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VELCADE® ') VELCADE®

2.5 mg/ml 2.5 mg/ml

SC only / ETFFH ( 1 SC only / ETFFH

VELCADE® ') VELCADE®

2.5 mg/ml 2.5 mg/ml

SC only / B TFEH ( \ SC only / B8

VELCADE® " VELCADE"

1.0 mg/ml 1.0 mg/ml

IV only / BSlRES | IV only / BiRES

VELCADE® ) VELCADE®

1.0 mg/ml 1.0 mg/ml

IV only / B§iR:+58 ( | IV only / BSHRF5




VELCADE?® (bortezomib) for Injection
R TiE51 : SUBCUTANEOUS

INJECTION ONLY

Add 1.4 mL

ry 0.9% Sodium Chloride

@ Tomake 2.5 mg/mL
final concentration

VELCADE? (bortezomib) for Injection

Add 3.5 mL

Y 0.9% Sodium Chloride

@ To make 1 mg/mL

final concentration







1. MR

VELCADE® (Bortezomib); X817l 2 — &5 B Es SN
BBV
Bortezomib2E —f@ N R BV EE M AK A EL (dipeptidyl
boronic acid) o EE48EE 2 Bortezomibf{t &
Fi2[(1R)-3-methyl-1-[[(2S)-1-0x0-3-phenyl-2-
[(pyrazinylcarbonyl) amino]propyllamino]butyl] boronic
acid °



Bortezomib89{V 4SBT0 A

DI ER384.24 o H{tEBDFTNACH.sBN,0, ©
TEpHEE R2ZE6.50F & E8F8HIRL ~ Bortezomib 7K G

BB ERE R3.323.8 mg/mL ©
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1.1 BRREARES
VELCADE S EF IR E 5 2 52 X SHE R - B{BEEE
NEES :
3.5252bortezomib 2 EE R SR IR R R I5Z R IE
SEMERL D H S (mannitol) (KB EBZEEUSP) A&
DL B S22 iAESES (mannitol boronic esten)§fiZAEIR L o
foR%% - ASH EBSES(mannitol esten) R EIKBREY)
ESBEMREL (Monomeric boronic acid) @ M I EETHRAE
H5 o WEEYEMAD MEIRETERE 2 R E IR SR
=B 88(trimeric boroxine)/f3-7E ©

1.2 B EI

Mannitol » Nitrogen



1.3 HIEY

R LS

1.4 E&RIMNE

SEEIER : VELCADE®RESEI/ L - =HEEEE/ R
&83.52RHRE KB HIBortezombBERE R R
1BIR 0 DRIBRRMEABE0NES o [BEH#R(3.2)
ARBR)

2. SEERE

2.1 Velcade®Q & HIBBE 8 BERERRKRIES
BB BN DM B REEE (Multiple myeloma)fE AR
ESBEZ)-—BEEANEEKESHNER



EZERREINERESHMERBRA ©
2.2 HEDISHEEMantle Cell Lymphoma (MCL)RA. ©

3. BiZHE
3.1 AiERE
3.1.1 EE#EEIE5|

Velcade®ZAREIRS L TS o M EMS NS
FVelcade® o

BRARNBELSXEARNERRE - BERE
HOTEREAR -

Velcade®fiZEHE/A1.3 mg/m”  Velcade®aJ 1ML
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1 mg/mLEVREFIOISHEEE » 3L2.5 mg/mLEYE
BT EaHE (FH#RE.2A/RAX]) -

¥ RIVELCADE s EE LB MR BB E LA
VELCADE®)BE TR % ZE LV 6BHERNLHIEEEE
BREA - O ERBEFAVELCADEBE o Wi R%E
MSESFEe6E (FFR(B.1 G)HIEHE]

BIRT57Velcade®lF + ETE3-5M A LIEB AR T 5965 RS
#aF o

3.1.2 BRIRESBEENSH M ESWERACRE

fEVELCADE®HEEN B A BN BNHBEER
(treatment cycle)® » &#HF A OfRmelphalank
prednisone (0K [FR—) FTM) °c EE—ZEFHI0E
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2 §BIFFVELCADE MR (DBITESET ~ 4~ 8
11 2225 29I RE32K) ; TEAEFENER
B BIMEB—RBOANIEF(DRITESET ~ 8~ 221U
BE29X) o SBIEHVELCADECEI S 2 M ERRE72/)

B o

£R— : HAIAEZRGENS L BREERARZIS

B

BiAMIZFVELCADE® (£1E545572)

B 1 2 |3| 4 5 |6
VELCADE®| & EAEAEINEIEIEIEID
(1.385%/ |1|--|-|4|8|11|8|22]|25/29|32| &
¥ERAR) | X PNENENEAENENENESE:

~



Mgl_phalan

%%ﬂ%%%% i 0
, 1)2|8]4|—|-|8]-|—-|-]-|&

comm | K |X|X| % 8 £

THEAR)

58— /"3 FVELCADE® (£E2Melphalan]\ &
Prednisone{}f S5 E £ 95512)

BE 1 2 (3| 4 5 |6
VELCADE® | & B O|K|FE| 1B IR
1.385/ |1|-|- 8 gl22] |29| |&
FEBAR) X x| |HB|X| |X| |B
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Melphalan
(CE /A .
FHAR) |
Prednisone x
(60Z 52/
SEEAR)
3.1.3 VELCADE®& f}i{Melphalan &z Prednisolone;Z
B EIERES|
£ BRIBVELCADE® & 41 FiMelphalan K Prednisolone
BT — B2 2 BIESERR AN TEES IR
o M/)\HRETENE =70 x 10%/L B ANC fE = 1 x 10%/L
o JEMABFHHELIEZRE RN BHBER

K K
- /glb\ - - - - /%\
A A

H
H o
A




% : VELCADE®S#{EAMelphalank
Prednisonej& &80 EIS sHEE

ERX-BREER
MBBFHIL

BER—ERER

BRIRFOREET —BERREZSEBEE25%HY
P4 B MIKERZ MelphalanEl £

JiE S5 [0/ )\ AR 3 A

i BHEREEM

RZF
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7E#3FVELCADE®
NEBEFE—XK&
AN BI/NRET
E1<30 x 10%/L
2 ANC =0.75
x 10%/L 5

&S A VELCADE®

SEBELS e (GVELCADE WEIEAE

T EE S S
L\ SE B fe= (ED £1.3 mg/m P mg/m e
@6 BB EA #1 mo/mPBRZ0.7 mg/m)

VELCADE®#F




EMEROEZE—RAZHAR
HEAg) - B5fESAVELCADE®S
& WEZYERE » ERRE—
JEMITEE M K {BVELCADECEYEI S K F(BI#E1.3
RE=REF mg/m*PEZE1 mg/m’eRE#E1 mg/m?
F£Z0.7 mg/m?) o TVELCADE®FT
S| BE BT IR RS B T IR B fE
HIBERAZEEFHEEE -
Hth5EIMelphalan K Prednisone &R B » 5RE
{PEEEREA
WIRER T o BB RIS BERE1.7)E
BRI BB -
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3.1.4 SRR SIES AR HEMRRMEERANEE
WR=FR  EUBBIRES 675 TR FVELCADE®
(1.838%/X%  UWEHEFIKESrrituximab ~
cyclophosphamide ~ doxorubicin O %
prednisone (VcR-CAP) » SEiEE{T6{E3B/EIE ©
VELCADE®f&7Erituximab 2 BI#5 % o VELCADE %5
EHAREEMBTBRTMA(ET 4 8RFE11
X)) RBIKBI10K (F12821K) o £F6BRETHIR
EEEURMERA » BEEDEITMIEVCR-CAPE
12 o SBIEMEIVELCADE® 2 EFERIIRZE A 72/\FF o



R= : KRIARBESEREEMBRMEERAN

BIEE
5812 $M/RVELCADE® (7N {B3iRE&E2)*

A 1 2 3
VELCADE® = - |5 g
(1 35/ 1|4 |--|811|&

x N x| X | B
Rituximalb ,
(37585/K) s
Cyclgghosphamide T . ) B g
(7502 53/K9 % gﬁ
Doxorubicin ”
(50253/K)
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Prednisone
(1008352/£)

i

y
X

s

2
X

Ao

£
4
X

ES
5
X

K
5

A

FREFFEA N RREIFEBRE - TR

(Getel@Ere)

ZETA{EERE

3.1.5 VELCADE®EdRituximab * Cyclophosphamide *
Doxorubicin®Prednisone & {12 BN EIS

AR

EEEERNE—KZ81(E1ERIRIN -
o M/N\RETEEAZ A 100x10%L » BIBHIEPHS

MIRSTEVANC)EBZE M .5x10%/L
o MITHEBERAZES g/dL (Z2404.96 mmol/L)



o JFMRBH MR LEZEE1RVEERISIIRE
BRI MHERE 2N (FHRRE  EERIEENR

(5)) ' WRBAEAQEIMOMEBLLIEMELEE
M EEFSRVELCADE® - BISHABRHRNBESZRE
Pg o
R0 : S4#EAVELCADE® * Rituximab +
Cyclophosphamide + DoxorubicinkzPrednisone
BREZBEREPNES  SRETTRNBISHESR
B BISRABS A RIEEISTE
MESEM4
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o EIR(B) L
NIEPHEBSM
RIRZHE © 3%
m/h st 8k
SE25x10%/L (B)
M

F S VELCADE® (RiB38238)

BEIEAGIANCER0.75x10%L (B)

DLt BIVRETEEERI25x10%/L

BEAL -

WEEFEUREEERIE M
VELCADE®Z %1l RAERR - fE(S
LF{EAVELCADE® o

o IRF S FELER - TIENHRAL
ANCSEZR0.75x10%L (&) E -
B/ WETEHERI25x10%/L (B)
Pl F - FEHSVELCADE VI S %
K—BEEBRM.387/X°
RE1ZT/K R 185/K
FRZE0.7852/K) o
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F3R(B)U LR
JRMRERSE

ESFAVELCADESRE » BHEIE
MAERIERE E2/R(E)LT © IR
I DU RIE— B ERBIR(IE1.32
KR EIER K 1ER/
KRB0 72/ KN ANEINHE
9818 FBVELCADE® o

YR B4 EAVELCADE®FBRIH TR
B/ EEMSEE - BikER
890 8P EnPE (= A VELCADE S} 822

EIE -

B@/Rrituximab ~ cyclophosphamide » doxorubicin

prednisone8V &3
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316 ERNSEUHBHERERNEEMRMEE

(MCLyZ FEREIERESK
VELCADE® (1.3 mg/m?/dose)80#5%E /5 T\ 2 A BRI B
RDBITESET ~ 4~ 8 11K05) B EE7E
E12FE 21 KT REB10KMNKEE - BIERRB
J\BERRE » ERIESEASEERFI2I2 FVELCADE® » 40
RI2EFNIBREE - BIKEIFTESHERFZR
HBUGSE - BB —R(DBITESET ~ 8~ 15U R EE22:K))
¥ FVELCADE® » BEEBET AT =XOKEH
(2523%35K) [BEFR(12BRFAREN) o FEN

VELCADE*HIEZ ) /BRIE72/)\6F o
¥ 55HIVELCADE® BB (B8 B A el & A B E 4 5
W FE B SR 2 VELCADE® S B/ R ZE 1618
EENLBEEHEBREA  JUMBEMNSEER
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1BEAVELCADE® « B8 BNR A » BB
FMAVELCADE® (814 -8R11XK) 83BA—
BER » BETSEER  EEMEIVELCADE®Z
BEERIS ZE 4 72/)\8F o VELCADE®S] 8838 {$ FB 5 61
dexamethasonefHf [EEFR(12.1)EREHRER) -

bR 3 BE FMGRI\IPIRE I (BFRG)EER

EREIE) ’ZZD%%EE@%S%&E’JﬂEJI]]AQ%%’IE’E

FAURNMBREBF N - EERFSAVELCADE® - —B
FUERER 2% - JUBRK25%VEIE(1.3 mg/m?/

dosef#Z1 mg/m®/dose ; 1 mg/m?/dosef&Z0.7 mg/
m?/dose)EHTRa151EAVELCADE S o

RN £ BEiRE IS E S5REIES|  BF2RE

3178 °
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3.1.7 BEiSRE e EIS R
ERABEGREASRMBNEEBKRER S
ERIIBVELCADE R NIEETEE SR B R BRI
RENRA - EBET SR BRI ZSE A A
VELCADE® ¢

B ARVELCADE® S R ERRS B #1 35 L el 211 6Y B2 7
RRET  JERRREE SR/ R B8 EEN
ISy

BREIFE A4 EAVELCADE BRI R E I R /3%
BEMRENRIE B8R [RR] o
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XA : 5 HVELCADE S 18 RS E N
R/ BB S SRR ENEERISRE

BAEwWiEREERNBEE" BH RIS AR

F1RBER ; TERREN

RERFNALTEREER)BHE ~NEREES

EiIhaERR L

F1RBBERBEHE2R(PE

EAR BT EMB RS 5% Velcade®21 mg/m?

