindialafsiudu syduny (rituximab), 1ataanWaanilus (cyclophosphamide), 6
anlagiidu (doxorubicin) way twsafileiu (prednisone)

fuFuzuIALN2aILIRLUA AWITD Aaslatflugnaunulden wusinluialua 6 saunissne
mwsumhuvmmsmauauaoﬂiou,snmamssnm‘tusaums‘snwm 6 alaaiugn 2 sau
A155n1N

Witsalddluiui 1 zasusazsaunisinrrzaswatuauiu 3 §lalaaaislvinisviaaaidan
a1 laun nduuy (rituximab) 375 fiadnfusan1s19tuns lalaaWadgW 1 lue
(cyclophosphamide) 750 fiadnsusanisviuas danlagidu (doxorubicin) 50 fiadnsusanisg
was &u twsadleu (prednisone) Tlaanisfulssyiuluauia 100 Hadniusanisviuaslu
Jun 1,2,3,4 uag 5 uaguaazsauniIsanen

msdfunuiagnsyninenmsinerihafiilulseusisesauinmdasufiauuuiviaaa (Mantle Cell
Lymphoma) #'lsitaa'lasunissneunnay

AauTuusnaassaunsine v (saunsinunauilildsaunissnmi 1)

o FuULnAAaLEan AT = 100 x 10° sadasuardrurufirinsiaduysal (absolute neutrophil
count, ANC) a25 > 1.5 x 10° sia&ns

e HTuTnafiums > 8 nfusaladdns ( = 4.96 IadTuacadnsg)
o anmailufinilildsaszuuiaia asudlaliadlusedy 1 w3ai Argruisusiy (baseline)

GAIUELANTITFABILLIRLUA dlasuwAaauiluiuilildsassuuTaiasedu 3 wiamnuiluiy
maswnuiaumswmu 3 do'lisiuanzanufindndniodszann (ada 4.4) Smsunistiuauam
G]GI'I‘S'N‘I/I 4 GUa19
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a151911 4: AsdsuauiasnszuIensshihaiiflulsauvisesaminvidasufiauuuia
= | vas as
v2ia (Mantle Cell Lymphoma) n'luaalasun1ssnen

AUt v

a1sdsuaviaannianzaanIssnuN

AaIniuiiwaaseuy Iaia

o wnndfinmziadanuniinsflasisudud
9 > szeu 3 du'li wiaiazdinldan
2 Insilasin syau 4 wundi 7 Junsa

MITUELANTINEIGIEWIRLAUIU LAY 2
flaviauningfihaazsi ANC > 0.75 x 10° i
desuardnundatdan> 25 x 10° ¢adnsg

Undatdan < 10 x 10° 6iadas . . - y
e NAnAIAULATALIALLATIATIILET

AN iluRedelivng auisyyrnesy
davngalduiatua

o winanuiluinwne Sudagihai ANC >
0.75 x 10° sladasuazinuiuinantdan>
25 x 10 6ia&nT AITRAAUIAAAY LD
auaay 1 seau (nn 1.3 dadniuea
ATVLNASLURE 1 JadnFuaanITIILUAT
wIan 1 JadnsusanIsItunsLiaa
0.7 iadnfuaan1519LNAT)

e WNNAMULNAALARA< 25 x 10° fadns asugaldinatuaiing
13a ANC < 0.75 x 10° sia&nsluiun

aFuwatan (Miasuduilailaiud 1)

o

A duis it lildaasuyTaia > sedu 3 ms‘hﬁnammmsuqmaunszﬂ"amvmswaamm
dluiwanaefeszdy 2 wiadninidu wdean
Tua1U TA IR UANVUIARARIUTITEAL
(370 1.3 dadnsusAansIuas da 1
fiadnFusiansvuns wiaann 1 dadnfuea

M LUATLKAE 0.7 Ia&nFusanIT19LNAT)

sfmsuainstheanndssann uay/vsa ane
UszannsiudaraAadnanduiusiunisladun
ALUA AITUEALNULAY/WIaUFUAUIAELNAIUN
syuluansien 1

duFururauad syduny (rituximab) 1aTaaWaawWA'lue (cyclophosphamide) AanTaigiidu
(doxorubicin) #3a twsafileu (prednisone) ausaglaanntan&1sANALENUDINHNAOUDILNLLE
azuiia

iszainnsnannLeis

Wihafinzaisvituuadlauansag

AzANTvingIuradlaunwsad Lifinasatnduraudiansuaswiatan aotiu luiniudasilsy
auraenlukihanguiiiaiizaisvinoiuaadlauawsadil usnisanv'le (dialysis) anaaamiu

v
@ o =2

intduaaswIatue deluIeaisliienundvainvinnisaiele (dialysis) (@izia aauaui@nivinda
AAUANTNT)

Nihaffinza1svituaasduLANsag

Hihaffianzaisvineurasduunnsaadndaslaiiniusdasdfununaasusy uazaislaiunns

FarenuauIauaIIALUANLULUY  &1uTuKhaniinizn1srvin I utaIAuLANIaITEAULNUNRY
o o 1% ' PRI v a

UIATULTY AANFINN 5 fua (Lazgiinta aatauidnvtndAauda1dng)
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a15191 5: AsUsuauiaaBusuiuusitdusunataalugilh aidninzaisviniuaas

SUUNAWSAY
seauiiagiu szduaulani | msUsuaunaendusudinisu iWad
SGOT (AST) iR sfudiaun (multiple
myeloma) uar 1sauLisenau
vhimdavafiaunuiiataa (Mantle
Cell Lymphoma) aiianauiluain
(1.3 dadansusanisvuas ddeu
ar 2 asv)
syeuld@nian | < 1.0 wihaav > STAUFIHAUDY TsaslSununnen
FEAUFIFAUDIAT a1iné (ULN)
né (ULN)
> 1.0 89 1.5 i Alafau lisiavdFuaunaen
UDITLHUFIFOUDY
adné (ULN)
seaulu > 1.5 &y 3 wih Alafau [AAUIALIRLUARILKRA 0.7 dadndu
AR AITLAUFIRAUDY 6an15ves Tusaunsinenusn
adné (ULN) AasanAnauaeiu 1.0 4adnsu
AAAITIVLUAT UIDRAAUIALNAILUAD
FEAUTULLTY > 3 1iNuaITTeU A lafau 0.5 fiad@nfusiansauns Tusaunns
gogauavainé $nunda'll Teaduatfuanunusaen
(ULN) uavKihe

UQ
e
D

SGOT saunann serum glutamic oxaloacetic transaminase

AST tiaunan aspartate aminotransferase

ULN tiauann upper limit of the normal range
4.3 aavhulad
vuldwataalukiheiuwe savasitadiy Tusay wiauuufinaa
4.4 adaviidruazdanissrivitdrlunsladean

Astiiwatas Asagaaldnisauanasunnadifilszaunisallunisldensiunzise

fisnavnunsilRadinannnistvwiataatinniglagurdetaaliaela watualdd 1 usudarinnig
naaatdanardalafinilvinty udawataainnisladuniay

Taassltayasuanulaansavasiheilasunsinmsawiataauuuiusauiudaifiaiiu
aangadvAudayanwulugihanlesuwiatuasiudu wanwau (melphalan) uay twsatiloau
(prednisone)

anduldszaamsrularadeainé (Peripheral Neuropathy)

AsnEsaIatavinltAannzdssarndrularafdadné (peripheral neuropathy; PN) ‘lalae
wwsAmAuEudsraInsuaI & atnvlsAau inssanunisiianiziadnfiatiioguuse
aavnzlssannuainas Hundalunnduaslssaniuanusdnsrudaradailné

Wihaffiannis (10 heansasdnuausauninafiawayin) agnauuad uay/vva dansuanvuay
azdszavaudaiadailng aravinlianzdssansdiudarafadnfiinaiutas (subv > szau
3) Tuszninvisneslawiatue Kihaaislasunisianinainisuasnnsdseanidadnd 1y
Aanudnudusau  anuiRnMidudaliAulng anuidadidudaunwsas anusdaniiun
ANusRaligua haannlseanfailnd wia aauwss luns@amseasi 3 tialdsauviay
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sznIvnsliatuatInIvnaaatdana AU lefiInilanuInalisnisalnistAatanisaing
Uszamngrudarafialnd > sedu 2 1Ay 24% drnFunstenanTaRInty wasvindu 41%
fgnsunmistiennmevaaatdandl (p = 0.0124) anzdszanaiularafdailnég > 3 aziAadu 6%
Tunauihanlasunissneiaansivendntadinide wiauiaudy 16% Tunguilasunns
o o % a o > o & v o o
Snmlaanistieninviaaaidaasn (p = 0.0264) (a15191 9) auilu Kihaninanzilssanaiu
Uargfdadafurfauniainsnuidavgesanistinanslssannsrudarafinlnfana’ldlsylamiain
Aszuldwatataanis it TeRIni

Fihaddedarnisasousaniafianniszasasdssanadiudarafindafiviudas a1asay
wasuwlasauias a1s9n1sinen wiaudaumn o ldfivieunu (evda avaldun
warisn1sudnnsen) lunsdnnseasi 3 uFaudaussrinsnstiiatuauuuenifenfuianan
v 1zulu Tadiia TadTann (multiple myeloma) atanavnisdiuauiaen wuin 51% uag
gihanfianslssansdiudarefalnd 25zau 2 dainisanzdssavsiudaradalndfiunia
wig'ld nMs@neszazi 2 Tu daduia dadlann (multiple myeloma) wud 73% wasiihanuaa
gnflavannnnizdszannszeu 2 wianmezdssavaiudanadalnd 2szeu 3 dainsansilssam
frularafadnddduniania’l

fa'laifins@nenaszazanuadnnzlssansulatafalndlu Tsanzisvsantinndavuiiouny
Wiataa (mantle cell lymphoma)

AzANUGUTaiae (Hypotension)

Tun1s@nmseasi 2 uagsvasil 3 ’imn‘lﬁma'tmLﬂuﬂmmutﬁm’tuﬁaﬁtﬁa Wedlaun (multiple
myeloma) wuaiiinisalanzanudulaian (paildaudiaiua uazanuaulanaailuissy
Lﬂuamoau) 11% 69 12% uaywuaINIsanINaIAaNNITINMN mss”umvwms‘l?jmamm"i,u
Nﬂmmm]i Fafluauvueadty gihadlasuenduisuisanalvitinnneanudulaiasiuay
ihadeinzaiain asurlannzanuduladauazildoussoun a1anudonstsuildauan
anmuduTaiea nsliihaarauian1sy fiuwasladimaas (mineralocorticoids) way/uw3a enn
[unsgeiusTuudsER I nduwInén (sympathomimetics) (ai2ia annslainivilseaiva)

arAanilndaadiizla (Cardiac Disorders)

fsa9unsiinnnghladumalannnisdvaadidan (congestive heart failure) wuuidauwau
wIavinliAnn1sA13Y uag/vaa fisnavunadnisiianneiiilavavarvadraiinisvinoiuanas
(decreased left ventricular ejection fraction) Aiaduln sHudesauiiiiadulvulugihaid
m’mmaﬂomma“l,uumwmamLaﬂmamsmmmsamawaamsuumwaom’(waamoww A9
TeFunsiaauguaniian ﬂaamamwsanﬂu‘imm‘lqaﬂnauu,mamo‘lnaﬂm Tluns@nmnseasii
3 Lﬂ‘%ﬂmﬁﬂusvm‘wmammm‘tmﬂummmnumnmgumiqju‘imu“i,u dadia dadlaun
(multiple myeloma) wuai@nisalzasanziiladaladniinszuitenisinelunguildiuwn
atauazlunauilasuiananum lauwingy 15% wae 13% auaidu attnisaluasneiala
AULKAD (mnmmuﬂamaunwau Wladunal Mladumalannaisdvuadifan aedan
wlavanszuumila mmuﬂam) wulnaldavdulunguilafumnatuanaznauilasuiananium
121U Aa 5% uway 4% auaau

o

lums@nsnmeadfinwugihaurenad QT-interval auiudy wadelifinsiudusviaiiuitea

21N1INVEILU

a

fIiT189UNANLAUIULURIILUNAY anmuua M\ ‘Lunau N]h £I‘1/IVLG]%/1I 21N aAIAIUAULRE

¥
P~

‘isﬂﬂsummmusmLLsosmamLm s‘mmuauq LA Audulaun a1sidning tau'lafiidugodu
mamasuu‘lmaamaa uazsudnLay il m’;vmana‘nmanauLﬂuﬂnm“l,mmammhﬂ,wawm AR
ﬂauammnmnmnnms‘mmm (re-challenge) tugjthennanil

aNunnilndinivilan

fis1aorudassiauadisalaniid nisunsnduidsundunuunseanalulan (acute diffuse
infiltrative pulmonary disease) wuulinsiuatug dlactrvidu Tsalaadni&u (pneumonitis),
Uanuinluntivgean (interstitial pneumonia), nsunsndululaa (lung infiltration), uazngu
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a1nsszuumalasunadauwau Acute Respiratory Distress Syndrome (ARDS) °luwﬂ'am/|
Lesuwatae deunvnsdiaifianadetuidadiole wuﬁﬂowummumuﬁmmumm‘luﬂsumﬁ
il lunsdiiiAnainisuasisatandulug wiadansuduiintas amsdssidudaifadatsaviui
waziihamslasunsineaat 1o munsay

uns@nuInendfin wuinfisihesinuiu 2 s1ailesuen leinnsdu (cytarabine) auage (2
nfuaanIsIvtuasaalu) taalnivnaaatdans atlvsatdlagsiuduarairtugidu
(daunorublcm) warwIatrad niusnylsauy L‘S\‘)LllﬂL&BG\?.ITJ‘VI&IE\I’]L“I/iGlQ’]ﬂvl"].lﬂiumﬂLLlI‘].l
waunwadu (acute myelogenous leukemia) Anduiiluah 1&adInan ARDS fusziosuaadnig
M

a oo

Asnadaunivuiavilfiiinig

AIsinsAaaINaTIATudIuIuLiintdan (complete blood counts; CBC) atinviiaagaaaniinis
FnEEELIRLUA

A12zindntiansn (Thrombocytopenia) uazalarzifintdanairiirzinsilasn

(Neutropenia)

wumwmﬁmﬁaﬂﬁﬁu,azmwl,ﬁﬂLﬁamjzmﬁﬁmi\laehvlm“’(uc{ﬂ)ﬂﬁvld-?mnam (@¥r1a ann1s
Nidesyavd) Taasvduindadanazengaluiun 11 sasusazsaunisinm uagszauindaiian
AFUAUFTEAUTUGY (baseline) ladesaun1ssnmdall Tasaswudnwasissduindnidan
amaau,a*maumuasummsumumusan 9 adosinanalunisd@neiuas Tadiia Tadlaud
(multiple myeloma) wag ug Lsamaummaawumtuummﬁa (mantle cell lymphoma) Taa'laif
uang‘mmsmmm‘; ndaldandiniannudiadanuniinsilasazanlugasalng il
ANTANEN

AsaTRIIIuINdaldannaunsialaausarase msugan1sinEMmawalaaiaituIl
wnaatdan < 25,000 sa'luiasans (ada avalduiuazisnisusnisan uas annsline
szavd) Gsaumsiaidanaanlumeiduainsuasanadiduiusiunisineeawiaiue 4o
anasasisaniidasuasnissneuuulseduilsynag

lunsdnesauiisussnnamataaduananum tautaaldiduensuuda luiaduia Tos
Taun (multiple myeloma) mmauwaammumamLaamm'svmnmamumﬂsumm 40% wava
P mmsuusomaomawmamaamm auwuﬁnummumamaamnaumssnmmuamaﬂ‘tu
mswl‘m 6 nuaifnisaildanaanfindndatrefitiand1dn (Foussedy > 3) lnatdaodulungy
WHihanlasuwiatue (4%) uaziananuniiau (5%)

M50 6 SAUAINNTUUSITAVAIEINdALEana N dNWUsSAUIIMIMnSaLdan Aay
n195nn Tunsdnunscasi 3 wiauiauszyinvmataaAuiandiunilau
v o P~ v a a o o -
Tealadifluanauruaanlu Waduia Wadiau (multiple myeloma)

=)

Fnundatdaanau | F1uuibha | Suu(%)eiha i | $1uau (%) wilhadis

AN35NEN? b tNAGLAAR < tnaataaa 10,000
(331 5721) 10,000/ pL &9 25,000/ pL
> 75,000 sia'lulasdns 309 8 (3%) 36 (12%)
> 50,000 sa'luiasansdv 14 2 (14%) 11 (79%)

< 75,000 sa'luins&ng

> 10,000 sa'luiasansdiv 7 1 (14%) 5(71%)
< 50,000 sa'luins&ns

a gihafhHunsnsassasfissduindadanuasdusnswindy 50,000 sa'luiaséns

b gfayaBususacthevall 1 e
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lums@nsnsldnaluasiudu sy duny (rituximab) lalaawWaavlus (cyclophosphamide) &
anlazidiu (doxorubicin) uagz twsafileiu (prednisone) (VCR-CAP) Tuejihaviilulsauzisosan
mmaawummumama (mantle cell lymphoma) #'lsitaalsFun1sinsnunnay wuatidnisal
ANzndntdanen (seiiu > 4) 32% wWisudy 2% lunauiitd 3ydusy (rituximab) 1lataavasuh
a6 (cyclophosphamide) danTaigfidu (doxorubicin) Juasaviu (vincristine) way twsafilaiu
(prednisone) (R-CHOP) wuaiifinisaitianaan (sedu = 3 ) 1.7% (¢#1e 4 578) Tungu VcR-
CAP uaswu 1.2% (#ihea 3 518) Tungau R-CHOP

Linunsifadiaflasannfiidanaanlundazngu LinunsiAaidanaanlussuulssamaiunans
Tunaun VCcR-CAP wsitiia 1 tianisainisiitdanaanlunau R-CHOP finsarandantdanlu 23%
2avfihalungu VcR-CAP way 3% wadkihalungu R-CHOP

wuaiinisalnnvdiadanunithInsilas (s > 4) 70% tungu VCR-CAP uas 52% lungu
R-CHOP wuaiifinsalnzuiaidanuniiinsflacndily (svdu >4) 5% lungu VcR-CAP uag
6%lunau R-CHOP finsliennszsiunisasiviaadiiinidaa (Colony-stimulating factor) i&3ulu
78% uavrjihalungu VCR-CAP way 61% uadgkialungu R-CHOP

21115 lNsUs AR ITZULNIILAUDIUNS

nMsfnEmEwalIasINIsanalitinainsrduld viaoe viagyn wazadau'le (vada
a1nsLiriviszaea) vvafanasasldeudaisunazenudviaads alsinnsuaidaslain
wavindausuiailasfunnivanaiin asangthalasunissnuneie WALAAaIALANAINTT
238U UaY/usa viaulie mhmms“lmumuuymmmmsn‘rsmmmwau‘lun'\'suﬁnLa”mmazmm
11 Hihaaslasunisuuzintindumnnuunnegintinainsiiaudsey anusaniaiau windiie
wialduau

AauaInTSLilavanaatuedy (Tumor Lysis Syndrome)

maommnammﬂumsmﬂuwwmamaa (cytotoxic agent) u,aummsnmmmjaawm"lmamo
50157 Fotiu aMmezunsngdauuasnguainisiilasandanaey (tumor Iy5|s syndrome) feanaiindu
16 mhﬂmum-mLauoiumsmmnaumn‘nsl,uaqanaawmﬂa WAdidavaninulruuinnaunis
§Fhn mhﬂmmum's"l,mnmsmmmuamo‘lnaﬂmu,aw"l,mun'ra‘l,ﬁ'\suwan'mmmuau

