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Table 1: B&5—%&

= EE

ADCC Antibody-dependent cellular cytotoxicity — FUAMEAFMERIRG
CALGB Cancer and Leukemia Group B MNA - HLE 7 V—7 B

CDC Complement dependent cytotoxicity  fHARKAFIEMIREE

CHOP Cyclophosphamide, doxorubicin, vincristine, prednisone/prednisolone
CLL Chronic lymphocytic leukemia 2% U >/ 1 1fnj5

CR Complete response ~ FE T fif

CvP Cyclophosphamide, vincristine, prednisone/prednisolone

DLBCL Diffuse large B-cell lymphoma OV AP RARIAR B MRk U o 3 E
FL Follicular lymphoma  JEfatE Y o/ Jf

FLIPI Follicular Lymphoma International Prognostic Index ~ Jiéfah U o N[ B 714 FE A
HL Hodgkin’s lymphoma AOF Y N fE

iNHL Indolent non-Hodgkin’s lymphoma ~ {HEEMEEIEAR X U LV
IPI International Prognostic Index BT R

LPL Lymphoplasmacytic lymphoma U BRI Y Nl

MALT Mucosa-associated lymphoid tissue ~ KhBEESE U > A

MM Multiple myeloma  Z¥EPEH il

MZL Marginal zone lymphoma &4 U >/ il

NCCN National Comprehensive Cancer Network KA NAGEHRR Yy b DU —2
NHL Non-Hodgkin’s lymphoma ~ JEART % U 3

NK Natural killer FTF2ITNFT—

NMZL Nodal marginal zone lymphoma  Hithidizm U o/ J#

0S Overall survival 2477 HIH

PFS Progression-free survival MG A7 R

PMDA Pharmaceuticals and Medical Devices Agency  JHSTATBUE A BE S G R AR 5 F6AE
R? Lenalidomide plus rituximab LFYRIKN+ YR~ T
R-CHEMO Rituximab plus chemotherapy V%<7 + LR

SLL Small lymphocytic lymphoma ~ /NU U8Bk U o\ fE

SMZL Splenic marginal zone lymphoma  fRLfg#HE U /)

TTP Time to progression  JEHHEH[H]

WHO World Health Organization {5 LR i B
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1. EBEXIIRROKE

LU R RIE, KIE Celgene (AR U 7= &R i3 Ch 0 | & M aREE AR OBEIMHEIEM . T
AT F =2 F % T — (NK) Al A/ U7z BRI 1EH . (A8 PN BRI 00 3l 7 o#i A B3 U3
INILE TR K 2 & HT AR NHIE A . CD34+& ML ic Xk 5 R IE~F 7 o v o pE AR ElE
. HERNS ORIEVEY A N B A VEAMBWER 7 L2 AT 5,

IO OIEHEMICESX, LU FI NIMEEGSCEEES X3 1R 3E & U TRE N ED
HAL. AT THFESUIERAMEO R EHE) Z%hhe - 203 & LT20104F 6 A 25 HICBLER
FERRBAETAT L, 15 BY KRR R K 2 25 B BERIEEGERE) ORhEE - 203 T 201045 8 H 20
HAZ GRS AR (—AKR) 2HE L CW\WaD, £/, 20154 12 A 21 HIZRIBED L5
PEBEE (MM) Z&Te T2 MEREIE] 22hfE - 2R E LT, &HIC20174E3 H 2 HIZ THEREX
IXEEAMEO R T IR A MR U > SiE) 2 2hRE - e LT, —AEGRE RS L, BlfE, LT
R RIEARMTBAMEMEIER YR U ISR T 27RKIEE LT, VYR ~7 L O THZE
ZHEHTEY ., AR, LLTFOREE « IR L OHE - HE CRIEBCEARFE A TAGRHE (—
EHGEE) 2179,

CIEEREESIES|
P ST EHAPE ORI B At 3 o U LN

[ B OV £]

U Xo~wT (BETE#fz) EOFRICBW T, @, RAIKIEL T Y RI RELTILH 1E20mg
Z21l HHERRO®KE Lok, 7HEREST S, chid 1470 LTHRAR RV A Z7VETERGS
M3, 7ok, BEOREICLYEERET D,

B, VFU RIREHT LY Vo~ TR O B U o ERO K EIZF BT 5 CD20 $t
AR LT 5F ) 7 ua—F AHKTHY . CD20 & DOfES %/ LT Bl 2534 5, Ml
AR OER & L Cid, MARRFEMRES (CDC) eHiiMEFIEMREE (ADCC) 2321 S,
VYR o<7I2k e FBMIRY o BEMRRDO T R b= ANFERSI N, £/2. VFU RIR
LR T<T7 L ORI in vitro X Y ex vivo TUEMME YD % (FL) M ONIEET Y o\ E

(MZL) (Z%f UAsefIRs 25 L, NKFE L O T Mifa 2350 L L s T 7 22T 5 2 &
T, ADCC K ONEERZRIEE T AR b — 2 258 L7z,

2. EEME BMREFER DI VY U ANEORBR NEROME

ML BAIaAMEIE AR U U VoL, E OB & EBEEIC L > THOE LIZEME Y VRl
| DOEBHETH D, ok, BEY ISR X U VNE (HL) EFEFRTF U &
2YE (NHL) (ICRBIEH., ZOEEIL90%LL EANHL Th o (AARIMIEFS, 2018) , £7-. NHL
X OHBFMIAIZ LY BHfEM & TNKMIEMEIZE I, S HICEOEMEEIC X - TIREMEE
(indolent)  HEMESE (aggressive) IXmniEMEIE (highly aggressive) (I D, ZD X HIT5
I 1 DORBHETH 5 B AIIMEOIREMEEEIER X U @ (INHL) (2%, FL, MZL,
By M E RN oRERME Y o8 E (CLL/SLL) . VU 7SR U o X fE (LPL) &
Wo 7o U U RN G E£i5, MZLIFHFRLREERERS (WHO) ZFETE 5T, KBRS U o SR
HIsMEIL B Y ol (MALT U > @) | A& U v  (SMZL) . KOk U o ox
i (NMZL) ® 350D U LRI BI STV 5 (B ARIMES2, 2018)
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FL, MZL, CLL/SLL, & ONLPL 23MEY /R ERIZ H D HEIE L ENEIK 13.5%~18.3%, £
6.0%~7.2%. #J1.4%~3.2%. $0.2%TdH 5 Z L H 5 (Chihara, 2014 ; Aoki, 2008) . B #lfia4 iNHL
DEEZIHZFLEMILNEHDD B2 BND, LIE-> T, RELEETILFL & MZL % H.0i2
Z ORIV, R OB FER & 2 DORMER TR~ 5,

2.1, [EEME BAIRMEIER XY U EO BRI

2.1.1. IEHEMEY v oNfE
WRER -

FL (3R BARAR 200130 70 < & b — ¥ TNz U 7= JE RS Bl &2 R Ak 3~ 2 IR OB Rk B IR Sk D V)
VETH D, WE. WOV~ > VI X o TR S - R e B la s E (IS
f) A3V o NERRIZO AT S (IR, 2009) . Z OMEGMEIERIE, PRFOHIAD

(centrocyte) (ZFEIEL L 7o/ ~rp Rl o BRI & MR FR L 2EAAE (centroblast) (AL L 72 KU oD FR
IR FE 2 OB CIRAEL., HIET 252 L TR EIND, HTHLREMIOZEIT Em Tk L s
WZBES 5 Z &b, WHO 73 TR L IFMIREIC -5 % FL @ Grade 23 L TV . Grade
1. 2. 3a XTI 3biZEEND, 728, Grade 1~3a ® FLITEEM I H¥E S5 —F7. Grade 3b D
FL (3% O EGARIERSCTRIFE T EN R EMEE CTH 2 OV F AMERMmia® B ffutt Y > E (DLBCL) &
HEIT 5 2 S EMEEICSE SN S (Kahl, 2016 ; Smith, 2013) . FL 2K TiX. Grade 1 X% 2
73 80%~90%, Grade 3 73 10%~20%% 5, S 512 Grade 3 D% < 3 Grade 3a TH D Z L 3id
T3 (Swerdlow, 2017)

B

FL /3 B Mtk iNHL O b £ < % 5 5 #iAC (Chihara, 2014 ; Aoki, 2008) , HugBdIEEF L L
Tl KE, lIa—m vy b m<, HI—w oy TO7 ) FEEE EETIHERVMEMIZSH 5

(Swerdlow, 2017) , FL &JE DM RAEIL 59~65 % T, Blckhlx 11 1.7 L L Toe£ <, 18
AT CHRAET D LT TH D (K, 2009 ; The Non-Hodgkin’s Lymphoma Classification Project,
1997 ; Friedberg, 2009 ; Junlén, 2015 ; Morton, 2006 ; Swerdlow, 2017)

WA

FL OJFKNFBRE R TR TH 5, FLEE T —RICEFRE L LT, 7R b— 2 MiEE T+
Td D BCL2 (18q21) &t/ 7 U B (14q32) & ORI TOF AR t(14;18)(q32;q21) 73588
bND, FRAPCEREANCIA < IREE S L BREE T Tl KM MmAR To t(14;18)(q32;q21) D iE s 1
WHRBIMLTWD EORENH D Z LD (Swerdlow, 2017) . FL OFRJE Y A 7 L BRI B 5 Al HE
MWnd 5,

ERARAER

FL B 0% X2 Wik IS T (Ann Arbor 3 FIZ IS WIS N - IVHD) TH Y | HEDIR

Do TWDHHMIZH D, RKE, WY 38, BIRICHRENABN D Z LN <, BRI LK

40%~T0%DEHETRO BND, 727210, WENAFFAIZD- > TV EE THEFITEERTH
0. FEN KEET. 10%LL EOEERD 72 EofER (BIER) 2RO EBFITIMTH D
(Goldman, 2015 ; Swerdlow, 2017) .

T%

FL O P TRIET V& LTI, IR Y o~ EEER F#%5E1E (FLIPD & FLIPI2 3% Y, FLIPI
(Solal-Céligny, 2004) (VY > X >~ 7 DIRHMRLLRITD FL 7 —4 | FLIP12 (Federico, 2009)
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TV Y X< 7RO FL OF7 — X 2SN TH THIET Vv Ch 5, FLIPI TO 5HFEAGFRITKY
A7 T 90.6%., FM U A TT77.6%., EY AT TS25%THY., 10FAEFRIILY 27 T70.7%, +
MU A2 T50.9%, & AZT355%Tdho7- (Solal-Céligny, 2004) , F7=, BEDY V¥ ~7
KD FLIPI 2 TP 3 FAAFZRITKY 27 T 99%, FM U A7 T9%6%, @ A7 T8R%THY ., 54
AFRITEY A7 T 8%, FHYU A2 T88%., Ml AZ TT7% Th 7= (Federico, 2009) .

2.1.2. B\EHY NE
JREE - 0%

MZL 1% B MM iNHL @ 9 5. FL OWRIZE VIR TH Y (Chihara, 2014 ; Aoki, 2008) | & DF/E
FALRCRFEIC LD . MALT Y >3l SMZL, NMZL @ 3 D25 S b, Mmiwf®%F%
IZ MALT Y > 782N 70%, SMZL 73 20%. NMZLb)HWVC%%S(ZmnmL2m2)O £7-. MALT V
VORPEIE & BIZERRIIIZE (gastric) & B LA (non-gastric) (Z2571F HiL b,

JRRe & L TIiX, MALT U BT, Wakd 2 IS 3 VR~ B D AL Y o RERNH 72 0 | 8%
I OB L T EEOMBEZ AT 5, 24 HOEHIE centrocyte-like cell & FEITAL,
fRAFCHERE (centrocyte) (ZHARL L 7-Mifaigies =4, £70, HEEHIIET, FBAMBO EENIZRTE
L T lymphoepithelial lesion ZEpk L72 ¥, MRHLAEFE L TEDORH (v MLy —2) O ISt
Moz (v—Y Ty — /)%Erkbfwih@ WHIFE L7203 2% (118K, 2009 ; Swerdlow,
2017) . SMZL Ti&, FREE COIER 78Rt iE 3k L, PINIEROaME O G2 B Y PETe &
5 HRBIIZ ZAESHZ D X OINMIOMEO Y BN 5, L T D/ Y >
ANEROHIZ TR D KB OMBEARIE L TR, BRUFEROGEIEL TW5H, /NMIORA S K
OIS AREBE IR L, E2, PR o E0Eii s LIZ LIRSS (1B, 2009 ;
Swerdlow, 2017) , NMZL Ti%, VU o/ iDL 6G R &k ORI, I8k B M
(centrocyte-like) . HLEREE B A, X3/ B MR M EIET 5, 72, THUOIZIRIEL T
centroblast-like, immunoblast-like A7 5315 (FFBE, 2009 ; Swerdlow, 2017)

g

MZL & JEFF O FE i 9Ll MALT U > 73 E T 60 5% f. SMZL 23 67~68 1%, NMZL 23 60 % C. %
LZHITWTHHIFETE 1 : 1 TH D (Swerdlow, 2017)

1P|

MALT Y > 7SIEOJFIRIL, Z DORIELNIC L - TR D, MALT VU > 7 PEOIIESBALINCE 2155
SRR ZLLTFICRT, BRI EH O MALT U o NEIE, e Y EORS M EE S5, SMZL OJFEK O
AT ELMH SN T2V, —HTILCHRFR T A VA (HCV) & ORENR RSN TWD
(Hermine, 2002) . NMZL OJEK OFEMIZIRHTH 5,

A W
1 H NERYE D)
i Gl BRI N R— I B a Ny Z— s D Vo
FIERIEREN MR AT 2% T[T TIVT
Y Jit v — U U U EERE
R R — TA LFRL YT
FR R — E A R IR

Source: Zinzani, 2012

Confidential and Proprietary 5




LU RIFR

1.5 B O F B DRk K ONBH 38 D kA v o— RS
B ARAEIR

MALT VU > 8 JERE O L AT T XX T TH DD, 23%~40%D FBE (T E DO EiFMggs D=

BOBND, iz, BEEETEN 2%~20%DBE THOLND, BHERHECEE O Mg DR THEILE
LIAAD MALT V o 8ED S NEH O MALT U U2 EL D %0, £, < OEE TIRE M ~D4y
IERB B, 35D 1 DOBRFTMZ 7 P Eid (Swerdlow, 2017)

SMZL T D ERIRFT RAZIE N FHEAY T B o M e & <o M E 2 UL LIZE OF
5, Flo, BHRENZ OBRETHALND, BLE3I DD 1DEETM X LRI EZBDODLB, &
1T 7 <L TR EERECE y 7 e 7Y VIIEA MO Z EiFMTH D (Swerdlow, 2017)

NMZL TiZ, RFTIEGHEO U U REiREAZG L TWAICHE b 6T, BEDS TEER T
bb, o, HEHSCHBTRMENZL AbN5, BRI 350 1 0FBF T, BIEKIE 10%~
20%DHEETIRD 5N D (Thieblemont, 2016 ; Swerdlow, 2017)

F&

MALT VU >8I TRRIR R 2 7= 80 | 2 ~OHE03 0 HiELS . 24FHR (0S) OFJEX 12.6
ETHD, F7o. BEHRIBERICEZIER B0, RFHEE T H BRI 2RV (FFER, 2009 ;
Olszewski, 2013) . L2 L. PRITFIESALCTHRRY | SFEAFRITEECIRER, FURIR, MERIR T
81.8%~87.9%, HTHLE T 69.1%~71.0%& OWENH D (Olszewski, 2013) , F£7o, il TIEFE
W (70%LL ) . Ann Arbor JEHARE (M0, IV) | BB KFEMESE (EF) 2 TPHRABRKT& L,
R L7237 C Low, Intermediate, High \ZX5I9 % 7% (MALT-ERS F#1EE [IP1] ) 2320
XN T3 (Thieblemont, 2017) .

SMZL TIEEHiREZRO 556 THLRIBIIERTH D08, WA i/ Mg/E 269 5 &
FIIXTHRARCIHREZET S, HiEmfEHIC L RMEFEREONSZEEH D, 0OS DHFLRAEIT 8.6
FETHD (1L, 2009 ; Swerdlow, 2017 ; Olszewski, 2013) .

NMZL TlE 5 FE4E1ELRD 60%~70% (Zinzani, 2012) . OS OHFRAEDS 834 T 5 (Olszewski,
2013) ., %< OBRETILFRERNNROTH L — . TOREHMIZELS ., 53 (REET) £T
OB 1.3 F 28V (Traverse-Glehen, 2012) .

Wb FL & [AlBE. DLBCL 72 SICIPE R L7381 TR AR &7 5,

2.2, [EEME BHRMEIERT Y UNEDORRE

HEMEY BT RT A EERA AR TEEfR# C & % National Comprehensive Cancer Network® (NCCN) @
HAA K74 (NCCN,2018) KU HAMEFARAMEDEMIETTZIRAI A T4 > (AAKIMLKFR,
2018) (ZHESWT, R UTEIEMED FL O MZL I3 2 BUEDOIREIE & Z OB S 2R,

2.2.1. BREIIEHAEOERRMY >N E

FLZX 9 2085 & LTt IR TIRIRBIEREBRIE, RERTEHR, AT ERRROERBIZ
T, EITHCIIEEREREBIE T Y o~ T 2Rl e LEERYRIENER SN D, 20
. HELEBEOVNA_—UEE LTI, BRREEBIZE, VYo ~T7 2t b LI
B (BACOIZ AN | BRRREBRA~OZN, BERRuRRE, & M iaBiE & v > 7aia Rk O
P LER - Ehsh D,

NCCN %A RZ A > (Figure 1) KRONEMIES 2T A R7 4 > (Figure2) OWTHTH, HF
XIFEEAYED FL BF (ML L Eii 556 121350 CD20 £ / 7 v —F U Hiik 2 ST ia R0 £t
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Lo TEY ., BRMIZIZINCCN A KT A TiX Y V% 2~ 7% obinutuzumab, 1& MLA7E 215
HARTA LTI Y XU~ T2 EUIRERFT O TN D,

U~ 7L INHL UL FL i & L TEL DETEAR SN TEBY ., AFTH [CD20 Bito B
AREMEIER D ) VNl ZiiG E L CAR SN TV D, BB UTEHAED FLIZH L, U Y ¥
T T OB O ZEEIR X 40%~60% (McLaughlin, 1998 ; Piro, 1999 ; Davis, 2000 ; Witzig,
2002 ; Coiffier, 2011) | MEFEHEAE{FHIR] (PFS) /IR (TTP) O H RfEIL 9.0~11.0 » AT
& > 7= (McLaughlin, 1998 ; Witzig, 2002 ; Coiffier, 2011) , F£7=, VY&~ 7 &{bFH#E (CHOP
[cyclophosphamide, doxorubicin, vincristine, prednisolone] . CVP [cyclophosphamide, vincristine,
prednisolone] . bendamustine 3| fludarabine %) (ZiEN3 % Z & T (R-CHEMO) | HWEEEIE N
B 5 b Z & (Czuczman, 2005 ; Domingo-Doménech, 2002 ; Robinson, 2008 ; Rummel, 2005) . &5
\ZITPER DAL FIIE D LV b PFS ZIER S5 2 EHE I T % (Forstpointner, 2004 ;
Rummel, 2016 ; van Oers, 2010) . L22L, ZHHDEBEL AL DNCCN A K74 TOTET
VALV TRL T Y 2A (KL LD BT RZESNTE Y . 2O AN
PICtHH VS NCON Offs— Lica e B ANREET D) THY, h73V—1 (HLro=x
BTV RIZHEASNTEYD, ZONANEY TH D EVH NCON Offi— Liza ot o ARGEET
%) ELTHERES N TV D HDIE,

DT, FLOPNAR—=UFEL LT, VYU~ T OBEMBEEZIIUD, et B ke o
BERREN TR THDL OO, 2D DIREIEOES ZHIEIORTE VT ET A XFEEE T, R
72 FLIZ SRR & R Z 0 IRTHRETH O | IEER & FERDIREEITMENL L Ty, Z LT,
R ARV K TIERECTIERICE L DIRFEL DA 2T 5 L &b, RIRICH L ClRYitEZ R~ X
T2V | BEHITIIZE D, £ ORIIIREICH T 20 EIE . FOHE, PFS, OS TR EFITHEAL
L TW<  (Alperovich, 2016) , FEBRZ. %< DALZGERRIE DI KRR T FL BE DK 20%M 1RR
% 2ELNICHRET D Z L DNHER SN TEY (Casulo, 2015) . 72, VYF I ~T7EROHENATYH
PFS O HIHEITIER Z BHAQAD IO TR 20 . AR T 484, ZIRIGHE T L6, —IKIGHE T
LOAE, VURIEH T 0.8 4, HIRIGH TO04ELOHE L H D (Alperovich, 2016)

L7eio T, BFESUTEHAMED FLIZK U THRERNIGIRIE DS HESL L TR b3, RIZICHFE LMY IR
LTRSS HEDME T LTV 2 TSR BOER EORS RBETHY . VY Fr~TREL
R THEIC R A M 2 R 87 R IGREDOBRE PR M SN T 5,
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Figure 1: NCCN A FT A VICESSHREFL OIRET NI X5 (kY
| Stage III/IV Relapsed FL |

| No indication for treatment | | Indication for treatment

| Observe | e Suggested regimens”

e Clinical trial

o Involved site radiotherapy

* Suggested treatment regimens: Second-line and subsequent therapy
(in preference order) (category 2A unless otherwise specified)
* Preferred regimens
- Bendamustine + obinutuzumab or rituximab
- CHOP + obinutuzumab or rituximab
- CVP + obinutuzumab or rituximab
- Rituximab
- Lenalidomide + rituximab
+ Other recommended regimens
- Ibritumomab tiuxetan
- PI3K inhibitors
-Idelalisib (relapsed/refractory after 2 prior therapies)
-Copanlisib (relapsed/refractory after 2 prior therapies)
-Duvelisib (relapsed or refractory after 2 prior therapies)
- Second-line therapy for DLBCL without regard to transplantability

CHOP = cyclophosphamide, doxorubicin, vincristine, prednisone ; CVP = cyclophosphamide, vincristine, prednisone ;
DLBCL = OVE AMERAMAS B R U > SHE 5 FL = JERaME Y > /3JE ; NCCN = National Comprehensive Cancer
Network

Source: NCCN, 2018 (B-cell lymphomas, Ver.1.2019)

Figure 2: EMEETEBRIA R4 VIZESBERFLOWRERT VT Y X5 (TR
B el
|

| memmesz | | Ronew |
‘ | | |
TBFT IR | R HiA | | RIT | |m%ﬁ%im
|
LR £ R T A A
c NRUHLBAF R - BEBHE
CTINEFECBAIIITINE T B - [FIFERAE
Lo AIOF AL

+ R-CHOP
- EOMOLHIGHALFRE %

FL=J8aMEY > RJE; R=V Y% ~7 ; R-CHOP= U Y ¥ <7 cyclophosphamide, doxorubicin, vincristine,
prednisolone ; RIT = RUZEFRFUAFE (A TV VBT FUXEL L)
Source: A AMKF2s, 2018

2.2.2. BEIIERMEODBEY v E

MZL OPIHE#EIL, O ATH5H MALT V 23 E, SMZL, NMZLIZ X -> T, X512 MALT Y
VNFETCIEE (gastric) & HUSL (non-gastric) ([Zk > TER L, —F, ZORICHEELEZEEOY
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NR_R—RE L UL, RECREZEWITR < ERERREE, VYo ~T a2 hnd L
g (BSOS AIGEE) | BRERBRA~DOSIN, LR EOBRRENEmSND, L
L. MZL T% FL & [FIEE, R OEUERIERIEIIMEN. L TR0,

MALT U > 8EOH T, H MALT U U IS 5 #IHEHRIL NCCN A RZ 4 > (NCCN,

2018) &iEMaAEEZRAIA R4 v (HARMEKE T, 2018) OWTHTH, v r VU EEGEOSEIX
FTHEACEI D2 VEREEZITO., Z20% LY U ERREO LNLLIGAESE e U EREDOLA
PR JRTE R RRIRIE 21T O . B BIRIE N R OB E&C SRR IE L b IR DG A 13
WA BT 5, FFRSUTEHEMEDE MALT UV R EIZ6H3 23k L LTk, NCCN A R
T A Tl Table 2\ R T VRIEFIEN T DL, EMFFEEZET A N7 A4 TIXFLIZEL S & L
TEY, Wb U Yxor~T7 2500k EHCUIZHI0E) BRERTH 5,

BHUSND MALT U > EIZxET B _— %k & L Cld, NCCN A K7 A > Cld Table 2 |27

UL ST T RIEIEN T S, EasESE2 BT A N7 4 0 TIXFLIGRICE LS L ST

B, Wb Y UYX I T EERIRENERTH S,

SMZL (2%t 3 B _"—7E S LTH, NCCN H A KZ A Tl Table 2 12779 —BRE XL Ik
FEENE T S, EMEEEZETA RI7A4 TILFLIBRICHEL L LS TEBY, Wy U Y

XV T EERRENEIRTH D,

NMZL T AP L_"—E S LTH, NCON A R4 2 Tl Table 2 (2R3 ZEE. K
BR~OZNN, XUTHEHRREIERZET B, SEmasEE2FE T A R4 CIEFLIGEICHEL D &

NTEY, WTNOHTA RTA4 U THEYEIEOERIT) VI U~ T2 E50RETH D,

UL, FIRL7ZZNEDBEL A O ET U ALY TNT IS NCCN A RIA4 ThHT
TYD2ALUTFTHD, A7V —1 & LTHREIN TS HDIERV,

ZDEIITMZL DY NR—PRE L L TIE, NCCN A KT A VR OE MRS A K714
DODWTINTHY YFXF T ZERHRENERTHY, VY7 HMBEEZ XU O, fr 2k
WL E OUFERENER SN D, L LEBRIZIE, ZNDDOREL VA v OES IR T EH0
TETUVARFELTE LT, FER EIERDIEFRIE DL L TW RN END, VYT
B EWRTHEBICRBIF B INEZ R 3= G RE OB RSB B S h T b,

Table2: NCCN U A F7A L THIEIND MZLIZHT HI6RL VA

Suggested treatment regimens for MZL (category 2A unless otherwise indicated)
First-line therapy Second-line and subsequent therapy (in preference order)

Preferred regimens (in alphabetical order) * Bendamustine + rituximab

+ Bendamustine + rituximab + R-CHOP

* R-CHOP + R-CVP

+ R-CVP * Rituximab

* Rituximab + Ibrutinib

Other recommended regimens (in alphabetical order) « Lenalidomide * rituximab

+ Ibritumomab tiuxetan (category 2B) - Bendamustine + obinutuzumab

* Lenalidomide + rituximab (category 2B) - PI3K inhibitors
-Copanlisib (relapsed/refractory after 2 prior therapies)
-Duvelisib (relapsed/refractory after 2 prior therapies)
-Idelalisib (relapsed/refractory after 2 prior therapies)

+ Ibritumomab tiuxetan (category 2B)

MZL = i8#&#4 Y > /3 ; NCCN = National Comprehensive Cancer Network ; R-CHOP = U ¥ <7
cyclophosphamide, doxorubicin, vincristine, prednisone ; R-CVP = U > %<7 cyclophosphamide, vincristine,
prednisone

Source: NCCN, 2018 (B-cell lymphomas, Ver.1.2019)
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3. BAROBRE

3.1. FEERIRFBR OB

AFTOLF U K ROMARHEFFELIR:, NHL I3 580 /12 HAH1) 538k & LC, FLARE W
SMZL AAZIZ %35 in vitro &2 TN ex vivo ik 3 5lEk  (GABRZEE 5 CC-5013-10202017AR, 8195-014, X
TN 8195-008) M3SEHE AL, B2 AntgE oz,

LU R FRLEICE > T2 7 =7 #—THIM, NK &L O NK-T ffa 38555 &k ONEM L S, ex
vivo OFRER R TITEEEE A K& O FL BF ORM B EMia > 7 V¢, LT U R ROWEIZ X 5
A NIA VL - EBENBIE ST, I BIC FLEERIZH T2 U Yo~ L O HLE TIE,

BMALE & bl U CL RN i BRI P e ONE B 7 MR S B O ss a2 s Lz, £ Y
X~ 7 EOOFHREIT AR X L ATF ARGUERIEAR IR D SUESIEME bR LTz,

LF U R RO SMZL AR 692 M 525 A AR M BRI BE T PR E I 720 T < TEE
PIER BAFIES D 2 LAVRENTz, o, VU B FEMBLEIC X 2 EHEA 2R FUEE 1T R
P =P ZFFEMERNZY VR U= T EOHMLETI HICHMIhD Z RSz, b2, L
U RS R BIALE (3R B AR AFAOIS SMZL AR T 69~ 2 A i HLRZ AR A A PR 45 7 & B 9 L 7,
THIRT T WA L BEREL BRAFRFRBIMEAZ R L7 2 LB NKMIIOIEME(L 2R3 55 R T
bolo, Fio, KIEMmEEZMLEFE T T SMZL AR 2 MG EERIZ LY KX RT
HmSho0, VYdr~7 L OFILEIZ L > THRIZHMS Nz,

IR OFERAF AT FERRIR BRFE DX A Figure 3 1277,

Figure 3: {KEMEE BMIIIMIER Ox U Lo EICBET 2 HEERIR B S ORRHEX]

wh 11 % BT 2 SREEEAER
(CC-5013-10202017AR)

wh 11 % BT 2 SREREAER
(8195-014)

wh 11 % BT 2 SREEEAER
(8195-008)

3.2. BRERBHFE DOHERS

3.2.1. A CORRKBITE DR

PR SUTERE MO B AfaME INHL B2 32 LU KX ROBA%E E LTid, £ 7 1EST Celgene
tEIRIEIRE 2 A9 5 Btk INHL 255 (2434 C, TOWRRIT FLEE 224, SLL B¥# 184,
MZL A 34) Z58I28 2 1k (CC-5013-NHL-001 #&%& [LAF NHL-001 #&Bx] ) % 2005 4EH>
LRI L, LU R REMRIEOBRME, ZEMEPKRTI SN, TOREER, 2RF CORYEE
1% 23%, FLIEE TORDEIGIL27% (FERTEM [CR] 9%) THY ., ZaMH MM 5§ 2P RUE
BERETHOATWS LT Y R ROBEHORRMET v 7 7 A L& —F L Tz (Witzig, 2009)

% Df%. Cancer and Leukemia Group B (CALGB) 23U Y XU~ T7{REREZHGT DU Y F v~ 7%
PED FL 88 & 55025 2 3Bk (CALGB 50401 #) %ML, LU RI M+ VY F o~
FRE (RZOFHRE) U7 Y R REMRIE LY & RGRAIMEEL A T2 Z L dE S
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(Leonard, 2012) . E72ZDIEFNIC, MZLEE ZRR L LIBKRRTY RFARIENFEITH D
Z & BRI A HE N E e (Fowler, 2012)

Bl X R RER T — 2 oHiE 2 B E 2. Celgene fHIZF 7 U EEEMED B AIAEME INHL B

(FL X UNMZL) % *5I2 REGFABIEDOAINER ONVZ M2 U Y % o~ 7 HMEE  (Rit HMRE)
& LT 2 E BRI RS 3 48 CC-5013-NHL-007 588% (LLF. NHL-007 #kB%) % 2013 45 BtA L
Too ZOFER. Y% NHL-007 3BR O LT C, B3 UTEREMED B MfaME iNHL B3 12 L R2 ff
FRRIED B 7290 R OB W R LMD R SN2 2 L KE R OB CIxiaiE 241
% FL e ONMZL OIRIEH L LC, 20184F 12 H 27 H CKE) KO20194 1 H 21 B (FRM) 1o—
HEE & L7,

3.2.2. EINCTOBKRBIR ORE

IR U7 ish CORPSIRIA B E 2. AHTH BHARANOBHI UTEEMED B Ml iNHL £ 1%t
T 5 ROFARIEOBRBEEZED 5 Z L & Lic, YkBBICE L X, T cEEF Th o7z
NHL-007 R ~DZMEZRE L., DS D A4 % AR K ORI O B R EE R OB CRgt L
Too ZOFER, INHL O Wik BUEOTERER, ER LOLEN, IBRDFHIE & W o 7SR
ORFEER, K OVINHL EBFZ O ERE 7K T, VT U FI NOEDEHE & Vo 72 NERIPED R
El EPNAATHEE R ATV EB 2 N2 £ b, NHL-007 RERICAFE N LS INd 5 Z L idw]

HE &CHIBT L. 2014 4F 10 A 2> 5 NHL-007 iRBRICSHE L=, ZOfES. 2% NHL-007 RER CH AN %
e FIE ST EEGME D B AR INHL B 2%t L R2OFFIERIE D BAF 72 G201 & AR vl e 72 2 2VEN
IRENTZZ EDD, ARETYH TR SUTEAMEOIREMERE B atEIER XU oS &2 2hhE -
IRELT, —EHEEITHY>IZEE LT,

B HIfaE iNHL B3 2t U E NS THEIE L= L U K 2 ROERKRBRSE ORHEX % Figure 4 127177,
IRETIC, BR U2vEsh s 2 AHRkBR (NHL-001 386R) M ONEIBR L [ESS 3 #8586k  (NHL-007 #X5R)
DIED>, ﬁ%é I ZEEAMED B et iNHL %%%ﬁ%& & L7 MESNES 3b AHRER 1 3BR  (CC-5013-
NHL-008 % [LLF, NHL-008 #tR] ) | . RIRIED FL BE x4 & U= EBR LRSS 3 48
A5k 1 3Bk (REV-FOL-GELARC-0683/REV- FOL GELARC 0683C 7t [LL'F, GELARC-0683C ik

Rl ) ZEfLTWD

Figure 4: {KEMEE BMIEMIER DX ) ONEBEZRNRLE LT U FI FORFREOREX
(ERIRFER)

2005 | 2006 | 2007 | 2008 | 2011 [ 2012 [ 2013 [ 2014 [ 2015 | 2016 | 2017 | 2018 [ 2019
% 34 M
NHL-007
B IR]
#; 3b fil o '
AN
%5 341 Y
GELARC —Vﬁ/]j7
-0683C
[l IR]
#5248
NHL-001
AN
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LIAlgE L ER D, Tak, ISSIANG FN
. EERRERZRRT 5 LIIRETH D, |

4. BEROE A%

4.1. BRARABREARICE S AR OH M

BRSO TERAMED B AAEME INHL (2%59 2 R2 OF IR IE OB 2} 022 41X NHL-007 55k 4 =2
7R & U TR L7, NHL-007 3BRIE H AN %2 & e i UL EHR MO B Mifa M INHL B35 %
Gl LTeERREFRE 3R TH Y . SRR 7 v ¥ MEZEHEEMRT A 2T R OFAE
HEOA R e OV 4 & Rit BMpRTE & e L7,

F - FDIENNT, B IIEEMEO B faME INHL 8235 2 x5 & UT- 1AM 3b A5 NHL-008 545k
HARNZ GTeARIGH D FL BE 255 & U7 [ERS RS 3 #1 GELARC-0683C sk, [ OVER3& X i
1BPED B et iNHL B35 2 x4 & U742 #H NHL-001 35k & A 20T, 222 MEaf i &5
gEE LT,

4.1.1. BIESUIERAEOREME BMatER T X ) VA ERE AT 5820

PR SUTERAMED B MlatE INHL FBE 25t & L7258 37 2 AMERERToH % NHL-007 ik T,
R2 {f FIFE L L Rit BAUEE & TR H Th 5 PFS s P A BICIERE S ¥, R2OFH
FEYECIE Rit HMRIE & BT PFS O REN 2 FEBIER L (i394 v A, 1415 H) | i
BELT B D Y AT D 54% Lz (N — RE [95%(E8EX ] @ 0.46 [0.34~0.62] ) , =D
PFS DFRERD H HIERIT, THRAROEEZEMAZZLWT OV 7 71— TH—HL TR
DHIL, MZLEFETHERN—R T A4 VIO THARRKFORMZEDOMIEIZ X - THRERRERIHE LN
72o F72. REOEAEIED OS b Rit FIMEE L bR THEL RO HEM 2RI o7z, F72. NHL-007
AERITIZAARNBE DA AN O NTZA, BARANERTH SEER &[RRI R OFHEE TO PFS I
Rit BHRE S LR CTRIFTHY (NP — R [95%EHEX M ] : 032 [0.11~0.96] ) . fERDO—E
PERFTED B, TOMOLFHEEEZIT L O LT HEIKGEHEEE TH B ARANEM TO ROFHEET
DA ZNMEIT Rit HARRTE & TR TH > 7=, NHL-007 iR T 57z R2OFHRIED B 72 A %D
MiE, NHL-008 #BR, M O NHL-007 785 & NHL-008 7tk & OOFA T OfE 505 b EZAHT b
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
REVLIMID® safely and effectively. See full prescribing information for
REVLIMID.

REVLIMID (Ienalidomide) capsules, for oral use
Initial U.S. Approval: 2005

WARNING: EMBRYO-FETAL TOXICITY, HEMATOLOGIC
TOXICITY, and VENOUS and ARTERIAL
THROMBOEMBOLISM

See full prescribing information for complete boxed warning.

EMBRYO-FETAL TOXICITY

. Lenalidomide, a thalidomide analogue, caused limb
abnormalities in a developmental monkey study similar to birth
defects caused by thalidomide in humans. If lenalidomide is used
during pregnancy, it may cause birth defects or embryo-fetal
death.

. Pregnancy must be excluded before start of treatment. Prevent
pregnancy during treatment by the use of two reliable methods
of contraception (5.1).

REVLIMID is available only through a restricted distribution

program, called the REVLIMID REMS?® program (5.2, 17).

HEMATOLOGIC TOXICITY. REVLIMID can cause significant

neutropenia and thrombocytopenia (5.3).

VENOUS AND ARTERIAL THROMBOEMBOLISM

. Significantly increased risk of deep vein thrombosis (DVT) and
pulmonary embolism (PE), as well as risk of myocardial
infarction and stroke in patients with multiple myeloma
receiving REVLIMID with dexamethasone. Anti-thrombotic
prophylaxis is recommended (5.4).

RECENT MAJOR CHANGES

Indications and Usage, Follicular Lymphoma (1.4) 5/2019
Indications and Usage, Marginal Zone Lymphoma (1.5) 5/2019
Dosage and Administration (2.4, 2.5, 2.6) 10/2019
Warnings and Precautions (5.9, 5.15) 10/2019
--------------------------- INDICATIONS AND USAGE

REVLIMID is a thalidomide analogue indicated for the treatment of adult

patients with:

. Multiple myeloma (MM), in combination with dexamethasone (1.1).

e MM, as maintenance following autologous hematopoietic stem cell
transplantation (auto-HSCT) (1.1).

e  Transfusion-dependent anemia due to low- or intermediate-1-risk
myelodysplastic syndromes (MDS) associated with a deletion 5q
abnormality with or without additional cytogenetic abnormalities (1.2).

. Mantle cell lymphoma (MCL) whose disease has relapsed or progressed
after two prior therapies, one of which included bortezomib (1 3).

. Previously treated follicular lymphoma (FL), in combination with a
rituximab product (1.4).

. Previously treated marginal zone lymphoma (MZL), in combination
with a rituximab product (1.5).

Limitations of Use:

e  REVLIMID is not indicated and is not recommended for the treatment
of patients with chronic lymphocytic leukemia (CLL) outside of
controlled clinical trials (1.4).

. MM combination therapy: 25 mg once daily orally on Days 1-21 of
repeated 28-day cycles. (2.1).

e MM maintenance therapy following auto-HSCT: 10 mg once daily
continuously on Days 1-28 of repeated 28-day cycles (2.1).

e  MDS: 10 mg once daily (2.2).

. MCL: 25 mg once daily orally on Days 1-21 of repeated 28-day cycles
(2.3).

. FL or MZL: 20 mg once daily orally on Days 1-21 of repeated 28-day
cycles for up to 12 cycles (2.4).

e  Renal impairment: Adjust starting dose based on the creatinine
clearance value (2.6).

. For concomitant therapy doses, see Full Prescribing Information (2.1,
2.4,14.1, 14.4).

---------------------- DOSAGE FORMS AND STRENG T THS----m—mmmeemmmmmeeme
Capsules: 2.5 mg, 5 mg, 10 mg, 15 mg, 20 mg, and 25 mg (3).

CONTRAINDICATIONS
. Pregnancy (Boxed Warning, 4.1, 5.1, 8.1).
e  Demonstrated severe hypersensitivity to lenalidomide (4.2, 5.9,5.15).

----------------------- WARNINGS AND PRECAUTIONS--------mememmemm o

. Increased Mortality: serious and fatal cardiac adverse reactions occurred
in patients with CLL treated with REVLIMID (5.5).

0 Second Primary Malignancies (SPM): Higher incidences of SPM were
observed in controlled trials of patients with MM receiving REVLIMID
(5.6).

e Increased Mortality: Observed in patients with MM when
pembrolizumab was added to dexamethasone and a thalidomide
analogue (5.7).

. Hepatotoxicity: Hepatic failure including fatalities; monitor liver
function. Stop REVLIMID and evaluate if hepatotoxicity is suspected
(5.8).

. Severe Cutaneous Reactions: Discontinue REVLIMID for severe
reactions (5.9).

. Tumor lysis syndrome (TLS) including fatalities: Monitor patients at
risk of TLS (i.e., those with high tumor burden) and take appropriate
precautions (5.10).

e Tumor flare reaction: Serious tumor flare reactions have occurred
during investigational use of REVLIMID for chronic lymphocytic
leukemia and lymphoma (5.11).

. Impaired Stem Cell mobilization: A decrease in the number of CD34+
cells collected after treatment (> 4 cycles) with REVLIMID has been
reported. Consider early referral to transplant center (5.12).

e  Early mortality in MCL: Higher rate of early deaths have occurred in
patients with MCL (5.14).

. Hypersensitivity: Monitor patients for potential hypersensitivity.
Discontinue REVLIMID for angioedema and anaphylaxis (5.15).

ADVERSE REACTIONS

. MM: Most common adverse reactions (>20%) include diarrhea, fatigue,
anemia, constipation, neutropenia, leukopenia, peripheral edema,
insomnia, muscle cramp/spasms, abdominal pain, back pain, nausea,
asthenia, pyrexia, upper respiratory tract infection, bronchitis,
nasopharyngitis, gastroenteritis, cough, rash, dyspnea, dizziness,
decreased appetite, thrombocytopenia, and tremor (6.1).

. MDS: Most common adverse reactions (>15%) include
thrombocytopenia, neutropenia, diarrhea, pruritus, rash, fatigue,
constipation, nausea, nasopharyngitis, arthralgia, pyrexia, back pain,
peripheral edema, cough, dizziness, headache, muscle cramp, dyspnea,
pharyngitis, and epistaxis (6.1).

e  Non-Hodgkin’s Lymphoma (NHL: MCL, FL or MZL): Most common
adverse reactions (>15%) included neutropenia, thrombocytopenia,
anemia, leukopenia, diarrhea, constipation, nausea, fatigue, pyrexia,
cough, upper respiratory tract infection, and rash (6.1).

To report SUSPECTED ADVERSE REACTIONS contact Celgene
Corporation at 1-888-423-5436 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e  Digoxin: Monitor digoxin plasma levels periodically due to increased
Cuax and AUC with concomitant REVLIMID therapy (7.1).

e  Concomitant use of erythropoietin stimulating agents or estrogen
containing therapies with REVLIMID may increase the risk of
thrombosis (7.2).

. Lactation: Advise not to breastfeed (8.2).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide

Revised: 10/2019
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FULL PRESCRIBING INFORMATION

WARNING: EMBRYO-FETAL TOXICITY, HEMATOLOGIC TOXICITY, and VENOUS and ARTERIAL THROMBOEMBOLISM

Embryo-Fetal Toxicity

Do not use REVLIMID during pregnancy. Lenalidomide, a thalidomide analogue, caused limb abnormalities in a developmental
monkey study. Thalidomide is a known human teratogen that causes severe life-threatening human birth defects. If lenalidomide is used
during pregnancy, it may cause birth defects or embryo-fetal death. In females of reproductive potential, obtain 2 negative pregnancy
tests before starting REVLIMID® treatment. Females of reproductive potential must use 2 forms of contraception or continuously
abstain from heterosexual sex during and for 4 weeks after REVLIMID treatment [see Warnings and Precautions (5.1), and Medication
Guide (17)]. To avoid embryo-fetal exposure to lenalidomide, REVLIMID is only available through a restricted distribution program,
the REVLIMID REMS® program (5.2).

Information about the REVLIMID REMS program is available at www.celgeneriskmanagement.com or by calling the manufacturer’s
toll-free number 1-888-423-5436.

Hematologic Toxicity (Neutropenia and Thrombocytopenia)

REVLIMID can cause significant neutropenia and thrombocytopenia. Eighty percent of patients with del 5q myelodysplastic syndromes
had to have a dose delay/reduction during the major study. Thirty-four percent of patients had to have a second dose delay/reduction.
Grade 3 or 4 hematologic toxicity was seen in 80% of patients enrolled in the study. Patients on therapy for del 5q myelodysplastic
syndromes should have their complete blood counts monitored weekly for the first 8 weeks of therapy and at least monthly thereafter.
Patients may require dose interruption and/or reduction. Patients may require use of blood product support and/or growth factors [see
Dosage and Administration (2.2)].

Venous and Arterial Thromboembolism

REVLIMID has demonstrated a significantly increased risk of deep vein thrombosis (DVT) and pulmonary embolism (PE), as well as
risk of myocardial infarction and stroke in patients with multiple myeloma who were treated with REVLIMID and dexamethasone
therapy. Monitor for and advise patients about signs and symptoms of thromboembolism. Advise patients to seek immediate medical
care if they develop symptoms such as shortness of breath, chest pain, or arm or leg swelling. Thromboprophylaxis is recommended and
the choice of regimen should be based on an assessment of the patient’s underlying risks [see Warnings and Precautions (5.4)].

1 INDICATIONS AND USAGE
1.1 Multiple Myeloma

REVLIMID in combination with dexamethasone is indicated for the treatment of adult patients with multiple myeloma (MM).

REVLIMID is indicated as maintenance therapy in adult patients with MM following autologous hematopoietic stem cell transplantation (auto-HSCT).
1.2 Myelodysplastic Syndromes

REVLIMID is indicated for the treatment of adult patients with transfusion-dependent anemia due to low- or intermediate-1-risk myelodysplastic syndromes (MDS)
associated with a deletion 5q cytogenetic abnormality with or without additional cytogenetic abnormalities.

1.3 Mantle Cell Lymphoma

REVLIMID is indicated for the treatment of adult patients with mantle cell lymphoma (MCL) whose disease has relapsed or progressed after two prior therapies, one of
which included bortezomib.

1.4 Follicular Lymphoma

REVLIMID in combination with a rituximab product, is indicated for the treatment of adult patients with previously treated follicular lymphoma (FL).

1.5 Marginal Zone Lymphoma

REVLIMID in combination with a rituximab product, is indicated for the treatment of adult patients with previously treated marginal zone lymphoma (MZL).
1.6 Limitations of Use

REVLIMID is not indicated and is not recommended for the treatment of patients with CLL outside of controlled clinical trials [see Warnings and Precautions (5.5)].

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage for Multiple Myeloma
REVLIMID Combination Therapy

The recommended starting dose of REVLIMID is 25 mg orally once daily on Days 1-21 of repeated 28-day cycles in combination with dexamethasone. Refer to
Section 14.1 for specific dexamethasone dosing. For patients greater than 75 years old, the starting dose of dexamethasone may be reduced [see Clinical Studies
(14.1)]. Treatment should be continued until disease progression or unacceptable toxicity.

In patients who are not eligible for auto-HSCT, treatment should continue until disease progression or unacceptable toxicity. For patients who are auto-HSCT-eligible,
hematopoietic stem cell mobilization should occur within 4 cycles of a REVLIMID-containing therapy [see Warnings and Precautions (5.12)].

Dose Adjustments for Hematologic Toxicities During MM Treatment

Dose modification guidelines, as summarized in Table 1 below, are recommended to manage Grade 3 or 4 neutropenia or thrombocytopenia or other Grade 3 or 4
toxicity judged to be related to REVLIMID.

Table 1: Dose Adjustments for Hematologic Toxicities for MM



Platelet counts

Thrombocytopenia in MM

When Platelets Recommended Course
Days 1-21 of repeated 28-day cycle

Fall below 30,000/mcL Interrupt REVLIMID treatment, follow CBC weekly

Return to at least 30,000/mcL Resume REVLIMID at next lower dose. Do not dose
below 2.5 mg daily

For each subsequent drop below 30,000/mcL Interrupt REVLIMID treatment

Return to at least 30,000/mcL Resume REVLIMID at next lower dose. Do not dose

below 2.5 mg daily
Absolute Neutrophil counts (ANC)

Neutropenia in MM

‘When Neutrophils Recommended Course
Days 1-21 of repeated 28-day cycle

Fall below 1000/mcL Interrupt REVLIMID treatment, follow CBC
weekly

Return to at least 1,000/mcL and neutropenia is the only toxicity Resume REVLIMID at 25 mg daily or initial
starting dose

Return to at least 1,000/mcL and if other toxicity Resume REVLIMID at next lower dose. Do not
dose below 2.5 mg daily

For each subsequent drop below 1,000/mcL Interrupt REVLIMID treatment

Return to at least 1,000/mcL Resume REVLIMID at next lower dose. Do not

dose below 2.5 mg daily

REVLIMID Maintenance Therapy Following Auto-HSCT

Following auto-HSCT, initiate REVLIMID maintenance therapy after adequate hematologic recovery (ANC at least 1000/mcL and/or platelet counts at least
75,000/mcL). The recommended starting dose of REVLIMID is 10 mg once daily continuously (Days 1-28 of repeated 28-day cycles) until disease progression or
unacceptable toxicity. After 3 cycles of maintenance therapy, the dose can be increased to 15 mg once daily if tolerated.

Dose Adjustments for Hematologic Toxicities During MM Treatment

Dose modification guidelines, as summarized in Table 2 below, are recommended to manage Grade 3 or 4 neutropenia or thrombocytopenia or other Grade 3 or 4
toxicity judged to be related to REVLIMID.

Table 2: Dose Adjustments for Hematologic Toxicities for MM

Platelet counts

Thrombocytopenia in MM
‘When Platelets Recommended Course
Fall below 30,000/mcL Interrupt REVLIMID treatment, follow CBC weekly
Return to at least 30,000/mcL Resume REVLIMID at next lower dose, continuously

for Days 1-28 of repeated 28-day cycle

If at the 5 mg daily dose, Interrupt REVLIMID treatment. Do not dose below 5
For a subsequent drop below 30,000/mcL mg daily for Day 1 to 21 of 28 day cycle
Return to at least 30,000/mcL Resume REVLIMID at 5 mg daily for Days 1 to 21of

28-day cycle. Do not dose below 5 mg daily for Day 1
to 21 of 28 day cycle
Absolute Neutrophil counts (ANC)

Neutropenia in MM

When Neutrophils Recommended Course
Fall below 500/mcL Interrupt REVLIMID treatment, follow CBC weekly
Return to at least 500/mcL Resume REVLIMID at next lower dose,

continuously for Days 1-28 of repeated 28-day cycle
If at 5 mg daily dose, Interrupt REVLIMID treatment. Do not dose below 5
For a subsequent drop below 500/mcL mg daily for Days 1 to 21 of 28-day cycle
Return to at least 500/mcL Resume REVLIMID at 5 mg daily for Days 1 to 21 of

28-day cycle. Do not dose below 5 mg daily for Days
1 to 21 of 28-day cycle

2.2 Recommended Dosage for Myelodysplastic Syndromes

The recommended starting dose of REVLIMID is 10 mg daily. Treatment is continued or modified based upon clinical and laboratory findings. Continue treatment
until disease progression or unacceptable toxicity.

Dose Adjustments for Hematologic Toxicities During MDS Treatment

Patients who are dosed initially at 10 mg and who experience thrombocytopenia should have their dosage adjusted as follows:

Platelet counts



If thrombocytopenia develops WITHIN 4 weeks of starting treatment at 10 mg daily in MDS

If baseline is at least 100,000/mcL

When Platelets Recommended Course

Fall below 50,000/mcL Interrupt REVLIMID treatment
Return to at least 50,000/mcL Resume REVLIMID at 5 mg daily
If baseline is below 100,000/mcL

‘When Platelets Recommended Course

Fall to 50% of the baseline value Interrupt REVLIMID treatment

If baseline is at least 60,000/mcL and Resume REVLIMID at 5 mg daily
returns to at least 50,000/mcL

If baseline is below 60,000/mcL and Resume REVLIMID at 5 mg daily

returns to at least 30,000/mcL

If thrombocytopenia develops AFTER 4 weeks of starting treatment at 10 mg daily in MDS

When Platelets Recommended Course

Fall below 30,000/mcL or below 50,000/mcL Interrupt REVLIMID treatment
with platelet transfusions

Return to at least 30,000/mcL Resume REVLIMID at 5 mg daily

(without hemostatic failure)
Patients who experience thrombocytopenia at 5 mg daily should have their dosage adjusted as follows:

If thrombocytopenia develops during treatment at 5 mg daily in MDS

‘When Platelets Recommended Course

Fall below 30,000/mcL or below 50,000/mcL Interrupt REVLIMID treatment
with platelet transfusions

Return to at least 30,000/mcL Resume REVLIMID at 2.5 mg daily

(without hemostatic failure)

Patients who are dosed initially at 10 mg and experience neutropenia should have their dosage adjusted as follows:
Absolute Neutrophil counts (ANC)
If neutropenia develops WITHIN 4 weeks of starting treatment at 10 mg daily in MDS

If baseline ANC is at least 1,000/mcL

‘When Neutrophils Recommended Course

Fall below 750/mcL Interrupt REVLIMID treatment
Return to at least 1,000/mcL Resume REVLIMID at 5 mg daily
If baseline ANC is below 1,000/mcL

When Neutrophils Recommended Course

Fall below 500/mcL Interrupt REVLIMID treatment
Return to at least 500/mcL Resume REVLIMID at 5 mg daily

If neutropenia develops AFTER 4 weeks of starting treatment at 10 mg daily in MDS

‘When Neutrophils Recommended Course

Fall below 500/mcL for at least 7 days or below 500/mcL Interrupt REVLIMID treatment
associated with fever (at least 38.5 C)

Return to at least 500/mcL Resume REVLIMID at 5 mg daily

Patients who experience neutropenia at 5 mg daily should have their dosage adjusted as follows:

If neutropenia develops during treatment at 5 mg daily in MDS

When Neutrophils Recommended Course

Fall below 500/mcL for at least 7 days or below 500/mcL Interrupt REVLIMID treatment
associated with fever (at least 38.5 C)
Return to at least 500/mcL Resume REVLIMID at 2.5 mg daily



2.3 Recommended Dosage for Mantle Cell Lymphoma

The recommended starting dose of REVLIMID is 25 mg/day orally on Days 1-21 of repeated 28-day cycles for relapsed or refractory mantle cell lymphoma.
Treatment should be continued until disease progression or unacceptable toxicity.

Treatment is continued, modified or discontinued based upon clinical and laboratory findings.

Dose Adjustments for Hematologic Toxicities During MCL Treatment

Dose modification guidelines as summarized below are recommended to manage Grade 3 or 4 neutropenia or thrombocytopenia or other Grade 3 or 4 toxicities

considered to be related to REVLIMID.
Platelet counts

Thrombocytopenia during treatment in MCL

‘When Platelets

Recommended Course

Fall below 50,000/mcL

Interrupt REVLIMID treatment and follow CBC weekly

Return to at least 50,000/mcL

Absolute Neutrophil counts (ANC)

Neutropenia during treatment in MCL

Resume REVLIMID at 5 mg less than the previous dose. Do
not dose below 5 mg daily

When Neutrophils

Recommended Course

Fall below 1000/mcL for at least 7 days

OR

Falls below 1,000/mcL with an associated temperature at least
385C

OR

Falls below 500/mcL

Interrupt REVLIMID treatment and follow CBC weekly

Return to at least 1,000/mcL

Resume REVLIMID at 5 mg less than the previous dose. Do
not dose below 5 mg daily

24

Recommended Dosage for Follicular Lymphoma or Marginal Zone Lymphoma

The recommended starting dose of REVLIMID is 20 mg orally once daily on Days 1-21 of repeated 28-day cycles for up to 12 cycles of treatment in combination with
a rituximab-product. Refer to Section 14.4 for specific rituximab dosing from the AUGMENT trial. For dose adjustments due to toxicity with rituximab, refer to the

product prescribing information.

Dose Adjustments for Hematologic Toxicities during FL or MZL Treatment

Dose modification guidelines, as summarized below, are recommended to manage Grade 3 or 4 neutropenia or thrombocytopenia or other Grade 3 or 4 toxicity judged

to be related to REVLIMID.
Platelet counts

Thrombocytopenia during treatment in FL or MZL

When Platelets

Recommended Course

Fall below 50,000/mcL.

Interrupt REVLIMID treatment and follow CBC weekly.

Return to at least 50,000/mcL

Absolute Neutrophil counts (ANC)

Neutropenia during treatment in FL or MZL

If patient starting dose was 20 mg daily, resume REVLIMID
at 5 mg less than the previous dose. Do not dose below 5 mg
daily.

If patient starting dose was 10 mg daily, resume at 5 mg less
than previous dose. Do not dose below 2.5 mg daily.

When Neutrophils Recommended Course

Fall below 1,000/mcL for at least 7 days Interrupt REVLIMID treatment and follow CBC weekly.
OR

Falls below 1,000/mcL with an associated temperature at least

385C

OR

Falls below 500 /mcL

Return to at least 1,000/mcL

If patient starting dose was 20 mg daily, resume REVLIMID
at 5 mg less than the previous dose. Do not dose below 5 mg
daily.




If patient starting dose was 10 mg daily, resume at 5 mg less
than previous dose. Do not dose below 2.5 mg daily.

2.5 Dosage Modifications for Non-Hematologic Adverse Reactions

For non-hematologic Grade 3/4 toxicities judged to be related to REVLIMID, hold treatment and restart at the physician's discretion at next lower dose level when

toxicity has resolved to Grade 2 or below.

Permanently discontinue REVLIMID for angioedema, anaphylaxis, Grade 4 rash, skin exfoliation, bullae, or any other severe dermatologic reactions [see Warnings and

Precautions (5.9, 5.15)].

2.6 Recommended Dosage for Patients with Renal Impairment

The recommendations for dosing patients with renal impairment are shown in the following table [see Clinical Pharmacology (12.3)].

Table 3: Dose Adjustments for Patients with Renal Impairment

Renal Function
(Cockeroft-Gault)

Dose in REVLIMID Combination
Therapy for MM and MCL

Dose in REVLIMID Combination
Therapy for FL. and MZL

Dose in REVLIMID Maintenance
Therapy Following Auto-HSCT for
MM and for MDS

CLecr 30 to 60 mL/min 10 mg once daily 10 mg once daily 5 mg once daily
CLecr below 30 mL/min (not requiring 15 mg every other day 5 mg once daily 2.5 mg once daily
dialysis)

CLcr below 30 mL/min (requiring
dialysis)

5 mg once daily. On dialysis days,
administer the dose following
dialysis.

5 mg once daily. On dialysis days,
administer the dose following
dialysis.

2.5 mg once daily. On dialysis days,
administer the dose following
dialysis.

REVLIMID Combination Therapy for MM: For CLcr of 30 to 60 mL/min, consider escalating the dose to 15 mg after 2 cycles if the patient tolerates the 10 mg dose of
lenalidomide without dose-limiting toxicity.

REVLIMID Maintenance Therapy Following Auto-HSCT for MM and for MCL and MDS: Base subsequent REVLIMID dose increase or decrease on individual
patient treatment tolerance [see Dosage and Administration (2.1- 2.3)].

REVLIMID Combination Therapy for FL or for MZL: For patients with CLcr of 30 to 60 mL/min, after 2 cycles, the REVLIMID dose may be increased to 15 mg
orally if the patient has tolerated therapy.

2.7 Administration

Advise patients to take REVLIMID orally at about the same time each day, either with or without food. Advise patients to swallow REVLIMID capsules whole with
water and not to open, break, or chew them.

3 DOSAGE FORMS AND STRENGTHS

Capsules:

2.5 mg, white and blue-green opaque hard capsules imprinted “REV” on one half and “2.5 mg” on the other half in black ink

5 mg, white opaque capsules imprinted “REV” on one half and “5 mg” on the other half in black ink

10 mg, blue/green and pale yellow opaque capsules imprinted “REV” on one half and “10 mg” on the other half in black ink

15 mg, powder blue and white opaque capsules imprinted “REV” on one half and “15 mg” on the other half in black ink

20 mg, powder blue and blue-green opaque hard capsules imprinted “REV” on one half and “20 mg” on the other half in black ink
25 mg, white opaque capsules imprinted “REV” on one half and “25 mg” on the other half in black ink

4 CONTRAINDICATIONS
4.1 Pregnancy

REVLIMID can cause fetal harm when administered to a pregnant female. Limb abnormalities were seen in the offspring of monkeys that were dosed with
lenalidomide during organogenesis. This effect was seen at all doses tested. Due to the results of this developmental monkey study, and lenalidomide’s structural
similarities to thalidomide, a known human teratogen, lenalidomide is contraindicated in females who are pregnant [see Boxed Warning]. If this drug is used during
pregnancy or if the patient becomes pregnant while taking this drug, the patient should be apprised of the potential risk to a fetus [see Warnings and Precautions (5.1,
5.2), Use in Special Populations (8.1, 8.3)].

4.2 Severe Hypersensitivity Reactions

REVLIMID is contraindicated in patients who have demonstrated severe hypersensitivity (e.g., angioedema, Stevens-Johnson syndrome, toxic epidermal necrolysis) to
lenalidomide [see Warnings and Precautions (5.9, 5.15)].

5 WARNINGS AND PRECAUTIONS
5.1 Embryo-Fetal Toxicity

REVLIMID is a thalidomide analogue and is contraindicated for use during pregnancy. Thalidomide is a known human teratogen that causes life-threatening human
birth defects or embryo-fetal death [see Use in Specific Populations (8.1)]. An embryo-fetal development study in monkeys indicates that lenalidomide produced
malformations in the offspring of female monkeys who received the drug during pregnancy, similar to birth defects observed in humans following exposure to
thalidomide during pregnancy.



REVLIMID is only available through the REVLIMID REMS program [see Warnings and Precautions (5.2)].

Females of Reproductive Potential
Females of reproductive potential must avoid pregnancy for at least 4 weeks before beginning REVLIMID therapy, during therapy, during dose interruptions and for at
least 4 weeks after completing therapy.

Females must commit either to abstain continuously from heterosexual sexual intercourse or to use two methods of reliable birth control, beginning 4 weeks prior to
initiating treatment with REVLIMID, during therapy, during dose interruptions and continuing for 4 weeks following discontinuation of REVLIMID therapy.

Two negative pregnancy tests must be obtained prior to initiating therapy. The first test should be performed within 10-14 days and the second test within 24 hours
prior to prescribing REVLIMID therapy and then weekly during the first month, then monthly thereafter in females with regular menstrual cycles or every 2 weeks in
females with irregular menstrual cycles [see Use in Specific Populations (8.3)].

Males

Lenalidomide is present in the semen of patients receiving the drug. Therefore, males must always use a latex or synthetic condom during any sexual contact with
females of reproductive potential while taking REVLIMID and for up to 4 weeks after discontinuing REVLIMID, even if they have undergone a successful vasectomy.
Male patients taking REVLIMID must not donate sperm [see Use in Specific Populations (8.3)].

Blood Donation
Patients must not donate blood during treatment with REVLIMID and for 4 weeks following discontinuation of the drug because the blood might be given to a pregnant
female patient whose fetus must not be exposed to REVLIMID.

5.2 REVLIMID REMS Program

Because of the embryo-fetal risk [see Warnings and Precautions (5.1)], REVLIMID is available only through a restricted program under a Risk Evaluation and
Mitigation Strategy (REMS), the REVLIMID REMS program.

Required components of the REVLIMID REMS program include the following:

o Prescribers must be certified with the REVLIMID REMS program by enrolling and complying with the REMS requirements.

o Patients must sign a Patient-Physician agreement form and comply with the REMS requirements. In particular, female patients of reproductive potential who are not
pregnant must comply with the pregnancy testing and contraception requirements [see Use in Specific Populations (8.3)] and males must comply with contraception
requirements [see Use in Specific Populations (8.3)].

e Pharmacies must be certified with the REVLIMID REMS program, must only dispense to patients who are authorized to receive REVLIMID and comply with
REMS requirements.

Further information about the REVLIMID REMS program is available at www.celgeneriskmanagement.com or by telephone at 1-888-423-5436.



5.3 Hematologic Toxicity

REVLIMID can cause significant neutropenia and thrombocytopenia. Monitor patients with neutropenia for signs of infection. Advise patients to observe for bleeding
or bruising, especially with use of concomitant medication that may increase risk of bleeding. Patients taking REVLIMID should have their complete blood counts
assessed periodically as described below [see Dosage and Administration (2.1, 2.2, 2.3)].

Monitor complete blood counts (CBC) in patients taking REVLIMID in combination with dexamethasone or as REVLIMID maintenance therapy for MM every 7 days
(weekly) for the first 2 cycles, on Days 1 and 15 of Cycle 3, and every 28 days (4 weeks) thereafter. A dose interruption and/or dose reduction may be required [see
Dosage and Administration (2.1)]. In the MM maintenance therapy trials, Grade 3 or 4 neutropenia was reported in up to 59% of REVLIMID-treated patients and
Grade 3 or 4 thrombocytopenia in up to 38% of REVLIMID-treated patients [see Adverse Reactions (6.1)].

Monitor complete blood counts (CBC) in patients taking REVLIMID for MDS weekly for the first 8 weeks and at least monthly thereafter. Grade 3 or 4 hematologic
toxicity was seen in 80% of patients enrolled in the MDS study. In the 48% of patients who developed Grade 3 or 4 neutropenia, the median time to onset was 42 days
(range, 14-411 days), and the median time to documented recovery was 17 days (range, 2-170 days). In the 54% of patients who developed Grade 3 or 4
thrombocytopenia, the median time to onset was 28 days (range, 8-290 days), and the median time to documented recovery was 22 days (range, 5-224 days) [see Boxed
Warning and Dosage and Administration (2.2)].

Monitor complete blood counts (CBC) in patients taking REVLIMID for MCL weekly for the first cycle (28 days), every 2 weeks during cycles 2-4, and then monthly
thereafter. Patients may require dose interruption and/or dose reduction. In the MCL trial, Grade 3 or 4 neutropenia was reported in 43% of the patients. Grade 3 or 4
thrombocytopenia was reported in 28% of the patients.

Monitor complete blood counts (CBC) in patients taking REVLIMID for FL or MZL weekly for the first 3 weeks of Cycle 1 (28 days), every 2 weeks during Cycles 2-
4, and then monthly thereafter. Patients may require dose interruption and/or dose reduction. In the AUGMENT and MAGNIFY trials, Grade 3 or 4 neutropenia was
reported in 50% and 33%, respectively, of patients in the REVLIMID/rituximab arm. Grade 3 or 4 thrombocytopenia was reported in 2% and 8%, respectively, of
patients in the REVLIMID/rituximab arm [see Adverse Reactions (6.1)].