SEBNBRE D (Instrumental ADL)"
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#{SVELCADE®BEE
FARBERBIEIMR(FE FBHER - EBME
B BEHEB RIS EEEE BRI - BT o &
7I(Self care ADL)* 1KZ0.7 mg/m*BE—

BB o
F47 o BEIN o
}%;4;;&6(%))&_&._% g3 (= FBVELCADE®

* {&k#ENCI Common toxicity Criteria CTCAE v4.0%k

T TEMBEEETEREN(Instrumental ADL) : EREER « BEH
SR FREE  BIREREHEEE

* BB B R4S EENAE(Self care ADL) : iR ~ ZEARAKAR -
R~ LRI EREYEBé NRESBONEED
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3.1.8 FFINEEIBERACAE
HIERTIHEEIBIZEVRA » B RIS o
HRPENFZEIEEIBENREA  EE—BBER2
BESF - VELCADE®EH A Z0.7 mg/m BV E
SR RBEETENERD  BIRKFEANHS
RERE  BERAMSHRG  AIZRPABEE
mg/m’; =2 @ BIZBHEFEEZ0.5 mg/m® BEET
DI [FRN] 3808) o (SAE¥R(6.6)1¥ K REHEIEEBIR
(1NEMENNHBRE) o
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#7\: VELCADE Z AT INHEIR IS m A E SR TI 2

2R
SGOT
(ASTEE
”%g f“;g;g RLEIE 2 AR
(KPR E
B
e PERGE m
| LR | IR
Bl>1x&
15X FE Any piits
8 L5
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o >15x % EE—BERR AR
P 3xFE&| Any |VELCADE®WEIZEZE 0.7
=| BLR mg/m? o 7E8: N IROVERFE
P BIRBEANMZ2E
5| >8x BE - BRAMS MR
rg FEEE Any |5 BIZEBFHABSE
= R mg/m®; 2 BIERH
PEEIEZ0.5 mg/m’

3.1.9 AiXiIREIg

BB RESEM/ ) REEHVELCADE® S E /3.5 mg
(B52)  JREZBB—MAMERNEIS - EHEAR
ﬁ’%é}%‘lﬁ%#%?‘“ﬂ%ui&%%%@% (FEHR(B.2RNS
®x]) o
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EITE TN - ERAS RS E 5 I(CRERIAE
I6) o FE LSS ERBEE TS BN A1 =0T - A
BREEEHRIBSS ~ S8 ~ fIB L EE -
VELCADE®Kz T3E81%% » B LB LIS IE -
FE/EREREIVELCADES SR (M1 mg/mLEXf2.5
mg/mLEITE T EET (A$R(3.2) AR S kAR
$ESIELSA1 mg/mL]) o 9N IR ZEEUEBIREST
B E (FEHRE.2MARSR]) -
VELCADE®Z—RBREMEY) - TR LURESE
i [EETEEOITHRIEERE o

3.2 RS

AR 2 N5 2 BL 8 (Reconstitution)
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FEFERBEENMEBRT - EHE0.9% T LB RS
B BRRIEEAES BB o

AEES S NEEAANERETERN0.9% 5 LN B RET
B o BortezomibBIEZ N ESECRIEE (2.5 mg/mL)K
REBICTHEBREEE(1 mg/mL) - BAREHHRERE
EARBENEIERE - BIVDETEEEEREE (53
KREAYAEETEEIR) -

$@3.5 mg BortezomibE &/ NIRRT
it [FRE] 890.9% S LENES REEFEE TR ¢
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xRt : BIRFRE N EHIEERNERIRIORE

o Bortezomib| #HER Borte%omib

spqz| (mo/vial) (0.9%51@ RISRE
B 18) (mg/mL)

Bfk| 3.5mg 3.5 mL 1 mg/mL

E2:1)

ETR| 35mg 1.4 mL 2.5 mg/mL

e

BTESDEEEBCUTEEE c RERBAUFES R
RARBMNNBERBEEBSAL  MATRARNGTEL
fE#S BV B 24 BortezomibiRESFE(mL) :
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o BN ES(RE A1 mg/mL)
VELCADE®EI8(mg/m’) x B ABVEEREEMY) B FHIVELCADE®

1 mg/mL RESFE(ML)
o B TNEH(RER2.5 mg/mL)
VELCADE®EI&(mg/m’) x B ABEEREREMY) B FHIVELCADE®

2.5 mg/mL 18R (ML)

B{BVELCADE BEEA 5B RIBHEELRITONRE o 7T
VELCADE Bp%¢f2 - LR E SRR B R/IVA
AR ENIREE T ST E EMRAIH TSI
BIKESEREEME - ARERREEDEMN
B2 E0E  WREHRESWIMNIE - Bl
NEEAZECRER
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ZEl

SR EEREREBED  VELCADE B FATERE
BB RHEBE N ) i i ETS ©
VELCADECI ER NN EBHEH - B R B% Y
VELCADE® AR IETE/ \VN\IFAREARTE » BIKIETRE
65 © VELCADE®TI U3 R25°C o BoBUfE 28R 1t
ETRIY U RRBEN/NEAS S5t A
EEHHBPYIURGEE/ VN - R BBEE
EANIET - BRREEIFERNSBE VT o
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4. 2R

VELCADE®Z: [ iR ¥iBortezomib  BorongiMannitol
BENRARBESBBRE) - BEIEREBSTER
(EEER(B.QAMER/ARRIE])

2 FASVELCADEP B BTSN VB E - 5

VELCADE® DB BB E 0 S VO L 85+ Bt S
o

5. BEERIIEEIE
5.1 EE/FEEIF
5.1.1 B ismE

32




VELCADE®#U6 B X B 23 iE A2 R BT i RE -
R NEEREABRBREFHHIECKELE
RER o FRIBHE NIER(FRE ~ W F BN
BYRRNE/ B BB IR IERNBATEES
VELCADE®S R » QJAe @284 B2 iR Rql
(BIE=F=1R) - BEAIRAESBBIRUTER © 4l
a0 WENRL - RIBIBEUE ~ RIEME - BERISRE
B AR - M RBURESS - T2 EE
2135 = B BRVELCADE®E NyX 57 vs 8BIRT
5 B24%E ISR ARI9%EFINESIRAE>E
TIREEMMERE c B6% M NEHIEAR15%5F K
ISR A B>F = iREEIPERE (B3R (8.2)2I/F
R/ABRE) - HRAREENESEGEEMMIL
TREBEROVRA - I ZEB—F9BFLE M VELCADE®
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B2TNEST o
ERABLEASBRRENERIL @ BIERHE
VELCADE®HEIE IR &EF2 [A5$R(3.1.7)BixHA
£) o 7£VELCADE® vs. Dexamethasonefy 2214 E
BEEISSSE T HASER D R SHEL » B48%E
>5 —IREAESIRER A BNZS I 2R EE B
KREREE  EBUSERBNE _HERD 8
73%RE —ike=F = iR E B REMESAEA
BNE 2R A S ICRERE - EREMRM
EEREHRASBKRE 2 RIFIBRARE -

5.1.2 {KM[E

IRMEREREME ~ BT MR FDEE 2K MER)BYSE 4
X%U?%s%( FHERGB.QAEA/ARRE) © Sk




EUATBRELBEEEEEHIR  c BSMRS ~ EE
AR EMEHEMEBRNEN IR BIRKIZZRE
A BEENDBNREBIESHS c RIBEIMD
BZRBMERME S VB SR MEREYEFEE « 48
78K ~ MRS FiEY) 2 Ef(mineralocorticoids) R0/
SRR RE TP S (sympathomimetics) o
5.1.3 Es
LEZUEFIRENBMMED RIS LR B3R
N OZEH HEREBEIBRZES  ELERFABER
BELDESNERBERBRTNRA [EHR(B.2)
BER/ARRE) - EREHIZTAREBRITNES
INEEEREVEA  ZEVELCADE® vs. Dexamethasone
NZEEEREERARD a8 BEERENL
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fREE5ER  (FVELCADE®SERA8% » M
Dexamethasone/8B#HE1A5% o DERIBSE4(E
MERKRE ~ fkE ~ DIE=IB « B ORBUR
INRMEIRTE)BI8E £ R - fEVELCADES S BT AR
BRER<1% ' Mm7tDexamethasone;8EiE/E S
BREMENDEIBA=1%  HitFARRERMEM
IKEE ~ BKIERLR DR IHIATR) BISRBEBIRER - B
h - ERARSRP M EQTEIREREEE £
S BEREBIMDRDS o

5.1.4 fhEREM4

E S VELCADE®BENRBAD » SE2MITRE
IBAEIRBF(ARDS) R 8 AR BR824 38 825 1 A 8D
BRfR o BIL0RKE ~ BISE AN - MRS E0V RIS
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3l » SELEEAR B L EEERAZLT o
A—BRRABD » SmMIESDaunorubicink
VELCADE®&#158/E) S H E0cytarabine (BX
2 g/m)IEEEZN2MBEM OIBERA » 15
EXDEARNZELSARDS ©
#5FVELCADE B BN A S O R iBa 2 0858k
IR A ¢ DEBBE IS MEEEIRER
ZRBEAVELCADEGHBZ M I E L2 2
IR2ALBO FHABEIAERR ©
515 M B RKIBOEREE(ZE Posterior
Reversible Encephalopathy Syndrome
(PRES)

fFFBVELCADE®S BB AD » BPRES (ZH
37




78 /A Reversible Posterior Leukoencephalopathy
Syndrome (RPLS))#Y5@%8==/) - PRESA—TEZFE R »
EMHNIERIRESR - EINRISER - SMER
9B ~ [BEE » B KAMR AR SEREMIERR
TRiE © BRANERIRISE R/ & KIES - —BRA
HIRPRESK © FEIIRNSFVELCADE® - BRI
RUTESEPRESHVA A ZHTRIIBVELCADE B EMNZ S
M ARERIT ©

5.1.6 BIZES

{EFAVELCADE®;8 Al BE & S IHEIRD ~ BB ~ #A)
PRIEIT (EFREB.2BERA/ARRE) @ BF
LAEAIEIT B R IERBEYEE o INaJAER SR
£ BBEFHTKD REBRELTARRK - BEE
38




FEMRES - FESFBVELCADE® ©
5.1.7 M/MRIBAME/IE o 44 B MPKERZ A

(Thrombocytopenia/Neutropenia)

VELCADE®ER [/ \#g 5 M iE R IE i (3 M 3R ER 5 iE
BREIKE—EEREWVEHUEE  T5EE
BBk —THERZRE  BRsiE ~—@858
B INEREERINENA o M/ WRIEPMHESMEK
H B R RINENBIRMIEINE LSS S F6RaR
ERRMEBOHETEEE -2 BELEE
RPERB|RBE MM/ WR D SN IE P B IR TR
ZBIEE ©
fE{E A VELCADE® S B HA RS FEAS 5 85381 2 M ERET &Y
(CBC) o § 3% FVELCADE®Z BB fERR A MM /) 4R
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ST o E¥A M/ \WRAMERF » FESHREI S /40T M52
(EHR (B.1.6)AEHE) - @57 VELCADE®S)
M/ WRANEREEE BB RISABMERS -
RIEB&EERNES|  EHHFTRMEIFIEBERR
ANIRIHZHF o

7L #H ¥ VELCADE®ERdexamethasone T L ER AV ES
— ) BRI LEEEEEEIED - FTRISHE
B/ WRSHEREBENARERERN40% o B8R
M7\ 5T 8BRS < M/ RO MERI ER E Z 20% /\ P
7 ° VELCADE® MY B MEH(=F 3R BFERR
2%  dexamethasonefB 8l & <1% o
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%)\ : £VELCADE?® vs. Dexamethasonef)% &
M EEEEERAERD - BAEaIM/MRETEERIN
m/RAMERRE M

M/NRETEN
SagEae Mm/\#RET8L  %310,000E
mf@’i’y* :ﬁfﬁﬁ <10,000/uL& 25,000/pL
: - RAAR(%) HHRAAEK

(%)

>75,000/uL 309 8 (3%) 36 (12%)
> 50,000/uL
E 14 2 (14%) 11 (79%)

< 75,000/uL
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> 10,000/pL
= 7 1 (14%) 5 (71%)

< 50,000/l
* SRRELER 2 /) VIR5 T8I £50,000/uL T3 BES BREER
FBL—NIBANTEREEE

WERT AT EHEARRSESEEZIRE
HHRR M BB R A S HHERVELCADE® » rituximab
cyclophosphamide ~ doxorubicin& prednisone (VcR-
CAP) BBV D » /N RIS E (=S5 41K) 8938
£FB32% 0 TErituximab ~ cyclophosphamide »
doxorubicin ~ vincristine Kz prednisone (R-CHOP);&E
$BPBIA1% ° TEVCR-CAPHED » HMBH(=5E31R)
BYBEEEAB1.7% (451) - R-CHOP#EBIA1.2% (3f5l) ©
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B23%8IVcR-CAPHEIE A K 3%8IR-CHOP#RE A &
M/ R EBE ©

7EVCR-CAP#ED » [Edh M S IMIKER S AE (=554 4R)6Y
BERAET70% - R-CHOP#EBIAS52% ° fEVCR-CAP
A - SEMIEPIME B MIRRTIEF4IR)0ISE £ R
/5% » R-CHOP#E8I /6% ° 7£VcR-CAP#E D » %
SEBLERRANFTIIFLEENLERR78% » R-CHOP
$HBIA61% °

5.1.8 BEJE /B REIZEE (Tumor Lysis Syndrome)
fEVELCADE® S B S RiRIEE B RIEIRE - S8
IR A R REIR A S ER EESEEan
B ; SR AER B R BIETE -
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5.1.9 [f&4
EEFHBIBEY IR EEBEREERIVRAD
LEME=IBAERERL ; S ERENITESE
HBEMEERIEN  SEAEMEMRAT @ &
B FVELCADE ARG @EM » SAMEHSERAS
RIGEERINEREE RN BER o

5.1.10 M4 M ERE

EESVELCADES B 2B AN LR IERIER
b @EZFLMEUMOEREEFESRGHY
TAHERS - BIBMEM I/ WR AN SR PEE//B M
FREBIEIRBF(TTP/HUS) - [EETRFAEZ S BIRTTP/
HUSHYEIIKERERR o W0 RIEZR S A AR - S
FAVELCADE /T 514E o TETTP/HUSHIZZENHERR
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2% Sl EEEHEIB{EARVELCADE® « BRI
TR Y SERI L S A TTP/HUSHI R A B EIB{E B
VELCADE®BBEHZREM ©

5.1.11 fRRaE 4

KIBERMERYEREIR - 3 FVELCADE®E
REOEDEMMBEE - ERERLHIRER
SIREE 8 AH0.5ZMKREE(1.3 mg/m B REE
AEMETE)59Bortezomib & 88 4 Z R 47 E (post-
implantation loss) R EAEEIE T o [EREFR(6.1)4%F
BiRBEIREIA)