Wil aifinnsvinviIuaasGuULNNSaY (Patients with Hepatic Impairment)

vasilafiugniuunua’ladiaataulailudy sumuuasmiqjun"tuwﬂaumumsmwmumaomu
unwsavsEdununaILarsuLsIaTtRngedu dotlu rihawarinislasuwaiaaluauiaaisusy
anaduazmslasunisfaaiuatitslinadadianuiuis giza 4.2 uaz 5.2

nsiumm'sﬁl.ﬁmmnm'mﬁmﬂnﬁwmauaﬂhum‘i’oﬁﬁmu”auﬁu"lsi’(Posterior Reversible
Encephalopathy Syndrome - PRES)

fisneonunisiiia PRES lufihailasuwaiun Taa PRES u“]ummc‘imﬂnﬁmaszunﬂssmmﬁwu
vasuasflafluudriainsadaudule axnsudasuasisa da dn M udulaiage ihadsey aa
271 UAU euae wazdinnuiAnlnfaue tAmAunisuadtiuuasiiendusyuulseann ansiiudunis
idadaaiuisavinladlaanisaraaiwduaslaaawizisnsaseaiwalaslauuudutman
(Magnetic Resonance Imaging) w3atauaisla (MRI) wingihaiia PRES dulvinaalduiaiuae
flo'linsunnsiaunsshEslaataaananavanNLAa PRES fianulaaadaiiasla

a oo

a oo a
4.5 UfAsenAundndaeiondrau uazgluuuduaasilfAsen

m‘sﬁnm‘luu@ammmaaa (/n vitro) uazuaninmadainaaad (animal ex vivo) Wdn vasita
fufludrfudonunaausalainiasu(cytochrome) P450 (CYP) lalaau'lanizufia 1A2, 2C9,
2C19, 2D6 uaz 3A4 \iavannuasilafiugniuunua’ladalraiaulad CYP2D6 atnvdnda (7%)
Juaainlurninisunua’ladeniag CYP2D6 ‘levaa (poor metabolizer) az'lifinasanisuin
Uasnilaiuiaasiu
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nnNsAnElfAsenseninveialsafiunazas lataunTaa (ketoconazole) ﬁOLﬂuﬁqﬁuﬁo
wuuuseeatau'leal CYP3A4 induaaudiaasaaswiataalugihadnuiu 12 snawuiaalauag
Aurlsdnsvszniteanunturasentudanuaziial (AUC) uasuasii ST LaffiuANTY 35% 6otiu
mhmms"l,mun'lsmmm'mml,aamo’lnamLua”l,munasm’iszmnswnumaummﬂummnmunuusa
aataulad CYP3A4 (1uu AlaTaunTea (ketoconazole), 31nuniias (ritonavir))

aaa

nnMs@nEUfasenszuneeialseifiunauas Tadwslaa (omeprazole) doilugdudouuy
wsvsataulaini CYP2C19 iaduaaudaasuaviataalugihainuiu 17 srawuinbiinaatned
Haddueatnduaauaaasuavuasvi ey

nns@nmUlfAsensenitvenialsyiiunauas rifampicin efi'uﬂuﬁ';mﬁmmyuyusasm
au'lani CYP3A4 indaaauddasaadwiatualugihodiuiu 6 snawuinAnadauaswunlanasu
sEuIgANNLiNduaasenludanduian (AUC) saduasilufiuanad 45% doiiu So'luinugtin v
Ldwrataasiududiudarituuuusesataulani CYP3A4 asainatavinlvssdndainanas
fatrvuasfiuniladiruadiaulal CYP3A4 oy tsunuidu (rifampicin) A15urun gy
(carbamazepine) Wlulnau (phenytoin) #Tuunsivaa (phenobarbital) waz zudauLIsy
(St. John’s Wort) LLaumnm'sﬂmzrm;jﬁ%msumwmmmﬁuﬁﬁommsﬂsuﬁuwawaa LANALN
112 (dexamethasone) doifludvifienitwuvaaunitsataulay CYP3A4 tusthadiuiu 7

e wmﬂuuwaamonuummumamamaumamwaouasmwuu

nnsAn¥Id§ATaseuinveialssifiunanas twanway (melphalan) way twsafilafu
(prednisone) siawataaluriadiuiu 21 51a wmwmtaamJaawum‘ls\nﬁw's”m'mm'mmwu
gavenluldaaunaziial (AUC) avvasitafiviindy 17% ﬁammﬂuuwammaunmaﬁmm

useninunsdnemieadin fsaounsiiannaitaaluidassiuazansinaialuidangelu
WHihatunwnunsudszmuenasinaalutdas gihansudsenmueiunwnunaylasunisine
fMuAIARIRRaINITANTAAMNITAUINMatuldanatnslnddasiudonisdfunuiaeniuiniu

ihamssiaseionsldensindug dearavinbvivAnansdssammaiudarafalnd (s wafitaa
15u (amiodarone) eneu'lida lataluanda (isoniazid) Tutasyusulndu (nitrofurantoin) w3a
gunviu (statins)) wianisfianuduianaanay

fA3a152119a Tun1snasiauniviavuiiénas (Drug Laboratory Test Interactions)

£19'13ins1u
4.6 nsnvAssARArAISTUUNLNS
M3 TaN I AIATIAAITUENLALINITAIATTATENITNNITS AV ILIALUA

Anns@neludadlinudvasilafiunalviAaaiudnisdadiaaudiedrdeasvaiaony
ns@nnlildnvadindeniniAadeeaimuinislunyusn uaznszerawuinnsiviuasvitady
Nnuuagege 0.075 dadnfusanilandu (0.5 fadnsusan1519tuns) TUNRYLIN LRENUVUIAFIFA
0.05 fiadnsusanlansu (0.6 1adnuaanITIvUAT) Tunsgane lunalitiaanunnsyasfilaau
Tumsss ‘imwummm‘lﬁ‘luammmaaouumﬂ'summﬂ'smuwa\‘mummmaﬂaun (1.3 daansu
fanNsILNATURIRUTRIUDITI9NE)

Aslvivasvilafivaune 0.05 fadnsuaailaniu (0.6 Jadnfusan1snouns) lunseenafonssd
hendrdaussivaiorr wuirfinsganiadaaundvnisdedadrvfitaddguarituiuuaddr
aauniidiaanas uananliwuinmaaunidinsasaziinindanasadividasddn Taauue
gvlaudszana 0.5 in zavaunaeInivadiin Aal.3 dadniuaanIs AT UBINUNAINAY
T9na) TeadudunNuRflIuassenne

folaifinns@nuAenAunisunssnusnuasuasilafiv asannde'lifins@nw lusnsfinssds
AsAILANAtYAatNNEINa aan3liasTA lasuwIatuanIaninaAafIAsTALMUL AT ULIALUA
asualvihansuimsnluassaanxlasuduasale

Wihaaislasuainuzintvldnsaudtfianfidse&NEn1wlusenineniardesn e awIaLuea tia
lasiun1569AT9 LAEUANLRLINTTHUNUATUUETABIGILENLIRALUA
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s TviuNuas

folainsuinuasitafiugaduaanuinieinunuusdlaniali asannemarauiingnduaan
NIUTUNNUBE LAY Luaomnu,mmuiamam‘tmnmﬂgnsm“luwoﬂszmmmmmLLid‘Lumsnﬁ
TeFuunwi fnavaIT lasuaInuztin N i lvunyasTuaaesnAIRITN I LLIALUA

4.7 wasaauswsalunisduduaznisldeiuindasing

ummmmamimanmuau Gaudsery uan wia vasiunw'lide fihadeaislasuriuugiin
aﬂumsﬂunmmuwmumsamnmumsaaansmnwﬂmummsmmu

4.8 ansluwilszaea

asilnanisdnsrinrvaddniia Birawaaizinrviaanidana lusilusiadiia dualau
(multiple myeloma) ﬂumnamf/uzh/@amanﬁsnyv

anulaaadauazissdninwaaswaiaagniseidulu 3 ns@nwuuugdu sse g 3 Taalduuna
enviwuzindowindu 1.3 fiadnsusansuuas iauisuduanaiunileu (dexamethasone)
Tugihadnuiu 669 57898 Taduia Waalawn (multiple myeloma) ﬁumnamﬂuﬁ‘msaﬂaman'ﬁ
sm:nbmmﬂ"l,msumssnmmnau 1-3 A% (M34101-039); ans@nmsze agi 2 vinlunanaaaniiu
WUUNFULGEN wumilawwadasn Tuhaduiu 202 sedmealasunisinriannaadioias 2
ﬂI‘S\‘] way LLammsanmmaa’i'sm’tumssnmmsomam (M34100-025); LLE\]uﬂ']‘iﬁﬂ‘i&l"lM'l\‘]ﬂauﬂ‘iuﬁlu
2 @nwnseausuasAuaunaen lu Aafia sTadlaun (multiple myeloma) wfiandutiiuah
dvsugihaffinsanaruvianduilugh saeviandoannnissnedmowiaaaiuanuiausnly
au1a 1.0 dadnfusanisiauns waa 1.3 dadnducanisnaiuns (M341000-024)

a5 7: anashinivilszavaanawataalunisdnmstazi 2 uazszazi 3 u dad
WA WadTau (multiple myeloma) aAdianduilueia/dacnan1ssnun

AsAnEa A
nxuaitrauscuu MedDRA M34101-039 M34100-
Preferred term (#ilha 331 024/ '::54 100-

514)
(wilha 228
51a°)

anuAalndtuszumdaauazitudag
Anendatdansn (Thrombocytopenia) 115 (35%) 97 (43%)
1a#na19 (Anemia) 87 (26%) 74 (32%)
Aediadananiitnsilaluidansn (Neutropenia) 62 (19%) 55 (24%)
azdinidanunluldansi (Leucopenia) 24 (7%) 15 (7%)
Azdindanznaninlasdludansi (Lymphopenia) 15 (5%) 11 (5%)
azanaindaannufia (Pancytopenia) 2 (< 1%) 6 (3%)
Afiatdanunirinsiialutdana1siududla 1(< 1%) 1(<2%)
(Febrile neutropenia)
AauAalnGaasiinla
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AsAnuai
nAauaiurauscuu MedDRA M34101-039 M34100-
Preferred term (ejilhe 331 024/ ;42354 100-

518)
(witlhe 228
5181°)
WlaiufaI91g (Arrhythmias) 4 (1%) 2 (< 1%)
walawsudy (Tachycardia) 9 (3%) 17 (7%)
W lavavuuteulnlsgs (Atrial Fibrillation) 6 (2%) 2 (< 1%)
1adu (Palpitations) 5 (2%) 4 (2%)
WITAFUURIALUWAY K32 AFAITULaIANNEEITA 7 (2%) 8 (4%)
dutuad (Acute development or exacerbation of
cardiac failure) s7uM9ITana’1nnAITAYUAYLA AR
(congestive heart failure)
Anzinvihudaa (Pulmonary oedema) 6 (2%) 3 (1%)
anedaniflagainsyuuiiila (Cardiogenic shock)® 1(< 1%) -
A laasarveafinnsvinouanasiiiAindulna 1(< 1%) -
( New onset of decreased left ventricular ejection
fraction)
Walaaguuduses (Atrial flutter) 1(< 1%) -
wlasiuan (Bradycardia) 3(<1%) 1 (< 1%)
anudinlndiArdunaziidul
s lefiuanay (Hearing impairment) 1(< 1%) 1(<1%)
AUAaLAGAINIIAN
uaviunwlide (Blurred vision) 9 (3%) 25 (11%)
van1uidaida wavseanaida (Conjunctival 14 (4%) 7 (3%)
infection and irritation)
AMNUAaLAGARITELUNISLAUDIUNS
viavygyn (Constipation) 140 (42%) 97 (43%)
viaui&e (Diarrhea) 190 (57%) 116 (51%)
Aduls (Nausea) 190 (57%) 145 (64%)
VELCADE CCDS version 25-FEB-2021_Update address and contact Created on 17 May 2023
Approval on 21 Aug 2023 VosusesNMIwd budasuudag, 5
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AsAnuai
nAauaiurauscuu MedDRA M34101-039 M34100-
Preferred term (ejilhe 331 024/ ;42354 100-

518)
(witlhe 228

51a?)
a7ty (Vomiting) 117 (35%) 82 (36%)
Ureaviav nsziwrzuasd'l& (Gastrointestinal and 80 (24%) 48 (21%)
abdominal pain) “lisanann1sidvihauazaa (excluding
oral and throat)
aunslitiaa (Dyspepsia) 32 (10%) 30 (13%)
1ihanaavdavuazaanias (Pharyngolaryngeal pain) 25 (8%) 19 (8%)
anensa'luatau (Gastroesophageal reflux) 10 (3%) 1(< 1%)
t5a (Eructation) 2 (< 1%) 4 (2%)
viavadm (Abdominal distension) 14 (4%) 13 (6%)
drndniay (Stomatitis) wazuwanilrn (mouth 24 (7%) 10 (4%)
ulceration)
nduaun (Dysphagia) 4 (1%) 5 (2%)
tRanaanlunivtfuarnisgrivvunasadluay (Gl 7 (2%) 3 (1%)
hemorrhage (upper and lower GI tract)) ®
\&amaanyiniisuiln (Rectal hemorrhage) (5714 7 (2%) 3 (1%)
viasiReniluidaa (includes hemorrhagic diarrhea))
vluwwatidu (Tongue ulceration) 2 (< 1%) 1(< 1%)
a1n1sutau (Retching) 3(<1%) 2 (< 1%)
tRamaanlunividuarunisaluvu (Upper GI 1(< 1%) -
hemorrhage)
andauliluiian (Hematemesis) 1(< 1%) -
Jntdanaanlutaifiandasirn (Oral mucosal 3 (< 1%) -
petechiae)
a11ldLifinnsiedaulm (lleus Paralytic) 1(< 1%) 2 (< 1%)

anudailndinlduazdanine ar udalusK15en
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AsAnuai
nAauaiurauscuu MedDRA M34101-039 M34100-
Preferred term (#iilha 331 024/ 242354 100-

518)
(witlhe 228
5181°)
fnraaunlds (Asthenic conditions) 201 (61%) 149 (65%)
aauwsd (weakness) 40 (12%) 44 (19%)
aauan (fatigue) 140 (42%) 118 (52%)
anudann (lethargy) 12 (4%) 9 (4%)
sdnliigune (malaise) 13 (4%) 22 (10%)
lai (Pyrexia) 116 (35%) 82 (36%)
a1n1sudivinie (Rigors) 37 (11%) 27 (12%)
2117017 (Oedema of the lower limbs) 35 (11%) 27 (12%)
annsthaauguilsean (Neuralgia) 21 (6%) 5 (2%)
t3uniinan (Chest pain) 26 (8%) 16 (7%)
1hauarszaadadusiiaiida (Injection site pain and 1(< 1%) 1(< 1%)
irritation)
vianantdandrdntduusiiaida (Injection site 1(< 1%) 1(< 1%)
phlebitis)
anuAalndaasdu vid uazviavé
aneiddsiululdangy (Hyperbilirubinemia) 1(< 1%) -
ATnadaunisvineunadduiadnd (Abnormal liver 3(<1%) 2 (< 1%)
function tests)
Auanidu (Hepatitis) 2 (< 1%) Tu -
ANSANEN
M34101-040¢

AMuAalAGaaIsTUUNTIANAY
wwen (Drug hypersensitivity) 1 (< 1%) 1(< 1%)
Asfaiauazasdaiiailsdn
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AsAnuai
nAauaiurauscuu MedDRA M34101-039 M34100-
Preferred term (ejilhe 331 024/ ;42354 100-

518)
(witlhe 228

51a?)
asiacdazasruunisduvnaladiuuy (Upper 26 (8%) 41 (18%)
respiratory tract infection)
aanaagruvudniagu (Nasopharyngitis) 45 (14%) 17 (7%)
nsdadafiszuumaidumalasguaivuarilaa (Lower 48 (15%) 29 (13%)
respiratory tract and lung infection)
1saaauin (Pneumonia)® 21 (6%) 23 (10%)
9&¥m (Herpes Zoster) (5189 multidermatomal »3a 42 (13%) 26 (11%)
disseminated)
13U (Herpes Simplex) 25 (8%) 13 (6%)
naaaauantagu (Bronchitis) 26 (8%) 6 (3%)
atn1siiaautgulssa i nvavaindacdacsy 4 (1%) 1(< 1%)
(Postherpetic neuralgia)
Laniganway (Sinusitis) 14 (4%) 15 (7%)
aaantdu (Pharyngitis) 6 (2%) 2 (< 1%)
faidiasiludasiha (Oral candidiasis) 6 (2%) 3 (1%)
fadanmaidutlaanny (Urinary tract infection) 13 (4%) 14 (6%)
faiaiiiasananaaiu (Catheter related infection) 10 (3%) 6 (3%)
nsdacdalunsrudifanuasuuafidalunssusidan 9 (3%) 9 (4%)
(Sepsis and bacteremia)®
matduatrsanitau (Gastroenteritis) 7 (2%) -
ANSUIALIL 2NNl wazAzunsndauainn1sladan
Anzunsnadauilasananaiilalyvion (Catheter related 7 (2%) 8 (4%)
complication)
nA1sasIaniNLéau (Investigations)
ALT godiu 3 (< 1%) 10 (4%)
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AsAnuai
nAauaiurauscuu MedDRA M34101-039 M34100-
Preferred term (#iilhe 331 024/ 242354 100-

518)
(witlhe 228

5181°)
AST godiu 5 (2%) 12 (5%)
daa'launaswna (alkaline phosphatase) gotiu 6 (2%) 8 (4%)
GGT godiu 1(< 1%) 4 (2%)
AanuAalnduaviunuaddunazinyuinis
ANNaENNaInIsanas (Decreased appetite) way iila 112 (34%) 99 (43%)
a1u1s(anorexia)
ArINan (dehydration) 24 (7%) 42 (18%)
Anzitanaluldange (Hyperglycemia) 5 (2%) 16 (7%)
anzihaaludansn (Hypoglycemia) 7 (2%) 4 (2%)
Azsedutandauluidansi (Hyponatremia) 8 (2%) 18 (8%)
nauansiiiavanaanud (Tumor lysis syndrome) 2(<1%) Tu

ANSANEN
M34101-040°¢ -

anudnlnduasszuundiuiialasesruaziiiadalfaiu
1haauwauan (Pain in limb) 50 (15%) 59 (26%)
1hanaraiia (Myalgia) 39 (12%) 32 (14%)
ihada (Arthralgia) 45 (14%) 60 (26%)
AMunRaladaassruulssan
Aalgdssdandgruldarafdadné (Peripheral 120 (36%) 84 (37%)
neuropathy)?
ANNfdndudaiiaunaraiuidndunaifnlnd 91 (27%) 53 (23%)
(Paresthesia and dysesthesia)
Haudsey (Dizziness) lusyuanaisunumnyu (vertigo) 45 (14%) 48 (21%)
1hadswe (Headache) 85 (26%) 63 (28%)
mﬁujimﬁau (Dysgeusia) 17 (5%) 29 (13%)
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AsAnENLAA
nAauaiurauscuu MedDRA M34101-039 M34100-
Preferred term (#iilha 331 024/ 242354 100-

518)
(witlhe 228

5181°)
ansFudssanuanadufinilné (Polyneuropathy) 9 (3%) 1(< 1%)
guuumaﬁﬁ’msn (Syncope) 8 (2%) 17 (7%)
%n (Convulsion) 4 (1%) -
nunaah (Loss of consciousness) 2 (< 1%) -
lisussa (Ageusia) 2 (< 1%) -
AuAaldnaNIv a2
InnAgla (Anxiety) 31 (9%) 32 (14%)
audadnfaadlauarscuuilsdsy
Tounwsay uag'leade (Renal impairment and failure) 21 (6%) 21 (9%)
flagzarunn (Difficulty in micturition) 2 (1%) 3 (1%)
flagazfiidan (Hematuria) 5 (2%) 4 (2%)
anudnlnduasnisunala nsvan uazniisnavduszuinvilan
W&anfalvia (Epistaxis) 21 (6%) 23 (10%)
a (Cough) 70 (21%) 39 (17%)
nAsunaladiunn (Dyspnea) 65 (20%) 50 (22%)
maladrunnunn (Exertional dyspnea) 21 (6%) 18 (8%)
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AsAnERA
nAauaiurauscuu MedDRA M34101-039 M34100-
Preferred term (ejilhe 331 024/ ;42354 100-

518)
(witlhe 228

5181°)
iludasiiaviudan (Pleural effusion) 4 (1%) 9 (4%)
i1yn'lua (Rhinorrhoea) 4 (1%) 14 (6%)
lafluidan (Hemoptysis) 3 (< 1%) 2 (< 1%)
auAndadaavdviiisuaziidaidala@ivgg
Aufinile (Skin rash) Aifiann1s&u (pruritic) Auuay 61 (18%) 47 (21%)
(erythematous) sruivnsaniguuavviaantdaniaai
f11ily (leukocytoclastic vasculitis)
aunw (Urticaria) 7 (2%) 5 (2%)
AMuNalnfaaviaantdIan
ANudulaiingn (Hypotension) 20 (6%) 27 (12%)
AI1Nduladiaaraansiddaudsaua 14 (4%) 8 (4%)
(Orthostatic/postural hypotension)
Jadanaaniifinile (Petechiae) 6 (2%) 7 (3%)
(8anaanlusuag (Cerebral hemorrhage)® 1(< 1%) -

©

siihevie 228 Malasuwaluasaauiae 1.3 dadnfusaa1somns

o

subonaridoundio

o

msﬁm:nmaoumL‘ummummuuvm 1.3 fadnsusammawns ugie Sadiia Tudlaun (multiple myeloma) deflsadanay

ndsn'lasun1sine Aauminiladnoian 4 ﬂsomauaamn”l,mnLmnmmmimu‘lummmmmm‘tu Protocol M34101-039

a

dosmdoddwviviaaulsfonuanials the MedDRA HLT “peripheral neuropathy NEC”

asin15dnwinrvadinzavulataaiia tinrvuaamdanauiauny iz 16w u
Wil siadgivia siealaur (multiple myeloma) 2iiandiuniliei

1afinsdszifiuanulaanfauazdsz@naninlunisinsiuaswiatualunis@nuissasi 3
As@anenide tlunsd@nuuugu TaaulFauaussnitvnisivienmalaativaaatdaaa1iu
A5 TN TR RN MH’LmummmLuumﬂa 1.3 dadnfusansaiuas Tueihe dadiia Waa

Taun (multiple myeloma) ufinnduilughituiu 222 s
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> o a - a aaa 12 o a a & |
a1519n 8: ailidinisainistAalfAsanlinvlscavaanawataanilsiaviuavua 10%
= = o a a o = - a o
Tunisdninszacn 3 isa Wadia dudlaun (multiple myeloma) atianadu
Hluahleamiflunisiulsauiiauszuitvnishiataaniviaaatdaaa1Aun1s

12T HU
Tannmivuaaatdana | a2 l6idiuie (SC)
(Iv)
(wiilha 74 511) (wiilhe 147 51a1)
nauaiurauscuu MedDRA Wonue | seduanudlu | Wonue | seduanudu
A, U (%) W, 31U (%)
Preferred term n (%) 3 >4 | n(%) 3 >4
anudinnduasszuumdanuazinuidas
1a1in319 (Anaemia) 26 (35) | 6(8) 0 [53(36)(14(10)|4(3)
Anzdindanunluidans (Leukopenia) 16(22) | 4(5 |[1(1)[29(20)| 9 (6) 0
Azdindanzniiinsilaluidans 20 (27) |10(14) | 3(4) |42 (29) |22 (15| 4 (3)
(Neutropenia)
Anzndatdansn (Thrombocytopenia) 27 (36) | 8(11) | 6(8) [52(35)| 12(8) | 7 (5)
ANAaLAGADISTULNIVLAUANUNS
1haviav (Abdominal pain) 8 (11) 0 0 503) 1(1) 0
1hadavsriasgruuu (Abdominal pain upper) 8 (11) 0 0 3(2) 0 0
viavgn (Constipation) 11 (15 | 1(1) 0 [21(14)| 1(1) 0
viaui&e (Diarrhoea) 27(36) | 3(4) |1(1)|35(4) | 2(1) |1
aau'ld (Nausea) 14(19)| © 0 [27(18)| 0O 0
a1ty (Vomiting) 12 (16) 0 1(1)(17(12)| 3(2) 0
n;rmﬁmﬂnﬁﬁ‘a"lﬂuazan'nz oL U
U31158N
daullan (Asthenia) 14(19) | 4(5) | 0 [23(16)| 3(2) | O
aauan (Fatigue) 15(20) | 3(4) 0 |17(12)| 3(2) 0
'l (Pyrexia) 12 (16) 0 0 |28(19) 0 0
msdatdauazaisdaiailsia
g&3a (Herpes zoster) 7 (9) 1(1) 0 [16(11)| 2(1) 0
VELCADE CCDS version 25-FEB-2021_Update address and contact Created on 17 May 2023
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Tennmvraaatdanen