5.4 Venous and Arterial Thromboembolism

Venous thromboembolic events (VTE [DVT and PE]) and arterial thromboembolic events (ATE, myocardial infarction and stroke) are increased in patients treated with
REVLIMID.

A significantly increased risk of DVT (7.4%) and of PE (3.7%) occurred in patients with MM after at least one prior therapy who were treated with REVLIMID and
dexamethasone therapy compared to patients treated in the placebo and dexamethasone group (3.1% and 0.9%) in clinical trials with varying use of anticoagulant
therapies. In the newly diagnosed multiple myeloma (NDMM) study in which nearly all patients received antithrombotic prophylaxis, DVT was reported as a serious
adverse reaction (3.6%, 2.0%, and 1.7%) in the Rd Continuous, Rd18, and MPT Arms, respectively. The frequency of serious adverse reactions of PE was similar
between the Rd Continuous, Rd18, and MPT Arms (3.8%, 2.8%, and 3.7%, respectively) [see Boxed Warning and Adverse Reactions (6.1)].

Myocardial infarction (1.7%) and stroke (CVA) (2.3%) are increased in patients with MM after at least one prior therapy who were treated with REVLIMID and
dexamethasone therapy compared to patients treated with placebo and dexamethasone (0.6%, and 0.9%) in clinical trials. In the NDMM study, myocardial infarction
(including acute) was reported as a serious adverse reaction (2.3%, 0.6%, and 1.1%) in the Rd Continuous, Rd18, and MPT Arms, respectively. The frequency of
serious adverse reactions of CVA was similar between the Rd Continuous, Rd18, and MPT Arms (0.8%, 0.6 %, and 0.6%, respectively) [see Adverse Reactions (6.1)].

Patients with known risk factors, including prior thrombosis, may be at greater risk and actions should be taken to try to minimize all modifiable factors (e.g.
hyperlipidemia, hypertension, smoking).

In controlled clinical trials that did not use concomitant thromboprophylaxis, 21.5% overall thrombotic events (Standardized MedDRA Query Embolic and Thrombotic
events) occurred in patients with refractory and relapsed MM who were treated with REVLIMID and dexamethasone compared to 8.3% thrombosis in patients treated
with placebo and dexamethasone. The median time to first thrombosis event was 2.8 months. In the NDMM study in which nearly all patients received antithrombotic
prophylaxis, the overall frequency of thrombotic events was 17.4% in patients in the combined Rd Continuous and Rd18 Arms, and was 11.6% in the MPT Arm. The
median time to first thrombosis event was 4.3 months in the combined Rd Continuous and Rd18 Arms.

In the AUGMENT trial, the incidence of VTE (including DVT and PE) in FL or MZL patients was 3.4% in the REVLIMID/rituximab arm [see Adverse Reactions
(6.1)]. In the AUGMENT trial, the incidence of ATE (including MI) in FL or MZL patients was 0.6% in the REVLIMID/rituximab arm [see Adverse Reactions (6.1)].

Thromboprophylaxis is recommended. The regimen of thromboprophylaxis should be based on an assessment of the patient’s underlying risks. Instruct patients to
report immediately any signs and symptoms suggestive of thrombotic events. ESAs and estrogens may further increase the risk of thrombosis and their use should be
based on a benefit-risk decision in patients receiving REVLIMID [see Drug Interactions (7.2)].

5.5 Increased Mortality in Patients with CLL

In a prospective randomized (1:1) clinical trial in the first line treatment of patients with chronic lymphocytic leukemia, single agent REVLIMID therapy increased the
risk of death as compared to single agent chlorambucil. In an interim analysis, there were 34 deaths among 210 patients on the REVLIMID treatment arm compared to
18 deaths among 211 patients in the chlorambucil treatment arm, and hazard ratio for overall survival was 1.92 [95% CI: 1.08 — 3.41], consistent with a 92% increase in
the risk of death. The trial was halted for safety in July 2013.

Serious adverse cardiovascular reactions, including atrial fibrillation, myocardial infarction, and cardiac failure occurred more frequently in the REVLIMID treatment
arm. REVLIMID is not indicated and not recommended for use in CLL outside of controlled clinical trials.

5.6 Second Primary Malignancies

In clinical trials in patients with MM receiving REVLIMID, an increase of hematologic plus solid tumor second primary malignancies (SPM) notably AML and MDS
have been observed. An increase in hematologic SPM including AML and MDS occurred in 5.3% of patients with NDMM receiving REVLIMID in combination with
oral melphalan compared with 1.3% of patients receiving melphalan without REVLIMID. The frequency of AML and MDS cases in patients with NDMM treated with
REVLIMID in combination with dexamethasone without melphalan was 0.4%.

In patients receiving REVLIMID maintenance therapy following high dose intravenous melphalan and auto-HSCT, hematologic SPM occurred in 7.5% of patients
compared to 3.3% in patients receiving placebo. The incidence of hematologic plus solid tumor (excluding squamous cell carcinoma and basal cell carcinoma) SPM
was 14.9%, compared to 8.8% in patients receiving placebo with a median follow-up of 91.5 months. Non-melanoma skin cancer SPM, including squamous cell
carcinoma and basal cell carcinoma, occurred in 3.9% of patients receiving REVLIMID maintenance, compared to 2.6% in the placebo arm.



In patients with relapsed or refractory MM treated with REVLIMID/dexamethasone, the incidence of hematologic plus solid tumor (excluding squamous cell
carcinoma and basal cell carcinoma) SPM was 2.3% versus 0.6% in the dexamethasone alone arm. Non-melanoma skin cancer SPM, including squamous cell
carcinoma and basal cell carcinoma, occurred in 3.1% of patients receiving REVLIMID/dexamethasone, compared to 0.6% in the dexamethasone alone arm.

Patients who received REVLIMID-containing therapy until disease progression did not show a higher incidence of invasive SPM than patients treated in the fixed
duration REVLIMID-containing arms. Monitor patients for the development of second primary malignancies. Take into account both the potential benefit of
REVLIMID and the risk of second primary malignancies when considering treatment with REVLIMID.

In the AUGMENT trial with FL or MZL patients receiving REVLIMID/rituximab therapy, hematologic plus solid tumor SPMs, notably AML, have been observed. In
the AUGMENT trial, hematologic SPM of AML occurred in 0.6% of patients with FL or MZL receiving REVLIMID/rituximab therapy. The incidence of hematologic
plus solid tumor SPMs (excluding nonmelanoma skin cancers) was 1.7% in the REVLIMID/rituximab arm with a median follow-up of 29.8 months (range 0.5 to 51.3
months) [see Adverse Reactions (6.1)]. Monitor patients for the development of second primary malignancies. Take into account both the potential benefit of
REVLIMID and the risk of second primary malignancies when considering treatment with REVLIMID.

5.7 Increased Mortality in Patients with MM When Pembrolizumab Is Added to a Thalidomide Analogue and Dexamethasone

In two randomized clinical trials in patients with MM, the addition of pembrolizumab to a thalidomide analogue plus dexamethasone, a use for which no PD-1 or
PD-L1 blocking antibody is indicated, resulted in increased mortality. Treatment of patients with MM with a PD-1 or PD-L1 blocking antibody in combination with a
thalidomide analogue plus dexamethasone is not recommended outside of controlled clinical trials.

5.8 Hepatotoxicity

Hepatic failure, including fatal cases, has occurred in patients treated with REVLIMID in combination with dexamethasone. In clinical trials, 15% of patients
experienced hepatotoxicity (with hepatocellular, cholestatic and mixed characteristics); 2% of patients with MM and 1% of patients with myelodysplasia had serious
hepatotoxicity events. The mechanism of drug-induced hepatotoxicity is unknown. Pre-existing viral liver disease, elevated baseline liver enzymes, and concomitant
medications may be risk factors. Monitor liver enzymes periodically. Stop REVLIMID upon elevation of liver enzymes. After return to baseline values, treatment at a
lower dose may be considered.

5.9 Severe Cutaneous Reactions

Severe cutaneous reactions including Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN), and drug reaction with eosinophilia and systemic symptoms
(DRESS) have been reported. DRESS may present with a cutaneous reaction (such as rash or exfoliative dermatitis), eosinophilia, fever, and/or lymphadenopathy with
systemic complications such as hepatitis, nephritis, pneumonitis, myocarditis, and/or pericarditis. These events can be fatal. Patients with a prior history of Grade 4 rash
associated with thalidomide treatment should not receive REVLIMID. Consider REVLIMID interruption or discontinuation for Grade 2-3 skin rash. Permanently
discontinue REVLIMID for Grade 4 rash, exfoliative or bullous rash, or for other severe cutaneous reactions such as SJS, TEN or DRESS [see Dosage and
Administration (2.5)].

5.10 Tumor Lysis Syndrome

Fatal instances of tumor lysis syndrome (TLS) have been reported during treatment with REVLIMID. The patients at risk of TLS are those with high tumor burden
prior to treatment. Monitor patients at risk closely and take appropriate preventive approaches. In the AUGMENT trial in FL or MZL patients, TLS occurred in 2
patients (1.1%) in the REVLIMID/rituximab arm. TLS occurred in 1 patient (0.5%) in the MAGNIFY trial during the REVLIMID/rituximab induction period; the
event was a serious, Grade 3 adverse reaction.

5.11 Tumor Flare Reaction

Tumor flare reaction (TFR) has occurred during investigational use of REVLIMID for CLL and lymphoma, and is characterized by tender lymph node swelling, low
grade fever, pain and rash. REVLIMID is not indicated and not recommended for use in CLL outside of controlled clinical trials.

Monitoring and evaluation for TFR is recommended in patients with MCL, FL, or MZL. Tumor flare reaction may mimic progression of disease (PD).

In the MCL trial, 13/134 (10%) of subjects experienced TFR; all reports were Grade 1 or 2 in severity. All of the events occurred in Cycle 1 and one patient developed
TFR again in Cycle 11. In the AUGMENT trial in FL or MZL patients, TFR was reported in 19/176 (10.8%) of patients in REVLIMID with rituximab arm; one patient
in the REVLIMID/rituximab arm experienced a Grade 3 TFR. In the MAGNIFY trial, 9/222 (4.1%) of patients experienced TFR; all reports were Grade 1 or 2 in
severity and 1 event was considered as serious.

REVLIMID may be continued in patients with Grade 1 and 2 TFR without interruption or modification, at the physician’s discretion. Patients with Grade 1 and 2 TFR
may also be treated with corticosteroids, non-steroidal anti-inflammatory drugs (NSAIDs) and/or narcotic analgesics for management of TFR symptoms. In patients
with Grade 3 or 4 TFR, it is recommended to withhold treatment with REVLIMID until TFR resolves to < Grade 1. Patients with Grade 3 or 4 TFR may be treated for
management of symptoms per the guidance for treatment of Grade 1 and 2 TFR.

5.12 Impaired Stem Cell Mobilization

A decrease in the number of CD34+ cells collected after treatment (> 4 cycles) with REVLIMID has been reported. In patients who are auto-HSCT candidates, referral
to a transplant center should occur early in treatment to optimize the timing of the stem cell collection. In patients who received more than 4 cycles of a REVLIMID-
containing treatment or for whom inadequate numbers of CD 34+ cells have been collected with G-CSF alone, G-CSF with cyclophosphamide or the combination of G-
CSF with a CXCR4 inhibitor may be considered.

5.13 Thyroid Disorders

Both hypothyroidism and hyperthyroidism have been reported [see Adverse Reactions (6.2)]. Measure thyroid function before start of REVLIMID treatment and
during therapy.

5.14 Early Mortality in Patients with MCL

In another MCL study, there was an increase in early deaths (within 20 weeks), 12.9% in the REVLIMID arm versus 7.1% in the control arm. On exploratory
multivariate analysis, risk factors for early deaths include high tumor burden, MIPI score at diagnosis, and high WBC at baseline (> 10 x 10°/L).

5.15 Hypersensitivity

Hypersensitivity, including angioedema, anaphylaxis, and anaphylactic reactions to REVLIMID has been reported. Permanently discontinue REVLIMID for
angioedema and anaphylaxis [see Dosage and Administration (2.2)].
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6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described in detail in other sections of the prescribing information:

Embryo-Fetal Toxicity [see Boxed Warning, Warnings and Precautions (5.1, 5.2)]
Hematologic Toxicity [see Boxed Warning, Warnings and Precautions (5.3)]

Venous and Arterial Thromboembolism [see Boxed Warning, Warnings and Precautions (5.4)]
Increased Mortality in Patients with CLL [see Warnings and Precautions (5.5)]

Second Primary Malignancies [see Warnings and Precautions (5.6)]

Increased Mortality in Patients with MM When Pembrolizumab Is Added to a Thalidomide Analogue and Dexamethasone
[see Warnings and Precautions (5.7)]

Hepatotoxicity [see Warnings and Precautions (5.8)]

Severe Cutaneous Reactions[see Warnings and Precautions (5.9)]

Tumor Lysis Syndrome [see Warnings and Precautions (5.10)]

Tumor Flare Reactions [see Warnings and Precautions (5.11)]

Impaired Stem Cell Mobilization [see Warnings and Precautions (5.12)]

Thyroid Disorders [see Warnings and Precautions (5.13)]

Early Mortality in Patients with MCL [see Warnings and Precautions (5.14)]

Hypersensitivity [see Warnings and Precautions (5.15)]

Oo0ooocoo

Oo0Oo0OoO0OO0OO0OO0OO0

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates
in the clinical trials of another drug and may not reflect the rates observed in practice.

Newly Diagnosed MM — REVLIMID Combination Therapy:

Data were evaluated from 1613 patients in a large phase 3 study who received at least one dose of REVLIMID with low dose dexamethasone (Rd) given for 2 different
durations of time (i.e., until progressive disease [Arm Rd Continuous; N=532] or for up to eighteen 28-day cycles [72 weeks, Arm Rd18; N=540] or who received
melphalan, prednisone and thalidomide (Arm MPT; N=541) for a maximum of twelve 42-day cycles (72 weeks). The median treatment duration in the Rd Continuous
arm was 80.2 weeks (range 0.7 to 246.7) or 18.4 months (range 0.16 to 56.7).

In general, the most frequently reported adverse reactions were comparable in Arm Rd Continuous and Arm Rd18, and included diarrhea, anemia, constipation,
peripheral edema, neutropenia, fatigue, back pain, nausea, asthenia, and insomnia. The most frequently reported Grade 3 or 4 reactions included neutropenia, anemia,
thrombocytopenia, pneumonia, asthenia, fatigue, back pain, hypokalemia, rash, cataract, lymphopenia, dyspnea, DVT, hyperglycemia, and leukopenia. The highest
frequency of infections occurred in Arm Rd Continuous (75%) compared to Arm MPT (56%). There were more grade 3 and 4 and serious adverse reactions of infection
in Arm Rd Continuous than either Arm MPT or Rd18.

In the Rd Continuous arm, the most common adverse reactions leading to dose interruption of REVLIMID were infection events (28.8%); overall, the median time to
the first dose interruption of REVLIMID was 7 weeks. The most common adverse reactions leading to dose reduction of REVLIMID in the Rd Continuous arm were
hematologic events (10.7%); overall, the median time to the first dose reduction of REVLIMID was 16 weeks. In the Rd Continuous arm, the most common adverse
reactions leading to discontinuation of REVLIMID were infection events (3.4%).

In both Rd arms, the frequencies of onset of adverse reactions were generally highest in the first 6 months of treatment and then the frequencies decreased over time or
remained stable throughout treatment, except for cataracts. The frequency of onset of cataracts increased over time with 0.7% during the first 6 months and up to 9.6%
by the 2nd year of treatment with Rd Continuous.

Table 4 summarizes the adverse reactions reported for the Rd Continuous, Rd18, and MPT treatment arms.

Table 4: All Adverse Reactions in >5% and Grade 3/4 Adverse Reactions in >1% of Patients with MM in the Rd Continuous or Rd18 Arms*

All Adverse Reactions® Grade 3/4 Adverse Reactions®
Rd Rd
Body System Continuous Rd18 MPT Continuous Rd18 MPT
Adverse Reaction (N =532) (N =540) (N =541) (N=532) (N =540) (N =541)
General disorders and administration site conditions
Fatigue” 173 (33) 177 (33) 154 (28) 39(7 46 ( 9) 31 (6)
Asthenia 150 (28) 123 (23) 124 (23) 41 ( 8) 33(6) 32( 6)
Pyrexia® 114 (21) 102 (19) 76 (14) 13(2) 7(1) 7(1)
Non-cardiac chest pain 29 (5) 31(6) 18(3) <1% <1% <1%
Gastrointestinal disorders
Diarrhea 242 (45) 208 (39) 89 (16) 21 (4 18( 3) 8( 1
Abdominal pain”’ 109 (20) 78 (14) 60 (11) 7(1 9(2 <1%
Dyspepsia 57 (11) 28 (5) 36 (7 <1% <1% 0(0)
Musculoskeletal and connective tissue disorders
Back pain® 170 (32) 145 (27) 116 (21) 37(7 34( 6) 28 ( 5)
Muscle spasms 109 (20) 102 (19) 61 (11 <1% <1% <1%
Arthralgia® 101 (19) 71 (13) 66 (12) 9(2) 8( 1 8( 1
Bone pain 87 (16) 77 (14) 62 (11) 16 ( 3) 15(3) 14 ( 3)
Pain in extremity 79 (15) 66 (12) 61 (11) 8(2) 8( 1 7(1
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All Adverse Reactions®

Grade 3/4 Adverse Reactions”

Body System Cont?l?uous Rd18 MPT Cong:uous Rd18 MPT
Adverse Reaction (N =532) (N =540) (N =541) (N =532) (N =540) (N =541)
Musculoskeletal pain 67 (13) 59 (11) 36 (7 <1% <1% <1%
Musculoskeletal chest pain 60 (11) 51(9) 39(7 6( 1D <1% <1%
Muscular weakness 43 (8 35(6) 29 (5) <1% 8( 1 <1%
Neck pain’ 40 (8 19(4 10(2) <1% <1% <1%
Infections and infestations
Bronchitis® 90 (17) 59 (11) 43 ( 8) 9(2) 6(1 <1%
Nasopharyngitis 80 (15) 54 (10) 33(6) 0(0 0(0 0(0)
Urinary tract infection " 76 (14) 63 (12) 41( 8) 8(2) 8( 1) <1%
Upper respiratory tract infection®” f 69 (13) 53 (10) 31(6) <1% 8( 1) <1%
Pneumonia“® 93 (17) 87 (16) 56 (10) 60 (11) 57(11) 41(8)
Respiratory tract infection” 35(7 25(5) 21 (4 7( D <1% <1%
Influenza’ 33(6) 23(4) 15(3) <1% <1% 0(0)
Gastroenteritis ’ 32(6) 17( 3) 13(2) 0(0 <1% <1%
Lower respiratory tract infection 29 (5) 14 (3) 16 ((3) 10( 2) <1% <1%
Rhinitis " 29 ( 5) 24( 4 14 ( 3) 0(0 0(0 0(0)
Cellulitis® <5% <5% <5% 8(2) <1% <1%
Sepsis*® 33(6) 26 ( 5) 18( 3) 26 ( 5) 20( 4 13(2)
Nervous system disorders
Headache 75 (14) 52 (_10) 56 (10) <1% <1% <1%
Dysgeusia ' 39(7) 45 ( 8) 22( 4 <1% 0( 0.0) <1%
Blood and lymphatic system disorders?
Anemia 233 (44) 193 (36) 229 (42) 97 (18) 85 (16) 102 (19)
Neutropenia 186 (35) 178 (33) 328 (61) 148 (28) 143 (26) 243 (45)
Thrombocytopenia 104 (20) 100 (19) 135 (25) 44 ( 8) 43 ( 8) 60 (11)
Febrile neutropenia 7(1 17(3) 15(3) 6(1) 16 ( 3) 14 (3)
Pancytopenia <1% 6(1) 7(1H <1% <1% <1%
Respiratory, thoracic and mediastinal disorders
Cough’ 121 (23) 94 (17) 68 (13) <1% <1% <1%
Dyspnea®® 117 (22) 89 (16) 113 (21) 30( 6) 22 ( 4) 18 ( 3)
Epistaxis 32(6) 31( 6) 17(3) <1% <1% 0(0)
Oropharyngeal pain ’ 30( 6) 22( 4 14(3) 0(0) 0(0) 0(0)
Dyspnea exertional © 27(5) 29 (5 <5% 6( 1D <1% 0(0
Metabolism and nutrition disorders
Decreased appetite 123 (23) 115 (21) 72 (13) 14 (3) 7(1H <1%
Hypokalemia® 91 (17) 62 (11) 38(7) 35(7) 20( 4) 11(2)
Hyperglycemia 62 (12) 52 (_10) 19(4 28 (5) 23 (4 9(2)
Hypocalcemia 57(11) 56 (10) 31(6) 23 (4 19( 4 8( 1)
Dehydration” 25 (5) 29 (5) 17(3) 8(2) 13(2) 9(2
Gout*© <5% <5% <5% 8(2) 0(0 0(0)
Diabetes mellitus™® <5% <5% <5% 8(2) <1% <1%
Hypophosphatemia <5% <5% <5% 7(1 <1% <1%
Hyponatremia”™® <5% <5% <5% 7( 1D 13(2) 6( 1
Skin and subcutaneous tissue disorders
Rash 139 (26) 151 (28) 105 (19) 39(7) 38(7) 33(6)
Pruritus 47(9) 49(9) 24 ( 4) <1% <1% <1%
Psychiatric disorders
Insomnia 147 (28) 127 (24) 53 ( 10) <1% 6( 1 0(0
Depression 58 (11) 46 ( 9) 30( 6) 10 ( 2) <1% <1%
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All Adverse Reactions® Grade 3/4 Adverse Reactions”
Rd Rd

Body System Continuous Rd18 MPT Continuous Rd18 MPT
Adverse Reaction (N =532) (N =540) (N =541) (N =532) (N =540) (N =541)
Vascular disorders

Deep vein thrombosis*” 55 (10) 39(7 22 (4 30 ( 6) 20( 4 15(3)

Hypotension® 51( 10) 35( 6) 36 ( 7) 12 8( 1 6D
Injury, Poisoning, and Procedural Complications

Fall" 43 ( 8) 25(5) 25(5) <1% 6(1 6( 1

Contusion 33(6) 24 (4) 15(3) <1% <1% 0(0)
Eye disorders

Cataract 73 (14) 31(6) <1% 31( 6) 14 ( 3) <1%

Cataract subcapsular ¢ <5% <5% <5% 7( 1D 0(0) 0(0)
Investigations

Weight decreased 72 (14) 78 (14) 48(9) 11(2) <1% <1%
Cardiac disorders

Atrial fibrillation® 37(7) 25(5) 25(95) 13 (2) 9(2) 6(1

Myocardial infarction (including acute)® - <5% <5% <5% 10 ( 2) <1% <1%
Renal and Urinary disorders

Renal failure (including acute)*@f 49 (9) 54 (10) 37(7) 28 ( 5) 33(6) 29 ( 5)
Neoplasms benign, malignant and unspecified (Including cysts and polyps)

Squamous cell carcinoma®® <5% <5% <5% 8(2) <1% 0(0)

Basal cell carcinoma®®! <5% <5% <5% <1% <1% 0(0

Note: A subject with multiple occurrences of an adverse reaction is counted only once under the applicable Body System/Adverse Reaction.
* All treatment-emergent adverse events in at least 5% of subjects in the Rd Continuous or Rd18 Arms and at least a 2% higher frequency (%) in either the Rd
Continuous or Rd18 Arms compared to the MPT Arm.
b All grade 3 or 4 treatment-emergent adverse events in at least 1% of subjects in the Rd Continuous or Rd18 Arms and at least a 1% higher frequency (%) in
either the Rd Continuous or Rd18 Arms compared to the MPT Arm.
¢ Serious treatment-emergent adverse events in at least 1% of subjects in the Rd Continuous or Rd18 Arms and at least a 1% higher frequency (%) in either
the Rd Continuous or Rd18 Arms compared to the MPT Arm.
4 Preferred terms for the blood and lymphatic system disorders body system were included by medical judgment as known adverse reactions for

Rd Continuous/Rd18, and have also been reported as serious.
¢ Footnote “a” not applicable.
f Footnote “b” not applicable.
@ _ adverse reactions in which at least one resulted in a fatal outcome.
% _ adverse reactions in which at least one was considered to be life threatening (if the outcome of the reaction was death, it is included with death cases).
*Adverse reactions included in combined adverse reaction terms:
Abdominal Pain: Abdominal pain, abdominal pain upper, abdominal pain lower, gastrointestinal pain
Pneumonias: Pneumonia, lobar pneumonia, pneumonia pneumococcal, bronchopneumonia, pneumocystis jiroveci pneumonia, pneumonia legionella,
pneumonia staphylococcal, pneumonia klebsiella, atypical pneumonia, pneumonia bacterial, pneumonia escherichia, pneumonia streptococcal, pneumonia
viral
Sepsis: Sepsis, septic shock, urosepsis, escherichia sepsis, neutropenic sepsis, pneumococcal sepsis, staphylococcal sepsis, bacterial sepsis, meningococcal
sepsis, enterococcal sepsis, klebsiella sepsis, pseudomonal sepsis
Rash: Rash, rash pruritic, rash erythematous, rash maculo-papular, rash generalized, rash papular, exfoliative rash, rash follicular, rash macular, drug rash
with eosinophilia and systemic symptoms, erythema multiforme, rash pustular
Deep Vein Thrombosis: Deep vein thrombosis, venous thrombosis limb, venous thrombosis

Newly Diagnosed MM - REVLIMID Maintenance Therapy Following Auto-HSCT:

Data were evaluated from 1018 patients in two randomized trials who received at least one dose of REVLIMID 10 mg daily as maintenance therapy after auto-HSCT
until progressive disease or unacceptable toxicity. The mean treatment duration for REVLIMID treatment was 30.3 months for Maintenance Study 1 and 24.0 months
for Maintenance Study 2 (overall range across both studies from 0.1 to 108 months). As of the cut-off date of 1 Mar 2015, 48 patients (21%) in the Maintenance Study
1 REVLIMID arm were still on treatment and none of the patients in the Maintenance Study 2 REVLIMID arm were still on treatment at the same cut-off date

The adverse reactions listed from Maintenance Study 1 included events reported post-transplant (completion of high-dose melphalan /auto-HSCT), and the
maintenance treatment period. In Maintenance Study 2, the adverse reactions were from the maintenance treatment period only. In general, the most frequently reported
adverse reactions (more than 20% in the REVLIMID arm) across both studies were neutropenia, thrombocytopenia, leukopenia, anemia, upper respiratory tract
infection, bronchitis, nasopharyngitis, cough, gastroenteritis, diarrhea, rash, fatigue, asthenia, muscle spasm and pyrexia. The most frequently reported Grade 3 or 4
reactions (more than 20% in the REVLIMID arm) included neutropenia, thrombocytopenia, and leukopenia. The serious adverse reactions lung infection and
neutropenia (more than 4.5%) occurred in the REVLIMID arm.

For REVLIMID, the most common adverse reactions leading to dose interruption were hematologic events (29.7%, data available in Maintenance Study 2 only). The
most common adverse reaction leading to dose reduction of REVLIMID were hematologic events (17.7%, data available in Maintenance Study 2 only). The most
common adverse reactions leading to discontinuation of REVLIMID were thrombocytopenia (2.7%) in Maintenance Study 1 and neutropenia (2.4%) in Maintenance
Study 2.
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The frequencies of onset of adverse reactions were generally highest in the first 6 months of treatment and then the frequencies decreased over time or remained stable

throughout treatment.

Table 5 summarizes the adverse reactions reported for the REVLIMID and placebo maintenance treatment arms.

Table 5: All Adverse Reactions in >5% and Grade 3/4 Adverse Reactions in >1% of Patients with MM in the REVLIMID Vs Placebo Arms*

Maintenance Study 1

Maintenance Study 2

. a Grade 3/4 Adverse . a Grade 3/4 Adverse

Body System All Adverse Reactions Reactions " All Adverse Reactions Reactions ?
Adverse Reaction REVLIMID Placebo REVLIMID Placebo REVLIMID Placebo REVLIMID Placebo

(N=224) (N=221) (N=224) (N=221) (N=293) (N=280) (N=293) (N=280)

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Blood and lymphatic system disorders
Neutropenia ©* 177 (79) 94 (43) 133 (59) 73 (33) 178 (61) 33(12) 158 (54) 21( 8)
Thrombocytopenia ¢ 162 (72) 101 (46) 84 (38) 67 (30) 69 (24) 29 (10) 38(13) 8(3)
%
Leukopenia© 51(23) 25(11) 45 (20) 22 (10) 93 (32) 21( 8) 71 (24) 5(2)
Anemia 47 (21) 27(12) 23 (10) 18( 8) 26( 9) 15( %) 11(4 3( D
Lymphopenia 40 (18) 29 (13) 37 (17) 26 (12) 13( 4) 3( 1 11(4 <1%
Pancytopenia 4" <1% 0( 0 0( 0) 0(0) 12( 4 <1% 7(2) <1%
Febrile neutropenia 39(17) 34 (15) 39(17) 34 (15) 7( 2 <1% 5(2) <1%
Infections and infestations”
Upper respiratory 60 (27) 35(16) 7(3) 9(4) 32(11) 18( 6) <1% 0(0)
tract infection ©
Neutropenic infection 40 (18) 19(9) 27(12) 14 ( 6) 0( 0 0( 0 0(0) 0(0)
Pneumonias* ¢ * 31(14) 15(7) 23 (10) 7(3) 50(17) 13( 95 27(9) 5(2)
Bronchitis © 10( 4) 9(4 <1% 5(2) 139 (47) 104 (37) 4( 1 <1%
Nasopharyngitis © 5( 2) <1% 0( 0) 0(0) 102 (35) 84 (30) <1% 0(0)
Gastroenteritis ¢ 0( 0) 0(0) 0( 0) 0(0) 66 (23) 55(20) 6(2) 0(0)
Rhinitis © <1% 0(0) 0( 0) 0(0) 44 (15) 19(7 0(0) 0(0)
Sinusitis © 8( 4) 3( D 0( 0) 0(0) 41 (14) 26(9) 0(0) <1%
Influenza© 8( 4) 5(2) <1% <1% 39(13) 19(7) 3(D 0(0)
Lung infection © 21( 9) <1% 19( 8) <1% 9( 3) 4( 1 <1% 0(0)
Lower respiratory 13( 6) 5(2) 6(3) 4(2) 4( D 4( 1 0(0) <1%
tract infection °
Infection 12( %) 6(3) 9( 4 5(2) 17( 6) 5(2) 0(0) 0(0)
Urinary tract 9( 4) 5(2) 4(2) 4(2) o
infection® ¢¢ 22( 8) 17( 6) <1% 0(0)
Lower respiratory 6( 3) <1% 4(2) 0(0) 0( 0) 0(0) 0(0) 0(0)
tract infection
bacterial ¢
Bacteremia ¢ 5(2) 0(0) 4(2) 0(0) 0( 0 0(0 0(0) 0(0)
Herpes zoster ¢ 11(5 10( 5) 3(D <1% 29 ( 10) 25(9) 6(2) <1%
Sepsis* 4@ <1% <1% 0(0) 0(0) 6( 2) <1% 4(1) <1%
Gastrointestinal disorders
Diarrhea 122 (54) 83 (38) 22 ( 10) 17( 8) 114 (39) 34 (12) 7(2) 0(0)
Nausea © 33(15) 22 (10) 16 ( 7) 10( 5) 31( 11) 28 ( 10) 0(0) 0(0)
Vomiting 17( 8) 12(5) 8( 4 5(2) 16( 5) 15( 95 <1% 0(0)
Constipation ° 12( 95 8( 4 0(0) 0(0) 37 ( 13) 25(9) <1% 0(0)
Abdominal pain ° 8( 4) 7(3) <1% 4(2) 31( 11) 15(5) <1% <1%
Abdominal pain 0( 0) 0( 0) 0( 0) 0( 0) 20( 7) 12( 4) <1% 0( 0)
upper
General disorders and administration site conditions
Asthenia 0( 0 <1% 0(0) 0(0 87 ( 30) 53(19) 10( 3) <1%
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Maintenance Study 1 Maintenance Study 2

Grade 3/4 Adverse All Adverse Reactions * Grade 3/4 Adverse

All Adverse Reactions *

Body System Reactions " Reactions "
Adverse Reaction REVLIMID Placebo REVLIMID Placebo REVLIMID Placebo REVLIMID Placebo
(N=224) (N=221) (N=224) (N=221) (N=293) (N=280) (N=293) (N=280)
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Fatigue 51(23) 30(14) 21(9) 9(4) 31( 11) 15(95) 3( 1 0(0)
Pyrexia ¢ 17( 8) 10( 5) <1% <1% 60 ( 20) 26( 9) <1% 0(0)

Skin and subcutaneous tissue disorders

Dry skin © 9( 4) 4(2) 0(0) 0(0) 31( 11 21( 8) 0(0) 0( 0)
Rash 71(32) 48 (22) 115 5(2) 22( 8) 17( 6) 3( D 0(0)
Pruritus 9( 4) 4(2) 3(1) 0(0) 21( 7) 25(9) <1% 0(0)
Nervous system disorders

Paresthesia © <1% 0( 0 0(0) 0(0) 39 ( 13) 30(11) <1% 0(0)
Peripheral o
neuropathy* 34 (15) 30 (14) 8( 4) 8( 4) 29 ( 10) 15(95) 4( 1 <1%
Headache ¢ 11(5) 8( 4 5(2) <1% 25( 9 21( 8) 0(0) 0(0)
Investigations

Alanine 16(7) 3(D 8( 4) 0(0) 5(2) 5(2) 0(0) <1%
aminotransferase

increased

Aspartate 13( 6) 5(2) 6(3) 0(0) <1% 5(2) 0(0) 0(0)
aminotransferase

increased ¢

Metabolism and nutrition disorders

Hypokalemia 24 (11) 13( 6) 16(7) 12( 5) 12( 4) <1% <1% 0(0)
Dehydration 9(4) 5(2) 7(3) 3(D 0(0 0( 0) 0(0 0(0)
Hypophosphatemia ¢ 16( 7) 15(7) 13( 6) 14 ( 6) 0(0) <1% 0(0) 0(0)
Musculoskeletal and connective tissue disorders

Muscle spasms ° 0( 0) <1% 0(0) 0(0) 98 (33) 43 (15) <1% 0(0)
Myalgia ¢ 7( 3) 8( 4 3(D 5(2) 19( 6) 12(4 <1% <1%

Musculoskeletal pain <1% <1% 0( 0) 0( 0) 19( 6) 11( 44) 0( 0) 0( 0)

Hepatobiliary disorders
Hyperbilirubinemia ¢ 34 (15) 19(9) 4(2) <1% 4( D <1% <1% 0(0)

Respiratory, thoracic and mediastinal disorders

Cough® 23 (10) 12( 5) 3( 1D <1% 80 (27) 56 ( 20) 0(0) 0(0)
Dyspnea® © 15( 7 9( 4) 8(4) 4(2) 17( 6) 9( 3) <1% 0(0)
Rhinorrhea ¢ 0( 0) 3( 1) 0(0) 0(0) 15( 5) 6( 2) 0(0) 0(0)

R}lclmonary embolism 0( 0) 0( 0) 0(0) 0(0) 3( 1) 0( 0) <1% 0(0)

Vascular disorders

Deep vein 8( 4) <1% 5(2) <1% 7( 2) <1% 401 <1%
thrombosis*® ¢%

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Myelodysplastic
syndrome °¢¢ (2 0(0 <1% 0(0 3( 1) 0(0) <1% 0( 0)

Note: Adverse Events (AEs) are coded to Body System /Adverse Reaction using MedDRA v15.1. A subject with multiple occurrences of an adverse reaction is
counted only once under the applicable Body System/Adverse Reaction.

* All treatment-emergent AEs in at least 5% of patients in the REVLIMID Maintenance group and at least 2% higher frequency (%) than the Placebo Maintenance
group.

® All grade 3 or 4 treatment-emergent AEs in at least 1% of patients in the REVLIMID Maintenance group and at least 1% higher frequency (%) than the Placebo
Maintenance group.

¢ All serious treatment-emergent AEs in at least 1% of patients in the REVLIMID Maintenance group and at least 1% higher frequency (%) than the Placebo
Maintenance group.

4 Footnote “a” not applicable for either study

¢ Footnote “b” not applicable for either study

@ _ADRs where at least one resulted in a fatal outcome

% _ ADRs where at least one was considered to be Life Threatening (if the outcome of the event was death, it is included with death cases)
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# - All adverse reactions under Body System of Infections and Infestation except for rare infections of Public Health interest will be considered listed
*Adverse Reactions for combined ADR terms (based on relevant TEAE PTs included in Maintenance Studies 1 and 2 [per MedDRA v 15.1]):

Pneumonias Bronchopneumonia, Lobar pneumonia, Pneumocystis jiroveci pneumonia, Pneumonia, Pneumonia klebsiella, Pneumonia legionella, Pneumonia
mycoplasmal, Pneumonia pneumococcal, Pneumonia streptococcal, Pneumonia viral, Lung disorder, Pneumonitis

Sepsis: Bacterial sepsis, Pneumococcal sepsis, Sepsis, Septic shock, Staphylococcal sepsis

Peripheral neuropathy: Neuropathy peripheral, Peripheral motor neuropathy, Peripheral sensory neuropathy, Polyneuropathy

Deep vein thrombosis: Deep vein thrombosis, Thrombosis, Venous thrombosis

After At Least One Prior Therapy for MM:

Data were evaluated from 703 patients in two studies who received at least one dose of REVLIMID/dexamethasone (353 patients) or placebo/dexamethasone (350
patients).

In the REVLIMID/dexamethasone treatment group, 269 patients (76%) had at least one dose interruption with or without a dose reduction of REVLIMID compared to
199 patients (57%) in the placebo/dexamethasone treatment group. Of these patients who had one dose interruption with or without a dose reduction, 50% in the
REVLIMID/dexamethasone treatment group had at least one additional dose interruption with or without a dose reduction compared to 21% in the
placebo/dexamethasone treatment group. Most adverse reactions and Grade 3/4 adverse reactions were more frequent in patients who received the combination of
REVLIMID/dexamethasone compared to placebo/dexamethasone.

Tables 6, 7, and 8 summarize the adverse reactions reported for REVLIMID/dexamethasone and placebo/dexamethasone groups.

Table 6: Adverse Reactions Reported in >5% of Patients and with a >2% Difference in Proportion of Patients with MM between the
REVLIMID/dexamethasone and Placebo/dexamethasone Groups

Body System REVLIMID/Dex Placebo/Dex
Adverse Reaction (N=353) (N=350)
n (%) n (%)
Blood and lymphatic system disorders
Neutropenia” 149 (42) 22( 6)
Anemia® 111 (31) 83 (24)
Thrombocytopenia® 76 (22) 37(11)
Leukopenia 28( 8) 4( 1
Lymphopenia 19(5) 5(1)
General disorders and administration site conditions
Fatigue 155 (44) 146 (42)
Pyrexia 97 (27) 82(23)
Peripheral edema 93 (26) 74 (21)
Chest pain 29( 8) 20 ( 6)
Lethargy 24(7) 8(2)
Gastrointestinal disorders
Constipation 143 (41) 74 (21)
Diarrhea® 136 (39) 96 (27)
Nausea® 92 (26) 75 (21)
Vomiting® 43 (12) 33(9)
Abdominal pain® 35( 10) 22( 6)
Dry mouth 25(7) 13( 4)
Musculoskeletal and connective tissue disorders
Muscle cramp 118 (33) 74 (21)
Back pain 91 (26) 65 (19)
Bone pain 48 (14) 39 (11
Pain in limb 42 (12) 32(9)
Nervous system disorders
Dizziness 82 (23) 59 (17)
Tremor 75 (21) 26( 7)
Dysgeusia 54 (15) 34 ( 10)
Hypoesthesia 36 (10) 25(7)
Neuropathy® 23(7) 13(4)
Respiratory, thoracic and mediastinal disorders
Dyspnea 83 (24) 60 (17)
Nasopharyngitis 62 (18) 31(9)
Pharyngitis 48 (14) 33(9)
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Body System REVLIMID/Dex Placebo/Dex
Adverse Reaction (N=353) (N=350)
n (%) n (%)
Bronchitis 40 (11) 30(9)
Infections® and infestations
Upper respiratory tract infection 87 (25) 55(16)
Pneumonia® 48 (14) 29( 8)
Urinary tract infection 30(8) 19(5)
Sinusitis 26 (7) 16 ( 5)
Skin and subcutaneous system disorders
Rash® 75 (21) 33(9)
Sweating increased 35(10) 25(7)
Dry skin 33(9) 14(4
Pruritus 27(8) 18( 5)
Metabolism and nutrition disorders
Anorexia 55(16) 34 ( 10)
Hypokalemia 48 (14) 21( 6)
Hypocalcemia 31(9) 10( 3)
Appetite decreased 24(7) 14( 4
Dehydration 23 (7) 15(4
Hypomagnesemia 24 (7) 10( 3)
Investigations
Weight decreased | 69 (20) ‘ 52 (15)
Eye disorders
Blurred vision | 61 (17) ‘ 40 (11)
Vascular disorders
Deep vein thrombosis™ 33(9) 15( 4)
Hypertension 28 (8) 20 ( 6)
Hypotension 25(7) 15(4)
Table 7: Grade 3/4 Adverse Reactions Reported in >2% Patients and with a >1% Difference in Proportion of Patients with MM between the
REVLIMID/dexamethasone and Placebo/dexamethasone groups
Body System REVLIMID/Dex Placebo/Dex
Adverse Reaction (N=353) (N=350)
n (%) n (%)
Blood and lymphatic system disorders
Neutropenia” 118 (33) 12 (3)
Thrombocytopenia® 43 (12) 22 (6)
Anemia® 35(10) 20 ( 6)
Leukopenia 14 (4) <1%
Lymphopenia 10 (3) 4(1)
Febrile neutropenia” 8(2) 0(0)
General disorders and administration site conditions
Fatigue | 23(7) | 17(5)
Vascular disorders
Deep vein thrombosis™ | 29(8) | 12(3)
Infections and infestations
Pneumonia® 30(8) 19 (5)
Urinary tract infection 5(1) <1%
Metabolism and nutrition disorders
Hypokalemia 17(5) 5(1)
Hypocalcemia 13(4) 6(2)
Hypophosphatemia 9(3) 0(0)

Respiratory, thoracic and mediastinal disorders
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Body System REVLIMID/Dex Placebo/Dex
Adverse Reaction (N=353) (N=350)
n (%) n (%)
Pulmonary embolism® 14 (4) <1%
Respiratory distress® 4(1) 0(0)
Musculoskeletal and connective tissue disorders
Muscle weakness 20 (6) 10 (3)
Gastrointestinal disorders
Diarrhea® 11(3) 4(1)
Constipation 7(2) <1%
Nausea® 6(2) <1%
Cardiac disorders
Atrial fibrillation® 13(4) 401
Tachycardia 6(2) <1%
Cardiac failure congestive® 5(1) <1%

Nervous system disorders

Syncope 10 (3) <1%
Dizziness 7(2) <1%
Eye disorders

Cataract 6(2) <1%
Cataract unilateral 5(0D 0(0)
Psychiatric disorder

Depression 10 (3) 6(2)

Table 8: Serious Adverse Reactions Reported in >1% Patients and with a >1% Difference in Proportion of Patients with MM between the
REVLIMID/dexamethasone and Placebo/dexamethasone Groups

Body System REVLIMID/Dex Placebo/Dex
Adverse Reaction (N=353) (N=350)
n (%) n (%)

Blood and lymphatic system disorders
Febrile neutropenia® ‘ 6(2) ‘ 0(0)

Vascular disorders

Deep vein thrombosis™ | 26 (7) ‘ 11(3)

Infections and infestations
Pneumonia® | 33 (9) ‘ 21 (6)

Respiratory, thoracic, and mediastinal disorders

Pulmonary embolism® | 13 (4) ‘ <1%

Cardiac disorders
Atrial fibrillation® 11(3) <1%

Cardiac failure congestive® 5(D 0(0)

Nervous system disorders

Cerebrovascular accident® 7(2) <1%

Gastrointestinal disorders
Diarrhea @ 6(2) <1%
Musculoskeletal and connective tissue disorders
Bone pain 4(1) 0(0)

For Tables 6, 7 and 8 above:
@ _ adverse reactions in which at least one resulted in a fatal outcome.
% _ adverse reactions in which at least one was considered to be life threatening (if the outcome of the reaction was death, it is included with death cases).

Median duration of exposure among patients treated with REVLIMID/dexamethasone was 44 weeks while median duration of exposure among patients treated with
placebo/dexamethasone was 23 weeks. This should be taken into consideration when comparing frequency of adverse reactions between two treatment groups
REVLIMID/dexamethasone vs. placebo/dexamethasone.

Venous and Arterial Thromboembolism [see Boxed Warning, Warnings and Precautions (5.4)]

VTE and ATE are increased in patients treated with REVLIMID.



Deep vein thrombosis (DVT) was reported as a serious (7.4%) or severe (8.2%) adverse drug reaction at a higher rate in the REVLIMID/dexamethasone group
compared to 3.1 % and 3.4% in the placebo/dexamethasone group, respectively in the 2 studies in patients with at least 1 prior therapy with discontinuations due to
DVT adverse reactions reported at comparable rates between groups. In the NDMM study, DVT was reported as an adverse reaction (all grades: 10.3%, 7.2%, 4.1%),
as a serious adverse reaction (3.6%, 2.0%, 1.7%), and as a Grade 3/4 adverse reaction (5.6%, 3.7%, 2.8%) in the Rd Continuous, Rd18, and MPT Arms, respectively.
Discontinuations and dose reductions due to DVT adverse reactions were reported at comparable rates between the Rd Continuous and Rd18 Arms (both <1%).
Interruption of REVLIMID treatment due to DVT adverse reactions was reported at comparable rates between the Rd Continuous (2.3%) and Rd18 (1.5%) arms.
Pulmonary embolism (PE) was reported as a serious adverse drug reaction (3.7%) or Grade 3/4 (4.0%) at a higher rate in the REVLIMID/dexamethasone group
compared to 0.9% (serious or grade 3/4) in the placebo/dexamethasone group in the 2 studies in patients with, at least 1 prior therapy, with discontinuations due to PE
adverse reactions reported at comparable rates between groups. In the NDMM study, the frequency of adverse reactions of PE was similar between the Rd Continuous,
Rd18, and MPT Arms for adverse reactions (all grades: 3.9%, 3.3%, and 4.3%, respectively), serious adverse reactions (3.8%, 2.8%, and 3.7%, respectively), and grade
3/4 adverse reactions (3.8%, 3.0%, and 3.7%, respectively).

Myocardial infarction was reported as a serious (1.7%) or severe (1.7%) adverse drug reaction at a higher rate in the REVLIMID/dexamethasone group compared to 0.6
% and 0.6% respectively in the placebo/dexamethasone group. Discontinuation due to MI (including acute) adverse reactions was 0.8% in REVLIMID/dexamethasone
group and none in the placebo/dexamethasone group. In the NDMM study, myocardial infarction (including acute) was reported as an adverse reaction (all grades:
2.4%, 0.6%, and 1.1%), as a serious adverse reaction, (2.3%, 0.6%, and 1.1%), or as a severe adverse reaction (1.9%, 0.6%, and 0.9%) in the Rd Continuous, Rd18, and
MPT Arms, respectively.

Stroke (CVA) was reported as a serious (2.3%) or severe (2.0%) adverse drug reaction in the REVLIMID/dexamethasone group compared to 0.9% and 0.9%
respectively in the placebo/dexamethasone group. Discontinuation due to stroke (CVA) was 1.4% in REVLIMID/ dexamethasone group and 0.3% in the
placebo/dexamethasone group. In the NDMM study, CVA was reported as an adverse reaction (all grades: 0.8%, 0.6%, and 0.6%), as a serious adverse reaction (0.8%,
0.6 %, and 0.6%), or as a severe adverse reaction (0.6%, 0.6%, 0.2%) in the Rd Continuous, Rd18, and MPT arms respectively.

Other Adverse Reactions: After At Least One Prior Therapy for MM

In these 2 studies, the following adverse drug reactions (ADRs) not described above that occurred at >1% rate and of at least twice of the placebo percentage rate were
reported:

Blood and lymphatic system disorders: pancytopenia, autoimmune hemolytic anemia
Cardiac disorders: bradycardia, myocardial infarction, angina pectoris
Endocrine disorders: hirsutism

Eye disorders: blindness, ocular hypertension

Gastrointestinal disorders: gastrointestinal hemorrhage, glossodynia

General disorders and administration site conditions: malaise
Investigations: liver function tests abnormal, alanine aminotransferase increased
Nervous system disorders: cerebral ischemia

Psychiatric disorders: mood swings, hallucination, loss of libido

Reproductive system and breast disorders: erectile dysfunction

Respiratory, thoracic and mediastinal disorders: cough, hoarseness

Skin and subcutaneous tissue disorders: exanthem, skin hyperpigmentation
Myelodysplastic Syndromes

A total of 148 patients received at least 1 dose of 10 mg REVLIMID in the del 5q MDS clinical study. At least one adverse reaction was reported in all of the 148
patients who were treated with the 10 mg starting dose of REVLIMID. The most frequently reported adverse reactions were related to blood and lymphatic system
disorders, skin and subcutaneous tissue disorders, gastrointestinal disorders, and general disorders and administrative site conditions.

Thrombocytopenia (61.5%; 91/148) and neutropenia (58.8%; 87/148) were the most frequently reported adverse reactions. The next most common adverse reactions
observed were diarrhea (48.6%; 72/148), pruritus (41.9%; 62/148), rash (35.8%; 53/148) and fatigue (31.1%; 46/148). Table 9 summarizes the adverse reactions that
were reported in > 5% of the REVLIMID treated patients in the del 5q¢ MDS clinical study. Table 10 summarizes the most frequently observed Grade 3 and Grade 4
adverse reactions regardless of relationship to treatment with REVLIMID. In the single-arm studies conducted, it is often not possible to distinguish adverse reactions
that are drug-related and those that reflect the patient’s underlying disease.

Table 9: Summary of Adverse Reactions Reported in >5% of the
REVLIMID Treated Patients in del 5q MDS Clinical Study

10 mg Overall
Body System
[Adverse Reaction * (N=148)
Patients with at least one adverse reaction 148 (100)
Blood and Lymphatic System Disorders
Thrombocytopenia 91 (61)
Neutropenia 87 (59
Anemia 17 (11
Leukopenia 12 )
Febrile Neutropenia 8 (5)
Skin and Subcutaneous Tissue Disorders
Pruritus 62 (42)
Rash 53 (36)
Dry Skin 21 (14
Contusion 12 ®)
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Body System

10 mg Overall

[Adverse Reaction * (N=148)
Night Sweats 12 ®)
Sweating Increased 10 (7)
Ecchymosis 8 5)
Erythema 8 5
Gastrointestinal Disorders
Diarrhea 72 (49)
Constipation 35 (24)
Nausea 35 (24
Abdominal Pain 18 (12)
Vomiting 15 (10)
Abdominal Pain Upper 12 (8)
Dry Mouth 10 7
Loose Stools 9 (6)
Respiratory, Thoracic and Mediastinal Disorders
Nasopharyngitis 34 (23)
Cough 29 (20)
Dyspnea 25 (17)
Pharyngitis 23 (16)
Epistaxis 22 (15)
Dyspnea Exertional 10 (7)
Rhinitis 10 (7)
Bronchitis 9 (6)

General Disorders and Administration Site Conditions
Fatigue 46 (31
Pyrexia 31 (21)
Edema Peripheral 30 (20)
Asthenia 22 (15)
Edema 15 (10)
Pain 10 (7)
Rigors 9 (6)
Chest Pain 8 (5)

Musculoskeletal and Connective Tissue Disorders
Arthralgia 32 (22
Back Pain 31 (2D
Muscle Cramp 27 (18)
Pain in Limb 16 (11)
Myalgia 13 )
Peripheral Swelling 12 (®)

Nervous System Disorders
Dizziness 29  (20)
Headache 29  (20)
Hypoesthesia 10 (7)
Dysgeusia 9 (6)
Peripheral Neuropathy 8 %)

Infections and Infestations
Upper Respiratory Tract Infection 22 (15)
Pneumonia 17 (11)
Urinary Tract Infection 16 (11)
Sinusitis 12 ®)
Cellulitis 8 (5)

Metabolism and Nutrition Disorders
Hypokalemia 16 (11)
Anorexia 15 (10)
Hypomagnesemia 9 (6)

Investigations
Alanine Aminotransferase Increased 12 (6]

Psychiatric Disorders
Insomnia 15 (10)
Depression 8 (5)

Renal and Urinary Disorders
Dysuria 10 (@)

Vascular Disorders
Hypertension 9 (6)

Endocrine Disorders
Acquired Hypothyroidism 10 (7)

Cardiac Disorders
Palpitations 8 (5)
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* Body System and adverse reactions are coded using the MedDRA dictionary. Body System
and adverse reactions are listed in descending order of frequency for the Overall column. A patient with multiple
occurrences of an adverse reaction is counted only once under the applicable Body System/Adverse Reaction.

Table 10: Most Frequently Observed Grade 3 and 4 Adverse Reactions '
Regardless of Relationship to Study Drug Treatment in the del Sq MDS Clinical Study

10 mg
Adverse Reactions ? (N=148)

[Patients with at least one Grade 3/4 AE 131 (89)
Neutropenia 79 (53)
Thrombocytopenia 74 (50)
Pneumonia 11 (7)
Rash 10 (1)
Anemia 9 (6)
Leukopenia 8 (5
Fatigue 7 (5
Dyspnea 7 0O
Back Pain 7 (5
Febrile Neutropenia 6 4
Nausea 6 (4
Diarrhea 5 (3
Pyrexia 5 (3
Sepsis 4 (3)
Dizziness 4 (3)
Granulocytopenia 3 (2
Chest Pain 3 Q)
Pulmonary Embolism 3 2
Respiratory Distress 3 2
Pruritus 3 (2
Pancytopenia 3
Muscle Cramp 3 (2
Respiratory Tract Infection 2 (D
Upper Respiratory Tract Infection 2
Asthenia 2 (1
Multi-organ Failure 2 (D
Epistaxis 2 (1)
Hypoxia 2 D
Pleural Effusion 2 (D
Pneumonitis 2 (D
Pulmonary Hypertension 2 (1
Vomiting 2 (1)
Sweating Increased 2 (D
Arthralgia 2 1
Pain in Limb 2 (D)
Headache 2 (1)
Syncope 2 )

! Adverse reactions with frequency >1% in the 10 mg Overall group. Grade 3 and 4 are based on National Cancer Institute Common
Toxicity Criteria version 2.

% Adverse reactions are coded using the MedDRA dictionary. A patient with multiple occurrences of an adverse reaction is counted only
once in the adverse reaction category.

In other clinical studies of REVLIMID in MDS patients, the following serious adverse reactions (regardless of relationship to study drug treatment) not described in
Table 9 or 10 were reported:

Blood and lymphatic system disorders: warm type hemolytic anemia, splenic infarction, bone marrow depression, coagulopathy, hemolysis, hemolytic anemia,
refractory anemia

Cardiac disorders: cardiac failure congestive, atrial fibrillation, angina pectoris, cardiac arrest, cardiac failure, cardio-respiratory arrest, cardiomyopathy, myocardial
infarction, myocardial ischemia, atrial fibrillation aggravated, bradycardia, cardiogenic shock, pulmonary edema, supraventricular arrhythmia, tachyarrhythmia,
ventricular dysfunction

Ear and labyrinth disorders: vertigo
Endocrine disorders: Basedow’s disease

Gastrointestinal disorders: gastrointestinal hemorrhage, colitis ischemic, intestinal perforation, rectal hemorrhage, colonic polyp, diverticulitis, dysphagia, gastritis,
gastroenteritis, gastroesophageal reflux disease, obstructive inguinal hernia, irritable bowel syndrome, melena, pancreatitis due to biliary obstruction, pancreatitis,
perirectal abscess, small intestinal obstruction, upper gastrointestinal hemorrhage

General disorders and administration site conditions: disease progression, fall, gait abnormal, intermittent pyrexia, nodule, rigors, sudden death

Hepatobiliary disorders: hyperbilirubinemia, cholecystitis, acute cholecystitis, hepatic failure
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Immune system disorders: hypersensitivity

Infections and infestations: infection bacteremia, central line infection, clostridial infection, ear infection, Enterobacter sepsis, fungal infection, herpes viral infection
NOS, influenza, kidney infection, Klebsiella sepsis, lobar pneumonia, localized infection, oral infection, Pseudomonas infection, septic shock, sinusitis acute, sinusitis,
Staphylococcal infection, urosepsis

Injury, poisoning and procedural complications: femur fracture, transfusion reaction, cervical vertebral fracture, femoral neck fracture, fractured pelvis, hip fracture,
overdose, post procedural hemorrhage, rib fracture, road traffic accident, spinal compression fracture

Investigations: blood creatinine increased, hemoglobin decreased, liver function tests abnormal, troponin I increased
Metabolism and nutrition disorders: dehydration, gout, hypernatremia, hypoglycemia
Musculoskeletal and connective tissue disorders: arthritis, arthritis aggravated, gouty arthritis, neck pain, chondrocalcinosis pyrophosphate

Neoplasms benign, malignant and unspecified: acute leukemia, acute myeloid leukemia, bronchoalveolar carcinoma, lung cancer metastatic, lymphoma, prostate
cancer metastatic

Nervous system disorders: cerebrovascular accident, aphasia, cerebellar infarction, cerebral infarction, depressed level of consciousness, dysarthria, migraine, spinal
cord compression, subarachnoid hemorrhage, transient ischemic attack

Psychiatric disorders: confusional state
Renal and urinary disorders: renal failure, hematuria, renal failure acute, azotemia, calculus ureteric, renal mass
Reproductive system and breast disorders: pelvic pain

Respiratory, thoracic and mediastinal disorders: bronchitis, chronic obstructive airways disease exacerbated, respiratory failure, dyspnea exacerbated, interstitial
lung disease, lung infiltration, wheezing

Skin and subcutaneous tissue disorders: acute febrile neutrophilic dermatosis
Vascular system disorders: deep vein thrombosis, hypotension, aortic disorder, ischemia, thrombophlebitis superficial, thrombosis
Mantle Cell Lymphoma

In the MCL trial, a total of 134 patients received at least 1 dose of REVLIMID. Their median age was 67 (range 43-83) years, 128/134 (96%) were Caucasian, 108/134
(81%) were males and 82/134 (61%) had duration of MCL for at least 3 years.

Table 11 summarizes the most frequently observed adverse reactions regardless of relationship to treatment with REVLIMID. Across the 134 patients treated in this
study, median duration of treatment was 95 days (1-1002 days). Seventy-eight patients (58%) received 3 or more cycles of therapy, 53 patients (40%) received 6 or
more cycles, and 26 patients (19%) received 12 or more cycles. Seventy-six patients (57%) underwent at least one dose interruption due to adverse reactions, and 51
patients (38%) underwent at least one dose reduction due to adverse reactions. Twenty-six patients (19%) discontinued treatment due to adverse reactions.

Table 11: Incidence of Adverse Reactions (>10%) or Grade 3/ 4 AE (in at least 2 patients)
in Mantle Cell Lymphoma

All Adverse Reactions' Grade 3/4 Adverse
Body System .,
Adverse Reaction (N=134) Reactions® (N=134)
n (%) n (%)

General disorders and administration site conditions

Fatigue 45 (34) 9(7)
Pyrexia® 31(23) 3(2)
Edema peripheral 21 (16) 0
Asthenia® 19 (14) 43)
General physical health deterioration 3(2) 2(1)
Gastrointestinal disorders

Diarrhea® 42 (31) 8 (6)
Nausea® 40 (30) 1 (<1)
Constipation 21 (16) 1(<1)
Vomiting® 16 (12) 1(<1)
Abdominal pain® 13 (10) 5(4)
Musculoskeletal and connective tissue disorders

Back pain 18 (13) 2(1)
Muscle spasms 17 (13) 1(<1)
Arthralgia 11(8) 2(1)
Muscular weakness® 8 (6) 2(1)

Respiratory, thoracic and mediastinal disorders

Cough 38 (28) 1(<1)
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Body System All Adverse Reactions' Grade 3/4 Adverse
Adverse Reaction (N=134) Reactions” (N=134)
n (%) n (%)
Dyspnea® 24 (18) 8 (6)
Pleural Effusion 10 (7) 2(1)
Hypoxia 3(2) 2(1)
Pulmonary embolism 3(2) 2(1)
Respiratory distress® 2(1) 2(1)
Oropharyngeal pain 13 (10) 0
Infections and infestations
Pneumonia®?® 19 (14) 12 (9)
Upper respiratory tract infection 17 (13) 0
Cellulitis® 3(2) 2(1)
Bacteremia® 2(1) 2(1)
Staphylococcal sepsis® 2(D) 2(1)
Urinary tract infection® 5(4) 2(1)
Skin and subcutaneous tissue disorders
Rash * 30 (22) 2(1)
Pruritus 23 (17) 1 (<1)
Blood and lymphatic system disorders
Neutropenia 65 (49) 58 (43)
Thrombocytopenia”$ 48 (36) 37 (28)
Anemia® 41 (31) 15 (11)
Leukopenia® 20 (15) 9(7)
Lymphopenia 10( 7) 54)
Febrile neutropenia® 8 (6) 8 (6)
Metabolism and nutrition disorders
Decreased appetite 19 (14) 1(<1)
Hypokalemia 17 (13) 32
Dehydration® 10 (7) 4(3)
Hypocalcemia 4(3) 2(1)
Hyponatremia 3(2) 3(2)
Renal and urinary disorders
Renal failure’ 5(4) 2(1)
Vascular disorders
Hypotension® $ 9(7) 4(3)
Deep vein thrombosis® 5(4) 5(4)
Neoplasms benign, malignant and unspecified (including cysts and polyps)
Tumor flare 13 (10) 0
Squamous cell carcinoma of skin® 4(3) 4(3)
Investigations
Weight decreased 17 (13) 0

I_MCL trial AEs — All treatment emergent AEs with >10% of subjects.

2.MCL trial Grade 3/4 AEs — All treatment-emergent Grade 3/4 AEs in 2 or more subjects.

$_MCL trial Serious AEs — All treatment-emergent SAEs in 2 or more subjects.

@_ Adverse reactions where at least one resulted in a fatal outcome.

%_ Adverse reactions where at least one was considered to be Life Threatening (if the outcome of the event was death, it is included with death cases).
# All adverse reactions under Body System of Infections except for rare infections of Public Health interest will be considered listed.

- All adverse reactions under HLT of Rash will be considered listed.



The following adverse reactions which have occurred in other indications including another MCL study and not described above have been reported (1%-10%) in
patients treated with REVLIMID monotherapy for mantle cell lymphoma.

Cardiac disorder: Cardiac failure

Ear and labyrinth disorders: Vertigo

General disorders and administration site conditions: Chills

Infections and infestations: Respiratory tract infection, sinusitis, nasopharyngitis, oral herpes
Musculoskeletal and connective tissue disorders: Pain in extremity

Nervous system disorders: Dysgeusia, headache, neuropathy peripheral, lethargy
Psychiatric disorders: Insomnia

Skin and subcutaneous tissue disorders: Dry skin, night sweats

The following serious adverse reactions not described above and reported in 2 or more patients treated with REVLIMID monotherapy for mantle cell lymphoma.

Blood and lymphatic system disorders: Neutropenia

Cardiac disorder: Myocardial infarction (including acute MI), supraventricular tachycardia

Infections and infestations: Clostridium difficile colitis, sepsis

Neoplasms benign, malignant and unspecified (including cysts and polyps): Basal cell carcinoma
Respiratory, thoracic, and mediastinal disorders: Chronic obstructive pulmonary disease, pulmonary embolism

Follicular Lymphoma or Marginal Zone Lymphoma

The safety of REVLIMID/ rituximab was evaluated in 398 patients with either previously treated follicular lymphoma or marginal zone lymphoma in two clinical trials;
AUGMENT (N=176) and MAGNIFY (N=222) [see Clinical Studies (14.4)]. Subjects were 18 years or older in age, had an ECOG PS <2, ANC >1,000 cells/mm® and
platelets> 75,000/mm?® (unless secondary to bone marrow involvement by lymphoma), hemoglobin >8g/dL, AST and ALT < 3x ULN (unless documented liver
involvement with lymphoma, and creatinine clearance of > 30mL/min. Subjects with active HIV, hepatitis B or C were not eligible.

In the AUGMENT trial, patients received REVLIMID 20 mg daily by mouth on days 1 — 21 of each 28 day cycle with rituximab 375 mg/m? weekly (days 1, 8, 15 and
22 in cycle 1) then on day 1 of cycles 2-5 (n=176) or placebo with rituximab 375 mg/m* weekly (days 1, 8, 15 and 22 in cycle 1) then on day 1 of cycles 2-5 (n=180) for
up to 12 cycles. In the MAGNIFY trial, patients received REVLIMID 20 mg by mouth daily, days 1-21 of each 28 day cycle with rituximab 375 mg/m? weekly (days 1,
8, 15 and 22 in cycle 1) then on day 1 of cycles 3, 5, 7, 9 and 11 in the induction phase of the trial (n=222). In the AUGMENT trial, 88.1% of patients completed at least
6 cycles of REVLIMID/rituximab, and 71% of patients completed 12 cycles. In the ongoing MAGNIFY trial as of May 1, 2017, 62.2% of patients completed at least 6
cycles of REVLIMID/rituximab, and 30.6% of patients completed 12 cycles.

Across both clinical trials (AUGMENT and MAGNIFY), patients had a median age of 64 5 years (26 to 91); 49% were male; and 81% were White.

Fatal adverse reactions occurred in 6 patients (1.5%) receiving REVLIMID/rituximab. Fatal adverse reactions (1 each) included cardio-respiratory arrest, arrhythmia,
cardiopulmonary failure, multiple organ dysfunction syndrome, sepsis, and acute kidney injury. Serious adverse reactions occurred in 26% of patients receiving
REVLIMID/rituximab in AUGMENT and 29% in MAGNIFY. The most frequent serious adverse reaction that occurred in > 2.5% of patients in the
REVLIMID/rituximab arm was febrile neutropenia (3%). Permanent discontinuation of REVLIMID or rituximab due to an adverse reaction occurred in 14.6% of
patients in the REVLIMID/rituximab arm. The most common adverse reaction (in at least 1%) requiring permanent discontinuation of REVLIMID or rituximab was
neutropenia (4.8%).

The most common adverse reactions occurring in at least 20% of subjects were; neutropenia (48%), fatigue (37%), diarrhea (32%), constipation (27%), nausea (21%),
and cough (20%).