EBWEBEB NNLMEESVELCADE S B
BRENESEERTERARNENNESRE
i o EIBB LB 2EEBTEENNBHRA
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£ {ERVELCADE®S BHAR RIE E % INE B AR
MBEMEBEZIERE o B2 I1EZENFESR0E A
S VELCADE®BE @ RA BB S ARE 52008
R - [FHR(6.1%6.3)FMHkEEHEIREIA
(10.3.1) ZEFRHEE )

6. FIEEER SR
6.1 8%
o)l

WVELCADEC/EF S (5554 R(10.1) BB 1)
BEIERSSIR - ¥R FVELCADE T sr &8
Wi REBE - Bl HEEKRAREIRSZIFEER
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VELCADE*j 5 0B8RI ORI © ER T 005
o+ ZEEARERERAIE T - bortezomib@HEIFARA-f
ST (BHRE.1)ER] - BSERR L
ST BB -
EATENRENESAENAL  BRHEOTE
BRWBEE - HRBA L ERBRAENISSE
13 B EIDAA o EEB@AD + Bk RIS
B ARG RE 55 BB BR2-4% K 15-
20% °
E
BYHGHER
WERSHEMIABRRTET 2 FBREE
BHHRT  RRESIHEEHRASER0.075
47




mg/kg (0.5 mg/m?) ; KR 3 81A0.05 mg/kg (0.6
mg/m?))&18Bortezomibilli EEMIFAEER o S0
ELBERBEAEMSIE) KNRIRAREIE1.3 mg/
m?B90.5¢% o

ARIHHERD  EEREBAREE TUBXEE
AERSE  KHRHBRAKEE1.3 mg/m6Y0.5(5) -
bortezomibZEEANES-AE5EIE T ©
HRERB LI 2B R FH2E0.05 mg/kg (0.6
mg/m?),2 Bortezomib & &% 4 BRRBEVE R4 7R (post-
implantation loss)52;EA8EIE N2 o IIFFSETES 2
BRI EEEREREE -

6.2 [#3

Vel
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BEne R B18EI&UEERbortezomib S ENHM S
HBIBTEALEIA » RIFI BRSE YN/ B2 E
WS EE A ZLTE0ER o
BRFLEYE B D IWE ALBIT P ERIBEIE
963 0] A3 4 VELCADEPHIER N B R FEIDARAD »
eSS 5%01% S VELCADE® S B EIR R 1% S8 B 1AM
188 A8NBELIB LIRS,

6.3 BEHRENNZESB M

{KIBVELCADE /E R4 HI R B ERE5IR - YRR
B FVELCADE T REZEMILRISE (55558 (6.1)
RIS SIE) o
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S FVELCADE® S &R [EHEBEB HVat
EEITERE? o

Pl 22

g

EHNEFEB NHOLM - EIBFVELCADE® S B
Egﬁi?ﬁ%ﬁ?ﬁ—@ﬂ?ﬁﬁﬁ AEZIE R BMON RS2
8 '@ ©

St
BUMEEZEEBRENINEERALERER
VELCADE®SEEARS R 1% TRt —HEEImE R Ak
KEVE WOV BEEE ©

T
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KIBVELCADE®/FRM A RENH HEIR -
VELCADE T RE¥ Bl it B N B BE &
(55545(10.3.1) 1B ) o

6.4 /\53

VELCADE R RERANRE MR E WM KR
Fo
VELCADE®# A 10382 B35 E M1 B (reinduction
chemotherapy) VB R ELZEHEE—IBEE ~
Zohd ~ JEREM BN ESIE/ N B R D o SR
ERUEREEBlRESMEMRE B mET7%
THRESMEHEMBOMK16% @ THHR M SRR
AU B JB[T-cell lymphoblastic lymphoma (LL)] 7%)
ZREBRFEMAFTAETEG  2EHRASE
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RN 2 36BHEANESE - w3@&EER(block)fE
FEVNNBZEESEEYINERE - F1EIRY
B Svincristine ~ prednisone ~ doxorubin£a
pegaspargase ; F2[@IR B & cyclophosphamide
etoposidefdmethotrexate ; EIBBEESISHEIE
cytosine arabinosideEasparaginase © 1.3 mg/m°Z|
SMVELCADE LABBAIRIE T 5 TNAE L1 B IRV ~
4~ 8RITREAE2BIRHVET ~ 4RBKETT © #R51H
1402 MM E 14 B MK (ALL) SM E PR HB AR ZUM B2
BLLRAZSHRSHEEMITE S22 M TS o F§R
MIEUR1055(EE - 12265%) ' 57%RBM * 70%K
BA14%REBAN ' 4%RTINA » 2% REEIENE
ZASPIRETIEE 1 %A RKFEBE ©
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BUURETE AR FESCIEE OB AT BOETIE « 5
SPTSNSR89 R160MI o) S G 8V RIBMER MBS
MEFEA(= 2155 ER2EI236[B 8 RES) - §5
36 KM T EHERE(Complete Remission)ZREA 1 SR
SVELCADE® 2 18 BE T &)7% (backbone therapy)dd
[ P ¥4 BBAEEIT LR - BB RAT AN JOVELCADE®
Y52 2 HERR(Complete Remission) R G §/& o
EﬁiﬁﬁﬁK@VELCADE®Z§ﬁ%%%(baokbone
therapy)B0 [ e ¥568 404880 » R I0VELCADE®Z1{LE&
BB ERFIERNZEMBE o

FREIR A ZBEXBEIE(BSARERBbortezomibisk
FREARY AREIMT ©
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6.5 BEA

B8 2B EEEARMNAGCIIIFA » B245
1(1E37%)B65FE S A 2B A+ 125(11(1h38%) A
VELCADE®# ; i1 120117(1b36%)&Dexamethasone
48 o FBBIH Dexamethasone * VELCADE®AR> 65
R ABRENRERFRFRE P S (median
time to progression)U R & fEIF IEIF R P I
(median duration of response)[D>BI&5.5@8v.s. 4.3
BALRS.0BAv.s. 4.9@H] - TEVELCADE®#A
FH; = 65552 T HERAPHEL0% (n=46) HhBER
fE(CR+PR) @ 1888 DexamethasonefBBI 2 518%
(n=21) o VELCADE® 2 E£31RA 4R~ RSB 5
R <5055 ~ 5126455 R =655500F A DB A
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64% ~ 78% % 75% o [SEs#R (8.2 BI{EA/ARBRIE
R(12.1)BRARER )
FREREEIVELCADE AR =655 M B FFER AR AL
EMNBEN L ERBERE ; BRREHIFRRELELR
KR ASERSHRISME

6.6 BFFIHEEARZ

HEREFINEARZ((BIE/IE<1 x ULNBAST >
ULN - Si#BIE4TE>121.5 x UNBASTAF=RE)H
BA 0 AR IAES - PERELEZ15
23 x UUNBASTAIIRE) RERSEHERIELISR >3 x
ULNEASTAERE)FIheER 2R A BIBortezomib
IBES 2B - HPENERETINEERZBIEA
fEBXEHEIAEIS o (F¥R(B1.8)AERE « (11)&
BB )
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6.7 BINHEARZR

HEBINRER B A » AR EREFHEVELCADEEY
tRIE S - HEESENMSBRNRA  BEENE
%522 % B3 FVELCADE® o [S554R(11)&498)
)

6.8 HfthikxE¥

KERRARRA

ARSI - B OREMBEY 2NERFRAS
WIEEMIERSME o ARA DR MIBEEY.Z B
ABESVELCADE® BB JJRER BB e IEH
MIBRERFERFMBRLE RIS -
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7. BYPRZEHIER

7.1 E{thE42%VELCADECH &
BMCYPIALE BT

ERSB M CYP3A4EEER|(H A B & {Kbortezomib By iR
8 [BAR(1NEYRHERM)  EYEZEY
VELCADE®HUE M RIE o FEB REAEMCYP3A4SHEE
B o

RN CYPIALINHI

BB W CYPIAANFHIE B Z1Z HiBortezomib i
S [FHRIN)EIHERH) @ ST
HS3%E£VELCADE EM R ENRK - Bt - 2
BortezomibERSAINCY PI A4 {3 FB 03 FE 221, E5 38
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JA A BYBortezomib & M EIAR K & B {EBortezomib

BB o

7.2 EAVELCADE°ABREABREEZXEER
ety

#VELCADE®Eidexamethasone » omeprazoles]
melphalanff Bl &% FprednisonelF @ ik 3E18
FOERASENENZOIER (BHR(11)EY
EHB4EE) o

8. BlEFR/ANRRIE
8.1 BREZREIFR/ANRRME
TNIEHBRSENEYARREMNSERHEPH
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HHhERBAEYETE ¢

o AEMPIRE (FH#RGANBERTIESIE)

o (KME (EHR(GAYJEBERTIZEIE)

o DiEFEM (FAFRGAIFEERTREIA)

o fEPEM (EBHRG.14HESRI=EE)

o O R A O BEREEIREE (BH#R(5.1.5)8
ERTEEIE)

o SiIZEFM (FFRGA.OBERITITSIA)

o [M/\WRIBAME (Thrombocytopenia)/E 14 B3 M3k
ﬁé)iE(Neutropenia) (FHRGANEERIES
!

o BB ARRIEIZEE(Tumor Lysis Syndrome) [E3¥ R
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(5.1.8)BERTEEIF)

o [F5M (FHRGAYEERITEEIF)

o MARMHHINEFE (FEERG110/EERTEEA)
8.2 BEREAERYEER

BRBEARREER COEUERBR THIT » T
YOV ER RS BR P AT R B 09 B &2 fE 8% 4 ZRANRBE
BIZEREMEYER RS ROVSS £ RIFLE - MEH
T’E‘éﬂ/ﬂiﬂ%ﬂﬁﬁﬂﬁmf J:E%%%EJB’JE’R‘EX °

{i%m DRHH KT Iémﬂfe—l?th%uﬂ,. qﬂ 340%5‘5
BIRBIESZEUSEBEBNRA  BESEIRG
FHIVELCADE® (1.3 mg/m?) B & #HEAMelphalan (9
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mg/m? 0 Prednisone (60 mg/m)fi L& B o
VELCADE®& ##{& A Melphalan/Prednisonefi % 214
BRI 408YVELCADE® K Melphalan/Prednisonety
ZEMER - -

RN EARESRLBEZSEMSEEESRD -
A E R 2 EIMRAN=EHREENTIREHH
VELCADE®, Melphalan & Prednisone}&i&#0 &

HER>10%)
VELCADE®, Melphalan Melphalan &
& Prednisone Prednisone

(N=340) (N=337)
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B Bl
s oes © 00 mm S0

ENEES: n(%) 3 > n%) 3 >4

MRRHERRRR

M/VREAME  164(48) 60(18) 57(17) 140(42) 48(14) 39(12)
Eg}%aﬂm 160(47) 101(30) 33(10) 143(42) 77(23) 42(12)
&M 109(32) 41(12)  4(1) 156(46) 61(18) 18(5)
BIIKHANE  108(32) 64(19) 8(2) 93(28) 53(16) 11(3)
MEEKEAME  78(23) 46(14) 17(5) 51(15) 26(8) 7(2)
BRER

B 134(39) 10Q) 0 70Q1) 11) 0O
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BB 119(35)  19(6)
)

IE0t 87(26) 134
B 77290 2(1)
LiE® 34(10)  1(<1)
BIERRRE

EEMITFEE 156(46) 42(12)
B

(Neuralgia) 1734 27@)
REREESR

(paresthesia) 42(12) - 62)
- REREEDURE
Uetez 85(25)  19(6)

20(6)
41(12)
14(4)
20(6)

1

(

N
-

o O N

o

1

)
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64

E(Asthenia) 54(16)  18(5) 0 23(7) 31) O
el 53(16)  4(1) 0 19(8) 1(<1) 1)
Bl

Herpes Zoste 39(1) 113 0 93 41 O
REREERE

BRRE 6419) 62 0 196 0 0
KERRTMABRE

12 /) ) 0 7@ 0 O
RHEE

g 35100 1<) 0 21 0 0
*REBZEDEBEDERENRS SR




Li‘FG’Jﬁc%’l”_*c *—H,NEQ [i’%‘f—] REEHENZEIE
BEEEm AR P - BERVELCADE® (n=331)
g} Dexamethasone (n=332)FTER=ZEIGVIET - £ =3B
BIZ(21 X ER2)0981ME - VELCADE BB
1.3 mg/m*BIEISFINEIHIRT @ EIEBsE21X89
BER  MAMBAENEERE  BS38RH
35KHVBIZ o BEBHRRODE11EBRZOEA) » F
B BB AEEZE.1ER)  WABBYRE
FAESE1-3EeBEHIMASE » MARAL
FHE LR o ABTERSFRFR TR 20 mi/min B IEHT
ZHEISEIERE LIREN1.505 @ BEANREHE
ARMTEMERRFER EHER - BREBIFEARS
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BA o [BHR(12.1)ERSAREIR)