(av)

Wiz e uile (SC)

(wilha 74 51a1)

(wilha 147 51a1)

nauaiurauscuu MedDRA Wonue | seduanudlu | Wonue | seduanudu
W, U (%) W, 31U (%)

Preferred term n (%) 3 >4 | n(%) 3 >4

audalnfuasunuadduuarinaduinig

AaNuaannaIrsanay (Decreased appetite) 7 (9) 0 0 |14 (10) 0 0

n;va'm“ﬁml.lnﬁ?aon§1u;ﬁainsoé1omtaz

watdaAenu

ihauwauan (Pain in extremity) 8(11) | 2(3) 0 8 (5) 1(1) 0

ANuAadnGaavsTuuLlsTaIn

1hadsuy (Headache) 8 (11) 0 0 5(@3) 0 0

ihatgudsean (Neuralgia) 17.(23) | 7(9) 0 [35(4)| 5(3) 0

aMglszansuanusdnsrutlaradailng 36(49) [10(14)| 1 (1) |51 (35)| 7 (5 0

(Peripheral sensory neuropathy)

ANUAaUdAGNIIRIa LA

uau'lsividu (Insomnia) 8 (11) 0 0 |18(12) 0 0

ANuAadaGaaIMIvUKIa Tl nsIvan waz

aiavan (mediastinal disorders)

a1n1sualaaiunn (Dyspnoea) 9(12) | 2(3) 0 11(7) | 2(1) 0

wnawia wafidusiuanslunadmi ouna' sSmsuusdaznaudimalaaldituuaasgihalunsasaguiludmsulasidusuacnay
tiaguadszauaNudufindrwataaldinuiuzasihalunaasnguiiludins

wiNTea ldtayamnulaaafanasnguitlasunisinuiaalieniinvaaaidansiuasian 6
fantvaglnatAaeiu waasvsa ldidasuansfivanuwanavnuinniit 10% luaddnisaliaasiu

a oo

2a9UHAsen linviseavaannnslaenszning 2 ngunlssnen

VELCADE CCDS version 25-FEB-2021_Update address and contact

Approval on 21 Aug 2023

Created on 17 May 2023

VosusesNMIwd budasuudag,
wWuldenuanawinn n 4 1 wihsin

D]



23

M151911 9: aﬁﬁmsafmaoﬂg‘]‘ﬁ%u'\"l&iﬁoﬂsumn’a'\nms’tﬂ"mﬁ'ﬁﬁ'nmmnsiwmnm"1
10% ‘tuaummsnﬁmuswsumwnaun'ﬁsnu'\‘tun'\sﬁnu'ﬁuum 3 Tuisa ia
ALWa Wadlaun (multiple myeloma) aAfiandmiudrlaaldauiiauscuine
ashiataaintaaatdaacaiunislitan e niiviaaINnunaINsEALAINY
lunuaraisugan1Issnen

Wannivuaaatdana | hhiaainterlnige (SC)

(av)

(wiiha 74 51a1) (wiilha 147 51a)
nauaiuzauscuu MedDRA NN, WU (%) NRN, U (%)
MedDRA High Level Term TEAE | G>3 | Disc | TEAE |G =3 | Disc
tihannsaviiia TEAE 73 (99) | 52 (70) [20 (27)/140 (95)|84 (57)|33 (22)

aNuAnldadaasnIvGUaI S

viao&e (Diarrhoea) (Lishufdinannnisiin - |27 (36)| 4(5) | 1(1) |35(24)| 3(2) | 1 (1)
t2ia (excl infective))

1hauinametduaIniIsiLazviag 14 (19) 0 0 9(6) | 1(1) 0
(Gastrointestinal and abdominal pains) (‘lai
syunaaludasinuazaima (excl oral and
throat) )

anufAndndinlduazaniie e udtim
U311381

fnraaulds (Asthenic condition) 29(39)| 7(9) [1(1)|4027)|6(4) | 2(1)

asiatdanaznistintdailsda

asdadavsnamadumalagiuuu (Upper (19 (26)| 2 (3) 0 |20(14) 0 0
respiratory tract infections)

aNurnldadaasszuuilssann

anzlszanarularadailné (Peripheral 39 (53) |12 (16) 10 (14) 56 (38) | 9 (6) | 9 (6)
neuropathies)?

2 1fludrununas the high-level term

TEAE vanade winnsallifiodlssasdiiinssiingnsinun (Treatment Emergent Adverse Event)

G 2 3 winadv seduaudlufinviinaninvdawindgu 3

Disc unads nsngaladenii@nun (Discontinuation of any study drug)

ihafldfuiiainadainla@ivig (SC) Wawlsaudsufugihaildfuadninviaanidansi
() wm'mauwﬂmm”l,mumm‘lmmuuoavuaummsm‘Immswmaomsmﬂgnsn'\“l,uwoﬂsvam
annstdenfifissduanuiuiwdousssdu 3 mu"l,ﬂmm‘mﬂwm"l,mnmmmaalmLaammaq
13% (57% iiaudy 70% eualdu) wasdediatidnisaluavnisungaldwiatuacininag 5%

(22% WAaudu 27% aualdu) atidn1sallaasinuavnisiinainisviadtde (24% Tlungu SC
wWisudu 36% Tunau IV) dhausnamatduainisuasyiag (6% Tungu SC wisudu 19% Tungu
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IV) anzaaudde (27% lundu SC uisudy 39% tunau IV) nsdaidausuamiaiduniala
guuy (14% Tungu SC wiaudy 26% Tungu IV) wazasdszanadrudarafindné NEC (38%
Tunau SC taaudu 53% lungu IV) "luﬂaum"lmnmm‘lmmuuoauwnmmwnaumVLmsnmLm
Maamaammvaﬂu 12% &9 15% uaﬂ:nr]u an6\msmmsmmm’;?ﬂsua'mmluﬂmﬂwmﬂnmmmumn
anuiuwdousszdy 3 duldlunduilasuauhldfniasiininngunldiusdinvaaniian
sinag 10% (6% Tunau SC iiaudu 16% Tunau IV) uazdasnisugaaiiiiasannansdssain
frudarafadnflunguinlesuaanlafinie (5%) agsnninag 8% wlatvisudungunlasusn
nnaantlane (12%)

aaa =

ﬁs1ﬂmumstﬁmﬂansm"l,aiﬁoﬂsuaaﬁmwuﬁmnms‘lﬁmL‘ﬂ"’]‘lm"ﬁ'mﬁaati 6% Taadiulnaiag
annsua fejihendes 2 sa (1%) mmﬂmunmmﬂansmsuuso UfAsen TN lssaaALanIzn

wiatitfluana1sfiudu 1 518 uazainsuavdn 1 51 ﬂgnsmmmuunimﬂummm’mmaaﬂsu
AUNAEN LLazmmsmumazmu“Lﬂma‘luuﬁﬂgmmaanmm 6 Ju

AssnEsawalanad1 uTsa sadnia sfadlann (multiple myeloma) induiluaia

'
aan

mswm‘a"Lﬂﬁuamﬂg]nsm"l:iﬁoﬂsumﬁmnmﬂﬁmﬁﬁswmu’(uamouaﬂ 10% aavil ey
15 Waaia Tadlaun (multiple myeloma) Anduilughdelasunissnsndrawiaiuauialu
munaaaldans (AMs@ne MMY-2036)

= v a 'y a o 1 =2 o ¥ o o 1 o
a15191 10: aiicin1saiaaslHAsar'Binvilszsvaannnisldaindsraviuluadiviiag
10% waviiha(n1s@nn MMY-2036)

ATSAEIIaWIALIALZN (AsdnEN
MMY-2036)
seauaNuLiuis
Woniua 3 >4
AFNIILATIYY: Audaandy, U 130
HuuhaiAnl Az liReilseaodainnisladen,
AU (%) 126 (97)
nauaiurauscuu MedDRA
Preferred term
anuAnlndluszumdanuaninmdae
Anzndatdansin (Thrombocytopenia) 71 (55) 19 (15) 14 (11)
1a7aa19 (Anaemia) 48 (37) 5(4) 1(1)
Azdindanzniiiinsilaluidans (Neutropenia) 23 (18) 9(7) 0
Anzdindanznludansi (Leukopenia) 20 (15) 5(4) 0
ANUAALAGARINIVLAURIUNS
viaul&a (Diarrhoea) 45 (35) 9(7) 0
vinvn (Constipation) 36 (28) 0 0
Adu'ld (Nausea) 14 (11) 0 0
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ATTAEAIaLIRLAA (ANTANEN

MMY-2036)
vauauLiuis
Woniua 3 >4

anudnlndiililuaranine s udnausiunsen
2 (Pyrexia) 31 (24) 2(2) 0
aaull&s (Asthenia) 29 (22) 6 (5) 0
aauan (Fatigue) 21 (16) 0 0
waunIaa1uINin (Oedema peripheral) 15 (12) 0 0
mstiadauarnisdaidailsdn

nsdatdazasmaiumala (Respiratory tract

infection) 17 (13) 3(2) 1(1)
naanauantgyu (Bronchitis) 13 (10) 1(1) 0
AuAaldnfaasscuulsTaIn

aMzlszansuanusindrularadailné (Peripheral

sensory neuropathy) 22 (17) 4 (3) 0
angszanaiudaradadné (Neuropathy

peripheral) 13 (10) 3(2) 0
AaudalndaavniIsuiala nsrvan wazadavan

(mediastinal disorders)

1a (Cough) 15 (12) 1(1) 0
Asalasaiunn (Dyspnoea) 14 (11) 1(1) 0

Key: Vc = waatua (VELCADE); AE = winmsallsifisilszaod (Adverse event); NCI = ainnifunziFourioznd (National Cancer
Institute); CTCAE = wnarainnutflufisiilldniumanisallaifivilssavd (Common Toxicity Criteria for Adverse Events)

nunang uasidudaiuialaaldituiusagihalunaasnguiudivg

wansallidvlssavdsauTaald MedDRA version 14.1.

uAsAnsT MMY-2036 & n¥u AEs Afinss89usedunIngunss seduaNTuLseRatsanaiu NCI CTCAE toxicity grade.

AEs A'Li'lsszuauguuse’ly gaszaflussdu 3.

d51n15dnsr1nrvadidnaavnislzulaiuasaudva18u lusilie siadivia suslaua

(multiple myeloma) sinausili2i

as9saldfiuansilfAsan lifelseaedainnisldeniifisnasuluadtoian 10% vassthaiily

5@ Wadiuda TadTau1 (multiple myeloma) Anduiilugirdelafunisinuisiawiataasindgu

dexamethasone (As@AxY MMY-2045) w3awlatuasindu pegylated liposomal doxorubicin

(A1s@nw DOXIL-MMY-3001)

VELCADE CCDS version 25-FEB-2021_Update address and contact

Approval on 21 Aug 2023

Created on 17 May 2023

VosusesNMIwd budasuudag,
wWuldenuanawinn n 4 1 wihsin

)]



26

151911 11: atidntsainavilfAsunbifvilszasaannnisldeniiAassiinonissnun s
savulaaiidga (atrviag 10% wassfihaluusazasuildnun) suunaiu
szduaniluiie sruuaiur: uas Preferred Term lunguiitasizvisnuanu
Uaaasu (ns@nn DOXIL-MMY-3001 waz MMY-2045)

ATSAEIMEWIALAATINALENAY

N1IAIILLIALLA
AUNULAEN Vc + DOXIL Vc + Dex
5 steu 23| syeiu =3| euue | svéu =3
NInuua AU NIuua U IUU AU

U (%) (%) AU (%)| (%) (%) (%)
ARNAILATIEN: AN
aanda 318 318 163
PuugihaAdal§asen 'y
WadseavAannnslaen 301 (95) 314 (99) 154 (94)
ARNaTENraNSTUL
MedDRA
Preferred term
AmMuAalAfaaINIVLIGY
atuns
via9i&e (Diarrhoea) 124 (39) | 16(5) | 145(46) | 23(7) | 51 (31) | 7(4)
adu'ld (Nausea) 126 (40) | 3(1) | 154(48) | 8(3) | 20(12) | 1(1)
viadwn (Constipation) 98 (31) 2 (1) 99 (31) 3(1) 50 (31) 9 (6)
a3y (Vomiting) 69 (22) 3(1) | 101(32) | 13(4) | 11(7) 2 (1)
1hndniau (Stomatitis) 11 (3) 1(<1) 56 (18) 7 (2) 1(1) 0
1haaavviay (Abdominal
pain) 24 (8) 4(1) | 341 | 2Q1) | 11(7) 1(1)
AmuAalnfaavsEUL
lszan
AMzlszangrudane
fmadné (Peripheral
neuropathy)? 143 (45) 35(11) | 133 (42) | 22(7) 79 (48) | 23 (14)
1ihaigulszan (Neuralgia) | 63 (20) 14 (4) 54 (17) 9(3) 26 (16) 4(2)
1hadswe (Headache) 56 (18) 0 59 (19) 3(1) 9 (6) 0
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ATFNENAILIALAATINAULNAY

m's%menmgu,mmm
AUTULALID Vc + DOXIL Vc + Dex
5 seiiu =3 | sveiu =3| ouun | széu =3
NIUUNR AUIU NIUUGR AU FUIU U
U (%) (%) AU (%)| (%) (%) (%)
ANusEnAudaA Y
(Paraesthesia) 31 (10) 0 41 (13) | 1(<1) | 22(13) 2(1)
Haudsey (Dizziness) 26 (8) 4 (1) 32 (10) 4 (1) 14 (9) 0
Aauraldndilduas
dgn12¢ AL USnaLUS1KI5EN
aauan (Fatigue) 88 (28) 8 (3) 115(36) | 22(7) | 37 (23) 2 (1)
lai (Pyrexia) 71 (22) 4 (1) 100 (31) 4 (1) 21 (13) 4 (2)
aaullan (Asthenia) 56 (18) 12 (4) 71 (22) 19(6) | 33(20) 2(1)
wauviawNin (Oedema
peripheral) 27 (8) 1(<1) 32(10) | 1(<1) | 43 (26) 3(2)
m‘mg‘imﬂns‘i‘luszumﬁam
uazulaag
AMzndatdane
(Thrombocytopenia) 89 (28) 53(17) | 106 (33) | 76 (24) | 61 (37) | 28 (17)
m‘;ztﬁméammaﬁﬂmﬂa
Tudame (Neutropenia) 71 (22) 51(16) | 114 (36) 102 (32)| 12(7) 6 (4)
1a9iaa19 (Anaemia) 68 (21) 30 (9) 80 (25) 29(9) | 35(21) | 16 (10)
nsdatdanarnsaidia
536
y&ia (Herpes Zoster) 29 (9) 6 (2) 34 (11) 6 (2) 16 (10) 1(1)
naanauant&y (Bronchitis) 21 (7) 3(1) 31 (10) | 1(<1) | 18(11) 1(1)
As@alfauasmatdunala
guuu (Upper respiratory
tract infection) 33 (10) 3(1) 33 (10) 2(1) 15 (9) 3(2)

m'mﬁmvﬂnﬁmaeszuu
n 9”1mﬁa‘imos‘wuax
wiafaAewu
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ATFNENAILIALAATINAULNAY

ANTTNBGIEILIRLUA
AUTULALID Vc + DOXIL Vc + Dex
sveiu =3 sveiu =3| ouun | széu =3
NIUUNR AUIU NIUUGR AU FUIU U

U (%) (%) AU (%)

(%) (%) (%)

1hauav (Back pain)

39 (12) 6 (2) 39 (12)

4(1) 25 (15) 2 (1)

ihaauwaua (Pain in
extremity)

48 (15) 8 (3) 34 (11)

1(<1) | 16(10) 2 (1)

1haaa (Arthralgia)

27 (8) 5(2) 34 (11)

1(<1) | 14(9) 1 (1)

AaNunHalnfaavn1s
uala nsivan wazada
Jan

‘la (Cough)

38 (12) 0 58 (18)

0 26 (16) | 1 (1)

Asualadgiunn
(Dyspnoea)

28 (9) 10 (3) | 34 (11)

3(1) 13 (8) 3(2)

AaNunnlndaavuunuad

Adunazinuduinis

ANUDELNNATUITRARY
(Decreased appetite)

50 (16) 1(<1) | 83(26)

8(3) 9 (6) 0

AU v}mﬂnﬁ‘imae WKLY
P o o o
uaztilaal6[nn

fiufiviite (Rash)

29 (9) 3(1) 48 (15)

2(1) 8 (5) 0

N1FAFIAANLEN
(Investigations)

iutinan (Weight
decreased)

12 (4) 0 37 (12)

0 3(2) 0

aNunalaGnIvIatIm

uau'luundu (Insomnia)

43 (14) 2(1) | 35(11)

0 18 (11) 1(1)
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ATFNENAILIALAATINAULNAY

U (%) (%)

ANTTNBGIEILIRLUA
AUTULALID Vc + DOXIL Vc + Dex
sveiu =3 sveiu =3| ouun | széu =3
NIUUNR AUIU NIUUGR AU FUIU U

AU (%)| (%) (%) (%)

Key: Vc = wiatua (VELCADE); Dex = dexamethasone; NCI = a&anifunzisounazné (National Cancer Institute); CTCAE = tnausininu
dluAmilddwsumanisailsifioilseaed (Common Toxicity Criteria for Adverse Events)

2 5yudlv preferred terms 2as angdssanaudarafining (neuropathy peripheral), angissanniuanuidndiularafnilnd
(peripheral sensory neuropathy), amzlstrmdonissdiudarafinilng (peripheral motor neuropathy), mauﬂsvmwmmmganu,aum
mssudarafailné (peripheral sensorimotor neuropathy) wagnazdszamviaraiduialné (polyneuropathy)

winewe wasidusdrwalaaldituivaasyiheluwsazngududins

winnsal Lifvilseasdsauiaaled MedDRA version 14.1

Tunsfnen MMY-2045 gy AEs Afinnssaoussduausunss seduanugunsefiansanaiu NCI CTCAE toxicity grade

asilnrsdnwinrvadin tusilaiilsiaea lasun1ssnm dadvia dudTaur (multiple

myeloma) su1najirs.

m'swrs\'a”l',ﬂﬁl,l,aimﬁauammﬂaamﬁﬂmnmsﬁnmwLmnm’uﬁu“lﬂﬂwuﬁw szazd 3 lugihaduiu
340 shanluaglasun1ssne dadtia Wadlanuy (multiple myeloma) unAau Taglafuwiaiua
nvunaaatdans (1.3 dadnduaanisauns) Uy wanwau (melphalan) (9 da&nsfusia
A5 9LUAT) LA twsatilaiu (prednisone) (60 fiadn3uaan1T1ILUAT)

a5191 12:  winnsallidvilssaeanduiusiuauaziAinssiinonissnunindsiaeu
unAuIaINAY 10% aaveihanlasunissnrsrawatunianniviiaan
1aaa19uAY wanuau (melphalan) uay wwsailizu(prednisone)

Vc-MP MP
(Wihe 340 518) (61 337 518)
nauaiuzausruu MedDRA Wonue [seduanadludy, | ovue [seduanuiiluiy,
n (%) n (%)
Preferred Term AUIU 3 >4 AUIU 3 >4
(%) (%)
anudnlnduavsruutdianuariii
1idav
AN Lnd&nLdan a1 |164(48)|60(18)|57 (17)[140 (42) 48 (14) |39 (12)
(Thrombocytopenia)
Azdindannirnsflaluidansn| 160 (47) [101 (30)| 33 (10) |143 (42)[ 77 (23) |42 (12)
(Neutropenia)
Ta1ina19 (Anaemia) 109 (32) |41 (12)| 4 (1) |156 (46) 61 (18) | 18 (5)
Alvifintdanu1rlutdansn| 108 (32) |64 (19)| 8(2) |93(28)|53(16)| 11 (3)
(Leukopenia)
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Vc-MP MP
(¢W1hher 340 5181) (#1hhe 337 5181)
nauaiurauscuu MedDRA Wonum seeuauLiufie, Wonum seeiuauLiufie,
n (%) n (%)
Preferred Term WU 3 >4 AUIU 3 >4
(%) (%)

Audindanumaniwladluidansn| 78 (23) |46 (14)| 17 (5) |51 (15)] 26 (8) | 7 (2)
(Lymphopenia)

ANuAnUafaasszULNISLAY

CRlTRE)

Adu'ld (Nausea) 134 (39) | 10 (3) 0 7021)(1(< 1) 0
viaut&e (Diarrhoea) 119(35)| 19(6) | 2(1) | 20(6) |1(< 1) 0
a1L3au (Vomiting) 87 (26) | 13 (4) 0 41 (12)| 2(1) 0
1viavgn (Constipation) 77 (23) | 2(1) 0 14 (4) 0 0
Uraviavadr9uu (Abdominal Pain 34 (10) |1 (< 1) 0 20 (6) 0 0
Upper)

AaNudaldndszuuilszain

ANgdseanarudarafldadnd| 156 (46) |42 (12)| 2(1) | 4 (1) 0 0
(Peripheral neuropathy)

ihatgudsgan (Neuralgia) 117 (34)| 27@8) | 2(1) |1(<1) 0 0
ANusEndudaiau (Paraesthesia) | 42 (12) | 6 (2) 0 4 (1) 0 0
a‘:n'ﬁﬁs:ﬂnﬁﬁ"'s“lﬂuazan'nz o