Table 12: All Grade Adverse Reactions (>5%) or Grade 3/4 Adverse Reactions (>1%) in Patients with FL and
MZL with a Difference Between Arms of >1% When Compared to Control Arm in AUGMENT Trial

All Adverse Reactions Grade 3/ 4 Adverse Reactions 2
REVLIMID + Rituximab + Placebo REVLIMID + Rituximab + Placebo
Rituximab Arm (Control Arm) Rituximab Arm (Control Arm)
Body System (N=176) (N=180) (N=176) (N=180)
Adverse Reaction* n (%) n (%) n (%) n (%)

Infections and infestations
Upper respiratory tract 32(18) 23 (13) 2(1.1) 4(2.2)
infection
Influenza 17 (10) 8(4.4) 1(<1) 0(0)
Pneumonia %% 13(7) 6(3.3) 6(3.4) 4(2.2)
Sinusitis 13(7) 5(2.8) 0(0) 0(0)
Urinary tract infection® 13(7) 7(3.9) 1(<1D 1(<1)
Bronchitis 8 (4.5) 6(3.3) 2(1.1) 0(0)
Gastroenteritis * 6(3.4) 4(2.2) 2(1.1) 0(0)
Neoplasms benign, malignant and unspecified (including cysts and polyps)
Tumor flare $ ‘ 19 (11) ‘ 1(<1) ‘ 1(<1) ‘ 0(0)
Blood and lymphatic disorders
Neutropenia >% % ‘ 102 (58) ‘ 40 (22) ‘ 88 (50) ‘ 23 (13)
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All Adverse Reactions '

Grade 3 / 4 Adverse Reactions 2

REVLIMID + Rituximab + Placebo REVLIMID + Rituximab + Placebo
Rituximab Arm (Control Arm) Rituximab Arm (Control Arm)
Body System (N=176) (N=180) (N=176) (N=180)
Adverse Reaction* n (%) n (%) n (%) n (%)
Leukopenia %% 36 (20) 17 (9) 12 (7) 3(1.7)
Anemia*® 28 (16) 8(4.4) 8 (4.5) 1(<1)
Thrombocytopenia *5% 26 (15) 8 (4.4) 4(2.3) 2(1.1)
Lymphopenia 8(4.5) 14 (8) 5(2.8) 2 (1.1)
Febrile 5(2.8) 1(<1) 5(2.8) 1(<1)
Neutropenia %%
Metabolism and nutrition disorders
Decreased Appetite 23 (13) 11 (6) 2(1.1) 0(0)
Hypokalemia * 14 (8) 5(2.8) 4(2.3) 0(0)
Hyperuricemia 10 (6) 8(4.4) 1(<1) 1(<1)
Nervous system disorders
Headache 26 (15) 17 (9) 1(<D 0(0)
Dizziness 15(9) 9(5) 0(0) 0(0)
Vascular disorders
Hypotension ” 9(5) 1(<1 1(<1) 0(0)
Thromboembolic 8 (4.5) 2(1.D) 4(2.3) 2(1.1)
events **
Respiratory, thoracic and mediastinal disorders
Cough® 43 (24) 35(19) 1(<1) 0(0)
Dyspnea® 19 (11) 8 (4.4) 2(1.1) 1(<1)
Oropharyngeal pain 10 (6) 8(4.4) 0(0) 0(0)
Pulmonary 4(2.3) 1(<1) 4(2.3) 1(<1
Embolism >
Chronic obstructive 3(1.7) 0(0) 2(1.1) 0(0)
pulmonary disease
Respiratory failure > 2(1.1) 1(<1) 2(1.1) 0(0)
Gastrointestinal disorders
Diarrhea % 55(31) 41 (23) 5(2.8) 0(0)
Constipation 46 (26) 25 (14) 0(0) 0(0)
Abdominal pain®* 32(18) 20(11) 2(1.1) 0(0)
Vomiting $ 17 (10) 13(7) 0(0) 0(0)
Dyspepsia 16 (9) 5(2.8) 0(0) 0(0)
Stomatitis 9(5) 7(3.9) 0(0) 0(0)
Skin and subcutaneous tissue disorders
Rash ¢ 39(22) 14 (8) 5(2.8) 2 (1.1)
Pruritus %* 36 (20) 9(5) 2(1.1) 0(0)
Dry skin 9(5) 6(3.3) 0(0) 0(0)
Dermatitis acneiform 8 (4.5) 0(0) 2(1.1) 0(0)
Musculoskeletal and connective tissue disorders
Muscle Spasms 23 (13) 9(5) 1(<1) 1(<1D
Pain in Extremity 8 (4.5) 9(5) 2(1) 0(0)
Renal disorders
Acute Kidney 3(1.7) 0(0) 2(1.D) 0(0)
Injury 35@%
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All Adverse Reactions ' Grade 3 / 4 Adverse Reactions 2
REVLIMID + Rituximab + Placebo REVLIMID + Rituximab + Placebo

Rituximab Arm (Control Arm) Rituximab Arm (Control Arm)
Body System (N=176) (N=180) (N=176) (N=180)
Adverse Reaction* n (%) n (%) n (%) n (%)
Cardiac disorders
Supraventricular 2(1.D) 0(0) 2(1.1) 0(0)

tachycardia *$

General disorders and administration site conditions

Fatigue 38 (22) 33 (18) 2(1.1) 1(<1)
Pyrexia 35 3721 27 (15) 1(<1) 3(1.7)
Asthenia 3 24 (14) 19 (11) 2(1.1) 1(<1)
Edema Peripheral $ 23 (13) 16 (9) 0 (0) 0 (0)
Chills 14 (8) 8 (4.4) 0 (0) 0 (0)
Malaise 13 (7) 10 (6) 0 (0) 0 (0)
Influenza like illness 9(5) 7(3.9) 0 (0) 0(0)

Psychiatric disorders

Insomnia 14 (8) 11(6) 0(0) 0(0)
Investigations

Alanine 18 (10) 15(8) 3(1.7) 1(<1)
Aminotransferase

Increased

WBC count decreased 16 (9) 13 (7) 5(2.8) 2(1.1)
Lymphocyte count 12 (7) 12(7) 6(3.4) 2(1.1)
decreased

Blood bilirubin 10 (6) 0(0) 0(0) 0(0)
increased

Weight Decreased 12(7) 2(1.1) 0(0) 0(0)

Note: Adverse reactions are coded to body system/adverse reaction using MedDRA 21. A patient with multiple occurrences of an adverse
reaction is counted only once under the applicable Body System/Adverse reaction.

! All treatment-emergent AEs in at least 5% of patients in the REVLIMID + rituximab group and at least 1% higher frequency (%) than the
rituximab + placebo group (control arm).

2 All grade 3 or 4 treatment-emergent AEs in at least 1% of patients in the REVLIMID + rituximab group and at least 1% higher frequency (%)
than the rituximab + placebo group (control arm).

3 All serious treatment-emergent AEs in at least 1% of patients in the REVLIMID + rituximab group and at least 1% higher frequency (%) than
the rituximab + placebo group (control arm).

$Serious ADR reported.

@ - adverse reactions in which at least one resulted in a fatal outcome.

% - adverse reactions in which at least one was considered to be life threatening (if the outcome of the reaction was death, it is included with death
cases).

*Adverse Reactions for combined ADR terms (based on relevant TEAE PTs [per MedDRA version 21.0]):

a “Thromboembolic events” combined term includes the following PTs: pulmonary embolism, deep vein thrombosis, cerebrovascular accident,
embolism, and thrombosis.

b “Cough” combined AE term includes the following PTs: cough and productive cough.

¢ “Abdominal pain” combined AE term includes the following PTs: abdominal pain and abdominal pain upper.

d “Rash” combined AE term includes the following PTs: rash maculo-papular, rash erythematous, rash macular, rash papular, rash pruritic, and
rash generalized.

e “Pruritus” combined AE term includes the following PTs: pruritus, pruritus generalized, rash pruritic, and pruritus allergic.

6.2 Postmarketing Experience

The following adverse drug reactions have been identified from the worldwide post-marketing experience with REVLIMID. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure [see
Warnings and Precautions Section (5.8 to 5.11, and 5.13)]

Endocrine disorders: Hypothyroidism, hyperthyroidism

Hepatobiliary disorders: Hepatic failure (including fatality), toxic hepatitis, cytolytic hepatitis, cholestatic hepatitis, mixed cytolytic/cholestatic hepatitis, transient
abnormal liver laboratory tests

Immune system disorders: Angioedema, anaphylaxis, acute graft-versus-host disease (following allogeneic hematopoietic transplant), solid organ transplant rejection
Infections and infestations: Viral reactivation (such as hepatitis B virus and herpes zoster), progressive multifocal leukoencephalopathy (PML)

Neoplasms benign, malignant and unspecified (including cysts and polyps): Tumor lysis syndrome, tumor flare reaction

Respiratory, thoracic and mediastinal disorders: Pneumonitis

Skin and subcutaneous tissue disorders: Stevens-Johnson Syndrome, toxic epidermal necrolysis, drug reaction with eosinophilia and systemic symptoms (DRESS)
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7 DRUG INTERACTIONS
7.1 Digoxin

When digoxin was co-administered with multiple doses of REVLIMID (10 mg/day) the digoxin C.x and AUC;,s were increased by 14%. Periodically monitor digoxin
plasma levels, in accordance with clinical judgment and based on standard clinical practice in patients receiving this medication, during administration of REVLIMID.

7.2 Concomitant Therapies That May Increase the Risk of Thrombosis

Erythropoietic agents, or other agents that may increase the risk of thrombosis, such as estrogen containing therapies, should be used with caution after making a
benefit-risk assessment in patients receiving REVLIMID [see Warnings and Precautions (5.4)].

7.3 Warfarin

Co-administration of multiple doses of REVLIMID (10 mg/day) with a single dose of warfarin (25 mg) had no effect on the pharmacokinetics of lenalidomide or R- and
S-warfarin. Expected changes in laboratory assessments of PT and INR were observed after warfarin administration, but these changes were not affected by
concomitant REVLIMID administration. It is not known whether there is an interaction between dexamethasone and warfarin. Close monitoring of PT and INR is
recommended in patients with MM taking concomitant warfarin.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in females exposed to REVLIMID during pregnancy as well as female partners of male
patients who are exposed to REVLIMID. This registry is also used to understand the root cause for the pregnancy. Report any suspected fetal exposure to REVLIMID
to the FDA via the MedWatch program at 1-800-FDA-1088 and also to Celgene Corporation at 1-888-423-5436.

Risk Summary

Based on the mechanism of action [see Clinical Pharmacology (12.1)] and findings from animal studies [see Data], REVLIMID can cause embryo-fetal harm when
administered to a pregnant female and is contraindicated during pregnancy [see Boxed Warning, Contraindications (4.1), and Use in Specific Populations (5.1)].

REVLIMID is a thalidomide analogue. Thalidomide is a human teratogen, inducing a high frequency of severe and life-threatening birth defects such as amelia
(absence of limbs), phocomelia (short limbs), hypoplasticity of the bones, absence of bones, external ear abnormalities (including anotia, micropinna, small or absent
external auditory canals), facial palsy, eye abnormalities (anophthalmos, microphthalmos), and congenital heart defects. Alimentary tract, urinary tract, and genital
malformations have also been documented and mortality at or shortly after birth has been reported in about 40% of infants.

Lenalidomide caused thalidomide-type limb defects in monkey offspring. Lenalidomide crossed the placenta after administration to pregnant rabbits and pregnant rats
[see Data]. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised of the potential risk to a
fetus.

If pregnancy does occur during treatment, immediately discontinue the drug. Under these conditions, refer patient to an obstetrician/gynecologist experienced in
reproductive toxicity for further evaluation and counseling. Report any suspected fetal exposure to REVLIMID to the FDA via the MedWatch program at 1-800-FDA-
1088 and also to Celgene Corporation at 1-888-423-5436.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All pregnancies have a background risk of birth defect,
loss, or other adverse outcomes. The estimated background risk in the U.S. general population of major birth defects is 2%-4% and of miscarriage is 15%-20% of
clinically recognized pregnancies.

Data
Animal data

In an embryo-fetal developmental toxicity study in monkeys, teratogenicity, including thalidomide-like limb defects, occurred in offspring when pregnant monkeys
received oral lenalidomide during organogenesis. Exposure (AUC) in monkeys at the lowest dose was 0.17 times the human exposure at the maximum recommended
human dose (MRHD) of 25 mg. Similar studies in pregnant rabbits and rats at 20 times and 200 times the MRHD respectively, produced embryo lethality in rabbits and
no adverse reproductive effects in rats.

In a pre- and post-natal development study in rats, animals received lenalidomide from organogenesis through lactation. The study revealed a few adverse effects on
the offspring of female rats treated with lenalidomide at doses up to 500 mg/kg (approximately 200 times the human dose of 25 mg based on body surface area). The
male offspring exhibited slightly delayed sexual maturation and the female offspring had slightly lower body weight gains during gestation when bred to male offspring.
As with thalidomide, the rat model may not adequately address the full spectrum of potential human embryo-fetal developmental effects for lenalidomide.

Following daily oral administration of lenalidomide from Gestation Day 7 through Gestation Day 20 in pregnant rabbits, fetal plasma lenalidomide concentrations were
approximately 20-40% of the maternal C,,,, Following a single oral dose to pregnant rats, lenalidomide was detected in fetal plasma and tissues; concentrations of
radioactivity in fetal tissues were generally lower than those in maternal tissues. These data indicated that lenalidomide crossed the placenta.

8.2 Lactation

Risk Summary

There is no information regarding the presence of lenalidomide in human milk, the effects of REVLIMID on the breastfed child, or the effects of REVLIMID on milk
production. Because many drugs are excreted in human milk and because of the potential for adverse reactions in breastfed children from REVLIMID, advise women
not to breastfeed during treatment with REVLIMID.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing
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REVLIMID can cause fetal harm when administered during pregnancy [see Use in Specific Populations (8.1)]. Verify the pregnancy status of females of reproductive
potential prior to initiating REVLIMID therapy and during therapy. Advise females of reproductive potential that they must avoid pregnancy 4 weeks before therapy,
while taking REVLIMID, during dose interruptions and for at least 4 weeks after completing therapy.

Females of reproductive potential must have 2 negative pregnancy tests before initiating REVLIMID. The first test should be performed within 10-14 days, and the
second test within 24 hours prior to prescribing REVLIMID. Once treatment has started and during dose interruptions, pregnancy testing for females of reproductive
potential should occur weekly during the first 4 weeks of use, then pregnancy testing should be repeated every 4 weeks in females with regular menstrual cycles. If
menstrual cycles are irregular, the pregnancy testing should occur every 2 weeks. Pregnancy testing and counseling should be performed if a patient misses her period
or if there is any abnormality in her menstrual bleeding. REVLIMID treatment must be discontinued during this evaluation.

Contraception

Females

Females of reproductive potential must commit either to abstain continuously from heterosexual sexual intercourse or to use 2 methods of reliable birth control
simultaneously: one highly effective form of contraception — tubal ligation, IUD, hormonal (birth control pills, injections, hormonal patches, vaginal rings, or implants),
or partner’s vasectomy, and 1 additional effective contraceptive method — male latex or synthetic condom, diaphragm, or cervical cap. Contraception must begin 4
weeks prior to initiating treatment with REVLIMID, during therapy, during dose interruptions, and continuing for 4 weeks following discontinuation of REVLIMID
therapy. Reliable contraception is indicated even where there has been a history of infertility, unless due to hysterectomy. Females of reproductive potential should be
referred to a qualified provider of contraceptive methods, if needed.

Males

Lenalidomide is present in the semen of males who take REVLIMID. Therefore, males must always use a latex or synthetic condom during any sexual contact with
females of reproductive potential while taking REVLIMID and for up to 4 weeks after discontinuing REVLIMID, even if they have undergone a successful vasectomy.
Male patients taking REVLIMID must not donate sperm.

8.4 Pediatric Use
Safety and effectiveness have not been established in pediatric patients.
8.5 Geriatric Use

MM In Combination: Overall, of the 1613 patients in the NDMM study who received study treatment, 94% (1521 /1613) were 65 years of age or older, while 35%
(561/1613) were over 75 years of age. The percentage of patients over age 75 was similar between study arms (Rd Continuous: 33%; Rd18: 34%; MPT: 33%). Overall,
across all treatment arms, the frequency in most of the adverse reaction categories (eg, all adverse reactions, grade 3/4 adverse reactions, serious adverse reactions) was
higher in older (> 75 years of age) than in younger (< 75 years of age) subjects. Grade 3 or 4 adverse reactions in the General Disorders and Administration Site
Conditions body system were consistently reported at a higher frequency (with a difference of at least 5%) in older subjects than in younger subjects across all treatment
arms. Grade 3 or 4 adverse reactions in the Infections and Infestations, Cardiac Disorders (including cardiac failure and congestive cardiac failure), Skin and
Subcutaneous Tissue Disorders, and Renal and Urinary Disorders (including renal failure) body systems were also reported slightly, but consistently, more frequently
(<5% difference), in older subjects than in younger subjects across all treatment arms. For other body systems (e.g., Blood and Lymphatic System Disorders, Infections
and Infestations, Cardiac Disorders, Vascular Disorders), there was a less consistent trend for increased frequency of grade 3/4 adverse reactions in older vs younger
subjects across all treatment arms Serious adverse reactions were generally reported at a higher frequency in the older subjects than in the younger subjects across all
treatment arms.

MM Maintenance Therapy: Overall, 10% (106/1018) of patients were 65 years of age or older, while no patients were over 75 years of age. Grade 3 or 4 adverse
reactions were higher in the REVLIMID arm (more than 5% higher) in the patients 65 years of age or older versus younger patients. The frequency of Grade 3 or 4
adverse reactions in the Blood and Lymphatic System Disorders were higher in the REVLIMID arm (more than 5% higher) in the patients 65 years of age or older
versus younger patients. There were not a sufficient number of patients 65 years of age or older in REVLIMID maintenance studies who experienced either a serious
adverse reaction, or discontinued therapy due to an adverse reaction to determine whether elderly patients respond relative to safety differently from younger patients.

MM After At Least One Prior Therapy: Of the 703 MM patients who received study treatment in Studies 1 and 2, 45% were age 65 or over while 12% of patients were
age 75 and over. The percentage of patients age 65 or over was not significantly different between the REVLIMID/dexamethasone and placebo/dexamethasone groups.
Of the 353 patients who received REVLIMID/dexamethasone, 46% were age 65 and over. In both studies, patients > 65 years of age were more likely than patients <
65 years of age to experience DVT, pulmonary embolism, atrial fibrillation, and renal failure following use of REVLIMID. No differences in efficacy were observed
between patients over 65 years of age and younger patients.

Of the 148 patients with del 5q MDS enrolled in the major study, 38% were age 65 and over, while 33% were age 75 and over. Although the overall frequency of
adverse reactions (100%) was the same in patients over 65 years of age as in younger patients, the frequency of serious adverse reactions was higher in patients over 65
years of age than in younger patients (54% vs. 33%). A greater proportion of patients over 65 years of age discontinued from the clinical studies because of adverse
reactions than the proportion of younger patients (27% vs.16%). No differences in efficacy were observed between patients over 65 years of age and younger patients.

Of the 134 patients with MCL enrolled in the MCL trial, 63% were age 65 and over, while 22% of patients were age 75 and over. The overall frequency of adverse
reactions was similar in patients over 65 years of age and in younger patients (98% vs. 100%). The overall incidence of grade 3 and 4 adverse reactions was also similar
in these 2 patient groups (79% vs. 78%, respectively). The frequency of serious adverse reactions was higher in patients over 65 years of age than in younger patients
(55% vs. 41%). No differences in efficacy were observed between patients over 65 years of age and younger patients.

FL or MZL in Combination: Overall, 48% (282/590) of patients were 65 years of age or older, while 14% (82/590) of patients were over 75 years of age. The overall
frequency of adverse reactions was similar in patients 65 years of age or older and younger patients for both studies pooled (98%). Grade 3 or 4 adverse reactions were
higher in the REVLIMID arm (more than 5% higher) in the patients 65 years of age or older versus younger patients (71% versus 59%). The frequency of Grade 3 or 4
adverse reactions were higher in the REVLIMID arm (more than 5% higher) in the patients 65 years of age or older versus younger patients in the Blood and Lymphatic
System Disorders (47% versus 40%) and Infections and Infestations (16% versus 11%). Serious adverse reactions were higher in the REVLIMID arm (more than 5%
higher) in the patients 65 years of age or older versus younger patients (37% versus 18%). The frequency of serious adverse reactions were higher in the REVLIMID
arm (more than 5% higher) in the patients 65 years of age or older versus younger patients in Infections and Infestations (15% versus 6%).

Since elderly patients are more likely to have decreased renal function, care should be taken in dose selection. Monitor renal function.
8.6 Renal Impairment

Adjust the starting dose of REVLIMID based on the creatinine clearance value and for patients on dialysis [see Dosage and Administration (2.6)].
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10 OVERDOSAGE

There is no specific experience in the management of REVLIMID overdose in patients with MM, MDS, MCL, FL, or MZL. In dose-ranging studies in healthy subjects,
some were exposed to up to 200 mg (administered 100 mg BID) and in single-dose studies, some subjects were exposed to up to 400 mg. Pruritus, urticaria, rash, and
elevated liver transaminases were the primary reported AEs. In clinical trials, the dose-limiting toxicity was neutropenia and thrombocytopenia.

11 DESCRIPTION

REVLIMID, a thalidomide analogue, is an immunomodulatory agent with antiangiogenic and antineoplastic properties. The chemical name is 3-(4-amino-1-oxo 1,3-
dihydro-2H-isoindol-2-yl) piperidine-2,6-dione and it has the following chemical structure:

O O H
N

N o

NH,

3-(4-amino-1-oxo 1,3-dihydro-2H-isoindol-2-yl) piperidine-2,6-dione

The empirical formula for lenalidomide is C;3H;3N30; and the gram molecular weight is 259 3.

Lenalidomide is an off-white to pale-yellow solid powder. It is soluble in organic solvent/water mixtures, and buffered aqueous solvents. Lenalidomide is more soluble
in organic solvents and low pH solutions. Solubility was significantly lower in less acidic buffers, ranging from about 0.4 to 0.5 mg/ml. Lenalidomide has an
asymmetric carbon atom and can exist as the optically active forms S(-) and R(+), and is produced as a racemic mixture with a net optical rotation of zero.

REVLIMID is available in 2.5 mg, 5 mg, 10 mg, 15 mg, 20 mg and 25 mg capsules for oral administration. Each capsule contains lenalidomide as the active ingredient
and the following inactive ingredients: lactose anhydrous, microcrystalline cellulose, croscarmellose sodium, and magnesium stearate. The 5 mg and 25 mg capsule
shell contains gelatin, titanium dioxide and black ink. The 2.5 mg and 10 mg capsule shell contains gelatin, FD&C blue #2, yellow iron oxide, titanium dioxide and
black ink. The 15 mg capsule shell contains gelatin, FD&C blue #2, titanium dioxide and black ink. The 20 mg capsule shell contains gelatin, FD&C blue #2, yellow
iron oxide, titanium dioxide and black ink.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Lenalidomide is an analogue of thalidomide with immunomodulatory, antiangiogenic, and antineoplastic properties. Cellular activities of lenalidomide are mediated
through its target cereblon, a component of a cullin ring E3 ubiquitin ligase enzyme complex. In vitro, in the presence of drug, substrate proteins (including Aiolos,
Ikaros, and CK1a) are targeted for ubiquitination and subsequent degradation leading to direct cytotoxic and immunomodulatory effects. Lenalidomide inhibits
proliferation and induces apoptosis of certain hematopoietic tumor cells including MM, mantle cell lymphoma, and del (5q) myelodysplastic syndromes, follicular
lymphoma and marginal zone lymphoma in vitro. Lenalidomide causes a delay in tumor growth in some in vivo nonclinical hematopoietic tumor models including MM.
Immunomodulatory properties of lenalidomide include increased number and activation of T cells and natural killer (NK) cells leading to direct and enhanced antibody-
dependent cell-mediated cytotoxicity (ADCC) via increased secretion of interleukin-2 and interferon-gamma, increased numbers of NKT cells, and inhibition of pro-
inflammatory cytokines (e.g , TNF-a and IL-6) by monocytes. In MM cells, the combination of lenalidomide and dexamethasone synergizes the inhibition of cell
proliferation and the induction of apoptosis. The combination of lenalidomide and rituximab increases ADCC and direct tumor apoptosis in follicular lymphoma cells
and increases ADCC in marginal zone lymphoma cells compared to rituximab alone in vitro.

29



12.2 Pharmacodynamics
Cardiac Electrophysiology

The effect of lenalidomide on the QTc interval was evaluated in 60 healthy male subjects in a thorough QT study. At a dose two times the maximum recommended
dose, lenalidomide did not prolong the QTc interval. The largest upper bound of the two-sided 90% CI for the mean differences between lenalidomide and placebo was
below 10 ms.

12.3 Pharmacokinetics

Absorption

Lenalidomide is rapidly absorbed following oral administration. Following single and multiple doses of REVLIMID in patients with MM or MDS, the maximum
plasma concentrations occurred between 0.5 and 6 hours post-dose. The single and multiple dose pharmacokinetic disposition of lenalidomide is linear with AUC and
Conax values increasing proportionally with dose. Multiple doses of REVLIMID at the recommended dosage does not result in drug accumulation.

Administration of a single 25 mg dose of REVLIMID with a high-fat meal in healthy subjects reduces the extent of absorption, with an approximate 20% decrease in
AUC and 50% decrease in Cy,. In the trials where the efficacy and safety were established for REVLIMID, the drug was administered without regard to food intake.
REVLIMID can be administered with or without food.

The oral absorption rate of lenalidomide in patients with MCL is similar to that observed in patients with MM or MDS.

Distribution

In vitro [**C]-lenalidomide binding to plasma proteins is approximately 30%.

Lenalidomide is present in semen at 2 hours (1379 ng/ejaculate) and 24 hours (35 ng/ejaculate) after the administration of REVLIMID 25 mg daily.
Elimination

The mean half-life of lenalidomide is 3 hours in healthy subjects and 3 to 5 hours in patients with MM, MDS or MCL.

Metabolism

Lenalidomide undergoes limited metabolism. Unchanged lenalidomide is the predominant circulating component in humans. Two identified metabolites are 5-
hydroxy-lenalidomide and N-acetyl-lenalidomide; each constitutes less than 5% of parent levels in circulation.

Excretion

Elimination is primarily renal. Following a single oral administration of ['*C]-lenalidomide 25 mg to healthy subjects, approximately 90% and 4% of the radioactive
dose was eliminated within ten days in urine and feces, respectively. Approximately 82% of the radioactive dose was excreted as lenalidomide in the urine within 24
hours. Hydroxy-lenalidomide and N-acetyl-lenalidomide represented 4.6% and 1.8% of the excreted dose, respectively. The renal clearance of lenalidomide exceeds
the glomerular filtration rate.

Specific Populations

Renal Impairment Eight subjects with mild renal impairment (creatinine clearance (CLcr) 50 to 79 mL/min calculated using Cockcroft-Gault), 9 subjects with
moderate renal impairment (CLcr 30 to 49 mL/min), 4 subjects with severe renal impairment (CLcr < 30 mL/min), and 6 patients with end stage renal disease (ESRD)
requiring dialysis were administered a single 25 mg dose of REVLIMID. Three healthy subjects of similar age with normal renal function (CLcr > 80 mL/min) were
also administered a single 25 mg dose of REVLIMID. As CLcr decreased, half-life increased and drug clearance decreased linearly. Patients with moderate and severe
impairment had a 3-fold increase in half-life and a 66% to 75% decrease in drug clearance compared to healthy subjects. Patients on hemodialysis (n=6) had an
approximate 4.5-fold increase in half-life and an 80% decrease in drug clearance compared to healthy subjects. Approximately 30% of the drug in body was removed
during a 4-hour hemodialysis session.

Adjust the starting dose of REVLIMID in patients with renal impairment based on the CLcr value [see Dosage and Administration (2.6)].

Hepatic Impairment Mild hepatic impairment (defined as total bilirubin > 1 to 1.5 times upper limit normal (ULN) or any aspartate transaminase greater than ULN) did
not influence the disposition of lenalidomide. No pharmacokinetic data is available for patients with moderate to severe hepatic impairment.

Other Intrinsic Factors Age (39 to 85 years), body weight (33 to 135 kg), sex, race, and type of hematological malignancies (MM, MDS or MCL) did not have a
clinically relevant effect on lenalidomide clearance in adult patients.

Drug Interactions

Co-administration of a single dose or multiple doses of dexamethasone (40 mg) had no clinically relevant effect on the multiple dose pharmacokinetics of REVLIMID
(25 mg).

Co-administration of REVLIMID (25 mg) after multiple doses of a P-gp inhibitor such as quinidine (600 mg twice daily) did not significantly increase the Cmax or
AUC of lenalidomide.

Co-administration of the P-gp inhibitor and substrate temsirolimus (25 mg),with REVLIMID (25 mg) did not significantly alter the pharmacokinetics of lenalidomide,
temsirolimus, or sirolimus (metabolite of temsirolimus).

In vitro studies demonstrated that REVLIMID is a substrate of P-glycoprotein (P-gp). REVLIMID is not a substrate of human breast cancer resistance protein (BCRP),
multidrug resistance protein (MRP) transporters MRP1, MRP2, or MRP3, organic anion transporters (OAT) OAT1 and OATS3, organic anion transporting polypeptide
1B1 (OATPIBI), organic cation transporters (OCT) OCT1 and OCT2, multidrug and toxin extrusion protein (MATE) MATEL, and organic cation transporters novel
(OCTN) OCTNI and OCTN2. Lenalidomide is not an inhibitor of P-gp, bile salt export pump (BSEP), BCRP, MRP2, OAT1, OAT3, OATP1B1, OATPIB3, or OCT2.
Lenalidomide does not inhibit or induce CYP450 isoenzymes. Also, lenalidomide does not inhibit bilirubin glucuronidation formation in human liver microsomes with
UGTI1ALI genotyped as UGTIA1*1/*1, UGT1A1¥1/*28, and UGT1A1*28/*28.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies with lenalidomide have not been conducted.
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Lenalidomide was not mutagenic in the bacterial reverse mutation assay (Ames test) and did not induce chromosome aberrations in cultured human peripheral blood
lymphocytes, or mutations at the thymidine kinase (tk) locus of mouse lymphoma L5178Y cells. Lenalidomide did not increase morphological transformation in Syrian
Hamster Embryo assay or induce micronuclei in the polychromatic erythrocytes of the bone marrow of male rats.

A fertility and early embryonic development study in rats, with administration of lenalidomide up to 500 mg/kg (approximately 200 times the human dose of 25 mg,
based on body surface area) produced no parental toxicity and no adverse effects on fertility.

14 CLINICAL STUDIES

14.1 Multiple Myeloma

Randomized, Open-Label Clinical Trial in Patients with Newly Diagnosed MM:

A randomized multicenter, open-label, 3-arm trial of 1,623 patients, was conducted to compare the efficacy and safety of REVLIMID and low-dose dexamethasone
(Rd) given for 2 different durations of time to that of melphalan, prednisone and thalidomide (MPT) in newly diagnosed MM patients who were not a candidate for
stem cell transplant. In the first arm of the study, Rd was given continuously until progressive disease [Arm Rd Continuous]. In the second arm, Rd was given for up to
eighteen 28-day cycles [72 weeks, Arm Rd18]). In the third arm, melphalan, prednisone and thalidomide (MPT) was given for a maximum of twelve 42-day cycles (72
weeks). For the purposes of this study, a patient who was < 65 years of age was not a candidate for SCT if the patient refused to undergo SCT therapy or the patient did
not have access to SCT due to cost or other reasons. Patients were stratified at randomization by age (<75 versus >75 years), stage (ISS Stages I and II versus Stage III),
and country.

Patients in the Rd Continuous and Rd18 arms received REVLIMID 25 mg once daily on Days 1 to 21 of 28-day cycles. Dexamethasone was dosed 40 mg once daily
on Days 1, 8, 15, and 22 of each 28-day cycle. For patients over > 75 years old, the starting dose of dexamethasone was 20 mg orally once daily on days 1,8,15, and 22
of repeated 28-day cycles. Initial dose and regimens for Rd Continuous and Rd18 were adjusted according to age and renal function. All patients received prophylactic
anticoagulation with the most commonly used being aspirin.

The demographics and disease-related baseline characteristics of the patients were balanced among the 3 arms. In general, study subjects had advanced-stage disease.
Of the total study population, the median age was 73 in the 3 arms with 35% of total patients > 75 years of age; 59% had ISS Stage I/II; 41% had ISS stage III; 9% had
severe renal impairment (creatinine clearance [CLcr] < 30 mL/min); 23% had moderate renal impairment (CLcr > 30 to 50 mL/min; 44% had mild renal impairment
(CLcr > 50 to 80 mL/min). For ECOG Performance Status, 29% were Grade 0, 49% Grade 1, 21% Grade 2, 0.4% > Grade 3.

The primary efficacy endpoint, progression-free survival (PFS), was defined as the time from randomization to the first documentation of disease progression as
determined by Independent Response Adjudication Committee (IRAC), based on International Myeloma Working Group [IMWG] criteria or death due to any cause,
whichever occurred first during the study until the end of the PFS follow-up phase. For the efficacy analysis of all endpoints, the primary comparison was between Rd
Continuous and MPT arms. The efficacy results are summarized in the table below. PFS was significantly longer with Rd Continuous than MPT: HR 0.72 (95% CI:
0.61-0.85 p <0.0001). A lower percentage of subjects in the Rd Continuous arm compared with the MPT arm had PFS events (52% versus 61%, respectively). The
improvement in median PFS time in the Rd Continuous arm compared with the MPT arm was 4.3 months. The myeloma response rate was higher with Rd Continuous
compared with MPT (75.1% versus 62.3%); with a complete response in 15.1% of Rd Continuous arm patients versus 9.3% in the MPT arm. The median time to first
response was 1.8 months in the Rd Continuous arm versus 2.8 months in the MPT arm.

For the interim OS analysis with 03 March 2014 data cutoff, the median follow-up time for all surviving patients is 45.5 months, with 697 death events, representing

78% of prespecified events required for the planned final OS analysis (697/896 of the final OS events). The observed OS HR was 0.75 for Rd Continuous versus MPT
(95% CI=0.62, 0.90).

Table 13: Overview of Efficacy Results — Study MM-020 (Intent-to-treat Population)

Rd Continuous Rd18 MPT
(N = 535) (N =541) (N =547)
PFS — IRAC (months)?
Number of PFS events 278 (52) 348 (64.3) 334 (61.1)
Median® PFS time, months (95% CI)® 25.5(20.7,29.4) 20.7 (19.4, 22) 21.2 (19.3, 23.2)
HR [95% CI1°; p-value?

Rd Continuous vs MPT 0.72 (0.61, 0.85);
<0.0001

Rd Continuous vs Rd18 0.70 (0.60, 0.82)

Rd18 vs MPT 1.03 (0.89, 1.20)

Overall Survival (months)"

Number of Death events

208 (38.9)

228 (42.1)

261 (47.7)

Median® OS time, months (95% CI)°

58.9 (56, NE)"

56.7 (50.1, NE)

48.5 (44.2,52)

HR [95% CI]°
Rd Continuous vs MPT 0.75 (0.62, 0.90)
Rd Continuous vs Rd18 0.91 (0.75, 1.09)
Rd18 vs MPT 0.83 (0.69, 0.99)

Response Rate® — IRAC, n (%)?

CR 81 (15.1) 77 (14.2) 51(9.3)

VGPR 152 (28.4) 154 (28.5) 103 (18.8)
PR 169 (31.6) 166 (30.7) 187 (34.2)
Overall response: CR, VGPR, or PR 402 (75.1) 397 (73.4) 341 (62.3)

CR = complete response; d = low-dose dexamethasone; HR = hazard ratio; IRAC = Independent Response Adjudication Committee; M = melphalan;

NE = not estimable; OS = overall survival; P = prednisone; PFS = progression-free survival; PR = partial response; R = REVLIMID; Rd
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Continuous = Rd given until documentation of progressive disease; Rd18 = Rd given for < 18 cycles; T = thalidomide; VGPR = very good partial response; vs
= versus.

* The median is based on the Kaplan-Meier estimate.

® The 95% Confidence Interval (CI) about the median.

¢ Based on Cox proportional hazards model comparing the hazard functions associated with the indicated treatment arms.

¢4 The p-value is based on the unstratified log-rank test of Kaplan-Meier curve differences between the indicated treatment arms.

¢ Best assessment of response during the treatment phase of the study.

f Including patients with no response assessment data or whose only assessment was “response not evaluable.”

¢ Data cutoff date = 24 May 2013.

" Data cutoff date = 3 March 2014.
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Survival Probability (%)

Kaplan-Meier Curves of Progression-free Survival Based on IRAC Assessment (ITT MM Population)

Between Arms Rd Continuous, Rd18 and MPT
Cutoff date: 24 May 2013
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— - — 3:MPT
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i, — = o —Rd 18
HR (95% CI) Logrank p-value (2-sided) i
Rd Continuous vs MPT 0,72 ( 0.61, 0.85) < 0.0001 |
0 - Rd Continuous vs Rd18 0.70 ( 0.60, 0.82)
Rd18 vs MPT 1.03 ( 0.89, 1.20) MPT
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Progression Free Survival(Months)
1| 535 400 319 265 218 168 105 55 19 2 0
2| 541 391 319 265 167 108 56 30 7 2 0
3| 547 380 304 244 170 116 58 28 6 1 0

Number of Subjects at Risk

PFS Events: Rd Continuous=278/535 ( 52.0%) Rd18=348/541 ( 64.3%) MPT=334/547 ( 61.1%)

CI = confidence interval; d = low-dose dexamethasone; HR = hazard ratio; IRAC = Independent Response Adjudication Committee; M = melphalan; P = prednisone;

R =REVLIMID; Rd Continuous = Rd given until documentation of progressive disease; Rd18 = Rd given for < 18 cycles; T = thalidomide.
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Kaplan-Meier Curves of Overall Survival ITT MM Population)
Between Arms Rd Continuous, Rd18 and MPT
Cutoff date: 03 Mar 2014

100
1: Rd Continuous
——— 2 Rd18
— = =— 3. MPT
80
9
£
= 60 4
s
©
a
]
o Rd Continuous
® 404 "
g RS
H MPT
()]
204
HR (95% CI)
Rd Continuous vs MPT 0.75(0.62, 0.90)
Rd Continuous vs Rd18 0.91 (0.75, 1.09)
0- Rd18vs MPT 0.83(0.69, 0.99)
T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 80 66 72
Overall Survival (Months)
1] 535 488 457 433 403 366 337 246 156 74 13 0]
2| &84 505 485 425 394 362 329 238 146 72 18 0]
3| 547 484 448 418 375 347 310 230 130 58 10 0

Number of Subjects at Risk
05 Events: Rd Continuous=208/535 ( 38.9%) Rd18=228/541 (42.1%) MPT=261/547 ( 47.7%)

CI = confidence interval; d = low-dose dexamethasone; HR = hazard ratio; M = melphalan; P = prednisone; R = REVLIMID; Rd Continuous = Rd given until
documentation of progressive disease; Rd18 = Rd given for <18 cycles; T = thalidomide.

Randomized, Placebo-Controlled Clinical Trials - Maintenance Following Auto-HSCT:

Two multicenter, randomized, double-blind, parallel group, placebo-controlled studies were conducted to evaluate the efficacy and safety of REVLIMID maintenance
therapy in the treatment of MM patients after auto-HSCT. In Maintenance Study 1, patients between 18 and 70 years of age who had undergone induction therapy
followed by auto-HSCT were eligible. Induction therapy must have occurred within 12 months. Within 90-100 days after auto-HSCT, patients with at least a stable
disease response were randomized 1:1 to receive either REVLIMID or placebo maintenance. In Maintenance Study 2, patients aged < 65 years at diagnosis who had
undergone induction therapy followed by auto-HSCT and had achieved at least a stable disease response at the time of hematologic recovery were eligible. Within 6
months after auto-HSCT, patients were randomized 1:1 to receive either REVLIMID or placebo maintenance. Patients eligible for both trials had to have CLcr

>30 mL/minute.

In both studies, the REVLIMID maintenance dose was 10 mg once daily on days 1-28 of repeated 28-day cycles, could be increased to 15 mg once daily after 3 months
in the absence of dose-limiting toxicity, and treatment was to be continued until disease progression or patient withdrawal for another reason. The dose was reduced, or
treatment was temporarily interrupted or stopped, as needed to manage toxicity. A dose increase to 15 mg once daily occurred in 135 patients (58%) in Maintenance
Study 1, and in 185 patients (60%) in Maintenance Study 2.

The demographics and disease-related baseline characteristics of the patients were similar across the two studies and reflected a typical MM population after auto-
HSCT (see Table 14).
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Table 14

: Baseline Demographic and Disease-Related Characteristics — MM Maintenance Studies 1 and 2

Maintenance Study 1 Maintenance Study 2
REVLIMID Placebo REVLIMID Placebo
N =231 N =229 N =307 N =307
Age (years)
Median 58 58 57.5 58.1
(Min, max) (29, 71) (39, 71) (22.7, 68.3) (32.3, 67)
Sex, n (%)
Male 121 (52) 129 (56) 169 (55) 181 (59)
Female 110 (48) 100 (44) 138 (45) 126 (41)
ISS Stage at Diagnosis,
n (%)
Stage I or 11 120 (52) 131 (57) 232 (76) 250 (81)
Stage | 62 (27) 8537 128 (42) 143 (47)
Stage Il 58 (25) 46 (20) 104 (34) 107 (35)
Stage 111 39(17) 35 (15) 66 (21) 46 (15)
Missing 72 (31) 63 (28) 9 (3) 11 (4)
CrCl at Post-auto-HSCT,
n (%)
<50 mL/min 23 (10) 16 (7) 10 (3) 9(3)
> 50 mL/min 201 (87) 204 (89) 178 (58) 200 (65)
Missing 7 (3) 9 (4) 119 (39) 98 (32)

Data cutoff date = 1 March 2015.

The major efficacy endpoint of both studies was PFS defined from randomization to the date of progression or death, whichever occurred first; the individual studies
were not powered for an overall survival endpoint. Both studies were unblinded upon the recommendations of their respective data monitoring committees and after
surpassing the respective thresholds for preplanned interim analyses of PFS. After unblinding, patients continued to be followed as before. Patients in the placebo arm
of Maintenance Study 1 were allowed to cross over to receive REVLIMID before disease progression (76 patients [33%] crossed over to REVLIMID); patients in
Maintenance Study 2 were not recommended to cross over. The efficacy results are summarized in the following table. In both studies, the primary analysis of PFS at
unblinding was significantly longer with REVLIMID compared to placebo: Maintenance Study 1 HR 0.38 (95% CI: 0.27-0.54 p <0.001) and Maintenance Study 2 HR
0.50 (95% CI: 0.39-0.64 p <0.001). For both studies, PFS was updated with a cutoff date of 1 March 2015 as shown in the table and the following Kaplan Meier graphs.
With longer follow-up (median 72.4 and 86.0 months, respectively), the updated PFS analyses for both studies continue to show a PFS advantage for REVLIMID

compared to placebo: Maintenance Study 1 HR 0.38 (95% CI: 0.28-0.50) with median PFS of 68.6 months and Maintenance Study 2 HR 0.53 (95% CI: 0.44-0.64) with
median PFS of 46.3 months.

Descriptive analysis of OS data with a cutoff date of 1 February 2016 are provided in Table 15. Median follow-up time was 81.6 and 96.7 months for
Maintenance Study 1 and Maintenance Study 2, respectively. Median OS was 111.0 and 84.2 months for REVLIMID and placebo, respectively, for Maintenance
Study 1, and 105.9 and 88.1 months, for REVLIMID and placebo, respectively, for Maintenance Study 2.
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Table 15: Progression-free Survival and Overall Survival from
Randomization in MM Maintenance Studies 1 and 2 (ITT Post-Auto-HSCT Population)

Maintenance Study 1 Maintenance Study 2
REVLIMID Placebo REVLIMID Placebo
N =231 N =229 N =307 N =307
PFS at Unblinding
PFS Events n (%)
46 (20) 98 (43) 103 (34) 160 (52)
. 33.9 19 412 23.0
0,
Median in months [95% CI] [NE, NE] [16.2, 25.6] [38.3, NE] [21.2,28.0]
Hazard Ratio 0.38 0.50
[95% CI] [0.27, 0.54] [0.39, 0.64]
Log-rank Test p-value <0.001 <0.001
PFS at Updated Analysis
1 March 2015 (Studies 1 and 2)
PFS Events n (%) 97 (42) 116 (51) 191 (62) 248 (81)
. 68.6 225 46.3 23.8
V)
Median in months [95% CI] [52.8, NE] [18.8, 30.0] [40.1, 56.6] [21.0,27.3]
Hazard Ratio 0.38 0.53
[95% CI] [0.28, 0.50] [0.44, 0.64]
OS at Updated Analysis
1 Feb 2016 (Studies 1 and 2)
OS Events n (%) 82 (35) 114 (50) 143 (47) 160 (52)
. 111 84.2 105.9 88.1
. .
Median in months [95% CI] [101.8, NE] [71.0, 102.7] [88.8, NE] [80.7, 108.4]
Hazard Ratio 0.59 0.90
[95% CI] [0.44, 0.78] [0.72, 1.13]

Date of Unblinding in Maintenance Study 1 and 2 = 17 December 2009 and 7 July 2010, respectively.

Auto-HSCT = autologous hematopoietic stem cell transplantation; CI = confidence interval; ITT = intent to treat; NE = not estimable;
PFS = progression-free survival.

PES at time of unblinding for Maintenance Study 2 was based on assessment by an Independent Review Committee. All other PFS
analyses were based on assessment by investigator.

Note: The median is based on Kaplan-Meier estimate, with 95% Cls about the median overall PFS time. Hazard ratio is based on a
proportional hazards model stratified by stratification factors comparing the hazard functions associated with treatment arms
(REVLIMID:placebo).
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Kaplan-Meier Curves of Progression-free Survival from Randomization
(ITT Post-Auto-HSCT Population) in MM Maintenance Study 1 between REVLIMID and
Placebo Arms (Updated Cutoff Date 1 March 2015)
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PFS Events: Lenalidomide =97/231 (42%), Placebo = 116/229 (51%)

Auto-HSCT = autologous hematopoietic stem cell transplantation; CI = confidence interval; HR = hazard ratio; ITT = intent to treat; KM = Kaplan-Meier;
PFS = progression-free survival; vs = versus.
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Kaplan-Meier Curves of Progression-free Survival from Randomization
(ITT Post-Auto-HSCT Population) in MM Maintenance Study 2 between
REVLIMID and Placebo Arms (Updated Cutoff Date 1 March 2015)
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PFS Events: Lenalidomide =191/307 (62%), Placebo = 248/307 (81%)
Auto-HSCT = autologous hematopoietic stem cell transplantation; CI = confidence interval; HR = hazard ratio; ITT = intent to treat; KM = Kaplan-Meier; NE = not
estimable; PFS = progression-free survival; vs = versus.

Randomized, Open-Label Clinical Studies in Patients with MM After At Least One Prior Therapy

Two randomized studies (Studies 1 and 2) were conducted to evaluate the efficacy and safety of REVLIMID. These multicenter, multinational, double-blind, placebo-
controlled studies compared REVLIMID plus oral pulse high-dose dexamethasone therapy to dexamethasone therapy alone in patients with MM who had received at
least one prior treatment. These studies enrolled patients with absolute neutrophil counts (ANC) > 1000/mm?, platelet counts > 75,000/mm?, serum creatinine < 2.5
mg/dL, serum SGOT/AST or SGPT/ALT < 3 x upper limit of normal (ULN), and serum direct bilirubin <2 mg/dL.

In both studies, patients in the REVLIMID/dexamethasone group took 25 mg of REVLIMID orally once daily on Days 1 to 21 and a matching placebo capsule once
daily on Days 22 to 28 of each 28-day cycle. Patients in the placebo/dexamethasone group took 1 placebo capsule on Days 1 to 28 of each 28-day cycle. Patients in both
treatment groups took 40 mg of dexamethasone orally once daily on Days 1 to 4, 9 to 12, and 17 to 20 of each 28-day cycle for the first 4 cycles of therapy.

The dose of dexamethasone was reduced to 40 mg orally once daily on Days 1 to 4 of each 28-day cycle after the first 4 cycles of therapy. In both studies, treatment was
to continue until disease progression.

In both studies, dose adjustments were allowed based on clinical and laboratory findings. Sequential dose reductions to 15 mg daily, 10 mg daily and 5 mg daily were
allowed for toxicity [see Dosage and Administration (2.1)].

Table 16 summarizes the baseline patient and disease characteristics in the two studies. In both studies, baseline demographic and disease-related characteristics were
comparable between the REVLIMID/dexamethasone and placebo/dexamethasone groups.
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Table 16: Baseline Demographic and Disease-Related Characteristics — MM Studies 1 and 2

Study 1 Study 2
REVLIMID/Dex Placebo/Dex REVLIMID/Dex Placebo/Dex
N=177 N=176 N=176 N=175
Patient Characteristics
Age (years)
Median 64 62 63 64
Min, Max 36, 86 37,85 33,84 40, 82
Sex
Male 106 (60%) 104 (59%) 104 (59%) 103 (59%)
Female 71 (40%) 72 (41%) 72 (41%) 72 (41%)
Race/Ethnicity
White 141(80%) 148 (84%) 172 (98%) 175 (100%)
Other 36 (20%) 28 (16%) 4 (2%) 0 (0%)
ECOG Performance
Status 0-1 157 (89%) 168 (95%) 150 (85%) 144 (82%)
Disease Characteristics
Multiple Myeloma Stage (Durie-Salmon)
I 3% 3% 6% 5%
I 32% 31% 28% 33%
I 64% 66% 65% 63%
B2-microglobulin (mg/L)
<2.5mg/L 52 (29%) 51 (29%) 51 (29%) 48 (27%)
>2.5 mg/L 125 (71%) 125 (71%) 125 (71%) 127 (73%)
Number of Prior Therapies
1 38% 38% 32% 33%
>2 62% 62% 68% 67%
Types of Prior Therapies
Stem Cell Transplantation 62% 61% 55% 54%
Thalidomide 42% 46% 30% 38%
Dexamethasone 81% 71% 66% 69%
Bortezomib 11% 11% 5% 4%
Melphalan 33% 31% 56% 52%
Doxorubicin 55% 51% 56% 57%

The primary efficacy endpoint in both studies was time to progression (TTP). TTP was defined as the time from randomization to the first occurrence of progressive
disease.

Preplanned interim analyses of both studies showed that the combination of REVLIMID/dexamethasone was significantly superior to dexamethasone alone for TTP.
The studies were unblinded to allow patients in the placebo/dexamethasone group to receive treatment with the REVLIMID/dexamethasone combination. For both
studies, the extended follow-up survival data with crossovers were analyzed. In study 1, the median survival time was 39.4 months (95%CI: 32.9, 47.4) in
REVLIMID/dexamethasone group and 31.6 months (95% CI: 24.1, 40.9) in placebo/dexamethasone group, with a hazard ratio of 0.79 (95% CI: 0.61-1.03). In study 2,
the median survival time was 37.5 months (95%CI: 29.9, 46.6) in REVLIMID/dexamethasone group and 30.8 months (95%CI: 23.5, 40.3) in placebo/dexamethasone
group, with a hazard ratio of 0.86 (95% CI: 0.65-1.14).
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Proportion of Subjects

Table 17: TTP Results in MM Study 1 and Study 2

Study 1 Study 2
REVLIMID/Dex | Placebo/Dex | REVLIMID/Dex Placebo/Dex
N=177 N=176 N=176 N=175
TTP
Events n (%) 73 (41) 120 (63) 68 (39) 130 (74)
. . 13.9 4.7 12.1 47
Median TTP in months [95% CI] [9.5, 18.5] [3.7, 4.9] [9.5, NE] [3.8, 4.8]
Hazard Ratio 0.285 0.324
[95% CI] [0.210, 0.386] [0.240, 0.438]
Log-rank Test p-value 3 <0.001 <0.001
Response
Complete Response (CR) n (%)
23 (13) 1(1) 27 (15) 7(4)
Partial Response (RR/PR) n (%)
84 (43) 33 (19) 77 (44) 34 (19)
Overall R %
verall Response n (%) 107 (61) 34 (19) 104 (59) 41 (23)
p-value <0.001 <0.001
Odds Ratio [95% CI] 6.38 472
[3.95, 10.32] [2.98, 7.49]

Kaplan-Meier Estimate of Time to Progression — MM Study 1
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Proportion of Subjects

Kaplan-Meier Estimate of Time to Progression — MM Study 2
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Myelodysplastic Syndromes (MDS) with a Deletion 5q Cytogenetic Abnormality

The efficacy and safety of REVLIMID were evaluated in patients with transfusion-dependent anemia in low- or intermediate-1- risk MDS with a 5q (q31-33)
cytogenetic abnormality in isolation or with additional cytogenetic abnormalities, at a dose of 10 mg once daily or 10 mg once daily for 21 days every 28 days in an
open-label, single-arm, multi-center study. The major study was not designed nor powered to prospectively compare the efficacy of the 2 dosing regimens. Sequential
dose reductions to 5 mg daily and 5 mg every other day, as well as dose delays, were allowed for toxicity [Dosage and Administration (2.2)].

This major study enrolled 148 patients who had RBC transfusion dependent anemia. RBC transfusion dependence was defined as having received > 2 units of RBCs
within 8 weeks prior to study treatment. The study enrolled patients with absolute neutrophil counts (ANC) > 500/mm?, platelet counts > 50,000/mm?, serum creatinine
<2.5 mg/dL, serum SGOT/AST or SGPT/ALT < 3 x upper limit of normal (ULN), and serum direct bilirubin < 2 mg/dL. Granulocyte colony-stimulating factor was
permitted for patients who developed neutropenia or fever in association with neutropenia. Baseline patient and disease-related characteristics are summarized in

Table 18.

Table 18: Baseline Demographic and Disease-Related Characteristics in the MDS Study

Overall

(N=148)
Age (years)
Median 71
Min, Max 37,95
Gender n (%)
Male 51 (34.5)
Female 97 (65.5)
Race n (%)
White 143 (96.6)
Other 5 (34
Duration of MDS (years)
Median 2.5
Min, Max 0.1,20.7
Del 5 (q31-33) Cytogenetic Abnormality n (%)
Yes 148 (100)
Other cytogenetic abnormalities 37 (25.2)
IPSS Score * n (%)
Low (0) 55 (37.2)
Intermediate-1 (0.5-1.0) 65 (43.9)
Intermediate-2 (1.5-2.0) 6 (4.1
High (>2.5) 2 (14
Missing 20 (13.5)
FAB Classification " from central review n (%)
RA 77 (52)
RARS 16 (10.8)
RAEB 30 (20.3)
CMML 3 (2

*IPSS Risk Category: Low (combined score = 0), Intermediate-1 (combined score = 0.5 to 1),
Intermediate-2 (combined score = 1.5 to 2.0), High (combined score > 2.5); Combined score =
(Marrow blast score + Karyotype score + Cytopenia score).

® French-American-British (FAB) classification of MDS.

The frequency of RBC transfusion independence was assessed using criteria modified from the International Working Group (IWG) response criteria for MDS. RBC
transfusion independence was defined as the absence of any RBC transfusion during any consecutive “rolling” 56 days (8 weeks) during the treatment period.
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Transfusion independence was seen in 99/148 (67%) patients (95% CI [59, 74]). The median duration from the date when RBC transfusion independence was first
declared (i.e , the last day of the 56-day RBC transfusion-free period) to the date when an additional transfusion was received after the 56-day transfusion-free period
among the 99 responders was 44 weeks (range of 0 to >67 weeks). Ninety percent of patients who achieved a transfusion benefit did so by completion of three months
in the study.

RBC transfusion independence rates were unaffected by age or gender.

The dose of REVLIMID was reduced or interrupted at least once due to an adverse event in 118 (79.7%) of the 148 patients; the median time to the first dose reduction
or interruption was 21 days (mean, 35.1 days; range, 2-253 days), and the median duration of the first dose interruption was 22 days (mean, 28.5 days; range, 2-265
days). A second dose reduction or interruption due to adverse events was required in 50 (33.8%) of the 148 patients. The median interval between the first and second
dose reduction or interruption was 51 days (mean, 59.7 days; range, 15-205 days) and the median duration of the second dose interruption was 21 days (mean, 26 days;
range, 2-148 days).

14.3 Mantle Cell Lymphoma

A multicenter, single-arm, open-label trial of single-agent REVLIMID was conducted to evaluate the safety and efficacy of REVLIMID in patients with mantle cell
lymphoma who have relapsed after or were refractory to bortezomib or a bortezomib-containing regimen. Patients with a creatinine clearance >60 mL/min were given
REVLIMID at a dose of 25 mg once daily for 21 days every 28 days. Patients with a creatinine clearance >30 mL/min and <60 mL/min were given REVLIMID at a
dose of 10 mg once daily for 21 days every 28 days. Treatment was continued until disease progression, unacceptable toxicity, or withdrawal of consent.

The trial included patients who were at least 18 years of age with biopsy-proven MCL with measurable disease by CT scan. Patients were required to have received
prior treatment with an anthracycline or mitoxantrone, cyclophosphamide, rituximab, and bortezomib, alone or in combination. Patients were required to have
documented refractory disease (defined as without any response of PR or better during treatment with bortezomib or a bortezomib-containing regimen), or relapsed
disease (defined as progression within one year after treatment with bortezomib or a bortezomib-containing regimen). At enrollment patients were to have an absolute
neutrophil counts (ANC) >1500/ mm’, platelet counts > 60,000/mm?, serum SGOT/AST or SGPT/ALT <3x upper limit of normal (ULN) unless there was documented
evidence of liver involvement by lymphoma, serum total bilirubin <1.5 x ULN except in cases of Gilbert’s syndrome or documented liver involvement by lymphoma,
and calculated creatinine clearance (Cockcroft-Gault formula) >30 mL/min.

The median age was 67 years (43-83), 81% were male and 96% were Caucasian. The table below summarizes the baseline disease-related characteristics and prior anti-
lymphoma therapy in the Mantle Cell Lymphoma trial.

Table 19: Baseline Disease-related Characteristics and Prior Anti -Lymphoma Therapy in
Mantle Cell Lymphoma Trial

Baseline Disease Characteristics and Prior Anti - Total Patients
Lymphoma Treatment (N=134)

ECOG Performance Status® n (%)

0 43 (32)

1 73 (54)

2 17 (13)

3 1 (<1)
Advanced MCL Stage, n (%)

11 27 (20)

v 97 (72)
High or Intermediate MIPI Score”, n (%) 90 (67)
High Tumor Burden®, n (%) 77 (57)
Bulky Disease’, n (%) 44 (33)
Extranodal Disease, n (%) 101 (75)

Number of Prior Systemic Anti-Lymphoma
Therapies, n (%)

Median (range) 4(2,10)
1 0(0)

2 29 (22)
3 34 (25)
>4 71(53)

Number of Subjects Who Received Prior Regimen
Containing, n (%):

Anthracycline/mitoxantrone 133 (99)
Cyclophosphamide 133 (99)
Rituximab 134 (100)
Bortezomib 134 (100)
Refractory to Prior Bortezomib, n (%) 81 (60)
Refractory to Last Prior Therapy, n (%) 74 (55)
Prior Autologous Bone Marrow or Stem Cell 39 (29)

Transplant, n (%)

a

ECOG = Eastern Cooperative Oncology Group.

® MIPI = MCL International Prognostic Index.

¢ High tumor burden is defined as at least one lesion that is >5 cm in diameter or 3 lesions that are >3 cm in diameter.
¢4 Bulky disease is defined as at least one lesion that is >7cm in the longest diameter.

The efficacy endpoints in the MCL trial were overall response rate (ORR) and duration of response (DOR). Response was determined based on review of radiographic
scans by an independent review committee according to a modified version of the International Workshop Lymphoma Response Criteria (Cheson, 1999). The DOR is
defined as the time from the initial response (at least PR) to documented disease progression. The efficacy results for the MCL population were based on all evaluable
patients who received at least one dose of study drug and are presented in Table 20. The median time to response was 2.2 months (range 1.8 to 13 months).
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Table 20: Response Outcomes in the Pivotal Mantle Cell Lymphoma Trial

Response Analyses (N = 133) N (%) 95% CI
Overall Response Rate (IWRC) (CR + CRu +PR) 34 (26) (18.4,33.9)
Complete Response (CR + CRu) 9 (7 (3.1, 12.5)
CR (D
CRu 8 (6)
Partial Response (PR) 25 (19)
Duration of Response (months) Median 95% CI
Duration of Overall Response (CR + CRu + PR) (N =34) 16.6 (7.7,26.7)

14.4 Follicular and Marginal Zone Lymphoma

The efficacy of REVLIMID with rituximab in patients with relapsed or refractory follicular and marginal zone lymphoma was evaluated in the AUGMENT
(NCT01938001) and MAGNIFY (NCT01996865) trials.

AUGMENT is a randomized, double-blind, multicenter trial (n=358) in which patients with relapsed or refractory follicular or marginal zone lymphoma were
randomized 1:1 to receive REVLIMID and rituximab or rituximab and placebo. AUGMENT included patients diagnosed with Grade 1, 2, or 3a follicular lymphoma,
who received at least 1 prior systemic therapy, were refractory or relapsed, not rituximab-refractory, had at least one measurable nodal or extranodal lesion by CT or
MRI scan, and had adequate bone marrow, liver, and renal function. Randomization was stratified by follicular versus marginal zone lymphoma, previous rituximab
therapy, and time since other anti-lymphoma therapy. In AUGMENT, REVLIMID was administered orally 20 mg once daily for Days 1 to 21 of repeating 28-day
cycles for a maximum of 12 cycles or until unacceptable toxicity. The dose of rituximab was 375 mg/m? every week in Cycle 1 (Days 1, 8, 15, and 22) and on Day 1 of
every 28-day cycle from Cycles 2 through 5. All dosage calculations for rituximab were based on the patient’s body surface area (BSA), using actual patient weight.
Dose adjustments for REVLIMID were allowed based on clinical and laboratory findings. A patient with moderate renal insufficiency (=30 to <60 mL/minute) received
a lower REVLIMID starting dose of 10 mg daily on the same schedule. After 2 cycles, the REVLIMID dose could be increased to 15 mg once daily on Days 1 to 21 of
each 28-day cycle if the patient tolerated the medication.

MAGNIFY is an open-label, multicenter trial (n=232) in which patients with relapsed or refractory follicular, marginal zone, or mantle cell lymphoma received 12
induction cycles of REVLIMID and rituximab. MAGNIFY included patients diagnosed with Grade 1, 2,3a, 3b follicular (including transformed), marginal zone, or
mantle cell lymphoma Stage I to IV who were previously treated for their lymphoma, had been refractory or had a relapse after their last treatment, had at least one
measurable nodal or extranodal lesion by CT or MRI scan, and had adequate bone marrow, liver, and renal function. Patients refractory to rituximab were also included.
The information from the subjects who received at least 1 dose of initial therapy in the first 12 induction cycles (n=222) in the MAGNIFY trial was included in the
evaluation of the efficacy of REVLIMID/rituximab in patients with relapsed or refractory follicular and marginal zone lymphoma. In MAGNIFY, REVLIMID 20 mg
was given on Days 1-21 of repeated 28-day cycles for up to 12 cycles or until unacceptable toxicity, progression, or withdrawal of consent. The dose of rituximab was
375 mg/m’ every week in Cycle 1 (Days 1, 8, 15, and 22) and on Day 1 of every other 28-day cycle (Cycles 3,5,7,9, and 11) up to 12 cycles therapy. All dosage
calculations for rituximab were based on the patient BSA and actual weight. Dose adjustments were allowed based on clinical and laboratory findings.

The demographic and disease-related baseline characteristics in the AUGMENT and MAGNIFY trials are shown in the following table.

Table 21: Baseline Demographics and Disease-Related Characteristics of Patients with FL and MZL in AUGMENT and MAGNIFY Trials

AUGMENT Trial MAGNIFY Trial
REVLIMID + Rituximab Rituximab + Placebo REVLIMID + Rituximab
Parameter (N=178) (Control Arm) (N=222)
(N=180)

Age (years)

Median (Max, Min) 64 (26, 86) 62 (35, 83) 65 (35,91)
Age distribution, n (%)

<65 years 96 (54) 107 (59) 103 (46)

>65 years 82 (46) 73 (41) 119 (54)
Sex, n (%)

Male 75 (42) 97 (54) 122 (55)

Female 103 (58) 83 (46) 100 (45)
Race

White 118 (66) 115 (64) 206 (93)

Other races 54 (30) 64 (36) 14 (6)

Not collected or reported 6(3) 1 (0.6) 2 (1)
Body Surface Area (BSA, m?)

Median (Max, Min) 1.8(1.4,3.1) 1.8 (1.3,2.7) 2(1.3,2.6)
Disease Type FL or MZL

Follicular lymphoma 147 (83) 148 (82) 177 (80)

Marginal zone lymphoma 31(17) 32 (18) 45 (20)
MZL subtype at diagnosis (investigator), n (%)

MALT 14 (45) 16 (50) 10 (22)

Nodal 8 (26) 10 (31) 25 (56)

Splenic 9(29) 6(19) 10 (22)
FL stage at diagnosis (investigator), n (%)

FL Grade 1-2 125 (85) 123 (83) 149 (84)

FL Grade 3a 22 (15) 25 (17) 28 (16)
FLIPI score at baseline (calculated), n (%) Not Collected

43



AUGMENT Trial MAGNIFY Trial
REVLIMID + Rituximab Rituximab + Placebo REVLIMID + Rituximab
Parameter (N=178) (Control Arm) (N=222)
(N=180)
Low risk (0,1) 52 (29) 67 (37)
Intermediate risk (2) 553D 58 (32)
High risk (>3) 69 (39) 54 (30)
Missing 2 (1) 1(0.6)
ECOG score at baseline, n (%)
0 116 (65) 128 (71) 102 (46)
1 60 (34) 50 (28) 113 (51)
2 2 (1) 2 (1) 7(3)
High tumor burden® at baseline, n (%)
Yes 97 (54) 86 (48) 148 (67)
No 81 (46) 94 (52) 74 (33)
Number of prior systemic antilymphoma
therapies
1 102 (57) 97 (54) 94 (42)°
>1 76 (43) 83 (46) 128 (58)

Data Cutoff: 22 June 2018 (AUGMENT) and 1 May 2017 (MAGNIFY).
*Defined by GELF criteria.
® Patient had either 0 (n=2) or 1 prior systemic therapy.
ECOG = Eastern Cooperative Oncology Group; FLIPI = follicular lymphoma international prognostic index

In AUGMENT, efficacy was established in the intent-to-treat (ITT) population based on progression-free survival by Independent Review Committee using modified
2007 International Working Group response criteria. Efficacy results are summarized in Table 22.