7£331 B ESVELCADESS ENREA D » REWRE
(> 20%) VR EBUBEMNGE2%) ~ BB (52%)
EE5(39%) ~ BB iR E (35%)  M/RIBIE
(33%) ~ {FFNE0%) ~ [BIL(29%)RBRE(21%) ° 3328
Dexamethasone;& B8R A R EHMBIR(> 20%)89
TEEHBIEEL(25%) - B8%HIVELCADE®SE
BRABLESUHRNARSBY  BERNEERES
M/ PSR AME (4%) R IEDP MBS MIKFRZIER%) o B
9%HIDexamethasone/8 R A S L F4RNNAR
S 28DexamethasonetBEIE 4RI R B K
R1% o
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BEAREUNERZRRBERT - BRE®
EEAERGBERFTRGHE - SWAEEREE
FEEREBNEBSHS o BHB801I(24%)
VELCADE® S BHEMNBAERRPELEHREAR
S » Dexamethasone& & #HH97% A TSR (83111
(25%))  TEVELCADE®S B - RERBROVER
BARBHERBEBY) ~ BRK ~ BikEE - 3
20 ~ IR0T ~ (FIR B E R M/ WOBE(ES152%) © £
Dexamethasone/8EH P  REWERNEENR
EHBEMKA4%)  SMIBE%) » BIEMURIBEHES
(B152%) ©
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RHEB1450R A R EE S50 FIF AT G A m
WIBRIN AR R B MIR L 557 (331{1IVELCADE®S
BHRB A PB84HI(25%) » M332{izDexamethasone
SBEREADPBEBII(18%)) ° f£331BVELCADE®
BEMHABAD  EEREREREHH GO M
VBN R R B H R BB IREL(8%)  £332F
Dexamethasonel8 BHRR A D @ RELBREFR
HE A REYBENARSUHERBHEBURS
MiEEHR2%) °

FEENSHIMESTEEARD - AU =R
RBEAVELCADE®HERS : DREMIAT ~ FIRINAE
B BMEORIBROEEIES 14 o EI#EEER
B3 A dexamethasone B R : 2f¢2%ﬂi[ﬂ1f
f¢%’ﬁﬂﬂ.'l$ﬂ“‘ﬂiA M RTERIESE




BB B 1M EE855VELCADE® vs. Dexamethasone
IR PR E RN R EE
HEHENZEMEEEARPEEWBRNIRE

HBHIR [F+ ] a?‘a‘EVELCADE‘@iﬁ%fﬁBqﬂ ' BT
BEER O%EWE${¢ °

=1+ EERSU SESEVELCADE® vs.
DexamethasonefIsH & h R & #IB R 2 52 3RF0E
AR REH(IRVELCADE®AEME P RER=10%)
(N=663)
B
VELCADE® Dexamethasone
(n=331)[n(%)] (n=332)[n(%)]
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B B3R B4R | B FIR B4R
TRBN g gp 34 | 3m 34 g
%}EKE 304098) 193(58) 28[) |297(89) 110033 2919)
By 17269 82 0 |31 0 0
?gz 17162) 227) O | 36(1) 2<l) 0
B 13089 156) O | 805 82 0
%’ETW 11535 237 2<1) | 144 0 1K)
ﬁ“\%‘*&” 10089 8004 124) | 113 50) 1)
i 99(30)  62) 0 | 2789 11) 0




A2
&0t
=
B
(Pyrexia)
£R

KDL
=Jill
AL
oAl
Bpis
MIXERZ
fE

37(11)

o

109)
82)
21(6)

24(7)
21(6)

23(7)

7



ﬁﬁiﬁz B3 <) 0 | ) 0 0
2 s o o |2 0 0

SagE B0V MO A ST TR k)

%%iaz B 52 0 |7 0 0
=% 3410 108 0 | 288 82 0

TESE2HAEBIEEARRP BV IR A » TRERTEILER
72




BIVELCADE®S BB FH I RIE MtV RHAZEM o
EERE AL BT AS.3823(@ 8 - S8IEES
BIHYVELCADE K B P IUMVELCADE® S BBV RS ©
(EER(12.1)EREEREH )

gﬂ M&ﬂVELCADE@M

7% @w 3 mg/m L;%%Jgﬁnmﬁﬁsﬁﬂﬁﬁmlﬁ
VELCADE®R TSI L 2 MR B WM - SE2—1@
B2 [{E8% 2 S8 BB A B2 Fvs BB E
SYVELCADE®FEIE ~ HWHRITTE - TR e 8E
A0 [(&R+—) BIBERVELCADE®E T 81(N=147)
S VELCADE BB IR T 5T (N=70)00B R (E%R(12.1)
BERSRBERN]) -
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F+— : EE Fvs. B IE T HVELCADE RIS R S B4 S RaEtH
ZN=221)th - RERBREIRA 2 BA4BARE G

(BEEE210%)
BT BinTa
(N=147) (N=74)
SRR gl BUER BE BEER
n(%) n(%)

ENEES n% 3 24 n% 3 24

MBRHERRRR

am 28(19) 86 0 1728) 34 0
BIkEY  26(18) 85) 0 15(20) 4() (1)
EhMBMmIR 34023 1510) 4(3) 2027) 10(14) 3(4)

fys2s
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M/MREAME  44(30)  7(5)
BERE

BB 2819)  1(1)
) 24(16) 0
I&0t 139 312
—REENREDURE
&35 107)  1(1)
"5 17) 32
B 18(12) 0
WIERRRE

iR 34(23)  5(3)

EEIRE 55(37) 8(5)




5t : REUBER  UTIIRABS R TR 7THMIRAESH
IREST - SSLRAES Z D1 BICVTHIREY)

X Z&MedDRARS 4R ©

B TRRFIFSEEENZEMEIE REAEE o
BEL=ZEIRNINREHBEREMBENEE
R o BIRED = 5% BB N E53% vs. BRIk
FEHI0%) ~ EETRISRE (2 NESI6% vs BRI E S
15%) ~ [EDP B MIKERZAERR N)E5113% vs. 5K
FEH18%) KM/ RIBIAME (B2 NEET8% vs. BRI £ 5
16%) °

B6%E MIEHRRARBIHEREKRDSHIZ)E
BRAREHN  EB2I(1%)RABRBRENR
f&  Hb—fIREE  R—HIRFBI - BERES
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M— IR AR EFREUAR D —(IRAGE - B

PBRESHBROPUIFEROK o

B31%8952 MEHHER A RNEYIEREA RS HmbE

BEIE  MEIOESEEHERIR43% - REESH

PHEE BN RBHBIEEZREBMPIERE (2 N

P8 EHE17% vs. BRI EETEBHES1 %) RIMPHE TR (K2
TNEETEEHE11% vs. BFIRESEBRHE19%) ©

E@Mﬂéﬁzﬁ&&

(SAES)

BT 20%)FEFIKNTES(19%) 8 ER BB LINEGEEN

BEHEAR RELEE TIFEERABRNVESE

AESBHRMIEFEEEE1L2%) - MR ERFEFIE
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SEBIDBRNBRENRSHRIRMK BR B
2 RUETPHERE(R1G3%)

52 XS EEHE B 2711(18%)Rm A REE)F8RIVAR
REAMRIEFE - MEBIOES S RERIR17{I
(23%) o T2 MISNEEAABNATIRASD - RER
BB ARV ENIBRAS R B BRI ETSIE
TR (5 %) RITP IR (5%) M RIS S 74
TRAP @ RERBREMIAMOVEYIBES
R EZE RUB TSI (9%) MITHHERE(9%) ©

BE NESNEEAEN2MIRA (1 %) RAEFINESE
FEENIRA (1%)BHRPAENBEIARRES
HMEBIET - £ MEFHEEHE - At REA1
TIREIX R IRIE - EFHIKESHEEHE @ IR
AFCRABEREARAMAE

78




(o aZm [ oy

?E‘T‘ ﬁﬁﬁJ/*%ZélOLL%HJ?ET%E/ ENREMR
MEBRAT— IEEIJHI’}’EEBJ% DA IR PIEZEFIK
SESIVELCADE® (1.3 mg/m?)&f#frituximab (375 mg/
m?)  cyclophosphamide (750 mg/m?) ~ doxorubicin
(50 mg/m?Rprednisone (100 mg/m?) (VcR-CAP)E
BONZEHER -
B31%8VcR-CAPHER A K 23%8) ¥ 0848
(rituximab ~ cyclophosphamide - doxorubicin »
vincristine % prednisone [R-CHOP))/& & HBR A #E
REERIS - BIEMX(EBEMITEE) (VCR-CAPHE
8%  R-CHOP#H5%) o
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xR+ EHESTRIARSESORBREMMRME
BRAMETNERD - REBHRNF3REE2H4

RN B R 5%)
VcR-CAP R-CHOP
(n=240) (n=242)

ST MR ?'ﬁ k@l&* il @; R%'\'E

TERE R HRe FRx4 ER O OFRS EHiR
" n%) n%) n% n%) n%) n%)

MFFHERRER

BPis

MIKEZ 200(87) 32(13) 168(70) 172(71) 31(13) 125(52)

i
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g
D
&
s
I
e
BB
R
e
D

116(48)
106(44)
172(72)

41(17)

68(28)

34(14)
27(11)
59(25)

24(10)

25(10)

69(29)
42)
76(32)

12(5)

36(15)

87(36)
71(29)
42(17)

33(14)

28(12)
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WERRER
BT
ﬁﬁm 7180 177)  1<1) 65027) 104
BI&EsE  14(6)  3(1) 0 135 0

%ED@% 146)  2(1) 0 11(5) 0

WICE 25100 9¢) 0 1) O
2HMRERTEIMER

gy 43(18)  115) 1(<1) 38(16) 5
EHE 48(20)  7(3) 0 2310) 5@
B35 20(12) 402 A1) 187 (1)
BEKE 167) 1<) 0 135 0
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BRERS

B 5423 1(<1) 0
(30 4218) 1<1) 0

O% 208)  2(1) 0

Bs 50@5) 115) 0 116
Ig0t 24(10) 1<) 0

BiR 1350 0 0
EREFERRR

i 208 8@ 52  11()
BERE T ARRE

RE 3118)  1(<1)  1(«1)  33(14)
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REBRERRE

SMmE 104 1<) 0 177 10@4) 0
BRI 36(15)  21) 0 15 1kt 0

MERE

SmE& 156 1<) 0 3(1) 0 0
BHEE

e 167 1<) 0 83 0 0
BEIRS : R-CHOP=rituximab » cyclophosphamide » doxorubicin »
vincristine ® prednisone ; VcR-CAP=VELCADE® » rituximab
cyclophosphamide ~ doxorubicin &z prednisone ©
*REMED 2 ARMBICHRENRSEFR
7EVCR-CAPID BRI £ % £4.6% -
R-CHOP#EAIR0.8% o ERARGIMETESBEIRE
84




B TRMMENTRZENSE o« £33k M
BHHE 0 2R RBE(VeR-CAPIAB4IIRA
R-CHOP#EBES3NIEA) ° 7£VCR-CAP{ED  FTE=5
SRAOEMBUREBETEIER - BREE

B8%HIVCR- CAP%HFA&G%B’JR—CHOP%HJ?@:A
BLERBREMSLLESE o TEVCR- CAP’FHEP
BRVERSLES EGUTE&}@%H T$%«<F
B(1% ; 3MEA) © TER-CHOP#ED - Eﬁfim%
HELEBENTRRIERSE 4@%@@5@%}2@&5&
F(<1%,2MFA)

RFSERIDIBERNZ M EEEB(N=1008) A=
85




B EIB(N=155)H 11631 S H BV FE 280 F 350
VELCADE B8 & (BHI2B « &BMX ~ 1.3 mg/
m?/doselll IEE— @A 10KBIKR BER TSRS
ZEUBRNMNESTERR - KONTUABERE
Tvs. BT STVELCADE®HIE3EA ~ BIRUM: ~ 185
LM SEERIICEE - EELESHERP
VELCADE®#R 2 514 SRE/E R L E BN EER
AL 2B -

AERESHENDND  REBBROG20%)AESEHR
IB0(49%) ~ IE3E(46%) ~ FESSHRRE(BIEEES (41 %)
F=355(11%)) » BIST8HRE(38%) ~ /)G AME
(32%) ~ IR0T(28%) ~ {FFA(25%) K 3515 (21%) « BD
2T —(11%)0FEAEEBZE M R=E4ROFMER
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& &% R602 M/ RIBIAMNE (4 %) R IEDIE B MmER
TRZER%) ©
EFE2HEHNIEUBEBAREE B
VELCADE®SBIR#E T0F » Bo%BRRE LB LE
R fE - {BVELCADE®INK EASS I 4B 18 1B 21
RARIE o

ERARERD  BHB26%NNEAELEBRELARS
#H RRERVBEARSUHEERR - BT
15 (B1E3%) R IBD ~ AR R M/ AR R AMAE (£51852 %)
Refifizé ~ (TRREE « B2 iRE R EIRAE(E16
1%) o
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B22%BRAEEABEIFT AR EHEAEY SR
BYDHEEEARNAERE - PFREAROVER
R BIEEB IR E(8%)RES « M/ WIRAMERD
BB (%5152%) ©
BHEB2%EIRAIET - ﬁﬁ%ﬂznit%aiﬁ)kwm%@ﬁ'é
Aﬁ#%%ﬁ@m%l@% OMEELE ~ M
EJE\USE”EEE %i«% Hﬁu&ﬁ&ﬂur o

’-.-'2 =

(x+=] §JH:’EE—%‘%BUTE${¢ ECP’FEEK@?
BEAER O%B’JTE%# o R BhEM D BoiRHE
BIERT  BEBELOWAREUHEENPTEMEY
y,\mﬁrrxaﬁ, ETEBR © Bt RIBREFHA
R8T ©
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F+= : EEA1.3 mg/m*NBEISRERNBS
BRERFEEMRMEEARCESHINDR
RRRR(E AN ERE210%)NARES

(N=1163)
FrERA ZEMEHE KEMRMEE
(N=1163) (N=1008) (N=155)
FrE FrE FrE
IREH s >5534R s =553k e =553k
B 56749) 36(3) |511(61) 32(3) | 56(36) 4(3)
ESarC
e 53046) 837) |47047) 72(7) | 60QY) 11(7)
B 477(41)  86(7) |396(39) 71(7) | 81(52) 15(10)
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B
/i
[]ES?EZ 44(4) | 286(28
& 296 1

(28) 44
(25) 17(
o 24921) 161
(20) 19
(18)  65(

443(38) 129(11)|359(36) 110(11)
369(32) 295(25) | 344(34) 283(28)