UFMUSUNSTEN

aauan (Fatigue) 85(25) | 19(6) | 2 (1) |48 (14)| 4(1) 0
daulan (Asthenia) 54(16) [ 18(5) | 0 |23(7)| 3(1) | O
i (Pyrexia) 53 (16) | 4 (1) 0 |19(6) |1(<1)|1(<1)

Asiatdanaznisinidailsde

9&ia (Herpes Zoster) 39 (11) | 11 (3) 0 9(3) | 4(1) 0
AauAalndaaswunuaddunas

1n21uN1S
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Vc-MP MP
(¢W1hher 340 5181) (#1hhe 337 5181)
nauaiurauscuu MedDRA Wonum yauAMULTuR e, Wonum seeiuauLiufie,
n (%) n (%)
Preferred Term WU 3 >4 AUIU 3 >4
(%) (%)
vflaa1m1s (Anorexia) 64 (19) | 6(2) 0 19 (6) 0 0
anuAalndaasiviisuasiiiaia
TerIuilv
fufinile (Rash) 38(11) | 2(1) 0 7 (2) 0 0
AuAalaGNIvIaA
uau'lindy (Insomnia) 35(10) |1(< 1) 0 21 (6) 0 0

NnNseauUNILYaIn (Herpes zoster virus reactivation):

uwmﬁm'sﬁmsmwms‘lﬁmmﬁu"l,ﬁmﬁaﬂaaﬁu‘luv{ﬂmﬁmﬁo’tﬂmmm AsAnmsEayi 3 u
Wiheadadiia Teatawn (multiple myeloma) nlhitaglafunisinmunaaunuaifinisallaasin
2a9N15NTLAUNNILYETA (Herpes zoster) taalaunnninluiihanlaiunissneyielra VCMP ila
WwisuinudAusihedlasun1ssnunsie MP (14% iAnuiy 4% auaieu) N‘]J’JEIMVLGI‘S‘IJﬂ'I‘S‘SﬂH'l
@28 VCMP d1uiu 26 % "Lmumm’m“l,'asmwaﬂaonuaummsmwaomsmmma”amm lavinnns
wandiaseilusihailasun1sinmeaea VcMP wumugam‘luwﬂmm"l,u"l,mummu"bsmwa
lagfude 17 % WaufaudaudusibhadlasuesdulhiadailasAudenuansgaiaiias 3 %

aaa

msw&ia"l,ﬂﬁu,&mﬂ;]n‘sm“Laiﬁo,ﬂszmﬁmnm'shi"mﬁn%ﬁmﬁmsmﬁ'lﬁm’mLﬂu"l,ﬂ"l,m"ﬁau
suusdunisidwatualugihadidulsadadiiia adlau (multiple myeloma) 7Aliiaa’lesu
ns¥nendelaunisdadanitrsunisdanaraaaasiuiiia (Stem Cell) Tagla¥uwiataanig
naantdane (1.3 dadnfusan1sauas) |ihea 410 smm"Lmnmssm&wmmnammiwﬁy faan
Taigfigu (doxorubicin) uag tanaintuniidu (dexamethasone) tl3autAaudy 411 s1ail6a5u
n1s¥nE6ae Juasadiu (vincristine) Aanlagddu (doxorubicin) uaz Lanatun 12U
(dexamethasone) 1un1s@nw1 MMY-3003 wile 239 Taflasunisinmsmiawialuas gy wan
aiun 12y (dexamethasone) datdan wiauiaudy 239 shanleasunissneiera Juaiaiu
(vincristine) danTafsfidu (doxorubicin) uaztanzinumi ey (dexamethasone) Tun1s@nun IFM
2005-01 w & ¢ 130 5 7 a7 1T a5 un1s a6 2
wiataasuAy mala'lud (thalidomide) uag tanatuniefu (dexamethasone)lsauisudu
126 s1anlasunisinenela malalud (thalidomide) way iananumnileu (dexamethasone)
Tun1s@nwl MMY-3010 Tunis@nwife 3 Avinlukihadlasunisdanalad (MMY3003,
IFM2005-01, MMY3010) fuiavilfAsenlsiiedlseaoaiiiinluiosusdunasnisinwwvintusyy
13 luasedl

> o a - aaa 1 2 o I’ d a ' o
a15191 13: aiidinnsaiuavdfisarBiividszasaannn1sldenniinsziiinenissnun
} = > o o ' > ' \ A=
TuaheiausuaasnIssnNds1avvLaansga ( 210% Tunaaznauindnin)

(VELCADE Transplant Integrated Analysis of Safety: Safety Analysis Set)
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---------- Vc-Based --------|-------- Non Vc-Based ---
(Wihhe 779 51a1) (Wihhe 776 51a)
nauadezauszuy MedDRA | ioniua |- seduanuilufiy —| Wonue | - seduanuilufis
uIu (%) -uu (%)

Preferred Term FATUIU 2 >3 AUIU 2 >3
(%) (%)

Frnuiihanidnlfasanlivie | 715 679 (88)

szavaannnsiaden (92)

ANAaLAGARINIVLEUDIUNS

viagpn (Constipation) 242 |89 (11)| 10(1) 214 (28) 67 (9) 8 (1)
(31)

aduld (Nausea) 215 | 71 (9) 22 (3) 206 (27)|77 (10)| 9 (1)
(28)

viaul&e (Diarrhoea) 133 |29 (4) 23 (3) |110(14)| 26 (3) 6 (1)
(17)

at3au (Vomiting) 95 (12)| 30 (4) 18 (2) |87 (11)| 35(5) 6 (1)

AuAaUAGaassTuLLsTaIN

anzlszanadularafdadné 147 | 53 (7) 20 (3) 547) | 11 (1) | 4(Q)

(Neuropathy peripheral) (19)

ANusEndudai ey 101 | 24 (3) 11(1) (80(10)| 15(2) | 2(<1)

(Paraesthesia) (13)

angdszammiuanusdnsdiudare | 101 | 41 (5) 19 (2) 55(7) | 13(2) | 1(<1)

fAeadné (Peripheral sensory (13)

neuropathy)

1hadAswe (Headache) 64 (8) | 23 (3) 4 (1) 76 (10)| 23 (3) | 1(<1)

audadndiiliuazaniie s

UMUK

aauan (Fatigue) 158 | 50 (6) 21 (3) |161(21) 68 (9) | 21 (3)
(20)

lai (Pyrexia) 153 | 56 (7) 25 (3) |159 (20)| 40 (5) | 36 (5)
(20)

aaullds (Asthenia) 110 | 33 (4) 16 (2) |[91(12)| 33(4) | 10(1)
(14)
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Q’rmﬁaﬂnﬁmaoszumﬁamta:
Ul ELT]
AMndaidansin 239 [54(7)| 63(8) [171(22) 27 (3) | 27 (3)
(Thrombocytopenia) (31)
1a9iaa19 (Anaemia) 211 |95(12)| 55(7) (222 (29)108 (14)| 77 (10)
(27)

audindanznluldancn 196 | 51(7) | 109 (14) [206 (27) 53 (7) | 120 (15)
(Leukopenia) (25)
nsdinianaznsdaifailsda

® (Herpes Zoster) 86 (11)| 50 (6) 24 (3) 18(2) | 9(1) 5(1)
ANuAnUnfuavIunuaddy
uarinAaquIn1g
Azianaluidange 122 | 46 (6) 26 (3) 138 (18)| 46 (6) | 31 (4)
(Hyperglycaemia) (16)
Angsedulandauluidans 100 [2(<1)| 29(4) [82(11)| 6(1) 12 (2)
(Hyponatraemia) (13)
ANUAaUAGNINIaA
uau'luudy (Insomnia) 96 (12)| 32 (4) 6 (1) 82(11)| 30 (4) 6 (1)

Ve=wiatua (VELCADE)

nanawng Lasidudaruialaaldinuivaasiihalunaaznguiudinis

atifmsalledanndnunugihaiidnd §Asa liRelseaorad1otan 1 winnsal Wlddawiumuanisal

wiansallifvilseaedsauiaalyd MedDRA 13.1.

a51ln15dn1n1vadiin Tun ey ussvaauynidavudauuiniiaizia (mantle cell
lymphoma) sinainiluzii

finsdsvidudayamnulaaadelumilie e Lsamaummaawummumama (mantle cell
lymphoma) vinduifludhluns@nenssasi 2 [M34103-053 (PINNACLE)] dofiilaadiuiu 155
578 laFunisinEnawalaairunauusinga 1.3 fadnsusani1s1ouns mauam‘mﬂaamﬁﬂ
aaswatualusihanauil asradugihe Tadifia Wadlann (multiple myeloma) auuana19
Auiidrdeysznineefihe 2 aau'leawn bl naaldans1 anzdiadaaunirinsilaluidansn
Tarina1e Aduld avdaunazainisla sﬁoumssmmuuaﬂ‘tuwﬂm fadia Waalaud (multiple
myeloma) wanNTuihe ue mmaummaawummumm‘zja (mantle cell Iymphoma) Tuaauy
Aranumsiiannzlssamaularafailnd fu uavarnisdu lugihe usedaminudasuia
wuuiata (mantle cell lymphoma) figuninegihe Tadiia fudTaun (multiple myeloma)

d3iln1sdnw1nrvadin Tusilia uz15vaaunudavaiauuuiiiatga (mantle cell

lymphoma) # Pluiae la5un155ne7

A15197 14 udavdayamnulaanduaingilie ussesantiivdasuiiaunuiiiatzaa (mantle cell
lymphoma) 7'litaalazunissnuinauionus 240 sraannns@nsiiilunuuguuazafiull
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19uiin degihalasuwiaian (1.3 fadnsusansowns) Taansdainnaandansi suiu 31
dfiuny (rituximab) (375 dadnsusan1519tuns) lataawaaw lue (cyclophosphamide) (750
fiadnsusanisvuns) dantugidu (doxorubicin) (50 dad&n5usan1s1ung) wag twsaiilau
(prednisone) (100 fiadn5usian1519tuas) (VcR-CAP)

aiffinsalzasnisiinidanaansydu > 3 wiflaudusenine 2 nauidnsn (4 shelundu VCR-CAP
wae 3 snalungu R-CHOP) nstAatdanaanssau = 3 anuanaldisaliuinasnunlungu
VcR-CAP

mwmumsmmma 31% tugjihanau VcR-CAP way 23% Tugihanau R-CHOP fishaviuniséia
(azasnsidumialanarlanlasddnridfanttlusiaouda anuiy (Tungu VcR-CAP 8%

WiguAulungu R-CHOP 5%)

atiinisaluasnsiinnisnssiunggainiilu 4.6% lungu VcR-CAP uay
TaasaviinisilasdusraeeiubhiFaauidinualiluinsesvnisitayaiunla

0.8% Tunau R-CHOP

151911 14: ﬂgnsm“luwaﬂsumnmﬁ'\m‘muaumam (atinviiaa 5%) Taufinuusy
> 4 lun1sAnnTsa uziSeeaminudasuiiauuuiiataia (mantle
cell lymphoma) tuejilhanau VcR-CAP wiaufdunau R-CHOP (silha 482
s14a) (nsAnw1 LYM-3002)

56U 3 LAy

VcR-CAP R-CHOP
Wile 240 5he Wilhe 242 51
ANy
ANy | Aeszau § anudy | anudu
5 NEHILHAU 3 >4 MWINNa | AEseeu 3 | AmsyEU
nauaiuITaIusTUL NINUA 19U 19 11U S >4
Preferred Term U (%) (%) (%) (%) (%) U (%)
mwwmﬂnmmaosmu
Wdaaunazinudag
mamﬁmﬁamnﬁﬂms
Axluldaasn
(Neutropenia) 209 (87) | 32(13) | 168(70) | 172 (71) | 31(13) | 125(52)
azialdananlu
1damen (Leukopenia) 116 (48) 34 (14) 69 (29) 87 (36) 39 (16) 27 (11)
1a#inang (Anaemia) 106 (44) 27 (11) 4(2) 71 (29) 23 (10) 4 (2)
AMzndatdane
(Thrombocytopenia) 172 (72) 59 (25) 76 (32) 42 (17) 9 (4) 3(1)
aMediadananiiing
Axlutdansn Tufud
"lai (Febrile
neutropenia) 41 (17) | 24(10) 12(5) | 33(14) 17 (7) 15 (6)
m’mﬁmﬁammﬁuiw
laisituLlansin
(Lymphopenia) 68 (28) 25 (10) 36 (15) 28 (12) 15 (6) 2 (1)
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VcR-CAP R-CHOP
Wihe 240 s1a Wihe 242 518
anuilu
anilu | Ansveu 5 anilu | anwdlu
5 WEIEeU 3 >4 MINUA | AEseeu 3 | WU
AQANAIELNZTANSTUL MINANG 1 19 1 71U >4
Preferred Term U (%) (%) (%) (%) (%) UIU (%)
P RV L TR RS THT
szan
aglszaniuanusdn
grularafadné
(Peripheral sensory
neuropathy) 53 (22) 11 (5) 1(<1) 45 (19) 6 (3) 0
anglssarnarudane
RAalné (Neuropathy
peripheral) 18 (8) 4 (2) 0 18 (7) 2(1) 0
ANUTRnFuFUaaLAY
(Hypoaesthesia) 14 (6) 3(1) 0 13 (5) 0 0
ANUTRN NN Y
(Paraesthesia) 14 (6) 2 (1) 0 11 (5) 0 0
thatgudssan
(Neuralgia) 25 (10) 9 (4) 0 1(<1) 0 0
anuRailn@iililuay
AN1IT QL USAUUFUS
g
aauan (Fatigue) 43 (18) 11 (5) 1(<1) 38 (16) 5(2) 0
12 (Pyrexia) 48 (20) 7 (3) 0 23 (10) 5(2) 0
aaull&n (Asthenia) 29 (12) 4 (2) 1(<1) 18 (7) 1(<1) 0
WAUNTAUILINN
(Oedema peripheral) 16 (7) 1(<1) 0 13 (5) 0 0
AMuRalafaaYsEUL
MILAUATUS
Adu'ld (Nausea) 54 (23) 1(<1) 0 28 (12) 0 0
viayn (Constipation) 42 (18) 1(<1) 0 22 (9) 2 (1) 0
ihndniau (Stomatitis) 20 (8) 2 (1) 0 19 (8) 0 1(<1)
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VcR-CAP R-CHOP
Wihe 240 s1a Wihe 242 518
anuilu
anilu | Ansveu 5 anilu | anwdlu
5 Wisgay 3 >4 MINUA | AEseeu 3 | WU
AQANAIELNZTANSTUL MINANG 1 19 1 71U >4
Preferred Term U (%) (%) (%) (%) (%) UIU (%)
viaul&e (Diarrhoea) 59 (25) 11 (5) 0 11 (5) 3(1) 1(<1)
a1t3au (Vomiting) 24 (10) 1(<1) 0 8(3) 0 0
viavam (Abdominal
distension) 13 (5) 0 0 4 (2) 0 0
mvsﬁmq‘.’lvauazmsﬁm
alsda
daauiu (Pneumonia) 20 (8) 8 (3) 5(2) 11 (5) 5(2) 3(1)
auAalnfAaIRIKIT
uaziiadala@inig
WH329 (Alopecia) 31 (13) 1(<1) 1(<1) 33 (14) 4 (2) 0
AMUAaUAGaaILN
unuadduuaz
Tnauns
Anzianaluldange
(Hyperglycaemia) 10 (4) 1(<1) 0 17 (7) 10 (4) 0
ANUDELNNAINITAARY
(Decreased appetite) 36 (15) 2 (1) 0 15 (6) 1(<1) 0
agszaulluasidanlu
BhR
(Hypokalaemia) 11 (5) 3(1) 1(<1) 6 (2) 1(<1) 0
AMunRalnfaaiaan
1Raa
ANUGUTAIAOFY
(Hypertension) 15 (6) 1(<1) 0 3(1) 0 0
AMuAalaanIv a2
uau'linadu (Insomnia) 16 (7) 1(<1) 0 8 (3) 0 0
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VcR-CAP R-CHOP
Wihe 240 s1a Wihe 242 518
ANy
ANy | Awszeu anudy | anudu
WEILHAU 3 >4 WInNNa | AEseeU 3 | ABsYAU
uaduny ¢ NINUR . . . . >4

NRUDILNTANZUL i AU MUY AU AUU
Preferred Term U (%) (%) (%) (%) (%) UIU (%)

Key: R-CHOP= 5yunu (rituximab) 1o iaanaavnlue (cyclophosphamide) danTargfidiu (doxorubicin) Sumsaviu (vincristine) uaz twsadilau
(prednisone)
VCR-CAP= wiatua 5ydunu (rituximab) 1ailaawaan'lue (cyclophosphamide) danTargfidu (doxorubicin) uag twsafileiu (prednisone).

dsraunisaividvnisinvinuuie (Post-Marketing Experience)

'

a5 lifvlseaeAanenAdteddaunivndfinasgaudaesanisluiid wnadelufinnssaouly
24196 U
anudiuaavlisuaviusadsdnsnissiaeuainisbidvdssasdainanannlssaunisalnay
asIuinawIataalan anuinudaslidiuariudasinissaounazaislssunaading
Wigvasvaavaiinsalviviaduilianunsarinle ainslidvdssaedannendanusanuauiaiu
nawaiseeia’liil wulaaun (very common) (> 1/10) wudaa (common) (> 1/100 wag < 1/10)
wu'liitas (uncommon) (= 1/1000 way < 1/100) wuiaea (rare) (= 1/10000 wag < 1/1000) wu
daaun (very rare) (< 1/10000, srudiesnautanigse (isolated reports))

> 1 e o o ° ]
a157191 15:  s1aviuainslunvilsesvanaridvn1sI1vINuLNe

anudailnduassrumdaauaziiudag

aMzdaaudiluviaaadanuuuuwsnszane (Disseminated

. : wulae
intravascular coagulation)

amsAedaudanluvaanidanuavaunaldnuasiaantdancan

(Thrombotic microangiopathy) wulamnn

aNuAnldndiaagiinla

Ay atrioventricular block complete, angdudaila (cardiac

Wuliag
tamponade)

audailndaasuazyaIuly

ynuINiedadrng (Deafness bilateral) Wulag

aNunnldadinavan

nsfiaidiaisy (Herpes) #ia1 (Ophthalmic Herpes), angilseannen

finnd (Optic neuropathy), muaa (Blindness) wuuad

anAvfvfia iy (Chalazion) w&aneaniau (blepharitis) wuiag

AaNuAnUafaavszULNIYLAUAN1NS
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aldnaidniguannnisunadan (Ischemic colitis), duaauaniay ——
tdeuwau (acute pancreatitis)
a'l&amdu (Intestinal obstruction) wu'ldidag
nsfiadanaznisdatdailsda
Havuauasdniguannnsiaitiaisu Herpes (Herpes .