Table 22: Efficacy Results for Patients in the AUGMENT Trial ITT FL and MZL Population)

Parameter REVLIMID + Rituximab Rituximab + Placebo
(N=178) (N=180)

PFS

Patients with event, n (%) 68 (38.2) 115 (63.9)
Death 6 (8.8) 2 (1.7)
Progression of disease 62 (91.2) 113 (98.3)

PFS, median *[95% CI] (months) 39.4[22.9,NE] 14.1[11.4,16.7]

HR " [95% CI] 0.46 [ 0.34, 0.62]

p-value © <0.0001

[95% CI]¢

Objective response (CR+PR) , n(%)

138 (77.5) [70.7, 83.4]

96 (53.3) [45.8, 60.8]

*Median estimate is from Kaplan-Meier analysis.

® hazard ratio and its CI were estimated from Cox proportional hazard model adjusting for the stratification 3: previous rituximab treatment
(yes, no), time since last antilymphoma therapy (< 2, > 2 years), and disease histology (FL, MZL).

¢ p-value from log-rank test stratified by 3 factors noted above: previous rituximab treatment (yes, no), time since last antilymphoma therapy
(<2,> 2 years), and disease histology (FL, MZL).

4 Exact confidence interval for binomial distribution.
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Kaplan-Meier Curves of Progression-free Survival by IRC Assessment Between Arms in AUGMENT Trial ATT FL and MZL Population)

10 1: Rituximab + Lenalidomide
2: Rituximab + Placebo
0.8
E 06
3 I
Q
[e)
& i H
04 -
@
+
+ B T R +
0.2
HR (95% Cl)[a] = 0.46 ( 0.34, 0.62)
_| Log Rank p[a] <0.0001
0.0
I I I I I I I I I
0 6 12 18 24 30 36 42 48

Progression-free Survival (Months)

1 178 148 124 91 59 39 20 7 0
2| 180 132 92 58 40 26 10 4 0
Number of Subjects at Risk

a = Stratification factors included: previous rituximab treatment (y/n), time since last anti-lymphoma therapy (<2 years, >2years), and disease histology (FL or MZL).
CI = confidence interval; HR = hazard ratio; KM = Kaplan-Meier; PFS = progression-free survival

Follicular Lymphoma

In AUGMENT, the objective response by IRC assessment for patients with follicular lymphoma was 80% (118/147) [95% CI: 73%, 86%]) in REVLIMID with
rituximab arm compared to 55% (82/148) [95% CI: 47, 64] in control arm.

In MAGNIFY, the overall response by investigator assessment was 59% (104/177) [95% CI: 51, 66] for patients with follicular lymphoma. Median duration of response
was not reached with a median follow-up time of 7.9 months [95% CI: 4.6, 9.2].

Marginal Zone Lymphoma

In AUGMENT, the objective response by IRC assessment for patients with marginal zone lymphoma was 65% (20/31) [95% CI: 45%, 81%] in REVLIMID with
rituximab arm compared to 44% (14/32) [95% CI: 26%, 62%] in control arm.

In MAGNIFY, the overall response by investigator assessment was 51% (23/45) [95% CI: 36, 66] for patients with marginal zone lymphoma. Median duration of
response was not reached with a median follow-up time of 11.5 months [95% CI: 8.0, 18.9].

15 REFERENCES
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

White and blue-green opaque hard capsules imprinted “REV” on one half and “2.5 mg” on the other half in black ink:
2.5 mg bottles of 28 (NDC 59572-402-28)
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2.5 mg bottles of 100 (NDC 59572-402-00)
White opaque capsules imprinted “REV” on one half and “5 mg” on the other half in black ink:
5 mg bottles of 28  (NDC 59572-405-28)
5 mg bottles of 100 (NDC 59572-405-00)
Blue/green and pale yellow opaque capsules imprinted “REV” on one half and “10 mg” on the other half in black ink:
10 mg bottles of 28  (NDC 59572-410-28)
10 mg bottles of 100 (NDC 59572-410-00)
Powder blue and white opaque capsules imprinted “REV” on one half and “15 mg” on the other half in black ink:
15 mg bottles of 21  (NDC 59572-415-21)
15 mg bottles of 100 (NDC 59572-415-00)
Powder blue and blue-green opaque hard capsules imprinted “REV” on one half and “20 mg” on the other half in black ink.
20 mg bottles of 21  (NDC 59572-420-21)
20 mg bottles of 100 (NDC 59572-420-00)
White opaque capsules imprinted “REV” on one half and “25 mg” on the other half in black ink:
25 mg bottles of 21  (NDC 59572-425-21)
25 mg bottles of 100 (NDC 59572-425-00)

16.2 Storage
Store at 20 C - 25 C (68 F - 77 F); excursions permitted to 15 C -30 C (59 F - 86 F) [See USP Controlled Room Temperature].
16.3 Handling and Disposal

Care should be exercised in the handling of REVLIMID. REVLIMID capsules should not be opened or broken. If powder from REVLIMID contacts the skin, wash the
skin immediately and thoroughly with soap and water. If REVLIMID contacts the mucous membranes, flush thoroughly with water.

Procedures for the proper handling and disposal of anticancer drugs should be considered. Several guidelines on the subject have been published.!

Dispense no more than a 28-day supply.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved Patient labeling (Medication Guide)

Embryo-Fetal Toxicity
Advise patients that REVLIMID is contraindicated in pregnancy [see Boxed Warning and Contraindications (4.1)]. REVLIMID is a thalidomide analogue and can
cause serious birth defects or death to a developing baby [see Warnings and Precautions (5.1) and Use in Specific Populations (8.1)].

e Advise females of reproductive potential that they must avoid pregnancy while taking REVLIMID and for at least 4 weeks after completing therapy.

e Initiate REVLIMID treatment in females of reproductive potential only following a negative pregnancy test.

Advise females of reproductive potential of the importance of monthly pregnancy tests and the need to use 2 different forms of contraception including at least 1

highly effective form, simultaneously during REVLIMID therapy, during dose interruption and for 4 weeks after she has completely finished taking REVLIMID.

Highly effective forms of contraception other than tubal ligation include IUD and hormonal (birth control pills, injections, patch or implants) and a partner’s

vasectomy. Additional effective contraceptive methods include latex or synthetic condom, diaphragm and cervical cap.

Instruct patient to immediately stop taking REVLIMID and contact her healthcare provider if she becomes pregnant while taking this drug, if she misses her

menstrual period, or experiences unusual menstrual bleeding, if she stops taking birth control, or if she thinks FOR ANY REASON that she may be pregnant.

Advise patient that if her healthcare provider is not available, she should call Celgene Customer Care Center at 1-888-423-5436 [see Warnings and Precautions (5.1)

and Use in Specific Populations (8.3)].

Advise males to always use a latex or synthetic condom during any sexual contact with females of reproductive potential while taking REVLIMID and for up to 4

weeks after discontinuing REVLIMID, even if they have undergone a successful vasectomy.

o Advise male patients taking REVLIMID that they must not donate sperm [see Warnings and Precautions (5.1) and Use in Specific Populations (8.3)].

o All patients must be instructed to not donate blood while taking REVLIMID, during dose interruptions and for 4 weeks following discontinuation of REVLIMID [see
Warnings and Precautions (5.1)].

REVLIMID REMS program
Because of the risk of embryo-fetal toxicity, REVLIMID is only available through a restricted program called the REVLIMID REMS program [see Warnings and
Precautions (5.2)].

o Patients must sign a Patient-Physician agreement form and comply with the requirements to receive REVLIMID. In particular, females of reproductive potential
must comply with the pregnancy testing, contraception requirements and participate in monthly telephone surveys. Males must comply with the contraception
requirements [see Use in Specific Populations (8.3)].

e REVLIMID is available only from pharmacies that are certified in REVLIMID REMS program. Provide patients with the telephone number and website for
information on how to obtain the product.

Pregnancy Exposure Registry

Inform females there is a Pregnancy Exposure Registry that monitors pregnancy outcomes in females exposed to REVLIMID during pregnancy and that they can
contact the Pregnancy Exposure Registry by calling 1-888-423-5436 [see Use in Specific Populations (8.1)].

Hematologic Toxicity

Inform patients that REVLIMID is associated with significant neutropenia and thrombocytopenia [see Boxed Warning and Warnings and Precautions (5.3)].

Venous and Arterial Thromboembolism

Inform patients of the risk of thrombosis including DVT, PE, MI, and stroke and to report immediately any signs and symptoms suggestive of these events for
evaluation [see Boxed Warning and Warnings and Precautions (5.4)].

Increased Mortality in Patients with CLL

Inform patients that REVLIMID had increased mortality in patients with CLL and serious adverse cardiovascular reactions, including atrial fibrillation, myocardial
infarction, and cardiac failure [see Warnings and Precautions (5.5)].

Second Primary Malignancies
Inform patients of the potential risk of developing second primary malignancies during treatment with REVLIMID [see Warnings and Precautions (5.6)].

Hepatotoxicity

Inform patients of the risk of hepatotoxicity, including hepatic failure and death, and to report any signs and symptoms associated with this event to their healthcare
provider for evaluation [see Warnings and Precautions (5.8)].

Severe Cutaneous Reactions

Inform patients of the potential risk for severe skin reactions such as SJS, TEN, and DRESS and report any signs and symptoms associated with these reactions to their
healthcare provider for evaluation. Patients with a prior history of Grade 4 rash associated with thalidomide treatment should not receive REVLIMID [see Warnings
and Precautions (5.9)].

Tumor Lysis Syndrome

Inform patients of the potential risk of tumor lysis syndrome and to report any signs and symptoms associated with this event to their healthcare provider for evaluation
[see Warnings and Precautions (5.10)].

Tumor Flare Reaction

Inform patients of the potential risk of tumor flare reaction and to report any signs and symptoms associated with this event to their healthcare provider for evaluation
[see Warnings and Precautions (5.11)].

Early Mortality in Patients with MCL

Inform patients with MCL of the potential for early death [see Warnings and Precautions (5.14)].
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Hypersensitivity

Inform patients of the potential for severe hypersensitivity reactions such as angioedema and anaphylaxis to REVLIMID. Instruct patients to contact their healthcare
provider right away for signs and symptoms of these reactions. Advise patients to seek emergency medical attention for signs or symptoms of severe hypersensitivity
reactions [see Warnings and Precautions (5.15)].

Dosing Instructions

Inform patients how to take REVLIMID [see Dosage and Administration (2)]

REVLIMID should be taken once daily at about the same time each day,

REVLIMID may be taken either with or without food.

The capsules should not be opened, broken, or chewed. REVLIMID should be swallowed whole with water.

Instruct patients that if they miss a dose of REVLIMID, they may still take it up to 12 hours after the time they would normally take it. If more than 12 hours
have elapsed, they should be instructed to skip the dose for that day. The next day, they should take REVLIMID at the usual time. Warn patients to not take
2 doses to make up for the one that they missed.

Manufactured for: ~ Celgene Corporation
86 Morris Avenue
Summit, NJ 07901

REVLIMID® and REVLIMID REMS® are registered trademarks of Celgene Corporation.

Pat. www.celgene.com/therapies

© 2005-2019 Celgene Corporation, All Rights Reserved.

RevPlyP1.027/MG.027
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MEDICATION GUIDE
REVLIMID® (rev-li-mid)
(lenalidomide)
capsules
What is the most important information | should know about REVLIMID?
Before you begin taking REVLIMID, you must read and agree to all of the instructions in the REVLIMID
REMS® program. Before prescribing REVLIMID, your healthcare provider will explain the REVLIMID
REMS program to you and have you sign the Patient-Physician Agreement Form.
REVLIMID may cause serious side effects including:
+ Possible birth defects (deformed babies) or death of an unborn baby. Females who are
pregnant or who plan to become pregnant must not take REVLIMID.

REVLIMID is similar to the medicine thalidomide. We know thalidomide can cause severe life-

threatening birth defects. REVLIMID has not been tested in pregnant females. REVLIMID has

harmed unborn animals in animal testing.

Females must not get pregnant:

o For at least 4 weeks before starting REVLIMID

o While taking REVLIMID

o During any breaks (interruptions) in your treatment with REVLIMID

o For at least 4 weeks after stopping REVLIMID

Females who can become pregnant:

o Will have pregnancy tests weekly for 4 weeks, then every 4 weeks if your menstrual cycle is
regular, or every 2 weeks if your menstrual cycle is irregular.

o If you miss your period or have unusual bleeding, you will need to have a pregnancy test and
receive counseling.

0 Must agree to use two acceptable forms of birth control at the same time, for at least 4 weeks
before, while taking, during any breaks (interruptions) in your treatment, and for at least 4
weeks after stopping REVLIMID.

o Talk with your healthcare provider to find out about options for acceptable forms of birth control
that you may use to prevent pregnancy before, during, and after treatment with REVLIMID.

o If you had unprotected sex or if you think your birth control has failed, stop taking REVLIMID
immediately and call your healthcare provider right away.

If you become pregnant while taking REVLIMID, stop taking it right away and call your

healthcare provider. If your healthcare provider is not available, you can call Celgene Customer

Care Center at 1-888-423-5436. Healthcare providers and patients should report all cases of

pregnancy to:

o FDA MedWatch at 1-800-FDA-1088, and

0 Celgene Corporation at 1-888-423-5436

There is a pregnancy exposure registry that monitors the outcomes of females who take REVLIMID

during pregnancy, or if their male partner takes REVLIMID and they are exposed during

pregnancy. You can enroll in this registry by calling Celgene Corporation at the phone number
listed above.

REVLIMID can pass into human semen:

o0 Males, including those who have had a vasectomy, must always use a latex or synthetic
condom during any sexual contact with a pregnant female or a female that can become
pregnant while taking REVLIMID, during any breaks (interruptions) in your treatment with
REVLIMID, and for up to 4 weeks after stopping REVLIMID.

o Do not have unprotected sexual contact with a female who is or could become pregnant. Tell
your healthcare provider if you do have unprotected sexual contact with a female who is or
could become pregnant.

0 Do not donate sperm while taking REVLIMID, during any breaks (interruptions) in your
treatment, and for 4 weeks after stopping REVLIMID. If a female becomes pregnant with your
sperm, the baby may be exposed to REVLIMID and may be born with birth defects.

Men, if your female partner becomes pregnant, you should call your healthcare provider
| right away.
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* Low white blood cells (neutropenia) and low platelets (thrombocytopenia). REVLIMID causes
low white blood cells and low platelets in most people. You may need a blood transfusion or certain
medicines if your blood counts drop too low. Your healthcare provider should check your blood
counts often especially during the first several months of treatment with REVLIMID, and then at
least monthly. Tell your healthcare provider if you develop any bleeding or bruising, during
treatment with REVLIMID.

+ Blood clots. Blood clots in the arteries, veins, and lungs happen more often in people who take
REVLIMID. This risk is even higher for people with multiple myeloma who take the medicine
dexamethasone with REVLIMID. Heart attacks and strokes also happen more often in people who
take REVLIMID with dexamethasone. To reduce this increased risk, most people who take
REVLIMID will also take a blood thinner medicine.

Before taking REVLIMID, tell your healthcare provider:
o If you have had a blood clot in the past
o If you have high blood pressure, smoke, or if you have been told you have a high level of fat in
your blood (hyperlipidemia)
0 About all the medicines you take. Certain other medicines can also increase your risk for
blood clots
Call your healthcare provider or get medical help right away if you get any of the following
during treatment with REVLIMID:
= Signs or symptoms of a blood clot in the lung, arm, or leg may include: shortness of
breath, chest pain, or arm or leg swelling
= Signs or symptoms of a heart attack may include: chest pain that may spread to the
arms, neck, jaw, back, or stomach area (abdomen), feeling sweaty, shortness of breath,
feeling sick or vomiting
= Signs or symptoms of stroke may include: sudden numbness or weakness, especially
on one side of the body, severe headache or confusion, or problems with vision, speech,
or balance

What is REVLIMID?

REVLIMID is a prescription medicine, used to treat adults with:

*  multiple myeloma (MM)

0 in combination with the medicine dexamethasone, or
0 as maintenance treatment after autologous hematopoietic stem cell transplantation (a type of
stem cell transplant that uses your own stem cells)

» a condition called myelodysplastic syndromes (MDS). REVLIMID is for the type of MDS with a
chromosome problem where part of chromosome 5 is missing. This type of MDS is known as
deletion 5q MDS. People with this type of MDS may have low red blood cell counts that require
treatment with blood transfusions.

+ mantle cell ymphoma (MCL) when the disease comes back or becomes worse after treatment with
2 prior medicines, one of which included bortezomib. MCL is a cancer of a type of white blood cell
called lymphocytes that are in the lymph nodes.

» follicular lymphoma (FL) or marginal zone lymphoma (MZL)

0 in combination with a rituximab product, and
o0 who have previously been treated for their FL or MZL

FL and MZL are types of cancer of white blood cells called B-cell lymphocytes that are found in the
lymph nodes and spleen.

REVLIMID should not be used to treat people who have chronic lymphocytic leukemia (CLL) unless
they are participants in a controlled clinical trial.

It is not known if REVLIMID is safe and effective in children.

Who should not take REVLIMID?

Do not take REVLIMID if you:

+ are pregnant, plan to become pregnant, or become pregnant during treatment with
REVLIMID. See “What is the most important information | should know about REVLIMID?”

» are allergic to lenalidomide or any of the ingredients in REVLIMID. See the end of this Medication
Guide for a complete list of ingredients in REVLIMID.
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What should | tell my healthcare provider before taking REVLIMID?

Before you take REVLIMID, tell your healthcare provider about all of your medical conditions,
including if you:

have liver problems

have kidney problems or receive kidney dialysis treatment

have thyroid problems

have had a serious skin rash with thalidomide treatment. You should not take REVLIMID.

are lactose intolerant. REVLIMID contains lactose.

are breastfeeding. Do not breastfeed during treatment with REVLIMID. It is not known if
REVLIMID passes into your breast milk and can harm your baby.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins, and herbal supplements. REVLIMID and other medicines may affect each
other, causing serious side effects. Talk with your healthcare provider before taking any new
medicines.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist.

How should | take REVLIMID?

+ Take REVLIMID exactly as prescribed and follow all the instructions of the REVLIMID REMS

program

+  Swallow REVLIMID capsules whole with water 1 time a day. Do not open, break, or chew your

capsules.

* REVLIMID may be taken with or without food.

+ Take REVLIMID at about the same time each day.

» Do not open or break REVLIMID capsules or handle them any more than needed.

o If powder from the REVLIMID capsule comes in contact with your skin, wash the skin right
away with soap and water.

o If powder from the REVLIMID capsule comes in contact with the inside of your eyes, nose, or
mouth, flush well with water.

* If you miss a dose of REVLIMID and it has been less than 12 hours since your regular time, take it
as soon as you remember. If it has been more than 12 hours, just skip your missed dose. Do not
take 2 doses at the same time.

+ If you take too much REVLIMID, call your healthcare provider right away.

What should | avoid while taking REVLIMID?

+ See “What is the most important information | should know about REVLIMID?”

* Females: Do not get pregnant and do not breastfeed while taking REVLIMID.

* Males: Do not donate sperm.

+ Do not share REVLIMID with other people. It may cause birth defects and other serious

problems.

+ Do not donate blood while you take REVLIMID, during any breaks (interruptions) in your
treatment, and for 4 weeks after stopping REVLIMID. If someone who is pregnant gets your
donated blood, her baby may be exposed to REVLIMID and may be born with birth defects.

What are the possible side effects of REVLIMID?

REVLIMID can cause serious side effects, including:

+ See “What is the most important information | should know about REVLIMID?”

* Increased risk of death in people who have chronic lymphocytic leukemia (CLL). People with
CLL who take REVLIMID have an increased risk of death compared with people who take the
medicine chlorambucil. REVLIMID may cause you to have serious heart problems that can lead to
death, including atrial fibrillation, heart attack, or heart failure. You should not take REVLIMID if you
have CLL unless you are participating in a controlled clinical trial.

* Risk of new cancers (malignancies). An increase in new (second) cancers has happened in
patients who received REVLIMID and melphalan, or a blood stem cell transplant, including certain
blood cancers, such as acute myelogenous leukemia (AML), and myelodysplastic syndrome (MDS)
and certain other types of cancers of the skin and other organs. Talk with your healthcare provider
about your risk of developing new cancers if you take REVLIMID. Your healthcare provider will
check you for new cancers during your treatment with REVLIMID.

51



» Severe liver problems, including liver failure and death. Your healthcare provider should do
blood tests to check your liver function during your treatment with REVLIMID. Tell your healthcare
provider right away if you develop any of the following symptoms of liver problems:

0 yellowing of your skin or the white part of 0 pain on the upper right side of your stomach

your eyes (jaundice) area (abdomen)
o dark or brown (tea-colored) urine 0 bleedir;g or bruising more easily than
norma

o feeling very tired

+ Severe skin reactions and severe allergic reactions can happen with REVLIMID and may
cause death.

Call your healthcare provider right away if you develop any of the following signs or
symptoms during treatment with REVLIMID:
0 ared, itchy, o0 peeling of your skin 0 severe itching
skin rash or blisters o fever

Get emergency medical help right away if you develop any of the following signs or
symptoms during treatment with REVLIMID:

o swelling of your lips, mouth, tongue, or 0 raised red areas on your skin (hives)
throat 0 a very fast heartbeat
0 trouble breathing or swallowing o you feel dizzy or faint

* Tumor lysis syndrome (TLS). TLS is caused by the fast breakdown of cancer cells. TLS can
cause kidney failure and the need for dialysis treatment, abnormal heart rhythm, seizure and
sometimes death. Your healthcare provider may do blood tests to check you for TLS.

* Worsening of your tumor (tumor flare reaction). Tell your healthcare provider if you get any of
these symptoms of tumor flare reaction while taking REVLIMID: tender swollen lymph nodes, low
grade fever, pain, or rash.

Your healthcare provider may tell you to decrease your dose, temporarily stop or permanently stop

taking REVLIMID if you develop certain serious side effects during treatment with REVLIMID.

* Thyroid problems. Your healthcare provider may check your thyroid function before you start
taking REVLIMID and during treatment with REVLIMID.

* Risk of Early Death in MCL. In people who have Mantle Cell Lymphoma (MCL), there may be a
risk of dying sooner (early death) when taking REVLIMID. Talk with your healthcare provider about
any concerns and possible risk factors.

The most common side effects of REVLIMID include:

. diarrhea . swelling of your arms, « upper respiratory tract infection or
. rash hands, legs, feet and skin bronchitis
« nausea . sleep problems (insomnia) « inflammation of the stomach and
. constipation . headache intestine (“stomach flu”)
. tiredness or weakness ¢ Mmuscle cramps or spasms « nhose bleed
. fever . shortness of breath « shaking or trembling (tremor)
. itching « cough, sore throat, and . joint aches
other symptoms of a cold . pain in your back or stomach-area
(abdomen)

These are not all the possible side effects of REVLIMID.
Call your doctor for medical advice about side effects. You may report side effects to the FDA at 1-800-
FDA-1088.

How should | store REVLIMID?

» Store REVLIMID at room temperature between 68°F to 77°F (20°C to 25°C).
* Return any unused REVLIMID to Celgene or your healthcare provider.
Keep REVLIMID and all medicines out of the reach of children.

General information about the safe and effective use of REVLIMID.
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Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do
not take REVLIMID for conditions for which it was not prescribed. Do not give REVLIMID to other
people, even if they have the same symptoms you have. It may harm them and may cause birth
defects.

If you would like more information, talk with your healthcare provider. You can ask your healthcare
provider or pharmacist for information about REVLIMID that is written for health professionals.

What are the ingredients in REVLIMID?

Active ingredient: lenalidomide

Inactive ingredients: lactose anhydrous, microcrystalline cellulose, croscarmellose sodium, and
magnesium stearate.

The 5 mg and 25 mg capsule shell contains gelatin, titanium dioxide and black ink.

The 2.5 and 10 mg capsule shell contains gelatin, FD&C blue #2, yellow iron oxide, titanium dioxide
and black ink.

The 15 mg capsule shell contains gelatin, FD&C blue #2, titanium dioxide and black ink.

The 20 mg capsule shell contains gelatin, FD&C blue #2, yellow iron oxide, titanium dioxide and black
:\;]alr(w.ufactured for: Celgene Corporation, 86 Morris Avenue, Summit, NJ 07901

REVLIMID® and REVLIMID REMS® are registered trademarks of Celgene Corporation.

Pat. http://www.celgene.com/therapies © 2005-2019 Celgene Corporation All rights reserved. REVPIyMG.027 10/2019
For more information, call 1-888-423-5436 or go to www.CelgeneRiskManagement.com.

This Medication Guide has been approved by the U.S. Food and Drug Administration
Revised: October 2019
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REG ISR Y T % v REZEBNICTE=2 Y 7352 & (1.1),

® =V ARNTFURAIDITS, A Ly EARGEIR O RIATRARIED U 2 7 73
s (7.2),

BAHER~DHRS
o Il AMITIHEL LAVE S HETS L (82),
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BE~DAIT Y VITEREROBRESTA FIZ1TEEZZROZ &,
2019 4E 10 A okET
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SLF1HE

B IE-RRS OERSHERUFIK - SIRLSERE

IE - laRE

RV 7 7 REFEH LRI &, U R~A RFEERTHL LT U NI NI L oLdH
RAEFBERB CUKRORT 25 XEZ Lz, ¥V F~A FTlLt MZBWTEMIIP DL E
FE DS RIERIBIE 2 5| & 2 @A AR D STV 5D, IEFICLF U R RERAT S
&, ERMERARIESUIIE - IR TSI R TBEAND D, IR LML L 7 7 I R®
TR OBBARINC 2 B OMRRE 2 FEM L, RE2MRT 52 &, ERTRE &k, L7
7 X NIRRT L ONAHRIE T4 4 8T 2 DL EOBTEZ AT 270, Bk & OMER A 1
25T & [TEELL O EorE) (.1 H) kOY RED 1 B (17 H) #2M8), v
R RO « JBIRRE A RS 5720, L7 T 3 NI ARG 70 75 5 Thsh
REVLIMID REMS® 7' 12 77 5Dt & TLMATTE R (52 1H),

REVLIMID REMS 7' & 7' Z A DFEMIE www.celgeneriskmanagement.com % 2752y, #liEc
(7 U —4 A )L 1-888-423-5436) |[ZFEFECRHIWAEDLED Z &,

mikEY (GFPEkEAER U /MR EE)

L7 7 X RIZERRLPERIDE R O IWORAEZ Bl & T2 nd b, FERHERT
1%, 5 BYLMR R R KA 0 5 BRI BE R D 80% TIRIE TE N MLE L 721,
34%DEFE T2 B HOWRE JRESLE L 72 o7, BEBEE D 80%I27 L — K 3 Xt 4 DIk
BENRD BTz, 5 FRAMEBRIBR K ZME S B RERIEGEREOIREZ 21T T 5 &S
LTI, WwEORYO 8EMITE 1B, Z20%I1TD7R<E b A | ENRMIR AR 4 FEhid
DL, IREMITMENLEIZRDZ bbb, Fio, MIRMAIKR O IR 7o ff A
VB DG b oD [IHE - Hi) 0.23H) #2MH],

F#AK - EhARIN 42 48 AE

L7 I RaTXH 247 0 0P L2 aiiEas ©, EMEIkieiE (DVT), Mk
JE (PE), OMFFEZER OMZEF DY A7 BNABICHIR Uiz, B I OVE il i AR JEA E O 145
FOEROFFUCER T2 2 L, BN, Bojm, EBSUXTREROERZ: & ORERBEN -GS
XELICEMOBEE %5 L) BEIERT L2 &, e THRHRSN, £-Mx0hs
DOEAER LRI 123l L7z B C, WG OBREBZBEST D& [TELER N EOEE)
(5.4 1H) &2,
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1 hee - R
1.1 ZREIEEE

L7 I3 RIE, TV AZ L OFHEEICBOT, [RAOZLRMEEEHIE (MM) BE OIS
R E T 5,

L7732 FiX, BFEEMEMEBRE (HZ HSCT) % ORAD MM BE 21T A HEERE 2
& T 5,

1.2 BHRERBERE

L7 2RI, 5 BROAKRRBB R KOMERFNERE 2 H 95 (£ OMOMIEERTFH)
HOFEIZDRRV) ARY 27 3UIHH - 1Y 27 OBFBERZAUERRE (MDS) 12 X 2R A O
MARAFYER MLEF OTRFR AL & T2,

1.3 <2 hILREY VN fE

V77N, 2LV ACDRENER (ED 55 1 DIIRNAVT Y I 7% ETe) %RICHIE UTET
NI DN RAND~ 2 MR Y >3 (MCL) BE OBz IS &35,

1.4 Rt v\E

L7732 R, VYR~ 78EEOREIEICBW T, BERBEOH 5 RAOIERME:Y o jE
(FL) BEOIRELE I & T D,

1.5 BE®H) v/\E

L7732 R, VYR~ 78EEORRIEICBWT, BEEOH DAY o E
(MZL) BFEOIREEEIL LT 5,

1.6 EADHRR

V77 X NI, Bl BERRERER LIS C 1@ Y PRI (CLL) B3 OIRHR 2 G &
T, IhEENE TR SR [TEER O Lo 5.5 R) &#ZH),

2 % - B=
21 SZRUEBHEICNT HHERS
LIS s REtREE
V77 ROHERERMHREIX, TX VALY EOHTIH 1E2Smg THY, 28 HIA
JND1~21 HRICHEAR ARG T 5, BIENRT X2 2V OfEICHONWTIT 141 HES

BT L, I5BaB25EmEE I, KHET VA XY TR L TR [THKA)
(14.1 1) =M/, BET UIFR CTERWEENBIEIND T TR EMR T2 2 &,
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H % HSCT R EE T, WEEIT UIHR TERWEMENBER S5 £ Tk Lk 5
Z &, HFHSCT BEETIE, L7 7 2 RSB0 5 4 Y1 7 VLN E s s 2 4238
DIRFIUTIR B [TEEL R O Lo E) (5.12 H) #50),

SRUBHECARTOMBSHEICL SAENE

T L— R 3 X% 4 OFFERPED ORI/ MDD & 5V XL 77 2 RICBEET 5 i n= %
DD T L — K3 T4 OmttEE2ET 5120, R1UIORTHELZENA R4 0N H#HESN
50

x 1 2EEBHEEEONREEICKS LIS FHEER

m/REL
ZRMUBHERSEICH TS M/MRED
ik E HELE X D IR E
28 A 27 vo 1 HA~21 HEICEA RS
30,000/mcL A 12 Je/ b L7 72 REREL, 2MmEkiHE (CBC) i 1 [ml#E
£,
30,000/mcL LA _E1Z[A]18 L7 7 RemiblEbaEns 1 LW EWHETH

B, 1 H 1525 mg Kl TG LN &,
THLIRE,  30,000/meL R IZHEAD 54| V7T I FERES D,

30,000/meL LA _EIZ[EIE V773 FafiEi G826 1 LYVEROHETH
B, 1 H 1[F25mg Kl TG LARNWT &,

yFrh Bk 8 (ANC)
ZHRMUBHEREICH TS IFPERED

I ERSER HEE S 2 1R EE
28HY A 7D 1 HE~21 HHICEBES
1,000/mcL A 12 i V77 RZEIREEL, CBC Zi 1 [FI#1£2,

1,000/mcL LA B IC[AE, A FPERBD 2SME—| L7 T 2 R4 1 B 18] 25 mg XIXBALEH & CTHE,
DOFMETH DA
1,000/mcL LL EIZ[RHE, OFEBRO O L7 7 I RERIEEGEND 1| LYV ERWHETH

nNao%46 B, 1 H 18] 2.5 mg Aili CHH- L7222 &,
AL, 1,000/mel AT 548 |V 7T I RERET S,
1,000/mcL UL _EiZ[al11E L7732 RagimEsaeE»S 1 LYVEWHEETH

B, 1 H 1[5 2.5mg Kl TG LN &,

BERXHSCT#MDL JJ I FitiFEE
H% HSCT 1%, MiEFHfE CEliE (ANC 28 1,000/meL BL FIZ[al4E & O/ O Z i Mg
75,000/mcL UL FIC[E1E) ZHER L2 TL 7T 2 FHERRIEZ G5, L7 T 3 ROHERELA
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AEE, 1H1E10mg %28 AYA 70D 1~28 H HIGEBKRO®ZE L, HEETSUIHAE T
XRVEMENBRIND Tk T 5, MEERRIED 3 A 7 UK THIC, BRMENIHR IS

AIX1TH1E1Smg IZHELTH LU,

SRUBHECARTOMBEHEICL SASHE

7 L— R 3 T 4 OHHFERB/D R Mg & 2 E L 7T 2 RICBEET S TS %
DD T L — KR 3 Xt 4 OFttEEET 5120, R2IORTHELZENA R4 Uon#HREIn

Do
K2 ZRMUBREZEOMRSEICLSLTFI FHEEERE
1/ R 3K
ZRMBHEES(CH TS M/MRELD
JIRANY 7S HELE S LD IBHRIE

30,000/mcL A (2 )5

30,000/mcL UL _Eiz[a{E

V75X KB, LMK (CBC) %8 1 [

L7 7 RepiEEgGEN»S 1 L-VRWHAETH
L, 28 YA 7L d 1 HH~28 HHIZHH#&SE,

1 B 185 mg OF5-H, 512 30,000/meL
R 518
30,000/mcL L1 _EiZ A1

L7 I REWRETSH, 28 B A 270D 1 HE~21
AHEIZTH 1A 5 mg Kt THRE LW &,

L7 7R%&1H1[E5mg THBEL, 28 B¥A 71
D1 HE~21 HEICEET S, 28 A A 7LD 1 H

H~21 HEIZ1 H 1 [Fl Smg Kl CHRE LW &,

yFrh Bk 8 (ANC)
ZHRMUBHEREICH T HIFhBRED

I HERER

HELE S LD TBIRIE

500/mcL AT (2 g
500/mcL LA _EiZ[H1E

L7973 F&REE L, CBC i 1 [AI1#8122,
L7732 RERIRESGENS 1 LVERWHETH
BHL, 28 A1 7LD 1 HH~28 A HIC#EA &KL,

1 A 1[5 mgdFLF, 512 500/meL
S Rl % R =
500/mcL LA _EiZ (A8

L7 T3 REREST D, 28 HYA 7LD 1 HE~21
HAIZ1 B 1A 5mg K THRE LW &,
V79I FRE1HIESmgOHETHBEL, 28 B
A0 1 HE~21 HRICES, 28 B A 70D 1
HEH~21 HEIZ 1 B 18] 5 mg Rfi CHE- L2
L,

2.2
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L7 7 ROHESERMEAEIZ 1 B 118 10mg Th D, 50 ST R & O R R O
FTRAZESWCTHIETT 5 2 &, WREITUIFRE CERWEERA LN TR G2k T 5 2
&

BHEMBEEFOERPOMESEICK SAERE
mg BRI T i/ MRS 23 L2 BE 121, TRRICIEWHEZFIET5 2 L,

/MR

BHEMBUEREREDOAET1H1E 10 mg OFR5EIBN 5 4 BRLAIZI/NMREDNREIRL -
EE

R—2 54 100,000/mcL Bl EDBRE

(RN 7% HESE X B VRIS

50,000/mcL A (28D L7 J 3 RaEAREE

50,000/mcL LA _FiZ [E]18 L7732 K% 10 1A 5mg THB
R—2RF A fE 100,000/mcL K DHE

i/ HESE S D IRHRE

R—=RF A ED 50%IZ L7 73 REREK

NR—2ZF A H 60,000/mcL LA_E T 50,000/mcL LA _EIZ[EI1E V773 K% 1 H 1A 5mg TEAH
NR— 2 F A fE 60,000/mcL A T 30,000/meL L E1Z[AI{E L7732 R% 18 1\ 5mg THEH

BHEMBUEREREDOAET1 H 108 10 mg DFRSEIEN 5 4 BfEFERICI/NMRURDHFEIE L
=i5&

VAN HELGE SN A VB HRTE
30,000/mcL i 1% 50,000/meL A C /)N b ifn. A 45 L7 T 3 ek
30,000/mcL LA RiZIEIfE (IR A2 Z fED 72 0) L7232 K% 1H 1\ 5mg CHBH

5 mg O T/ MRIBA 235 I L7CBH I, TRICEVHEZFET L Z &,

BHREMBUERIFOEET 1 B 1H5mg DFREHICI/MUEDAER LI5S

[iiiRANY HELGE SN A VB HRTE

30,000/mcL i 1% 50,000/meL A C i/ H i ifn. A 45 FH L7 T I RaEfRE

30,000/mcL LA EIZRIE (kM AREZfED7R0) L7773 F%&1H1[A25mg CH
(|

10 mg DOBASEH & TP ERBAD NI L2 EBHITIE, TROXIICHEZFETLZ L,
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PP BkiEXT%E (ANC)
BHEMBIEEFEORERET 1B 1E 10 mg DIRGRIEA S 4 BRLURIZHFHRIKRDAFREIE L 1=
5E

NR—2 7 A fH 1,000/mcL LA EDGE

I EREL HELE S D IRIRIE

750/mcL AT (2D L7T 3 RakE

1,000/mcL LA_E (2 [al18 L 77 KF%&1H 1A 5mg THH
N—2F A E 1,000/mcL Kl DEA

A ERER HELE S D IRRTE

500/mcL A (2P d L7T 3 RakE

500/mcL LA 12 [F11E L7ZR%& 1 H 1A 5mg TR

BHEMBUEREREDOAET1H 108 10 mg DFRSEHIEN L 4 BEFERICIFHEGEDHAFKIE L
f=i5&
I FPER R HESE S B VRIRTE

500/mcL ARG D 7 B LA EOFRHG SUIREE (38.5°CLALE) #fEH L7 T I REKREK
500/mcL Al ~D P

500/mcL LA R{Z[E11E L7773 K% 1H1[AS5mg THH

5 mg O ETHPERBA 3 FH LB, FRICEOHEZRET 2 Z &,

BHEMBUEREREDAETT1H 1B 5mg DHREHRITHFRERBONKERE LGS

I ER S HELE S D IRIRIE

500/mcL AJi# D 7 HEL EOFHE UTFE (38.5°CLLE) ZfE5 L7 T I REIREE

500/mcL A~ D P

500/mcL LL iz (B8 L 77 F%1H1[F25mg TH
(!

23 T ML UNEICxT AHEREAE

B SUTERIED~ > RVl Y ISR 2 L7 T I FOHESERRM M EIT 1 A 1[5 25 mg
ThHO, 28 A 7D 1~21 HEICGEAROEGT 25, HEET UIFFE TE R WEENE
LZINDETHIRZMET 52 &,

FRRIR K ORI D P FLIZ I DWW T, G- Dfikfed, AHEIFILZIRET D Z &,

T2 NILEIREY UNEDBEFOMESHIC L SRERE

7 L— R 3 Xt 4 OFFERED, 7 L— K3 T4 ot/ Mg T v 77 2 RicEET 5 L
BT SNT2Z DD 7 L— K3 x4 OFHEOERIZIE, TR THEBEEE A RT74 o &HE
ﬁ‘j—‘éo
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/MR E
T MILHAREY) /N[BT O /MR
I/ IR HELE X D VBRI TE
50,000/mcL A (25 L7 I F&kFEL, CBC i 1
EIf=E=
50,000/mcL L iz Bl V77 X REfiE#EE &) 5mg

L TG A2 /M, 1 H 1[E5mg
KFOHETEE LW &,

yFrh BRI R (ANC)
<2 hLiEREY) 2B DR ERH O iF R BRiR D

A EREK HELE X B VRIS

1000/mcL A5 D 7 H LA EDOFRE L7 7 I F&{RIEL, CBC % 1
X% EIEZE =%

FEL (38.5°C LA L) ZfF 9 1,000/meL A ~D A

X

500/mcL A 12 s

1,000/mcL LA 12 [A118 V77X RafiEl&b &5 5mg

L TG A2 /B, 1 H 1[E5mg
KFOHETHEE LW &,

24 EREMEY UNEXITDET) UNEICT SRS

V77 FOHERERRGHEL, VYo ~7/-ALEOHHTIH 1EI20mg %, 28 HY A~
ND1~21 HEICHEARO®ZRS L, ZhzikKk RYVAI7UTH, BRI Y Yo ~TOHE
IZDOWTIE 144 HDO AUGMENT B2 235 2 L, VY X~ 7 OmMic L2 HEREICS
WIS G OLTTERESRT 5 2 L,

FL X [& MZL ;e omREHIC L 5AERE

7 L— K 3 XU 4 OF P ERIVE ST M/ M IE S D W E L7 7 2 RICBhE 35 &I S
DD L— R 3 T4 OFHELERT 512, UTIORTHELZEENA R4 U nHERES
b,

/MR 3

FL XI& MZL D& O mn/MyiE >

i/ IR HELE S D IRIRIE

50,000/mcL A (2 L7 7 REIRIEL, CBC #i 1
EIf=rE =5

50,000/mcL LA _E (2 [A14E BRGE 2N 1 B 18] 20 mg DBEE

X, V77 RERiE&RGENS S
mg &R L CHREEZHERM, 1H1ES
mg RO HETHEG Lianz &,
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BRtGFH =231 H 18] 10 mg OHE
L, V772 REiE&RGEND S
mg R L CHR5Z2HEM, 1A 1
2.5mg ROHEBETEE LN

Eo
sFepEkiEXTEL (ANC)
FL X[ MZL D& DiF R kiE A
A EREK HELE X B VRIS
1000/mcL KD 7 H UL EOFE: L7 7 F&{RIEL, CBC % 1
X EIfZE-N
FEL (38.5°C LA L) ZAF 9 1,000/meL A ~D A
Xix
500/mcL A (2D
1,000/mcL LA L2 [RI1E BRGEAEZY 1 B 18] 20 mg DBEE

X, V77 RERiE&RGENS S
mg &R L CHREEZHERM, 1H1ES
mg RO HARTHERG LN &,

BRtGFH =23 1 H 1[0 10 mg OHE
%, V77 RERIEEGENS S
mg JHE L CHREAZHB, 1A 1
25 mg KO HETHEEG L2
Lo

25 FEmMRFHEERICHT SHERE

V77  RICEET S LS5 7 L— R 3 3T 4 OIEMIEFREEDSFAE LI HAE, IR
L, &N L— R 2 L FICEEETIUIEMOHBIC L0 1 LV RWHE TR G 2 /T 5,

MEFE, 7F7 4 7% —, 7 L—FRK403PE, HPERS, KEWERED D WO EE
RGN FB LT HAIT L7 7 Rogh ek L, B LW & [TBER O Fo
JEE (5.9, 5.15 H) 2HE),

26 BHEETFEZEIIEFIHIHHERERAE
EHHEREE 24T 5 BB OIS e FORIRT [TBAKE (123 7H) 250,

K 3: BREEFTEZHILIBREDORAEDHRE

EH#HE (Cockeroft-| MM XX MCL OHFRME | FL Xid MZL O PFFEEE | MM XX MDS @ B % HSCT
Gault) ECTORE TOHE #OMERFEIECORE

CLcr 30~60

mL/min 1 A 1[E10mg 1 A 1[E10mg 1 A 1[E5mg

CLecr 30 mL/min A ~

R ITRE) 2 BiZ 11E 15 mg 1 A 1[E5mg 1 A 1[E25mg
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1 H1[ESmg, ZEHHIT |1 H1ES5mg
BHTHE TR G5 2 | BT BB T %I
L, 5952 &,

CLcr 30 mL/min A
T OEHTEE)

1 H 1A 25mg, &M HIXE
Bre TiRICEET 52 &,

MM DI © CLer 28 30~60 mL/min DE# T, LF U FI RO 10 mg DR GIZEEMEN B
0, AESIREEDRD DR WIGEIE, 204 7 UWETHIC 1S mg ~OMEEZRTFT 52 L,

MM, MCL X% MDS ® H % HSCT % DO#eFpiels « L7 7 2 FRGOBEKIL, FEEDIRREIZ
ISCCHEEERTLZ & [T HE) Q.1 H~2.31H) /],

FL X% MZL O PFFETE © Cler 5 30~60 mL/min D HEE T, ABMENHERIN-BEIE, 291
I AT HIZ 15 mg ITHIE L TH Ly,

27 R&

L7532 N3, BEB%EZNOLTERIZIIFE URZNCIRAT A, V77 R vaidke bt
W ETICIRAT 5, A7 AZBRITZY, Elo720, BAENZD LN &,

3 Rl RUEE

VoA I
2.5 mg : HAKOFRERNEHOME D 72 /AHT, —HIZ TREV], b9 —HIZ 25mg) &
B 7 CHIFENTWAD,
5mg: AOAREHO L 7 EALHIT, —HIZ TREV]), &9 —HIZ [Smg) &HBEA 7 THIF
STV,
10 mg : FhkEK NEEEAREHO D 72 NLAIT, —HIZ [REV], 95— Nomgl & &
A 7 THIEINTWD,
15mg : WE AKX PAHGREHO S 7EALHIT, —HIZ TREV], b9 —HIZ M5mg) &HEE
A7 THIFENTND,
20 mg : IRFEKONEFREREW O 72 /VAIT, —J71Z TREV], &9 —HIZ 20mg] &
B 7 THIFEENTWD,
25mg : A AREHO T 72T, —HIZ [REV], 9 —HIZ 25mg] LB A7 CTHI
FEINTND,
2=
41 1R

V7 IR Raellmlg 59 2L, BRICEZRIZTBENLR DD, SERRMICLFY FI R
G LY VO ERICUBORE R B, ZOFEMTRHE LT X TOMNETHE S
Tzo ZOYVNORAEFBERBROMERITINAT, BOE MEFEMETH LYY RvA KL DO
ERFPPEICES X, LU R RORE~ORGIIESTH D (IHHAER ) DHE M),

Confidential and Proprietary ' v— S



LU R R 1.6 SENCIIT DA RILE BT 5 Bk} Page 14

AF AR YR AE 3 A5 XITARF O DI EBEDNEIE LA, BIR~OELZ KITT
AREMER B D = L ABECHAT D 2 & [[EER O LR (5.1 H, 5.2 1H), [f#HE
M) 8.1, 83 H) #X/),

42 EEOBEERK

L7 Z 2R, VU R RICRHT 2 EEOWBUE (MWEREE, AT 4—T A TParyv
JEWERE, WM ERBIER Y) NAONT-BEIIERSTH D [[EBLER O L DMEE)
(5.9, 5.15 1) W],

5 ZERVERLOEE
51 W-BBIREMH

L7 7 RigH Y RvA RFERTHY, HRERPOFERHIIEZTHL, U R~A RidEmic
b b e NERMERIBE ST - RO C 25 & TEMO e MEFEWE CH D [
HEEM]) 8.1 H) a2, YA OR-RVERARBR T, @IRPIZLFY R REEE LY L
OHAVIZHFER A B, ZIUIERETIZY Y K~ FIgEE L7- b MOBIE SNz e R R AEE
WHE 5 2 L3RR b,

L' 77 X RIZREVLIMID REMS 71 7 Z L%t L COMEAT 5 Z LN TE D [[EER O
M EDVEE (5.2 H) M,
bF 8% ] B A & 14

IERRFIREZ2 20N, LT T X RIAHRBHLAD 4 L. BRI DIREEHR & 5 DIREK T o072 &
4 BE% E TITER L TR 57220,

VTR AR 4 B ERT2 6, 15T, RIS, RREP L% 48R0, BEE oML
WERVEZ D7, 2 B ORMEERBTIE AR L2 iudZe 570,

7z, TRIEBAGARNC 2 BIOMIRRA 2 06 L, REIEDSHER S NRTIUIR 56720, 1EHOKR
BILT 7 I FEERIO 10~14 HEWN, 2 [BIHIZ& 5010 24 R LAWNIZ I L, 1E%BLE 1 %
HRIFHE 1 BIEET D, £0%IE, ARESOHR 2 2emiIA 1E, ARRIZR M 2 B
| Bt &2 Eha T 5 2 & [/#HHEL) 8.3 H) &M,

B

LU R RIEAA 2R LIBEORBRICBATT 2720, BIEEREUREZIT T 556
TH, V77 FOREGEH RGP 1% 4 8RIE, EIRTRER M & OMAZBRIC T T v 7 A
I Ak T LMo ay F=22 0P A LRTER LRy, V7T FERAL TV B

BENIF TR LTI b [THHES) 8.3 ) #2/H],

#tm

Al sns &, BENLVT T I NICRETERERH 5720, BEIILT 7 I FRE
R OG- k1% 4 IR 2 124 L TiEZe 5720,
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5.2 REVLIMIDREMS 745 A

R BBIEDY ZA7I1k Y [TEEROMEH FoE) (5.1 H) 2MF], V77 KX Risk
Evaluation and Mitigation Strategy (REMS : U A 7 3l - #&JRGHkNE) (25D < FEAIEAT 7 0 775 L
T 5 REVLIMID REMS 711 7T L&t LCOHRAFETHZLEINTE D,

REVLIMID REMS 7' 75 AOEHILLFDO LB Th b,

o WFEEFAT BT T AA~OBEKL O REMS E:D#E5FIZ X > C REVLIMID REMS 7' & 7

7 DMCRESINRTFIUER D70,
o EFIEF-EAMREECES L, REMS 42885 L2 UE72 5700, FrlCBIELTIR
L CWRWEEIR FTBE 72 2o, RURiR s M OB O HE & 85F U [T BE [ DA
8.3 ) #ZH], BYEGBHEORE 25T L7221 By [/ #FBEERI DN )
8.3 ) =M,
«  JX/HILREVLIMID REMS 7' v 77 AORBEEZ T HE L BIZ, V7T I ROEHNTFA
S, REMS ZFZ2 573 2 B O HFHA L 22T UTe b7,

REVLIMID REMS 7' 7' 5 A DFEMIE www.celgeneriskmanagement.com % 2T 572>, i
(1-888-423-5436) |Z[W\EbHED Z &,

5.3 M&E=M

V77 X RIZERZRAFHERPE K O MBI EZ 51 & B Z T BT H 5, i HERIADE
ZRBL LA T, BROBIRE ToICBET 5 2 L, Frciiiio U 27 & w2 35450 2 O
THHETE, BEICHDL (WHLEET) I[CEETLILBET22 L, V7T I RERAT
5 BB TRV IR R AE 2 EHNAT S 2 & Uk - Jld 2177, 228, 23H) &
=M,

SRMEBEREICL T T I FETEIAEZ Y OHARELZITIOBREXIIL T I I Ficks
MERFRIEZATHO%GE, 1ROV A7 AVEBTIXTHI I A LED, 3427 VATIE1L LD
15 HBZ, Z0O%F28 HZLIC @AM B) 2mEkEtE (CBC) ZRET 52 L, KEX
IR A B NN DG AN D [ A 2.1 H) F2H), SRR
FrakGg L UTMERPRIEOIKHBRCTIL, V7 7 REEG LTLEFTORK 9% L— R3 X
1% 4 OEFHRERBMED, L7 7 RERG LIZBEORK 38%IZZ L— K 3 Xk 4 O/
TENTRD Bivie [FIEH (6.1 H) &2,

BB RIEGREEIC L7 7 X ReRET 25818, &0 8 MEILHE 1 B, Z0%iddbk
< b 1 EIEAMEKEE (CBC) 2MET 52 b, BEREAEGRERE & x5 L L kR
BRTIE, 80%DEBHIZT L — F 3 X 4 OMiE#HMERRD bz, 7 L— F 3 Xid 4 D& B
DIEMFEBLLTZIEFE O 48%TlL, FEE COHMO TR 42 A (§EPH 14~411 H) TH Y,
B8 E COHM ORI 17 B @i 2~170 H) Tholo, 7 L— 8 3 X 4 O/ IMasAiE
WIEHL LT BE D 54%TiE, B E ToOWMOPRAEA 28 A (#iPH8~290 H) TH Y, [HIEF
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TOMEIOR YIS 22 B (#iPH 5~224 H) Th otz [[HFIHAEEL ) kX THE - ) 2.2
1H) M),

<y MUY SERFICL T T X REERET A5, 1H 42708 (28 H) 1@ 1], 2
~4 B A 7 VAT 2 W 1A, Z0%IEA 1 BElO2mEKGFHE (CBC) &+ 52 L&, RIEK
O/ TR S BN LB 2 RN D, v hVHIIRY v oRBEERE x5 L LT
BB CIE, BED 43%I27 L— K 3 it 4 O ERBUDE RN HE S, 28%IC7 L— K3 X
1% 4 DI/ IIBAER S STV 5D

%%@UVN@Xiﬂ@ UoREREIZVT 7 Rek53 2554, 14 27vH (28 H
M) Ofwo3BEETE1E, 2914 7 VENS 404 7 VEETIE2 BRI B, ZO%ITA
1@@@%#%(&%)%@Eﬁé;koﬁﬁ%ﬁgﬂu b Z 05, AUGMENT R
K OYMAGNIFY #B&ClE, V77 R/ Y X< TRHOBEDZNEI50%K DN 33%I27 L —
R 3 X% 4 OEFFERBAENRE SN TWD, L7 T3 KUY~ TROBEDETNEN 2%
KR 8%V L— R 3 XiE 4 O if/MUEAERHRE SITWD [TFITEH) (6.1 H) =0,

54  #Ak - BIARMAZZEIZE

LU R Ra5 LEBEIS, SIRMARTEIRIEA < b (CRESERIRILARAE M OMRZERRE ] M
OB IRMARIERRIE A < b (OFHEZE K ONAEH) OB #RE S TnDd

SARTLPUREE SR 2 OF F L 72 RRBRIC B W C, TRIRIRD B 25 2B RilERE L 77 I R E
TXG ALY UEGERAERG LI2GE, R EIRMARE X OWZERIED U 27 (ZIEI 7.4%K%
W 3.7%) B3, TT7BR+TXH ALY UG (ZREN3.1%KTN0.9%) ([T~ THEICHEK
Lt:&%ﬁ$éﬂfwé RIGEDZHIEHHEIE (NDMM) B % &5 & LR T
X, [ ZET RN TOREN TR 252, EERREIER L L TRE SNk
mﬁr@%ﬁﬂ I%, RAFf, RAI8HEKL O MPT BETEILEI 3.6%, 2.0% M N 1.7% Th -7, HEH
ERAWER & LT SN MZERIE DR BLEIA X, RABE, RAI8 L MPT B CEILEN
3.8%, 28%MN3I%TH Y, EiFedoie [[FHHAZE ) ROY TEITEH) (6.1 ) &4,

REBRICBWT, 1BEREDOH 5 LRMERIEBREICL 7T I RETFT XA XV U 20K S
Lﬁﬁm,b%ﬁ%&@%+¢(Om)@%ﬁ?é(%ﬂ%hLW&Ulwﬂbx77?$+
TXY AL RERE (ZIEI0.6%K TN 0.9%) IZHARTHR L7z, NDMM BEZx5R L Lz
AR TIE, EERBEM L L THE SN ODHEEZE (B xGte) OFBEIAE, RdHE, RdI8
BEROMPT BECENEIN 2.3%, 0.6% KN 1.1%Th -7z, EERRBIEME L TRE S mes
HORBEIAIL, RdEE, RA18 BEMOYMPT #ETEANZEI 0.8%, 0.6%M4%TN0.6%THY, ZiT7
molo [TEITEA) (6.1 H) 2ZM) T,

IMASEDPALE 2 EBERIOEMRA 72 6T 28F1, @MU A7 BN, HHETED
ETOERKY (GIFIAE, miflER ORI L) Z2R/MET DHEZ#ET D 2 &,
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FEER 2 BT AR SR & OFF U 72 20 7o 6 BREG PR RRBR T I, FF58 SUTEREME O 23 M BlfE B 1
V7 IIRETHRY ALY ARG LG, RE (SMQ DR LML) DFEBLE|
BN 21.5%TH o720 _ﬁb,77t$+r%%%&fy&ﬁﬁfmﬁ$%6&oko%m@m@
JEE COHIM O RAEIL 2.8 » A TH-o72, NDMM BEZ &G L L-RBRTHE, 1ZIETTo
BENT 2R RIE 2 50T, ARRE OFRBEIE I, mmmm%Aﬁfn¢mh@Tﬁf
11.6% Tod > 7z, HAIDOMARIE E TOMFE O HRAEIL, RI+RAIHFARETA3 » H Th o7z,

AUGMENT #BR Ti¥, FL XX MZL &2 D HRIMARZERRIE A X b (TR E R A2
K OWHEERIE R &) ORBEIAIL, V7T RIVYXI~THT34%Thotz [1FIEH) (6.1
) 24, AUGMENT B2 Cld, FL XX MZL BF BT 2 BIRMASZEFRGE (O FEZE 72
E) ORBEIRZ, V7 II RV YFUTRET0.6%Thotz [TAIIEH) (6.1 H) #R4],

MAEOFEHHSLEZAT 5 Z L NEE LV, filx OBFE OB 2GRN 72/ ML 72 =T, 7
BIHIVE DI a BT 2 Z & MAEOBIER OERN RO OEHICRET H L5 BE%
fFEdsrZ L, 2V AR F VHBIR PR ba OB EICL Y MBRED Y 27 RIS HILHE
FELHEEMENH D720, LT T FEEERFIIIREZ 7y e VAT ERRI LI LTI LD
Wz 52 [[FEYHAER (7.2 1K) 2/,

55 1B U\MEMREEDOETEISOEM

B oA (CLL) B 0% —RPURHRICET aim S BIEA (1: 1) ERRRER
T, L7 I FOHARGHETIZZ 0 T L7 I VHAF G L B L THED Y 27 B ED -
Too FRRIENTCIX, 78T A7 R GRETIE 21 B 18 BT NS S izoickt L, L
77 X REGEETIX 210 B 34 FIOFET B Hivlz, 2AFMMEO A — R 1.92 [95%
fEHEXR (CD : 1.08~341] THY, v7?‘h&5ﬁf a7 LT UNAREREL R LT,
FELE U A7 %M LT, 7ed YRR BRIX L 22 BB L 2013 427 HlcHikESh,

F70, V7T REGEECRRREE LG L C, (EME), OFREEL DA CEE AR
FRBRDORWEH OFRBIEIG N Er- Tz, LLEX Y, Ml MERRRER 2 R Cig, 18D v \kf
MFBEICRH L L7 Z I RiZ@EH S,

56 ZXREHIA

ZRMEEMIEERE 2RIV T T I RE&EG LZBERRR T, ik L BEEEEs &bz
WA A (SPM), FRZEMEEBEMEAIMF (AML) R OVEBERIEBIEERE (MDS) O3 BIEIE N
o le, ZTOX D7 AML LT MDS 72 ED g/ SPM OEINE, &0 ALVT7 77 & DM
TL7 73 Faf5 L7 NDMM BF D 53% T LAZDICkt L, V77 REefifdd AL
77 IR LIZNDMM BE TIZ13% TR, AVT7 7 7 02T LT I7I RET
XA XY A L7 NDMM B3 CTO AML & T MDS ORBEIA1X 04% Th - 7=,

KEANT 7T 915 BFHSCT #1277 2 RIZ X DHEEFRIE AT - 72 A Tl 7.5%I12
Mg SPM BB L7=DICH L, 778 R2&E5 LZBETIEI3% TH 7=, MKk & EE
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ZaEe (R B as k OUREMIE 2 B <) SPM OFBLEIG 1T 14.9% ToH - 7D ITxt
L, 778RaHE5 LIEETIL88% THY, B REIXIIS » A ThoTo, MF L
B e OSBRI E 72 &, AT 7 —~ DS O ERE SPM 28 L7 7 X NI X DRIk %

ToTBEDII%NTHIELIEDIZXL, 77 BAREETIL2.6%THo7z,

L7 7 RET XA XY RS Lo ima UIEREMEO MM BF T, kR & FEE
A G DOET U EEGH s X OB R 2 5R <) SPM OFBUHELIL 2.3% Th > 7= DITKt
L, 7%V A2V HARETIZ0.6% Th o7z, ¥ LRk OREMaER S, 27—
~ DA DR &S SPM OFBUBEE XL 7T I RETHY A2 YV ONFHEGHETIE3.1% Th - 72

WZxtl, TV AZ Y UHARETIL0.6% Th o7,

L7 T RERBEITE TREGME LIZEBFETIX, L7 7 e —EMRORES Li-BE L
B UC, RIEMED ZRFED A DFBIEIG DS LR 2EMIEA bRl RN ADFEL
URAZIZE L TTREDIRIEEZ H3ICBERT5 2L, L7 73 NICEDIBEERRITH80E, L
TI7I FREICEDIBEEORRT 4 FEZREBADY AT 2EETDHZ L,

FL XX MZL BBE 6B L7 7 2 R/U Y F o~ T RIER1T > 72 AUGMENT i8R CI%, Mg
REONETCEE D ZRFED v, FFZ AML RO LA TWD, Z ORRKRRTIE, MmikHRo k3
DATHD AML OFBBEIEE, V77 R/ YFI~-TRET0.6%Th o7z, MR & O
D ZWRHEN A GERCAEMRFELZRS) ORBEFHEGIL, V77 I NI YFXF v THT 1.7%
THY, BRI OPRIET 298 » H @ : 05~513 » H) Thot= [/EIEH 6.1 %) 7z
M, TRFENAORBUCE L TRELZ TOICBIERTLZ L, L7 T2 NIk aiBEE2BRT
LBE, VT TR FEREICEDIEELORERT v bE T REDADI AT BEETDH L,

57 HY YA FFEARRUVTHEYAZYUICRLTOY AT T%iE
MLESEDEHEEEHEBEEE TORTISDEM

MM BE %54 L Lz 2 SOEEALEERRBRICEB N T, ) Fvo FFEEEKEF X922
> OB, PD-1 % PD-L1 PEFUATEOM IR & S TWRNA, XAT e ) X~
ZEMUTZSG S THIEB M L7z, MM BEICH LTHY R~ A RFEERE T ALY
OHFFAREZ PD-1 U PD-LI REFUAIEZ 2592 2 L1, SRS BB LN T s
7200,

5.8 M=%

V7 I RaTrxd 24y 0 E0FHEE LT BFIRTH 2 E 0 A2nHiE S Tnsd, i
IRERER CIXREE O 15%IF3EME (IR, JEH 5 >R R ONEET) 5B L, ZRMEEREE
B D 2% K OVE B RIEUEE O 1% ICERRIFEEFERGEO bivic, FYMERTEE ORI
BN INTWROD, BEFO YA NVAMIRE, <—2 7 1 VR O E & OO 3D i
KTeBEZOND, FEEEMEZEHOICREL, HERMEO LARALNZHAITLVT T I N
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Gaibdo 2, 20k, BEOREBEZ -5IBEL, IFERENN—R T A AEICEE L
HaZiE, BHBETORGHERAZHBTLZ L,

59 EEORERE

B JEREIEARAE RE  (Stevens-Johnson Syndrome : SJS), HiEf4:3R L BLSEAE (Toxic Epidermal
Necrolysis: TEN) K OMFRRERHENN & 5 fiEdk 2 £ 5 HM G (Drug Reaction with Eosinophilia and
Systemic Symptoms: DRESS) % & 0 8B OO J J§ SORD3 HA S 41T\ %, DRESS IERERE (38
BROHIBEMER G R 72 L), MREEINE, FEAKO,/ L) o HEiERE &I, R, BXE,
Jifiligige, Ol B OVIMER 70 E DR H A IHENRIET 5 2 &0 d D, T DFEGIIEIENE
DEEbH D, VY R~A RBREILED 7L — R4 ORZBOBEAERENS 2 BE TV T T IR
ERG LN L, L= R2~3DOREREOONGEE, V7T I FOKREIHREHIE
EHET O L, MAETE, 7 L—KN40%S, HBERE KRS, & 25V SIS,
TEN X3 DRESS O X 5 el O BEE LB ERUSH DN D61, V77 I Fokbedik
L, TO®RIIEEEHH LW & [THE - HE) 2.5 H) 24,

510 [ RREIREF

LU R NEGFICIESGAEEGERE (TLS) ICL A THINHE STV, EEENSZ
BETIE, TLSOU AT NG, URAZOEWERTIE, WRELEEICHEZE L, U2 TR
BEMHLDZ L, FL XTI MZL JBF % &5 & L7 AUGMENT iR Cix, V773 K/ YFo~
TEEDO 26 (1.1%) T TLS 2838l L7=, MAGNIFY RBRDO L 77 2 K/U V& v~ 7 &G HR
(2161 (0.5%) TTLS WRE L, ZhuEZ L— RF30EERRBIERE LTl S,

511 BHEILT7RE

ARREBR CL 7 7 X F&a&REG L7z CLL B KON N JEEEICNEE 7 V7 K (TFR) 233§
BlL70, ZHUTERERED U U HilERR, BEEORE, EHM OB ERBETDH, 202 &M
5, el RERIRRER 2 BV CIE, CLL BEFICH L L7 T 2 Riddf S,

MCL, FL X MZL 835 Cl, TFR O+ 72882 L2175 2 L BHELE S5, TFR 139K
BT (PD) CHEPILI-EREZET A LB 5,

MCL DEFRRER TIX, 134 9 13 1 (10%) 12 TFR BA%E L, WIndb 7 L—R1 X2 T
bole, BHFEGIT 1B3HITXTTIHAZ/VEICHIEL, 1HTIT A7 VEICERLE,
FL XX MZL & Z %15 L L7z AUGMENT RBRClE, L7 7 I R/ Y Fx T~ 78O 176 il 19
% (10.8%) TTFR ZESN, V77 I KU YFI~<TREO 1§ TZ L— K 3O TFR %L
L7-, MAGNIFY sBRClE, 222 I 96 (4.1%) 23 TFR 3B L7z, XTI/ L— K1 L2
ThY, 1 HREERFR LI,

JL—R1XIZ2DTFR #2325 HBE T, EMOYW CHRETHELT 2352 £72<
L7 I FEREZMTHZENTED, ZNHD, ZJL—R1 XiL2 D TFR Z2RB LT-HEE
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I, JEREMO DI arFaxTuf R, AT a0 FHERRIESR (NSAID) MO/ TR
MR A BT L AETH D, FL— R 3 L4 D TFR 23 Bl L7 HBH TiL, TFR
M7 L—R1IUFICEETLET, VI IIFEREEZTETLZENREELY, 71— F3 X
4 O TFR % 242 BEOIERBEMICH, 7 L— K132 O TFR & REEOBEY /2L EZTT 5 2
L

512 ##HiRREE

L7 7 RIZE DR @3 A 27u) %I, IS5 CD34+OMaE s 42 2 &2
Wi STV D, HE HSCT OEIGEFE TIE, foi 2R iifin 2 i~ <, &5 OB
P CHEEEBMERMRICBNT T RETHD, VI IIREEDIREL A E 4T A 7 V%
2 CHEN U= B3, UE G-CSF B P 5.0 Tl -+ 72 CD34-H/ifla 23R B X 72 W B T,
G-CSF L > 7 urA7 7 I KEDOFHEEH 5\ T G-CSF & CXCR4 LESR L O #5135 &
Inb,

513 HAKERIESF

HERBRBEREIR T E & HURIERE TTIERE O W T S |E ST W% [FITEH (6.2 1R) 22/, v
77 X NIBEBRAG AT ONERR P HR IR RE 2 E 95 2 &

514 MCL EETOEHELT

MCL EEZ xR E LB oRBRICB W TREIELT Q0 BEBLIN) ofnnAi b, V773
REED 12.9%Z%F LRHREETIX 7.1% Th - 72, RS EEMITTIE, FHEBECO U XV /&
L CElEER, ZWEO MIPL 2 27 L OWR— 25 4 VIO B ifEkEEE (10x 10%L LA E) 235
Fhb,