) (28) 404
17(1) (4) 141
(Pyrexia) ) |233(23) 151

19() |205(20) 16
) |190(19) 63

5 227(20 160
65(6) |190(19

AN
E’ED xaz 6306

=il

)
)
)
)
)
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RDEL
G2
BPiHs

175(15)

MmIkEZ 172(15) 121(10)

iE

gﬁ*ﬁfz 156(19)
%Em% 147
g;i)@wﬁ -

=5 124(11)

(13)

8(<1)

8(<1)
9(<1)

13(1)
3109)

160(16)  8(<1)

164(16) 117(12)

120(12)  4(<1)

136(13)  8(<1)

101(10)
106(11)

9(<1)
28(3)

36(23)
1(7)

28(18)
18(12)

REBEEDBBDEHERENRSFR
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BEE M

%u/\ﬁ75%E’JFA§*$§’J\—JT\ES%H%%Eﬁﬁ °
FRNOBREERBERDL ER W&
Di)ié RESE - HhEBRBERBBEEIELAR
(dyspepsia) R BRE[EHE(dysgeusia) © 354 E 3Rk B%
BEAHNRAT14% ; BEF4HRBHNRABIE
S1% o WARAEEEEHBESHNRAILT% B
41%NRARREBESHMPERY o HERBE
MM EENRAGE%)  BOEBRD M SEEE
BURA(G1%)5ER °
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MRIFAE

EERARF ST » VELCADE®ABEIOY M/ MR B AME 2
BB E/ERR (treatment cycle) 2 B EEHEARI(EE1 2
F11R) M RSTEUEE RS © TTE10XK6A S8R
FEDEZARE - B18MS » B32%RAZG
BIRBM/N G AME o FIMRIM/NRFLMEBIEA
1522% @ =P AREVEAIGL% @ BRERE B AL
2% » MEHEEHVELCADESSE IR ABINS
2% [EFR(GA.TNEERIESE) - BERKEE
iDARMEEOYEA(16%) @ M/VRBAMNEE SH25
1B EEEEBYA A (34%)BHR o BRRREMIKEE
BB A(8%) * =3k I/ MRS AMETE S8 B8
JBIR A (28%)HV S RS o
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JEB AT

1REEMS © B38%0YRA S A EEBIRE - E3IR
B2 iEEeEAIE11% - M>B4RE0EABI<1
% ° B2/ \(8%)83F A R B BEm iR mEN
VELCADE®SE Pk o iBER 285 SEEBHYR A
(36%) B EMIFETREMIRMNEEBREAG4%)
BUEE L KBS o

7EVELCADE® vs dexamethasoneZE3ER1E 358023514
BEEBE D - E621{EAVELCADES SIS
>F2iREEMICFREACR ERENFEAPEL8%
BURANE —REEA BN E N AR PNIERS.8(E
8o

EEoHETHNIHLBEEARD » E301ASE
94




2R IE I SRR B S B> 5 3R B B T R B 6Y
BN BI3%BRAENZNERE @ BB —X
VELCADE®#8%E1% - HoN=— R 60 p I SIes
RB47TX o

{1 5%
IAVELCADE®S R A BYE MERCE MR MER ~ B
MR MBR R R DB 2K MER)SE LR A8 « KD
SR ANEMBR RS 1IRNE24R » 2% AE3RM=
F45RBI<1% o B2 (2%)8F AK MBS BHR A
BBENRRE(SAE)  G1%RAKMEMPRESH
R o (RIMEESEERES M BEEBEB %) ARE
HBAR W 2 IEB(9%) BUFB AABLL o LhAIN » B<1%EIEA
R MBRRDSFRBVIBH o
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EP B MR ZIE

RENERR ZVELCADEHEEIR(E1 2 FE11R)E
BEPMESMIKETEUH A R E10XK VK B EAFF
ZOEZHAMEINIBRE - REMS * §15%8R
ANEEAEPHESMIRTRSE  MBIFREVFEAAS
8% ' >FA4IBEVEANE2% o B<1%EIEANSIED
MBEMIKRZERRABRESHE - MAB<1%RE
ARMPFEEHER o BN ILEMDRMEZRE
AB%)  BEPMHEBMIRRSIEEDSEESEEEREA
(16%)VBERE T o BWRBEDIRDMEBOIREA
(3%) » =F3HRIBPMEO MR T EE ST BB
TBA(12%)8Y 35 £ RS o
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EFAEE(FEFatigue « #SEMalaise + &55
Weakness)
54% )R A BBIRBEIFIIREE  BHERABTT%
BE=IR 0 M=F4EB<1% o EIFRABT2%EE
3R+ M=5E4#KkEBI<1% o B2 —(2%)80R AR REE
B R<1%BIR=SAEISMPENEE - B53%0%
B BEERBRAKS59% IR E MBI M R RABIR
IBESSAREE ©
& (Pyrexia)
B21%8IR A 555 (>38°C) BB TRREM - £3
IRBIEHAE1% - M=ZL4REBI<1 % o FF3EIEBIR
REBEEARSBHEEIRNREA » MBE<1%EA
H it 8 HVELCADE®S E i - BEREEMR
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MEBTBOVEA(10%) & S2EMNBERELH M SIER
BURA(23%) NS o > F 3R IENFERED M
SEBOVRARI1%  EREDRMKEENHRARR
<1% °

B2 EE R #(Herpes Virus Infection)

IAVELCADE®SE N S 534 & B RIS A FEBH LB
BFEE - RECBIRBEREZRND T SEEE B
MDA ECERIREERD - ABEREIIRIB(BE4%) » Fika
Z(herpes zosten)8IE &L fEVELCADE® S AR (BEE
RO6Z11%)NZHET B o LIVELCADE®BES
SHEB123%0] BEISHAEZ(Herpes simplex)
MERARR1ZE3% o RAEBFREENDRUEHE
IR PR EREVVELCADE® ~ MelphalanfiiPrednisone
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A FREEREBEE LERSEBENREE
B2 SHE P ERBY) BRI RESZ BN
IS fg%/feﬁzﬁ%m?%)

/-T=|. = e [EF -

7% Ié% ﬁ%ﬂi?ﬁlﬁualﬁﬁ%ﬁ%T%ﬁSOﬁ?E?é’I‘?E%
S5 S REIBIR A ST B AR E S VELCADE®
BENZ =R o SIAFARPRANZ =R
MBS VELCADE® SR 2B S8 55
BRAPHEHNLZEMERWER+ ~ +—R+=
P ABAEE ; BESEMBIREFIREQTRE
1 - RRERNENAIRREBR/MRBAE -
EHEIRIB52% © =B 3R M/MRBAESE E R
24% o BBMBITREOBERR28% @ =2F3TR.2F
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BBISTR ﬁeﬂﬁ‘iﬁ%es% BREARRIESEAR
B12.3% - BEEBRNBRERNRRERM/)RE
fE(3.8%) H'E,f%@ 3%) ~ IRERBZEMX(E A
1.5%) o

B13%IRADBEARREMFLLBE © F1E)6
BERBIEEEMERE5%) R (3%)
BB TIHFHISEERZ T R%—EVELCADE®H)
30K AR ERIVELCADE®#BES ; EHb—F2A$Mm
g%%ﬂk % WJ WH]]FF)\O

"FﬁJ&u EEJ:E%Eﬁ?%?ﬁ%#(SAEs)IZHH%TE
R BTNEIR B LAVELCADE BB & HAh (v £
BB BZRARSFRIAA o ELERAFABNLEIRE
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MEREEBREEERREIVREA °
MERMEFHES : M )2BHMEAMR
@ fE (Disseminated intravascular coagulahon)
EPHMHBMRETEHERE  MEBIKEEE
(lymphopenia) ~ B MIKBIEE

DREE : DRE S /UL BEESRE N DEE
gy~ 0 EIEIE ~ BMERLE ~ DFER R (cardiac
amyloidosis) » BFEMHEEZEEEH (complete
atrioventricular block) ~ [SAVERID ~ OAAEZE ~ DB
K (pericarditis) ~ NBIEFE K (pericardial effusion) ~ 52
TRIREREAIN MR 2 (Torsades de pointes) © /U@
INEER

ERRHKBEEE : BHNME - BE
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REEE : ERRIBDERM ~ B/ « RIRIER
B

EBERS : Be  BEK  SHREH - EFEHEE
BEX ~ BB ~ 18m ~ B+ _—EBX
B4 iZPEZE (leus paralytic) ~ AAZBAZE ~ MBS
PEZE (paralytic intestinal obstruction) ~ fEIEX ~ /)\ig
PEZE ~ KIBZSL ~ OFEX ~ M{B(melena) ~ RIERRIE
X~ OfFF5E %5 (oral mucosal petechiae) ~ BEE
W

—RMEERIRBIURE - EEE ~ KIE - BEKX
E ~ JESYEBIATHE ~ 1B (neuralgia) ~ JEBTESIZ
B~ RIS ~ 2 ~ 8RR

FFREE % : IE-+E 1S (Cholestasis) ~ FFlELEM ~ S
102




JEXT Z=INYE (hyperbilirubinemia) ~ FFPIERARREE « AT
X FRB

BEZMEE  BRERE - BB« RBES
IR MIEEE ~ MEBMEKEE - FIEKIE

B3 TREX -~ MBI (Aspergillosis) ~ @M
ENWRBRIE - BERERE - ZHRFEE
(listeriosis) ~ IR ~ A ~ IFIRSERLE ~ BUMMAHIAR
52\ S EfE(toxoplasmosis) s DR KEE - 28
X~ EEABRIMERIE

S5 EMRBAEMHZIE : SENRMUHEE B
3T ~ TERSAE T [MAE(subdural hematoma)

IREREE - 8=
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HREFRS : oK~ RMISE ~ SREEMIE
{RMEPEE ~ SMIPLE ~ KMIAE  SMIAE
EEAIARGHAMER : BERE -SR - 8F
AN ~ PR TR

TAERMEE - B (Ataxia) » X~ BE
S M (dysarthria) ~ RERR « BERMWIEMEER
T (dysautonomia) ~ f$JR % (encephalopathy) ~ B&4%
fif/2E (cranial palsy) ~ BB AREEVE ~ BBfp ~ BMMMED
[B ~ SEENTDEEIRE ~ TP  BAERRBEIR A (spinal
cord compression) ~ B&E ~ FAKRZRIPIEE - &
P IERSERMEZE

EHEE : FRAL N R REMRE N KR D
EHREECE  JEIBL R  BMRISE
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EBRRPRESR @ BisH ~ ERIBKE - Bt
B\ MR ~ BMMAEREBER ~ REZE N RIFB ~ BR
IBEM RIS  IBEEESHHIRES N

IFIRE « FIFERMAREEE - 2 ETIREBIER
BE ~ IRAMERDR ~ FBIE IR 2 (atelectasis) ~ 22162
1SRRI ANER ~ I~ SRR « [FREE
SBENMEIFIREE - 2B -~ M - HE - HEE
BHEEREIK ~ B ~ IFIREB ~ it ME
BERETNHEBESE : EfMPZ ~ RIKE - 221
BERRENE) « BHRIEEFMME N (leukocytoclastic
vasculitis) ~ 1B

mMELF : EMETIN ~ BESBLM » PREFEFARM
B BERE  MERE SR  SMmE
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8.3 LB AZEER
Tiﬁ%%TE&ﬁ?%VELCADEWi%bﬁJ:ﬁ%@ﬁﬁ
HAREIPTEER0Y - BNEEARRERIKB —{BAK0
%K%ﬁlﬁ%%ﬁﬂﬁrﬁ’l'{@ﬁﬁ Ak EE D SEtia 8 E
ISR R ERREEY BN R REIR ¢
DEEE /U’@H%(/U’E%E)E%

ERRXEEE : EHHE

REEF : JTETFE%‘“F 2 HEE ERMIfE/ARIR N
EREEE : (RMMBEX

BUR : ETHEZHEMBE “<F (progressive multifocal
leukoencephalopathy(PML)) ~ JBZEERE - Rz 8y
BSEE S
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TERHER ISR EREEIRE
(PRES, BURBRPLS) ~ #&#- B FIEIREF(Guillain-Barré
syndrome) ~ BREESH 25 BT IS K (demyelinating
polyneuropathy)

UFIRE « FIRERMAGIEZE - V225 MRS
ETR

BERE NHE#EE : Steven-Johnson syndrome/
FM R B BEHIEILAE(SIS/TEN) ~ M SEREIEP M
K2&J&(acute febrile neutrophilic dermatosis (Sweet’s
syndrome))
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9. B8
BRliHKBVELCADEBEN K EMFHE o 7EA
58 (EABEMEEFCRLIER @ SERBRE
ARMER MR 24 851 (5.2) DU /) WK (5. 7) 188
BUFET I - FBEIBENT @ BEDAR AN LR
IS FIBE 82 I IEREE o

LU AT IER DT S 8T » BB ARE 514921389
BortezomibB# AR 255 £ (mg/m?) S REEL D BRE 1S
10~ USHE DPRAE ~ EMEERISE T BERY © IOV IER
™ AEBSEESE TN - RIERZQTEEA(corrected QT
interval) BEL4NEIE N0 © &S EVIFTRRT » 3.0 mg/
M RESNEIS N ANMSBIHREELS) - 116
B NFREERUNMER - WEGEEZ 12514/
2REREIT ©
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10. IR
10.1 {EFAER

Bortezomib 2 IE3LEN MR A26SE BEEEE(26S
proteasome) B LIRS E BB (chymotrypsin-
like activity) B S 3 IEINHITE o 26S proteasome—
BRANEBBESY) - FBubiquitinatediZ52HY
EBOEERR o Ubiquitin-proteasomesR 1S 1 BEIIS &
E0ENBRANEE LDEEEENAE - WIS
DHEFDRAIBIBIETE - I1H/26S BEOESYIELE
%N ESE SRR @ EME/EMRANSE
SEEIE - RRRERAIISISIEE OIS o BB
FBIET ° 1£889Nin vitro)sHBRE & Bbortezomib ¥
ELETLA /DR S BiDRE L © BortezomibE 48R
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(in vivo)FEERIRIEBIEESM P SIDEIEEA R - BI5