: N a . wuag
meningoencephalitis), dantfiavainladiaiidunie (Septic shock)
Progressive multifocal leukoencephalopathy? WUUaauNIA
AMNUAaLAfARITELUUNTANAY
AL (Angioedema) Wuliag
Ufasenunwaiinguwsy (Anaphylactic reaction) Wulaauln
AauAalndaassTuulsTaIn
TsanTanenddninuavauay (Encephalopathy), Tsauavidssannanluda
(autonomic neuropathy), posterior reversible encephalopathy Wulag
syndrome
AfuanIsAaLad-ulsts (Guillain-Barré syndrome), Tsatduilseain
dnuEaseriiAnannildanviuguilssangnvinaia (demyelinating wulas
polyneuropathy)
anudalnduavszuunviiuniala nsrvan uazdavan
Acute diffuse infiltrative pulmonary disease (a¥a1a 4.4), wulae
anganusuviaaatdanilangy (Pulmonary hypertension) wulag

a a a o A& al v o

AauAalafaasRIuiviasidatdalanluie
Stevens-Johnson Syndrome and toxic epidermal necrolysis Wulaauln
Acute febrile neutrophilic dermatosis (Sweet’s syndrome) Wulag

2 fisanudenuiamnansdifeAuaidmsaidbinsiuswmnuasnisdaidialiia John Cunningham (JC) TaaiunaliiiAa PML uag
mMaRedinlugihanlasunssnsarawiaua

4.9 aslasuatauaua

njsﬁnmwmwmﬁwﬁmmLﬁ'mﬁummﬂaamﬁu@iasznuﬁa‘tauawaa'mﬁam’(ua"ouazaﬁw WU
Walvienmenaaatdaedilszuna 2 89 3 wihzavzuaevivadfinnuusinluniiauasfiadniu
GaRITILUAT wﬁuﬁuﬁ’ﬁnmﬂﬁua”msprSLm"umaoﬁah annsdudizasiala vinlvadueu
Taﬁmmuamﬁﬂﬁ?m'msﬁuﬁmaaﬁa‘laﬁamaoLILa::mme‘Tu‘Iaﬁmhﬁmauauaom‘ams%m:mmn
Weoundudraennidnusefivdrzasilanasiduauduiaia as@nmlugiy dtnanunis
indudnvaguay QT-interval Mlsuudua luaunaeniiiluduasaiodia

A5 lasueNLAvaUIaNINNIN 2 mwaomummml,u“m‘tuwﬂm fianuduWusAunistiamnusu
‘iE\WiG]GnLL‘]J‘lJLQEI‘]JWE]HMLLNG\\‘JE'\ﬂ']i u,a”ma“mamLaammwumaumwawm L‘I/I'WI‘VI‘S'I‘]JEI\‘IVLNN
iU (antidote) mmtwudmsum'svlmmnamemumum Tunsaluasnislasuentiuauna
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AmranATaduaadwaadihauazlvaisinenuudssdulsaagiiadneseduanuauladie
(tdu #1517 enANAuAUlana way/vnia entiuLsIiuamIuaIila) wazaaugiiuagsivnie (g
Wira ddaviidruazdanissriviitdaelun1sldan wuas aualdauarisnisuinuisen)

5. aaduiiinnendainen
5.1 aaduidnvinddanadIsng

aa'lnnsaangqund

vasitafuinaautdiduansiudonuudundule (reversible inhibitor) uay chymotrypsin-like
activity aag 26S proteasome luilrfaduasdaildnsgnsraun  26S proteasome Lilulalséiu
vadauaualnel dofivinimaasaraldsaudd ubiquitin Tae ublqwtln proteasome pathway
funuvardgluasarvaudsunazasldsudnwizsluigad deldu S9hadneausuga
aaluigaa’le astudanisvineruuag 26S proteasome azilasfunisaaraTusdurivane dofi
nasanszuIunsnsRdaaaniusidudusien (multiple signaling cascades) analuiaas A1s
dauvna’lamuausuaa dadsunsalildgasaauasiaad’le Asdnluvaaanaaay a9
Litduwihvasilafiufianuiluissaidaduzisonaradszian uaznaliiinnsuzaanisiadyuas
vilavan desinbe Taduia TudTann (multiple myeloma) luwuuinaasiiiasaniililadnienédin
avdainaaay

dayaannuuudaaslunaanneaad wuuataasuansnig uasuuudnaasludaivasuasiladiy
muamwmmtwunsumums msmaﬂuuﬂaa LAYNIYAUNITYINIIUARY LadaauTi&s19NTEaN
(osteoblast) warfiufanIsvinauuas L‘?J&F\]MV]'\Z\]'\Uﬂ‘iuQﬂ (osteoclast) wawiandidowulueile
adia Wadlaun (multiple myeloma) #finnsvinaranszqauin (advanced osteolytic disease)
waylasunisinealauasitudy

NsAnEIMIIA&Tin

mMsdneIn9ndfingzasii 2 1u saduia sTadTan (multiple myeloma) ufianduiiluai

mmﬂaamﬁuua”ﬂ?ﬁmﬁmwmaams‘tvﬂnammL’LhmmaamLﬁamsh”Lm"%nﬂs"Lﬁu’Lumsﬁnm
wuunaLde daweadan vinluanaaniiu (M34100-25) Tusjihadnuiu 202 sudoiaela¥unig
Fnmunnauadivdag 2 A% LLavu,ammsanmmaa‘lm‘lun'\ssnmmamam RGTERSIEIR N
Fumsineaalaiuainauda 6 A dayatugiuzacfihawardnrazianizaadisa &9
uanslums1eii 16

jihelddunisdawiatuanivvaaatdandiuuusiataad (IV bolus injection) 1.3 fiadnfusia
AT NATEaA5Y Favas 2 asutflunal 2 flavf ausaszazwnan 10 Ju (saunisinm 21
Fu) dmFuinusaunisinungeaa'litiu 8 sau nsdnmildnsdsuildsuaunaanaiuainu
dlufindidaaina (@ida auraldeuazisnisusuisen) gihafinisaausuassanisinen
mawalnaglasunsiuganinlesunsinenmawaiasalunisdnmnaieealy

a1591 16:  aqdayanauiihauardnyaizianizaaslsa?

wilhe 202 514
anEazianIzaadnilig
Usagiuuavan, 1 (2129) 59 (34, 84)
VWA 28/ Keld 60%/40%
\iaé ndumuﬁ’;m’;/nduﬂumm/ﬁ'uﬂ 81%/10%/8%
syduaussantwasuanad (Karnofsky Performance Status score) < 70 20%
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wWihea 202 s1u
gTulnaiiu < 100 nfusadng 44%
FuUndaian < 75 x 10° 6adng 21%
ANBAULIANIZUDITTA
Adfiauas Waalan (%) IgG/IgA/Light chain 60%/24%/14%
dsagiuvag B-lulasinaydu (Iadnsu/ang) 3.5
ﬁﬁﬂg_mmmmmuwsgmﬁaﬁa"tm‘tugwsmﬁmwaoLﬁuaan:nns'wmu 73.9
(creatinine clearance) (fiad&n5/u1)
cytogenetics Midand 35%
AsnelduasiasTuiau 13 15%
WsasiuaavsrazIafdenanisidadainiuiadia siadlau 4.0
(multiple myeloma) (il) '
Asshenasenau
wae'lasudLfasans Ly ten2uni gy, VAD 99%
ae'lasusnsaadAan tau MP, VBMCP 92%
relasuuaunslandu tdu VAD, Tulauauinsu 81%
taelasunisFnene thalidomide 83%
1eFuenanvsiuacinvan 2 Aiia 98%
1eFuenanvsiuacinvian 3 Adia 92%
1esuenionue 4 ufinznasiu 66%
we'lasunsdanaraaaasuiiiiia/nsnEnsaaauagedug 64%
we'lasunisinenlunisneaasnianisins iaeigau 44%

@ fofusnnugiheifidayanaeiEunsinm

msmauauaomaLL'Jamm‘tums‘tmﬂummmummanuamiumswm 17 desnsnausduadeai)
ataatunistaifusidardelasunisssifiuinaanmznssun1saasznsiagaunisise
(Independent Review Committee (IRC)) Taaldvidninauaiuay Bladé uazaae aAnsaauduay
fuysaldavilsznaudia waranngdadlulunsegniannin 5% aisanavuag M-Protein 100%
LRY wamsmmaanauu‘iuﬂnmﬁmﬂuau (IF) Fns1nsaauauasdelainaist SWOG aNUEAI'1Y
@e ANseauduaduad SWOG saviinisanavuas myeloma proteln Tudisu > 75% u,au/ma Tu
s = 90% rihavienua 188 snagnilsvifiunisaauauad 49 9 ediiulsailiauisa
asadaladulisunsadsufunisnanauasing aaznssunsaasy Lot Wihad1uiu 5 s1a9nan

2aN3ANNNTILATIEHLSETRNEN N s la5un1s5n e naunindiiaddniasn
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98% movfﬂm‘tumsﬁnmﬁiﬁur;nm"m auaeBuauf 1.3 dadnsusanisnoues Taaluian
nvnaaatdanal wulIn 28% mamﬂmmmuimumumm 1.3 4{NTUGAAAITIILUATARDA
Asdns Tuaaet 33% mamﬂmmuumummmmm 1.3 §adNTUAANTIILNAT GAYRAUUIA
gnavluszninons@nin figfilhe 63% savldsunistzaanisliwialunatiiviag 1 ﬂ?\‘)ﬂl‘uiuﬂﬁ'l\‘i
a1s@nu Taeviyldgihaifinsaauduasanysaiazlasunaisineadlawiataatindn 2 sau

ndvanfufunisaauduacudd §9tu Seuunirlvrihedinauauaslasunissnunsrauiaiua'le

fv 8 sau AadnuadiwIusauaInIsIELINAY 6 sau
fisagiunadnIsianIsnauduadfa 38 Ju (19sennineg 30 dv 127 Ju)

Tsagruzavnissandinuacgihaeruaiiinsinda 16 au (2h95enine < 1 feunnndn 18
Lhiau)

a519M 17:  aswadnsuasisa

AN3ItAT TN aUdaUaY (ANSSAENGAILALAALNLNATIR AU (%) | (95% CI)
1enn) Tugjilha 188 s1a
dnsnsnauduaviaasiu (Bladé) (CR + PR) 52 (21, 35)
(27.7%)
nseauguasguysal (CR)? 5(2.7%) (1, 6)
ATRaudUaILIRIu (PR)P 47 (25%) | (19, 32)
nsaausuaIiddun1endiin (SWOG)® 33 (12, 24)
(17.6%)
Kaplan-Meier Estimated Median Duration of Response (95% CI) | 365 Ju (224, NE)

o

Aseausuadsnysaldafinadusadlulanszan < 5% n1sanad 100% uad M Tiséu uasnanisnaagauduyTudaiaduliuay
(IF)

AsAaUFUAILINEIUADITIAITAARILAY TodTaunTusauludsu > 50% uaznsanasuay TedlaunTusduluillasne > 90% atnv
van 2 asvaalussaznaiadviag 6 fUavuazan1izuadlsnnszanLasiLALTauAIN

o

oo &

NTAAUAUAINALTUNIIAATN (SWOG) favfinsanasuas TedtanTusauludsy > 75% Way/u3a Msanavuad dadlautdséiu
uilaany > 90% atean 2 afanaluszazaiatioian 6 671]61'11/1LLE\I"&ﬂ'l'J"“LIa\ﬂSﬂﬂS”ﬂﬂLLR”LLﬂaL‘JJﬂJJﬂO‘VI

o

Tunsdnunil das1n1saauduadeawratan liduafuiturunardinuasnisinunnau
o = @ e o a o~ & = - o
11 AsaauduavsinuITUuaaaslunih andwarsautadaa > 50% v5adl tAaanWusg

cd a

mamsmwmﬂnm"tu“lmnsvmn wumsmauaum"tuwﬂmmum'mwmﬂn lasTulaiu 13

finsdnmaunadniagnisnauauadsanuinan (M34100- 24) Tuiha daciia Tadlaun
(multiple myeloma) 3wy 54 s1a Tag'ladueauia 1.0 uaansumams‘mmmmama wia 1.3
fadnfusanseuasaanse dla1viaz 2 a%e a1n 2 Tu 3 §lanv wunseausuasianysains
wgnTunsazaunae dasinsaaudauadlaasin (CR + PR) windu 30% (8 / 27) Tunauilleen
1.0 fiadnsusamsatuas way 38% (10 /26) Tungun'leen 1.3 dadnsusanisnaluens

Hilhadlifinisnauauadiininsausanisinmaalaaiasuiaiie) (Isaanaiunianeii
navAINAITIART 2 Wia 4 saueualdu) dunsaladuianaiumiguluauiagerIuautalue
(Tuda anaunmigu 40 dadnfusrudunistiwiataaudaza’vlnaiulssniuniay 20
fadaniu Wwiudmduwialaauazdn 20 dadnsun uiundvastiwiaiae (Aa un 1, 2,4, 5, 8,
9, 11 uay 12) :nnuul160 dadnsu aalu 3 flaw) Fruuiihansnue 74 sglasuianauum
TgusuAuialuanazgnilseifiunisaauauay 18% (13/74) vavyihaussansaiinisnausuach
2u ( CR 11% uag PR 7%) Tunisinmeiaengasuiiasiudu
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= aa ' a o v o o o o -
n1sAndInIvaddnuuuduuaziilatnadaarluise siadiia Wadiaua (multiple

myeloma) aiianaulilueiiiaamilunisulsauiiausziinmiataafuianaiituni iy

msﬁnmmoﬂﬁﬁnmujmﬁszﬂ:ﬁﬁ 3 wuuetfiuldaneniin Lﬂmwuﬁ'am w9ty wuusy (1:1)
[M34101-039 (APEX)] M5urihednuiu 669 sz gnaanuuuiiagin watuednavitliszasan
gnisanatuuadisa (TTP) Adu wssudauduiananumiguaunnagelugihe fadida fud
a1 (multiple myeloma) ufiaanaruiiaalasunisine 1 89 3 asenaunih wiaiihadegn
W59 fasatanznumlguauiageannauazgnanaaniduidedugihanianslszamaiu
Uaraifdaln@findnugunsesyeu > 2 wiainuwiunantdan < 50000 sa'lulAsdnsuaisiaunis

$nw ethadnuionus 627 Maldsunisdsafiunisnauauad

taatldlunisudesihe tewa $uu i (lines) 1|aams’s“m:nﬁauuﬁwﬁv{ﬂmisﬁumn‘ay
(nsneaauniin 1 1y (lines) tisuduninnda 1 'lai (lines)), szaztiarvasnisanainds
fuinsdunsinraaumin (MsanansznIanIanialu 6 LHaundvannangasAIANNRIRA
WinuAun1snduNN2a9lsA nd9an 6 iaundeannlasunisinEafaan), uarn1sinsedu fa-
lulastnaydu ( < 2.5 dadnfusadasivisudu > 2.5 dadnfuanadng)

Snrazannzuadihouazisauasisunsinn lagsllily ans1ei 18

15191 18: asddnuaizianizaasiibhauarisaaaizisunissnunlunisdnussazi 3

(n1sdnun APEX)

naunlduwr | naunldianan-
aneazianITaasnila aLun wmidu (336
(333 51a1) 5181)
Wsagrunadaneniluil (2hv) 22)0 (33, 61.0 (27, 86)
LA 28/ RED 56%/44% 60%/40%
v , o 0,
(26 AatALdau/ARNAURIGT/EU 09/00 o/ 6%/4 88%/7%/5%
seaugussan wAIsuanan (Karnofsky Performance 13% 17%
Status) score <70
gluTnaiiu < 100 nfusadng 32% 28%
Iunaaian < 75 x 10° sadng 6% 4%
ANHOULLANITADITTA
o o
Uszianuag WadTaun (%) IgG/IgA/Light chain SOO/O/O/ 23%/1 59%/24%/13%
fsa51uua9 B-microglobulin (iadnfuaadng) 3.7 3.6
fsag1una9 dayiu (nSuaadng) 39.0 39.0
Creatinine clearance < 30 dad&nasaauvi [518 (%)] 17 (5%) 11 (3%)
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WsasruaasszazIan douaddadadnilu siadia sfa | 3.5 3.1
alau1 (multiple myeloma) (i)
AU AR WAINITTAEINDULLA
Usa57U 2 2
1 a1l (lines) nauwniin 40% 35%
> 1 e (lines) Aauwnin 60% 65%
tithafaviun (N = 333) (N = 336)
waelaFusLfasaas 1y el 1y, VAD 98% 99%
ralasuuaunslandu tdu VAD, Tulauauinsu 77% 76%
re'lasusnsaaALany tadu MP, VBMPC 91% 92%
taelaFun1sFn A aM&1a lue 48% 50%
JuAT aAIRaL6 74% 72%
Lmﬂ"l,m"%l'lmsﬂaundmLeziaa’m"umLﬁm/mﬁnmwﬁwm 67% 68%
AUIAFIAU
we'lasunisinenlunsneaaasnianisinniaaigau 3% 2%

Wihalunauildwialualasunisineuuy 8 sau sauay 3 ey amuslan1s¥nsiuuy 3 sau
sauay 5 §lavl Tuusazsaunssnruuusauay 3 e giheldsuiatuanivvaanldansn
wuudasiatiiad (IV bolus) arauuinen 1.3 fiadnfusdansvuasiiiasniaiiad Taalasua
fdaviay 2 asutilunan 2 §levluiui 1, 4, 8 uay 11 eueaszazinen 10 Ju (Yun 12 v
21) Tuwsazgsaunissnrnuusauas 5 e gihalasunalaadnnaanidandiuun 450
vien (IV bolus) enzauiaen 1.3 dadnfusdaasivuasiiavaiiawgia) Taaldenddaniay 1 ade
tuian 4 §dauiluiui 1, 8, 15 uay 22 eusraszazwnen 13 Ju (Jui 23 9 35) (gifa
auialdunuazisn1susnisen)

Wihalunauildeananum Taulasunissnsiuuy 4 sau sauas 5 §Ua ausan1sinm
wuy 5 sau sauaz 4 e lunaazsaunisinruuy sauas 5 flev fihaldsuaananium
T2fu 40 dadnfusaiu Tassulszmuiuazaioluiui 1 6 4, 9 v 12 uay 17 69 20 enusaszas
Wnen 15 5u (Jun 21 dv 35) Tunisiaruuusauay 4 e fihalesuaananuunilau 40
fiadnfudaiu Tasfulssniuiuazasvluiui 1 dv 4 anueaszazWned 24 Ju (Jui 5 d 28)
Wihanfivangrunisanatuuadlsaludienlasueiananumiau aggaguallasuwiatualu
auaeLazAIuansuIaIsIulunIs@neadu

mmmums’)Las1zﬁszﬂzL3a1§inwsana1umaaismﬁaam’uﬁmyium"l,'i!,l,a"a (preplanned interim
analysis) Agunladiananunlgugangalinisinm wazgihaisnuangngulwleduiananum
Tauazgniaualildwiatualaglildarfvdogaruniwuasisa lafinisiaszineainngyg
amﬁwswdwmsqﬁm;ﬁmm Lﬁaamnmsﬁnwwﬁ"l,m”qnqﬁrialuum Jsag1uvagszasIanlunis
daaunadnsugihafsandis (I1udru 534 s1a) FvdAndnadi 8.3 tiau

lunguildwiatua filhe 34% la5uwaianadiodas 1 afsluionua 8 sauuasnisinuIwLL
sauas 3 ddanvi uay 13% 1eFuatiiviiag 1 aselurivnua 11 sauuasnssne uIuATILRLN
Tdwiatuaszniens@nenda 22 a5e Taadidiveouns 1 89 44 a59 lunguinldienanunitau
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40% waviihe'ldsuatnoran 1 afeluionua 4 savuasnisinuuuusauas 5 §law uag 6%
lesuativias 1 advlunonum 9 sau

asianzdszazdaaniunnisal (time to event analyses) uazdansinisnauauad (response rate)
NNNsANHsEEE 3 lauaneluansiei 19 nsaauduasuaznisanaingnlsuisiulaalainaad
nuladiauazdanaralanszqgauviveg1sd (European Group for Blood and Marrow
Transplantation (EBMT)) n1saausuavauysal (CR) daviinarauzdasaiulunsean < 5%, M-
protien anay 100% uaswanagauduyluiaaduiiuay (IF) AMsaauduasurgdiudasiinig
[naay = 50% waauﬂaiamiﬂsmu‘twﬁsu warAIsanay = 90% wavladlanlusdululasig
atinoan 2 AfunuAuNsRaALNTEnAIRLaYsALLAaLdanlnfinaanIa U ILatN9ian 6
aﬂmvi ATAauduadtAauguysal (near complete response; nCR) gnAvuaINcaviitnaiad

WonuadmsunisnausuasanysaisInge M-Protein anad 100% ann1sasaldsiulaaisaidn
103 TW3a we M-Protein uammsaQnmsaawn”l,eﬂ',mauuiuv\Inmﬁu (IFY)

a151911 19:  agnsimsivvilszansaiwlunisdnmuuugudlatineszasil 3 (nsdne

APEX)
sitheaonise wa'lasuni1ssnEun | taa'lasunissnsnun
¢ nau 1 1ai (line) | Aau > 1 1au (line)
VELCADE | Dex | VELCADE Dex VELCADE Dex
o o e o Wil o Wil o Wil
sinnidanuav Wi 336 Wil 119 Wil 217
szdnsnn 333 s« 132 51a 200 s1a
518 518 518
nAFNITaNAIN
ANIULUANITAL N 196
(%) 147 (44) (58) 55(42) | 64 (54) | 92 (46) | 132 (61)
Usa51u® (95% CI), 6.2 3.5 7.0 5.6 4.9 2.9
Wau (2h) (4.9, 6.9) (2.9, 4.2) (6.2, 8.8) |(3.4, 6.3)| (4.2, 6.3) (2.8, 3.5)
Hazard ratio® 0.55 0.55 0.54
(95% CI) (0.44, 0.69) (0.38, 0.81) (0.41, 0.72)
p-value ¢ < 0.0001 0.0019 < 0.0001
nssandiniausiu
wanlsal (N3
030 N (%) 51 (15) |84 (25)| 12(9) | 24(20) | 39(20) | 60 (28)
Hazard ratio® 0.57 0.39 0.65
(95% CI) (0.40, 0.81) (0.19, 0.81) (0.43, 0.97)
p-value ¢4 < 0.05 < 0.05 < 0.05
dns1n1snaudguay
Nwusernge n=
n =315 n=128 [n=110 | n=187 | n= 202
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siilhenforisie Wwe'lasunN1sTAINT | 1aalasun1ssnrun
- nau 1 1ai (line) | Aau > 1 1au (line)
VELCADE | Dex | VELCADE Dex VELCADE Dex
o o e . wilha . wilhe . Wi
siandnuav wWiha 336 wWiha 119 wWihea 217
szansan 333 s 132 s1a 200 sa
518 518l s
CR"n (%) (nauauay
— 20 (6) 2(<1) 8 (6) 2(2) 12 (6) 0(0)
PR n (%) (nausuav
1nas) 101 (32) |54 (17) | 49(38) | 27 (25) 52 (28) | 27 (13)
nCR™ n (%)
(nauguadtiay 21 (7) 3(<1) 8 (6) 2(2) 13 (7) 1(<1)
&uysal)
CR + PR n (%)
(mauduavauysaiuay | 121 (38) | 56 (18) | 57 (45) 29 (26) 64 (34) 27 (13)
AAUAUAILNIRIU)
p-value < 0.0001 0.0035 < 0.0001
VsasuAAY
sTaznAINAUIUAY
f =
CR (iau) 9.9 NE 9.9 NE 6.3 NA
(pausuaIRUYTOL)
nCRf (1éiau)
(nauauadtiay 11.5 9.2 NE NE 11.5 9.2
fuysal)
CR + PRf(16iau)
(RavudUaIRNYTOILAY 8.0 5.6 8.1 6.2 7.8 4.1
AALAUAILNIIRIU)

@ asudsvanauee Kaplan-Meier

b Hazard ratio SiasgvitiayaTaala Cox proportional-hazard model Taalinssnmniludiuisdasednsan hazard ratio <1 viodl

NATFhmIMEALIaRNIN

¢ p-value duiauann stratified log-rank test devinns¥unissieszrilaadiuisidlevinnis stratified Minszurunisau

4 “jgnansaludn p-value MiiiAanss'le (precise p-value)

e Fnulsyannsifinisaauauad laua gihaddisadianisaanaialsaazisunsiasuasidsuadiodas 1 aunaeiiladly

AsANEN

f \newafuas EBMT @a nCR siavasoduinaiaiuas EBMT wennaamsu CR wafina IF ifluuin analdinaaiuas EBMT nCR aglungu