5.15 BEUE

MEFE, 777 47X —ROT 7 4 7F > —MbEEL LT 7 2 RICd 2 meuE s
EINTWS, MEBRBEERNT T 7 4 7% —0EE L-EAICIL 7T FoEb52dIk L,
WEEHBRLRWZ & [THE - HE) 2.2 1H) 2H],

6 Bl1EH
TRLOBRER A\ AR RIE IR R S 5.

o WBRIREME [/RHAERE ), [EEROMEN EOEE) (.1, 5.2 )]

o iR [IAHAEE ), TEER O EOMEE) (5.3 )]

o HR - BINRILARIEARIE [ /ARIHA LR, [EER O EOMEE) (5.4 1K)
«  CLL BE TORCEIG O [/ ZEEREN LOEE) (5.5 H)]

o WENA EBER O EOMEE) (5.6 H)]
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o WU RYA FFERLONTIHRXA Y ANZ_ATr ) X7 52BN LT5E DS
BENE R COREEEIG O [ [BER N LOIEE) (5.7 )]

o JWFEME [[BELR O FOEE) (5.8 H)]

o HEOKRELS [EBELR O EorE) (5.9 H)]

o EERAEIEGERE [/ ZER OEH EoME) (5.10 )]

o EIGT VTN [TEELR N EorEE) (5.11 )]

o EMIRENE [ /EAR OMEH FortE) (5.12 )]

o FURERBETE [[BER O ForEE) (5.13 1H)]

« MCLEETORYIET [[EHZR N EO/EE) (5.14 1))

o RBUE [ [ELER O FoiEE) (5.15 H)]

6.1 ERERSUERRUAR

BRI SRR T CEBINTWND Z 2D, 52BN OBEKRR CHE I N-RIEA
DFBIENG & B O FEH OEFIKBR CBIE SN RBLEIS L EHEK T 5 Z LT TE 3, KRR
TORERITFEHR CORRFNEGERKM L 2N &b d D,
KEBDBREMEHIESRE — L 753 FHHAEL :

KHEZ2 5 N ARRBRICEB N T, V77 I RHEHAET 22 Y 0L (RdEE) %2
OO D EGHIR (RBEITE TRE L7 RdBE (N=532), RAFEELZ 181 70 (723, 1
A 728 H) 5 L7 RAI8 BE (N=540) YA /T 7 F 2, prednizone KO Y R~ A R
OERIEA R R 12 A 70 (7238, 1A 270 42 H) #&5 L7~ MPT B (N=541) @ 3 EEICH
WTARL L LRI ER G 25207283, FF 1,613 BlO KRB 274G L7-, RdBEECTO®
B o R SEE, 80.2 1 (&iPH : 0.7~246.7 1) T 72 184 » H (#iPH : 0.16~56.7 » A)
TohoT-,

BRTRGZ < ESAVZRIERIZ, TH, &, ER, KEVERE, 9 EkEviE, #97,
HEE, B, BIPEROARIRIETSH Y, RAEEL RAIS L CRIBEORBLEIG TH-o7, &b
ZMEINTZZ L— R 3 T4 ORWERIE, PeEkpebiE, i, fMREAE, ik, 7
KE, W57, WEVE, KBV U AMSE, FBE, AN, U ooEREAE, MEREEE, SRR MR
JiE, S FHER OV E IR Ch o 7o, ERYYEIR, & b0 o7 RABETIIRBREIE N 75% Th o172
DIZXF L, MPT BETIL56% ChH -7, F72, RAFETIT MPT #E L OVRAIS BEIZEEART, 7 L—FR
34 OFWER KR OEEZEIWER & L TG SN TEYEN Lo 72,

RAFECHEHNT, L7 T FOWERIZESTZRWEM Tl b 20 o 72DiE, EYYE (28.8%) Th
0, BOIOLT T FMAEE COH O TOFRELTETH -7, RAFECBNT, LT
7 ROWEIZESTZRWER TR L E 1o 7-01F, MiRFNFES (10.7%) THY, RPoL~T
72 NEEE CoMfoETORREIL 16 HTH-o7-, RAFIZENT, L7 7 Ro&hH
IEICESZRIWER Tl b E 0o 7201, EYYE (3.4%) ThoTo,
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Rd BEL TN RAIS BEOWT LT H, BIEHORBILEIS XA, BB OEIID 6 » A
ThibmE<, TORIIANEZREIREFNIIKT T 50, HEHEK T E T EOKELZHERL
72 HWNBEORBISEE X, RABETIIHRAIDO 6 » ARITIZ 0.7% TH -7, BREFMIC EFJ L, &

B 24 H T2 9.6%ITE LT,

Rd #f, RAISEEMONMPT BEICERD ONT-EWERHAZFK 4 I2F L0 5,

R 4:RABXIZRASEDNDD MM BED 5%LLEIZHEIRL-25 L— FORMERRU 1%L
FIZHBRLESL— K3 XIE4DRIER

27— ROgIfER » FU—F3XiT 4 DEIER"®
BERE Rd ¥ Rd18 ¥ MPT 7% Rd ¥ Rd18 7¥ MPT #
RIVEH (N=532) | (N=540) | (N=541) | (N=532) | (N=540) | (N=541)
—f% - RHEER I TR G ORE
yEor % 173 (33) 177 (33) 154 (28) 39 (7) 46 (9) 31 (6)
HE 7 HiE 150 (28) 123 (23) 124 (23) 41 (8) 33 (6) 32 (6)
FEE 114 (21) 102 (19) 76 (14) 13 (2) 7(1) 7(1)
e 29 (5) 31 (6) 18 (3) <1% <1% <1%
HIGREE
T 242 (45) 208 (39) 89 (16) 21 (4) 18 3) 8 (1)
JiiyE %t 109 (20) 78 (14) 60 (11) 7(1) 9(2) <1%
NN 57 (11) 28 (5) 36 (7) <1% <1% 0(0)
HERKRE L A HBRES
B 170 (32) 145 (27) 116 (21) 37(7) 34 (6) 28 (5)
i € 109 (20) 102 (19) 61 (11) <1% <1% <1%
A& 101 (19) 71 (13) 66 (12) 9(2) 8 (1) 8 (1)
B 87 (16) 77 (14) 62 (11) 16 3) 15 (3) 14 (3)
DU fi g 79 (15) 66 (12) 61 (11) 8(2) 8 (1) 7(1)
iONEg 67 (13) 59 (11) 36 (7) <1% <1% <1%
i R 60 (11) 5109 39(7) 6 (1) <1% <1%
MET * 43 (8) 35 (6) 29 (5) <1% 8 (1) <1%
R 40 (8) 19 (4) 10 (2) <1% <1% <1%
BYUER & %4 HiE
Sk e 90 (17) 59 (11) 43 (8) 9(2) 6 (1) <1%
EHERZE 80 (15) 54 (10) 33 (6) 0 (0) 0 (0) 0 (0)
R IR R £ 76 (14) 63 (12) 41 (8) 8(2) 8 (1) <1%
RGER Y %t 69 (13) 53 (10) 31 (6) <1% 8 (1) <1%
Jifigs c@ 93 (17) 87 (16) 56 (10) 60 (11) 57 (11) 41 (8)
ROEEG % 35(7) 25 (5) 21 (4) 7(1) <1% <1%
A TN 33 (6) 23 (4) 15 (3) <1% <1% 0(0)
B 32 (6) 17 (3) 13(2) 0 (0) <1% <1%
T RGE R 29 (5) 14 (3) 16 3) 10 2) <1% <1%
mf 29 (5) 24 (4) 14 (3) 0 (0) 0 (0) 0 (0)
WeBi gk <5% <5% <5% 8(2) <1% <1%
L fiE © @ 33 (6) 26 (5) 18 3) 26 (5) 20 (4) 13 (2)
FRRRIEE
HERE \ 75 (14) | 52 (10) | 56 (10) ‘ <1% <1% <1%
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£7 1L — FORER »

JU—K3Xit4DBIER?Y

BERE Rd B Rd18 # MPT # Rd B Rd18 & MPT #
&IEH (N=532) (N = 540) (N =541) (N=532) (N = 540) (N =541)
W L 39 (7) 45 (8) 22 (4) <1% 0 (0.0) <1%
MEB L RY R pEE
2 1fn. 233 (44) 193 (36) 229 (42) 97 (18) 85 (16) 102 (19)
i FR RIS i 186 (35) 178 (33) 328 (61) 148 (28) 143 (26) 243 (45)
I/ NI RE 104 (20) 100 (19) 135 (25) 44 (8) 43 (8) 60 (11)
FEEE LT BRI E 7(1) 17(3) 15(3) 6 (1) 16 (3) 14 (3)
DL BRI iE <1% 6 (1) 7(1) <1% <1% <1%
FEkER, MERIS X OWERRREE
MK ¢ 121 (23) 94 (17) 68 (13) <1% <1% <1%
I, ] 4 < 117 (22) 89 (16) 113 (21) 30 (6) 22 (4) 18 (3)
gt f 32 (6) 31 (6) 17 (3) <1% <1% 0(0)
A enE e 30 (6) 22 (4) 14 (3) 0 (0) 0 (0) 0 (0)
5 VEAHE IR ] 5 27(5) 29(5) <5% 6 (1) <1% 0(0)
KRB L OREREE
BAEOE 123 (23) 115 (21) 72 (13) 14 (3) 7(1) <1%
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I%, Rd A, RAI8#E, MPT #TO DVT ORBEIAITET L— RORWEH L LTENEN
10.3%, 7.2%, 4.1%, FEEZLEWEH E L TENEN 3.6%, 2.0%, 1.7%, 7L — R 3 XiX4 OF|
TEH L LTENEI 5.6%, 3.7%, 2.8% CTH-7=, DVTIZ LD &G HIE KOV EOES1E, Rd
BEL RAIBHEE CRIZCTH -7 (W H<1%), DVTIZL D L7 T I ROKRIEEIAIE, RdHE
(2.3%) & RAI18 Ff (1.5%) & CRI%ETH -7, WREENH L BE L RG L LT 2 DOERRER
IZBWT, L7 I I R+THRHAZY U TOMZERE (PE) ORBIFEIGIEL, HEHERRWEHLE L
T3.7%, 7L —KR3 X34 DEWERAELTA40%THY, TI7BR+TIHAX S URETOIRE
A (ENFN0.9%, 0.9%) EHEL TEM-o72, PEICK 2B IEEISE, V77 R+
TXYRAEZS R T TR+ T X ALY UL TRI%Z CTho7-, NDMM Z %15 & L7ZEIR
ARERTIE, RAAE, RAIS B KL ONMPT BETO PE ORHEISIIFS T, 27— FORIWEMAE LT
ZNEN3.9%, 3.3%, 4.3%, EHELEIWEHALE L TENZEN 3.8%, 2.8%, 3.7%, 7 L— K3 X
4 DEIEHE LTENEI 3.8%, 3.0%, 3.7% TH -7,

V77 I R+THFREY FETOLMHEEORBEIGIL, BEEREWEME LT 1.7%, HE
DOEIERE LT17%ThY, 78R +T XA XY URETCORBES (ZE1 0.6 %,
0.6%) CHE L Cmnofe, LEE (2MEE2ET) X% G5HIEE, L7 I7I R+T7%Y
AR URET08%, TR+ T X AX Y URETIIEN 572, NDMM B 255 L L7z R
AERCIL, RAFE, RIS HEAONMPT BECOLMEIE (BMEE2ET) ORBEIGIE, 27 L—F
DREWEH & LTENEN 24%, 0.6%, 1.1%, EEZREIWEH L L TENEIN23%, 0.6%, 1.1%,
HEORIEMR & LTERLEN 1.9%, 0.6%, 0.9%THh-o7z,
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V77 I R+TXHRAE Y EETORZEH (CVA) OFBEIGIE, HEEREIEHE LT
2.3%, BEORIEAL LT20%ThHLT=DIZX L, TT7ER+TXH ALY UEETIZENENR
0.9%, 0.9% Toh o7, CVAIZL D GHFIEFHEE, VI IIR+TXIAZY VBT 1.4%, 7
TER+TIY ALV UHET03% TH 72, NDMM Z x4 & U iR T, Rd#f, RdI8
BEEROYMPT BETO CVA ORBLEIGIE, 27 L— ROEWER & LTENZEN 0.8%, 0.6%,
0.6%, EERFEIEMLE L TZENEI 0.8%, 0.6%, 0.6%, EEDOREIEM L L TENZEI 0.6%,
0.6%, 02% T -7,

ZTOMDOBEER : AREOH SR EHESRSE
B 2R RERTIT ERRLAMT, FEEIE DN 1%L Lo T T RAREED 2 0L FE LT RO
£ (ADR) 23 &niz,

MR KOV 7 GREEE - LLEREAE, B Ot e
DR : IRIR, DAEZE, PiVE

WS « BIERIZ BE

ARFEE @ kB, mREE

BBEE - HhiHm, %

— i - RHEER L OREHALOREE : B

BARRE : e ERYE, 77=73 /7 F 7 A7 =7 —BHN
PRRERIEE « M M

BAEE OBk, 2%, U e Rk
AGEREB L OREREE - ShEfAa

PRk A, BRI K OWERRREE - ik, R~
BRIER L OR THMREE - 2, KEaRER

e

=

B BEER AENREE -

5 HYLOARR B R 2 F 5 B I AUEMRE (MDS) BEF A x5 L LRI,
148 BIOBEFIZL 77 I R 10mg 7 1 [FILL E&EG L=, BBHAZE 10mgd L7 7 Refh Lz
148 B BITH 2 ORIERAMNRER Lz, EREWERIL, Mikis X0 )R BEE, KEB IO
Fe TRk, HIBRE, - 2HEER X OB G OREBICEET I O TH o7,

B b FBLEIG O Do T2RIER T M MRIBAE  (61.5%, 91/148) 35 K UM HERED iE
(58.8%, 87/148) TH Y, W T FH (48.6%, 72/148), < HFEIE (41.9%, 62/148), %5
(35.8%, 53/148), % (31.1%, 46/148) MEWEIG TRI Lz, 5 BFLROKRERTRLEHED
MDS & DEKRBR T, L7 7 FEEERED 5% ETHRESNT-BERZ K 91T d, L7
7 I FLDRRBAROFEZRDT, BERGOENSTZ7L— R 3 K04 ORIER A% 10 12
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Y RHREEDBRE SN TWARWEBR T, RBERICER T 2BI1EH & B O EEEREICER T

HEWEH ZHER T2V L3,

R 9:5BRBARRBARELEZHFS MDS OERKRFHBRTL TSI FREEED 5%LLEITH

R LEREIERDER

- 10 mg
BN Nk Eif)“‘
RIER [

RIVE R BLEE K 148  (100)
mEB LY /R EE

MR IR iE 91  (61)

i BRI SE 87 (59)

2 1fi. 17 (11)

H i ERJBAE 12 (8

FEENAE LT H BRI g8 (5
KBRS X O THRES

Z D FEE 62 (42)

i 53 (36)

P W f5 21 (14)

P15 12 8

BT 12 (8)

ZITIE 10 (7)

BEAR H 1 8 (5

HLEE 8 (%
B RS

T 72 (49)

(T 35 (24)

HEL 35 (24)

i8] 18 (12)

Mg - 15 (10)

R ERYE 12 (8)

P iz J5 10 (7

L/gld 9 (6)
FEkER, MERIS X OWERRREE

P EEES 34 (23)

IZ K 29 (20)

W% ] e 25 (17)

WHEH 2% 23 (1)

S . 22 (15)

55 VR R TR 10 (7)

B 1o @

KBS 9 (6
—f% - RHEER L UERGEAALORE

i 46 (31)

FEEN 31 @2

RAYPETRE 30 (20)

HE ) HE 22 (15)

e 15 (10)
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- 10 mg F42H
BEE (Ng: 148)
RIVEH [

TR 10 (7)

e 9 (6

oy (5)
HEKRE L A HRES

R &R 32 (22)

e 31 21

i At 27 (18)

utlisara 16 (11)

iR 13 (9)

KPR 12 (8)
TR E

FERiEO 0 29 (20)
GIEpS 29 (20)
AL BIRR 10 @

MRS (6)

KM= 22— N F— (5)
BRYWER & O 4 BE

AGE R 22 (15)
fifig¢ 17 (11)
PR &G 16 (11)

Il e g% 12 (8
LT/ 8 (5
KRB L OREREE

(EZRRVNiXh2 16 (11)
FERE 15 (10)
K~ 730 AfLjE 9 (6
R RE

TI=VT ) NTUAT =T —BHEIN 12 (8
RS

AR 15 (10)

OROL] 8 (5
BB L UREEE

PSR 5 10 (7
I EREE

& I 9 (6)
N WREE

% R HUIR AR REAR T E 10 (7)
DR E

ElES 8 (5

B SRE AR ORIEAIEL MedDRA HIGEAEMI L, 10 mg FERIR COBME D SV EE, R URIVEH 2384k (m]

FELUEEDL, LU TOREMNTIMFE LTER L,
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& 10: 5 BFRXBAERRBIMRELZH S MDS DERRFABR TEREKRS EORRBEROAEERM

HIFRRINENEN =T L— K3 RV 4 DEIER

10mg 7
Rl (N=148)
7 L= 3 RO 4 OFEFEFESR)N LSRR 131 (89)
L7z A%
I FRERIS i 79 (53)
1 RIS i 74 (50)
Jifi % [N )
%% 10 ()
2. 9 (6
P I Bk E 8 (5
¥ 57 7 (5
e K] 3 7 )
HHEW 75
FEBMEL T TP BRI E 6 (4
L 6
T 5 Q)
FEEN 5 Q)
BRI 4 (3
FFEIED E 4 (3
YERL BRI JE 3 Q)
e 3
JifiZE R E 3
BRVE Rz 3 Q)
% 9B 3 Q)
DL BRI E 30Q)
A 3
RE Y 2 )
RGE Y 2 (D)
e 7 )i 2 (D
EZ Pz 2 (1)
S 2 (D)
EREASRIE 2 (D)
Fe 7k 2 (D
I 2 (D
Jiti 85 ifn A 2 )
Mg - 2 (M
EZNR 2 (D)
B i 2 (D)
uslisara 2 (1)
GV 2 (D
Pl 2 (D

10 mg AR TRIEIEN 1%L EORIEH, 7 L— R 3 kU4 OEIEEIL NCI-CTC 5 2 IRIZIE-SWTH]

o

RE

21 BIfEIE MedDRA HIREZ ], R CRIMEM M EEKmIREE L7 3818, %A 28IEMIC 1#F& LTHREL

7=
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MDS BFZXR L Lo L7 T I FERBRTIE, # 9 XIEE 10 ([ZFEH L 7ZRIERLISMZLUT
DEELANEM (RBRERE & ORRBEROFELR DRV BEHR L,

MR LY 7R EE RS, PRIEREE, BB, BRI, Y, Eimik
2, AR

DIRREE © O oMo, OFEME, POOE, OMFIE, OARSE, DfitEIL, GOFRE, O
REZE, ORI, CEMENEAL, RUK, OEEY e v 7, BOKE, REMREERNR, SRR
IR, DEEREAE

BB X UREES : FistEd s
NOWEE - S R

BBIEE  Hihtim, EirERGR, e 2R, ERtm, &ERY —7, @s=k, WrE
&, BR, BIBK, BREVRERE, PAEERE~ V=T, BEPEGERRE, A LT, B
BEHIRIC X DlEgR, Wk, EGAIRERES, MERAZE, BETE(CE i

—i - REFEER L OREIMALOKRER - ZEMET, 668, SITIEE, BIRE, D,
ES S

FRAEERIEE . s Y L v ME, fH3ER, 2VEjHgER, IFR4e
SR R  BEUE

RBYSER X OFAERE : #iE, FOFIRY 7 —7 VY, 7a 2 b Vo A, HiK
Y, = 7wy 2 —MWRUE, HEEY, ~ARZATAVZEGENOS, A 7T,
B, 7 L7 v ZHERUILE, RIEEVEMZ%, [RIEMREGL, PR, va— RES A&
o, BUMIEMES = > 7, SVERIEEER, BISIER, 7 NUERERYY, REMERULE

5E, PR IURNEAHE - KREET, Mmilsos, BHES, KIS, §RE
Ir, IRBEEERE I, @ERE, LERHDL, EETr, K@gi, FHEEaE T

HRPRRREE - 7 LT F =80, ~' s m e, ATEREMRA SRS, o= TN
KRB L OREESE Bk, JEE, &7 8D v AME, i

BRHREB KONGRS - Bk, BIEiZEML, JmEMERIEZE, BUE, to U b
NV ik b PR A RAE

B, BiES X URMRBOFAY A0 AN, 2 E A, i kR
Wi, SRV, U IR, SEEMERT

PRI ¢ MME TR, RERAE, /MMREZE, IMEEZE, ERkL-VLOIRTT, MRERETE, REH
i, FREEE, < BEEF MM, PR e R

FERRREE « PEELIRTE
BRI OIRBES - BAre, R, SMEEAS, SER0E, REMNG, B
AFEREB L UHEREE - Bm
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PRkER, FIERIS X UWERRIEE « U Sk, 1B MERAZEM OB RHEE, PR 4, ROR IR #E
B, FEMERRE, R, N

BB E K OB TR - Sk B AT P BRME B RE
MRS  PEFEIRIASE, RiE, KBRS, M, REMDRIERIRSE, mieiE

Y RILKRRE Y 2os VHE -

< hVHIRE Y o8 (MCL) OFBRTIE, FH134HloRBFIZL 7T I FEiIK 1 B#EE L
77o IO RAEIL 67 5% (43~83 %) TH Y, 134 B 128 il (96%) 2SHA, 108 #il (81%)
NBEMETHY, MCL OFEBARI 3FELL EOBEFEIT 82 6] (61%) ThHho7-,

L7 7 NEDREMEDOF I D BT, RbE<BEINTEEERZER 11177, AR
BRCHE L7z 134 BRI O P RfEiZ 95 H (1~1,002 H) Th o7z, 78 (58%) 733 4
A7 NVELE, 5361 (40%) 236 %A 7 Ll l, 2661 (19%) 25 12 %A 7 VL LD & %=\ F
7oo 76 B (57%) 1FZREWERIC K DIREEZ AR 1 [EITRRER L, 5161 (38%) IEEHEHICL 2L 7T
I FOBEZ &AL 1 ENERER L7z, 26 il (19%) 2EWEANC X 0 isEE ik L7,

=z hLERR) UNERBTROON-EMER (BHRENE 10%UE), FL—FK3X
T4 DEEEZR QHALLEDEHIZHEIR)

271 — RORIfER! Grade 3 XiX 4 DRI{ER 2
BERE (N=134) (N=134)
BIVEH n (%) n (%)
—i% - EFBER L OB EHAORE
5 45 (34) 9(7)
FEEN S 31 (23) 3(2)
FAH MR 21 (16) 0
J)5E 8 19 (14) 4(3)
A RERERAEIK T 3(2) 2()
B RS
TS 42 (31 8(6)
L S 40 (30) 1(<1)
(XA 21 (16) 1(<1)
Nt S 16 (12) 1 (<1)
M S 13 (10) 54
HERKRE L OSSR SE
W 18 (13) 2
A 17 (13) 1(<1)
RAHim 11 (8) 2(1)
BOET S 86) 2
FERER, HIERIS X OMERRRES
AN 38(28) 1(<1)
I (K] e S 24 (18) 8(6)
7k 10 (7) 2
IKEESRIE 3(2) 2 (1)
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27 V— RFORIfER! Grade 3 Xi 4 OFEIfERA ?

BERE (N=134) (N=134)
BIVEH n (%) n (%)

it ZEARE 3Q2) 2(1)

FERESE S 2(1) 2(1)

e SR 13 (10) 0
RBRYER X OFAE BAE

filize @3 19 (14) 12 (9)

R R 17 (13) 0

L 3(2) 2(1)

B L E S 2(1) 2(1)

7 RO EREMERUE S 2(1) 2(1)

PREEREGY S 5(4) 2(1)
BE B LR THmREE

B T 30 (22) 2(1)

Z O FEIE 23 (17) 1(<1)
MR LY R EE

I FRERIS i 65 (49) 58 (43)

MRS SE %S 48 (36) 37 (28)

21 S 41 (31) 15 (11)

A BRI E S 20 (15) 9(7)

Y > BRI E 10 (7) 5(4)

FEEWVELF PERIBE 8 (6) 8 (6)
Rt L ORREE

BARRGE 19 (14) 1 (<1)

(EZRR7NiXh2 17 (13) 3(2)

ik S 10 (7) 4(3)

1&AH VT AfLSE 4(3) 2(1)

T U U ALSE 3(2) 3(2)
BB L ORKEES

RN 5(4) 2(1)
mEEE

IKifn = @S 9(7) 4(3)

SRR ARSE 5(4) 5(4)
Bk, BB IUHFMAHOFHREY (ERBITURY —F2E)

MEgE 7 VT 13 (10) 0

B2 & DR - LRz s S 4(3) 403)
MR IR

ENCER T 17 (13) 0
U MCLBRBROBFFFG-  10%LL EOBEICERRR FCRAELETXTOFHERR

2 MCLRBROZ L— R34 OFEFSR- 26 LOBFICEHKRBR T TRIALZZ7L—R3XiT 4 OFEFES
$ MCLEBOEEARAERS 206U LOBRFICHIERR T CREL-BEERAERS

@ HIMEOERIE>TFRN 1 TLE TN DEIER
% EMIIODDLIEGN I THLEENIEWEH (FROEBRPFETETHoTHEIE, UL EEND)
[EYE | OB HENDI TN TORWERANGEEND EEZ 26N

ARG EENRRYYE AR E,

* 3] OHLT ICHHEND TR TCORNEANEGEND EEZBND,
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ERUAMC Y, MCL Zxt8 L L7=Rl0iER 2 5 D 7= O )SE D BEITHAE L TV D Fitd
BIERZS, L7 FOBEMBEELZEA L~y MUVl R ERE (1~10%) I2ERO L
TW5b,

OISR : OAR

BEE LUOEBEE : [l 0

—R « EHEER LOREEAOIRE :

BYUER L OFARE « XOERKY:, Bl&ElER, SWEK, ARE~L~A
BRHESRE L U SRR S - IUIBTR

PRERIETE | IR, UUW, RitE==—m F—, IR
FERHREE - AIRE

PR & OB TRARRREE - So&Hc, BT

EROUAMC S TR EEZBIERZ, V77 I RoBMEEZEH L7z 2 Bl Lo~ kLl
H@) //\Hi‘%%‘ \—nu_‘&) Ej/bfl/\%)

MK LY VI RREE : P ERE

DIRREE ;. DfEZE (BRI EE G Te), E=MAEIR

BRYEBIOFERIE : 70X MU P T L T 47 4 VKGR, BULE

B, EMBIUHEHAHOFEY (BRBLIORY —F2E&T)  LEMIEE

ey, FIERIS X OWERRRESE : (2 M:PAZEM IR A, IHZERIE
JERATE ) 2/ ER I TFEF 1 2o/ VE

AUGMENT 52 (176 ) &N MAGNIFY (222 f5]) @ 2 D DGR BRI AT & 7= 15E
JED & APNVE Y N ETLBE Y N EEE 398 BB WT LT I I R/ U Y XU ~T DR
BVENFHN S vz [T (14.4 2H) 2], BAE1X 18 L, ECOGPS 232 LL'F, ANC
1,000/mm3 B F,  1fi/ MR 75,000/mm3 PL (U oo SEIC K A BRI A ICEIRIEOBR A EIRL), o~
T/ m e 8g/dL UL L, AST MO ALT MEEMEME EFROD 3 f5LAT (U /SO AHRIE A 22
), MO v 7 F =217 5 AN 30mL/min UL BRI TH - 7=, KO HIV, BRI Y
1% C BT SR BE IR RS & LT,

AUGMENT Bk T, B& (180 ) 1TH K 12 %1 71, Vfﬁ:meg%%H%47W
D% 1~21 HEIZ T B 1REAO#&KGERY Y X ~7 375 mgm? 2 %A 70 1 Tid 18 (1,
8, 15, 22 HH), YA 7N 2~5TIZEH A 271D 1 HBIZESENS (176 ) T FER%
28 YA 7 D% 1~21 HEIZ T B 1ERAKRGELECY Y F <7 375 mgm? %A 7L 1 Tl

HWm (1, 8, 15 22 HH), A7 2~5 TIEEH A Z7vo 1 HEICES S (180 #),
MAGNIFY #BRClE, BE& (2224 X773 R20mg % 28 H A 7 L& 1~21 HHIZ 1 H
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1EREAZRG LY Y Fo~7 375mgm2 2@ 1[5 (A 271101, 8, 15, 22 HH), TDOk
FAREAMOY A 71 3,5, 7, 9, 11 © 1 HEIZEG Iz, AUGMENT #RER T, 88.1%D
BENDRLEBLLTIIR VYR~ T D6V A7 NVDEERETT L, TI%DEEMN 125
A I NOEGE5ET Uiz, FEhiih O MAGNIFY 382 CTlE, 20174F5 A 1 HRES T 62.2% D E#H
WLl b LT IIRVYFRI~TD6T A7 NVOREEZTT L, 30.6%DEEN 1247
NG EET LT,

a5 (AUGMENT M O MAGNIFY) TORFEOFEO F R 64.5 7% (26~91 %) T,
49%3 B, 81% N NTH -7,
HEICESTZRERIZIV 7 I RV Y v~T72&kb53n- 66l (1.5%) THALANT-, T
IZE S T RIERIL DS L, REENR, OITARAS, Zhes N EREGERE, MOiiE & OVarE R s 234
1 CTh o7, HEERRIEHIZ AUGMENT R CL 77 I N/ YR~ T 2G5 I iH
D 26%, MAGNIFY REBR CIX 29% CHRIH LT, V7T IRV Y XU~ TRED 25%LL L TRE
L 7= EEZREIER IR BWELF P ERIBE 3%) Thoto, V77 IRV Y XU~ TRHEOD 14.6%
TL7 7 RXF VY X~ TOEGRINCELRIERNEI L, V7T RUXY Y H o~
TOEEHRILCE STZEWER (1%L E) TRH < AN EREAE (4.8%) Tho
77

RbZ<MESNREIER 20%LL ) 1, HHERBE (48%), % (37%), FHi
(32%), 1HFE (27%), Bl (21%) K OWEEK (20%) ThHo 7,

& 12 : AUGMENT RERICELWTEBH T 1%ULDELAONI-2J L— FOEER (%]
& 5%LE) RUTL— K3 XRIF4DEIER (ERBREIS 1%LULE)

£7 L — FORWER! Grade 3 Xi% 4 DEIVER 2
VZIIFR+HDY | DYFy~T+7 | VTIGIFHIY (DU~ T+T
X< 'R (B X< TR (A
w=EIE (N=176) (N=180) (N=176) (N=180)
BIE ] * n (%) n (%) n (%) n (%)
BRYWER & O 4 BE
R R 32 (18) 23 (13) 2(1.1) 4(2.2)
AV TN % 17 (10) 8 (4.4) 1(<1D 0(0)
Jifigs 38% 13 (7) 6(3.3) 6 (3.4) 4(2.2)
Rl Sl g% 13.(7) 5(2.8) 0(0) 0(0)
PR REGLS 13.(7) 7(3.9) 1(<1) 1(<1)
Bk 8 (4.5) 6(3.3) 2(1.1) 0 (0)
GlzrS 6 (3.4) 4(2.2) 2(1.1) 0 (0)
B, BEBIUHEMTHOHEY ERBLIURI —TF28T)
&g~ L7 ‘ 19 (11) 1(<1) ‘ 1(<1) 0 (0)
MEB LY VI REE
W HRERIED E 3% 102 (58) 40 (22) 88 (50) 23 (13)
H LBk E 3% 36 (20) 17 (9) 12 (7) 3(1.7)
21y, 38 28 (16) 8 (4.4) 8 (4.5) 1(<1
M/ SR E 3 8% 26 (15) 8 (4.4) 4(2.3) 2(1.1)
U RERIBUDE 8 (4.5) 14 (8) 5(2.8) 2(1.1)
FEEELT HERIBRE 3S% 5(2.8) 1(<1) 5(2.8) 1(<1)
KRB L OREREE
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27 L— RORWER ! Grade 3 XX 4 DEIWER 2
L7ISIF+YY | UUFI~T4+7 | LTFIFHYY | I YFI~<T+F
E e R Gt E) E e o4 TR (et HEE)
HERE (N=176) (N=180) (N=176) (N=180)
RIlVE n (%) n (%) n (%) n (%)
AR 23 (13) 11 (6) 2(1.1) 0 (0)
&H U o L ffE % 14 (8) 5(2.8) 4(2.3) 0(0)
e PR I L JiE 10 (6) 8 (4.4) 1(<1) 1(<1)
FRERIEE
GHI 26 (15) 17 (9) 1(<1) 0(0)
FEMED F 159) 9(5 0(0) 0(0)
I EREE
e % 9(5) 1(<1) 1(<1) 0(0)
AR FERESE o8 8 (4.5) 2(L.1) 4(2.3) 2(1.1)
FERER, FERIS X UMthEREE
Ik © 43 (24) 35 (19) 1(<1) 0(0)
PR ] . 19 (11) 8 (4.4) 2(1.1) 1(<1)
1 [ S5 10 (6) 8 (4.4) 0(0) 0(0)
fifigEfRSE 35 4(2.3) 1(<1) 4(2.3) 1(<1)
P PEPHZEME TR S 3(1.7) 0(0) 2(1.1) 0(0)
I AR 4 3.8 2(1.1) 1(<1) 2(1.1) 0 (0)
HIGREE
T S% 55 (31) 41 (23) 5(2.8) 0(0)
(s 46 (26) 25 (14) 0 (0) 0 (0)
fiE s o 32 (18) 20 (11) 2(1.1) 0(0)
M@ $ 17 (10) 13 (7) 0(0) 0(0)
HER R 16 (9) 5(2.8) 0 (0) 0 (0)
RS 9(5) 7(3.9) 0(0) 0 (0)
KR XK THBRES
5 84 39 (22) 14 (8) 5(2.8) 2(1.1)
9 PEIES © 36 (20) 9(5) 2(1.1) 0(0)
B A 9(5) 6(3.3) 0(0) 0(0)
SIERRR R 2% 8(4.5) 0(0) 2(1.1) 0(0)
HEEREB L USRS
Y 23 (13) 9(5) 1(<1) 1(<1)
Y52y 8 (4.5) 9(5) 2(1) 0(0)
BB X ORKREE
PR 38@% 3(L.7) 0(0) 2(1.1) 0(0)
Lol
SR 3 ‘ 2(L.1) 0 (0) 2(L.1) 0 (0)
—f% - 2EEER LR GIHORE
95 97 38 (22) 33 (18) 2 (1.1) 1(<1)
S 38 37 21) 27 (15) 1(<1) 3(1.7)
I i S% 24 (14) 19 (11) 2 (L.1) 1(<1)
FAH M S 23 (13) 16 (9) 0 (0) 0 (0)
e 14 (8) 8(4.4) 0 (0) 0 (0)
T ER RS 13(7) 10 (6) 0 (0) 0 (0)
A VTV PR 9 (5) 7(3.9) 0 (0) 0 (0)
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27— RORIER ! Grade 3 Xi1 4 OFEIfER 2
VISIR+HIY | UVHRI=T+T | LTFIRHIY | U= T+T
S 7R (o) S FEad (o FREF)
HERE (N=176) (N=180) (N=176) (N=180)
RIl{E n (%) n (%) n (%) n (%)
Rt PR
RIS 148) | 11(6) | 0(0) | 0(0)
HARIRE
TI=VT ) RTURA 18 (10) 15 (8) 3(1.7) 1(<1)
7 =7 —EHm
i BREE 16 (9) 13.(7) 5(2.8) 2(1.1)
U > SEREE D 12(7) 12 (7) 6(34) 2(1.1)
e U L e B 10 (6) 0(0) 0 (0) 0 (0)
R 12.(7) 2(1.D) 0(0) 0(0)

& BB OEKOFEIERIL MedDRA 21 fRICEES <, A CRAWERANEEKEIRE U EBHFIE, %475 AE T 2
U—T1E LTHES L,

UV LTI I R+ U YR~ HETRIEIEN 5% E, 220U YFo~7+7 78R (RHR) BEORBES LY
H 1%L EENT X TORIEH

2 LTSI N U YR TRETRBEEEN 1% UL, oY T+ 758 R G BEoORBES LY
B 1%L EEWNTRTO I L— R 3 ik 4 ORITEA

3 LTSI NH Y YR TRETRBEEN 1%L, oV YR w7+ 75N Gt BORHES LY
b 1%L EEWT R TOEEZEIER

S SN EHE R BIEA

BIENEDERIFICE ST HLN 1 CTHLEENDEIEA

B2 FEEN 1 THLEENDIENEH (FHROEFNIELE Th -2 HEIE, FECHICLEEND)
m¢%®%‘%(MmmmmnW®PT TESE) OFE L TR

JHEEARAE, REEIRMARIE, MM S, ERELROMBRED PT 2 [MieZeiE & L THEH L
WW&U&@WW@PT%FWWJ&LT%#Lt

&9 K O EEE R o PT %2 THESR) & U CHERF LT,

4 BRSNS, KIBEMER S, BRIRES, EBVERE, T IOEMEBROEGMERBOPT % 55 L LT
i Lz,

© ZHPERE, REME VPEE, FOEMRBMNOT LAX—MEZ SEERED PT & [Z 98E] & UTHER LT,

®

o o & % 2

6.2 THER#

R TOLT T I FOHREEARE?N S UL TORWEHR R IN TS, 29 LIZEWER
ISR O R BEEMN S HEMICHEINTZHLOTH D Z s, BEEEGO EMRHEE
R0, HEWigiz & ORFEBIRORGEEIIFEE S A2 DO TIHR [TEER O Lo (5.8 H
~5.11 ERCF5.13 1H) 2],

WNOWREESE - FURIRERR IR TE, HURIRERETTHEE
JFIEREE : F RS GECHIZETe), HathiFs, MIEMETL, IBH 5 oWrEFg, Ml

BN D S WPERATUFZE, itk IFHRER A 2L i
S REE  METHE, 7T 0 TR —, BB RS TR (RS mRSREL), EIE
g #e A HEAG
BYUER X OFAERE - VA VAFEMN L BRFRLOERES e L), LRk g
it (PML)

B, BHEBIUOHMARHOHAY (BREBLORY —T2aTe)  MGAMBEGE, B~
T I
MR, MIZRIS L OWERRREE - il

)

e
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EEBLORTHEBES : A7 1 — T R - Va vV e, hatERAAERRE, AFRRER
BN & eI 2 O YIS (DRESS)

7 EYHREER
7.1 oaxiy

VAXT U ELT7TIN (10mg/H) ORERGEMHLIZEZA, PTFT D Crp K
AUCin 25 14% N LT, T U EBRETIE, LU NI RS JIIEE KA B & OE %
FIVERETEICIE, Mg IS B2 EHRICHRET 5 2 &,

72 MREDY R EEHDHHAEE

L7593 RERELTWAEETIE, U AaRoF o 8EOIF), TR ko oEa5E 7
EDOMIEY 27 @b H3ANTY 27 « IR T 4 v il L7-#% CHEEICHRET DL Z L
[TEL R OMEH Loy (5.4 ) HE)],

73 TTILIT7Ir

L7 73IF (10mg/H) OREHRGHCU LT 71U 25mg) OHEREAZFHALEZLE Z
5, LFTURIRIECIZU LT 7 U D REKD SIKOEYENRE~DREII A LR 2Tz,
U7 7 U rObIZ XY, PT HOVINR ORFRRAMEIZ T S Z @D biien, Zh
LOEITLVT T I ROUFRIC K 2B EZ T lehhole, TXYAZY L EULT 7 U OFA
TEROF BT SR> TR, A7 7 U 207 2 28 Matiiids <, PT KO
INR ZIEERS BT O0EDNH D,

8 IR RE~NDIRES
8.1 W~ ~DE

IFIREREE L X U

RIS LT T 2 RICRE LBl N L7 T 2 RIS L7 B0 \— b —I2B1)
DI R 2 BT DAEIRIREE L A MU B S, O L YA N YR OR AR 2 BFET 5
ZEIEREND, BRENB LT T I RIZIER L2V RH H85451%, MedWatch 712 75 A (1-
800-FDA-1088) %41 L C FDA IZ#59 5 & & £1Z, Celgene £ (1-888-423-5436) (b #HET 5
N

Y X O DER

VERBEFY: [THiAHRPE) (12.1 2H) #28) )], ROBWRBR TR ONZFTA [[7—%) &

] CHASE, V7T REMmICRET 5L, B IBIICEELRIETREERNS 570, ik
HORRB GRS T D [/FAAERE), 13587 @4.1H) RO B EM~DORS) (5.1
) #ZRH],
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V7 I REHY FvA FHFEERTH S, U FvA Ride MeEEWETH Y, HEIE (U
BRBE), oS b UBIE GERUE), BRAr4e, BXRE, SAEFRY (EEE, NHE, SMEE
OPMEIIREZEGT), BRI, IRFE (BEIRERE, /NREE) K& ORI OB HE
72 EDAAn B T BE DR KBIEZ S WIS Tl SR 23, HLE, JRE MO
DEELHE SN TEY, FLIEOK 40% THMER IR E S 22 < DT AHE S TN D,

LY R Fa&bG L voERICY Y B~ FRIUBEXERALNTZ, VT Y FI R
TR D Y X R OMEIRT v b ~ORGRIEEZ @G Ll [[7—2) 2ZM], KRR ZIERPIE
M 256, UIAEMOME I EBE LR LGS, BRA~OFELZ RIE T RetErd s 2
LR BB ITHATHZ L,

KA I RENEIR L2580, BEHICAAIOERZFIETSZ L, Z0OL 5254
X, AMEEMEICELWERARIELZZZ L, BEICHENRTME Iy o) v EZ T SE D
&, MR LVT T I NICERE LRV DB 5556 1E, MedWatch 7’2 7 2 (1-800-FDA-
1088) %/ L C FDA |[Z#iE3 2 & & 11T, Celgene t1: (1-888-423-5436) (CHMETHZ &,

REFNCIIT 2 BRI REREROREOHEE NNy 7 770 R AT IIARRATH L,
NTOIIRIT, ERMXE, KCXIZOMOEFLEIFONY 7 777 )27 R3bH5, KE
—REFNCIIT 2 BRAREREREROREOHEE Ny 7 7T 0 R A7 XE2NEi, KL
R STV DIEIRD 2~4%K N 15~20% T 5,

F—4

BYBEDT—4

P VTR « BRATEEMRER T, BRI OEIRY VICL T Y FI R2ga&ks L
LA, HAERICYH Y RFvA PRI KRR & OEFTEENRD Sz, &/IVHEEZ#HRE LY
NOREFER (AUC) 13 k#ElEe FA®E (MRHD) 25mgil kbt MREED 0175 TH o7,
Z I MRHD O 20 {5 % T8 200 5% ¢ 5 LR X L VT v S ORBEOREBR 1, v
WCIRBSEIER RO RN, T v MCEERAMERITBE SR -T2,

7 v S OWAERT RO AR ORAE T LT 28R T, FEREMOEAMETLFU R
I FEHRG L, ZoRBRTIE, AR 500 mgkg (A3 mg#LE CHEPR A & 25 mg D 200 %)
DOLFTY R RaebE LT v SoMARICHEEERNOTINNIEO bz, BEOHAERIZE
FE DOPERGGEIE SR Sy, MED A Z RO AR & 23HL U7z & 2 AATHR IR FE o R E HE N
WRPBRDENTe, Y F~A ROGEEEEL, 7y METATIELFTY R ROk Mg - 7L
AT E FIC TR Z LR L W EE X BN D,

R FICHE 7T BE2H 20 HEETL Y R RE#EARAO®KRS Lok, BRmEP L
T U R FREIIRHE Cuax D 20~40%Th o7, HIET v MIHRERRO#KE L2k, VU K
T RITAR R AE K OSERE ISR S, BR VAR O BEHE M X — I REAHERR T £ 0 B>
oo TNHOT =200, LU R NIREZERTLEZ20ND,
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8.2 %%l
Y Y DEH

LY R FOMIBITH, WALRICHTIL 7T I ROEER O EAICHTHLT T2
%@%@iﬁ%?%éoi%_%ﬁﬁé%ﬁi%woz,%ﬂnmﬁﬁévfﬁiP®@¢%ﬁ
FHRENDZ END, KHEBREFIIL T T I FEGIIRLE2ITORVWE Y BRI L,

8.3 HERENDHIKMRUFEM

BIRBEE

V77 I FE@IRPICHEMT S &, RIRICAEERERANRET 2BENND D [[HHEL)
8.1 7)) XM, WERATREZRZMETIZ L 7T X N OTEWRBAAART M QAR TP AR O A7 2 2 sl
T5 L, MEERWREAR KMEITIE, VT T X RIC K D IRIREIAAHET 4 1R, TR, IREEH R ONERR
KTDLRES 4RMBE TIIRL TERLRVWEZIERT L Z &,

FERRATREZ2 20 MEICIZ L 7T X RIRIR DO BALARTIC 2 BIOMRRE 2 R L, RIEEZHRT 5 2
Lo 1EBOBRAEIZLT7F k&%%#@m~mHWJ,2@Eiv7§‘ﬁ&5%%%mﬁ%
MLINIZFE ST 5, BGBRZITIRETZ 50, R0 4 BEREITE | A2 5 L, 2l
iﬂ%ﬂ%#ﬁwmf%mi4 ALz, FHAICHIUE 2 B Z & ICFE T 5, ARB7220
A R B N RS DA, ﬁ%@ﬁ&@ﬁ?/t)/&%ﬁo_ DAl D>
%ﬁvi?iP@ﬁ%%$¢?é_&o

piiy

ZlE

BEHR ATRE 70 2o PRV X ELE & OVERR WS AR FE X D 7>, 2 FROfEFE70BEITIE &[RRI A U7
FAUEZR B, 2 FEOBHTIED 5 B 1 FIIM D TH BN 71k —IVERE R, TUD, HvE A
(REDREATER, S, FrEer Ny TF, BY UG A 77 b)) HDH0E— R —
OREECR L L, 1 HITA R FE-BE0 7T v 7 283K T 28 ar F— 4, BT
Nyt —, FEHEEX Y v TEERT L, BEIE LT T I RIRERBO 4 BRI S, TR
H, KSR, TR 4 BRSO D kT S 2 L, TEMIMIN A Z TG AERE, NEO
BN S D56 CTHMERBHIEA BT 2 2 &, ERATEER 2o, LERHIVUE, FEKO
BEHEDORMZITHRNTHZ &,

Ft

LU R RELT T3 REIRA L TO D BHEEBEORIKRICBITT 5720, BHIIREEUIR%E
ZTTHAHEETYH, V77 I NOMARRONEHRF L% 4 BFEE, SRR TRE 7 otk & OPERR M
WL TT T v 7 28I AMRA Loy R—=22 P HEHATH2 L, V77 RERAL T
LHMRE TR R LN &
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8.4 INERADZRE
INR BT 51T B TR RV R O RIS, ST,

85 EEBE~ADERE

2361 R AR C O OFHIRYE « NDMM B 2 x5 & U7z BRRERBRIC BT, G-l GLE B
LD L613BIOBEDH B, 94% (1,521/1,613 1) % 65 kLl E, 35% (561/1,613 f51) 73> 75
Wk CdhoTo, >T5 kD BREOEIGIL 3 IRERF TN e > 7= (RA B 33% ; Rd18 #f 34% ; MPT
#E33%), XA, RIFFEIECIZE A LORWERM AT 2V — (REWEM, 7'V — K 3/4 DFEIE
M, BEEZEWER) ORBEIGN, BiEE <755 L0 bEamEE G75m) TEhrols,
[ EER L ORGEAORIE] OWESEO 7 L— R 3 Xt 4 OFWEMIZ, SIBEHT—H
L CHIEE L SRS CORBENGNE -T2 GER>5%), TEYMES X% dE], [
B E ] (DAL sl AREEETe), TREB LR MHEMEESE] 260NN FBX,
REEEE ] (BAREZET) ORESEOZ L—R3 T4 OFIERL, DT TiEd s n4aeid
WEEC—H LT, Al L0 SinEE CORABIENEmMN o7 GEN<5%) . ZOMDEE )
HO(MiiEs O o GRkEE |, DRYWER JO%ERE], RS, [mERE) &L o
7' L— K3 Xt 4 OFWERORBEGIE, —EHITERNb00, 2IREECTEHRESR LY baEl
BETEWEMARD v, SRAICEERRIER b 2IaRE CHIEE L SliEE Tox

HEIENEmNo T,

MM B CTOMEFREL - 28T, 10% (106/1,018 #) 728 65 kLl L, > 75 O BEFIT 2o
7o ZL— K3 XiT 4 OFWERIX, V77 REECITEIEBSE LV 65 MLl Eo @i THEl
FEREDoTe (FEDN>5%), MR LY o CREEE ] OWEDEO 7 L— K 3 XL 4 OFIE
ARV T Z I REECHIEE LV b 65l Eo@EimAE CRIFSNE Mo GEB>5%), L
77 X NHERHRIERBRD 65 1%Ll Lo BE CEEREWEA SUIRIERIC X v 52 IE LB
Bid b7, REMICE L CRIBEBFEDEFRE L ITR R IGERTNE D hE T 52 &
ILTERY,

BREDH 2 MM B B 1 KO 2 TR Z G L7 MM 8F 703 Bl 5 B, 45%7H3> 65
i, 12%03>75 CTholz, 265 EDBFEDOEEE, VI II R/ TXHAZ VLT TR
TR AL UL THBEEN Do, VI T IR/ TRV ALY a5 LIZBR#E 353 4
DB, 46%IF>65 1% TH o7z, MkBrRé HIZ, >65 mMDOBFEII<S mOEBELV LTI IR
DEE R F IR MARE, 2R, OREME R OB AR HELT 5 RN &> T2, > 65
% DB &< 65 D EBE DMICAHIMED 2T D bR -T2,

FERBRI OB SR S L7 S B KRR KA D MDS B 148 D 5 6, 38%I3> 65 7%,
33%E> 75 W CTh o7, > 65 MOBFIZH T 5 RRIEHORBREIE (100%) 1% 65l FORHE
ERIETH 720, BERBIERAOREEISIT> 65 OBEDOFNENM-T- (ZNE1 33%
54%) . BWERIZ X 29 IEBIOEIS B> 65 DBED T RNFEMI>T- (T 16%, 27%), AX)
PEIZBIL TIE> 65k & 65 ik LA FIZB W TEITRR O btk ol

Confidential and Proprietary ' v— S



LU R R 1.6 SENCIIT DA RILE BT 5 Bk} Page 47

MCL BRI B Gk S 72 MCL BB 134 Bl D 5 5, 63%03> 65 7%, 22% 03275 CdH o7, >
MDBFICEIT 2 ERWEH OFBEIGIL 65 L TOBE LREFETH -T2 (LN 98%,
100%), 7' L— R 3 k04 OLRIWERORBEIA TY 2 BEFICEIX 20 o 72y (T 19%,
78%), EEEREIEM ORBIEIGIT> 65 MOBE T 65 LA TOBHE LK L CTEnoTz (ZThZ
FU55%, 41%) . AMEICBI L TiE, >65mk & 65 Ll F CAILRD bt hoiz,

FL X MZL BE COPEHENE « 24K T, 48% (282/590 %) 73 65 milh b, 14% (82/590 #i)
W>T5 T oTe, HFEFLomRBRE b, REWEHORBIEIGIL 65 mll LB & FHmla &
TRETH -7 (98%), L7 7 FEETOZ L— K3 Xt 4 ORIWEAOREIEIGIE, 65l L
DEE (711%) OFBEREE (59%) £V b 5% EFho7z, V7T REETO MR &
O R EE ] RO DEYYERS K OVEABE] OF% SOC D7 L— K 3 XX 4 ORIEHOFBL
BHITENEN, 65 ML EDERE (47%K N 16%) O BEREE 40% LN 11%) L0 b 5%
U b@Emnolz, V77 FECTOEEZRREMORBIEIGIL, 65l LoBE 37%) DIE 50
HEHE (18%) £V b 5% E@Ehote, V77 REETO NEYER LOFARSE] @ SOC
DOHEEREWEHORBFNIGIE, 65l EoBE (15%) OLNEmEE (6%) LV b 5% L&
Mol

il EE I IERREME T LTV D RN mn 2 L s, HEORRICEET XETH D, &
HOBERRELZEBE LN OEEICREGTHZ L,

8.6 TBHEEEE
BHREEERE MBI OBRE T, 7V T7F=2 2 0TI AMEIDEL, VL7 I RO
WHEZRET & [THE - HE) 0.6 TH) /),

)
&3
i
e
JT

LIV E BEE, FRREAERERE, ~ > MV Y oNIE, JERPE Y B SO Tk Y voN
JEEREZEICBIT AL 77 2 ROBERGICTHT 2 E OREBRIIEC 2V, HEEERE 2SR E L=
HEFHERR T, —HoOBFITHKA200mg (100mg D 1 H 2 [\#EE) 2&45 L, HEHKGR

BRCIIR K 400 mg 285 LTz, WiE SN AGEETRILE DOFIE, S, BEBLXOF T
VAT IS —BEINTh T, BRAKRER T o M &S BREEE XA P ER I E & OV MR E ©
HoT,

11 R

P U R~A FFEEIKRTHL V7T I NI, B H A SRR X OREGISIEN 26 3 2 5l
AT D D, {LFA4 1T 3-(4-amino-1-oxo 1,3-dihydro-2H-isoindol-2-yl) piperidine-2,6-dione T& ¥,
EFREERITLL T O LB TH 5,
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0O 0O H
N
N O

NH,

3-(4-amino-1-oxo 1,3-dihydro-2H-isoindol-2-yl) piperidine-2,6-dione
LU R RO TR CiHeN:Os TH Y, 47 78I 2593 TH D,

LY R NI AA~REEOMKRTH 5, ARREE KRR, SBERICE T2, VYR
I RITAHALE R O pH 2MRWEIRICEICE T D, BRPEE A MRV ERENR  Cl, AR IR 0.4
~0.5mgmL & KIFIZIK NI 5, LU R REIAFRERTZ 1R, S EER S (—)
BEOR (+) KB3HY, ENHENREa L2578 IKE LTERSND,

V77 RIZiE, BOEENRTEX525mg, 5mg, 10mg, 15mg, 20mg XN 25mg 7 7L
WD, KHTEME, ALY R Roftus, HMAIE U TEKILEE, it lro—
A, JOARNAO—AF N DL, ATT VUSSR LEERET D, 5mg KON 25 mg
DI TRNVREZIET T, Z@bT&r, BEAA 725035, 25mg KON 10mg DA 7k
MIETFr, BRAF6G2 S, HeZ sk, BTy, BRI EEAT 5, 15mg
DOHTvMIET T, BAFE2E, —BbF¥r, BeaA 7286875, 200mgD A7 &
MIEBZ T, BRFEGR2 S, BEa="ek, —@BbFrr, BeaA 725675,

12 ERIREFHE
121 {ER¥F

VU RS NIRRT E R, AR AR B E R R OGS ER 2B 520 ) R~A ROk
BRTHD, LT Y I FOMIIEMNL, ES &R0V ) 7B aexF o) ij—8
BEEERR DL 7 v X > T &b, Invitro TlX, HEGETIC, KEX o7&
(Aiolos, Ikaros XN CKla 72 E) N XF ALL ZDBRDROIEN L 720, BRI
SEEALOGIEREIERR RSN D, LU R NI, Z2R%EEHE ~> Muiiiay o8
JE R N 5 YL R R R e DY AR EL T 2 £ 5 B REEIE ROERE, JERaME U oS & ONO kA
U N7 Y, FE O masEE AL OS5 % in viro TR L, Mtz iFE4 5, LU R
I NIIZRMEEREZ & D in vivo FEREARIE MARIERE 7 /L CIEGIMZ BT 5, LU R
RO REER I T M O F 2 7 0% 77— (NK) MAEEk o8k OVEPEbIC X 2 E#E
IR B —a A X2 RO VX2 —T =1y SN A U SR K R a2
(ADCC) ®7JiiE, NKT HIfEE OB O BRI X D RIEMS A S A > (TNF-a &V IL-6
728) ORERERS D, LRMWEEHIEME T, VY FIRETXH2AE2Y LTS
&, AT L0 BT O IH & OMSEOFFER RIS, LY RIREYYFo<
T OPFREIEX, invitro TY Y X v~ 7 HM & bl U ClERaME Y > EIEIC 3V T ADCC D
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TLHE N ONEEH R ESEO T R h— A& & 2 L, s ) v EEIC B8\ C ADCC %71
HEE5,

122 ERNZF

DBERLEEF

thorough QT FBR T, MEEE BIEHERE 60 B % %512 QTe IfRICk34 5 1L+ VU K RO %E
Pl L7z, mAHERHEO 250 L F U R FHET, QTcMRODIERIIFHAE LR oT,
TV R RETTBROFEEZEDMEIH] 90%CI DK ERIZ 10 ms £V bk o7,

12.3 EYEEE
AR

LU R RO GH%, eI S5, S5 BiIE e b 20 s R B
V77 RERBDUIRERGT D L, B5% 0.5~6 R mFETRENE — 7 IC#E Lz, H
RGN OERGHO LT Y R ROEYEREIIHRE 27 L, AUC EE D Co EIZHEIZH
B LCHIINT 5, #ESEHRICHIT D KERG TIE, ARFEITERB L2,

fEEE AW ICEIE R L L HICL T T2 F25mg ZHERG45 &, WIAHH S, AUC
THI20%, Cmax TS0%IKTI 25, L7 7 I ROFHERONZEENHER I NBERRBR T, &
HOERICEARR S AR ZHRE L, V77 RIZBRIEBZOWTN THLAR T A,

<2 FVHIY NEEBEDO LT U RS RORAWIGEE T, Z38MEE iR 3B 56 R RUE
BEREOEETHAONTELDERIETHD Z LRI TVND,

Xl
invitro TO[MCl-L Y R FOIMAES X7 fEEEIE 13K 30% TH 5,

LFU R RIZ1TH1EI2Smg #85 Lizl &, BRTPICEBITT 5 (2 R 1379 ng/5HE,
24 WEfEI T4 35 ng/4HHE) o

HE%
LF Y R ROTEPER TR 3 I, SRR, BRI AR T
LR Y SRR T 3~5 IR T b D,

A

LU R Rt sz, LU R ROREEKRIZE S TOEZATERIT RS TH 5,
5t Faxs-LFU RS REON-TEFAL-LFU RI RO 2 BmORBYNFETE S TVDHN,
FNENOMEER ML ITH LAY D 5% K0 Th 5,
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b %4

T2 DHERIRITE T D, EHBREIC[UC-LF Y RS F 25 mg # MR AO#SE L2,
10 H LA RB DK 90% D3 RIS, 4% 3 3 I PRt S 7z, HURB D) 82%1% 24 I¢fHI LA
WIZLF Y R FELTRPICEERENTZ, B ReXi-L Y R REOIN-TEFL-LF U R
2 NI EDOZNZN 4.6% L DN 1.8%% Tz, LT U KI ROBFZ U T T v ATRERARTER
WEZ LS,

ik RE

B RERENE 2 BRI RERR BT 8 B (Cockeroft-Gault KA L D7 LT F= 27 U T TR
[CLer] : 50~79 mL/min), H%%EERHERERE S B8 9 5 (CLer : 30~49 mL/min), B HERERE
B 44 (CLer : <30 mL/min), FEHTZMEE LT HKME A4 (ESRD) BHE 6 flicxtLTL
7 X R 25mg ZHE G LT, BHRED IEF 22 [P O EEHERE 3 6] (CLer : > 80 mL/min)
WCH L7723 R25mg ZHEIREO#EE L7z, CLer 2832 &, FRHINELS R, 2V7F
Y AITEARANCI D LTz, PR OEEBE T, BEMRBRE IS TREN 3 HEL, 7
VT T2 AN 66~T5%K> 7=, MIENTHOBE 6 FITIlE, FEREMERE I TN 4.5
BFEL, 7V 75 AN 0%IEN -7, 4 RROBHHIZ, LTV R REGEREDOK 30%03E5F
WZhrE ST,

EHREEE 2 AT 28HE TIE, CLa il C TV T 7 FoRMHEELFE ST L2 & [
e ) (2.6 1H) 2/,

NFHEREIE 2 - R DORTHEREIEE (R E U L B AN IEF P EFR [ULN] ©> 1~1.5 57 A
INTXUEE N T AT I F—E>ULN EEF) 1ZLT U NI ROEYBHREIC A Z 5. 2 72 o
T2 HEE~EE O EREREOT — X 3E LT,

F DDA T i (39~85 %), KE (33~135kg), PRI, AFEMN QMRS A OFEEE
(BFM B HENE, BRI RIEFERE T~ RV Y %) 13X, RABREOLFY R RO
T VT T AR BB IR B a2 5. 2 e o1,

EYHEEER

FXHPA KV (40mg) OHEUIKERE L OHHIE, L7738 Q5mg) ORERE#%
DI EIREIZ X U CREIRMICIIEE & 72 D 8% RIE Z 7o o T,

fEFEgRE ICF =2 (600mg @ 1 H 2 [ElfE) 72 & D P-gp HEERALKER 5%, L7 73
F (25mg) ZAFAHEEGLTH, LU K RO Cmax Xt AUC OA B ZRBINIRD Hi/ahno
720
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P-gp PAERN VEETHET LY LA 25mg) V7T 3K (25mg) ZOFAEE LT
t, LFTUKRIER, TAavnUaA2XiEval) AR (FToavnl) AA0RHEY) OFRYEEICH
f‘é‘%iﬁ%{t wu@’aﬂfcﬁﬁl’)ﬁ_o

Invitro RERIZIHBWNT, V7 I I RBP-gp DIEETHDLZ LR ENTz, V77 Ride ML
DATE S 237 (BCRP), ZAIMMES > 2327 (MRP) @ k7 2 AR—%—MRP1, MRP2 X|%
MRP3, AT =4 F T AR —4%— (OAT) OAT1 N OAT3, HHET =4 Lk Y X7
R 1B1 (OATPIB1), I FA4 > F T AR —%— (OCT) OCT1 KON OCT2, ZAIFEH kT
A 7R—4— (MATE : multidrug and toxin extrusion protein) MATE1 W NZH LWVERES F 42 b
7 AR —% — (organic cation transporter novel : OCTN) OCTN1 & TOY OCTN2 OFE Tidruy,
L+ U R R, p-gp, MHHEE LT AR—4— (BSEP), BCRP, MRP2, OAT1, OAT3,
OATPIB1, OATPIB3 XiZ OCT2 OFHLEHRITIEARV, LU K RIZCYP450 71 VWA L&k
EEPRHES L2V, VU R RiE, UGTIAL OE{E 14 UGT1A1*1/*¥1, UGT1A1*1/%28 T}
UGTIA1%28/*28 IZ L Dt MFI 70 Y —ATOE IV AL EY O NVT v U EE ZHE LR,

13 JEREREM
13.1 HAEM, ZEAZERME, ZHRHEE
LU R RO AFEMERBRIIER STV 70,

LU R RITHEEIRZEARE R (Ames iBR) CERFUIEA/RET, HEe MMM Y
VOREROYLEREE S, v A D LoNELS178Y Mifla 0T I Yok —E (th) BB TEOE R
B Lo le, £z, VT U R NI U 7 o2 Z —ISHIaaER CRRE I B s 2
w7, H7 > MEOZYMRMERO/NMEZZFHIR LR Tz,

vaFiF%kmeyg(miﬁﬁmﬁft%%%%ng@%mmﬁ)%&5Lk?yk
R R OV AR A B BR CIE, RHMARTRNE O ARSI 2 A EREH LR b ho Tz,

14 SRR
141 ZREEHE

KEBDERMEREEE FHNRE T SEIEBILIEEIRAF LR

EHIIAAE (SCT) DS & 72 & 7RV RIBFE O LRI B BEEE 2 %510, 280 DR L
BHIITOL T T I REEBARETFH 22 O REE (RAEE) OFER V22N 5 A
V7 77 v, prednizone KOV Y R~ A ROOFARE (MPT) LT 5720, B3 1,623 iz
Gie Sk LRI A LIEE MR 3 BEEGERER 2 Tl L 7o, ARBBRO 1 DO OIRHREETIL, Rd#
EEIRBEIT £ CTREMKGE L (RAEE), 2 DODIRIERECII RAFELRK 18 1 7 v (72,
1%47»-%5)&5Lk(mmﬁ)30@@%%%?@,%»77?y@mmmm&w
FU R ROFH#EEEZR R 1204 70 (120, 1427042 H) &5 L7 MPTE), &
ﬁﬁfi,%m*ﬁ@%ﬁi,%%Eﬁ@&ﬁ%%@?é@,%m@g@@mfﬂﬁ%ﬂmf
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XRWIGEIC SCT Ol E 72 7o T, BIEA(LOBE, Fly (<75 E>T755%), W [ERS
I HEEME (ISS) AT — I XTI, AT — ] K OVEEE TERIEI L,

Rd B ONRAIS FEDEEFIZIT 28 HY A 7 LD 1~21 HEIZVZ I K25mg# 1 H 1 [B#&5
Lice TXVAZY T2 B A 270D 1, 8, 15022 HHIZ40mg & 1 B 1 [m#EE L=,
ISR EBADEEEIC, TXFAZY U OMGHEEZ 20mg &L, 28 HY A 7LD 1, 8, 15
FO22 HEIWZ1 B 1 EREO#EE Lz, RdBEL O RAI8 FEDOBHLAH R K N L ¥ A 134 i K OV
BEREICHE > TIREE L7z, T X TOBEICTIMERERIEZ1T o720, KbZMEH SN0
TAEY o Tholz,

N DR EH 2R R R QR FRBEE DR — 2 T o PR32 3 B CRIBETHhH o 7=, #BRE I3 L
THITEBE THY, 3HOEMOTREIXIIHTH Y, BIKD 35%13>T5 m ThoT-, BEE
MARD 59%5 1SS AT —V U, 41%MB 1SS AT —Y I THY, I%IIEEDERE [/ LT
F=r27 V7 Z A (CLer) <30mL/min], 23%IEXH %% E DA 4 [CLer > 30~50 mL/min],

44% T E DA 4 [CLler > 50~80 mL/min] % % L TV 7z, ECOG ® Performance Status A =1 7
X, 29% T/ L—FR0, 49% T/ L—F1, 21% T/ L—FK2, 04% T/ L—R3UETHH72,