LEEHEE -

10.2 EENZEIRF

B RREIT1 mg/m*R1.3 mg/m°El 2 8Ybortezomib

% BEHRERSDIBE MAV20SE BEFISE M (1B

REABREE) NS AINFEIER ° 7£1 mg/m*&1.3 mg/

m | £ 2 B B FAB L6205 E BEFASE I 2 S AN

%H’Eﬁﬁl o1 mg/m°’& 1.3 mg/m*EI &2 B AINGIERER
BDRIA70%ZE84% MR 73%E83% ©

10.3 BRARBIRZMER

10.3.1 BEM « REEMRESFHSIE

&2k ¥fbortezomib/EX @RI FE ©
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P A DR INEADIR 2 889NN vitro) e A8H51E D
#rp - E218bortezomib BB o] FHE L@ AEENZLONE T
(clastogenic activity)#EiB B ESITES) o 7ERSINNE
R ZEE DT (AmessHi8) K2 /B8 2 B8 (in vivo) RS
DRI RbortezomibBEREF I ©
FK¥bortezomibEFi@EE DTS » BB EEEBRY
SHEZEITB—MREBIMAE - EAHERNXESE
MRS D - BIE = 0.3 mg/m® ERAREREHE00D 2
—)FSERRNEER(LAIER - AEEMEVRILWE
TREEARRT.2 mg/m” o

10.3.2 B)PHIR B /RIS

WNIEZENVE -
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BSOHRERERENRBAREZNNEEHESS
BUOBKIBI0 - bETR SR A R EEITIH R MR (profound
progressive hypotension) » MMEBIE R #5%E%12-14
N2 BB o BI821.2 mg/m @A 0 IR AT
SREFIBINE o BortezomibB RO EEEA KX
DBVIERE - BIEOA - RIESHNERBISHER
WOJERRRMANEM ~ SN RIRIE o

FRAIREE

BE - BEEmAR @ HEMBRIAE —B)ERKEA
BREALINEYM R IR R BEREEMmR MmN
BB DR BRE ~ iEAIMERIFF I - &
YIFRFTP - Bortezomib8ITE#E EIE1E A BIGEHZME
fi& (axonal swelling) A K2 B2 B#E 251815 BEm AR
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(dorsal spinal roots) A EHEE B (tracts of the spinal
cord)BPRAY o kb - I BIFERSES ~ IREBEROEZ
AR I R8T o

1. B HERFH

FIOTE1 mg/mR1.3 mg/m’QEIE% » B—5|(Day
)5 % 2 bortezomib RS MPEE (Chap) DBl R
57 ng/mLE:112 ng/mL o &8 — ROV EEPTEREREI 2
EHEsMPEESHEEETT mg/mBNEIE k672106
ng/mL » f7E1.3 mg/m*MIEIERI/89% 120 ng/mL °
2 B EEBIR A BRI T)E51%F1.3 mg/m”
NES%  BEBENESRIRES (AUC,)EFIK
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S TIFSHAESABRE o AUC, B4 aI ST HEFR(90%15
EBER)H0.99 (0.821.23) - HELER - T T51%
BYC, 1B (20.4ng/mL) EE BB AR £ 8142 (223ng/mL)E ©
M :

RLBMSHEBFABZFE—NEERE 21 mg/m’
a41.3 mg/m’8VEI 7% - bortezomib 9D HhEFEEE
B A#AE4982 1884 L/m? o BortezomibBIEENR
10021000 ng/mLEF @ BB ALBMIREBLENFITHESE
KE83% o

HERR ¢

DREI S EERTE 2 bortezomib G HEG ¥ S HRE6 B
1 mg/m* 89 € 8402 193/\6F » M7E1.3 mg/m’8Y
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EIS81/R762108/)M\F o« F—EIFEEER 2 FIHiRG88
;5RR total body clearance)fE1 mg/m° k1.3 mg/m°89
B SE2R1/H102 LhR112 L/h » a5 IHEEENE
B7E1 mg/m’R1.8 mg/m VB & REB15832 L/h o
1E54 -

BBINIn vitro)sBEREET » bortezomibF 2 2B
®B3EP450 (CYP)BEE3A4 ~ 2C19R1AEIT RV IR
B RSEIETHEREY  UBEDEZKBHBCYP
2D6AI2COBE RS ©

Bt -

AZBHYbortezomibHEFFRIF T B AR ©
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b579i:3id

FEIKIBESS ~ MR BINAEIRIERRE(BIBRBIMEE
1B IR FVELCADE HYE A ) BTEITHI DT » AR EEIR
bortezomibBYZEYE) B BT JEMRAKERNER o
B Bl R X0 i $ibortezomib 2 B &) N EAH S
28 o

FFINBERZBIRA -

#3FBortezomib 0.521.3 mg/m*214 » #BEREFIHAE
EBRA - BRERIEAISR<1 x ULNEAST > ULN -
IBIEATZ=>121.5 x ULNBASTAERE)FFINEER
RN BortezomibBYEI SIZAE(LAUC © PE(HRIE
#13==1.523 x UUNBASTAIF=RE)SRE(IRIELE

>3 x ULNEASTRERE)FIIEARERAANSIE
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1060%8Ybortezomib Bl S 1Z#E(V SEIIAUCHE © 1255
FENERE A INEER 2R AIEIAE SR o

EYXB{ERAHRA
EEAk AR

Eidexamethasone (33 CYP3A455EHl) ~
omeprazole (3B CYP2C19iNHIE]) =i melphalan{t
& #i%Fprednisonels @ TR 3EIRbortezomibBIZE
MENHEEEURBRERNER °

TN CYPIA4HT 212

Eiketoconazole (3BFMCYPIA4HNHIE) B & {H
bortezomibBIBREESIRN035% ©

BN CYPIA4:7 8 7
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Coadministration with E2rifampin (583 CYP3A4:%5E
)+ A &1 bortezomib B BRLE S fFK#945% ©

gg Z( :;I]zir o

Bortezomib o] REZHNHICYP2C19895E 1M - MESIBN0
RIBERSE 2 BYNRES o

12. BBARGERER
w1¥ﬁﬁ%%g

HE—IBZEZ PN ~ BB EC(1:1) ~ FERUERIRIE 4
ﬁﬁﬁ%mcmmﬂmm¢ ISiN682{1I SoRIAR &8
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BENZEMBEEBE A  8melphalan (9 mg/m?)F0
prednisone (60 mg/m?)&##{&EMVELCADE® (1.3 mg/
mA)ABEFMEFE B melphalan (9 mg/m®)#lprednisone
(60 mg/m’) 2B Y UNERERR LA (time
to progression ; TTP) ¢ J8ERZ ANEER(KIN54
3B) » BERIER disease progression)al 2 NAEES
BEMSEE - BIEIRSHRIEFER o DECZEVELCADE®
SHRIANRARERBEE 2 RERE -

B PIR A BV FE PR T151(48;91) » HP50%
BSBM  88%ABBREA ; MKarnofsky SESINAEEHR
AE(Karnofsky performance status)D &2 P18
/380(60;100) © & AZIgG/IgA/Light chain® #8183
7R63%/25%/8% ; MIIREE 2 PIEHR105 g/
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L (64;165) ; M/MMRETEZ P RIEEIR221,500/pL
(33,000; 587,000) ©

PR E R B RIR (FTWT] - £—I8FE%
187 (pre-specified) Z BAP D7 (& IE B HEHA 2 P&
/216.3{88) * VELCADE® » Melphalan%Prednisone
2EWHBEERIEERIUERE - MERRLEE
HA(progression-free survival) ~ 2887555 (overall
survival) B |2 fEZR (response rate) - EBRZEREH
BR o BRIEE—THNINEREFERBMelphalank
PrednisoneiE A 69J% A 512t 9N I0AYVELCADE®S
B o ETH1R —IRFASGISTE (pre-specified) 2 2S5
RN (RIBBNHH 2 PER36.7EA » Rtk
0.65 ' 95%Cl : 0.51 » 0.84)HEET * NEREERRE
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VELCADE®AER VS ER S AT » VELCADE® »
Melphalan R Prednisone/8 BEE BT LB RE
NEERE - T—EIRIBIS7TEILT =R (R IEBH
B2 (g R60.1ER)NRNESETESOND
VELCADE® + Melphalan B Prednisone& & 8224815
SEPIEA56.418 8 © MMelphalanZPrednisonefy
SBERIA43. 1@ B (B kL A0.695 » 95%Cl : 0.57 »
0.85) o
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xR0 : SERIRESIRGE SR M EHESRRE
BAMEE

BEBEHLIERE VELCADE®, Melphalan &
Melphalan & Prednisoneff
Prednisone#f

(n=344) (n=338)
BERRELFR] (Time to Progression)
ZHEIN(%) 101 (29) 152 (45)
PRIE (B) 20.7 15.0
(95%1E%E @ E) (17.6,24.7)  (14.1,17.9)
B (Hazard ratio) ' 0.54
(95% 153 EE) (0.42, 0.70)

pE* 0.000002
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B RIL1EEHE (Progression-Free Survival)

Z148IN(%) 135(39) 190(56)
P () 18.3 14.0
(95%1E8BE=E) (16.6,21.7)  (11.1,15.0)
BB (Hazard ratio) T 0.61
(95%1E$BE=E) (0.49, 0.76)
PiE 0.00001
RFEZ (Response Rate)
CR® n(%) 102 (30) 12 (4)
PR® n(%) 136 (40) 103 (30)
nCR n(%) 5(1) 0
CR+PR® n(%) 238 (69) 115 (34)

PE" <10 ™
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ERBBNHE 2 DU A36.7E A IFIIREEFIER

(Overall Survival)

=HHBETIN(%) 109 (32) 148 (44)
DE - (B) HR3ZEZI(Not 43.1
Reached)
(95%1538EE) (46.2, NR) (34.8, NR)
[Bf& Hr(Hazard ratio) 0.65
(95%1EREEE) (0.51, 0.84)
PiE* 0.00084

et « FTEBRERMREBNE 2 PIEA16.3B B RERATET
E'ﬂ’ij\iﬁ bR S AR IEBNH IR 2 PIEURS36. 7B B FTE TOIRESE R
RDHT ©

* K-MI5 &R TE (Kaplan-Meier estimate)

' BB& 5 & {8 (Hazard ratio estimate) 2488 £ KA L AIR SIS
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(Cox proportional-hazard model)t ¥t D EBHE (beta2-
microglobulin » BEB K BE)FRREME - BRRNR1EZ™E
FIFVELCADE® » Melphalan% Prednisone & % ©

* pfER{KEBstratified log-rank testf ¥R E (beta2-microglobulin
BEORBEHERREAE o

S BONIR B BERSIBIZSE(EBMT criteria)

TR FEZR(CR + PR)fUp{E 2K BBCochran-Mantel-Haenszel chi-
square testEt ¥IDBHRABUWERRZAS ©

VELCADE® + Melphalan & Prednisone;8 4B B Fist -
BENRNOIEEFRBCFETTP)EGEFR (B1) )
(erBBit Bl 2 P IER16.318 8)
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B1 : 3EEFE/LIER(VELCADE® « Melphalan&

Prednisone v.s Melphalan;Prednisone)

100
Ll
80
70
60
50
40
30
20
10

0f P=0.000002"

0o 2 4 6 8 10 12 14 16 18 20 22 24 26

EDm>-3t
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RN ZRAY
Ve-MP (n) 344 309 280 258 240 200 159 114 81 53 35 20 13

MP (n*) 338 298 264 218 200 160 128 90 61 41 20 6 3

* RIS RIRb 4 2 B A BN

T {&KBBRlog-rank testFT182 pla

VELCADE® + Melphalan®Prednisone}8 &R G Fst -
BERRZEREIRREEGHER [(B2]) - (BBt
HR2 pIS1A60.11E )
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B2 : #282735 R (VELCADE® * Melphalan
Prednisone v.s Melphalan;Prednisone)

20f
9P <005’
0 6 12 18 24 30 36 42 48 54 60 66 72 78
&R (B)
RN 2RAL :

Ve-MP (n) 344 300 288 270 246 232 216 199 176 158 78 34 1 0
MP(n) 338 301 262 240 216 196 168 1563 133 112 61 24 3 0
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* RIETEF 25 2 FIERR A
T {&KBBlog-rank testFT1S 2 pl&

VS Dexamethasonel
E—IERIEM « FIM - 2EZPD B DA
(1:1)~ DE ~ BARMEMERARSER(INCT00048230)
b 66O R BESIB1 E3EEENER
MHZEUEEBRA  RAWBRREASE J—
Dexamethasone * {EAVELCADE® 23 o] DACNEEIE
BRI R (time to progression ; TTP) o EHEER
R 4BI2 58| 2Dexamethasone8 B AVE A,
ELE AEBEIFAZE 2RI E(grade=2)2 @2
TSRS M/ )\ R ETEI<50,000/ul © #RIEB627( 1A
129



BREZITERA ©
ﬁ@%%ﬂ%fﬁﬁﬁﬁ)&?ﬁﬁﬁ}ﬁ%%&ﬁ?ﬁl\(Eﬁ—ffﬁf‘ﬁ
%vs—%&b&tif %)~ BEAR TR BENENERR
BIE(RE L L/GEE’JHBF'?_E&IE AR
=it vs BEERRABEREAM EZESE) UKR2-
microglobulini®fE(<2.5 mg/L vs >2.5 mg/L) ©
HABRER IR ARERFE@ER (R+HR] -

1 : ERENSEUSHESARNSARER R

ARKRFHEE
VELCADE®#E Dexamethasoneff
RARH (N=333) (N=336)