2a9 PR

9 figjithaduu 2 g hinsuwa IF

" p-value & msudnsinnseauauay (CR + PR) ann Cochran-Mantel-Haenszel chi-square test Taail5ususu stratification factors

b ianunsadszanaan e

i aignansaldle il alunaud
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P aa 1 a - o a a o o -
nsAnmvadtdnuuudy awwadaat Tulse siaduia siudiaud (multiple myeloma)
afianautiluein wsaudiauszuinenistinataazinvaantiansrdunisiiian lemvie

nsAnmseasd 3 wuudy wuudawadant iaigatudeainulisannit (MMY-3021) iiia
Whiauwisulssdninnuazanulaaadauasnistinaiuanlamivig (SC) wianuvisudu ns
Lilhuaaaidansa (IV) nms@nmiifgihadadiia dadlaun (multiple myeloma) afianduiily
23U 222 s degaduludangiu 2:1 Wldwataauia 1.3 dadnfusanisvuas 1 le
fntniainviaaatdans tunal 8 saun1sinu fihanliufinnsaauduassanissnuating
wingan (Uaaninnseauduadauysal (CR)) annnsineene LLaamm*ﬁm?jﬁmLﬁmu‘lynm
4 saunsinm aglasuaygnelildinnanumiguaune 20 dadniudaiusiudie Tuiunlesuy
suariudaundnuioiu fihaddanvdssanarudarafalnd > szdu 2 guliviadisiununda
182 < 50000 saluTAsdasuaannisineiazgndanaanannnisd@nsn diihaneviua 218 s1ai
Tesunsdszidiunisnausuad

asulvdnrazianiztdanuadfihe vinlaald ufia aadn1sinmigihalafunnnay (1 ufia
wrauviauduunnnii 1 ddauadni155nEI) LAY 52aEURITTAMNTTLUNITINLUATIAUIUILNA
(international staging system (ISS)) (12@1 betaz-microglobulin $3uAuszdy dayfiu waatiu
seay I, IT waa III)

Snwasianizuadthauarisauasisunisinun lagsllilua1s1ei 20

> o v a o = >
a1519n 20:  dsuddnmazianizaasiibhavazrisaaaciaunissnslunaisd@nunscacin 3
aavn1s i ataadnvaaatdaaatdiauiaudunis it tadi vy (MMY-

3021)
AnEazianiIzaavnilg IV SC
wihe 74 s1a wilhe 148 51a

Hsagiuaavargilull (2hv) 64.5 (38,86) 64.5 (42,88)
VWA 2181/ AN 64%/36% 50%/50%
iamé earaude/iavde 96%/4% 97%/3%
seduaussamIwaIsuawan (Karnofsky 16% 22%
Performance Status) <70

ANBAULLIANIZUDITSA
Adiieuay myeloma (%) IgG/IgA/Light 72%/19%/8% 65%/26%/8%
chain
ISS staging® I/II/III (%) 27/41/32 27/41/32
{isa57U B-microglobulin (iadnfusiadnsg) 4.25 4.20
fsa51u daydu (nSu6adag) 3.60 3.55
Creatinine clearance < 30 da&&nasaauv 2 (3%) 5 (3%)
[n (%)]

dsagruuavszaznaduaiiaduinilu

Wadia sfudtaun (multiple myeloma)

(i) 2.93 2.68
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U 'laid (line) aavn1ssnEnnauniin

1 e (line) Aauwnin 65% 62%

> 1 a1 (line) Anauniin 35% 38%

RPN

2 ISS Staging gafiansaninaindayaiugiuaadsthaansizunissnsnaniasilfiidaisnate

miﬁnmﬁnimamﬂssaaﬁﬂguqmun'\jﬁQaﬁﬁom‘m"l,:jm”aﬂm"mmﬁmnmmauauaa (CR +
PR) ndvanlviataaiiasuiiaidarionistvidnlafiviuazlvidnvaaaidaadiiuian 4
saunssnItuAaLYindy 42% fluv{ﬂwﬁyaaamdu uanandl angdndagdsrulssdniainwi
tAedavduniseauguasuazniamdavdunainitldgiianisallvinanssdugrniunistanian
Lfivilsuarlviinviaandansi (ans19i 21)

= a - o = a o as o o o o a a o
a5 21 dgUAsilmszvisnulsransaandrisunishitnataaintadiuiioiiaudu
nashinvuaaatdaadn (MMY-3021)

IV VELCADE SC VELCADE
szansiieausuasuarauisalsuiule @ wWiha 73 51a wWiha 145 s1a
dns1nsnauAua‘ii 4 saun1ssne

Aseauduadinasiu (CR+PR) n (%) 31 (42) 61 (42)
p-value ° 0.00201
CR n (%) (nsmauduadauysal) 6(8) 9(6)
PR n (%) (n1saausduadunadinu) 25(34) 52(36)
NCR n (%) (nauduadtAauauysal) 4(5) 9(6)
dns1nsnauua‘ii 8 saun1sinE
AseauduadinasIn (CR+PR) n (%) 38(52) 76(52)
p-value ? 0.0001
CR n (%) (nsmauduadauysal) 9 (12) 15 (10)
PR n (%) (n1saausduadunagdinu) 29 (40) 61 (42)
NCR n (%) (nauduadtAauauysal) 7 (10) 14 (10)
ilsz211n5 Intent to Treat © n=74 n = 148
ABUFIUADISEALNIANFGANTRNAUADITIA 9.4 10.4
(veau)
(95% CI) (7.6,10.6) (8.5,11.7)
Hazard ratio (95% CI) ¢ 0.839 (0.564,1.249)
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p-value ° 0.38657

szazain1ssandininailsidannnis 8.0 10.2
anauaavisa (hau)

(95% CI) (6.7,9.8) (8.1,10.8)
Hazard ratio (95% CI) ¢ 0.824 (0.574,1.183)
p-value ° 0.295
dnsnssandinlausiulunar 11 (%) f 76.7 72.6
(95% CI) (64.1,85.4) (63.1,80.0)

2 ihafenuanignguagiasuentunis@nmnatnotan 1 afouazdisafianatals aadisintasens

@1 p-value n‘Jumz«hw?nﬂnué‘!g'lumaomm”lﬁﬁaﬂn:heﬁanaju17‘|'"L|;1“§umLﬁﬁ’lﬁfﬁmﬁawﬁaﬁa"m'\mmanauaaﬂoaLjamoﬁaﬂ 60%
AavansINseauduaslungunlasuainviaanifansl

¢ gihadtuu 222 sainnlunsdnm fdihasnuiu 221 nalddunisiamadiaiatua
Ansdseifiu hazards ratio azi‘fuar;jﬁ“u Cox model Aul¥usmsu anwagianiztaauaviihaleua ISS staging uagituiuuay udia
2a9n15inE NlaFunnnau

e

asmasay Log rank azl¥udmiu dnwasianizdanuadgibhaleun ISS staging uaganuiuaas ufianasnsinmn Alesuannau

f dsagiuzasszasnaiiaaukawinAy 11.8 au

ms'\wl 22 inauamasdsduuuaselud (cross-tabulation summary) aavnisaausuasaanis
fnuidigaaudunauis naeain 4 saunisiasauAausunandoann 8 saun1sinmn
amsnvgﬂmm"lmumpmmmiﬁu iihad1uiu 82 snalunguilasuantrldfiviouazyile
AU 39 salunaunlasueiinaaatdanen lesuLan2NM TAUR&INNAU 4 5aUN1TTNEN

] ¥
o o e

wnznwN Trufinavinlvinisnauauasifdunaiandeduluiogasnay

e 30% (SC) uag 30% (IV) vavihailifinnsnauduadndvan 4 sauni1sinuiazinng
mauduadlunaIfaun

e 13% (SC) uag 13% (IV) vavihafinsnauauadunadiu (PR) navay 4 saunssnmnagd
Asaauduasduysal (CR) Tuaraaun
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> I - A a

a5191 22:  wWadasluuua1s19'lad (cross-tabulation summary) aavn1saausuasiig
> o o > Y o ° o e w _va

NnganaIINn 4 saun1ssnELNaunAU 8 sauﬂ'l‘i'Sﬂ‘H'la'lu'iu%ﬂ')ﬂ‘"‘ﬁ‘sutﬂﬂ‘ﬂ'l

v laiu
AseaLAUAYTATIgALd9R1IN 8 SaUN15SAEN
(wilha 121 518)
AANNITINLN Woviua Nay, n (%)
AMSAALFUAINATEN a4 5aUNSSAEIA 4 | 0 Non-
(Cycle 4 Best Response)? u (%) | (R PR responder
nashignniviiaaatdaaan (IV) 39 (32) 3(8) | 20(51) 16 (41)

CR (mMsaauguadauysal) 1(1) 1 (100) 0 0

PR (n15eauauadugIu) 15 (12) 2(13) | 13(87) 0
Non-responder (‘iinausuay) 23 (19) 0 7 (30) 16 (70)
n1s hiignainTeiduile (SC) 82 (68) | 8(10) | 41 (50) 33 (40)

CR (Msaauguagauysal) 4 (3) 4 (100) 0 0

PR (nMsmauduadundaln) 31 (26) 4(13) | 27 (87) 0
Non-responder (‘iinausuay) 47 (39) 0 14 (30) 33 (70)

a Iﬂizu‘jumsmauauaaimgﬁumauﬁﬁﬂauﬁumafﬁ“lm’%umsmsnaau (validated computer algorithm) v funauis Slasmnsilssuiu
Ndanndasiuzavtayaanuasasnsidasunisaauauasing modified EBMT criteria

LﬁaLﬂ‘%ﬂmﬁﬂuf'ﬁ.lswﬂowyﬁaumﬂwﬁwmwﬁmwmsmanauaoimusau (ORR) uavan'laanasu 8
52uN155NEN (52% Tuvaasndunisinen) uagszasiaignisanainuayise (Wsagiun 10.4
Wiau wag 9.4 Waulunauilasuanidnviaanidansi LLa“naum"Lm%’u:rnm"']‘tm"ﬁ'mﬁamumﬁn)
s‘mmwamaomsmums‘lvimnmmmﬂeﬁumLLmaumssnmm 5 Husiuld nadwsilaavgoni
mwn“lumiﬂnmwnauuuwmm“lmsuu;ammwm?jummmwmaamaamm (ORR 38% uaziise
g uad TTP 7 6.2 thausd niunguilasuwiatian) wuinssasagnIsanaiuuadlsalazans
msmanauaaimﬂswﬁmnduﬁaLﬂ%ﬂuLﬁﬂnﬁuﬁﬂaﬂnc«iutianﬁ“lm"‘s"umﬁ"m:nn’auummtﬁno 1
2{ie (ORR 43% uasdsagiuuag TTP 9 7.0 thiau) (m'swm 19)

ms%m:rwhmnammiﬂuw"ﬂ'w Wadia sfudTaun (multiple myeloma) vinduiiluaia

ANsAA™Y MMY-2036 (RETRIEVE) Lﬂumsﬁnmuumﬂmwuﬁam virluanaaniuiaanuuuun
Lwamﬂsvamsmwuaummﬂaamnmlaomssnmmmmammﬁﬂuwmu 130 sty Taduia
TadTaun (multlple myeloma) AAnduiiluah gihaeanudaswiaaladialifusauiude
aula 1.0 w3a 1.3 uaansumamswmmma‘iﬂismm.lmau finnsmauauadszau CR 13a PR uav
AUNFFNEISIALIARLLaLAIsauNAand UL uan

ladsufiuTaainaai EBMT ngGlgugduasnisnauduad AfAgawuly 40% wasefthaiaad
NATAAUFAUDITY du PR usammmausmm 1% °uaawﬂmmmﬂﬁmsmanauaosumn CR lugjihe
40% 4 (A1uu 50 518) dofinsmauauassedu PR w3adnin ANEEFIUUDITLALLIRNFNITRNRIN
uav1sa (time to progression, TTP) Aa 8.4 whau (agluxuav 3.3 69 20.7 Lhau) Adsagiunad
seaznatlunsnauguavuasiiaaiilaa 6.5 whau (atluaiv 0.6 v 19.3 Lhau)

AssnENRILALAn3UAU Pegylated Liposomal Doxorubicin

AsAnHNsEae 3 wuuanaaniy aweadas nangauIy wuugy (DOXIL-MMY-3001) vinlu
W1ile 646 'smimuLﬂsu‘umm.lmmﬂaamnﬂuaumwaMﬁmwwaaummmm‘tﬁ'smnn pegylated
liposomal doxorubicin wlm.lnmnammmummﬂ"tuuamwa Yadlaun (multiple myeloma)
we'lasunisinEanualattian 1 afuarlifinisanainuaslsaaaeiilasunissnw i waun
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s1'leimdu (anthracycline) shuera agddgunfidrulsc&naawaa TTP uasaagdnfaniiau
Usg&naaw@Aa OS uae ORR (CR+PR) 1aaldinaai nyulaiawasdgnalalunsegauiniae sy
(European Group for Blood and Marrow Transplantation (EBMT))

ngflgugfizasszaznaignisanainzacisa (TTP) dduatnofitaddalusihailasunissnmn
faawIalaasINAY pegylated liposomal doxorubicin nsdiasgviiiadsiumuiidinualiluiase
59115338 (Teadivua 249 .wwaaisainisanaluzasise) azldiluaahinganis@nmisindn
Amuatududssdngan asiiansidassuiiuaaliiudonisanaiuidaonas TTP av'le

45% (95% CI; 29-57%), p<0.0001 fsisagiuuas TTP 1ilu 6.5 Waudnugthailduiaiue
mmummmﬂsuumuunu 9.3 mauamsuwﬂwm‘lmmamesmnu pegylated liposomal
doxorubicin winanisAnmiazdohidugausfinandnanisinngigavinaauisivualulase
9N538

ANSTANAILIIALANIINAL tanAdIuINTdu (Dexamethasone)

nsAnET MMY-2045 (flunisdnmsnssas 2 wnuduuasdawadasdalssfiunisliduiacun
uUAY a2 12U (dexamethasone) (Vc+Dex) aue3e Vc+Dex wia Vc+Dex syudu ‘laf
Taanaadulus (cyclophosphamide) (VDC) w3a &unda'lug (lenalidomide) (VDL) il 163
sy Sadiia sadTaun (multiple myeloma) 1/|namﬂuem/umsanmumao‘iswsamamams
$n'ldidnHnlunsdnen angdlsugdsiulszaninainda ORR yaadindunfidanisildauuias
gadn1svinvIuzaslandvniIssniele Vc+Dex 4 saun1sfne alrlunisaauduay TTP
szagarlunisaausuay PFS nssaadialu 1 fuas OS

nasulsedndnwndanlugihe 144 seflasuwiaaaindy wnnanwn iy (dexamethasone)
“Lﬂuam“l.ﬂum'ﬁwm 23 wansAnuuanddilsylamidindudiaiaufunis@nwnauming
mmuﬂuamm m‘tmuawmmmﬂ (APEX) wazwalutivuinuasnistad Vc+Dex maam'\ms
Anausuay TTP nmmmanauaamousn PFS uazdnsinissaandinlu 1 1 wan1s@nuiide
famAaadAun1sAn®Y MMY-2021 dewunisanavuduaddduiial tananiuniTay
(dexamethasone) t@3uduwlataaluie Aadiia Yadlan (multiple myeloma) aaunas 4
FAUNTTINTN

15191 23: wasulszdnsnwiidrdaaasnisldwraluasiudu tena i lau
(dexamethasone) (nNsd@nwn MMY-2045)

Vc+Dex

(Wihe 144 518)

srarnatgniIsanatuaavisa (Time to

Progression) Wilhe 144 s1a
AU nIsal (%) 72 (50.0)
Waagiu wimiuiu [idau]? 366.0 [12.0]

n1ssandiniaailsidarnnisanaiuaas

1sa (Progression-free Survival) wihe 144 s1a
AwuuanIsal (%) 85 (59.0)
Waagiu wimiluiu [idau]? 311.0 [10.2]
dn51N19naudUaYIausIN; Auu (%) Wihe 144 518
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Total (CR+VGPR+PR) 101 (70.1)
CR 13 (9)

VGPR 48 (33.3)
PR 40 (27.8)

szazanlunisnausduasasousn (Time

to first response) Wihe 144 s1a

Waagiu wimiluiu [1dau]? 43.0 [1.4]
52eZ1IAN2AAIANTNAUIUAV TALISIN N=101
AuULKaN1Tl (%) 55 (54.5)

dsagiu wiamiuiu [1dau]? 345.0 [11.3]

nssandininasiu pile 144 s1e
AUUKIRaTI0 (%) 49 (34.0)

Adszananissantiialu 1 1 (95% CI) 80% (73%, 87%)

CR=mausuavanysal (complete response); HR=hazard ratio; No.=41u2u (number); PR=nauauasu1vsru (partial response);
Ve=wiatua (VELCADE); VGPR=nauguadsuvdIudiun (very good partial response)

2 16iau=71/30.4375

b sisagrurasnissandinlaaruiideliussg o naidadayadusumsinsigavitalunsdnmn (30 Aueneu 2011)

P a o 1 a al e 1 o a a o o o
AsAnEINIvAdTnuuudl ilawadant Turibhai'bitaasnul siaduia siudiaun
(multiple myeloma) unnau

AsAnEIneadfauuuafiullienin seaeil 3 vinlunanadssine wuugu (1:1) uazidawwe
fiagn [MMY-3002 (VISTA)] Tugjihadnuiu 682 s1a tiadssifiuindalviaiua (1.3 iadndusia
A1519LUA5) IUAY tuanwau (melphalan) (9 Iadnsuaan1519tN6aT) WAL LWTATdTaU
(prednisone) (60 fiadnfusiani1s9tuas) unsadafinszaziargnisanainuadisa (time to
progression, TTP) wlawlsauisufy wanuau (melphalan) (9 fadnfudan1souns) uay tw
safiTau (prednisone) (60 fiadnsusansoiues) lugihan'liteelafunis¥nm Tadida Jad
1aun (multiple myeloma) wnau asd@nmfiagsauiargihalaladiiudiunuaasnisidndunis
Uandragadduniiia’lishe nsliasinegeiga 9 saunissam (Uszuna 54 §lav) uas
As@nazngafauiuuaiialsaanauuiatinanuiiuiunhisuisaaausule dayanugiu
uardnwazuasihafouanily a1s19i 24
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a51911 24:  aqldnsazianizaasiihauazlsauamzisunissnelunisdnmn VISTA
VMP MP
AnEazianIzaavnig wWiha 344 s1u wilha 338 s1u
dsagiunadareniluil (2v) 71.0 (57, 90) 71.0 (48, 91)
VWA 28/ RED9 51%/49% 49%/51%
(famd eaade/iade/a1ns/aun 88%/10%/1%/1% | 87%/11%/2%/0%
syduaussamIwAIsuanad (Karnofsky 35% 33%
performance status score) <
gluTnaiiu < 100 nfuaadng 37% 36%
IULNIALEan < 75 x 10%Hadas < 1% 1%
ANEALADITTA
Usgianuas myeloma (%) IgG/IgA/Light 64%/24%/8% 62%/26%/8%
chain
fisagiuuag B-microglobulin (iadnsusia 4.2 4.3
ang)
fisagiunay albumin (nSusadns) 33.0 33.0
Creatinine clearance < 30 iaddns6iaul 20 (6%) 16 (5%)
[n (%)]
dladiessvinanis@nmidasduiidinualivainudt ussasuinalseaodlsunfinidelida

seazAIgNITanaINuaslsa wasKihanau MP aglasunisiguanissnuneae VcMP I GHERIVIEN
szagnalunsinaunaagi 16.3 wiau msumw”uﬂsaammsmaomssamﬁmmmuﬁug'\umao
'sql,uunmiumsmmmuwam 60.1 dau wuilssTarinavnissandinatitvfidadrdynivadflungu
nla3un1sinmala VEMP (A1 HR = 0.695 uazdn p = 0.00043) wiinais¥nsisauiazsiuian
Wihanladsunsinmmawaluadia isagiuranissandialungunlesunsineieia MP agn
Uszunan 43.1 1dau wavisagiurasnissandinlunguildsunisineelia VCMP agnlssuna
56.4 \fiau wasulszdnanwlauaavatluaisiei 25

15197 25: aqunsimssiidszdnsnnlunisdnun VISTA

ngdculscansan

VMP
wWilhe 344 s1u

MP
wilhe 338 s1u

szazAFNITANAU
IuuLmanIsal n (%) 101 (29) 152 (45)
Wsa571u? (95% CI) 20.7 iau 15.0 \hau
(17.6, 24.7) (14.1, 17.9)
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ngdaulscansan

VMP
wWilhe 344 s1u

MP

wilhe 338 s1u

Hazard ratio® 0.54
(95% CI) (0.42, 0.70)
p-valuec 0.000002
n1ssandiniauilsidannnisanaiuaasisa
Awunanisal n (%) 135 (39) 190 (56)
Usa51u® (95% CI) 18.3 iau 14.0 vhau
(16.6, 21.7) (11.1, 15.0)
Hazard ratio® 0.61
(95% CI) (0.49, 0.76)
p-value® 0.00001
n13sandiniaasiu’
Numansal (1 Jadia) n (%) 176 (51.2) 211 (62.4)
Wsa51u? (95% CI) 56.4 iau 43.1 fiay
(52.8, 60.9) (35.3, 48.3)
Hazard ratio® 0.659

(95% CI) (0.567, 0.852)

p-valuec 0.00043

dns1n1saausduaY n =337 n =331
Auuszang® n = 668

CRf n (%) (pausuavauysal) 102 (30) 12 (4)

PR n (%) (nausuadund&iu) 136 (40) 103 (31)
nCR n (%) (aauguavtiauauysal) 5(1) 0

CR + PR n (%) (nausuavauysaiuazanausuay 238 (71) 115 (35)