BINEO EERAGE H Chb 5 MIEEALFHIM (PFS) X, BAEA(LORESED D, IMWG FEHEC
FEOZMIRHELZES (IRAC) 12KV REEIT DN RANHER SAVIZIREAL, XU PFS 1BBRGH
BT LAANCRR 2 B TE LIZRE O WT RN £ oMM L &R Lz, 2RHfiHEE
DA NERNTICIBWNT, RAFEE MPT B0 A FHIE Lz, AOMEOREREZ TRICE LD
%, RABETIE, PFSFEMIZISVT MPT BEE LR THERIEENRD Hiv, ¥ — KX 0.72

([95% CI: 0.61~0.85] p<0.0001) T o7z, PFS A > hGRD L7z BEH OEIEIL MPT
Vb RAFETED 272 (ENEN 61%, 52%), MPT HE L LLf LT Rd #£ 0 PFS i o H1fi
1343 » AR LT, BRIEEDEISGIIMPT HEL Y b RABHETHEIZE S (ZFNEI 62.3%,
75.1%), SEREMEIA T RAEE 15.1%IC% LT, MPT#E9.3% CTh 7=, HIEZESE TOR D
HJEIX RAAE 1.8 » H, MPTRE2.8 » A TH -7z,

2014 F3A3HET—X Ty AT HETHEAFHME (0S) HREMEN T ORERT, 2AEFE
HOBHRAM O P RAEIT 455 » A, A N2 b 697 TH Y, FHE S 7z OS fi#bT
(CLBRBEEA X MDD 78% (o OS A X2 |k 896 1 697 1) % b 7=, MPT BEIZxd %
Rd #EDFEH| OS D~ — REIX 0.75 TH 72 (95% CI=0.62, 0.90),
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£ 13 BVEEAEROME- [MM-020] ER (intent-to-treat £H)
Rd Rd18 MPT
(N =535) (N =541) (N = 547)
PFS - IRAC (/1)
PFS A > M 278 (52) 348 (64.3) 334 (61.1)
PFS HARI o> hisiefi 2 (), [95% CI] b 2550207, 294] | 207[19.4, 22] | 212[193, 232]

HR [95% CI] © ; p fifi ¢

Rd vs MPT 0.7210.61, 0.85];
<0.0001

Rd vs Rd18 0.70[0.60, 0.82]

Rd18 vs MPT 1.03[0.89, 1.20]

24FHM  (Overall Survival, H)P

AN b

208 (38.9)

228 (42.1)

261 (47.7)

OS HiffioddefE « (H), [95% CI]°®

58.9[56, NE]f

56.7[50.1, NE]

48.5[44.2, 52]

HR [95% CI] ©

Rd vs MPT 0.75[0.62, 0.90]

Rd vs Rd18 0.91[0.75, 1.09]

Rd18 vs MPT 0.83[0.69, 0.99]

ZNEIE ©-IRAC, n(%)®

CR 81 (15.1) 77 (14.2) 51(9.3)
VGPR 152 (28.4) 154 (28.5) 103 (18.8)
PR 169 (31.6) 166 (30.7) 187 (34.2)
2FES  CR, VGPR, XIXPR 402 (75.1) 397 (73.4) 341 (62.3)

CR=5E2Ef# ; cHEHTET ¥ A ¥ V> ; HR=~¥— Kt ; IRAC= Independent Response Adjudication Committee
(ﬁﬂﬁ@%%ﬁijéé) i M=A/L7 7 Z > ; NE (NotEstimable) =HEE g ; OS=241F ; P=prednizone ; PFS=1&
BAALE  PREFIDESM ; R=V7 7 I N RA=HEETITE TRA L ; RA18=fi K 18 % 7 L@ Rd &5 ; T=1
) I\ ~A ]\ VGPR very good partial response ; vs=x*
FF LA 1T Kaplan-Meier 1512 & A #EEE I35 <
b R RED 95%IEFEXE (CI)
© FTEDIREREO N — REIHUE i3~ 5 Cox Heffil i — RET MIZH-S<
4 p EIZFTE OIEFEEER 0 Kaplan-Meier fifR7Z=OIERRIML T 7 F v 7 BEIZH-S<
o REBRIGHEEIP O & B ORI
f RFHE T — Z ORWEBE T [BVROFHEARE] OFH L v WEE 25T
¢ F—XNy AT H=201345H 24 H
hF—XJy RATZH=201443 A3 H

Confidential and Proprietary ' v— S



LU R KA

1.6 SMENT I D EADRILE B3 & &k

Page 54

IRAC i & D < E|EELEFEOD Kaplan-Meier BifR (ITT £H)

Rd #, Rd18 # KR U MPT ##

Ay bATH 201345 H24 8

100 +
1: Rd Confinuous
—=—— 2:Rd18
— = — 3:MPT
80
2
2 60
3
[}
a
o
I
o
= 40 +
= )
g Rd Continuous
=3
7]
20
=+ —+Rd18
HR (95% CI) Logrank p-value (2-sided) - -
Rd Continuous vs MPT 0.72( 0.61, 0.85) < 0.0001 |
0 - Rd Continuous vs Rd18 0.70 ( 0.60, 0.82)
Rd18 vs MPT 1.03(0.89, 1.20) MPT
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Progression Free Survival(Months)
1] 535 400 319 265 218 168 105 55 19 2 0
2| 54 3 319 265 167 108 56 30 i 2 0
3| 547 380 304 244 170 116 58 28 6 1 0
)R BERER

PFS A X2 b4 : Rd #£=287/535 1 (52.0%), Rd18 B¥=348/541 14 (64.3%), MPT B£=334/547 1 (61.1%)

CI=EHEKXM ; d=IEHET ¥ A ¥ ' ; HR=%— Kt ; IRAC= Independent Response Adjudication Committee
OSSR EERBR) ; M=A/L 7 7 7 ; P=prednizone ; R=L 7 7 I K ; RAd=HEBHEITE C Rd # 5 ; Rd18=
BRI8Y A 7 VDORIFEE ; T=%V K~A K
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24 7FHRD Kaplan-Meier g1 (ITT £M)
Rd £, Rd18 #XE U MPT ##
hybA7H:2014FE3 A3 H

100
1: Rd Continuous
——— 2!Rd18
— = =— 3 MPT
80+
£
2
= 60
s
]
o
]
o Rd Continuous
T 40 g
E kT RA18
H MPT
1]
20+
HR (95% CI)
Rd Continuous vs MPT 0.75 (0.62, 0.90)
Rd Continuous vs Rd18 0.91 (0.75, 1.09)
0 Rd18vs MPT 0.83 (0.69, 0.99)
T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Overall Survival (Months)
1] 535 488 457 433 403 366 337 248 156 74 13 0
2| 84 505 465 425 394 362 329 238 146 72 18 0
3| 547 484 448 418 375 347 310 230 130 58 10 0

R HEREH
OS A~ MK : Rd #=208/535 1 (38.9%), Rd18 F¥=228/541 14 (42.1%), MPT B£=261/547 {1} (47.7%)
CI=EHEKM ; d=EHET XY A X' HR="%— Rk ; M=A/L7 7 J » ; P=prednizone ; R=L"7 7 I F ; Rd=
EEITE TRA B ; RAIS=Ix K 18 VA 7 LD RA#E ; T=%V F~A K

BIEBIL TS AR5 EGK#G — BZX HSCT #DMHIFEZL

HZ HSCT # MM B DIRIRIZEIT 5 L7 7 I RHERHRIEO G ME R OV 22 5HEi 3 2
72®IZ, 2 DO% ik LRIEE AL ZEE M TR 77 & A AR A I L 7o, HERpEIERR
B 1 ClE, EASRIERICHZ HSCT 23217 72 18~T70 i D BE 5t g & Uiz, EARRER OB
X 12 » HUN & L7, HFE HSCT % 90~100 HUANIZ, D7e & bRBNRLEEL TWHEE %
L7 T 3 FHERPRIERE XUT 7 T B AR HERRRIEREIC 1 56 1 O CEEEA B0 1) 7, #ERpRIER
B2 T, HASRIERICHZE HSCT 2307, MR FHIMAE CREZ MR LI-RER T 7 < & b
BWLZE L TG, ZWIRFOERD 65 mAMmOBE 2658 L Lz, HFE HSCT 5 6 5 HLUN
2, V77 I NHERFBRIERE U Y 7 B ARHERRIEERIZ 1 1 O CEEERIZHEID A0 72, ek
L H1Z CLer >30 mL/min O BE 2 k& & L7,

WINOREBRTYH, V77 FOMERFHEZ 1 H 1B 10mg &L, 1HE~28 HEIZHA®K
592528 BV A 7 V&V IEL, HERIRBEENARSNIRWEAIL3 » HEIZ 15 mg ~DOH &
R, BT ERO LML NOEE TR A P I 5 TIEREMRT 22 & & Lz, #
PS5 OICBETHIUE, JE, REUIEGE2H L7z, 1 B 1A 15mg ~DOHEE%
1T o 7o DITHERHRIEER 1 T 135 61 (58%), HMEFFRIERER 2 TIiX 1851 (60%) Th o7z,
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BHEONOREFFHERME R OYEBEREOR— 2 5 4 4RI, 2B CRSETHY, HE
HSCT % O #iy72 MM BE EH OFEZ R LTz (58 14),

xR 14 AORFFHFER CRBEFE—MM #EFFERR 1 RV 2

A1 Ak 2
V73R 7IER V73R IR
N=231 N=229 N=307 N=307
Ak (%)
H o fiE 58 58 575 58.1
e/, f Al (29, 71) (39, 71) (227, 68.3) (32.3,67)
MR, n (%)
B 121 (52) 129 (56) 169 (55) 181 (59)
Prgin 110 (48) 100 (44) 138 (45) 126 (41)
LR D 1SS 27—, n (%)

27— I T 1 120 (52) 131 (57) 232 (76) 250 (81)
2F— 1 62 (27) 85 (37) 128 (42) 143 (47)
2T =11 58 (25) 46 (20) 104 (34) 107 (35)

27— 1 39 (17) 35 (15) 66 (21) 46 (15)

N 72 (31) 63 (28) 9(3) 11 (4)

H % HSCT # @ CLer, n (%)

<50 mL/min 23 (10) 16 (7) 10 3) 9(3)

> 50 mL/min 201 (87) 204 (89) 178 (58) 200 (65)

N 703) 9 (4) 119 (39) 98 (32)

FT—HAy hAT7H 201543H1H

MR & A MO FEREE A 1, BAEALD SRS I COWT MR NG ETO
IR & e L BRI H 0, il ORI 2AFM OFMHE B 2 oW TR 21 2 C
Wihol, WTRORBRLENENOT —XE=X 1) 7 REEBXOHESIHE, FRNZTEL
72 PFS O WM OB 2 BBl 72 R ICERMERZIT o7, ERERE S, T E TERRICE
F OB A LT, HERRRIERRR 1 07 T B RBEOBREL, WEEITRICL 7 T I FEE~D Y
0 AF— =BT (76 Bl [33%] NV T T REEHZZ B 24— "—1L72), HERPRIERER 2
TIHBEDOI o AF—N"—2 IR Lo Tc, ANMEDORREZ TORIZEL DD, WTILORER
TY, BERMERERFO PFS O FEMTCL 7 7 REEO TN T 72 RBEL D b EBERIEE N REN
TEY, HERFRIERBR 1 O — R 038 (95% CI : 0.27~0.54, p <0.001), HERFHRDRER 2
D AYP— FEIE 0.50 (95% CI: 0.39~0.64, p<0.001) TH-o7z, Wikt b, # MO Kaplan-
Meier HIARIC/RT L0, 20154FE3 H 1 HOH v hA T HTPFS #HH LT\ 5, BEFIEAE
7Bz o (PRENRZNZEI 724 K1V86.0 » H), MakBRCOREH% D PFS fjfriZ~> 7 &R
EHARTL T Z I RO PFS I T AN R 2R Ukt TR Y, MERRERER 1 o — Kt
13.0.38 (95% CI : 0.28~0.50) T PFS ORI H AN 68.6 » H, HMERFRIERER 2 O — R
0.53 (95% CI : 0.44~0.64) T PFS O RAEA 463 % H TH o7,

201642 A 1 HZD v bAT7 & L2 0S 77— ORLIIfENT &2 3 15 (27, BRI o F e
EITHERRRTEBR 1 28 81.6 » A, MEFPRIEBR 2 28 96.7 » A Th o7z, OS O H RAEITHERRRTE
ROV 77 I FEER 1110 » A CTT 78RN 842 » A, HEFHRIERBR2 DL 77 I RN
1059 # HTTF' 7 AN 88.1 # H Th o7z,
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15 : MM #FEERER 1 RU 2 DEEAIENSD PFS KU OS (ITT BR HSCT #&%

&)
MERPRIEAER 1 MERER AR 2
L7IIFR 7IER L7IIFR 7IER
N=231 N=229 N=307 N=307

SRR D PFS

PFS A~ M, n (%) 46 (20) 98 (43) 103 (34) 160 (52)
Wi, A 33.9 19 412 23.0
[95% CI] [NE, NE] [16.2,25.6] [38.3, NE] [21.2,28.0]
NF— R 0.38 0.50

[95% CI] [0.27, 0.54] [0.39, 0.64]

0sS I RED p <0.001 <0.001
EHFRITIRF O PFS
2015318 ABR1 kU2

PFS A~ M, n (%) 97 (42) 116 (51) 191 (62) 248 (81)
Rl H 68.6 22.5 46.3 23.8
[95% CI] [52.8, NE] [18.8,30.0] [40.1, 56.6] [21.0,27.3]
AP — R 0.38 0.53

[95% CI] [0.28, 0.50] [0.44, 0.64]
HHENTEED 0S
20162 A1 H (A1 KU

0S A~ R, n (%) 82 (35) 114 (50) 143 (47) 160 (52)
oL, A 111 84.2 105.9 88.1
[95% CI] [101.8, NE] [71.0,102.7] [88.8, NE] [80.7, 108.4]
P 0.59 0.90

[95% CI] [0.44, 0.78] [0.72, 1.13]

HEERRRERR 1 RO OBREGRT —% : Iy M7 BIZFNFR20094FE 12 H 17 AKX N20104E7 H 7 H
HZ HSCT= H Zi& M e AE ; CI=EEXM ;
ITT=75% K ; NE=HEARRE ; PFS= Mg A 17 1
HERFRVERER 2 O G RARBRIFO PFS IS HEZ B SIC L ARHMIC IS\ e, & Do PFS fENTIZ T~ TIRRE

FEEERC & 2 5HIiIC DT,

. H9LfEIE Kaplan-Meier #EEVEICH-S &, 4 PFS WO HRAED 95% ClL #7779, N — REIEEBIKE 751D
WY — RETCESE, BEHICHEET P — FBE I (L7773 R 778R),
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MM H#FEERER 1 OL T3 2 FERU TS EREICE T 2 8EAEL 5D PFS O Kaplan-
Meier #i#R (ITT R HSCT &&M) (F#Hihv b4+ T7H 20153 81 8)

1.0 H
1: Lenalidomide
— ——=2:Placebo
0.8
0.6
0.4
0.2
A — 1
|
Lenalidomide vs Placebo: HR (95%Cl) = 0.38 (0 28, 0.50)
00— KM median (95% Cl) : Lenalidomide = 68.6 [52.8, NE] vs Placebo= 22.5[18.8, 30.0]
' T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108
Progression-free Survival (Months)
1 231 194 158 121 102 82 40 16 5 0
21 2 116 57 29 20 18 11 3 0

Number of Subjects at Risk
PFS Events: Lenalidomide =97/231 (42%), Placebo = 116/229 (51%)

H% HSCT= H FiEM&BHIaBM ; CI={ZHEXM ; HR=¥— Kkt ; ITT=75% X ; KM=Kaplan-Meier ;
PFS =M A 77 ] 5 vs=%F
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MM #FEEREBR 2D L T3 2 FBERU TS EREICE T 2 8IEAELLH 5D PFS O Kaplan-
Meier #i#R (ITT R HSCT &&M) (F#Hihv b4+ T7H 20153 81 8)

1.0
1: Lenalidomide
— — — 2 Placebo

0.8
>
=
o
© 0.6
Q
o
S
o
©
2
S
S
=] 0.4
n

0.2

Lenalidomide vs Placebo: HR (95%Cl)= 0.53(0.44, 0.64)
00 KM median (95% Cl) : Lenalidomide = 46 3 [40.1, 56.6] vs Placebo = 23.8 [21.0, 27 3]
0 12 24 36 48 60 72 84 96 . 108
Progression-free Survival (Months)
1 307 243 208 158 1124 - 105 87 49 5 0
2 307 T 225 140 92 61 47 36 19 1

Number of Subjects at Risk

PFS Events: Lenalidomide =191/307 (62%), Placebo = 248/307 (81%)
H % HSCT= H & Ml ; CI={38 XM ; HR=¥— Rt ; ITT={A¥{X ; KM=Kaplan-Meier ;
NE=H#EERHE ; PFS= MM B FHAM 5 vs=5%t

BEED D S BRI HIEEE DEIESILI EIREGFAR

L 75 2 ROAMMER VLM FMET 572012, 2 0 EELLRER GUBR 1 KR2) &3
i L7z, ZOZEMEHERILR EER YT RSB EEGBR TIE, 1| DL EOIBEEND 5%
WM EMIEREZRRIZ, VI IIREROTII ALY VRESVAEE L OEIEE T X
AL BUMPERTE A bl U 7o, R A R ERAE RS (ANC) > 1,000/mm?, i/ MR# >
75,000/mm?, M7 L7 F=2<2.5mg/dL, [MiE SGOT/AST i% SGPT/ALT < 3xJLHE(E |-
(ULN) 7 IiEE#E Y Ly <2 mg/dL OBE ZMAANT,

WTHORBRE LT 7 I R/ TH ALY UBEOBEITIE, 1A 7028 AL LT 1~21
HEHIZVZZIR25mg% 1 B IEEROBES L, 22~28 HHICRILAMBLO 7 TR 72 % 1
1S Lz, 7788/ FTXH AL U EOBRFEITIE, 1A 7% 28 AfE LT 1~28
AR 78R 1 7V a®&E Lic, MlEE bRERYIIO 41 7 WTENEN 1~4 BH, 9~12
HH, 17~20 HBIZT XV A XV 40mg 2 1 B 1A O#EE Lz,

ST AINLBIIT IV ALY U HEEZ 1I~4HHD 40mg 1 B 1 [BEEOKSITHELZ, 2
AER L b, HRBEITHRED NS F TG Z kR LTz,

Confidential and Proprietary ' v— S



LU R R

1.6 SMENT I D EADRILE B3 & &k

Page 60

WTHNORR TS, ERRPT K BRI E SO THEME T2 L& L, BN
RO LD EAIE, ERIZIST 15mg/H, 10mg/H, SmgH~CIERBETEHZ L LT

[T - i) 2.1 ) 4,

W RRER O N AREEH FHVRE R DR BRI Z R 16 1I2FE & D, 2RBRHT, L7 I7I R/ 7%
YRGS REE T TR T XY RLZ Y REDO N ARG AR K O BRI R Th o 7o,

& 16 : AOMAFHRFER TERBFE—MMEHER 1 RU 2

A1 Bk 2
v7I3IR/ FI5vR/ v7I3IR/ FI5vR/
FEVAEZS Y | TEPAZ Y | TEVAZS YV | TP AZS
N=177 N=176 N=176 N=175
BEER
i (k)
rp L 64 62 63 64
S ME, RRIE 36, 86 37, 85 33, 84 40, 82
el
B 106 (60%) 104 (59%) 104 (59%) 103 (59%)
etk 71 (40%) 72 (41%) 72 (41%) 72 (41%)
N V=)

HA 141 (80%) 148 (84%) 172 (98%) 175 (100%)
Z DAt 36 (20%) 28 (16%) 4 (2%) 0 (0%)
ECOG ® Performance Status (0-1) 157 (89%) 168 (95%) 150 (85%) 144 (82%)

B RSN
238 E BEIE DR E  (Durie-Salmon)
I 3% 3% 6% 5%
II 32% 31% 28% 33%
11 64% 66% 65% 63%
B2-27usu7 Y fE (mg/L)
<2.5mg/L 52 (29%) 51 (29%) 51 (29%) 48 (27%)

>2.5 mg/L 125 (71%) 125 (71%) 125 (71%) 127 (73%)
RITER DK
1 38% 38% 32% 33%
>2 62% 62% 68% 67%
RV OELE
ST AR 62% 61% 55% 54%
P U R~ REE 42% 46% 30% 38%
F XY A H R 81% 71% 66% 69%
RT3 TREE 11% 11% 5% 4%
ANT 7T UPRE 33% 31% 56% 52%
RV L ey gk 55% 51% 56% 57%

WiRRER & b BEHEEIR] (TTP) ZAMED FZRHIEE & L, TTP 1L, BAERLDSRAMD
BT E TOBIM & EE LT,

TESNTOEBRBROTTICE Y, V7 I8/ T4 22 U OFRIERETIET 9
AL BMPRIEREIZ 0 L CHEIS TTP OIER DGO bz, WTNORER S, SMREERTEZIC
TR TXIRAE S UHOBEN LT II R/ TXIAZ Y OHEEEZTOND LD
L7z, WaBRE b, 70 AF—NR—=F¥ A U TCORMBUHEDEGFET — % 2t L=, R
| OEFHROFRIET, V7 II R/ TXHAZY U394 5 H [95%CL:32.9~474], 77
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YR TEY AL URE3L6 # H [95%CL:24.1~409] TH Y, »PF— K 0.79 [95% CI: 0.61

~1.03] Tholz, AR 2 OEFHROTRMEL, VIII RN/ THREAZY U RE375 5 A
[95% CI:29.9~46.6], 7R,/ FTxH A%V 8308 » H [95% CI: 23.5~40.3] THY,

#— K 0.86 [95% CI: 0.65~1.14] TH o7z,

K17 MMEHER 1 R 20D TTP BT DHER

B 1 R 2
V753K 7R/ V753K 7R/
FRXFRAZS Y | FTRPRAEZS Y | FEXPRAEZS Y | TXPRAEZS
N=177 N=176 N=176 N=175
TTP
F5Hn (%) 73(41) 120 (68) 68 (39) 130 (74)
o 13.9 4.7 12.1 4.7
TTP Rl () [95%Cl] [9.5, 18.5] [3.7,4.9] [9.5, NE] [3.8,4.8]
AP — R 0.285 0.324
[95%CI] [0.210, 0.386] [0.240, 0.438]
sy BED pHE? <0.001 <0.001
ZRhEe
SERFM (CR) n (%) 23 (13) 1(1) 27 (15) 7(4)
5y E R (RR/PR) n (%) 84 (48) 33(19) 77 (44) 34 (19)
EINEIE n (%) 107 (61) 34 (19) 104 (59) 41 (23)
p fE <0.001 <0.001
v X 6.38 4.72
[95%CI] [3.95, 10.32] [2.98, 7.49]
EEELM (TTP) @ Kaplan-Meier & (MM E& 1)
100
2 75-
'_g‘ HR (95% CI) = 0.285 (0.210-0.386)
@ Log Rank p < 0.001
© 50
C - -
2 Revlimid/Dex
S
&
& 25+
Placebo/Dex
O I ) 1
0 10 20 30

Confidential and Proprietary

Time to Progression (months)

LU= R e



LU R R 1.6 SENCIIT DA RILE BT 5 Bk} Page 62

EMELYR (TTP) @ Kaplan-Meier Bi#§ (MM 8% 2)
100-‘

HR (95% CI) = 0.324 (0.240-0.438)

75+ Log Rank p < 0.001

Proportion of Subjects

50- Redimid/Dex
25—
Flaceho/Dex
0 T T T T )
0 5 10 15 20 25

Time to Progression {(months)

142 5 BRBARBIBRROMECFHERE ZH 5 BHEERRIER
# (MDS)

FREAR I B 5q(q31-33) R K2 B S I O MR B (52 O J8 2 £ 5 IR Y 2 7 ST -
1 U A7 MDS IZ X 2R FER MEE 255102, V77 I ROFIMEL LM Z T 5
% ik IR FE B MR IERT ERBR A S5 U7, AL - A&, 10mg 1 B 1 [EOME A5 X134
v 28 HIE) 5621 HIEIZ 10mg #= 1 H1E&EETHZ L& L, ZOFERBRL, 28
OV A OREGME 7 1 2«<&?47“6:th$§¢5?$4’ TR, FRFoRE I bIE A
TWieoiz, mEREO LN-HEE, 1 H 1A 5mg &5, 5SmglEH &S ~OBE, KUYk
WLy, TExHr LT [THE '/@?EJ 2.2 H)J,

ZOFHERER I, AR MmEREIM AR TR M B 148 BN B ek S T, TRBRERE 5B hART 8 M
(AR BRI 2 A7 LA b2 21 T B354 2 R L EREI R F M & E 26 LTz, B oO@INEETE X
IR ERAE RIS (ANC) > 500/mm?, (/M E> 50,000/mm?®, fiF 27 L7 F=2<2.5mg/dL, I[MiE
SGOT/AST XI% SGPT/ALT< 3 X ¥ FER (ULN), MyFEH#EE Y L <2mgdL & L7z, FH
ERIBVMIE SUS I P ERIBANZRE 5 FESRRD S BTt Ui, BERER = v = — %A 1 ok
ARTEDLZ & & Lie, NAREHERIRE R OV BRFEOBEE 2 K 18 1277,
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& 18 : MDS HERD A O e F oI R R ERFE

2EEK
N=148
Fi GR)

HufE 71
R/AME, HRIE 37, 95
Ll n (%)

P 51 (34.5)
T 97 (65.5)
N n (%)
HA 143 (96.6)
Z D 5 (34
MDS BEHIM (F)
L fE 25
e/ME, KB 0.1, 20.7
5(q31-33)R & n (%)
HY 148 (100)
Z DA OB AR P B R 37 (252)
IPSS R =7 [a] n (%)
Y227 (0) 55 (37.2)
M -1 U227 (05~1.0) 65 (43.9)
P -20 227 (1.5~2.0) 6 (4.1
BU AT (=25) 2 (1.4
A 20 (13.5)
FREAIC L 5 FAB 33 ™ n (%)
RA 77 (52)
RARS 16 (10.8)
RAEB 30 (20.3)
CMML 3 (@

PSS YR HHE ARV Ry (HEAEA=2T7=0), FH -1 BEEA=2T7=05~1), ¥ -2 EHERA=2T7 =15
~20), BV RY BEAaT>235)  BERAaT7T= (BHFERA a7+ 2 a7 + kD 2 a7)
bl MDS @ French-American-British (FAB) 43%8

FEERAFE 7 71— (IWG) 12K % MDS OB RHE I HEZ WRT LIARFIE L RIS &, R
i B FEARAFPEE R 2 SR D 7o, B G-I T odmi N2 A4S Tdifge) 56 ARE (8 M) 12
B L7258 2R ek IR R AEIE DR & B LT,

148 5171 99 1] (67%) g IEERAFIEE R L7 [95%CI (59,74) 1, 2 99 Bl ClE, FRifER
Wi IR AF PR RN DI o2 B (FTeb b, ARlLEKE M RETh -7 56 HEO
BAEH) N BIROERIL T B E TOMM A IAEIT 44 W) (GEFH - 0 W ~> 67 W) T
Bot, WM IRIFIERER B D 90%1%, RERBALAT 3 » A LAINICIR A& 2k L7z,

ARIER G L FEAAFHE D BIA I F il CMERNC & D 5B e o T,

148 I 118 ] (79.7%) THEERICL Y L7 T I FORE IIMAEN 1 B EER S
7oo 1B HORE X IARE E coMfh X 21 B CF¥) @351 B, #iPf : 2~253 H), 1[AH
OREOHIR h o EiX 22 B () - 28.5 H, &P : 2~265 H) Thole, AEFLRICLD 21[H]
H OWESOIIRERIL, 148 Bl 50 B (33.8%) THEL7p-o7=, 1[EIH & 2 8] H ORE IR
ORI RAEIE 51 B CFEY 2 59.7 H, #iPH : 15~205 H), 2 [0 H ORIEOBIR pfEix 21 H
(CF4 - 26 A, &P : 2~148 A) Th o7,
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14.3 <2 hILHEREY /NfE

RNVT Y ITXIIARNT I TEEL VYA OFRGHOFI, IRt EZ R L~y by
MY Lo NERE Z RIS, LT T ROZEWROENMEZFT 2720, L7 7 RHEANR
EOS R FEIERIFERABREZ FEm L=, 7 LT F=227 VT 72 25> 60 mL/min O HEHE
WZIZV7Z7IR25mg a2 28 HZ L2221 HREJ L H 1% G Lz, 2 V7 F=227 U7 T AN
30<, <60 mL/min OBFITIE, V77 I RK10mgZ228 HZ L1221 HE 1 H 1 [EE LTz,
LT, FFARTER2WENXLRE ORMIEINFEAE T 5 F TR &k L7,

ARERIZIE, ERICE > TMCL 3R SR, CT AF ¥ X DHIEREIRA 2 H T 5 18 kL
roBFEEMHAANT, BRERITHAANDBZIZITT T A 270 I Mo hry,
VIR ARAT IR, VYR T ROHENLT Y I T OBEM IR X DIRERERS D 2
L& LT, £, BEEGMER (BAT Y I T XNERLVT Y I 7250 LY A T L DHIREIC
£V PRUEDHEDRRD LRV EERER) HDOWVIEHRBER (RVT Y I 7 XIALVT Y 17
EEDLIA TR HIERE | FUNOET L ER) BRI TS L& & Lz, MANKIC
IR ERHERT S (ANC) > 1,500/mm?,  (fi/MEE> 60,000/mm?, U >/ $fEIC X 5 AT OFEHLA H 5
BB & B & fi SGOT/AST X% SGPT/ALT< 3 X FYE(E LR (ULN), F/b/3— MEMREILZY o~
RPEIC X DT OIER 2 R & iR E U L E V<1.5XULN, o7 V7 F=v 7 U770 AR
HfE  (Cockeroft-Gault ) >30 mL/min THHZ & & L7z,

R EIL 67 5% (43~83 %) Td Y, S81%NHBME, 96%NHANTH-T-, ¥ hHY
RIEREBR OB BEE R LY BRI A R 19ICFE LD 5,
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19 : v MILMREY DUNERHBROKEBEER TR VANERERE

BEK
BREEROHLY v/ ERRE (N=134)
ECOG @ Performance Status ?, n (%)
0 43 (32)
1 73 (54)
2 17 (13)
3 1(<1)
1T MCL O¥FH#], n (%)
11 27 (20)
v 97 (72)
BEIIHREREDO MIPI 227, n (%) 90 (67)
EEEE n(%) 77 (57)
EXFREY n(%) 44 (33)
TWIMRZE, n (%) 101 (75)
BEOEFHY V7 EIBROE, n (%)
HhduiE (#iPH) 42, 10)
1 0(0)
2 29 (22)
3 34 (25)
>4 71 (53)
AMER CTROEAZHER LIZBAER, n(%):
VA VA DI N = 133 (99)
I URAT 7 IR 113343((19093)
UE el
RNF ST 134 (00)
BATY I 7RI BIHFESE, 1 (%) 81 (60)
BT OIBEIEICRT D IRFIEYME, n (%) 74 (55)
HZ BB SOIBRMRBEOIEITE, n (%) 39 (29)

4 ECOG= Eastern Cooperative Oncology Group

® MIPI= MCL International Prognostic Index

O EESEIE, B S5em LA EORRE 1 OLL EXITER 3 em L EORZE 3 oL E L E%
O ERFE TR T em BLEOWRZE 1 DLL L L EF

MCL &R DA NMEDOFHNE B 13 228500% 15 (ORR) K UZEZMIH (DOR) Th o7z, AT
International Workshop Lymphoma Response Criteria (Cheson, 1999) Dk BARIZHEVY, MAHFELE
DX BEAF v R AR L CHE L2, DOR IEIMIEIZER) (PR LLE) OEEEDHHHAMETITN
MRS SRR RE TLER LIz, MCL RHADOAZIMEDRIRIL, 6B Z 1 [FITHH5 Lo 23
MATREBNICEE SN TR Y, T ER20ICELDDH, BhE TCOMBOPRMEIZ 22 » A (P
1.8~13 # H) Th oz,

£20: TV LY U REBERS LRBOMNRDT— 4

BERZHT (N=133) N (%) 95% CI
275h%E|4 (IWRC) (CR + CRu +PR) 34 (26) [18.4,33.9]
SERTME (CR+ CRu) 9(7) [3.1,12.5]
CR 1(1) -
CRu 8 (6) -
oy TEfiE (PR) 25(19) -
Fhm (A) B 95% CI
47%%) (CR + CRu + PR) DR (N =34) 16.6 [7.7,26.7]

14.4 BN DNERVDET) v/\[E
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PR SUTERME ORI Y v E R OB Y N ERFICHT AL T I I RE YR~ T
OPFHOA#MEX, AUGMENT Bt (NCT01938001) % (8 MAGNIFY i (NCT01996865) I
CRME S 7z,

AUGMENT #BRI%, ZhisxdtFEEA (b —HEmRAR (=358) THV, L7I7I LI YFX
YT OMRBEXIZY VX~ T LT T RAROPIREIC 1 1 O TEER L7, AUGMENT
R ORI GHEFIL, 7 L— K12 XT3 OJEREY 5@ LBk S, 2a¥EE 1R EZ T
2 EnH, HEHAEMSUIFRMET, VYR~ RS TIER<, CT A% v > XX MRI A
X v AL HWEARER U o RESUIEIIMRE Z | DLLEA L, +o7eEhl, FF&k OV ekEe
BY58ELE Uiz, BIRMEYD o E L 0gE Y o5, VY~ 7 X D RTRRIE L Ot o bt
U »oS[ERRE DN D OWIR CIE RIS L L=, AUGMENT BRI, V772 FZ& 1 H 1[[20
mg DHET, 28 HH A 7D 1~21 HHIZEAROEEG L, Zx 12 A4 7V TRETE
ROVEENBEND E T L, VYR ~T7 %2375 mgm ODHET 1A 7 VEITHE 1 (5]
(1, 8, 15 K22 HH), 2 A7 NVENPLSYAZNVEHETIE28HIZ1E (1 HE) #5L
oo VYR TOMETTRT, BEOFAREL MW THRRMBICE SR Lz, IR
A OBEMEICES S HEME 2 TRE L Lz, THIEBMERERET (CLer 30~60 mL/min) D& %
BEE, V7IIROBBAEZ 1B IR 10mg &L, RIUEGEARAT Y 2a— L THREEITo7,
2 A I NAET I, BEMEDHERSNESAIEIL 7T I FOM&EEZ 1 H 18] 15 mg (ZHE L T 28
A A7 0D 1~21 HRIZEG T2 L2807,

MAGNIFY #Bri%, L7 I I REOU Y F O~ IC L2 AREELY 12 A 7 V2T =B Y
TEEATEDEN M U BB, OE Y L oERE T~ MK Y oS E gl L
7IEER, ZHiREFRRBR TH D (n=232), MAGNIFY iBRI2I, ERAZL—FR1, 2, 3aX
1% 3b D FL, WEE# L7 FL, MZL XX MCL 27— I~V O2Hi&2 F L, @EICY 3 E
DIEWEZ T TEY, REOIBFZICHE IR Z R L, CT X3 MRI AR CHIE A HE 72
PESUTESMEDRZE %2 1 DU BB, +r72 5k, IFE& OB IBiERE 2 A+ 2 F 2 Az,
Yy~ T RGO BE &£, MAGNIFY B OE ASRIED RO 12 YA 7 Mz H)h]
162 1 [EILL B2 7R (n=222) A OAELACERICESE, BREUTEIRMED FL KO
MZL BEFIZHT DLV T II R VYR o~TOFMEEFME L7z, 77 K20mg % 28 HH
A7 NVD1~21 HEIZES L, 2z R VA7 VHDNERRTE Vv att, HEET UL
B E kLT, VY X ~T7 %375 mgm OFHET LA Z7VEIZE LR (1, 8, 15 KW
2 HH), R2¥A7VEHETIE2HA271LTE (3, 5 7, ORI VA Z/VH) 2V A 71D
1 BHIZES Lz, VYR o~T7ORETTRT, BEOFAREROERRRRHICESETHEL
7o BRARAT R OB EIC RS < AR 2 TR L LTz,

AUGMENT K OY MAGNIFY #Bk D A 0 e R L O B E A LT ORI T,
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& 21 : AUGMENT ER K U MAGNIFY HERIZH T4 FL RO MZL BED AOFEHEHI%

MR UEEHE
AUGMENT 38k MAGNIFY RE
V773 R+ VY ERTwT+ V773 R+
P D 78R P D
(N=178) Cxf FREE) (N=222)
(N=180)
i (%)
ol (Ml B dE) 64 (26, 86) 62 (35, 88) 65 (35, 91)
EHAE, 1 (%)
65 HEA 96 (54) 107 (59) 103 (46)
65 Ll b 82 (46) 73 (41) 119 (54)
M5, n (%)
Bk 75 (42) 97 (54) 122 (55)
Pk 103 (58) 83 (46) 100 (45)
NFE R, n (%)
B A 118 (66) 115 (64) 206 (93)
Z i 54 (30) 64 (36) 14 (6)
HRHA - R 6 (3) 1 (0.6) 2(1)
REmEmHE (m?)
el (R ME, BofE) 1.8 (1.4,3.1) 1.8(1.3,2.7) 2(1.3,2.6)
B DTS
YERaE Y iR 147 (83) 148 (82) 177 (80)
WigHE Y N fE 31(17) 32(18) 45 (20)
TWEOLEA Y v RO
MALT 14 (45) 16 (50) 10 (22)
Nodal 8 (26) 10 31) 25 (56)
Splenic 9(29) 6 (19) 10 (22)
LW OTENEME U > IEO
(EROHIE), n (%)
J1—FK12 125 (85) 123 (83) 149 (84)
7' L— K 3a 22 (15) 25 (17) 28 (16)
NR—ZF A O FLIPI A= 7T FIUE
FHE), n(%)
Ky 227 (0 Xix 1) 52 (29) 67 (37)
U7 (2) 55 (31) 58 (32)
mURA7 BLLE) 69 (39) 54 (30)
A 2(1) 1 (0.6)
NR—ZF A D ECOG, n (%)
0 116 (65) 128 (71) 102 (46)
1 60 (34) 50 (28) 113 (51)
2 2(1) 2(1) 7(3)
R—=RT A CTERIERE? n(%)
H 97 (54) 86 (48) 148 (67)
il 81 (46) 94 (52) 74 (33)
BEOEEHY L EIRREOE, n (%)
1 102 (57) 97 (54) 94 (42)®
2Lk 76 (43) 83 (46) 128 (58)

F—FHwy A7 1201846 A 22 H (AUGMENT #Br) KU20174E5 4 1 H (MAGNIFY #5)

a GELF criteria {2 & ¥ 3%

bR EOEHIBEOLKA 0 2 F]) L1

ECOG = Eastern Cooperative Oncology Group ; FLIPI = follicular lymphoma international prognostic index
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AUGMENT RBRTIE, ARIWEITMSIHFERZ BEN 2007 FRERRY —% 7 7 )V — T Zh B
FEYE|ZHE DWW TR U 72 ITT £ 1) 2 S A F RN LS S et S iz, Aok R %2

2212”7,

% 22 : AUGMENT HERIZE T 5F2MEDHER (FL RO MZL O ITT £H)

PFS #ifH > H4LHE * [95% CI] (H)
HR " [95% CI]
pfE©

39.4[22.9, NE]

INTA—F— VZIIR+IYFIUT VYFv~T+T TR
(N=178) (N=180)
PFS
A2 MR, n (%) 68 (38.2) 115 (63.9)
L 6 (8.8) 2(1.7)
PRMEAT 62 (91.2) 113 (98.3)

0.46 [ 0.34, 0.62]

<0.0001

14.1[11.4,16.7]

£ (CR+PR), n(%)[95% CI]¢

138 (77.5)[70.7, 83.4]

96 (53.3) [45.8, 60.8]

2 Kaplan-Meier fifAT 12 355 < HE 8 Al

b Y= FER O OEFXEITR O 3 S OJERIR - THEE L7 Cox N — FEF M E v REH Lz U
F U TIRREOREE, ELEO D 2 oBEGE D OWIF (<2 4, >2 4), JFRE GERVEY > o8Bl ki Y

VY]

U XL TIHIEOAE, FLED Y ST OB (<2 4, >2 ), FUEE GERIMEY » oS, 30
G L SIE) ABMET LR ST I BRED p i

42 A0 T O IERE(E X H
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AUGMENT EERIZH (5 IRC il &k S EBEAFED Kaplan-Meier Hi#¢ (FL R U
MZL @ ITT £H)

1.0+

1: Rituxirab + Lendidomide
2 Rituximab + Placebo

0.8+

06+

0.4+

Survivd Probability

0.2 4

HR (35% Cl){a] = 0.46(0.34, 0.62)
oo Log Rank pla] <0.0001

0 B 12 18 24 0 k] L) 48
Progression-free Survivd (Months)
1[ 178 148 124 91 59 39 20 7 0
2| 180 132 92 58 40 % 10 4 0
Number of Subjects at Risk

a=REHEF : VYR~ TinREOHE, HiIo) N ERENLOHM (<2 4, >2 4), RS 8kt

VoNIE, DREE Y Vo)
CI={E#X[# ; HR= "%— Rt ; KM=Kaplan-Meier ; PFS= & A 17 1] ft]

TEHEPE Y o oS
AUGMENT #BRIZI VT, IRCHEIZ L DUERME Y o ANEEE TCORBIEIFIIL T I7I R/
Vv~ 7 FHRET 80% (118/147 ) [95% CI: 73%, 86%], *FFREETIL 55% (82/148 f4l)
[95% CI: 47, 64] T~ 7=,

MAGNIFY Bk Tl, 1RBRERHEIC L DIERME Y R EEFE TORTDEIEIT 59%
(104/177 1) [95% CI: 51, 66] Td> > 7=, ZRFHRHIHI OH RIGIIRBETH Y, BHHHIR OH
JLAEIE 7.9 # A[95% Cl: 4.6,9.2]1 TH > 7=,

LS it IA

AUGMENT #RBRICIHB W T, IRCHIEIZ L 2% U AN BEEE TORBIEIGIIL T I IR/
UV#V77ﬁﬁﬁfﬁ%(mBHm[%%d%ﬂ@mw,ﬁ%ﬁ?i$%(MBMm[%%
CI: 26%, 62%] T > 7=,

MAGNIFY 38R Tld, 1GBRERHIEIC X 2% ) o EEFE TOREIEIE iﬂ%(BMS
W)DWMI%ﬁﬂT%otoﬁﬁﬁﬁ%%@ﬁ%fiiﬁ ETHY, BRI O ]

11.5 % A[95% CI: 8.0, 18.9] TH » 7=,
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15 S

1. OSHA Hazardous Drugs. OSHA [Accessed on 29 January 2013, from
http://www.osha.gov/SLTC/hazardousdrugs/index.html]

16 #HH RERUVBRKLDAEE
16.1 {##4

Bk ONERORER O D 72 VAT, —J1Z TREV], 9 —HIZ 25mg) B
7 CTHIF-EnTW5,

2.5mg, 128 17/ AD (NDC 59572-402-28)
2.5mg, 1100 7 ~7&/LAD (NDC 59572-402-00)

HEREHAOD FEAFITHY, —HIZ IREV), &5 —FHIZ [S5mgl LBEAA 7 THITFS
nTnbd,

5mg, 128 77 E/LAY (NDC 59572-405-28)
5mg, 13100 4 7/ A (NDC 59572-405-00)

Bk L O EERERO D 7 AFTHY, —HIZ IREV], b9 —HIZ M0mg) & Hfag
> TCHITFSI TV 5,

10mg, 128 7 &E/LAD (NDC 59572-410-28)
10mg, 13100 47 ~7t&/L A (NDC 59572-410-00)

RHEOKROAARNERON 7ELAITHY, —HIZ TREV], &9 —FHIZ M15mg)] &BEAA
7 CTHIF STV 5,

15mg, 1Jf21 77 &/LAD (NDC 59572-415-21)
15mg, 1100 77t/ AV (NDC 59572-415-00)

RHE O OEROREHOE D 72 AIT, —J12 TREV], b9 —HIZ R0mgl & BfEa1
7 CHIF-EnTW5,

20mg, 1Jfi21 #7&/LAD (NDC 59572-420-21)
20 mg, 1k 100 7 7&/LAD (NDC 59572-420-00)

HEREHO D 7EAEITHY, —HIZ IREV], &9 —HIZ 25mg) & B A7 THITX
ncTuna,

25mg, 1Jfi21 #7E/LAD (NDC 59572-425-21)
25mg, 1100 7 ~7&/LAD (NDC 59572-425-00)
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16.2 BTik

20~25°C (68~77°F) TIRfETHZ &, 15~30°C (59~86°F) F CTOMMBIIHATS (USP D
MBRLIN-=IR] 228),

16.3 HFEULEUOLS

L7773 ROBIRWICIZEET S, V79I RO 7w AEZ2HITT0, oz LD
Lo L7 T3 ROMERBPEEBIINNE LIZSEAIE, BEHICAITAE KT ICERETHZ S, LT
T 2 RSB AT S L2 A0E, KTLo M0 EWid 2 &,

PUBEFIOIE LWEERW E VS D JTIEEHERT D Z Ly BEITRDHA KT A BN D3ELT
EhTWnWah 1L,

1 FOFANL 28 BT ET 52 &,

17 BEADODHhO LY VTER
FDA IZR &S T BHEFAERL A N (REYDA F) #dkded 5 BEICIERT 5 = 2.

L7 7 ROFIEFTOMEFIIEER TH A Z L2 BEITHAT S [[HAZL ) kO 225
(4.1 7)) 244], V77 RiEHY RvA FFERTHY, EERIERERBIESCKILOET 2
BIEEZTBENND D [[EER M FOEE) (5.1 HH) 726N THHEMR]) 8.1 H) £
]

o

o HRERWIREZRZCMEICIE, LT T X ROMRAH R ONARNE T4 4 BRIEEEE L v X9 ICHER
T 5,

o IHRFRERLNEDO LT T I NIBR AT 2856818, LT FRNCATIRM A O 2k % R
Do

o HRRVIREZRZCMEICIE, A1 BUEHEREZ T LOEEME L LB, KEFEELLTTIR
IR DOBRLA O 52 RIRIRIRA T O 4 8% T OO TRV BT | a2 &t 2 FOBET
EEFRHICER T 20ER S H 2 L 28T 5, IVERKELSN OIS TH R HIEICIE
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section
4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 2.5 mg hard capsules
Revlimid 5 mg hard capsules

Revlimid 7.5 mg hard capsules
Revlimid 10 mg hard capsules
Revlimid 15 mg hard capsules
Revlimid 20 mg hard capsules
Revlimid 25 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Revlimid 2.5 mg hard capsules

Each capsule contains 2.5 mg of lenalidomide.

Excipient(s) with known effect

Each capsule contains 73.5 mg of lactose (as anhydrous lactose).

Revlimid 5 mg hard capsules

Each capsule contains 5 mg of lenalidomide.

Excipient(s) with known effect

Each capsule contains 147 mg of lactose (as anhydrous lactose).

Revlimid 7.5 mg hard capsules

Each capsule contains 7.5 mg of lenalidomide.

Excipient(s) with known effect

Each capsule contains 144.5 mg of lactose (as anhydrous lactose).

Revlimid 10 mg hard capsules

Each capsule contains 10 mg of lenalidomide.

Excipient(s) with known effect

Each capsule contains 294 mg of lactose (as anhydrous lactose).

Revlimid 15 mg hard capsules

Each capsule contains 15 mg of lenalidomide.

Excipient(s) with known effect

Each capsule contains 289 mg of lactose (as anhydrous lactose).

Revlimid 20 mg hard capsules

Each capsule contains 20 mg of lenalidomide.

Excipient(s) with known effect

Each capsule contains 244.5 mg of lactose (as anhydrous lactose).

Revlimid 25 mg hard capsules

Each capsule contains 25 mg of lenalidomide.

Excipient(s) with known effect

Each capsule contains 200 mg of lactose (as anhydrous lactose).

For the full list of excipients, see section 6.1.
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3.  PHARMACEUTICAL FORM

Hard capsule.

Revlimid 2.5 mg hard capsules
Blue-green/white capsules, size 4, 14.3 mm, marked “REV 2.5 mg”.

Revlimid 5 mg hard capsules
White capsules, size 2, 18.0 mm, marked “REV 5 mg”.

Revlimid 7.5 mg hard capsules
Pale yellow/white capsules, size 2, 18.0 mm, marked “REV 7.5 mg”.

Revlimid 10 mg hard capsules
Blue-green/pale yellow capsules, size 0, 21.7 mm, marked “REV 10 mg”.

Revlimid 15 mg hard capsules
Pale blue/white capsules, size 0, 21.7 mm, marked “REV 15 mg”.

Revlimid 20 mg hard capsules
Blue-green/pale blue capsules, size 0, 21.7 mm, marked “REV 20 mg”.

Revlimid 25 mg hard capsules
White capsules, size 0, 21.7 mm, marked “REV 25 mg”.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Multiple myeloma

Revlimid as monotherapy is indicated for the maintenance treatment of adult patients with newly diagnosed
multiple myeloma who have undergone autologous stem cell transplantation.

Revlimid as combination therapy with dexamethasone, or bortezomib and dexamethasone, or melphalan and
prednisone (see section 4.2) is indicated for the treatment of adult patients with previously untreated multiple
myeloma who are not eligible for transplant.

Revlimid in combination with dexamethasone is indicated for the treatment of multiple myeloma in adult
patients who have received at least one prior therapy.

Myelodysplastic syndromes

Revlimid as monotherapy is indicated for the treatment of adult patients with transfusion-dependent anemia
due to low- or intermediate-1-risk myelodysplastic syndromes associated with an isolated deletion 5q
cytogenetic abnormality when other therapeutic options are insufficient or inadequate.

Mantle cell lymphoma
Revlimid as monotherapy is indicated for the treatment of adult patients with relapsed or refractory mantle
cell lymphoma (see sections 4.4 and 5.1).

4.2  Posology and method of administration
Revlimid treatment should be supervised by a physician experienced in the use of anti-cancer therapies.

For all indications described below:
e Dose is modified based upon clinical and laboratory findings (see section 4.4).
e Dose adjustments, during treatment and restart of treatment, are recommended to manage grade 3 or
4 thrombocytopenia, neutropenia, or other grade 3 or 4 toxicity judged to be related to lenalidomide.
3
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e In case of neutropenia, the use of growth factors in patient management should be considered.

e Ifless than 12 hours has elapsed since missing a dose, the patient can take the dose. If more than
12 hours has elapsed since missing a dose at the normal time, the patient should not take the dose,
but take the next dose at the normal time on the following day.

Posology
Newly diagnosed multiple myeloma (NDMM)
e Lenalidomide in combination with dexamethasone until disease progression in patients who are not
eligible for transplant
Lenalidomide treatment must not be started if the ANC is < 1.0 x 10°/L, and/or platelet counts are
<50x 10%/L.

Recommended dose

The recommended starting dose of lenalidomide is 25 mg orally once daily on days 1 to 21 of repeated
28-day cycles.

The recommended dose of dexamethasone is 40 mg orally once daily on days 1, 8, 15 and 22 of repeated
28-day cycles. Patients may continue lenalidomide and dexamethasone therapy until disease progression or
intolerance.

o Dose reduction steps

Lenalidomide® Dexamethasone®
Starting dose 25 mg 40 mg
Dose level -1 20 mg 20 mg
Dose level -2 15 mg 12 mg
Dose level -3 10 mg 8 mg
Dose level- 4 5 mg 4 mg
Dose level -5 2.5 mg Not applicable
* Dose reduction for both products can be managed independently
o  Thrombocytopenia
When platelets Recommended course
Fall to <25 x 10°/L Stop lenalidomide dosing for remainder of cycle®
Return to > 50 x 10°/L Decrease by one dose level when dosing resumed

at next cycle

21f Dose limiting toxicity (DLT) occurs on > day15 of a cycle, lenalidomide dosing will be interrupted for at least the remainder of the current 28-
day cycle.

e  Neutropenia

When neutrophils Recommended course

First fall to < 0.5 x 10°/L Interrupt lenalidomide treatment

Return to > 1 x 10°/L when neutropenia is the only Resume lenalidomide at starting dose once daily

observed toxicity

Return to > 0.5 x 10°/L when dose-dependent Resume lenalidomide at dose level -1 once daily

haematological toxicities other than neutropenia are

observed

For each subsequent drop below < 0.5 x 107/L Interrupt lenalidomide treatment

Return to > 0.5 x 10°/L Resume lenalidomide at next lower dose level
once daily.

2 At the physician’s discretion, if neutropenia is the only toxicity at any dose level, add granulocyte colony stimulating factor (G-CSF) and maintain
the dose level of lenalidomide.

For hematologic toxicity the dose of lenalidomide may be re-introduced to the next higher dose level (up to
the starting dose) upon improvement in bone marrow function (no hematologic toxicity for at least 2
consecutive cycles: ANC >1,5 x 10°/L with a platelet count > 100 x 10°/L at the beginning of a new cycle).

e [enalidomide in combination with bortezomib and dexamethasone followed by lenalidomide and
dexamethasone until disease progression in patients who are not eligible for transplant
Initial treatment: Lenalidomide in combination with bortezomib and dexamethasone

4
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Lenalidomide in combination with bortezomib and dexamethasone must not be started if the ANC is
< 1.0 x 10°/L, and/or platelet counts are < 50 x 10%/L.

The recommended starting dose is lenalidomide 25 mg orally once daily days 1-14 of each 21-day cycle in
combination with bortezomib and dexamethasone. Bortezomib should be administered via subcutaneous
injection (1.3 mg/m? body surface area) twice weekly on days 1, 4, 8 and 11 of each 21-day. For additional
information on the dose, schedule and dose adjustments of medicinal products administered with
lenalidomide, see Section 5.1 and the corresponding Summary of Product Characteristics.

Up to eight 21-day treatment cycles (24 weeks of initial treatment) are recommended.
Continued treatment: Lenalidomide in combination with dexamethasone until progression
Continue lenalidomide 25 mg orally once daily on days 1-21 of repeated 28-day cycles in combination with

dexamethasone. Treatment should be continued until disease progression or unacceptable toxicity.

o Dose reduction steps

Lenalidomide®
Starting dose 25 mg
Dose level -1 20 mg
Dose level -2 15 mg
Dose level -3 10 mg
Dose level- 4 5 mg
Dose level -5 2.5 mg
* Dose reduction for all products can be managed independently
o  Thrombocytopenia
When platelets Recommended course
Fall to <30 x 10°/L Interrupt lenalidomide treatment
Return to > 50 x 10°/L Resume lenalidomide at dose level -1 once daily
For each subsequent drop below 30 x 10°/L Interrupt lenalidomide treatment
Return to > 50 x 10°/L Resume lenalidomide at next lower dose level
once daily
e Neutropenia
When neutrophils Recommended course®
First fall to < 0.5 x 10°/L Interrupt lenalidomide treatment
Return to > 1 x 10°/L when neutropenia is the only Resume lenalidomide at starting dose once daily
observed toxicity
Return to > 0.5 x 10°/L when dose-dependent Resume lenalidomide at dose level -1 once daily
haematological toxicities other than neutropenia are
observed
For each subsequent drop below < 0.5 x 107/L Interrupt lenalidomide treatment
Return to > 0.5 x 10°/L Resume lenalidomide at next lower dose level
once daily.

2 At the physician’s discretion, if neutropenia is the only toxicity at any dose level, add granulocyte colony stimulating factor (G-CSF) and maintain
the dose level of lenalidomide.

e Lenalidomide in combination with melphalan and prednisone followed by lenalidomide
maintenance in patients who are not eligible for transplant
Lenalidomide treatment must not be started if the ANC is < 1.5 x 10%/L, and/or platelet counts are
<75x 10°/L.

Recommended dose

The recommended starting dose is lenalidomide 10 mg orally once daily on days 1 to 21 of repeated

28-day cycles for up to 9 cycles, melphalan 0.18 mg/kg orally on days 1 to 4 of repeated 28-day cycles,
prednisone 2 mg/kg orally on days 1 to 4 of repeated 28-day cycles. Patients who complete 9 cycles or

who are unable to complete the combination therapy due to intolerance are treated with lenalidomide

5
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monotherapy as follows: 10 mg orally once daily on days 1 to 21 of repeated 28-day cycles given until
disease progression.

o Dose reduction steps

Lenalidomide Melphalan Prednisone
Starting dose 10 mg* 0.18 mg/kg 2 mg/kg
Dose level -1 7.5 mg 0.14 mg/kg 1 mg/kg
Dose level -2 5 mg 0.10 mg/kg 0.5 mg/kg
Dose level -3 2.5mg Not applicable 0.25 mg/kg

* If neutropenia is the only toxicity at any dose level, add granulocyte colony stimulating factor (G-CSF) and maintain the dose level of lenalidomide

o  Thrombocytopenia

When platelets Recommended course

First fall to < 25 x 10°/L Interrupt lenalidomide treatment

Return to > 25 x 10°/L Resume lenalidomide and melphalan at dose
level -1

For each subsequent drop below 30 x 10°/L Interrupt lenalidomide treatment

Return to > 30 x 10°/L Resume lenalidomide at next lower dose level

(dose level -2 or -3) once daily.

e Neutropenia

When neutrophils Recommended course

First fall to < 0.5 x 10°/L Interrupt lenalidomide treatment

Return to > 0.5 x 10°/L when neutropenia is the only Resume lenalidomide at starting dose once daily

observed toxicity

Return to > 0.5 x 10°/L when dose-dependent Resume lenalidomide at dose level -1 once daily

haematological toxicities other than neutropenia are

observed

For each subsequent drop below < 0.5 x 107/L Interrupt lenalidomide treatment

Return to > 0.5 x 10°/L Resume lenalidomide at next lower dose level
once daily.

2 At the physician’s discretion, if neutropenia is the only toxicity at any dose level, add granulocyte colony stimulating factor (G-CSF) and maintain
the dose level of lenalidomide.

e [ enalidomide maintenance in patients who have undergone autologous stem cell transplantation
(ASCT)
Lenalidomide maintenance should be initiated after adequate haematologic recovery following ASCT in
patients without evidence of progression. Lenalidomide must not be started if the Absolute Neutrophil Count
(ANC) is < 1.0 x 10°/L, and/or platelet counts are < 75 x 10°/L.

Recommended dose

The recommended starting dose is lenalidomide 10 mg orally once daily continuously (on days 1 to 28 of
repeated 28-day cycles) given until disease progression or intolerance. After 3 cycles of lenalidomide
maintenance, the dose can be increased to 15 mg orally once daily if tolerated.

o Dose reduction steps

Starting dose (10 mg) If dose increased (15 mg)®
Dose level -1 5 mg 10 mg
Dose level -2 5 mg (days 1-21 every 28 days) 5mg
Dose level -3 Not applicable 5 mg (days 1-21 every 28 days)
Do not dose below 5 mg (days 1-21 every 28 days)

2 After 3 cycles of lenalidomide maintenance, the dose can be increased to 15 mg orally once daily if tolerated.

o Thrombocytopenia

When platelets Recommended course

Fall to <30 x 10°/L Interrupt lenalidomide treatment

Return to > 30 x 10°/L Resume lenalidomide at dose level -1 once daily
For each subsequent drop below 30 x 10°/L Interrupt lenalidomide treatment
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Return to > 30 x 10°/L Resume lenalidomide at next lower dose level
once daily

e  Neutropenia

When neutrophils Recommended course®

Fall to < 0.5 x 10°/L Interrupt lenalidomide treatment

Return to > 0.5 x 10°/L Resume lenalidomide at dose level -1 once daily

For each subsequent drop below < 0.5 x 107/L Interrupt lenalidomide treatment

Return to > 0.5 x 10%/L Resume lenalidomide at next lower dose level
once daily

2 At the physician’s discretion, if neutropenia is the only toxicity at any dose level, add granulocyte colony stimulating factor (G-CSF) and maintain
the dose level of lenalidomide.

Multiple myeloma with at least one prior therapy
Lenalidomide treatment must not be started if the ANC < 1.0 x 10%/L, and/or platelet counts < 75 x 10°/L or,
dependent on bone marrow infiltration by plasma cells, platelet counts < 30 x 10°/L.

Recommended dose

The recommended starting dose of lenalidomide is 25 mg orally once daily on days 1 to 21 of repeated
28-day cycles. The recommended dose of dexamethasone is 40 mg orally once daily on days 1 to 4, 9 to 12,
and 17 to 20 of each 28-day cycle for the first 4 cycles of therapy and then 40 mg once daily on days 1 to 4
every 28 days.

Prescribing physicians should carefully evaluate which dose of dexamethasone to use, taking into account
the condition and disease status of the patient.

o Dose reduction steps

Starting dose 25 mg

Dose level -1 15 mg

Dose level -2 10 mg

Dose level -3 5 mg

o  Thrombocytopenia

When platelets Recommended course

First fall to < 30 x 10°/L Interrupt lenalidomide treatment

Return to > 30 x 10°/L Resume lenalidomide at dose level -1

For each subsequent drop below 30 x 10°/L Interrupt lenalidomide treatment

Return to > 30 x 10°/L Resume lenalidomide at next lower dose level

(dose level -2 or -3) once daily. Do not dose
below 5 mg once daily.

e  Neutropenia

When neutrophils Recommended course

First fall to < 0.5 x 10°/L Interrupt lenalidomide treatment

Return to > 0.5 x 10°/L when neutropenia is the only Resume lenalidomide at starting dose once daily
observed toxicity

Return to > 0.5 x 10°/L when dose-dependent Resume lenalidomide at dose level -1 once daily
haematological toxicities other than neutropenia are

observed

For each subsequent drop below < 0.5 x 107/L Interrupt lenalidomide treatment

Return to > 0.5 x 10°/L Resume lenalidomide at next lower dose level

(dose level -1, -2 or -3) once daily. Do not dose
below 5 mg once daily.

2 At the physician’s discretion, if neutropenia is the only toxicity at any dose level, add granulocyte colony stimulating factor (G-CSF) and maintain
the dose level of lenalidomide.
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Myelodysplastic syndromes (MDS)
Lenalidomide treatment must not be started if the ANC < 0.5 x 10%/L and/or platelet counts < 25 x 10°/L.

Recommended dose
The recommended starting dose of lenalidomide is 10 mg orally once daily on days 1 to 21 of repeated
28-day cycles.

e Dose reduction steps

Starting dose 10 mg once daily on days 1 to 21 every 28 days

Dose level -1 5 mg once daily on days 1 to 28 every 28 days

Dose level -2 2.5 mg once daily on days 1 to 28 every 28 days

Dose level -3 2.5 mg every other day 1 to 28 every 28 days

o Thrombocytopenia

When platelets Recommended course

Fall to <25 x 10°/L Interrupt lenalidomide treatment

Return to > 25 x 10%/L - < 50 x 10°/L on at least 2 Resume lenalidomide at next lower dose level
occasions for > 7 days or when the platelet count (dose level -1, -2 or -3)

recovers to > 50 x 10”/L at any time

e  Neutropenia

When neutrophils Recommended course
Fall to < 0.5 x 10°/L Interrupt lenalidomide treatment
Return to > 0.5 x 10%/L Resume lenalidomide at next lower dose level

(dose level -1, -2 or -3)

Discontinuation of lenalidomide

Patients without at least a minor erythroid response within 4 months of therapy initiation, demonstrated by at
least a 50% reduction in transfusion requirements or, if not transfused, a 1g/dl rise in haemoglobin, should
discontinue lenalidomide treatment.

Mantle cell lymphoma (MCL)

Recommended dose

The recommended starting dose of lenalidomide is 25 mg orally once daily on days 1 to 21 of repeated
28-day cycles.

o Dose reduction steps

Starting dose 25 mg once daily on days 1 to 21, every 28 days
Dose Level -1 20 mg once daily on days 1 to 21, every 28 days
Dose Level -2 15 mg once daily on days 1 to 21, every 28 days
Dose Level -3 10 mg once daily on days 1 to 21, every 28 days
Dose Level -4 5 mg once daily on days 1 to 21, every 28 days
Dose Level -5 2.5 mg once daily on days 1 to 21, every 28 days'
5 mg every other day on days 1 to 21, every 28 days

!'-In countries where the 2.5 mg capsule is available.

o Thrombocytopenia

When platelets Recommended Course

Fall to < 50 x 10°/L Interrupt lenalidomide treatment and conduct
Complete Blood Count (CBC) at least every
7 days

Return to > 60 x 10°/L Resume lenalidomide at next lower level (dose
level -1)
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For each subsequent drop below 50 x 10°/L

Return to >60 x 10°/L

Interrupt lenalidomide treatment and conduct the
CBC at least every 7 days

Resume lenalidomide at next lower level (dose
level -2, -3, -4 or -5). Do not dose below dose
level -5

e  Neutropenia

When neutrophils

Recommended Course

Fall to < 1 x 10%/L for at least 7 days or

Falls to < 1 x 10°/L with associated fever (body
temperature > 38.5°C) or

Falls to < 0.5 x 10%/L

Interrupt lenalidomide treatment and conduct the
CBC at least every 7 days

Return to > 1 x 10°/L

Resume lenalidomide at next lower dose level
(dose level -1)

For each subsequent drop below 1 x 10%/L for at least
7 days or drop to < 1 x 10%/L with associated fever
(body temperature > 38.5°C) or drop to < 0.5 x 10°/L
Returns to >1 x 10°/L

Interrupt lenalidomide treatment

Resume Lenalidomide at next lower dose level
(dose level -2, -3, -4, -5). Do not dose below dose
level -5

Tumour flare reaction

Lenalidomide may be continued in patients with Grade 1 or 2 tumour flare reaction (TFR) without
interruption or modification, at the physician’s discretion. In patients with Grade 3 or 4 TFR, withhold
treatment with lenalidomide until TFR resolves to < Grade 1 and patients may be treated for management of
symptoms per the guidance for treatment of Grade 1 and 2 TFR (see section 4.4).

All indications

For other grade 3 or 4 toxicities judged to be related to lenalidomide, treatment should be stopped and only
restarted at next lower dose level when toxicity has resolved to < grade 2 depending on the physician’s

discretion.

Lenalidomide interruption or discontinuation should be considered for grade 2 or 3 skin rash. Lenalidomide
must be discontinued for angioedema, grade 4 rash, exfoliative or bullous rash, or if Stevens-Johnson
syndrome (SJS), toxic epidermal necrolysis (TEN) or Drug Reaction with Eosinophilia and Systemic
Symptoms (DRESS) is suspected, and should not be resumed following discontinuation from these reactions.

Special populations
e Paediatric population

Revlimid should not be used in children and adolescents from birth to less than 18 years because of safety

concerns (see section 5.1).

e Elderly

Currently available pharmacokinetic data are described in section 5.2. Lenalidomide has been used in clinical
trials in multiple myeloma patients up to 91 years of age, in myelodysplastic syndromes patients up to
95 years of age and in mantle cell lymphoma patients up to 88 years of age (see section 5.1).

Because elderly patients are more likely to have decreased renal function, care should be taken in dose
selection and it would be prudent to monitor renal function.

Newly diagnosed multiple myeloma: patients who are not eligible for transplant
Patients with newly diagnosed multiple myeloma aged 75 years and older should be carefully assessed

before treatment is considered (see section 4.4).