T2 DI EE) 62.0 (33, 84) 61.0 (27, 86)
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R - Bt/ 56% / 44% 60% / 40%

el - BIEA/BA/EM 0% /6% /4%  88% /7% /5%
KamofskyS8&IDaER 2D

gl<70 13% 17%
[M#T32<100 g/L 32% 28%
(/)5 EI<75x10°/L 6% 4%
KR

BEEBAIRE(%)  19G/IgA/ 60%/23% /00 /oa0r /1m0
Light chain 12% 50% / 24% / 13%
B2 —microglobulin/2 P&l 57 16
(mg/L)

AlbuminZ Szl (g/L) 39.0 39.0
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HESBTEDEZR <30 mL/min

o 17 (5%) 11 (3%)
BELESEEEEED 35 31
RIENHRRS () ' '
ANAENAERE

DI 2 p)
FRI—IRBE 40% 35%
S125B— IR 60% 65%
FRIZBERE

LRI EEEE © FI10 98% 99%

dexamethasone » VAD
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FREACREEEY
(anthracyclines) 570
VAD » mitoxantrone
FRAOZRENH
(alkylating agents) » 140
MP ~ VBMCP

SERIE A 2 thalidomide&
i

RBETLEYR (Vinca
alkaloids)

TRl i RBE/ AR
HEBT

7%

91%

48%

74%

67%

76%

92%

50%

72%

68%
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FRIZERMFEMT T
Bk

VELCADE®S8 B 8,2 /% A5/ \/RVELCADE® 2 3:8&
2(3-week treatment cycle) » i iE=/WVELCADE®
2 5BEFR o HHOERCRIVEABEE —VERICRZ
BASTANEIR - TEERHIBBEIZA + VELCADE®ES
BIA1.3 mg/m’/doseBIEI EFFIEE(V bolus) * B
MABH2BARET 4 SREI1RIBE)  2BE—
BREIORIVAREAE 12K EEE21X)

EERHISEERA © VELCADE®E®B 1.3 mg/m?/
doseB’J”*“HE%%HJE?E?I(IV bolus) » FE—XAE4BHR
218 15RF22KRMBE)  2BE—EREBI3RN
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KEHA(BE23REE35K) o [EHR(EB1.2MZAE])

Dexamethasone/8 EE#E 2 /M A= IOR 2 5382 (5-
week treatment cycle) @ MIFE AN LBEIZ - £F
RYISBEEFZA © Dexamethasonel40 mg/dayiREE 1
KEBFAK N FOXREFI1I2KRFITREF20XKEZE
OR—7% - 22— ERIA1SKNKSHAE21XE
E35XK) - EBARN4BEEIRA © Dexamethasoneld
40 mg/dayIRE1REFIRBBOR—R » 2BE2—
BHRH24XIKBIIESXKEF28XK) - HREH
R EDexamethasone 8 & B3R IETZ (progressive
disease)BVm A BIIR 5B —#1T 2 BR ARE R (companion
study) IR HHIZYERI 8 R #o B BFF2AYVELCADE® © 7£
B 2 BERRBCRE(TTP)REA P DR
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#21FDexamethasone/8 B EM BB MEE DB 2
DexamethasoneS8 & BIE A (AN 5w ELE R AR 8 A o)) &5
I=HVELCADE® ©

EVELCADE®S R » 34%89F ARATE A\ REI3E
BRPES IS E2L—EHSVELCADE®SE » B
13%RARFB+—ANEBERPES SE2EV—E
EIE606 o IR » VELCADE EIEEI5IF15
BEA22  sEBB1244 - fEDexamethasonel&8 i
A0%BVEARFTBOANSBEEREPES SEL—F
ESHEE  BeRBRARFTIBNLANBREDES
SED—EBIEH0EE °

BB SRR 2 SHRFEDN R R EERT
R [E+HN] o BBERERFDERZHFEBEUNMR
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BEERSIEIZXE(European Group for Blood and Marrow
Transplantation criteria ; EBMT criteria) JOLASES o 5%
3522 K& E(Complete response ; CR)IMEBREPH
MERHBAR<5% ~ M- B (M-protein)Ei2r100% AR 5
Z @ E 54l (immunofixation test ; IF- )2F214 o &
{2 fE(Partial response ; PR)&IS B 56/8BE O
>50% KRR EBTBEDHA=290%(EVZEER AL
g B—REREAVTVE  BRFRABRBENS
BERRERNIEE) - BFTEKLMENear complete
response ; NCRIEZERATEATETERIENEE - 8
BUEBBEENERZM-EBFHA100% » S3M
REBEEDIEEM-ES(F+) °
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R\ BERNSHMBHEAR BB AHEE

il A ST ERI—iiaeE
(1 Prior Line of (> 1 Prior Line of
BUmbEE | 2H2RA Therapy) Therapy)
VELCADE®| Dex |VELCADE®| Dex |VELCADE®| Dex
(n=333) |(n=336)| (n=132) | (n=119) | (n=200) | (n=217)
HERARL
i 147(44) | 196(58) | 55(42) | 64(54) | 92(46) | 132(61)
%)
ofE 62BF (3568 | 7088 |56M@R | 49BR | 2987
(95%EERR) | (4969 [2942)] (6288 |B34,63] (42,63 | (28,35
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Bl 055 055 054

[95%(EREMH) | (044,069) 0.38,0.81) 0410.72)

pf <0.0001 0.0019 <0.0001

BREERR

SHEFD) | 5115 |84 | 129 | 2420 | 3920 | 60(28)
(%)

Bl 057 039 065

[95%(ERER) | (040,081) 0.19,0.81) 043,097)

pE" <005 <00 <005

RER

i n=315 | n=312 | n=128 | n=110 | n=187 | n=202
n=627
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CR' (%) 00 | 20| 88 | 20 | 12(6) | 00

PR’ n(%) 10132) | 5417) | 49038) | 27(25) | 5208 | 27(13)
nCR™ (%) A |3 | 88 | 20 | 1B@ | 1K)
CR+PR'n%) | 121038 | 56(18) | 57045) | 2006) | 6434 | 27(19)
pfE' <0.0001 0.0035 <0.0001

* K-MI&i5 BRI (Kaplan-Meier estimate)

T Bz Ht(Hazard ratio) 2488 & FA L BIERIZE I(Cox proportional-
hazard model)LABEREE —IBITEIBMS o AR/ NRIFR BT
JRVELCADE®E% ©

*pE 2Kk Bstratified log-rank test®IEHEH D E D BIHRH
(randomization stratification factors)Pifg o

S IR IAEIENIp(E ©

T ERENEE BIEEARE B Y 8ERK(measurable disease)
BIRABZEDEZ1EEI SOV

BN RS BERSEIZYE(EBMT criteria) ; NCREIEFSATER
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FE(CRPEBMTIZXEB R Z B T ERA(F) 2IRB M o TEEBMTIRYE
2K ' nCRAIBAERIBIDREPR) o

*TE2(BRAT » REEE TP RERL

" RIEZ(CR + PR)§Ip{E2KIBCochran-Mantel-Haenszel chi-square
testdt D BREUWERIREHTS ©

VELCADE® S 4B B st FlEEWE 2R EER =L
H%F‘Eﬁmp)(uﬁu¥% [.3] )
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B3 : BE&RRZALFA(Time to Progression)
Bortezomib vs. Dexamethasone

(BENSHMEEEER)

Proportion of Patients

s
P <0.0001"
0.0

0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480
4 Time (days)$

Bortezomib (1) 153 73 2% 8 1

Dexamethasone () 121 4 9 2 0

* RIZERFERNME 2 RIERHRAZL
T {&KBBlog-rank testFT18 2 pfa
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WIlB4) A= VELCADE®BEMAMBER
Dexamethasone 8 BHEBHBNE EEER
(p<0.05) o BIEBUEA 2 PIERS.3ES -
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B4 : #28873 /5 0ER (Overall Survival)
Bortezomib vs. Dexamethasone

(BENS M EBEEER)

10 M\
09 T
e .
. Bortezomib
——— ‘“M-\.W

07 v

S
k= N e @400 o

&
a 06 Dexamethasone

P <0.05"

0 30 60 9 120 150 180 210 240 270 300 330 360 390 420 450

t t Time (days)f t t
Bortezomib () 310 219 138 62 21
Dexamethasone (1) 292 201 118 59 20

* RIZERF 2R 2 RIBTRAZL
T {&BRlog-rank testFig 2 pl&
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VELCADE®& & H#E PRI B/8 B & E(CREIPR)GY 121
IR AL PRISIEARS A8.08 B(95% =8B : 6.9,
11.5{@ 1) » MDexamethasonel8 B PERIB LB
= FEEV5611IE A B A5.6E 8 (95% 5B EMA : 4.8, 9.2
BA) ° NsmanFREHREIR2-microglobuliniBE A {a
VELCADE®SE#RH & FERBAREENS o

5 Rvs.280F '+ 51VELCADE HI1E B BB 1M BEEE 2
BEH - BB Rt 7

L—@EMN B - F3HELEUEHAR
(NCT00722566) 83 2 A0 EF Ak E 57 VELCADE®HY
ZEMHFBEWY o EBWF TP I2220 K BIEHIAE
bortezomibBY1E 3 LS5 BEETBRALL2 © 189LEAIBE
BRI R NN=148) BTG (n=74)4E » TIES
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B8 /51.3 mg/m’BY81EVELCADE®SEEER o 4@
VELCADE S35 5 BB HA R B I8 I FEAVIR A GRIES
2R E(CR)) » fEVELCADE S BIFE R SBESE
BOAR20 mg Dexamethasonel8 & (52 N T 518 EES
82ifR A - BB IKESEBEMHABIMMIRA) o FEER
HIEE = $2iRE 2P RS ol B RS E » im
INREUE<50,000/uLBYIE A SR HERR - H£1521811%
NS B E S FE o
DEREZIKBRASLAIEZES FLISEBRI—REE
vs—iR I 2 8B FIBIR DR AR (ISS)BIIRE(RS
beta2-microglobulinf1BEB ; 8 | ~ 114 II#R) ©
EMEEBEANERADFKT2AEtFERBEW
T RAFRN PN KRN A6455(E-BHR38ESS
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) EFBRBM(R NEEHE : 50% @ FFIEETE ¢
64%) ; SEEBNEBIERIRIGG (2 NEETHE : 656%
I9G ~ 26% IgA ~ 8%8SHE » BRARESTIA © 72% 1gG ~
19% IgA ~ 8%HR5E) + ISSDHR |/ 11/l (%) TER RNADES
ARESHEES B27 ~ 41 ~ 32 » Karnofsky S B8THBERRRE
SED<70%EVEATER NIEEHE1522% @ MBS
B0B16% @ NETEEBMREER MESIER67.5 mL/
min > MESIKTSHAA73 mU/min » SZEIEDEIP(]
SIE 2 N AEF AR E S8 D B /R2.68%02.935F » —#RIU
E25EnEERRALLBITE R FREFIK ST A B R
38%#035% o

Lt FF 5 & VELCADE 8 — 52 N ¥ 17 4188 BB HA
BABMRE —FINIHNIRBED60% B R EZRNE
ZEERHEMBER - HBRIIR [FTE] °
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£+t : B Fvs. IR ESVELCADEPHER SR
BEEMAZEMEDRRE
BTREs EBARE ST
VELCADE® VELCADE®

BEREE (n=148) (n=74)

EEIEE

EAEBEEIN RER
ORR (CR+PR) n(%) 63(43) 31(42)
= FEFRLE(95% Cl) 1.01(0.73,1.40)
CR n(%) 11(7) 6(8)
PR n(%) 52(35) 25(34)
NCR n(%) 9(6) 4(5)
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REBIER

E8EEFAIAN RER

ORR (CR+PR) 78(53)
CR (%) 17(11)
PR n(%) 61(41)
nCR n(%) 14(9)

BEERNPAE - B 10.4
B|ERREEEHEP 10.2
ug -/

—FRETER(%)* 72.6

38(51)
9(12)
29(39)
709)
9.4
8.0

76.7

T RIBEHHRC PUBUR11.8(88
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E—IERMIME « LEL PO  FEEDBEVERRSER
o 54 EES N IES BRIIRE BOEREES
M2 BEEEREA 0 BEZ1 mg/m°21.3 mg/m’
B9VELCADE®SAREL(IV bolus) » BB /AEI2E
(14 -8RFPIIKBE  2E2—BERII0OXRN
REHA(E12REFE21X)) - NN BMSEEBIER
EAVE| CADE®S — #5652 R 60 ch (1 B EARS (median
duration of time)&2.05F * BRAEES BB AR—
BB PNIE(EISIEE 2 PME) - REEEISEH
PRIE—ZERE o R1 mg/m B SHIHRIS/R B
(CR+ PR)AR30% (8/27) » Al1.3 mg/m EIERF A38%
(10/26) ©
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ZE@WIE%ZHH&U%D‘IVEADPE’JF)\@;MRHIﬁA#J%ﬁ
AE] UESRRINVER A AR S © S —TRAE(PER
EPT%%EHd/\AJ?*zLMI\E’JVELCADE@?ﬁ),% o LSN63
1ﬁ5l€5%Zﬁﬂ%?é’l‘i%’&%ﬁ%ﬁuﬁufﬁé‘ﬁ%ﬁﬂ’ﬂF)\IT%%%’E
INT R PIEIEFZHIVELCADEBE » (B1SEH /14
RO BEIREEE7232) - REBLERBARE 2
PUBE LSRR B EAPRIMEE) - B67%5EmM
EHE25L SRR A LB [ slER S B I £ BRI 1 T AE {5
%+ 89 %AHYIR AL AP 58 AR R 1T IR E BV 35B#6
ZPEIR o MERVELCADE BB BRI R BREFR
fBETevIEt S o (FHREO)EFRA/ARRIE)
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f—lég nﬂ,%ux%ﬁF;ﬁﬁﬁz'l?t;xt,%ug(NCToom176 )P