U9RIU)

p-valued <1010

n1sanuay M-protein Tudsu n =336 n =331
uwuLserIngd n = 667

>= 90% n (%) 151 (45) 34 (10)
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ngdaulscansan VMP MP
wWilhe 344 s1u wilhe 338 s1u

sxuznmajmsmauauaan%usnuuuCR + PR

V551U 1.4 \fau 4.2 \au

sdsaguaassraznallunisnausduay

CRf (pauauavanysal) 24.0 \iiau 12.8 iau

CR + PR (nausuadsuysaluazanausuadusiu) 19.9 hiau 13.1 vhau

szazatAudInIssnnaseda il

Awuunanisal n (%) 224 (65.1) 260 (76.9)
Tsa§11° (95% CI) 27.0 whiau 19.2 vhau
(24.7, 31.1) (17.0, 21.0)
Hazard ratio ® 0.557
(95% CI) (0.462, 0.671)
p-value© < 0.000001

WIELNG) wamuumavﬂua:,1numsamsuummmuﬁug'rwuaoswu narlunsdaeunai 16.3 Wiau aniunisienginissandia
Taamudeagviniiisagiuzasszaznailunisfaaunati 60.1 au

2 ansUszanauene Kaplan-Meier

b @an15iseifiu Hazard ratio fuatAyu Cox proportional-hazard model Alfudniu stratification factors: beta,-microglobulin,
albumin way region @1 hazard ratio < 1 uvitdvilszlaainas VMP

¢ Nominal p-value fuatfu stratified log-rank test A5us sy stratification factors: beta,-microglobulin, albumin wag region

d p-value 129 Response Rate (CR + PR) a1n the Cochran-Mantel-Haenszel chi-square test #u¥uswsu the stratification factors
e Response population 5t lsafiansnsatalauaedunissnm

f EBMT criteria

9 gihelarunsguionuaisi secretory disease

" Survival update "I,m”mnmsvhﬁﬁﬁﬂgwwuaoswznmiumsﬁmmuwm?‘i 60.1 \iau

NE naunadv lugunsadszunalle

Wilhel sTaditAa sfadTann (multiple myeloma) sitaalasun1ssnsuinauuazlasu
AsAatdanansunisdanaimadaasuniiia (Stem Cell) 2avautas

N5ItATTitaNALUUNRUNE I ULAY 3 msﬁnmssﬂsﬁ 3 (MMY-3003, IFM-2005-01, MMY-3010)
waavdivaNlaandanasdsednanwuaswiatuatilaldlussasizusdunaunisdgnane i adau
Aiie (Stem cell) Tugfier sTadida Tadlaud (multiple myeloma) AlutaalaFun1s5n NN
Aau ns@arunariifinnsaanuumniiaugiu (wuugu lawwadas avaaiiu) fgihansg
Tums@nen 1572 7a (Aauazndvarglaiiiu 65 ﬂmﬂu Tadna dadlaun (multlple myeloma)
Aliaa'laFunisineiunnau [Durie-Salmon fuil II v3a III] way ECOG PS 0 &9 2/3 ) N‘ﬂ’Jﬂ
“lmsnmsimﬂsmummnawm (787 s51a) usamamwumum"lumnmm (785 51a) ns@nmmantl
Uszifiuwrataaiialadsiudy 1) dexamethasone way adriamycin (MMY-3003) 2) m&1a'lus
(thalidomide) wag tan2tuni1au (dexamethasone) (MMY-3010) #3a 3) dexamethasone
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Wiiaaq (IFM-2005-01) engasisusuifiviatunazgnidouiauduangasdulauwn Juasaiu
(vincristine) taa3aiadiu (adriamycin) uay tanatuni1au (dexamethasone) “aa Ma1Ta'luea
(thalidomide) way tanaum e (dexamethasone)

Hihanauilasua1Afiuiatue 9 PFS uay TTP dduiiawisudunduilafuenlaifiuiatun
uanannil Hihangui'lasuenidwiatuaiidnsinseauduadnavlanalraiwasnandausuuay
Astaenaninnaunlasuennlufitatuasiuere
WRAUUTZRNENINIINATTILATIZVI DY ALUUKNENKNE T UADIATAA Y MMY-3003, IFM-2005-01,
MMY-3010 laasd1iTuasesa’lali

= a a o 2 o o P
M15191 26: A9UUSLANEANWHULLNINNAIUADINITINH TUSTUZITUAUAILLNFATNT D
LAl s = = Qv al - A 1 Qs -4
ataalukibha siadnia sfudiann (multiple myeloma) nliaalasun1ssnun
i = o o ~ o as 1 A o a
unaun'lasunisaatdanansunisdanaiuaiaasunitiia (Stem cell) uav

auLav
Vc-containing | Non-Vc-
induction containing
therapy ¢iilha | induction
787 sl therapy ¢jiha
AngaaulscIaInsnn 785 s¢l
nssandiniauilsidannnisanaiuuasisn
uugihalsedy 787 785
wan1sai? n (%) 388 (49.3) 453 (57.7)
Usagiu (Lhau)? (95% CI) 35.9 (32.8, 28.6 (26.4, 31.7)
39.2)
Hazard ratio®(95% CI) 0.75 (0.65,
0.85)
p-value® < 0.0001
dns1n1saausuay (uavilanana)
Fuugihalsudy 775 772
CR n (%) 199 (26) 106 (14)
nCR n(%) 99 (13) 76 (10)
CR + nCR n (%) 298 (38) 182 (24)
Odds ratio?(95% CI) 2.05 (1.64,
2.56)
p-value® <0.0001
VGPR n(%) 165 (21) 133 (17)
PR n(%) 152 (20) 211(27)
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Hazard ratio®(95% CI)

0.76 (066, 088)

Vc-containing | Non-Vc-
induction containing
therapy #ilha | induction
787 s1s therapy ¢iha
ngdaulscansnn 785 s1u
dns1N1snauduUaYInLsIU 615(79) 526(68)
(CR+nCR+VGPR+PR) n(%)
Odds ratio?(95% CI) 1.81 (1.43,
2.27)
p-value® <0.0001
dms1n1saauduay (UdvszusiZuduaadtnis
3nu)
Fuugihalsudy 775 772
CR n (%) 105(14) 32 (4)
nNCR n(%) 70 (9) 31 (4)
CR + nCR n (%) 175 (23) 63 (8)
Odds ratio?(95% CI) 3.45 (2.52,
4.72)
p-value® <0.0001
VGPR n(%) 187 (24) 76(10)
PR Nn(%) 284 (37) 341(44)
dns1n1snauduasingsIu 646(83) 480(62)
(CR+nCR+VGPR+PR) n(%)
Odds ratio%(95% CI) 3.05 (2.40,
3.87)
p-value® <0.0001
STUTNANFNITANANADITIA
Puugihalsudy 787 785
LWeN15ai° n (%) 368 (46.8) 428 (54.5)
fisagu (vhiau)2(95% CI) 37.5(35.3, 31.3(28.2, 33.4)
39.9)
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Vc-containing | Non-Vc-
induction containing
therapy #ilha | induction
787 s1s therapy ¢iha
ngdaulscansnn 785 s1u
p-value® 0.0001
nssaadiniausiu
Puugihalsedy 787 785
winnsal® (W&adia) n (%) 175 (22.2) 207 (26.4)
dnsnssandialu 3 17(%) (95% CI) 79.7(76.4, 82.5) | 74.4(70.9, 77.5)
Hazard ratio®(95% CI) 0.81 (0.66,
0.99)
p-value® 0.0402

winawie: Ysasiuzadszaznatlumsfaaunad 37 wau

Cl=rhvanuidasiu (confidence interval); CR=pausuadsuysai (complete response); nN"CR=nausguadtiausguysai (near
complete response); VGPR=nauguasuwaiudiun (very good partial response); PR=nausuavurvaiu (partial response). nanz
m6: VGPR agbisraouilunisaausuaslunisdnst MMY-3010.

2 'l@a1n Kaplan-Meier product limit estimates.

b Hazard ratio estimate ‘léa1n Cox model stratified by study @1 hazard ratio Wiasnin 1 uaavItnssAEIBHAUATWALIARNT
‘Log-rank test stratified by study.

d Cochran-Mantel-Haenszel estimate stratified by study @1 odds ratio Minandn 1 uaaeinnssneEuEuATiaadnia

¢ P-value a1n the Cochran Mantel-Haenszel chi-squared test.

ns@nE7 4 Huais@nmseasd 3 wuugy Wawwadas vinluanaaitiu (MMY-3006) Tusilae
480 518 (weuasnedvaiy 18 69 65 f7flu aduia Tudlaun (multiple myeloma) Y
165un155n11) ﬂ’liﬁﬂl&l"lutﬂ‘itmtmEITIJEI’]&GISL‘SNG]“L!‘VI?JLL'J&L“IIﬂﬂiJEI']&Gli‘I/Iﬂiuﬂa‘.IJﬂ'JEI mata'lue
(thalidomide) way tan2intun112iu (dexamethasone) wammnmwuaamaaonuwamaoms
FLATEHLLUKNANNE U LRI T1LANINERs1 CR+NCR wdvseasdusuuasn1sinuddu (31%
WisuAu 11%; p<0.0001) @ns1 CR+nCR ndonistanaaddu (55% wiaudu 41%); p=0.0025)
uavmwmaﬂamamsanmmaoimmaLaﬂﬂmamm 37% (HR = 0.63 [95%CI: 0.45, 0.88];
p=0.0061) L:Ja"l?jmamswmumuLmemLﬂsﬂmmmnnmaimsWLumnaLm dayamnuldaansd
2a9engasifiuialunsganaaadfutayanulaaafazasiialuainsuAuat s

N15ANMINIVAATIALULNRULE IS 2 lupjiha uziSvsantiavaiauuuLiiataa
(mantle cell lymphoma) AfignFuilugin (relapsed mantle cell lymphoma) 1dvann
165un1ssnuINaUKLUI

fnsdsziutayailsedniawuazanuilaandnuaswiaiua Tugihe ug Fesiauinmdacuiiauay
iatea (mantle cell lymphoma) mnamﬂuﬁmsamamamssnwﬂummnﬂwu,funnammm
lawwadasn vinluavaaiiiu [M34103-053 (PINNACLE)] Tugjilhadnuau 155 safinsanaiy
22915m (progressive disease) do'lasuansnsnunnauatiovas 1 ufia Taaldwiataaluzuiaem
1.3 fiad@n3usansoes Alsagiuzasituwiusaunissnm (cycles) tugiheawindu 4 sau (2479
5519 1-17 sau) wasvindu 8 sau Tuiihaiaauduadaan dA1NNTAAURUDIAALTIUIRLUA
udnalu es19 27
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5197 27: asﬂwamssnmmaamsﬂnm uzSvaauimidavaiiauuuiiataia (mantle
cell ymphoma) duiflunis@nuluszasii 2 (PINNACLE)

ansitasvvinisaausiuay (N = 141) AU (%) 959% CI
dasnnsnausuasiaasiu (IWRC) (CR + CRu + PR) 47 (33) (26, 42)
Aavuduadauysal (CR + CRu) 11 (8) (4, 14)

CR 9 (6) (3, 12)

CRu 2(1) (0, 5)
mauduasuvgIu (PR) 36 (26) (19, 34)
AstAsviscardaaatuannisal U5a57U 95% CI

Kaplan-Meier Alszanaainszazailunisnauauas

CR + CRu + PR (N = 47) 9.2 \fiau (4.9, 13.5)
CR + CRu (N = 11) 13.5 ufiau (13.5, NE)
Kaplan-Meier ﬁﬂszmmmnswmamajmsanmumaa 6.2 Lhau (4.0, 6.9)
15a (N = 155)
**Kaplan-Meier Miseunaainseasiaizaddivilaan 13.8 hau (13.4, NE)
AssNEN

CR + CRu (N = 11)

TsagIUBaINAAUAINTTARIATIER L

CR + CRu + PR (N = 47) 12.7 hau (9.33, NE)

CR + CRu (N = 11) 19.4 \fau (17.8, NE)

&

@ 4ufiu International Response Workshop Criteria (IRWC)
CRu = "hifiuduniseausuavanysal (Complete Response unconfirmed)

NE = ‘hisnansadszanadls (not estimable) ** Suasngsiiiandia

a s o

nnszaznanlunsfaaunaifisagrunnnnii 13 waulukisandia wundvhidelisagiunag
A1T7aaT6 wayA Kaplan Meier Uszunatnissandiialutial 11 tvindu 69% 1aalungui
mausuay A1 Kaplan-Meier dszunainissaatiinlunan 1 fhvindu 94% uasvindu 100% lungyu
nuan13snivszdu CR wia CRu

uziSesautudasaiiauuutiiataia (mantle cell ymphoma) i'luitaald3un1s5nsun
nau

mmnmsvu”m 3 wunduuasdawedae (LYM- 3002) vinlusjiharluej 487 smmﬂuumsomau
Mndasufinuuuiialaa (mantle cell ymphoma) M'lutaealasun155n1unay (wum IT, III
wia IV) tMadariinnaisivuiataadindy 3yduny (rituximab) ”l,szjiﬂav\Iaav\h"l,um
(cyclophosphamide) dianlaigiiu (doxorubicin) uag twsafilaiu (prednisone) (VcR-CAP) agvin
Witinnssandinlaadsdlannaisanaiuuasisa (progression free survival, PFS) unaninnsiv s
yauuy (rituximab) laflaawasannlus (cyclophosphamide) danTaigiidu (doxorubicin) Jumsa
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7iu (vincristine) wag twsafilaiu (prednisone) (R-CHOP) w3ali nns@nwinivadfiniilann
fufunaniawensinenuuudgssuarni1slseifiun1snauguadIniIvsIneuuudsy

Wihalungu VCR-CAP ‘laduwiaiua (1.3 dadndusianisiouas) Timanaaaidansnluiui 1, 4,
8 uay 11 (ssusWneniui 12 69 21) yduny (rituximab) (375 fadnsusianisnowwues) Tiun 1
laiflaawaan'lua (cyclophosphamide) (750 dadnfudanisioiuns) 1viun 1 danTagidu
(doxorubicin) (50 ﬁaa‘n%’miams‘mmm) Uil 1 uag wsadilau (prednisone) (100 fiadn3u
mamswmms) TTui 1 9 5 lusaunisinmn 21 Ju dwsugiheiinnseauauasasousniisau
AN 6 WiLANEA 2 saun1ssam

faugiunavaiguadiilriada 66 Miiluitwarirea 74% tluriaataidau 66% tatdea 32%
69% wavkithafl nansrannnsga’lunszan (bone marrow aspirate) uay/1ia NAATIAANAANT
da'lanszan (bone marrow biopsy) tfluuin &1ufu MCL 35% naviiafinzuuu duiing
WennsallsAsIN (International Prognostic Index (IPI)) tvinfiu 3 (mﬂamunmo) wae 74%
utsalududl IV fsagrurasdiruiusaunisinuigilelasuluie 2 nauda 6 3aUAIIINEN
Toafl 17% vavihalungu R-CHOP uaz 14% wavgihalungu VCR-CAP lafunisineindu
an'laiAu 2 saunsinen Kihagiulvuailune 2 nau'lasu 6 saunisinrInianinniniaad 83%
Tunau R-CHOP way 84% Tunau VcR-CAP

naflgunfisiudssdngaindanissantialaalndannnisanainuadlsataadudunisdsediu
229 Aatgnssun1sdseLfiudasy (Independent Review Committee (IRC)) amafinfianidlawn
sspztaawsjnstﬂawuwaaiSﬂ (time to progression, TTP) szmznmql’mﬁﬂm anti-lymphoma
assia‘ly (time to next anti-lymphoma treatment, TNT) s¢agtiarnagdivnlaannisinin
(treatment free interval, TFI) das1n1snauauadlaasiu (overall response rate, ORR) A5
mauduavanysai (complete response, CR/CRu) n1ssanfiininusau (overall survival, OS) uag
seagnatuNIsnausuad tnawinsaausduadntdiunisssiiulse&nanin’laann International
Workshop to Standardize Response Criteria for Non-Hodgkin’s Lymphoma (IWRC)

nulsglamiannnisinelungu VeR-CAP ativiidaddaynivadalueu PFS, TTP, TNT TFI
dnsInseauduaanysailaasIuLaza1Taniinlaasn Alsagiurasnisiaaiunauiu 40
tiau wulegdlsuniuae PFS adu 59% (HR=0.63; p<0.001) Tunau VcR-CAP (fisagu 24.7
thiau) wisudungu R-CHOP (3sagiu 14.4 whau) dsag1unadscasiaiuadniIsaauduadguysal
Tunqu VCR-CAP (42.1 téiau) unaninnau R-CHOP (18 tiiau) tAu 2 LYUayssasiIaIuadnig
mauduaslaasInlungu VCR-CAP unundn 21.4 tdau annlisagiunisGaainmuauiy 40 tiau
fsagiuuay OS Tungu VcR-CAP @n3n (56.3 tiaulungu R-CHOP waglidelunau VcR-CAP)
(HR dszu1eun15ai=0.80; p=0.173) siuurTunlunissaadiainasinuiuninlunau VcR-CAP
dns1n1ssandian 4 Miaadszanada 53.9% Tungu R-CHOP way 64.4% lunau VcR-CAP

inAsiesgvgavinagniu OS viaamnuﬁﬂgmwaamsmmmuwamu 82 tfau dsagruuag OS
Tunau VR-CAP wvinAu 90.7 tiau d9urunii 0S Tungu R-CHOP 1Aau 3 1l ’Wsagiuuag OS Tu
A]U R-CHOP wvindu 55.7 tiau (HR=0.66; p=0.001)

nasulszanannuaaeliluaseni 28

a15197 28: aqﬂNamuﬂsmmsmw‘lumsﬂnm‘tuuuﬁomamnmaa\aﬂuumLmumama
(mantle cell lymphoma) dafluns@nunscasii 3 Tuihai Linala5uns
snuunau (LYM-3002)

ngfaulszansnan VcR-CAP R-CHOP

n: wihe ITT 243 244

n1ssandininaidsidaannnisanaiuuasisa (IRC)?
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ngdaulscansnaw VcR-CAP R-CHOP
n: ihe ITT 243 244
wign1sal n (%) 133 (54.7) 165 (67.6) | HRY(95% CI)=0.63
(0.50;0.79)
Usa51uc (95% CI) (Lhau) | 24.7 (19.8; 14.4 (12; i R
31.8) 16.9) p-value® < 0.001
nssantdinlauilsidannnaisanaiuuasisa (K3du)b
winn1sal n (%) 128 (52.7) 179 (73.4) | HRY(95% CI)=0.51 (0.41;
0.65)
Wsag1uc (95% CI) (viau) | 30.7 (25.1; 16.1 (14.0; i
37.3) 18.4) p-value® < 0.001
sraZANFNN1TNAAN3
winnsal n (%) 114 (46.9) 148 (60.7) HRY(95% CI)=0.58
(0.45;0.74)
N7 c (o) & . '
Nsa51u¢ (95% CI) (hau) 28.3)(22.9, 1?.1(13.7,18. p-value® < 0.001

szazangn1ssne Anti-lymphoma asesa'lil

winnsal n (%) 94 (38.7) 145 (59.4) HRY (95% CI)=0.50
(0.38;0.65)

¥sa51U¢ (95% CI) ((fiau) ;?E.)s (38.8; 3;:2)(22.1; o-value® < 0.001

ahvnatdaannisinun

n :p1havilazunsinem

NIUNA 240 242

ansal n (%) 93 (38.8) 145 (/59.9) (F)IIE‘15§95% CI)=0.50 (0.38;

Wsa571u¢ (95% CI) (1fau) ;%.)6 (33.6; %g:g)(17.8; p-value® < 0.001

nssaadinlausiuiisasiulunsfnaiunauiu 82 hau

n e ITT 243 244

winn1sal n (%) 103 (42.2) 138 (56.6) gr;d ;95% CI)=0.66 (0.51;

.85
sag1uc (95% CI) (1hau) z(l)z.; (71.4,; gg:;)(47.2; p-value® =0.001

dns1n1snauduas
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ngdaulscansnaw VcR-CAP R-CHOP
n: ihe ITT 243 244
n : HiheAsusalssdiu
Asanauauadle 229 228
NsaauFuaIRNYIal 122 (53.3) 95(41.7) OR/(95% CI)=1.688 (1.148;
Taas (CR+CRu) n(%) 2.481)
p-value? =0.007

ANTAALAUDINMIVZIRINEN | 211 (92.1) 204 (89.5) ORf(95% CI)=1.428 (0.749;
1853 (CR+CRU+PR) 2.722)
n(%) p-values =0.275
sTazANUAYANTAALA U
seaznauaINsRausuavaNysal (CR+CRu)
n = gihaAsunsailszidy
Asnausuadle 122 95
Usa51uc (95% CI) (Lhau) | 42.1 (30.7; 18.0 (14.0;

49.1) 23.4)
ssugIANUaINIRaUAUY (CR+CRU+PR)
n: ffihavisunsadsadiu
ANRaL&UaYle 211 204
Tse§Iuc (95% CI) (Wiaw) | 36.5 (26.7; | 15.1 (12.5;

46.7) 17.0)

mnawa Kaonualaannnsiengsiivindisagiulunsiaaunauiu 40 iauaniiunisinnginssaniininasiu

a

b

C

1aannsiszdiu IRC (Aayame¥odineaviniu)
leannnsuseidiuuaceida
‘leiann Kaplan-Meier product limit estimates

Hazard ratio estimate ‘lsiann Cox’s model stratified by IPI risk and stage of disease @1 hazard ratio < 1 uanfsda'letuzeau
& 115U VcR-CAP.

‘leiann Log rank test stratified with IPI risk and stage of disease.

1af Mantel-Haenszel estimate of the common odds ratio for stratified tables, with IPI risk and Stage of Disease as
stratification factors @1 odds ratio (OR) > 1 uanfivzia’latisausdrniu VcR-CAP.

P-value a1n the Cochran Mantel-Haenszel Chi-Squared test, with IPI and Stage of Disease as stratification factors.
53u949 all CR + CRu, by IRC, bone marrow and LDH.
52 all radiological CR+CRu+PR by IRC regardless the verification by bone marrow and LDH.