For patients older than 75 years of age treated with lenalidomide in combination with dexamethasone, the
starting dose of dexamethasone is 20 mg once daily on days 1, 8, 15 and 22 of each 28-day treatment cycle.



190513_V.48 Revlimid EU PI EN

No dose adjustment is proposed for patients older than 75 years who are treated with lenalidomide in
combination with melphalan and prednisone.

In patients with newly diagnosed multiple myeloma aged 75 years and older who received lenalidomide,
there was a higher incidence of serious adverse reactions and adverse reactions that led to treatment
discontinuation.

Lenalidomide combined therapy was less tolerated in newly diagnosed multiple myeloma patients older than
75 years of age compared to the younger population. These patients discontinued at a higher rate due to
intolerance (Grade 3 or 4 adverse events and serious adverse events), when compared to patients < 75 years.

Multiple myeloma: patients with at least one prior therapy

The percentage of multiple myeloma patients aged 65 or over was not significantly different between the
lenalidomide/dexamethasone and placebo/dexamethasone groups. No overall difference in safety or efficacy
was observed between these patients and younger patients, but greater pre-disposition of older individuals
cannot be ruled out.

Myelodysplastic syndromes
For myelodysplastic syndromes patients treated with lenalidomide, no overall difference in safety and
efficacy was observed between patients aged over 65 and younger patients.

Mantle cell ymphoma
For mantle cell lymphoma patients treated with lenalidomide, no overall difference in safety and efficacy
was observed between patients aged 65 years or over compared with patients aged under 65 years of age.

e Patients with renal impairment
Lenalidomide is primarily excreted by the kidney; patients with greater degrees of renal impairment can have
impaired treatment tolerance (see section 4.4). Care should be taken in dose selection and monitoring of
renal function is advised.

No dose adjustments are required for patients with mild renal impairment and multiple myeloma,
myelodysplastic syndromes or mantle cell lymphoma.

The following dose adjustments are recommended at the start of therapy and throughout treatment for
patients with moderate or severe impaired renal function or end stage renal disease.

There are no phase 3 trial experiences with End Stage Renal Disease (ESRD) (CLcr < 30 mL/min, requiring
dialysis).

Multiple myeloma

Renal function (CLcr) Dose adjustment

Moderate renal impairment 10 mg once daily’

(30 < CLer < 50 mL/min)

Severe renal impairment 7.5 mg once daily”

(CLer < 30 mL/min, not requiring dialysis) 15 mg every other day

End Stage Renal Disease (ESRD) 5 mg once daily. On dialysis days,

(CLcr < 30 mL/min, requiring dialysis) the dose should be administered
following dialysis.

' The dose may be escalated to 15 mg once daily after 2 cycles if patient is not responding to treatment and is tolerating the treatment.
2 In countries where the 7.5 mg capsule is available.

Myelodysplastic syndromes

Renal function (CLcr) Dose adjustment
Moderate renal impairment Starting dose 5 mg once daily
(30 < CLer < 50 mL/min) (days 1 to 21 of repeated 28-day cycles)

Dose level -1* | 2.5 mg once daily
(days 1 to 28 of repeated 28-day cycles)

Dose level -2* | 2.5 mg once every other day
(days 1 to 28 of repeated 28-day cycles)
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Severe renal impairment Starting dose 2.5 mg once daily
(CLer < 30 mL/min, not requiring dialysis) (days 1 to 21 of repeated 28-day cycles)

Dose level -1* | 2.5 mg every other day
(days 1 to 28 of repeated 28-day cycles)

Dose level -2* | 2.5 mg twice a week
(days 1 to 28 of repeated 28-day cycles)

End Stage Renal Disease (ESRD) Starting dose 2.5 mg once daily

(CLer < 30 mL/min, requiring dialysis) (days 1 to 21 of repeated 28-day cycles)
Dose level -1* | 2.5 mg every other day

On dialysis days, the dose should be (days 1 to 28 of repeated 28-day cycles)

administered following dialysis. Dose level -2* | 2.5 mg twice a week

(days 1 to 28 of repeated 28-day cycles)

* Recommended dose reduction steps during treatment and restart of treatment to manage grade 3 or 4 neutropenia or thrombocytopenia, or other
grade 3 or 4 toxicity judged to be related to lenalidomide, as described above.

Mantle cell ymphoma

Renal function (CLcr) Dose adjustment
(days 1 to 21 of repeated
28-day cycles)

Moderate renal impairment 10 mg once daily’

(30 < CLer < 50 mL/min)

Severe renal impairment 7.5 mg once daily”

(CLer < 30 mL/min, not requiring dialysis) 15 mg every other day

End Stage Renal Disease (ESRD) 5 mg once daily. On dialysis days,

(CLcr < 30 mL/min, requiring dialysis) the dose should be administered
following dialysis.

! The dose may be escalated to 15 mg once daily after 2 cycles if patient is not responding to treatment and is tolerating the treatment.
2 In countries where the 7.5 mg capsule is available.

After initiation of lenalidomide therapy, subsequent lenalidomide dose modification in renally impaired
patients should be based on individual patient treatment tolerance, as described above.

e Patients with hepatic impairment
Lenalidomide has not formally been studied in patients with impaired hepatic function and there are no
specific dose recommendations.

Method of administration

Oral use.

Revlimid capsules should be taken orally at about the same time on the scheduled days. The capsules should
not be opened, broken or chewed. The capsules should be swallowed whole, preferably with water, either
with or without food.

It is recommended to press only on one end of the capsule to remove it from the blister thereby reducing the
risk of capsule deformation or breakage.

4.3 Contraindications

. Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
. Women who are pregnant.
. Women of childbearing potential unless all of the conditions of the Pregnancy Prevention Programme

are met (see sections 4.4 and 4.6).

11
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4.4 Special warnings and precautions for use

When lenalidomide is given in combination with other medicinal products, the corresponding
Summary of Product Characteristics must be consulted prior to initiation of treatment.

Pregnancy warning

Lenalidomide is structurally related to thalidomide. Thalidomide is a known human teratogenic active
substance that causes severe life-threatening birth defects. Lenalidomide induced in monkeys malformations
similar to those described with thalidomide (see sections 4.6 and 5.3). If lenalidomide is taken during
pregnancy, a teratogenic effect of lenalidomide in humans is expected.

The conditions of the Pregnancy Prevention Programme must be fulfilled for all patients unless there is
reliable evidence that the patient does not have childbearing potential.

Criteria for women of non-childbearing potential
A female patient or a female partner of a male patient is considered to have childbearing potential unless she
meets at least one of the following criteria:

. Age > 50 years and naturally amenorrhoeic for > 1 year (Amenorrhoea following cancer therapy or
during breast-feeding does not rule out childbearing potential).

. Premature ovarian failure confirmed by a specialist gynaecologist

. Previous bilateral salpingo-oophorectomy, or hysterectomy

. XY genotype, Turner syndrome, uterine agenesis.

Counselling

For women of childbearing potential, lenalidomide is contraindicated unless all of the following are met:

. She understands the expected teratogenic risk to the unborn child

. She understands the need for effective contraception, without interruption, at least 4 weeks before
starting treatment, throughout the entire duration of treatment, and at least 4 weeks after the end of
treatment

. Even if a woman of childbearing potential has amenorrhea she must follow all the advice on effective
contraception

. She should be capable of complying with effective contraceptive measures

. She is informed and understands the potential consequences of pregnancy and the need to rapidly
consult if there is a risk of pregnancy

. She understands the need to commence the treatment as soon as lenalidomide is dispensed following a
negative pregnancy test

. She understands the need and accepts to undergo pregnancy testing at least every 4 weeks except in
case of confirmed tubal sterilisation

. She acknowledges that she understands the hazards and necessary precautions associated with the use
of lenalidomide.

For male patients taking lenalidomide, pharmacokinetic data has demonstrated that lenalidomide is present in
human semen at extremely low levels during treatment and is undetectable in human semen 3 days after
stopping the substance in the healthy subject (see section 5.2). As a precaution and taking into account
special populations with prolonged elimination time such as renal impairment, all male patients taking
lenalidomide must meet the following conditions:

. Understand the expected teratogenic risk if engaged in sexual activity with a pregnant woman or a
woman of childbearing potential
. Understand the need for the use of a condom if engaged in sexual activity with a pregnant woman or a

woman of childbearing potential not using effective contraception (even if the man has had a
vasectomy), during treatment and for at least 7 days after dose interruptions and/or cessation of
treatment.

. Understand that if his female partner becomes pregnant whilst he is taking Revlimid or shortly after he
has stopped taking Revlimid, he should inform his treating physician immediately and that it is
recommended to refer the female partner to a physician specialised or experienced in teratology for
evaluation and advice.

12
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The prescriber must ensure that for women of childbearing potential:

. The patient complies with the conditions of the Pregnancy Prevention Programme, including
confirmation that she has an adequate level of understanding
. The patient has acknowledged the aforementioned conditions.

Contraception
Women of childbearing potential must use at least one effective method of contraception for at least 4 weeks

before therapy, during therapy, and until at least 4 weeks after lenalidomide therapy and even in case of dose
interruption unless the patient commits to absolute and continuous abstinence confirmed on a monthly basis.
If not established on effective contraception, the patient must be referred to an appropriately trained health
care professional for contraceptive advice in order that contraception can be initiated.

The following can be considered to be examples of suitable methods of contraception:

. Implant

Levonorgestrel-releasing intrauterine system (IUS)

Medroxyprogesterone acetate depot

Tubal sterilisation

Sexual intercourse with a vasectomised male partner only; vasectomy must be confirmed by two
negative semen analyses

. Ovulation inhibitory progesterone-only pills (i.e. desogestrel)

Because of the increased risk of venous thromboembolism in patients with multiple myeloma taking
lenalidomide in combination therapy, and to a lesser extent in patients with multiple myeloma,
myelodysplastic syndromes and mantle cell lymphoma taking lenalidomide monotherapy, combined oral
contraceptive pills are not recommended (see also section 4.5). If a patient is currently using combined oral
contraception the patient should switch to one of the effective methods listed above. The risk of venous
thromboembolism continues for 4—6 weeks after discontinuing combined oral contraception. The efficacy of
contraceptive steroids may be reduced during co-treatment with dexamethasone (see section 4.5).

Implants and levonorgestrel-releasing intrauterine systems are associated with an increased risk of infection
at the time of insertion and irregular vaginal bleeding. Prophylactic antibiotics should be considered
particularly in patients with neutropenia.

Copper-releasing intrauterine devices are generally not recommended due to the potential risks of infection
at the time of insertion and menstrual blood loss which may compromise patients with neutropenia or
thrombocytopenia.

Pregnancy testing

According to local practice, medically supervised pregnancy tests with a minimum sensitivity of 25 mIU/mL
must be performed for women of childbearing potential as outlined below. This requirement includes women
of childbearing potential who practice absolute and continuous abstinence. Ideally, pregnancy testing, issuing
a prescription and dispensing should occur on the same day. Dispensing of lenalidomide to women of
childbearing potential should occur within 7 days of the prescription.

Prior to starting treatment

A medically supervised pregnancy test should be performed during the consultation, when lenalidomide is
prescribed, or in the 3 days prior to the visit to the prescriber once the patient had been using effective
contraception for at least 4 weeks. The test should ensure the patient is not pregnant when she starts
treatment with lenalidomide.

Follow-up and end of treatment

A medically supervised pregnancy test should be repeated at least every 4 weeks, including at least 4 weeks
after the end of treatment, except in the case of confirmed tubal sterilisation. These pregnancy tests should be
performed on the day of the prescribing visit or in the 3 days prior to the visit to the prescriber.

Additional precautions

13
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Patients should be instructed never to give this medicinal product to another person and to return any unused
capsules to their pharmacist at the end of treatment for safe disposal.

Patients should not donate blood during therapy or for at least 7 days following discontinuation of
lenalidomide.

Educational materials, prescribing and dispensing restrictions

In order to assist patients in avoiding foetal exposure to lenalidomide, the marketing authorisation holder will
provide educational material to health care professionals to reinforce the warnings about the expected
teratogenicity of lenalidomide, to provide advice on contraception before therapy is started, and to provide
guidance on the need for pregnancy testing. The prescriber must inform male and female patients about the
expected teratogenic risk and the strict pregnancy prevention measures as specified in the Pregnancy
Prevention Programme and provide patients with appropriate patient educational brochure, patient card
and/or equivalent tool in accordance to the national implemented patient card system. A national controlled
distribution system has been implemented in collaboration with each National Competent Authority. The
controlled distribution system includes the use of a patient card and/or equivalent tool for prescribing and/or
dispensing controls, and the collecting of detailed data relating to the indication in order to monitor closely
the off-label use within the national territory. Ideally, pregnancy testing, issuing a prescription and
dispensing should occur on the same day. Dispensing of lenalidomide to women of childbearing potential
should occur within 7 days of the prescription and following a medically supervised negative pregnancy test
result. Prescriptions for women of childbearing potential can be for a maximum duration of treatment of

4 weeks, and prescriptions for all other patients can be for a maximum duration of treatment of 12 weeks.

Other special warnings and precautions for use

Myocardial infarction

Myocardial infarction has been reported in patients receiving lenalidomide, particularly in those with known
risk factors and within the first 12 months when used in combination with dexamethasone. Patients with
known risk factors — including prior thrombosis — should be closely monitored, and action should be taken to
try to minimize all modifiable risk factors (eg. smoking, hypertension, and hyperlipidaemia).

Venous and arterial thromboembolic events

In patients with multiple myeloma, the combination of lenalidomide with dexamethasone is associated with
an increased risk of venous thromboembolism (predominantly deep vein thrombosis and pulmonary
embolism). The risk of venous thromboembolism was seen to a lesser extent with lenalidomide in
combination with melphalan and prednisone.

In patients with multiple myeloma, myelodysplastic syndromes and mantle cell lymphoma, treatment with
lenalidomide monotherapy was associated with a lower risk of venous thromboembolism (predominantly
deep vein thrombosis and pulmonary embolism) than in patients with multiple myeloma treated with
lenalidomide in combination therapy (see sections 4.5 and 4.8).

In patients with multiple myeloma, the combination of lenalidomide with dexamethasone is associated with
an increased risk of arterial thromboembolism (predominantly myocardial infarction and cerebrovascular
event) and was seen to a lesser extent with lenalidomide in combination with melphalan and prednisone. The
risk of arterial thromboembolism is lower in patients with multiple myeloma treated with lenalidomide
monotherapy than in patients with multiple myeloma treated with lenalidomide in combination therapy.

Consequently, patients with known risk factors for thromboembolism — including prior thrombosis — should
be closely monitored. Action should be taken to try to minimize all modifiable risk factors (e.g. smoking,
hypertension, and hyperlipidaemia). Concomitant administration of erythropoietic agents or previous history
of thromboembolic events may also increase thrombotic risk in these patients. Therefore, erythropoietic
agents, or other agents that may increase the risk of thrombosis, such as hormone replacement therapy,
should be used with caution in multiple myeloma patients receiving lenalidomide with dexamethasone. A
haemoglobin concentration above 12 g/dl should lead to discontinuation of erythropoietic agents.

Patients and physicians are advised to be observant for the signs and symptoms of thromboembolism.
Patients should be instructed to seek medical care if they develop symptoms such as shortness of breath,
chest pain, arm or leg swelling. Prophylactic antithrombotic medicines should be recommended, especially

14
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in patients with additional thrombotic risk factors. The decision to take antithrombotic prophylactic measures
should be made after careful assessment of an individual patient’s underlying risk factors.

If the patient experiences any thromboembolic events, treatment must be discontinued and standard
anticoagulation therapy started. Once the patient has been stabilised on the anticoagulation treatment and any
complications of the thromboembolic event have been managed, the lenalidomide treatment may be restarted
at the original dose dependent upon a benefit risk assessment. The patient should continue anticoagulation
therapy during the course of lenalidomide treatment.

Neutropenia and thrombocytopenia

The major dose limiting toxicities of lenalidomide include neutropenia and thrombocytopenia. A complete
blood cell count, including white blood cell count with differential count, platelet count, haemoglobin, and
haematocrit should be performed at baseline, every week for the first 8 weeks of lenalidomide treatment and
monthly thereafter to monitor for cytopenias. In mantle cell lymphoma patients, the monitoring scheme
should be every 2 weeks in Cycles 3 and 4, and then at the start of each cycle. A dose reduction may be
required (see section 4.2).

In case of neutropenia, the physician should consider the use of growth factors in patient management.
Patients should be advised to promptly report febrile episodes.

Patients and physicians are advised to be observant for signs and symptoms of bleeding, including petechiae
and epistaxes, especially in patients receiving concomitant medicinal products susceptible to induce bleeding
(see section 4.8, Haemorrhagic disorders).

Co-administration of lenalidomide with other myelosuppressive agents should be undertaken with caution.

e Newly diagnosed multiple myeloma: patients who have undergone ASCT treated with lenalidomide
maintenance
The adverse reactions from CALGB 100104 included events reported post-high dose melphalan and ASCT
(HDM/ASCT) as well as events from the maintenance treatment period. A second analysis identified events
that occurred after the start of maintenance treatment. In IFM 2005-02, the adverse reactions were from the
maintenance treatment period only.

Overall, grade 4 neutropenia was observed at a higher frequency in the lenalidomide maintenance arms
compared to the placebo maintenance arms in the 2 studies evaluating lenalidomide maintenance in NDMM
patients who have undergone ASCT (32.1% vs 26.7% [16.1% vs 1.8% after the start of maintenance
treatment] in CALGB 100104 and 16.4% vs 0.7% in IFM 2005-02, respectively). Treatment-emergent AEs
of neutropenia leading to lenalidomide discontinuation were reported in 2.2% of patients in CALGB 100104
and 2.4% of patients in IFM 2005-02, respectively. Grade 4 febrile neutropenia was reported at similar
frequencies in the lenalidomide maintenance arms compared to placebo maintenance arms in both studies
(0.4% vs 0.5% [0.4% vs 0.5% after the start of maintenance treatment] in CALGB 100104 and 0.3% vs 0%
in IFM 2005-02, respectively). Patients should be advised to promptly report febrile episodes, a treatment
interruption and/or dose reduction may be required (see section 4.2).

Grade 3 or 4 thrombocytopenia was observed at a higher frequency in the lenalidomide maintenance arms
compared to the placebo maintenance arms in studies evaluating lenalidomide maintenance in NDMM
patients who have undergone ASCT (37.5% vs 30.3% [17.9% vs 4.1% after the start of maintenance
treatment] in CALGB 100104 and 13.0% vs 2.9% in IFM 2005-02, respectively). Patients and physicians are
advised to be observant for signs and symptoms of bleeding, including petechiae and epistaxes, especially in
patients receiving concomitant medicinal products susceptible to induce bleeding (see section 4.8,
Haemorrhagic disorders).

e Newly diagnosed multiple myeloma: patients who are not eligible for transplant treated with
lenalidomide in combination with bortezomib and dexamethasone
Grade 4 neutropenia was observed at a lower frequency in the lenalidomide in combination with bortezomib
and dexamethasone (RVd) arm compared to the Rd comparator arm (2.7% vs 5.9%) in the SWOG S0777
study. Grade 4 febrile neutropenia was reported at similar frequencies in the RVd arm and Rd arm (0.0% vs
0.4%). Patients should be advised to promptly report febrile episodes; a treatment interruption and/or dose
reduction may be required (see section 4.2).
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Grade 3 or 4 thrombocytopenia was observed at a higher frequency in the RVd arm compared to the Rd
comparator arm (17.2 % vs 9.4%).

o Newly diagnosed multiple myeloma: patients who are not eligible for transplant treated with
lenalidomide in combination with low dose dexamethasone

Grade 4 neutropenia was observed in the lenalidomide arms in combination with dexamethasone to a lesser
extent than in the comparator arm (8.5% in the Rd [continuous treatment] and Rd18 [treatment for 18 four-
week cycles] compared with 15% in the melphalan/prednisone/thalidomide arm, see section 4.8). Grade 4
febrile neutropenia episodes were consistent with the comparator arm (0.6 % in the Rd and Rd18
lenalidomide/dexamethasone-treated patients compared with 0.7% in the melphalan/prednisone/thalidomide
arm, see section 4.8).

Grade 3 or 4 thrombocytopenia was observed to a lesser extent in the Rd and Rd18 arms than in the
comparator arm (8.1% vs 11.1%, respectively).

e Newly diagnosed multiple myeloma: patients who are not eligible for transplant treated with
lenalidomide in combination with melphalan and prednisone

The combination of lenalidomide with melphalan and prednisone in clinical trials of newly diagnosed
multiple myeloma patients is associated with a higher incidence of grade 4 neutropenia (34.1% in melphalan,
prednisone and lenalidomide arm followed by lenalidomide [MPR+R] and melphalan, prednisone and
lenalidomide followed by placebo [MPR+p] treated patients compared with 7.8% in MPp+p-treated patients;
see section 4.8). Grade 4 febrile neutropenia episodes were observed infrequently (1.7% in MPR+R/MPR+p
treated patients compared to 0.0% in MPp+p treated patients; see section 4.8).

The combination of lenalidomide with melphalan and prednisone in multiple myeloma patients is associated
with a higher incidence of grade 3 and grade 4 thrombocytopenia (40.4% in MPR+R/MPR+p treated
patients, compared with 13.7% in MPp+p-treated patients; see section 4.8).

e Multiple myeloma: patients with at least one prior therapy
The combination of lenalidomide with dexamethasone in multiple myeloma patients with at least one prior
therapy is associated with a higher incidence of grade 4 neutropenia (5.1% in lenalidomide/dexamethasone-
treated patients compared with 0.6% in placebo/dexamethasone-treated patients; see section 4.8). Grade 4
febrile neutropenia episodes were observed infrequently (0.6% in lenalidomide/dexamethasone-treated
patients compared to 0.0% in placebo/dexamethasone treated patients; see section 4.8).

The combination of lenalidomide with dexamethasone in multiple myeloma patients is associated with a
higher incidence of grade 3 and grade 4 thrombocytopenia (9.9% and 1.4%, respectively, in
lenalidomide/dexamethasone-treated patients compared to 2.3% and 0.0% in placebo/dexamethasone-treated
patients; see section 4.8).

e Myelodysplastic syndromes
Lenalidomide treatment in myelodysplastic syndromes patients is associated with a higher incidence of grade
3 and 4 neutropenia and thrombocytopenia compared to patients on placebo (see section 4.8).

e Mantle cell lymphoma
Lenalidomide treatment in mantle cell lymphoma patients is associated with a higher incidence of grade 3
and 4 neutropenia compared with patients on the control arm (see section 4.8).

Thyroid disorders

Cases of hypothyroidism and cases of hyperthyroidism have been reported. Optimal control of co-morbid
conditions influencing thyroid function is recommended before start of treatment. Baseline and ongoing
monitoring of thyroid function is recommended.

Peripheral neuropathy

Lenalidomide is structurally related to thalidomide, which is known to induce severe peripheral neuropathy.
There was no increase in peripheral neuropathy observed with lenalidomide in combination with
dexamethasone or melphalan and prednisone or lenalidomide monotherapy or with long term use of

lenalidomide for the treatment of newly diagnosed multiple myeloma.
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The combination of lenalidomide with intravenous bortezomib and dexamethasone in multiple myeloma
patients is associated with a higher frequency of peripheral neuropathy. The frequency was lower when
bortezomib was administered subcutaneously. For additional information, see Section 4.8 and the SmPC for
bortezomib.

Tumour flare reaction and tumour lysis syndrome

Because lenalidomide has anti-neoplastic activity the complications of tumour lysis syndrome (TLS) may
occur. TLS and tumour flare reaction (TFR) have commonly been observed in patients with chronic
lymphocytic leukemia (CLL), and uncommonly in patients with lymphomas, who were treated with
lenalidomide. Fatal instances of TLS have been reported during treatment with lenalidomide. The patients at
risk of TLS and TFR are those with high tumour burden prior to treatment. Caution should be practiced when
introducing these patients to lenalidomide. These patients should be monitored closely, especially during the
first cycle or dose-escalation, and appropriate precautions taken. There have been rare reports of TLS in
patients with MM treated with lenalidomide, and no reports in patients with MDS treated with lenalidomide.

Tumour burden

e Mantle cell lymphoma
Lenalidomide is not recommended for the treatment of patients with high tumour burden if alternative
treatment options are available.

Early death
In study MCL-002 there was overall an apparent increase in early (within 20 weeks) deaths. Patients with
high tumour burden at baseline are at increased risk of early death, there were 16/81 (20%) early deaths in

the lenalidomide arm and 2/28 (7%) early deaths in the control arm. Within 52 weeks corresponding figures
were 32/81 (40%) and 6/28 (21%) (See section 5.1).

Adverse events

In study MCL-002, during treatment cycle 1, 11/81 (14%) patients with high tumour burden were withdrawn
from therapy in the lenalidomide arm vs. 1/28 (4%) in the control group. The main reason for treatment
withdrawal for patients with high tumour burden during treatment cycle 1 in the lenalidomide arm was
adverse events, 7/11 (64%).

Patients with high tumour burden should therefore be closely monitored for adverse reactions (see Section
4.8) including signs of tumour flare reaction (TFR). Please refer to section 4.2 for dose adjustments for TFR.
High tumour burden was defined as at least one lesion >5 cm in diameter or 3 lesions >3 cm.

Tumour flare reaction

e Mantle cell lymphoma
Careful monitoring and evaluation for TFR is recommended. Patients with high mantle cell lymphoma
International Prognostic Index (MIPI) at diagnosis or bulky disease (at least one lesion that is > 7 cm in the
longest diameter) at baseline may be at risk of TFR. Tumour flare reaction may mimic progression of disease
(PD). Patients in studies MCL-002 and MCL-001 that experienced Grade 1 and 2 TFR were treated with
corticosteroids, non-steroidal anti-inflammatory drugs (NSAIDs) and/or narcotic analgesics for management
of TFR symptoms. The decision to take therapeutic measures for TFR should be made after careful clinical
assessment of the individual patient (see section 4.2).

Allergic reactions

Cases of allergic reaction/hypersensitivity reactions have been reported in patients treated with lenalidomide
(see section 4.8). Patients who had previous allergic reactions while treated with thalidomide should be
monitored closely, as a possible cross-reaction between lenalidomide and thalidomide has been reported in
the literature.

Severe skin reactions

Severe cutaneous reactions including SJS, and TEN and DRESS have been reported with the use of

lenalidomide. Patients should be advised of the signs and symptoms of these reactions by their prescribers

and should be told to seek medical attention immediately if they develop these symptoms. Lenalidomide

must be discontinued for exfoliative or bullous rash, or if SIS, TEN or DRESS is suspected, and should not

be resumed following discontinuation for these reactions. Interruption or discontinuation of lenalidomide
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should be considered for other forms of skin reaction depending on severity. Patients with a history of severe
rash associated with thalidomide treatment should not receive lenalidomide.

Lactose intolerance
Revlimid capsules contain lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

Second primary malignancies

An increase of second primary malignancies (SPM) has been observed in clinical trials in previously treated
myeloma patients receiving lenalidomide/dexamethasone (3.98 per 100 person-years) compared to controls
(1.38 per 100 person-years). Non-invasive SPM comprise basal cell or squamous cell skin cancers. Most of
the invasive SPMs were solid tumour malignancies.

In clinical trials of newly diagnosed multiple myeloma patients not eligible for transplant, a 4.9-fold increase
in incidence rate of hematologic SPM (cases of AML, MDS) has been observed in patients receiving
lenalidomide in combination with melphalan and prednisone until progression (1.75 per 100 person-years)
compared with melphalan in combination with prednisone (0.36 per 100 person-years).

A 2.12-fold increase in incidence rate of solid tumour SPM has been observed in patients receiving
lenalidomide (9 cycles) in combination with melphalan and prednisone (1.57 per 100 person-years)
compared with melphalan in combination with prednisone (0.74 per 100 person-years).

In patients receiving lenalidomide in combination with dexamethasone until progression or for 18 months,
the hematologic SPM incidence rate (0.16 per 100 person-years) was not increased as compared to
thalidomide in combination with melphalan and prednisone (0.79 per 100 person-years).

A 1.3-fold increase in incidence rate of solid tumour SPM has been observed in patients receiving
lenalidomide in combination with dexamethasone until progression or for 18 months (1.58 per 100 person-
years) compared to thalidomide in combination with melphalan and prednisone (1.19 per 100 person-years).

In newly diagnosed multiple myeloma patients receiving lenalidomide in combination with bortezomib and
dexamethasone, the hematologic SPM incidence rate was 0.00 — 0.16 per 100 person-years and the incidence
rate of solid tumour SPM 0.21 — 1.04 per 100 person-years.

The increased risk of secondary primary malignancies associated with lenalidomide is relevant also in the
context of NDMM after stem cell transplantation. Though this risk is not yet fully characterized, it should be
kept in mind when considering and using Revlimid in this setting.

The incidence rate of hematologic malignancies, most notably AML, MDS and B-cell malignancies
(including Hodgkin’s lymphoma), was 1.31 per 100 person-years for the lenalidomide arms and 0.58 per 100
person-years for the placebo arms (1.02 per 100 person-years for patients exposed to lenalidomide after
ASCT and 0.60 per 100 person-years for patients not-exposed to lenalidomide after ASCT). The incidence
rate of solid tumour SPMs was 1.36 per 100 person-years for the lenalidomide arms and 1.05 per 100 person-
years for the placebo arms (1.26 per 100 person-years for patients exposed to lenalidomide after ASCT and
0.60 per 100 person-years for patients not-exposed to lenalidomide after ASCT).

The risk of occurrence of hematologic SPM must be taken into account before initiating treatment with
lenalidomide either in combination with melphalan or immediately following high-dose melphalan and
ASCT. Physicians should carefully evaluate patients before and during treatment using standard cancer
screening for occurrence of SPM and institute treatment as indicated.

Progression to acute myeloid leukaemia in low- and intermediate-1-risk MDS

e Karyotype
Baseline variables including complex cytogenetics are associated with progression to AML in subjects who
are transfusion dependent and have a Del (5q) abnormality. In a combined analysis of two clinical trials of
lenalidomide in low- or intermediate-1-risk myelodysplastic syndromes, subjects who had a complex
cytogenetics had the highest estimated 2-year cumulative risk of progression to AML (38.6%). The estimated
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2-year rate of progression to AML in patients with an isolated Del (5q) abnormality was 13.8%, compared to
17.3% for patients with Del (5q) and one additional cytogenetic abnormality.

As a consequence, the benefit/risk ratio of lenalidomide when MDS is associated with Del (5q) and complex
cytogenetics is unknown.

e TP53 status
A TP53 mutation is present in 20 to 25% of lower-risk MDS Del 5q patients and is associated with a higher
risk of progression to acute myeloid leukaemia (AML). In a post-hoc analysis of a clinical trial of
lenalidomide in low- or intermediate-1-risk myelodysplastic syndromes (MDS-004), the estimated 2-year
rate of progression to AML was 27.5 % in patients with IHC-p53 positivity (1% cut-off level of strong
nuclear staining, using immunohistochemical assessment of p53 protein as a surrogate for TP53 mutation
status) and 3.6% in patients with [HC-p53 negativity (p=0.0038) (see section 4.8)

Progression to other malignancies in mantle cell lymphoma
In mantle cell lymphoma, AML, B-cell malignancies and non-melanoma skin cancer (NMSC) are potential
risks.

Hepatic disorders

Hepatic failure, including fatal cases, has been reported in patients treated with lenalidomide in combination
therapy: acute hepatic failure, toxic hepatitis, cytolytic hepatitis, cholestatic hepatitis, and mixed
cytolytic/cholestatic hepatitis have been reported. The mechanisms of severe drug-induced hepatotoxicity
remain unknown although, in some cases, pre-existing viral liver disease, elevated baseline liver enzymes,
and possibly treatment with antibiotics might be risk factors.

Abnormal liver function tests were commonly reported and were generally asymptomatic and reversible
upon dosing interruption. Once parameters have returned to baseline, treatment at a lower dose may be
considered.

Lenalidomide is excreted by the kidneys. It is important to dose adjust patients with renal impairment in
order to avoid plasma levels which may increase the risk for higher haematological adverse reactions or
hepatotoxicity. Monitoring of liver function is recommended, particularly when there is a history of or
concurrent viral liver infection or when lenalidomide is combined with medicinal products known to be
associated with liver dysfunction.

Infection with or without neutropenia

Patients with multiple myeloma are prone to develop infections including pneumonia. A higher rate of
infections was observed with lenalidomide in combination with dexamethasone than with MPT in patients
with NDMM who are not eligible for transplant, and with lenalidomide maintenance compared to placebo in
patients with NDMM who had undergone ASCT. Grade > 3 infections occurred within the context of
neutropenia in less than one-third of the patients. Patients with known risk factors for infections should be
closely monitored. All patients should be advised to seek medical attention promptly at the first sign of
infection (eg, cough, fever, etc) thereby allowing for early management to reduce severity.

Viral reactivation
Cases of viral reactivation have been reported in patients receiving lenalidomide, including serious cases of
herpes zoster or hepatitis B virus (HBV) reactivation.

Some of the cases of viral reactivation had a fatal outcome.

Some of the cases of herpes zoster reactivation resulted in disseminated herpes zoster, meningitis herpes
zoster or ophthalmic herpes zoster requiring a temporary hold or permanent discontinuation of the treatment
with lenalidomide and adequate antiviral treatment.

Reactivation of hepatitis B has been reported rarely in patients receiving lenalidomide who have previously
been infected with the hepatitis B virus (HBV). Some of these cases have progressed to acute hepatic failure
resulting in discontinuation of lenalidomide and adequate antiviral treatment. Hepatitis B virus status should
be established before initiating treatment with lenalidomide. For patients who test positive for HBV
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infection, consultation with a physician with expertise in the treatment of hepatitis B is recommended.
Caution should be exercised when lenalidomide is used in patients previously infected with HBV, including
patients who are anti-HBc positive but HBsAg negative. These patients should be closely monitored for
signs and symptoms of active HBV infection throughout therapy.

Progressive multifocal leukoencephalopathy

Cases of progressive multifocal leukoencephalopathy (PML), including fatal cases, have been reported with
lenalidomide. PML was reported several months to several years after starting the treatment with
lenalidomide. Cases have generally been reported in patients taking concomitant dexamethasone or prior
treatment with other immunosuppressive chemotherapy. Physicians should monitor patients at regular
intervals and should consider PML in the differential diagnosis in patients with new or worsening
neurological symptoms, cognitive or behavioural signs or symptoms. Patients should also be advised to
inform their partner or caregivers about their treatment, since they may notice symptoms that the patient is
not aware of.

The evaluation for PML should be based on neurological examination, magnetic resonance imaging of the
brain, and cerebrospinal fluid analysis for JC virus (JCV) DNA by polymerase chain reaction (PCR) or a
brain biopsy with testing for JCV. A negative JCV PCR does not exclude PML. Additional follow-up and
evaluation may be warranted if no alternative diagnosis can be established.

If PML is suspected, further dosing must be suspended until PML has been excluded. If PML is confirmed,
lenalidomide must be permanently discontinued.

Newly diagnosed multiple myeloma patients

There was a higher rate of intolerance (grade 3 or 4 adverse events, serious adverse events, discontinuation)
in patients with age > 75 years, ISS stage III, ECOG PS>2 or CLcr<60 mL/min when lenalidomide is given
in combination. Patients should be carefully assessed for their ability to tolerate lenalidomide in
combination, with consideration to age, ISS stage III, ECOG PS>2 or CLcr<60 mL/min (see sections 4.2 and
4.8).

Cataract

Cataract has been reported with a higher frequency in patients receiving lenalidomide in combination with
dexamethasone particularly when used for a prolonged time. Regular monitoring of visual ability is
recommended.

4.5 Interaction with other medicinal products and other forms of interaction

Erythropoietic agents, or other agents that may increase the risk of thrombosis, such as hormone replacement
therapy, should be used with caution in multiple myeloma patients receiving lenalidomide with
dexamethasone (see sections 4.4 and 4.8).

Oral contraceptives

No interaction study has been performed with oral contraceptives. Lenalidomide is not an enzyme inducer. In
an in vitro study with human hepatocytes, lenalidomide, at various concentrations tested did not induce
CYP1A2, CYP2B6, CYP2C9, CYP2C19 and CYP3A4/5. Therefore, induction leading to reduced efficacy of
medicinal products, including hormonal contraceptives, is not expected if lenalidomide is administered

alone. However, dexamethasone is known to be a weak to moderate inducer of CYP3A4 and is likely to also
affect other enzymes as well as transporters. It may not be excluded that the efficacy of oral contraceptives
may be reduced during treatment. Effective measures to avoid pregnancy must be taken (see sections 4.4 and
4.6).

Warfarin

Co-administration of multiple 10 mg doses of lenalidomide had no effect on the single dose
pharmacokinetics of R- and S- warfarin. Co-administration of a single 25 mg dose of warfarin had no effect
on the pharmacokinetics of lenalidomide. However, it is not known whether there is an interaction during
clinical use (concomitant treatment with dexamethasone). Dexamethasone is a weak to moderate enzyme
inducer and its effect on warfarin is unknown. Close monitoring of warfarin concentration is advised during
the treatment.
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Digoxin

Concomitant administration with lenalidomide 10 mg once daily increased the plasma exposure of digoxin
(0.5 mg, single dose) by 14% with a 90% CI (confidence interval) [0.52%-28.2%]. It is not known whether
the effect will be different in the clinical use (higher lenalidomide doses and concomitant treatment with
dexamethasone). Therefore, monitoring of the digoxin concentration is advised during lenalidomide
treatment.

Statins

There is an increased risk of rhabdomyolysis when statins are administered with lenalidomide, which may be
simply additive. Enhanced clinical and laboratory monitoring is warranted notably during the first weeks of
treatment.

Dexamethasone
Co-administration of single or multiple doses of dexamethasone (40 mg once daily) has no clinically relevant
effect on the multiple dose pharmacokinetics of lenalidomide (25 mg once daily).

Interactions with P-glycoprotein (P-gp) inhibitors

In vitro, lenalidomide is a substrate of P-gp, but is not a P-gp inhibitor. Co-administration of multiple doses
of the strong P-gp inhibitor quinidine (600 mg, twice daily) or the moderate P-gp inhibitor/substrate
temsirolimus (25 mg) has no clinically relevant effect on the pharmacokinetics of lenalidomide (25 mg).
Co-administration of lenalidomide does not alter the pharmacokinetics of temsirolimus.

4.6  Fertility, pregnancy and lactation

Due to the teratogenic potential, lenalidomide must be prescribed under a Pregnancy Prevention Programme
(see section 4.4) unless there is reliable evidence that the patient does not have childbearing potential.

Women of childbearing potential / Contraception in males and females

Women of childbearing potential should use effective method of contraception. If pregnancy occurs in a
woman treated with lenalidomide, treatment must be stopped and the patient should be referred to a
physician specialised or experienced in teratology for evaluation and advice. If pregnancy occurs in a partner
of a male patient taking lenalidomide, it is recommended to refer the female partner to a physician
specialised or experienced in teratology for evaluation and advice.

Lenalidomide is present in human semen at extremely low levels during treatment and is undetectable in
human semen 3 days after stopping the substance in the healthy subject (see section 5.2). As a precaution,
and taking into account special populations with prolonged elimination time such as renal impairment, all
male patients taking lenalidomide should use condoms throughout treatment duration, during dose
interruption and for 1 week after cessation of treatment if their partner is pregnant or of childbearing
potential and has no contraception.

Pregnancy
Lenalidomide is structurally related to thalidomide. Thalidomide is a known human teratogenic active

substance that causes severe life-threatening birth defects.

Lenalidomide induced in monkeys malformations similar to those described with thalidomide (see
section 5.3). Therefore, a teratogenic effect of lenalidomide is expected and lenalidomide is contraindicated
during pregnancy (see section 4.3).

Breast-feeding
It is not known whether lenalidomide is excreted in breast milk. Therefore breast-feeding should be

discontinued during therapy with lenalidomide.

Fertility

A fertility study in rats with lenalidomide doses up to 500 mg/kg (approximately 200 to 500 times the human
doses of 25 mg and 10 mg, respectively, based on body surface area) produced no adverse effects on fertility
and no parental toxicity.
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4.7 Effects on ability to drive and use machines

Lenalidomide has minor or moderate influence on the ability to drive and use machines. Fatigue, dizziness,
somnolence, vertigo and blurred vision have been reported with the use of lenalidomide. Therefore, caution
is recommended when driving or operating machines.

4.8 Undesirable effects

Summary of the safety profile

Newly diagnosed multiple myeloma: patients who have undergone ASCT treated with lenalidomide
maintenance

A conservative approach was applied to determine the adverse reactions from CALGB 100104. The adverse
reactions described in Table 1 included events reported post-HDM/ASCT as well as events from the
maintenance treatment period. A second analysis that identified events that occurred after the start of
maintenance treatment suggests that the frequencies described in Table 1 may be higher than actually
observed during the maintenance treatment period. In IFM 2005-02, the adverse reactions were from the
maintenance treatment period only.

The serious adverse reactions observed more frequently (=5%) with lenalidomide maintenance than placebo
were:

e Pneumonias (10.6%; combined term) from IFM 2005-02

e Lung infection (9.4% [9.4% after the start of maintenance treatment]) from CALGB 100104

In the IFM 2005-02 study, the adverse reactions observed more frequently with lenalidomide maintenance
than placebo were neutropenia (60.8%), bronchitis (47.4%), diarrhoea (38.9%), nasopharyngitis (34.8%),
muscle spasms (33.4%), leucopenia (31.7%), asthenia (29.7%), cough (27.3%), thrombocytopenia (23.5%),
gastroenteritis (22.5%) and pyrexia (20.5%).

In the CALGB 100104 study, the adverse reactions observed more frequently with lenalidomide
maintenance than placebo were neutropenia (79.0% [71.9% after the start of maintenance treatment]),
thrombocytopenia (72.3% [61.6%]), diarrhoea (54.5% [46.4%]), rash (31.7% [25.0%]), upper respiratory
tract infection (26.8% [26.8%]), fatigue (22.8% [17.9%]), leucopenia (22.8% [18.8%]) and anemia (21.0%
[13.8%)]).

Newly diagnosed multiple myeloma patients who are not eligible for transplant receiving lenalidomide in
combination with bortezomib and dexamethasone
In the SWOG S0777 study, the serious adverse reactions observed more frequently (> 5%) with lenalidomide
in combination with intravenous bortezomib and dexamethasone than with lenalidomide in combination with
dexamethasone were:

e Hypotension (6.5%), lung infection (5.7%), dehydration (5.0%)

The adverse reactions observed more frequently with lenalidomide in combination with bortezomib and
dexamethasone than with lenalidomide in combination with dexamethasone were: Fatigue (73.7%),
peripheral neuropathy (71.8%), thrombocytopenia (57.6%), constipation (56.1%), hypocalcaemia (50.0%).

Newly diagnosed multiple myeloma: patients who are not eligible for transplant treated with lenalidomide in
combination with low dose dexamethasone
The serious adverse reactions observed more frequently (=5%) with lenalidomide in combination with low
dose dexamethasone (Rd and Rd18) than with melphalan, prednisone and thalidomide (MPT) were:

e  Pneumonia (9.8%)

e Renal failure (including acute) (6.3%)

The adverse reactions observed more frequently with Rd or Rd18 than MPT were: diarrhoea (45.5%), fatigue
(32.8%), back pain (32.0%), asthenia (28.2%), insomnia (27.6%), rash (24.3%), decreased appetite (23.1%),
cough (22.7%), pyrexia (21.4%), and muscle spasms (20.5%).

22



190513_V.48 Revlimid EU PI EN

Newly diagnosed multiple myeloma: patients who are not eligible for transplant treated with lenalidomide in
combination with melphalan and prednisone
The serious adverse reactions observed more frequently (=5%) with melphalan, prednisone and lenalidomide
followed by lenalidomide maintenance (MPR+R) or melphalan, prednisone and lenalidomide followed by
placebo (MPR+p) than melphalan, prednisone and placebo followed by placebo (MPp+p) were:

e Febrile neutropenia (6.0%)

e Anemia (5.3%)

The adverse reactions observed more frequently with MPR+R or MPR+p than MPp+p were: neutropenia
(83.3%), anemia (70.7%), thrombocytopenia (70.0%), leukopenia (38.8%), constipation (34.0%), diarrhoea
(33.3%), rash (28.9%), pyrexia (27.0%), peripheral oedema (25.0%), cough (24.0%), decreased appetite
(23.7%), and asthenia (22.0%).

Multiple myeloma.: patients with at least one prior therapy
In two phase 3 placebo-controlled studies, 353 patients with multiple myeloma were exposed to the
lenalidomide/dexamethasone combination and 351 to the placebo/dexamethasone combination.

The most serious adverse reactions observed more frequently in lenalidomide/dexamethasone than
placebo/dexamethasone combination were:

. Venous thromboembolism (deep vein thrombosis, pulmonary embolism) (see section 4.4)

. Grade 4 neutropenia (see section 4.4).

The observed adverse reactions which occurred more frequently with lenalidomide and dexamethasone than
placebo and dexamethasone in pooled multiple myeloma clinical trials (MM-009 and MM-010) were fatigue
(43.9%), neutropenia (42.2%), constipation (40.5%), diarrhoea (38.5%), muscle cramp (33.4%), anemia
(31.4%), thrombocytopenia (21.5%), and rash (21.2%).

Myelodysplastic syndromes

The overall safety profile of lenalidomide in patients with myelodysplastic syndromes is based on data from
a total of 286 patients from one phase 2 study and one phase 3 study (see section 5.1). In the phase 2, all 148
patients were on lenalidomide treatment. In the phase 3 study, 69 patients were on lenalidomide 5 mg, 69
patients on lenalidomide 10 mg and 67 patients were on placebo during the double-blind phase of the study.

Most adverse reactions tended to occur during the first 16 weeks of therapy with lenalidomide.

Serious adverse reactions include:
. Venous thromboembolism (deep vein thrombosis, pulmonary embolism) (see section 4.4)
. Grade 3 or 4 neutropenia, febrile neutropenia and grade 3 or 4 thrombocytopenia (see section 4.4).

The most commonly observed adverse reactions which occurred more frequently in the lenalidomide groups
compared to the control arm in the phase 3 study were neutropenia (76.8%), thrombocytopenia (46.4%),
diarrhoea (34.8%), constipation (19.6%), nausea (19.6%), pruritus (25.4%), rash (18.1%), fatigue (18.1%)
and muscle spasms (16.7%).

Mantle cell lymphoma

The overall safety profile of lenalidomide in patients with mantle cell lymphoma is based on data from 254
patients from a phase 2 randomised, controlled study MCL-002 (see section 5.1).

Additionally, adverse drug reactions from supportive study MCL-001 have been included in table 3.

The serious adverse reactions observed more frequently in study MCL-002 (with a difference of at least 2
percentage points) in the lenalidomide arm compared with the control arm were:

e Neutropenia (3.6%)

e Pulmonary embolism (3.6%)

e Diarrhoea (3.6%)

The most frequently observed adverse reactions which occurred more frequently in the lenalidomide arm
compared with the control arm in study MCL-002 were neutropenia (50.9%), anemia (28.7%), diarrhoea
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(22.8%), fatigue (21.0%), constipation (17.4%), pyrexia (16.8%), and rash (including dermatitis allergic)
(16.2%).

In study MCL-002 there was overall an apparent increase in early (within 20 weeks) deaths. Patients with
high tumour burden at baseline are at increased risk of early death, 16/81 (20%) early deaths in the
lenalidomide arm and 2/28 (7%) early deaths in the control arm. Within 52 weeks corresponding figures
were 32/81 (39.5%) and 6/28 (21%) (see section 5.1).

During treatment cycle 1, 11/81 (14%) patients with high tumour burden were withdrawn from therapy in the
lenalidomide arm vs. 1/28 (4%) in the control group. The main reason for treatment withdrawal for patients
with high tumour burden during treatment cycle 1 in the lenalidomide arm was adverse events, 7/11 (64%).
High tumour burden was defined as at least one lesion >5 cm in diameter or 3 lesions >3 cm.

Tabulated list of adverse reactions

The adverse reactions observed in patients treated with lenalidomide are listed below by system organ class
and frequency. Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness. Frequencies are defined as: very common (> 1/10); common (> 1/100 to < 1/10); uncommon
(= 1/1,000 to < 1/100); rare (= 1/10,000 to < 1/1,000); very rare (< 1/10,000), not known (cannot be
estimated from the available data).

Adverse reactions have been included under the appropriate category in the table below according to the
highest frequency observed in any of the main clinical trials.

Tabulated summary for monotherapy in MM

The following table is derived from data gathered during NDMM studies in patients who have undergone
ASCT treated with lenalidomide maintenance. The data were not adjusted according to the longer duration of
treatment in the lenalidomide-containing arms continued until disease progression versus the placebo arms in
the pivotal multiple myeloma studies (see section 5.1).

Table 1. ADRs reported in clinical trials in patients with multiple myeloma treated with lenalidomide
maintenance therapy

System Organ Class/Preferred All ADRs/Frequency Grade 3-4 ADRs/Frequency
Term
Very Common Very Common
Pneumonias®®, Upper respiratory | Pneumonias®*, Neutropenic
tract infection, Neutropenic infection
infection, Bronchitis®, Influenza®,
Gastroenteritis’, Sinusitis, Common
Infections and Infestations Nasopharyngitis, Rhinitis Sepsis®®, Bacteraemia, Lung
infection’, Lower respiratory tract
Common infection bacterial, Bronchitis’,
Infection®, Urinary tract Influenza®, Gastroenteritis®,
infection®, Lower respiratory Herpes zoster’, Infection’
tract infection, Lung infection’
Neoplasms Benign, Malignant Common
and Unspecified (incl cysts and | Myelodysplastic syndrome®”
polyps)
Very Common Very Common
Neutropenia”?, Febrile Neutropenia”?, Febrile
neutropenia™*, neutropenia”*,
Blood and Lymphatic System Thrombocytopenia®’, Anemia, Thrombocytopenia™’, Anemia,
Disorders Leucopenia’, Lymphopenia Leucopenia’, Lymphopenia
Common
Pancytopenia’
Metabolism and Nutrition Very Common Common
Disorders Hypokalaemia Hypokalaemia, Dehydration
. Very Common Common
Nervous System Disorders Paracsthesia Headache
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System Organ Class/Preferred All ADRs/Frequency Grade 3-4 ADRs/Frequency
Term
Common
Peripheral neuropathy®
Vascular Disorders Common Y 7Commo1.1 . od
Pulmonary embolism™ Deep vein thrombosis™”
Very Common Common ,
Respiratory, Thoracic and Cough Dyspnoea
Mediastinal Disorders
Common
Dyspnoea’, Rhinorrhoea
Very Common Common

Diarrhoea, Constipation,
Abdominal pain, Nausea

Diarrhoea, Vomiting, Nausea
Gastrointestinal Disorders

Common
Vomiting, Abdominal pain upper

Common
Abnormal liver function tests

Very Common

Hepatobiliary Disorders Abnormal liver function tests

Common
Rash, Pruritus

Skin and Subcutaneous Tissue
Disorders

Very Common
Rash, Dry skin

Very Common

Musculoskeletal and Connective Muscle spasms

Tissue Disorders
Common

Myalgia, Musculoskeletal pain

General Disorders and Very Common Common
Administration Site Conditions | Fatigue, Asthenia, Pyrexia Fatigue, Asthenia

© Adverse reactions reported as serious in clinical trials in patients with NDMM who had undergone ASCT

* Applies to serious adverse drug reactions only

~ See section 4.8 description of selected adverse reactions

2 “Pneumonias” combined AE term includes the following PTs: Bronchopneumonia, Lobar pneumonia, Pneumocystis jiroveci pneumonia,
Pneumonia, Pneumonia klebsiella, Pneumonia legionella, Pneumonia mycoplasmal, Pneumonia pneumococcal, Pneumonia streptococcal, Pneumonia
viral, Lung disorder, Pneumonitis

b «“Sepsis” combined AE term includes the following PTs: Bacterial sepsis, Pneumococcal sepsis, Septic shock, Staphylococcal sepsis

¢ “Peripheral neuropathy” combined AE term includes the following preferred terms (PTs): Neuropathy peripheral, Peripheral sensory neuropathy,
Polyneuropathy

4“Deep vein thrombosis” combined AE term includes the following PTs: Deep vein thrombosis, Thrombosis, Venous thrombosis

Tabulated summary for combination therapy in MM

The following table is derived from data gathered during the multiple myeloma studies with combination
therapy. The data were not adjusted according to the longer duration of treatment in the
lenalidomide-containing arms continued until disease progression versus the comparator arms in the pivotal
multiple myeloma studies (see section 5.1).

Table 2. ADRs reported in clinical studies in patients with multiple myeloma treated with lenalidomide
in combination with bortezomib and dexamethasone, dexamethasone, or melphalan and prednisone

System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred

Term

Infections and Very Common Common

Infestations Pneumonia®®®, Upper respiratory tract Pneumonia®®’, Bacterial, viral and

infection’, Bacterial, viral and fungal infections
(including opportunistic infections)®,
Nasopharyngitis, Pharyngitis, Bronchitis’,
Rhinitis

Common

Sepsis®®, Lung infection®, Urinary tract
infection”, Sinusitis’

fungal infections (including
opportunistic infections)’,
Cellulitis®, Sepsis”®, Lung
infection”, Bronchitis®,
Respiratory tract infection®,
Urinary tract infection®,
Enterocolitis infectious
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System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred
Term
Neoplasms Benign, | Uncommon Common
Malignant and Basal cell carcinoma”’, Squamous skin Acute myeloid leukaemia’,
Unspecified (incl cancer™"" Myelodysplastic syndrome’,
cysts and polyps) Squamous cell carcinoma of
skin™*"
Uncommon
T-cell type acute leukaemia’, Basal
cell carcinoma”’, Tumour lysis
syndrome
Blood and Very Common Very Common
Lymphatic System | Neutropenia*’, Thrombocytopenia”*®, Neutropenia®®,
Disorders Anemia’, Haemorrhagic disorder”, Thrombocytopenia/\’o’oo, Anemia’,

Leucopenias, Lymphopenia

Common
Febrile neutropenia”’, Pancytopenia’

Uncommon

Haemolysis, Autoimmune haemolytic anemia,

Haemolytic anemia

Leucopenias, Lymphopenia

Common
Febrile neutropenia”*,
Pancytopenia®, Haemolytic anemia

Uncommon
Hypercoagulation, Coagulopathy

Immune System Uncommon

Disorders Hypersensitivity”

Endocrine Common

Disorders Hypothyroidism

Metabolism and Very Common Common

Nutrition Hypokalaemia®®, Hyperglycaemia, Hypokalaemia®®, Hyperglycaemia,

Disorders Hypoglycaemia, Hypocalcaemia®, Hypocalcaemia’, Diabetes
Hyponatraemia®, Dehydration”’, Decreased mellitus’, Hypophosphataemia,
appetite”, Weight decreased Hyponatraemia®, Hyperuricaemia,

Gout, Dehydration®’, Decreased

Common appetite”, Weight decreased
Hypomagnesaemia, Hyperuricaemia,
Hypercalcaemia®

Psychiatric Very Common Common

Disorders Depression, Insomnia Depression, Insomnia
Uncommon
Loss of libido

Nervous System Very Common Very Common

Disorders

Peripheral neuropathies®, Paraesthesia,
Dizziness®, Tremor, Dysgeusia, Headache

Common
Ataxia, Balance impaired, Syncope®,
Neuralgia, Dysaesthesia

Peripheral neuropathies®

Common
Cerebrovascular accident’,
Dizziness®, Syncope”, Neuralgia

Uncommon

Intracranial haemorrhage”,
Transient ischaemic attack,
Cerebral ischemia
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System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred
Term
Eye Disorders Very Common Common
Cataracts, Blurred vision Cataract
Common Uncommon
Reduced visual acuity Blindness
Ear and Labyrinth | Common
Disorders Deafness (Including Hypoacusis), Tinnitus
Cardiac Disorders | Common Common

Atrial fibrillation®”, Bradycardia

Uncommon
Arrhythmia, QT prolongation, Atrial flutter,
Ventricular extrasystoles

Myocardial infarction (including
acute)™’, Atrial fibrillation®’,
Congestive cardiac failure’,
Tachycardia, Cardiac failure®®,
Myocardial ischemia’

Vascular Disorders

Very Common
Venous thromboembolic events”,

predominantly deep vein thrombosis and
pulmonary embolism”*%, Hypotension®

Common
Hypertension, Ecchymosis”

Very Common
Venous thromboembolic events”,

predominantly deep vein
thrombosis and pulmonary
embolism™"%

Common
Vasculitis, Hypotension®,
Hypertension

Uncommon
Ischemia, Peripheral ischemia,
Intracranial venous sinus

thrombosis
Respiratory, Very Common Common
Thoracic and Dyspnoea®®’, Epistaxis”, Cough Respiratory distress’, Dyspnoea®®’,
Mediastinal Pleuritic pain®, Hypoxia®
Disorders Common
Dysphonia
Gastrointestinal Very Common Common
Disorders Diarrhoea®”, Constipationo, Abdominal painoo, Gastrointestinal haemorrhage/\’o’oo,
Nausea, Vomiting®, Dyspepsia, Dry mouth, Small intestinal obstruction®,
Stomatitis Diarrhoea®, Constipationo,
Abdominal painoo, Nausea,
Common Vomiting®
Gastrointestinal haemorrhage (including rectal
haemorrhage, haemorrhoidal haemorrhage,
peptic ulcer haemorrhage and gingival
bleeding)"-*, Dysphagia
Uncommon
Colitis, Caecitis
Hepatobiliary Very Common Common
Disorders Alanine aminotransferase increased, Aspartate | Cholestasis’, Hepatotoxicity,

aminotransferase increased

Common
Hepatocellular injury®, Abnormal liver
function tests’, Hyperbilirubinaemia

Uncommon
Hepatic failure”

Hepatocellular injury®, Alanine
aminotransferase increased,
Abnormal liver function tests®

Uncommon
Hepatic failure®
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System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred
Term
Skin and Very Common Common
Subcutaneous Rashes®’, Pruritus Rashes®
Tissue Disorders
Common Uncommon

Urticaria, Hyperhidrosis, Dry skin, Skin
hyperpigmentation, Eczema, Erythema

Uncommon

Drug rash with eosinophilia and systemic
symptoms®’, Skin discolouration,
Photosensitivity reaction

Drug rash with eosinophilia and
systemic symptoms®’

Musculoskeletal
and Connective
Tissue Disorders

Very Common

Muscular weakness®’, Muscle spasms, Bone
pain’, Musculoskeletal and connective tissue
pain and discomfort (including back pain®®),

Pain in extremity, Myalgia, Arthralgia®

Common
Joint swelling

Common

Muscular weakness®, Bone pain’,
Musculoskeletal and connective
tissue pain and discomfort

(including back pain®®’)

Uncommon
Joint swelling

Renal and Urinary
Disorders

Very Common
Renal failure (including acute)®

Common
Haematuria”, Urinary retention, Urinary
incontinence

Uncommon
Acquired Fanconi syndrome

Uncommon
Renal tubular necrosis

Reproductive
System and Breast
Disorders

Common
Erectile dysfunction

General Disorders
and
Administration
Site Conditions

Very Common
Fatigue”®, Oedema (including peripheral

oedema), Pyrexiao’oo, Asthenia, Influenza like
illness syndrome (including pyrexia, cough,
myalgia, musculoskeletal pain, headache and
rigors)

Common
Chest pain™”’, Lethargy

Very Common
Fatigue™®

Common
Oedema peripheral, Pyrexia®®,
Asthenia

Investigations

Very Common
Blood alkaline phosphatase increased

Common
C-reactive protein increased

Injury, Poisoning
and Procedural
Complications

Common
Fall, Contusion”™

% Adverse reactions reported as serious in clinical trials in patients with NDMM who had received lenalidomide in combination with bortezomib and

dexamethasone

~See section 4.8 description of selected adverse reactions
© Adverse reactions reported as serious in clinical trials in patients with multiple myeloma treated with lenalidomide in combination with
dexamethasone, or with melphalan and prednisone
+ Applies to serious adverse drug reactions only

* Squamous skin cancer was reported in clinical trials in previously treated myeloma patients with lenalidomide/dexamethasone compared to controls
** Squamous cell carcinoma of skin was reported in a clinical trial in newly diagnosed myeloma patients with lenalidomide/dexamethasone compared

to controls
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Tabulated summary from monotherapy

The following tables are derived from data gathered during the main studies in monotherapy for
myelodysplastic syndromes and mantle cell lymphoma.

Table 3. ADRs reported in clinical trials in patients with myelodysplastic syndromes treated with

lenalidomide#

System Organ Class / All ADRs/Frequency Grade 3—4 ADRs/Frequency

Preferred Term

Infections and Very Common Very Common

Infestations Bacterial, viral and fungal infections Pneumonia’

(including opportunistic infections)

Common
Bacterial, viral and fungal infections
(including opportunistic infections)’,
Bronchitis

Blood and Lymphatic Very Common Very Common

System Disorders Thrombocytopenia”’, Neutropenia™*, Thrombocytopenia”’, Neutropenia™?,

Leucopenias

Leucopenias

Common
Febrile neutropenia’’
Endocrine Disorders Very Common
Hypothyroidism
Metabolism and Very Common Common

Nutrition Disorders

Decreased appetite

Common
Iron overload, Weight decreased

Hyperglycaemia®, Decreased appetite

Psychiatric Disorders Common
Altered mood®~
Nervous System Very Common
Disorders Dizziness, Headache
Common
Paraesthesia
Cardiac Disorders Common
Acute myocardial infarction, Atrial
fibrillation’, Cardiac failure’
Vascular Disorders Common Common

Hypertension, Haematoma

Venous thromboembolic events,
predominantly deep vein thrombosis
and pulmonary embolism™°

Respiratory, Thoracic | Very Common
and Mediastinal Epistaxis™
Disorders
Gastrointestinal Very Common Common
Disorders Diarrhoea’, Abdominal pain (including | Diarrhoea’, Nausea, Toothache
upper), Nausea, Vomiting, Constipation
Common
Dry mouth, Dyspepsia
Hepatobiliary Common Common
Disorders Abnormal liver function tests Abnormal liver function tests
Skin and Subcutaneous | Very Common Common

Tissue Disorders

Rashes, Dry Skin, Pruritus

Rashes, Pruritus
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System Organ Class / All ADRs/Frequency Grade 3—4 ADRs/Frequency
Preferred Term
Musculoskeletal and Very Common Common
Connective Tissue Muscle spasms, Musculoskeletal pain Back pain’
Disorders (including back pain® and pain in

extremity), Arthralgia, Myalgia
Renal and Urinary Common
Disorders Renal failure’
General Disorders and | Very Common Common
Administration Site Fatigue, Peripheral oedema, Influenza Pyrexia
Conditions like illness syndrome (including

pyrexia, cough, pharyngitis, myalgia,

musculoskeletal pain, headache)
Injury, Poisoning and Common
Procedural Fall
Complications

~see section 4.8 description of selected adverse reactions
°Adverse events reported as serious in myelodysplastic syndromes clinical trials
~Altered mood was reported as a common serious adverse event in the myelodysplastic syndromes phase 3 study; it was not reported as a grade 3 or 4
adverse event
Algorithm applied for inclusion in the SmPC: All ADRs captured by the phase 3 study algorithm are included in the EU SmPC. For these ADRs, an
additional check of the frequency of the ADRs captured by the phase 2 study algorithm was undertaken and, if the frequency of the ADRs in the
phase 2 study was higher than in the phase 3 study, the event was included in the EU SmPC at the frequency it occurred in the phase 2 study.
# Algorithm applied for myelodysplastic syndromes:
. Myelodysplastic syndromes phase 3 study (double-blind safety population, difference between lenalidomide 5/10mg and placebo by initial
dosing regimen occurring in at least 2 subjects)
o All treatment-emergent adverse events with > 5% of subjects in lenalidomide and at least 2% difference in proportion between
lenalidomide and placebo
o  All treatment-emergent grade 3 or 4 adverse events in 1% of subjects in lenalidomide and at least 1% difference in proportion
between lenalidomide and placebo
o  All treatment-emergent serious adverse events in 1% of subjects in lenalidomide and at least 1% difference in proportion
between lenalidomide and placebo
. Myelodysplastic syndromes phase 2 study
o All treatment-emergent adverse events with > 5% of lenalidomide treated subjects
o All treatment-emergent grade 3 or 4 adverse\events in 1% of lenalidomide treated subjects
o All treatment-emergent serious adverse events in 1% of lenalidomide treated subjects

Table 4. ADRs reported in clinical trials in patients with mantle cell lymphoma treated with
lenalidomide

System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred
Term
Infections and Very Common Common
Infestations Bacterial, viral and fungal infections Bacterial, viral and fungal infections
(including opportunistic infections)’, (including opportunistic infections)’,
Nasopharyngitis, Pneumonia’ Pneumonia’
Common
Sinusitis
Neoplasms Common Common
Benign, Tumour flare reaction Tumour flare reaction, Squamous skin
Malignant and cancer™" Basal cell carcinoma’?
Unspecified (incl
cysts and polyps)
Blood and Very Common Very Common
Lymphatic Thrombocytopenia”, Neutropenia’*’, Thrombocytopenia”, Neutropenia’*’,
System Disorders | Leucopenias’, Anemia’ Anemia®
Common
Febrile neutropenia”’ Common
Febrile neutropenia”’, Leucopenias’

30




190513_V.48 Revlimid EU PI EN

System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred
Term
Metabolism and | Very Common Common
Nutrition Decreased appetite, Weight decreased, Dehydration’, Hyponatraemia,
Disorders Hypokalaemia Hypocalcaemia
Common
Dehydration’
Psychiatric Common
Disorders Insomnia
Nervous System | Common Common
Disorders Dysgeuesia, Headache, neuropathy Peripheral sensory neuropathy, Lethargy
peripheral
Ear and Common
Labyrinth Vertigo
Disorders
Cardiac Common
Disorders Myocardial infarction (including acute)™’,
Cardiac failure
Vascular Common Common
Disorders Hypotension® Deep vein thrombosis’, pulmonary
embolism”°, Hypotension®
Respiratory, Very Common Common
Thoracic and Dyspnoea’ Dyspnoea’
Mediastinal
Disorders
Gastrointestinal | Very Common Common
Disorders Diarrhoea’, Nausea’, Vomitingo, Diarrhoea’, Abdominal paino, Constipation
Constipation
Common
Abdominal pain’®
Skin and Very Common Common
Subcutaneous Rashes (including dermatitis allergic), Rashes
Tissue Disorders | Pruritus
Common
Night sweats, Dry skin
Musculoskeletal | Very Common Common

and Connective
Tissue Disorders

Muscle spasms, Back pain

Common
Arthralgia, Pain in extremity, Muscular
weakness’

Back pain, Muscular weakness’, Arthralgia,
Pain in extremity

Renal and
Urinary
Disorders

Common
Renal failure’
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System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred

Term

General Very Common Common

Disorders and Fatigue, Asthenia’, Peripheral oedema, Pyrexia’, Asthenia’, Fatigue
Administration Influenza like illness syndrome

Site Conditions

(including pyrexia®, cough)

Common
Chills

~see section 4.8 description of selected adverse reactions
°Adverse events reported as serious in mantle cell lymphoma clinical trialsAlgorithm applied for mantle cell lymphoma:
. Mantle cell lymphoma controlled phase 2 study
o  All treatment-emergent adverse events with > 5% of subjects in lenalidomide arm and at least 2% difference in proportion
between lenalidomide and control arm
o All treatment-emergent grade 3 or 4 adverse events in >1% of subjects in lenalidomide arm and at least 1.0% difference in
proportion between lenalidomide and control arm
o All Serious treatment-emergent adverse events in >1% of subjects in lenalidomide arm and at least 1.0% difference in
proportion between lenalidomide and control arm
. Mantle cell lymphoma single arm phase 2 study
o  All treatment-emergent adverse events with > 5% of subjects
o All grade 3 or 4 treatment-emergent adverse events reported in 2 or more subjects
o All Serious treatment-emergent adverse events reported in 2 or more subjects

Tabulated summary of post-marketing adverse reactions

In addition to the above adverse reactions identified from the pivotal clinical trials, the following table is
derived from data gathered from post-marketing data.