S EEBEPAVELCADE®S BN L2 MR o
#ﬁmoﬁﬁﬂﬁutﬁ%m}%z@ VELCADE®
BB (GRSERCEBEEMESNDPUER?2
f@[%ﬁ@ 127TRNVBEEVELETHDEVREND
BHEBHEERRA  RABRBRIIEBEERSHFIKE
BIVELCADE®HUERE - BIR = P24k 2 BB IIRE
185 o eB A% T8 18 4 VR Ve EE K B R A BB R HEBR IR AL B
29N o B ATESGBIZVELCADE®S B ST 2 4 618
B EIFEBIVELCADE® 1.3 mg/m® (n=93)5j
<1.0 mg/m’ (n=37)VREMSE SIEE » WKIBIE
BB INEERET 4 - 8RFITRIGE—
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(B8¥8 (B A s dexamethasonefif ) ' % ¥E1T81E
B2 o 831K ALEVELCADE® N E —BERDE
#1% Fdexamethasone * SE11IRATEBEIER
VELCADE® S BEHEIR D ES = dexamethasonef)is
g o
FTENRUEEAYNBELSBEELAREREBM R
f& » SHHBYKIBE A BUNM R S8R 8/ VB (EBMT)IZ
*E o 71130 A P BESODER BB W = BN E LS
RIEETBERRIE @ BEEWRIEERR38.5% (95%
Cl: 30.1, 47.4) e B—{IIR NERTEEBRE - B49
TOERIED BRI IE o 325011 FE £ BEW R EBRE A
b BURENFERENIERGSER  S8EBR
0.6219.3A3 °
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12.2 i EMEE (Mantle Cell Lymphoma)

TEHIR BIESER REMABMNEBRANIBEHS
78 © R B staR

HE487MGCRIABSESEEARNBEIAE
RETERRENBEMRMEB(EI LIV
R AR AEIT B —18E#H D ~ BEMIMESES
HAZBR(NCT00722137) » FBLLSI/EVELCADE®S
fHrituximab ~ cyclophosphamide » doxorubicin
Eprednisone (VcR-CAP)§IEEBERTREHIEMA
rituximab ~ cyclophosphamide ~ doxorubicin »
vincristine & prednisone (R-CHOP)#YE %5 el =
RACIZEEAPFS)  SIRER AR RIR BB 0VRIESS
ETTESR T RIB LBV SR S B R EETHS o
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VCR-CAPB BEHEBYRAE21 ROVERRPIREI 4+ 8
BEREITSVELCADE® (1.3 mg/m?) (12521
KAKEE) ; RE1XEFrituximab (375 mg/m?) ; IR
1K1 Fcyclophosphamide (750 mg/m?) ; IRE1XR
#FFdoxorubicin (50 mg/m?) ; TRF1IREFEERIBT
prednisone (100 mg/m?) o ¥17E EEEIL A FI R BIRE
EEMRENRA » STFBEDETMEERR o
AABNFEPRIER665E * BT4%RBME  66%RS
IR MB32% I A °© BE9%BIRATEMCLEY
SREFNBRBER/AEEID A REPETREES
B B54% 2B ABBBRFRRZIBEN(IP)DER3ID (P
SIRES  WH76%EREIVA o
MAENREARIBRELIES S6MER(S) LB
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& (VcR-CAP#E84% » R-CHOP#E83%) » M85 &
HeRAFMEBESZERPUEERE  B17%8Y
R-CHOP#BIEA R 14%BIVcR-CAPHRRA ZEIT 352
BERZ -

EPLBHEAR40{8 B 8IPFS » CRRORRS BHVE
BABRBRERIIIR T +/\ o sHE BRI ERLERIRE
B TR ESFERE NN EBRE RN EE
#(IWRQC) © PIBHHERET8 5B AN RREREE
RIS RMIIRE 1/ \ELE6 o AIR-CHOPAHLLEY

VcR-CAPEGEIAOIEE Biftst RHROIPFSERMR
(REs¥R%x+\@5) -
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xR\ : HEEIARBES SR REMBRMEE
WAPTETT 2 SHEREV R DI E

BRSNS VcR-CAP R-CHOP
n: EEVEERA n=243 n=244
ERILESHIREB I MSARETFHENER)
S (%) 133 (55) 165 (68)
P (B) 25 14
(95% Cl) (20, 32) (12, 17)
Eltel 0.63

(95% Cl) (0.50, 0.79)
plE* <0.001
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TREMRERCR)®

n (%) 108 (44) 82 (34)
(95% Cl) (38, 51) (28, 40)
BESEW R E SR (CR+CRu+PR)"

n (%) 214 (88) 208 (85)
(95% Cl) (83, 92) (80, 89)
BREER

E=HE(%) 103 (42) 138 (57)
PRI (B) 91 56
(95% Cl) (71, NE) (47, 69)
JE=dned

(95% Cl) (0.51, 0.85)
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85T : FTEBRERMUBIEBH I PIER40E B8 AERATET

E%QIE bR 3 MRIEBNH I 2 P IEUR T8 .58 BFTEITOIRESIE R

E) ’)j o

Cl={538ER : IPI=EIFF7812188 ; LDH=3B8E5

* {KiEKaplan-MeierSRIEIRRIG B)Z ©

T BB LAY S BRI IB UIPIE RS R R D B T D BRI Cox KiR AL -
R <1 R TEB IR VOR-CAPEDE ©

KB IUPIR IS K A D B T D BV E B S RIRE S ©

S BB BN E TS - BEERE RLDHIRRIFTEIINT R B
WRIER » IREBITTIESE ©

T BB BB MRS STEATHEIIICR+ CRU+PR » NEEREBEE
B ERLDHIRBIOVER « FRAITTIREE
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B5 : VcR-CAP#HEIR-CHOP#HMER L1555 1A
(BHEICAIR BESABR 2 HEMRMEBERA
FrE1TH0EHER)

VcR-CAP

Percentage of Patients
(o))
o
1

1 Log rank test SRS
104 P-value: < 0.001 R-CHOP

0 6 12 18 24 30 36 42 48 54 60 66
Subjects at risk Time (months)

VcR-CAP 243 187 146 122 94 66 42 28 17 8 1 0
R-CHOP 244 181 116 79 55 36 22 16 9 3 0 O
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B9#2S : R-CHOP=rituximab - cyclophosphamide ~ doxorubicin
vincristineliprednisone ; VcR-CAP=VELCADE® » rituximab »
cyclophosphamide » doxorubicinfiJprednisone ©
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[E6 : VcR-CAP#HEIR-CHOP#HR B BE 155 05
(SHETERTR BIES AR BEMMMEERA
FrE1THOAER)

100
90
80
704
60
50+
40
304 T e
20- Hazard Ratio (95% Cl):
104 0.66 (0.51, 0.85)

0 12 24 36 48 60 72 84 96 108

Months from randomization

% of subjects alive

Subjects at risk
VCR-CAP 243213201192 177 164 154 142137128 118110 94 71 49 36 19 8 0
R-CHOP 244216206 193179 162 148 134110100 91 87 70 46 30 22 11 1 0

VCR-CAP --vooe R-CHOP
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B92S : R-CHOP=rituximab - cyclophosphamide ~ doxorubicin
vincristineliprednisone ; VcR-CAP=VELCADE® » rituximab »
cyclophosphamu:ie doxorubicinf0prednisone °

BHEB165(EZIBEN) —BEZ ?é%%f%ﬁ@qﬂﬂ
RAS BRI ~ 8—55RiE » 2P0 2BRER
(NCT00063713) I 5145 VELCADE $# {8 S8 s b R

POV EMRMEB LM REM o mAZEHR
ISR 655%(42, 89) ' 81%ABM - H2%BSNR
A o BBERIBYMS  756%EE— BB ZHIME
#SDLIN2 IR (extra-nodal sites of disease) ' M77%
REE%@H}% ° 1% IANLRIBERBENIFE
BE 1 BIBXaEEY)(anthracyclines) 3Mitoxantrone
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Cyclophosphamide & Rituximab o #23£37 %8958 A ¥
SE—REEEM o VELCADE®LL1.3 mg/m’/dose
BERRIEIE(V bolus) * B BEMAREEI2BEEE1 -4~ 8K
FUNKRBE  2HBRI—ARIIOKRIKSHA(E 12X
ZBE21X))  PERIB/ITRER « HIREZICRY
CRUBYA A BTEE —ERICRSCRUZ B T4 E
2ok HRERNENESRESE (EHR(3.1.6,
31.7NAEAE) -
HVELCADE IR TR [F+ ] o HVELCADE®
8 & FEZR 2R International Workshop Response
Criteria (IWRC)E RN ET I+ BHSEIZBHE(CT scans)
BB IR ERIEMEK o ZEHABZE (number of
cycles) P IE A4 ; HEBEREZHRANBEZE
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P EIAS ° EEEEBERENRE PAIE(median
time to response)240KEEB312204X) o &858
HEERRS 2 PIEUA13BRL L -

N FETHREMRMEEERZ RERBR

RIES T (N=155) N(%) 95% CI
HRES R FEZR (IWRC) (CR +

CRu + PR) 48 (31) (24, 39)
5E2/&E (CR + CRu) 12 (8) (4,13)
CR 10 (6) 3,12)
CRu 2 (1) ©, 5)

DR E (PR) 36 (23) (17, 31)
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BEEREZE- hfi gy 95% CI
CR+CRu+PR(N=48) 93(BH (5.4, 13.8)

CR + CRu (N=12) 15.4@8 (13.4,15.4)
PR (N=36) 6.1183 (4.2,9.3)
13. BEREREEF

13.1 B8

VELCADE® (bortezomib);T 518 2 Ui & B 10
mUME(RAES 20 ZRBBRRE MR 23.5 mg
bortezomib) o

NDC 63020-049-01

3.52REE/VRE ; 100ZUTRE ; BEMSB A
1B/ EE o
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13.2 3 HA

REFEBIWINBEERT ©

13.3 IR H

i%ﬁiﬁd\mﬁ%ﬁ?ﬁﬁ%o@u? o BRERBEALUE
13.4 FEEEIEEIR
RIEREZRKBEREUEYER  BIEERFER
HibphM R E DR RAE S

14. IR AER B
7EBAILIEAVELCADE® BB 2Bl » sBRIEASREA TS
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FEBUTRA - WREE BB F 2P mRE - 3

BBENEZMREHIRRCIRSG - a0

RIBEASER [FHRGANBERIESE) -

FCMBER

FEBHTR AT RE069KD @ LUBRIRK » WRLEIR

RIMERSVAERR @ FERMbPIBVRERIBEA SRR (554
R(BAJBERIESIA) -

FEIBIIRA - WWRBIRSHK ~ RSN SR APIEE

SEAER - EIZENFLER o

DR

FEBHTRA » WREIROIE=IBOVEIKIERR » B

gg%@ﬁ%@&@%)&%ﬁ%ﬁ (E2RGANEERITE
Ti °
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Hﬁﬁszﬂl\i

FEBIE A » S0 HIRARDS ~ IS MEE - P
BRnXEVER - EIIEN@t P RERIBE A SEHR
(m#§w1q=m&3$$ﬁl

EEWFA W¥ﬁﬁM%Bm@%WF# FETIE
FLEE (FAHRG15)BERIRSAE) -

EEHE EEE,,EE

FEBITRA - WRBIRSZEFIMEVER - BB
ORRIBEASBR © WAF 26K - UERR
X o FEIBITRA Qﬂitiﬁ%%ﬁi \ BRENEMUANA
;’%‘;ﬁﬁ# ' FETIRIFLEE (SBS¥R(5.1.6)BERIER

15) o
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FEU}%U{jF)\ Qﬂﬁﬂjﬁﬂjﬁﬂ_ﬁm LOVEIKSRAERR © &
JENEMBMIBRRIBEASBR (EFR(5.1.7)85E
RIFEZEIF) o

B AR EL

fESF0R AR EIETE S AHERBIOAS - WIBHTR A
IR0 KD - DIBRASK (B3R (5.1.8)EER
FEER) -

HEH

FEIEUTE A - WRBIRATEMEOVEIKSER © Bt
ﬁ%’]@f?ap EAEER (FEFRGAEERTES
15) o
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MY M Es
FEUBUIR A - (0B LIRS M BRI
ﬁq# R (BHR(G.110)EERINE
1B

VELCADE®T§E‘;§§QE1% gaz El_ﬁ BIIM/R
MK IEE - FEBITBRE @ WRMPIBIRIEELE
R Y BRE IR e (S55¥R(5.1.2, 5.1.5)&53
RIEEZIF) o

RRREE

ESRLIMER AR CEVEE RS - WIS BIPTEERA
VELCADE®S BB RIS FRE —ERNTCEBRRE
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RIEMEPREBIE - BIBINE B 2EEB4:

HBME A TE{FBVELCADES S EHIRS R I T8

B—EZHNE S NEXEBWOVEZIENE o EEKT

AA - WRBFES MBS BB T
BR-ERNTCERRNIEE - BB EithfSeEEmE

R (ERARGANEERIESFE) -

FEIBM LZIMER A - (S VELCADE® S BEHRR RI{F

SR -EROMBESARTEREGS (B4R 6.2%H

HixEHIREE) -

-

FEB HHE A S0P B B EE B R OV E i B &R

f{PIBUEEEM o
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IERERA
BRI A, - SORABFSIELE AR DR RS -
BISERANE - ABIEEDREAS - DEs
A0ftb P9 E8ET o

EE

BENEA - NREHLRES  BEIHBIR
8 (@BERE1.0)AEAR) ALEERNES -

ERLEIO0EETHIAE - B8 A SRS T3 RS
BB IETEBIENRS AR (#FR6.2ER
HEER) -

it

WA - RABFHBMEEAES - B - 395 -

BN ERFHENIRS » BAItRPI0ESEmEHE
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15. Hfth

15.1 &R

1. “OSHA Hazardous Drugs” (refer to antineoplastic
weblinks including OSHA Technical Manual). OSHA.

http://www.osha.gov/SLTC/hazardousdrugs/index.

html
15.2 k7N
USPI Nov 2021_v2201
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VELCADE® and the VELCADE Logo® are registered
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