Analanfuusnaadmsaausuadanysal (CR+CRu by IRC, bone marrow and LDH ) fejuiilsaanaumniaidadiaiiiasan
TsaiAavanau

Amanfuusnaadnsnauauad (33Ul all radiological CR+CRu+PR by IRC) d9iuiilsaanarsviaidadiaiasainisai
AdvanaIu
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ngdaulscansnaw VcR-CAP R-CHOP

n: ihe ITT 243 244

IRC=naiznssunsssifiudasy; IPI=International Prognostic Index; LDH = Lactate dehydrogenase; CR=n1saausuavanysal
(Complete Response); CRu= m"LmJmsnuﬂumimauauaomaunsm (Complete response unconfirmed); PR=n15aauduad
un9&7u (Partial Response); CI= shgaudariu (Confidence Interval), HR=hazard ratio; OR= odds ratio; ITT= intent to
treat; PD=1s5afinsananu (Progressive disease)

Wihalse light-chain (AL) Amyloidosis Atag'ld3unisineiunfay

ANTAN®ITEEET 1/2 dsziiuanudaaadauazdssd@naaiwuaswiataaluiihalsa light-chain
(AL) Amyloidosis Aae'lafunisinwiuinay Linudayaluidiuainulaanialusenineg
as@neil waslaaanwizativfvaiualivinlviAaanudamasaaengihvainaunady (m‘ta
16 wagdu) lugihaAvinnisusaiduiiuiu 49 smmvlmnmssnmpmmmum 1.6 iadnsusia
asnuasaaddeav uia 1.3 dadasudanisues flevias 2 a5 dsraoudvaneauduag
Gan1sin¥1N 67.3% (5Iuh9 CR rate 28.6%) LilaTaannnisaauduadnivianainel (M-
protein) annnsldenvivaasauanuIdnsnissaadia 1 I sauduvindu 88.1%

A5 lafenTudin

fo'lifidayaaulaaadouazlssdndnauaswiatualugibadnduiuise Tadida Todlaun
(multiple myeloma) wag uzisesantindasufiaunuiiaiaa (mantle cell ymphoma) A1
Uaaadauaziszninwuaswiataalagn@nmlugiheiinisa Acute lymphoblastic leukemia
(ALL) 2dia pre-B cell inns@nuszasi 2 nuunguide) @nufosrulsed@8niain anuilaands
uaziaddaudA1ans vinlme the Children’s Oncology Group in pediatric patients with ALL ‘L&
ﬂsumumsaannmwaoms‘mna:m‘l',qmnLa'suiums‘mﬂ'\Lﬂumumuamwjumnrmuwﬁ (multi-
agent re-induction chemotherapy) wﬂmsmmwmﬂmﬂu pre-B —cell ALL mnamﬂummausn
fiagszning 1 uas 21 1 mumsnamﬂuﬁ‘mm‘lusv 20a1 36 Wauuadn1sidadadusuy nam/l 1

umssmsmﬂu"lmmumsnauLﬂusﬁwmuluswuunm 18 ifaunasnisifasy uay naui 2 dn1s
susnanlandmsnduilughaaluszazinan 18-36 i@auannnisidada

filhevidluy ALL dhuu 104 518 legadsedfiuanudaaade: nnsa 7 saaageinia 2 1, udia 61
318 21855130 2-12 1, Juqu 19 sneaiysyudie 12 Geaandn 17 1, uas fivea) 17 s1a any
seUI0 17 uae 21 1 "luuwaua*ﬂaowﬂmmnmﬂu ALL fiangsinnin 1 ﬂ

linudayaluiadruanulaaadalunistdwiataaidiuainnisldnisinesiagasiafitingg
mmsgwwﬁaLﬂuamuanmﬁ“‘luwmmmnmﬂu pre-B cell ALL TaaFausuAun1sd@neEiuuy
auauluadaifinsldgasvdniiasadnoidied

wiatua (1.3 uaansu/mswmms/ﬂ'so) anlvidlanviay 2 a%o (Jui 1,4,8 uay 11) Wiaftiniad
5¥1319 35 Juusnuasnisinma (Block 1) ndganniiu Lnammanimum 1,4 uay 8 uav 35 Judn
asn1sinm (Block 2) sauduafitintdanuiiunisawaiaarisnun 7 a%e watuaaglalalu
Tugasnisineuav Block 3

aslviznai Block 7 1 | larensniiu (cytarabine) IT (auaenduduans)? uiud 10
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Jumsatiu (vincristine) 1.5 fia&nsu/msaiuns/ase IV uiui
1,8,15, 22

Ganlagfidu (doxorubicin) 60 fia&n3u/anowuas/ase IV luyudi
1

IWIATaiU (prednisone) 20 ﬁaa“ni“u/mswmm/ﬂ%o Fudsynmu
BID Tujun 1-28

Pegaspargase 2500 IU/ams19wuns/a%e IM wa IV tuiuii 2, 8, 15,
Way 22

Methotrexate (wumﬂjﬁuﬁ’u a1e)c
CNS neg: IT Tudun 15 way 29 .
CNS pos: @7t MTX/HC/AraC? IT Tudu# 8, 15, 22, uaz 29

wiale 1.3 fadnsu/anouas/ase IV luiui 1, 4, 8, 11

nslvend Block 7 2 lalaanaavlud (cyclophosphamide) 440 fiadn3u/as9iuas/
A% IV Tujun 1-5

Etoposide 100 fia&n3u/ans10wuas/ase IV lufuii 1-5

Methotrexate (mu’mn:rffuﬁuam)c
CNS neg: IT Tuiun 1 uay 22 .
CNS pos: @2a MTX/HC/AraC? IT Tujuii 1 uay 22

wiawe 1.3 dadniu/msawuas/ase IV uiuil 1, 4, 8
Filgrastim (G-CSF) 5 lu1asn3u/Alansu/a%e SC nnfu Buluiuil 6
HD Methotrexate 5000 fia&n3u/a1519wuas/a%e IV Tusuii 22

a1slviznai Block 7 3 laiensdiu (Cytarabine) 3000 fiadnsu/muns/ase nnq 12
2 Tue IV lufun 1, 2 uay 8, 9

L-asparaginase 6000 IU/e59ues/ass IM uSui 2,9

Filgrastim 5 luTasnu/ATan3u/a%e SC nnfu Buluudi 10

fata: IT = ma'ladunds; IV=eviaaadans; IU = wihaana; BID = Juag 2 afs; IM =i
aaaiia; CNS = szuuiseanaiunale; MTX = methotrexate; HC = hydrocortisone;

AraC = cytarabine; G-CSF = granulocyte ennsgsiunisasviaaliaidan (Colony-stimulating
factor); SC = 16 fhuily; HD = auaengy
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>

2 gy@enuag cytarabine IT AdudAuaty dofl: 1-1.99 1 30 dad&nsu; 2-2.99 11, 50 fiadnsu; > 3
i, 70 da&n5u

'
a

b lySuii 1 wda ar naTifinIdaguasiatasinladunady 72 rTuenauiui 1
¢ quiaenuad MTX Aduduay d9il: 1-1.99 11, 8 fiadn¥u; 2-2.99 11, 10 fiadn¥u; 3-8.99 1,

d

12 ia&n3u; > 9 1, 15 fiadnsu

dyaenieanulunsinen (wihe: fadnsu) duduany el MTX HC AraC
1-1.99 1l 8 8 16

2-2.99 1 10 10 20

3-8.99 1l 12 12 24

>91 15 15 30

ATeauduavduysainavay Block 1 gaissifiulusilia 60 AuusafainHuly dui 1 (27 51a)
way 4un 2 (33 57a) Tudun 1 CRrate fiA1 67% (95% CI: 46, 84); das1n1ssandinlian
Usaannnansailuag 4 thau da1 44% (95% CI: 26, 62).Tudun 2 CR rate fif1 79% (95%
CI: 61, 91) uay dannssandinlaalsiaannuanisalluadie 4 dau fid1 73% (95% CI: 54,
85).

A5 taeTueisivang

Linuanuuwanselaanuluanulaaadauarlsednanasenitedihafiaiy > 65 Huazgilied
argvaaniinladsuwiatan luihandisinais@asiniilu Taduida Yadlan (multiple
myeloma) way ugisvsamindavsaiiaunuiiatada (mantle cell lymphoma) wsatine'lsAniu
Wgarguigsnaailazianuhisasnuinnii avilu J9AITHANTUIRATAIEA

5.2 aaduidniandalaudisans

LNFUAIRUANRNS

Annnshiznenaaadaadinuudasiaéen (iv bolus) auna 1.0 dadnsudansmunsuay 1.3
fiadnfusanisouasluiilie d1uru 11 snaviu dadia TudTaur (multiple myeloma)
mtaaumaosvmnuasm‘imuumam‘luwmamLuaiummausmmﬂn 57 uay 112 uniuniuea
fiaddns auarsu Tunslvendaun mmatmaosumumqoam‘luwa']amaqsuuawo 67 &9 106 un
Tunfusaiaddns Tuauraan 1.0 dadnsusansnaiuas uay 89 §9 120 unlunsusafiaddans Tu
aurmen 1.3 uaansmams‘mmms mmammaamsmmuasm‘i‘ﬁuumnms‘mﬂ'mmﬂﬂsoaﬂ
Tuavseniie 40-193 ﬁﬁm uasni ‘T,ezmnﬂnmamaanam\mmL'sa“tun'\s"l,m'snmmou,snmtmm.lms
1a¥uenlunfodau mLaaﬂmsmmmmummnswmﬂ (mean total body clearance) wvinfiu
102 way 112 anssatilug navarnlweiasousnluauia 1.0 naansmamswmm uay 1.3
fiadniuaanIsILUAT ANRIGU wazatluaIvsening 15 dv 32 anseiathlug Walanluafoda
NTuaua 1.0 dadndusanisauasiay 1.3 4adn5uaan1s1tlas muaau

TumsdnmdasAmAuinduaaumans/indanamansssasi 3 Walilasasdaodfunawnn
uaaatdansnuudasiaciad (IV bolus) wsadainleadinide (SC) nuuiae 1.3 dadnsusia
a50es lugibe sTadia Jadalann (multiple myeloma) (fefthadnuiu 14 snasdwsungu IV
way 17 sedmdunay SC) wundsunaenluidaaonuandsarinaistvienad (AUCes) 2a9nns
Mg iosaeifimnuauyady A1 Cux u&9a1nANs 1B AN T6AWTS  (20.4 unTunsusa
fiad&ns) dAa1a1nItnsiainvaaaidansn (223 m‘iunsumauaaams) @1 AUCiast geometric
mean ratio fiAnvindu 0.99 wasfiArzheanudasiu 90% windu 80.18% &v 122.80%
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AN3NFTANEIEN

ARdEUsNIATAITASEAN I AR AT MilafduasTunresening 1659 aasiiv 3294 ans (489 &v
1884 ammamswmms) dalveefadewialvendhinimoviaaaidansi tuaua 1.0 fiadnsu
fan1svNms wia 1.3 dadnfusanswas lugihe sTadia Tadlau (multiple myeloma)
dayafluednuasilufiv farsnssanadinivaaaunaudiiaiiasiuilaie (peripheral tissues)
vasvlafiududuidsfulunaraulssuna 83% Taaatlunivanuiauzu 100-1000 unlunduea
fialang

B uadduen

asAnmlunaaanaaasiu microsome Tudunasnymiugy cytochrome P450 isoenzymes Ao
nMsuaavaanuas complementary (C)DNA aasnymedlviiuinuasilafiuiugnil§auuilae
tHundniaanisiia oxidation Tae cytochrome P450 enzymes 3A4 2C19 uay 1A2 uasilaifiy
anul@aunlasiaaiaulad CYP2D6 way 2C9 tilugiuian Jansiuunuadgunandaniséie
boron aan (deboronation) analyvivAailu deboronated 1auunua’lai 2 udia dosialuagian
gn151Aa hydroxylation latilu wunualavidanalaiia LuLLmna”gamvmaouasmi«ﬁunmqnm
boron aan'ly (Deboronated bortezomib metabolites) azliaananadudy 26S proteasome a1n
AayawaENTINAaIHIhaI UL 8 51 A6 7Ia1 10 wag 30 wiiindeann'lasuaniiinig
naaatdansdliuinssduaunualaviluwaraufusdaisufuuasilaiugdy

n1suAnen (Elimination)

folifins@nyiduasnisuiauasvitafiulunywed

UsyannsnRUNLAL

278 (WA uaNT226

finsvinns@neaduaaudansuacuasAlafivludihada (any 2-16 §) Audlulsa Acute
lymphoblastic leukemia (ALL) #3a Acute myeloid leukemia (AML) danuu 104 518 “advannals
Tigninnaaalaadiuuy dasiateen (intravenous bolus) Tuzuia 1.3 dadnsusan1soiuns
flanviay 2 a3 Wavihmsiensiadraaudmans wuitnsedneuasilafdudinduaunungd
510mmnl,wmm Aadaisnadda (% ﬁuﬂsuam'ﬁmmuﬂswu) 2a9n15AReNdAILvInAY 7.79
(25%) amma‘z’f‘;‘lmmamswmm ﬂsmm'smsnsumnmmama ﬂammﬂu 834 (39%) ansea
A1T19LUAT WazA1ASITIAtunIsaTRaLVinAY 100 (44%) 1139 avinasd¥unaannRuiifg
F9naua) fadanmieilszannsaansdus Ly ang nilne uaziwd hiflnasadinsaiauasi
Tafivatrofitaddayniondfin Ararsadauasitaduiifinisdfunaarniuifisiontana u
WiheadawuinlusneAuluslnal

f9'lifinsdsefiumauay twa wastiazné ealnduaaudansuasuasituiy
AIEAITVIIITIULDIFUUANTEI

NAUDINITATVINIUBAIALLANTEY dalndraauddasuasnisTiuasvilaiuidnvaanidansn
asunisdseidulugihangisediuiu 60 s1a 1aaldauiauasuasvitadulutedoue 0.5 d9 1.3
fadnfusansoues wawlfauiaududihaninisvinouaasduilulad wuinihaifinng
vinnurasduunwsasszauldndasazhifinsuldsuwilaguasan dose-normalized bortezomib
AUC ate'lsAinnu @1 dose-normalized mean AUC agifindiuilszanas 60% Tuihanfinisvineu
2aviuuANsavsTaulnunaIIuIaTuLsy wusintildauieenBusunaaslugihaniinisvineu
2avfuuAnIa9sEAuLNuNaIIUIaTULTY wazadshnaugthanauiiatinolnadda (aens19ii 5)

A1£A15V 018289 layaAnwsag

msﬁm:nméi"maumamﬂu@”ﬂanﬁﬁm'smajuwao"l,munwiaa‘lussﬁnmaﬂ dodaursnauaual
creatinine clearance (CrCL) aaviihe'laseil Uné (CrCL annnnudawvindu 60 daddnscaaulii
sia 1.73 a199tums, 371w 12 51a) wW@adan (CrCL windu 40-59 fiaddnssauvisia 1.73 a1519
wag, 3uu 10 51a) hunaie (CrCL windy 20-39 daddassaunvisa 1.73 a1519uas, 311U
9 5181) Juws9 (CrCL < 20 dadAassaunvisa 1.73 a1519tua5, 31U 3 518) naunihandasvin
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n1sana'le (dialysis) Ala¥uandonisaralagnmuidinunlunis@nuisls (31uu 8 s1a) §ile
esuuasilzfiuinamsdanivvaaatdandiluauia 0.7 v 1.3 dadniusanisoung flonviay
2 A% ntuSevinnswseduuasvitafiu (dose normalized AUC way Crax) Wuinlnatdaedulu
nanau (gia avaldanuarisn1suinise)

5.3 adayaanulaaasuduniaidin

n1sAaNgLsy (carcinogenesis) A1snanalaWus (mutagenesis) n1stilundu (impairment of
fertili

flo'lifins@nnisAangisvuasuas ity

vasitaduuansgninvinliitaseasvzastasulauldaulyl (clastogenic activity) anaaau
Tunaaanaaaslaaisd chromosomal aberration assay 1aalydizadsylivasuyuauainasdns
Wug3u (Chinese hamster) uasAlafivhifidgsaduifianagauluviaaanaaadlaaia
mutagenicity assay (Ames test) uag3a micronucleus assay Tunytung

fo'lifins@nenasaniizsiasaywug (fertility) drauasilaifiu Lwiﬁn’rsﬁnmﬁa"lmﬁmﬁnmm
dluRwsaiadaduug Tnaldvyusnaie 6 iau aommwmwmuwamamsmaumaaso”m 1ae
TdaureenuinnIusavindu 0.3 dadniusanisaues) (1 u 4 wawummtuumm\maun)
wazdinsul&auulaeiidauasludauneiauiaen 1.2 fadnfusanisnoiuns waluaa1aikasca
AMNTLRTUNUTUDILWARIaLNALTE

6. 2ayasruazidaaniviadanssu
6.1 sransansudgenavan

wuuiinaa (E421)

6.2 anuinAulileaasaIen

wAndauailidaglinauduenau anciundainuzinlilumda arnuzditdrusunisiad waznis
ARNNIT UALANTANIOEN

6.3 anuen
aiunuaaguadenidInaasndad1in “Expiry/en&uais”

WALl aldfianuasdaudouiissyuuussadaed Waduluussasaaiduiiiasdu
W&

6.4 aamssriviiAEdIBSUNISLALSAYN

“laiﬁmsf'ful,aﬂmmmmmaaﬁw (antimicrobial preservative) Tutiatua maavmmnawmmmﬁ
iszy anafu'ldianugii 25 asAaaideas (77 avAWLsulae) vlunan 8 1Tue wazadsifiu
mmawmmt.mlumm“l,maamu vialududae narfanualunsifuiudoudazaiaaualsag
WA 8 Thing Wasinsduiaduuaoilndlusuy

WnAvmeeideliladanaannfigonia 30 asanaaidus (86 avanisulasd) uazalsifu
Tuussadauaitan tWailasAuuss

& v =) |3

AnenTvinuiiaan

6.5 ANHAZUIIIAUNLATAUIAUSF

maufhuaa ufiad 1 auie 5 via 10 fiadé&as wiauriadin (bromobutyl stopper) uazia
awvuagdfifian fhaaluaauuis 5 daddesfiddeiuazidralivaauuia 10 finddnsfi&n
ULy mmmazqnuaag‘luumuamma's‘tamummuazm alitaauun 5 daddasdsznausla

Wwoen 11 :ﬁaa“n%uaim%mm’%ﬂuLﬂumsazmzlLﬁaiﬁﬁquawmhuaamum 10 ial&ns
Usznaudransen 38.5 fadnsudnsuesauiusnsazaraiialdia

1 ndad ussa 1 manaa s wvsuldasoidien
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6.6 @AuunidusuN151d LazNISIANIS LazrAIsANAREN

Aamzsyivlunislad

watzatfuasiungize arsseinseislunsiudasuasiadanen aisldinafadaaaidfaiwunsan
Tunsiesaue wusinbildaefiavazsidanquiiailasAulibifiiudedudadue Tuns@nminig
adlinwuNNihe 5% fainisszaratiagianiznnfiniy uan1siduras  wialuaaanuan
naaatdanliu'ldvinaracliaiia

Watiztafinide il dsudunisidaemaasy (Fuaindantnviag) dunislniidanis
anAsLUdLANadviag 1 97 wasliidandiuniiiaenNnuauuiy Wwad wad wiawdy

rafinsdinisiRadinannnistiwiatzainndlaguasiaalicela wiataaldd1nsuliainig
naaatdanerdaliidn 6 fInTe iy Winlvataairniyladund

ATaraNae/A1sesaNN&InTudanIvvinantdananaslsifiinig

watnlunsazIalhnaanlIsvinnsuansa iinda (0.9%) (normal saline) winiiu Taavinais
WEUANAILUzINAINTUNTTENusiazIaavsia‘luil

Tinmeniaaatdanen T 16l nl
uasvilaifiu 1 uasvilaidiu 3.5 uasvilaidiu 3.5
1adnsy 1adnsy 1adn5u
U165 URIGIVIN
aza1e (0.9% Sodium . aa . aa - aa
.( A 1.0 indans 3.5 {ialans 1.4 fiadang
Chloride) & nsulyd
WNENNIEN 1 AIm
ANMNLAUAURAVINE . e e . a e . a e
o ! 1.0 iad@njuma 1.0 ia@njuma 2.5 {iad@njuma
NAIANNNFUEN P PP P
. & e e an NIRRT 1RRINT 1RRINT
(fadnsucnaiiaddns)

RV G RE L R G A S
nanfaaiedanslasunisasagausiaanfauda Taadaslufineniaddildautyl
WINATIANLFITHIMEaduasasarar el dauly Ninsldndnsaaidenad

ATTUIUNTANAANAG Saud

' o
i3 o

nanAUein Lilduaiviamdala aseaudAILusinuaIRa Uty
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7. w@ancidausnsuanuariunlasuauiGneidaucdisuan

NANTIRE

LRANZLL AU LIEIN

fuinlasuaipidnaidaudisuen

Latina, Italy (Uszineaanna)

BSP Pharmaceuticals S.P.A.

1C 120/56 (N)

Juilasuausifndousn:

15 qanmau 2556
Fuilasuauifannnislan SMP:
17 si@a1au 2560

Latina, Italy (Useineaanna)

BSP Pharmaceuticals S.P.A.

1C 9/62 (N)

Juilasuausifniousn:

21 ey 2558
Fuitlssuausifainnislan SMP:
17 si@a1au 2560
araTaunzidauasoaan:

8 flunmu 2562

8. fuiluAladayatanadrsArduanaisga
17 waranax 2566 (CCDS wastiu 25 nuaius 2564)

2N 1as

U3EN wauldu-gduan da agonne dssindlna

masadnsanungmsalliivlseaeAiasdaiinannaislden asandasauisng Wusua

aepqcjacth@its.jnj.com

maviusasnstaalRudAmAuNEadaal nsanfnsaussing Miudiua

medinfosea@its.jnj.com

AfiauaNLlsEAIANSENSIVANEITUF

gnfianavinbitAnduasiesausels dasldnnalsnisaiuauuasunneivingiu
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