Table 5. ADRs reported in post-marketing use in patients treated with lenalidomide

System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency

Class / Preferred

Term

Infections and Not Known Not Known

Infestations Viral infections, including herpes zoster and Viral infections, including herpes

hepatitis B virus reactivation zoster and hepatitis B virus

reactivation

Neoplasms Benign, Rare

Malignant and Tumour lysis syndrome

Unspecified (incl

cysts and polyps)

Blood and Not Known

Lymphatic System | Acquired haemophilia

Disorders

Immune System Not Known

Disorders Solid organ transplant rejection

Endocrine Common

Disorders Hyperthyroidism

Respiratory, Not Known

Thoracic and Interstitial pneumonitis

Mediastinal

Disorders

Gastrointestinal Not Known

Disorders Pancreatitis, Gastrointestinal
perforation (including
diverticular, intestinal and large
intestine perforations)”

Hepatobiliary Not Known Not Known

Disorders Acute hepatic failure”, Hepatitis toxic”, Acute hepatic failure”, Hepatitis

Mixed cytolytic/cholestatic hepatitis™

Cytolytic hepatitis®, Cholestatic hepatitis”, toxic”
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System Organ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Class / Preferred

Term

Skin and Uncommon

Subcutaneous Angioedema

Tissue Disorders
Rare

Stevens-Johnson Syndrome”,
Toxic epidermal necrolysis”™

Not Known

Leukocytoclastic vasculitis, Drug
Reaction with Eosinophilia and
Systemic Symptoms”

“see section 4.8 description of selected adverse reactions

Description of selected adverse reactions

Teratogenicity

Lenalidomide is structurally related to thalidomide. Thalidomide is a known human teratogenic active
substance that causes severe life-threatening birth defects. Lenalidomide induced in monkeys malformations
similar to those described with thalidomide (see sections 4.6 and 5.3). If lenalidomide is taken during
pregnancy, a teratogenic effect of lenalidomide in humans is expected.

Neutropenia and thrombocytopenia

e Newly diagnosed multiple myeloma: patients who have undergone ASCT treated with lenalidomide

maintenance

Lenalidomide maintenance after ASCT is associated with a higher frequency of grade 4 neutropenia
compared to placebo maintenance (32.1% vs 26.7% [16.1% vs 1.8% after the start of maintenance treatment]
in CALGB 100104 and 16.4% vs 0.7% in IFM 2005-02, respectively). Treatment-emergent AEs of
neutropenia leading to lenalidomide discontinuation were reported in 2.2% of patients in CALGB 100104
and 2.4% of patients in IFM 2005-02, respectively. Grade 4 febrile neutropenia was reported at similar
frequencies in the lenalidomide maintenance arms compared to placebo maintenance arms in both studies
(0.4% vs 0.5% [0.4% vs 0.5% after the start of maintenance treatment] in CALGB 100104 and 0.3% vs 0%
in IFM 2005-02, respectively).

Lenalidomide maintenance after ASCT is associated with a higher frequency of grade 3 or 4
thrombocytopenia compared to placebo maintenance (37.5% vs 30.3% [17.9% vs 4.1% after the start of
maintenance treatment] in CALGB 100104 and 13.0% vs 2.9% in IFM 2005-02, respectively).

e Newly diagnosed multiple myeloma patients who are not eligible for transplant receiving
lenalidomide in combination with bortezomib and dexamethasone
Grade 4 neutropenia was observed in the RVd arm to a lesser extent than in the Rd comparator arm (2.7% vs
5.9%) in the SWOG S0777 study. Grade 4 febrile neutropenia was reported at similar frequencies in the RVd
arm compared to the Rd arm (0.0% vs 0.4%).

Grade 3 or 4 thrombocytopenia was observed in the RVd arm to a greater extent than in the Rd comparator
arm (17.2 % vs 9.4%).

e Newly diagnosed multiple myeloma: patients who are not eligible for transplant treated with
lenalidomide in combination with dexamethasone
The combination of lenalidomide with dexamethasone in newly diagnosed multiple myeloma patients is
associated with a lower frequency of grade 4 neutropenia (8.5% in Rd and Rd18, compared with MPT
(15%). Grade 4 febrile neutropenia was observed infrequently (0.6% in Rd and Rd18 compared with 0.7% in
MPT).

The combination of lenalidomide with dexamethasone in newly diagnosed multiple myeloma patients is
associated with a lower frequency of grade 3 and 4 thrombocytopenia (8.1% in Rd and Rd18) compared with
MPT (11%).
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e  Newly diagnosed multiple myeloma: patients who are not eligible for transplant treated with
lenalidomide in combination with melphalan and prednisone
The combination of lenalidomide with melphalan and prednisone in newly diagnosed multiple myeloma
patients is associated with a higher frequency of grade 4 neutropenia (34.1% in MPR+R/MPR+p) compared
with MPp+p (7.8%). There was a higher frequency of grade 4 febrile neutropenia observed (1.7% in
MPR+R/MPR+p compared to 0.0% in MPp-+p).

The combination of lenalidomide with melphalan and prednisone in newly diagnosed multiple myeloma
patients is associated with a higher frequency of grade 3 and grade 4 thrombocytopenia (40.4% in
MPR+R/MPR+p) compared with MPp+p (13.7%).

e Multiple myeloma: patients with at least one prior therapy
The combination of lenalidomide with dexamethasone in multiple myeloma patients is associated with a
higher incidence of grade 4 neutropenia (5.1% in lenalidomide/dexamethasone-treated patients compared
with 0.6% in placebo/dexamethasone-treated patients). Grade 4 febrile neutropenia episodes were observed
infrequently (0.6% in lenalidomide/dexamethasone-treated patients compared to 0.0% in
placebo/dexamethasone treated patients).

The combination of lenalidomide with dexamethasone in multiple myeloma patients is associated with a
higher incidence of grade 3 and grade 4 thrombocytopenia (9.9% and 1.4%, respectively, in
lenalidomide/dexamethasone-treated patients compared to 2.3% and 0.0% in placebo/dexamethasone-treated
patients).

e Myelodysplastic syndromes patients
In myelodysplastic syndromes patients, lenalidomide is associated with a higher incidence of grade 3 or 4
neutropenia (74.6% in lenalidomide-treated patients compared with 14.9% in patients on placebo in the
phase 3 study). Grade 3 or 4 febrile neutropenia episodes were observed in 2.2% of lenalidomide-treated
patients compared with 0.0% in patients on placebo). Lenalidomide is associated with a higher incidence of
grade 3 or 4 thrombocytopenia (37% in lenalidomide-treated patients compared with 1.5% in patients on
placebo in the phase 3 study).

e Mantle cell lymphoma patients
In mantle cell lymphoma patients, lenalidomide is associated with a higher incidence of grade 3 or 4
neutropenia (43.7% in lenalidomide-treated patients compared with 33.7% in patients in the control arm in
the phase 2 study). Grade 3 or 4 febrile neutropenia episodes were observed in 6.0% of lenalidomide-treated
patients compared with 2.4% in patients on control arm.

Venous thromboembolism

An increased risk of DVT and PE is associated with the use of the combination of lenalidomide with
dexamethasone in patients with multiple myeloma, and to a lesser extent in patients treated with
lenalidomide in combination with melphalan and prednisone or in patients with multiple myeloma,
myelodysplastic syndromes and mantle cell lymphoma treated with lenalidomide monotherapy (see
section 4.5).

Concomitant administration of erythropoietic agents or previous history of DVT may also increase
thrombotic risk in these patients.

Mvyocardial infarction
Myocardial infarction has been reported in patients receiving lenalidomide, particularly in those with known
risk factors.

Haemorrhagic disorders

Haemorrhagic disorders are listed under several system organ classes: Blood and lymphatic system
disorders; nervous system disorders (intracranial haemorrhage); respiratory, thoracic and mediastinal
disorders (epistaxis); gastrointestinal disorders (gingival bleeding, haemorrhoidal haemorrhage, rectal
haemorrhage); renal and urinary disorders (haematuria); injury, poisoning and procedural complications
(contusion) and vascular disorders (ecchymosis).
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Allergic reactions
Cases of allergic reaction/hypersensitivity reactions have been reported. A possible cross-reaction between
lenalidomide and thalidomide has been reported in the literature.

Severe skin reactions

Severe cutaneous reactions including SJS, TEN and DRESS have been reported with the use of
lenalidomide. Patients with a history of severe rash associated with thalidomide treatment should not receive
lenalidomide (see section 4.4).

Second primary malignancies
In clinical trials in previously treated myeloma patients with lenalidomide/dexamethasone compared to
controls, mainly comprising of basal cell or squamous cell skin cancers.

Acute myeloid leukaemia

e Multiple myeloma
Cases of AML have been observed in clinical trials of newly diagnosed multiple myeloma in patients taking
lenalidomide treatment in combination with melphalan or immediately following HDM/ASCT (see section
4.4). This increase was not observed in clinical trials of newly diagnosed multiple myeloma in patients
taking lenalidomide in combination with dexamethasone compared to thalidomide in combination with
melphalan and prednisone.

e Myelodysplastic syndromes
Baseline variables including complex cytogenetics and TP53 mutation are associated with progression to
AML in subjects who are transfusion dependent and have a Del (5q) abnormality (see section 4.4). The
estimated 2-year cumulative risk of progression to AML were 13.8% in patients with an isolated Del (5q)
abnormality compared to 17.3% for patients with Del (5q) and one additional cytogenetic abnormality and
38.6% in patients with a complex karyotype.
In a post-hoc analysis of a clinical trial of lenalidomide in myelodysplastic syndromes, the estimated 2-year
rate of progression to AML was 27.5 % in patients with IHC-p53 positivity and 3.6% in patients with IHC-
p53 negativity (p=0.0038). In the patients with IHC-p53 positivity, a lower rate of progression to AML was
observed amongst patients who achieved a transfusion independence (TI) response (11.1%) compared to a
non-responder (34.8%).

Hepatic disorders

The following post-marketing adverse reactions have been reported (frequency unknown): acute hepatic
failure and cholestasis (both potentially fatal), toxic hepatitis, cytolytic hepatitis, mixed cytolytic/cholestatic
hepatitis.

Rhabdomyolysis
Rare cases of rhabdomyolysis have been observed, some of them when lenalidomide is administered with a
statin.

Thyroid disorders
Cases of hypothyroidism and cases of hyperthyroidism have been reported (see section 4.4 Thyroid
disorders).

Tumour flare reaction and tumour lysis syndrome

In study MCL-002, approximately 10% of lenalidomide-treated patients experienced TFR compared to 0%
in the control arm. The majority of the events occurred in cycle 1, all were assessed as treatment-related, and
the majority of the reports were Grade 1 or 2. Patients with high MIPI at diagnosis or bulky disease (at least
one lesion that is > 7 cm in the longest diameter) at baseline may be at risk of TFR. In study MCL-002, TLS
was reported for one patient in each of the two treatment arms. In the supportive study MCL-001,
approximately 10% of subjects experienced TFR; all report were Grade 1 or 2 in severity and all were
assessed as treatment-related. The majority of the events occurred in cycle 1. There were no reports of TLS
in study MCL-001 (see section 4.4).
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Gastrointestinal disorders
Gastrointestinal perforations have been reported during treatment with lenalidomide. Gastrointestinal
perforations may lead to septic complications and may be associated with fatal outcome.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked
to report any suspected adverse reactions via the national reporting system listed in Appendix V.

4.9 Overdose

There is no specific experience in the management of lenalidomide overdose in patients, although in dose-
ranging studies some patients were exposed to up to 150 mg, and in single-dose studies, some patients were
exposed to up to 400 mg. The dose limiting toxicity in these studies was essentially haematological. In the
event of overdose, supportive care is advised.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other immunosuppressants. ATC code: L04AX04.

Mechanism of action

The lenalidomide mechanism of action includes anti-neoplastic, anti-angiogenic, pro-erythropoietic, and
immunomodulatory properties. Specifically, lenalidomide inhibits proliferation of certain haematopoietic
tumour cells (including MM plasma tumour cells and those with deletions of chromosome 5), enhances T
cell- and Natural Killer (NK) cell-mediated immunity and increases the number of NK T cells, inhibits
angiogenesis by blocking the migration and adhesion of endothelial cells and the formation of microvessels,
augments foetal haemoglobin production by CD34+ haematopoietic stem cells, and inhibits production of
pro-inflammatory cytokines (e.g., TNF-a and IL-6) by monocytes.

In MDS Del (5q), lenalidomide was shown to selectively inhibit the abnormal clone by increasing the
apoptosis of Del (5q) cells.

Lenalidomide binds directly to cereblon, a component of a cullin ring E3 ubiquitin ligase enzyme complex
that includes deoxyribonucleic acid (DNA) damage-binding protein 1(DDB1), cullin 4 (CUL4), and
regulator of cullins 1 (Roc1). In the presence of lenalidomide, cereblon binds substrate proteins Aiolos and
Ikaros which are lymphoid transcriptional factors, leading to their ubiquitination and subsequent degradation
resulting in cytotoxic and immunomodulatory effects.

Clinical efficacy and safety

Lenalidomide efficacy and safety have been evaluated in six phase 3 studies in newly diagnosed multiple
myeloma, two phase 3 studies in relapsed refractory multiple myeloma, one phase 3 study and one phase 2
study in myelodysplastic syndromes and one phase 2 study in mantle cell lymphoma as described below.

Newly diagnosed multiple myeloma

e [enalidomide maintenance in patients who have undergone ASCT
The efficacy and safety of lenalidomide maintenance was assessed in two phase 3 multicenter, randomised,
double-blind 2-arm, parallel group, placebo-controlled studies: CALGB 100104 and IFM 2005-02

CALGB 100104
Patients between 18 and 70 years of age with active MM requiring treatment and without prior progression
after initial treatment were eligible.

Patients were randomised 1:1 within 90-100 days after ASCT to receive either lenalidomide or placebo
maintenance. The maintenance dose was 10 mg once daily on days 1-28 of repeated 28-day cycles (increased
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up to 15 mg once daily after 3 months in the absence of dose-limiting toxicity), and treatment was continued
until disease progression.

The primary efficacy endpoint in the study was progression free survival (PFS) from randomisation to the
date of progression or death, whichever occurred first; the study was not powered for the overall survival
endpoint. In total 460 patients were randomised: 231 patients to Lenalidomide and 229 patients to placebo.
The demographic and disease-related characteristics were balanced across both arms.

The study was unblinded upon the recommendations of the data monitoring committee after surpassing the
threshold for a preplanned interim analysis of PFS. After unblinding, patients in the placebo arm were
allowed to cross over to receive lenalidomide before disease progression.

The results of PFS at unblinding, following a preplanned interim analysis, using a cut-off of 17 December
2009 (15.5 months follow up) showed a 62% reduction in risk of disease progression or death favoring
lenalidomide (HR = 0.38; 95% CI 0.27, 0.54; p <0.001). The median overall PFS was 33.9 months (95% CI
NE, NE) in the lenalidomide arm versus 19.0 months (95% CI 16.2, 25.6) in the placebo arm.

The PFS benefit was observed both in the subgroup of patients with CR and in the subgroup of patients who
had not achieved a CR.

The results for the study, using a cut-off of 1 February 2016, are presented in Table 6

Table 6 Summary of overall efficacy data

Lenalidomide Placebo
(N =231) (N =229)

Investigator-assessed PFS

Median® PFS time, months (95% CI)° 56.9 (41.9, 71.7) 29,4 (20.7, 35.5)

HR [95% CI]¢; p-value® 0.61 (0.48, 0.76); <0.001
PFS2°

Median® PFS2 time, months (95% CI)° 80.2 (63.3,101.8) | 52.8 (41.3, 64.0)

HR [95% CI]c ; p-value® 0.61 (0.48, 0.78); <0.001
Overall survival

Median® OS time, months (95% CI)° 111.0 (101.8, NE) | 84.2 (71.0, 102.7)

8-year survival rate, % (SE) 60.9 (3.78) 44.6 (3.98)

HR [95% CI]¢; p-value! 0.61 (0.46, 0.81); <0.001
Follow-up

Median' (min, max), months: all surviving patients 81.9 (0.0, 119.8) 81.0 (4.1, 119.5)

CI = confidence interval; HR = hazard ratio; max = maximum; min = minimum; NE = not estimable; OS = overall survival; PFS = progression-free
survival;

2The median is based on the Kaplan-Meier estimate.

®The 95% CI about the median.

¢Based on Cox proportional hazards model comparing the hazard functions associated with the indicated treatment arms.

4 The p-value is based on the unstratified log-rank test of Kaplan-Meier curve differences between the indicated treatment arms.

¢Exploratory endpoint (PFS2). Lenalidomide received by subjects in the placebo arm who crossed over prior to PD upon study unblinding was not
considered as a second-line therapy.

Median follow-up post-ASCT for all surviving subjects.

Data cuts: 17 Dec 2009 and 01 Feb 2016

IFM 2005-02

Patients aged < 65 years at diagnosis who had undergone ASCT and had achieved at least a stable disease
response at the time of hematologic recovery were eligible. Patients were randomised 1:1 to receive either
lenalidomide or placebo maintenance (10 mg once daily on days 1-28 of repeated 28-day cycles increased up
to 15 mg once daily after 3 months in the absence of dose-limiting toxicity) following 2 courses of
lenalidomide consolidation (25 mg/day, days 1-21 of a 28-day cycle). Treatment was to be continued until
disease progression.

The primary endpoint was PFS defined from randomisation to the date of progression or death, whichever

occurred first; the study was not powered for the overall survival endpoint. In total 614 patients were
randomised: 307 patients to lenalidomide and 307 patients to placebo.
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The study was unblinded upon the recommendations of the data monitoring committee after surpassing the
threshold for a preplanned interim analysis of PFS. After unblinding, patients receiving placebo were not
crossed over to lenalidomide therapy prior to progressive disease. The lenalidomide arm was discontinued,
as a proactive safety measure, after observing an imbalance of SPMs (see Section 4.4).

The results of PFS at unblinding, following a preplanned interim analysis, using a cut-off of 7 July 2010
(31.4 months follow up) showed a 48% reduction in risk of disease progression or death favoring
lenalidomide (HR = 0.52; 95% CI 0.41, 0.66; p <0.001). The median overall PFS was 40.1 months (95% CI
35.7,42.4) in the lenalidomide arm versus 22.8 months (95% CI 20.7, 27.4) in the placebo arm.

The PFS benefit was less in the subgroup of patients with CR than in the subgroup of patients who had not
achieved a CR.

The updated PFS, using a cut-off of 1 February 2016 (96.7 months follow up) continues to show a PFS
advantage: HR = 0.57 (95% CI 0.47, 0.68; p < 0.001). The median overall PFS was 44.4 months (39.6, 52.0)
in the lenalidomide arm versus 23.8 months (95% CI 21.2, 27.3) in the placebo arm. For PFS2, the observed
HR was 0.80 (95% CI 0.66, 0.98; p = 0.026) for lenalidomide versus placebo. The median overall PFS2 was
69.9 months (95% CI 58.1, 80.0) in the lenalidomide arm versus 58.4 months (95% CI 51.1, 65.0) in the
placebo arm. For OS, the observed HR was 0.90: (95% CI 0.72, 1.13; p = 0.355) for lenalidomide versus
placebo. The median overall survival time was 105.9 months (95% CI 88.8, NE) in the lenalidomide arm
versus 88.1 months (95% CI 80.7, 108.4) in the placebo arm.

e Lenalidomide in combination with bortezomib and dexamethasone in patients who are not eligible
for stem cell transplantation
The SWOG S0777 study evaluated the addition of bortezomib to a foundation of lenalidomide and
dexamethasone, as initial treatment, followed by continued Rd until disease progression, in patients with
previously untreated multiple myeloma who are either ineligible for transplant or eligible for transplant with
no plan to undertake immediate transplant.

Patients in the lenalidomide, bortezomib and dexamethasone (RVd) arm received lenalidomide 25 mg/day
orally on days 1-14, intravenous bortezomib 1.3 mg/m2 on days 1, 4, 8, and 11, and dexamethasone 20
mg/day orally on days 1, 2, 4, 5, 8,9, 11, and 12 of repeated 21-day cycles for up to eight 21-day cycles (24
weeks). Patients in the lenalidomide and dexamethasone (Rd) arm received lenalidomide 25 mg/day orally on
days 1-21, and dexamethasone 40 mg/day orally on days 1, 8, 15, and 22 of repeated 28-day cycles for up to
six 21-day cycles (24 weeks). Patients in both arms took continued Rd: lenalidomide 25 mg/day orally on
days 1-21 and dexamethasone 40 mg/day orally on days 1, 8, 15, and 22 of repeated 28-day cycles.
Treatment was to be continued until disease progression.

The primary efficacy endpoint in the study was progression free survival (PFS). In total 523 patients were
enrolled into the study, with 263 patients randomised to RVd and 260 patients randomised to Rd. The
demographics and disease-related baseline characteristics of the patients were well balanced between arms.

The results of PFS, as assessed by IRAC, at the time of the primary analysis, using a cut-off of 05 November
2015 (50.6 months follow up) showed a 24% reduction in risk of disease progression or death favoring RVd

(HR =0.76; 95% CI 0.61, 0.94; p = 0.010). The median overall PFS was 42.5 months (95% CI 34.0, 54.8) in
the RVd arm versus 29.9 months (95% CI 25.6, 38.2) in the Rd arm. The benefit was observed regardless of
eligibility for stem cell transplant.

The results for the study, using a cut-off of 01 December 2016, where the median follow-up time for all

surviving subjects was 69.0 months, are presented in Table 9. The benefit favoring RVd was observed
regardless of eligibility for stem cell transplant.
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Table 7. Summary of overall efficacy data

Initial treatment
RVd Rd
(3-week cycles x 8) (4-week cycles x 6)
(N =263) (N =260)

IRAC-assessed PFS (months)

Median® PFS time, months (95% CI)° 41.7 (33.1, 51.5) | 29.7 (24.2, 37.8)

HR [95% CI]¢; p-value® 0.76 (0.62, 0.94); 0.010
Overall survival (months)

Median® OS time, months (95% CI)° 89.1 (76.1, NE) | 67.2 (58.4, 90.8)

HR [95% CI]%; p-value® 0.72 (0.56, 0.94); 0.013
Response’ — n (%)

Overall response: CR, VGPR, or PR 199 (75.7) 170 (65.4)

> VGPR 153 (58.2) 83 (31.9)

Follow-up (months)

Median' (min, max): all patients | 61.6(02,994) |  59.4(0.4,99.1)

2CI = confidence interval; HR = hazard ratio; max = maximum; min = minimum; NE = not estimable; OS = overall survival; PFS = progression-free
survival; Median follow-up was calculated from the date of randomization.

®The median is based on Kaplan-Meier estimate.

¢Two-sided 95% CI about the median time.

4Based on unstratified Cox proportional hazards model comparing hazard functions associated with treatment arms (RVd:Rd).

¢The p-value is based on unstratified log-rank test.

Data cutoff date = 01 Dec 2016.

Updated OS results, using a cut-off of 01 May 2018 (84.2 months median follow-up for surviving subjects)
continue to show an OS advantage favoring RVd: HR = 0.73 (95% CI1 0.57, 0.94; p=0.014). The proportion
of subjects alive after 7 years was 54.7% in the RVd arm versus 44.7% in the Rd arm.

e [ enalidomide in combination with dexamethasone in patients who are not eligible for stem cell
transplantation

The safety and efficacy of lenalidomide was assessed in a phase 3, multicenter, randomised, open-label,
3-arm study (MM-020) of patients who were at least 65 years of age or older or, if younger than 65 years of
age, were not candidates for stem cell transplantation because they declined to undergo stem cell
transplantation or stem cell transplantation is not available to the patient due to cost or other reason.The study
(MM-020) compared lenalidomide and dexamethasone (Rd) given for 2 different durations of time (i.e., until
progressive disease [Arm Rd] or for up to eighteen 28-day cycles [72 weeks, Arm Rd18]) to melphalan,
prednisone and thalidomide (MPT) for a maximum of twelve 42-day cycles (72 weeks). Patients were
randomised (1:1:1) to 1 of 3 treatment arms. Patients were stratified at randomisation by age (<75 versus >75
years), stage (ISS Stages I and II versus Stage I1I), and country.

Patients in the Rd and Rd18 arms took lenalidomide 25 mg once daily on days 1 to 21 of 28-day cycles
according to protocol arm. Dexamethasone 40 mg was dosed once daily on days 1, 8, 15, and 22 of each
28-day cycle. Initial dose and regimen for Rd and Rd18 were adjusted according to age and renal function
(see section 4.2). Patients >75 years received a dexamethasone dose of 20 mg once daily on days 1, 8, 15,
and 22 of each 28-day cycle. All patients received prophylactic anticoagulation (low molecular weight
heparin, warfarin, heparin, low-dose aspirin) during the study.

The primary efficacy endpoint in the study was progression free survival (PFS). In total 1623 patients were
enrolled into the study, with 535 patients randomised to Rd, 541 patients randomised to Rd18 and 547
patients randomised to MPT. The demographics and disease-related baseline characteristics of the patients
were well balanced in all 3 arms. In general, study subjects had advanced-stage disease: of the total study
population, 41% had ISS stage III, 9% had severe renal insufficiency (creatinine clearance [CLcr]

< 30 mL/min). The median age was 73 in the 3 arms.

In an updated analysis of PFS, PFS2 and OS using a cut off of 3 March 2014 where the median follow-up
time for all surviving subjects was 45.5 months, the results of the study are presented in Table 8:
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Table 8. Summary of overall efficacy data

Rd Rd18 MPT
(N =535) (N =541) (N =547)
Investigator-assessed PFS — (months)
Median® PFS time, months (95% CI) 26.0 (20.7,29.7) | 21.0(19.7,22.4) | 21.9(19.8, 23.9)
HR [95% CI]¢; p-value®

Rd vs MPT 0.69 (0.59, 0.80); <0.001
Rd vs Rd18 0.71 (0.61, 0.83); <0.001
Rd18 vs MPT 0.99 (0.86, 1.14); 0.866

PFS2° — (months)

Median® PFS2 time, months (95% CI)° 42.9(38.1,47.4) | 40.0(36.2,44.2) | 35.0(30.4,37.8)

HR [95% CI]¢; p-value®

Rd vs MPT 0.74 (0.63, 0.86); <0.001
Rd vs Rd18 0.92 (0.78, 1.08); 0.316
Rd18 vs MPT 0.80 (0.69, 0.93); 0.004

Overall survival (months)

Median® OS time, months (95% CI)° 58.9(56.0, NE) | 56.7(50.1, NE) | 48.5 (442, 52.0)

HR [95% CI]¢; p-value®

Rd vs MPT 0.75 (0.62, 0.90); 0.002
Rd vs Rd18 0.91 (0.75, 1.09); 0.305
Rd18 vs MPT 0.83 (0.69, 0.99); 0.034

Follow-up (months)

Median' (min, max): all patients

40.8 (0.0, 65.9)

40.1 (0.4, 65.7)

38.7 (0.0, 64.2)

Myeloma response® n (%)

CR 81 (15.1) 77 (14.2) 51(9.3)

VGPR 152 (28.4) 154 (28.5) 103 (18.8)
PR 169 (31.6) 166 (30.7) 187 (34.2)
Overall response: CR, VGPR, or PR 402 (75.1) 397 (73.4) 341 (62.3)

Duration of response — (months)"

Median® (95% CI)° 35.0 (27.9,43.4) | 22.1(20.3,24.0) | 22.3(20.2, 24.9)

AMT = antimyeloma therapy; CI = confidence interval; CR = complete response; d = low-dose dexamethasone; HR = hazard ratio;
IMWG = International Myeloma Working Group; IRAC = Independent Response Adjudication Committee; M = melphalan; max = maximum;
min = minimum; NE = not estimable; OS = overall survival; P = prednisone; PFS = progression-free survival; PR = partial response;
R = lenalidomide; Rd = Rd given until documentation of progressive disease; Rd18 = Rd given for [ 18 cycles; SE = standard error;
T = thalidomide; VGPR = very good partial response; vs = versus.

2 The median is based on the Kaplan-Meier estimate.

® The 95% CI about the median.

¢ Based on Cox proportional hazards model comparing the hazard functions associated with the indicated treatment arms.

4 The p-value is based on the unstratified log-rank test of Kaplan-Meier curve differences between the indicated treatment arms.

¢ Exploratory endpoint (PFS2)

f The median is the univariate statistic without adjusting for censoring.

¢ Best assessment of adjudicated response during the treatment phase of the study (for definitions of each response category, Data cut-off
date =24 May 2013).

h data cut 24 May 2013

e [ enalidomide in combination with melphalan and prednisone followed by maintenance therapy in
patients who are not eligible for transplant

The safety and efficacy of lenalidomide was assessed in a phase 3 multicenter, randomised double blind

3 arm study (MM-015) of patients who were 65 years or older and had a serum creatinine < 2.5 mg/dL. The
study compared lenalidomide in combination with melphalan and prednisone (MPR) with or without
lenalidomide maintenance therapy until disease progression, to that of melphalan and prednisone for a
maximum of 9 cycles. Patients were randomised in a 1:1:1 ratio to one of 3 treatment arms. Patients were
stratified at randomisation by age (< 75 vs. > 75 years) and stage (ISS; Stages I and II vs. stage III).

This study investigated the use of combination therapy of MPR (melphalan 0.18 mg/kg orally on days 1 to 4
of repeated 28-day cycles; prednisone 2 mg/kg orally on days 1 to 4 of repeated 28-day cycles; and
lenalidomide 10 mg/day orally on days 1 to 21 of repeated 28-day cycles) for induction therapy, up to

9 cycles. Patients who completed 9 cycles or who were unable to complete 9 cycles due to intolerance
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proceeded to maintenance therapy starting with lenalidomide 10 mg orally on days 1 to 21 of repeated

28-day cycles until disease progression.

The primary efficacy endpoint in the study was progression free survival (PFS). In total 459 patients were
enrolled into the study, with 152 patients randomised to MPR+R, 153 patients randomised to MPR+p and
154 patients randomised to MPp+p. The demographics and disease-related baseline characteristics of the
patients were well balanced in all 3 arms; notably, approximately 50% of the patients enrolled in each arm
had the following characteristics; ISS Stage III, and creatinine clearance < 60 mL/min. The median age was
71 in the MPR+R and MPR+p arms and 72 in the MPp+p arm.

In an analysis of PFS, PFS2, OS using a cut-off of April 2013 where the median follow up time for all
surviving subjects was 62.4 months, the results of the study are presented in Table 9:

Table 9. Summary of overall efficacy data

MPR+R
(N =152)

MPR+p
(N =153)

MPp +p
(N =154)

Investigator-assessed PFS — (months)

Median® PFS time, months (95% CI)

274 (213,35.0) | 143(13.2,15.7) | 13.1(12.0, 14.8)

HR [95% CI]; p-value

MPR+R vs MPp+p 0.37 (0.27, 0.50); <0.001
MPR+R vs MPR+p 0.47 (0.35, 0.65); <0.001
MPR+p vs MPp +p 0.78 (0.60, 1.01); 0.059

PFS2 — (months)”

Median® PFS2 time, months (95% CI)

39.7(29.2,48.4) | 27.8(23.1,33.1) | 28.8(24.3,33.8)

HR [95% CI]; p-value

MPR+R vs MPp+p 0.70 (0.54, 0.92); 0.009
MPR+R vs MPR+p 0.77 (0.59, 1.02); 0.065
MPR+p vs MPp +p 0.92 (0.71, 1.19); 0.051

Overall survival (months)

Median® OS time, months (95% CI)

55.9(49.1,67.5) | 51.9(43.1,60.6) | 53.9 (473, 64.2)

HR [95% CI]; p-value

MPR+R vs MPp+p 0.95 (0.70, 1.29); 0.736
MPR+R vs MPR+p 0.88 (0.65, 1.20); 0.43
MPR+p vs MPp p 1.07 (0.79, 1.45); 0.67

Follow-up (months)

Median (min, max): all patients

48.4(0.8,73.8) | 46.3(0.5,71.9) | 50.4(0.5,73.3)

Investigator-assessed Myeloma response n

(%)
CR 30 (19.7) 17 (11.1) 9(5.8)
PR 90 (59.2) 99 (64.7) 75 (48.7)
Stable Disease (SD) 24 (15.8) 31 (20.3) 63 (40.9)
Response Not Evaluable (NE) 8(5.3) 4 (2.6) 7 (4.5)

Investigator-assessed Duration of response
(CR+PR) — (months)

Median® (95% CI)

26.5(19.4,35.8) | 12.4(11.2,13.9) | 12.0 (9.4, 14.5)

CI = confidence interval; CR = complete response; HR = Hazard Rate; M = melphalan; NE = not estimable; OS = overall survival; p = placebo; P =

prednisone;

PD = progressive disease; PR = partial response; R = lenalidomide; SD = stable disease; VGPR = very good partial response.

* The median is based on the Kaplan-Meier estimate

"PFS2 (an exploratory endpoint) was defined for all patients (ITT) as time from randomisation to start of 3rd line antimyeloma therapy (AMT) or

death for all randomised patients

Supportive newly diagnosed multiple myeloma studies

An open-label, randomised, multicenter, phase 3 study (ECOG E4A03) was conducted in 445 patients with
newly diagnosed multiple myeloma; 222 patients were randomised to the lenalidomide/low dose
dexamethasone arm, and 223 were randomised to the lenalidomide/standard dose dexamethasone arm.
Patients randomised to the lenalidomide/standard dose dexamethasone arm received lenalidomide
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25 mg/day, days 1 to 21 every 28 days plus dexamethasone 40 mg/day on days 1 to 4, 9 to 12, and 17 to 20
every 28 days for the first four cycles. Patients randomised to the lenalidomide/low dose dexamethasone arm
received lenalidomide 25 mg/day, days 1 to 21 every 28 days plus low dose dexamethasone — 40 mg/day on
days 1, 8, 15, and 22 every 28 days. In the lenalidomide/low dose dexamethasone group, 20 patients (9.1%)
underwent at least one dose interruption compared to 65 patients (29.3%) in the lenalidomide/standard dose
dexamethasone arm.

In a post-hoc analysis, lower mortality was observed in the lenalidomide/low dose dexamethasone arm 6.8%
(15/220) compared to the lenalidomide/standard dose dexamethasone arm 19.3% (43/223), in the newly
diagnosed multiple myeloma patient population, with a median follow up of 72.3 weeks.

However with a longer follow-up, the difference in overall survival in favour of lenalidomide/ low dose
dexamethasone tends to decrease.

Multiple myeloma with at least one prior therapy

The efficacy and safety of lenalidomide were evaluated in two phase 3 multi-centre, randomised, double-
blind, placebo-controlled, parallel-group controlled studies (MM-009 and MM-010) of lenalidomide plus
dexamethasone therapy versus dexamethasone alone in previously treated patients with multiple myeloma.
Out of 353 patients in the MM-009 and MM-010 studies who received lenalidomide/dexamethasone, 45.6%
were aged 65 or over. Of the 704 patients evaluated in the MM-009 and MM-010 studies, 44.6% were aged
65 or over.

In both studies, patients in the lenalidomide/dexamethasone (len/dex) group took 25 mg of lenalidomide
orally once daily on days 1 to 21 and a matching placebo capsule once daily on days 22 to 28 of each

28-day cycle. Patients in the placebo/dexamethasone (placebo/dex) group took 1 placebo capsule on days 1
to 28 of each 28-day cycle. Patients in both treatment groups took 40 mg of dexamethasone orally once daily
ondays 1to4,9to 12, and 17 to 20 of each 28-day cycle for the first 4 cycles of therapy. The dose of
dexamethasone was reduced to 40 mg orally once daily on days 1 to 4 of each 28-day cycle after the first

4 cycles of therapy. In both studies, treatment was to continue until disease progression. In both studies, dose
adjustments were allowed based on clinical and laboratory finding.

The primary efficacy endpoint in both studies was time to progression (TTP). In total, 353 patients were
evaluated in the MM-009 study; 177 in the len/dex group and 176 in the placebo/dex group and, in total,
351 patients were evaluated in the MM-010 study; 176 in the len/dex group and 175 in the placebo/dex

group.

In both studies, the baseline demographic and disease-related characteristics were comparable between the
len/dex and placebo/dex groups. Both patient populations presented a median age of 63 years, with a
comparable male to female ratio. The ECOG performance status was comparable between both groups, as
was the number and type of prior therapies.

Pre-planned interim analyses of both studies showed that len/dex was statistically significantly superior

(p <0.00001) to dexamethasone alone for the primary efficacy endpoint, TTP (median follow-up duration of
98.0 weeks). Complete response and overall response rates in the len/dex arm were also significantly higher
than the placebo/dex arm in both studies. Results of these analyses subsequently led to an unblinding in both
studies, in order to allow patients in the placebo/dex group to receive treatment with the len/dex
combination.

An extended follow-up efficacy analysis was conducted with a median follow-up of 130.7 weeks. Table 10
summarises the results of the follow-up efficacy analyses — pooled studies MM-009 and MM-010.

In this pooled extended follow-up analysis, the median TTP was 60.1 weeks (95% CI: 44.3, 73.1) in patients
treated with len/dex (N = 353) versus 20.1 weeks (95% CI: 17.7, 20.3) in patients treated with placebo/dex
(N =351). The median progression free survival was 48.1 weeks (95% CI: 36.4, 62.1) in patients treated
with len/dex versus 20.0 weeks (95% CI: 16.1, 20.1) in patients treated with placebo/dex. The median
duration of treatment was 44.0 weeks (min: 0.1, max: 254.9) for len/dex and 23.1 weeks (min: 0.3, max:
238.1) for placebo/dex. Complete response (CR), partial response (PR) and overall response (CR+PR) rates
in the len/dex arm remain significantly higher than in the placebo/dex arm in both studies. The median
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overall survival in the extended follow-up analysis of the pooled studies is 164.3 weeks (95% CI: 145.1,
192.6) in patients treated with len/dex versus 136.4 weeks (95% CI: 113.1, 161.7) in patients treated with
placebo/dex. Despite the fact that 170 out of the 351 patients randomised to placebo/dex received
lenalidomide after disease progression or after the studies were unblinded, the pooled analysis of overall
survival demonstrated a statistically significant survival advantage for len/dex relative to placebo/dex

(HR = 0.833, 95% CI=[0.687, 1.009], p=0.045).

Table 10. Summary of results of efficacy analyses as of cut-off date for extended follow-up — pooled
studies MM-009 and MM-010 (cut-offs 23 July 2008 and 2 March 2008, respectively)

Endpoint len/dex placebo/dex(N=351)
(N=353)
Time to event HR [95% CI], p-value®
Time to progression 60.1 [44.3, 20.1[17.7,20.3] 0.350 [0.287, 0.426], p < 0.001
Median [95% CI], weeks 73.1]
Progression free survival 48.1 20.0 [16.1, 20.1] 0.39310.326, 0.473], p < 0.001
Median [95% CI], weeks [36.4, 62.1]
Overall survival 164.3 [145.1, | 136.4[113.1, 161.7] 0.833 [0.687, 1.009], p = 0.045
Median [95% CI], weeks 192.6] 75%
1-year Overall survival rate 82%
Response rate Odds ratio [95% CI1], p-valueb
Overall response [n, %] 212 (60.1) 75 (21.4) 5.53[3.97,7.71], p <0.001
Complete response [n, %] 58 (16.4) 11 (3.1) 6.08 [3.13, 11.80], p <0.001

2 Two-tailed log rank test comparing survival curves between treatment groups.
> Two-tailed continuity-corrected chi-square test.

Myelodysplastic syndromes

The efficacy and safety of lenalidomide were evaluated in patients with transfusion-dependent anemia due to
low- or intermediate-1-risk myelodysplastic syndromes associated with a deletion 5q cytogenetic
abnormality, with or without additional cytogenetic abnormalities, in two main studies: a phase 3,
multicentre, randomised, double-blind, placebo-controlled, 3-arm study of two doses of oral lenalidomide
(10 mg and 5 mg) versus placebo (MDS-004); and a phase 2, a multicentre, single-arm, open-label study of
lenalidomide (10 mg) (MDS-003).

The results presented below represent the intent-to-treat population studied in MDS-003 and MDS-004; with
the results in the isolated Del (5q) sub-population also shown separately.

In study MDS-004, in which 205 patients were equally randomised to receive lenalidomide 10 mg, 5 mg or
placebo, the primary efficacy analysis consisted of a comparison of the transfusion-independence response
rates of the 10 mg and 5 mg lenalidomide arms versus the placebo arm (double-blind phase 16 to 52 weeks
and open-label up to a total of 156 weeks). Patients who did not have evidence of at least a minor erythroid
response after 16 weeks were to be discontinued from treatment. Patients who had evidence of at least a
minor erythroid response could continue therapy until erythroid relapse, disease progression or unacceptable
toxicity. Patients, who initially received placebo or 5 mg lenalidomide and did not achieve at least a minor
erythroid response after 16 weeks of treatment were permitted to switch from placebo to 5 mg lenalidomide
or continue lenalidomide treatment at higher dose (5 mg to 10 mg).

In, study MDS-003, in which 148 patients received lenalidomide at a dose of 10 mg, the primary efficacy

analysis consisted of an evaluation of the efficacy of lenalidomide treatments to achieve haematopoietic
improvement in subjects with low- or intermediate-1 risk myelodysplastic syndromes.
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Table 11. Summary of efficacy results — studies MDS-004 (double-blind phase) and MDS-003, intent-
to-treat populationEndpoint

MDS-004 MDS-003
N =205 N =148
10 mg’ 5mg'’ Placebo* 10 mg
N =69 N =69 N =67 N =148
Transfusion Independence 38 (55.1%) 24 (34.8%) 4 (6.0%) 86 (58.1%)
(> 182 days)”
Transfusion Independence 42 (60.9%) 33 (47.8%) 5(7.5%) 97 (65.5%)
(> 56 days)”
Median Time to Transfusion 4.6 4.1 0.3 4.1
Independence (weeks)
Median Duration of Transfusion NR” NR NR 114.4
Independence (weeks)
Median Increase in Hgb, g/dL 6.4 53 2.6 5.6

T Subjects treated with lenalidomide 10 mg on 21 days of 28-day cycles

T1 Subjects treated with lenalidomide 5 mg on 28 days of 28-day cycles

* The majority of patients on placebo discontinued the double-blind treatment for lack of efficacy after 16 weeks of treatment before entering the
open-label phase

#Associated with an increase in Hgb of > 1g/dL

oo Not reached (i.e. the median was not reached)

In MDS-004, a significant larger proportion of patients with myelodysplastic syndromes achieved the
primary endpoint of transfusion independence (>182 days) on lenalidomide 10 mg compared with placebo
(55.1% vs. 6.0%). Amongst the 47 patients with an isolated Del (5q) cytogenetic abnormality and treated
with lenalidomide 10 mg, 27 patients (57.4%) achieved red blood cell transfusion independence.

The median time to transfusion independence in the lenalidomide 10 mg arm was 4.6 weeks. The median
duration of transfusion independence was not reached in any of the treatment arms but should exceed 2 years
for the lenalidomide-treated subjects. The median increase in haemoglobin (Hgb) from baseline in the 10 mg
arm was 6.4 g/dL.

Additional endpoints of the study included cytogenetic response (in the 10 mg arm major and minor
cytogenetic responses were observed in 30.0% and 24.0% of subjects, respectively), assessment of Health
Related Quality of Life (HRQoL) and progression to acute myeloid leukaemia. Results of the cytogenetic
response and HRQoL were consistent with the findings of the primary endpoint and in favour of
lenalidomide treatment compared to placebo.

In MDS-003, a large proportion of patients with myelodysplastic syndromes achieved transfusion
independence (>182 days) on lenalidomide 10 mg (58.1%). The median time to transfusion independence
was 4.1 weeks. The median duration of transfusion independence was 114.4 weeks. The median increase in
haemoglobin (Hgb) was 5.6 g/dL. Major and minor cytogenetic responses were observed in 40.9% and
30.7% of subjects, respectively.

A large proportion of subjects enrolled in MDS-003 (72.9%) and MDS-004 (52.7%) had received prior
erythropoiesis-stimulating agents.

Mantle cell lymphoma

The efficacy and safety of lenalidomide were evaluated in patients with mantle cell lymphoma in a phase 2,
multicenter, randomised open-label study versus single agent of investigator’s choice in patients who were
refractory to their last regimen or had relapsed one to three times (study MCL-002).

Patients who were at least 18 years of age with histologically-proven MCL and CT-measurable disease were
enrolled. Patients were required to have received adequate previous treatment with at least one prior
combination chemotherapy regimen. Also, patients had to be ineligible for intensive chemotherapy and/or
transplant at time of inclusion in the study. Patients were randomised 2:1 to the lenalidomide or the control
arm. The investigator’s choice treatment was selected before randomisation and consisted of monotherapy
with either chlorambucil, cytarabine, rituximab, fludarabine, or gemcitabine.
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Lenalidomide was administered orally 25 mg once daily for the first 21 days (D1 to D21) of repeating
28-day cycles until progression or unacceptable toxicity. Patients with moderate renal insufficiency were to
receive a lower starting dose of lenalidomide 10 mg daily on the same schedule.

The baseline demographic were comparable between the lenalidomide arm and control arm. Both patient
populations presented a median age of 68.5 years with comparable male to female ratio. The ECOG
performance status was comparable between both groups, as was the number of prior therapies.

The primary efficacy endpoint in study MCL-002 was progression-free survival (PFS).

The efficacy results for the Intent-to-Treat (ITT) population were assessed by the Independent Review
Committee (IRC), and are presented in the table below.

Table 12. Summary of efficacy results — study MCL-002, intent-to-treat population

Lenalidomide Arm Control Arm

N=170 N =84
PFS
PFS, median®[95% CI]® (weeks) 37.6 [24.0, 52.6] 22.7[15.9,30.1]
Sequential HR [95% CIJ° 0.61[0.44, 0.84]
Sequential log-rank test, p-value® 0.004
Response?, n (%)
Complete response (CR) 8(4.7) 0 (0.0)
Partial response (PR) 60 (35.3) 9 (10.7)
Stable disease (SD)" 50 (29.4) 44 (52.4)
Progressive disease (PD) 34 (20.0) 26 (31.0)
Not done/Missing 18 (10.6) 5(6.0)
ORR (CR, CRu, PR), n (%) [95% CI]* 68 (40.0) [32.58, 47.78] 9 (10.7)%[5.02, 19.37]
p-value® < 0.001
CRR (CR, CRu), n (%) [95% CIJ* 8 (4.7)[2.05, 9.06] | 0(0.0)[95.70, 100.00]
p-value® 0.043
Duration of Response, median®[95% CI] (weeks) 69.6 [41.1, 86.7] | 45.1[36.3, 80.9]
Overall Survival
HR [95% CIJ° 0.89 [0.62, 1.28]
Log-rank test, p-value 0.520

CI = confidence interval; CRR = complete response rate; CR = complete response; CRu = complete response unconfirmed; DMC = Data Monitoring
Committee; ITT = intent-to-treat; HR = hazard ratio; KM = Kaplan-Meier; MIPI = Mantle Cell Lymphoma International Prognostic Index; NA = not
applicable; ORR = overall response rate; PD = progressive disease; PFS = progression-free survival; PR= partial response; SCT = stem cell
transplantation; SD = stable disease; SE = standard error.

2 The median was based on the KM estimate.

b Range was calculated as 95% CIs about the median survival time.

¢ The mean and median are the univariate statistics without adjusting for censoring.

d The stratification variables included time from diagnosis to first dose (< 3 years and > 3 years), time from last prior systemic anti-lymphoma therapy
to first dose (< 6 months and > 6 months), prior SCT (yes or no), and MIPI at baseline (low, intermediate, and high risk).

¢ Sequential test was based on a weighted mean of a log-rank test statistic using the unstratified log-rank test for sample size increase and the
unstratified log-rank test of the primary analysis. The weights are based on observed events at the time the third DMC meeting was held and based on
the difference between observed and expected events at the time of the primary analysis. The associated sequential HR and the corresponding 95% CI
are presented.

In study MCL-002 in the ITT population, there was an overall apparent increase in deaths within 20 weeks in
the lenalidomide arm 22/170 (13%) versus 6/84 (7%) in the control arm. In patients with high tumour
burden, corresponding figures were 16/81 (20%) and 2/28 (7%) (see section 4.4).

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
lenalidomide in all subsets of the paediatric population in multiple myeloma, myelodysplastic syndromes and
mantle cell lymphoma (see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Lenalidomide has an asymmetric carbon atom and can therefore exist as the optically active forms S(-) and
R(+). Lenalidomide is produced as a racemic mixture. Lenalidomide is generally more soluble in organic
solvents but exhibits the greatest solubility in 0.1N HCI buffer.

Absorption
Lenalidomide is rapidly absorbed following oral administration in healthy volunteers, under fasting

conditions, with maximum plasma concentrations occurring between 0.5 and 2 hours post-dose. In patients,
as well as in healthy volunteers, the maximum concentration (Cmax) and area-under-the-concentration time
curve (AUC) increase proportionally with increases in dose. Multiple dosing does not cause marked
medicinal product accumulation. In plasma, the relative exposures of the S- and R- enantiomers of
lenalidomide are approximately 56% and 44%, respectively.

Co-administration with a high-fat and high-calorie meal in healthy volunteers reduces the extent of
absorption, resulting in an approximately 20% decrease in area under the concentration versus time curve
(AUC) and 50% decrease in Cmax in plasma. However, in the main multiple myeloma and myelodysplastic
syndromes registration trials where the efficacy and safety were established for lenalidomide, the medicinal
product was administered without regard to food intake. Thus, lenalidomide can be administered with or
without food.

Population pharmacokinetic analyses indicate that the oral absorption rate of lenalidomide is similar among
MM, MDS and MCL patients.

Distribution
In vitro (**C)-lenalidomide binding to plasma proteins was low with mean plasma protein binding at 23%
and 29% in multiple myeloma patients and healthy volunteers, respectively.

Lenalidomide is present in human semen (< 0.01% of the dose) after administration of 25 mg/day and the
medicinal product is undetectable in semen of a healthy subject 3 days after stopping the substance (see
section 4.4).

Biotransformation and elimination

Results from human in vitro metabolism studies indicate that lenalidomide is not metabolised by cytochrome
P450 enzymes suggesting that administration of lenalidomide with medicinal products that inhibit
cytochrome P450 enzymes is not likely to result in metabolic medicinal product interactions in humans. /n
vitro studies indicate that lenalidomide has no inhibitory effect on CYP1A2, CYP2C9, CYP2C19, CYP2D6,
CYP2EL, CYP3A, or UGT1ALI. Therefore, lenalidomide is unlikely to cause any clinically relevant
medicinal product interactions when co-administered with substrates of these enzymes.

In vitro studies indicate that lenalidomide is not a substrate of human breast cancer resistance protein
(BCRP), multidrug resistance protein (MRP) transporters MRP1, MRP2, or MRP3, organic anion
transporters (OAT) OAT1 and OAT3, organic anion transporting polypeptide 1B1 (OATP1B1), organic
cation transporters (OCT) OCT1 and OCT2, multidrug and toxin extrusion protein (MATE) MATEI, and
organic cation transporters novel (OCTN) OCTN1 and OCTN2.

In vitro studies indicate that lenalidomide has no inhibitory effect on human bile salt export pump (BSEP),
BCRP, MRP2, OAT1, OAT3, OATP1B1, OATP1B3, and OCT2.

A majority of lenalidomide is eliminated through urinary excretion. The contribution of renal excretion to
total clearance in subjects with normal renal function was 90%, with 4% of lenalidomide eliminated in
faeces.

Lenalidomide is poorly metabolized as 82% of the dose is excreted unchanged in urine. Hydroxy-
lenalidomide and N-acetyl-lenalidomide represent 4.59% and 1.83% of the excreted dose, respectively. The
renal clearance of lenalidomide exceeds the glomerular filtration rate and therefore is at least actively
secreted to some extent.
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At doses of 5 to 25 mg/day, half-life in plasma is approximately 3 hours in healthy volunteers and ranges
from 3 to 5 hours in patients with multiple myeloma, myelodysplastic syndromes or mantle cell lymphoma.

Older people
No dedicated clinical studies have been conducted to evaluate pharmacokinetics of lenalidomide in the

elderly. Population pharmacokinetic analyses included patients with ages ranging from 39 to 85 years old
and indicate that age does not influence lenalidomide clearance (exposure in plasma). Because elderly
patients are more likely to have decreased renal function, care should be taken in dose selection and it would
be prudent to monitor renal function.

Renal impairment

The pharmacokinetics of lenalidomide was studied in subjects with renal impairment due to nonmalignant
conditions. In this study, two methods were used to classify renal function: the urinary creatinine clearance
measured over 24 hours and the creatinine clearance estimated by Cockcroft-Gault formula. The results
indicate that as renal function decreases (< 50 mL/min), the total lenalidomide clearance decreases
proportionally resulting in an increase in AUC. The AUC was increased by approximately 2.5, 4 and 5-fold
in subjects with moderate renal impairment, severe renal impairment, and end-stage renal disease,
respectively, compared to the group combining subjects with normal renal function and subjects with mild
renal impairment. The half-life of lenalidomide increased from approximately 3.5 hours in subjects with
creatinine clearance > 50 mL/min to more than 9 hours in subjects with reduced renal function < 50 mL/min.
However, renal impairment did not alter the oral absorption of lenalidomide. The Crnax Was similar between
healthy subjects and patients with renal impairment. Approximately 30% of the medicinal product in the
body was removed during a single 4-hour dialysis session. Recommended dose adjustments in patients with
impaired renal function are described in section 4.2.

Hepatic impairment

Population pharmacokinetic analyses included patients with mild hepatic impairment (N=16, total bilirubin
>1 to <1.5 x ULN or AST > ULN) and indicate that mild hepatic impairment does not influence
lenalidomide clearance (exposure in plasma). There are no data available for patients with moderate to severe
hepatic impairment.

Other intrinsic factors

Population pharmacokinetic analyses indicate that body weight (33- 135 kg), gender, race and type of
haematological malignancy (MM, MDS or MCL) do not have a clinically relevant effect on lenalidomide
clearance in adult patients.

5.3 Preclinical safety data

An embryofoetal development study has been conducted in monkeys administered lenalidomide at doses
from 0.5 and up to 4 mg/kg/day. Findings from this study indicate that lenalidomide produced external
malformations including non-patent anus and malformations of upper and lower extremities (bent, shortened,
malformed, malrotated and/or absent part of the extremities, oligo and/or polydactyly) in the offspring of
female monkeys who received the active substance during pregnancy.

Various visceral effects (discoloration, red foci at different organs, small colourless mass above atrio-
ventricular valve, small gall bladder, malformed diaphragm) were also observed in single foetuses.

Lenalidomide has a potential for acute toxicity; minimum lethal doses after oral administration were > 2000
mg/kg/day in rodents. Repeated oral administration of 75, 150 and 300 mg/kg/day to rats for up to 26 weeks
produced a reversible treatment-related increase in kidney pelvis mineralisation in all 3 doses, most notably
in females. The no observed adverse effect level (NOAEL) was considered to be less than 75 mg/kg/day, and
is approximately 25-fold greater than the human daily exposure based on AUC exposure. Repeated oral
administration of 4 and 6 mg/kg/day to monkeys for up to 20 weeks produced mortality and significant
toxicity (marked weight loss, reduced red and white blood cell and platelet counts, multiple organ
haemorrhage, gastrointestinal tract inflammation, lymphoid, and bone marrow atrophy). Repeated oral
administration of 1 and 2 mg/kg/day to monkeys for up to 1 year produced reversible changes in bone
marrow cellularity, a slight decrease in myeloid/erythroid cell ratio and thymic atrophy. Mild suppression of
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white blood cell count was observed at 1 mg/kg/day corresponding to approximately the same human dose
based on AUC comparisons.

In vitro (bacterial mutation, human lymphocytes, mouse lymphoma, Syrian Hamster Embryo cell
transformation) and in vivo (rat micronucleus) mutagenicity studies revealed no drug related effects at either
the gene or chromosomal level. Carcinogenicity studies with lenalidomide have not been conducted.

Developmental toxicity studies were previously conducted in rabbits. In these studies, rabbits were
administered 3, 10 and 20 mg/kg/day orally. An absence of the intermediate lobe of the lung was observed at
10 and 20 mg/kg/day with dose dependence and displaced kidneys were observed at 20 mg/kg/day. Although
it was observed at maternotoxic levels they may be attributable to a direct effect. Soft tissue and skeletal
variations in the foetuses were also observed at 10 and 20 mg/kg/day.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule contents
Anhydrous lactose
Microcrystalline cellulose
Croscarmellose sodium
Magnesium stearate

Capsule shell
Revlimid 2.5 mg/ 10 mg/ 20 mg hard capsules

Gelatin

Titanium dioxide (E171)
Indigo carmine (E132)
Yellow iron oxide (E172)

Revlimid 5 mg/ 25 mg hard capsules
Gelatin
Titanium dioxide (E171)

Revlimid 7.5 mg hard capsules
Gelatin

Titanium dioxide (E171)
Yellow iron oxide (E172)

Revlimid 15 mg hard capsules
Gelatin

Titanium dioxide (E171)
Indigo carmine (E132)

Printing ink

Shellac

Propylene glycol

Black iron oxide (E172)
Potassium hydroxide

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

3 years.
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6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Polyvinylchloride (PVC) / Polychlorotrifluoroethylene (PCTFE) / Aluminium foil blisters containing 7 hard
capsules.

Revlimid 2.5 mg/ 5 mg/ 7.5 mg/ 10 mg/ 15 mg/ 20 mg/ 25 mg hard capsules
Pack size of 7 or 21 capsules. Not all pack sizes may be available.

6.6  Special precautions for disposal and other handling

Capsules should not be opened or crushed. If powder from lenalidomide makes contact with the skin, the
skin should be washed immediately and thoroughly with soap and water. If lenalidomide makes contact with
the mucous membranes, they should be thoroughly flushed with water.

Any unused product or waste material should be returned to the pharmacist for safe disposal in accordance
with local requirements.

7. MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

Revlimid 2.5 mg hard capsules
EU/1/07/391/005
EU/1/07/391/007

Revlimid 5 mg hard capsules
EU/1/07/391/001
EU/1/07/391/008

Revlimid 7.5 mg hard capsules
EU/1/07/391/006
EU/1/07/391/012

Revlimid 10 mg hard capsules
EU/1/07/391/002
EU/1/07/391/010

Revlimid 15 mg hard capsules
EU/1/07/391/003
EU/1/07/391/011

Revlimid 20 mg hard capsules
EU/1/07/391/009
EU/1/07/391/013
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Revlimid 25 mg hard capsules
EU/1/07/391/004
EU/1/07/391/014

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 14 June 2007

Date of latest renewal: 16 February 2017

10. DATE OF REVISION OF THE TEXT

13/05/2019

Detailed information on this medicinal product is available on the website of the European Medicines Agency:
http://www.ema.europa.eu/.
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ANNEX II
A.  MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE
B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsible for batch release

Celgene Distribution B.V.
Winthontlaan 6 N

3526 KV Utrecht
Netherlands

The printed package leaflet of the medicinal product must state the name and address of the manufacturer
responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING THE SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING AUTHORISATION

. Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE USE
OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the agreed
RMP presented in module 1.8.2 of the Marketing Authorisation and any agreed subsequent updates of the
RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e  Whenever the risk management system is modified, especially as the result of new information being
received that may lead to a significant change to the benefit/risk profile or as the result of an
important (pharmacovigilance or risk minimisation) milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the same
time.

. Additional risk minimisation measures
1. The MAH shall agree the details of a controlled distribution system with the National Competent

Authorities and must implement such programme nationally to ensure that:

e Prior to launch, all doctors who intend to prescribe Revlimid and all pharmacists who may dispense
Revlimid receive a direct healthcare professional communication as described below.

e Prior to prescribing (and where appropriate, and in agreement with the national competent authority,
prior to dispensing) all healthcare professionals who intend to prescribe (and dispense) Revlimid are
provided with a physician information pack containing the following:

o Educational health care professional’s kit
Educational brochures for patients
Patient cards
Summary of product characteristics (SmPC) and package leaflet and labelling.

o O O
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2. The MAH shall implement a pregnancy prevention programme (PPP) in each Member State. Details of
the PPP should be agreed with the National Competent Authorities in each Member State and put in
place prior to the launch of the product.

3. The MAH should agree the final text of the Direct Healthcare Professional Communication and the
physician information pack contents with the National Competent Authority in each Member State and
ensure that the materials contain the key elements as described below.

4. The MAH should agree on the implementation of the patient card system in each Member State.

5. The MAH should also agree with each Member State:

o The details of the implementation of the MDS Post-Authorisation Safety Study (MDS PASS)

Key elements to be included

Direct Healthcare Professional Communications

The Direct Healthcare Professional Communication prior to launch shall consist of two parts:
e A core text as agreed by the CHMP.
e National specific requirements agreed with the National Competent Authority regarding:
o Distribution of the product
o To ensure that all appropriate measures have been performed prior to Revlimid being
dispensed

The Educational Healthcare Professional’s Kit

The Educational Health Care Professional’s Kit shall contain the following elements:
e Brief background on lenalidomide and its licensed indication
e Posology
e Maximum duration of treatment prescribed
o 4 weeks treatment for women with childbearing potential
o 12 weeks treatment for men and women without childbearing potential

e The need to avoid foetal exposure due to teratogenicity of lenalidomide in animals and the expected
teratogenic effect of lenalidomide in humans including a summary of the results of study CC-5013-
TOX-004

e Obligations of the health care professional in relation to the prescribing of Revlimid

o Need to provide comprehensive advice and counselling to patients
o That patients should be capable of complying with the requirements for the safe use of
Revlimid
o Need to provide patients with appropriate patient educational brochure and patient card
e Safety advice relevant to all patients
o Disposal of unwanted medicine
o Local country specific arrangements for a prescription for Revlimid to be dispensed
o Description of risk of tumour flare reaction in MCL patients
o Description of the risk of progression to AML in MDS patients including incidence rates
from clinical trials
o Description of risk of SPM
e Description of the PPP and categorisation of patients based on sex and childbearing potential
o Algorithm for implementation of PPP
o Definition of women of childbearing potential (WCBP) and actions the physician should
take if unsure

e Safety advice for women of childbearing potential

o The need to avoid foetal exposure
o Description of the PPP
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o Need for adequate contraception (even if woman has amenorrhoea) and definition of
adequate contraception
o Pregnancy test regime
*  Advice on suitable tests
» Before commencing treatment
* During treatment based on method of contraception
»  After finishing treatment
o Need to stop Revlimid immediately upon suspicion of pregnancy
o Need to tell treating doctor immediately upon suspicion of pregnancy
e Safety advice for men
o The need to avoid foetal exposure
o The need to use condoms if sexual partner is pregnant or a WCBP not using effective
contraceptions (even if man has had a vasectomy)
*  During Revlimid treatment
= For at least 7 days following final dose.
o That if his partner becomes pregnant whilst he is taking Revlimid or shortly after he has
stopped taking Revlimid he should inform his treating doctor immediately
e Requirements in the event of pregnancy
o Instructions to stop Revlimid immediately upon suspicion of pregnancy, if female patient
o Need to refer to physician specialised or experienced in dealing with teratology and its
diagnosis for evaluation and advice
o Local contact details for reporting of any suspected pregnancy
o Pregnancy reporting form
e  Check list for physicians ensuring that patients receive the appropriate counselling concerning the
treatment, contraceptive methods and pregnancy prevention appropriate for their sex and
childbearing status at treatment initiation.
e Details on the MDS PASS emphasizing that prior to prescribing Revlimid, the healthcare
professionals should enroll MDS patients into the PASS.
e Adverse event reporting forms

Educational Brochures for patients

The Educational brochures for patients should be of 3 types:
e Brochure for women patients of childbearing potential
e Brochure for women patients who are not of childbearing potential
e Brochure for male patients

All patient brochures should contain the following elements:
e That lenalidomide is teratogenic in animals and is expected to be teratogenic in humans

Description of the patient card and its necessity

Disposal of unwanted medicine

Guidance on handling lenalidomide for patients, caregivers and family members

National or other applicable specific arrangements for a prescription for Revlimid to be dispensed

That the patient should not give Revlimid to any other person

That the patient should not donate blood during therapy (including during dose interruptions) and for

at least 7 days after discontinuation of Revlimid treatment

That the patient should tell their doctor about any adverse events

e That a study is being conducted to collect information regarding the safety of the medicinal product
and to monitor its appropriate use; and that MDS patients should be included in the study prior to the
start of the treatment with Revlimid

The following information should also be provided in the appropriate brochure:

Brochure for women patients with childbearing potential
e The need to avoid foetal exposure
e Description of the PPP
e Need for adequate contraception and definition of adequate contraception
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e Pregnancy test regime
o Before commencing treatment
o During treatment, at least every 4 weeks except in case of confirmed tubal sterilisation
o After finishing treatment

e The need to stop Revlimid immediately upon suspicion of pregnancy

e The need to contact their doctor immediately upon suspicion of pregnancy

Brochure for male patients
e The need to avoid foetal exposure
e The need to use condoms if sexual partner is pregnant or a WCBP not using effective contraceptions
(even if man has had vasectomy)
o During Revlimid treatment
o For at least 7 days following final dose
e That if his partner becomes pregnant he should inform his treating doctor immediately
e That he should not donate semen or sperm during therapy (including during dose interruptions) and
at least for 7 days after discontinuation of Revlimid treatment

Patient Card

The patient card shall contain the following elements:
e Verification that appropriate counselling has taken place
e Documentation of childbearing status potential
e Pregnancy test dates and results

¢ Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date

Post-authorisation non-interventional, safety studies of patients Annual safety updates with PSURs
with myelodysplastic syndromes (MDS) treated with

lenalidomide to gather safety data on the use of lenalidomide in Final report of study results:

MDS patients and monitor off-label use (CC-5013-MDS-010 and | ¢  CC-5013-MDS-010, Q1 2023
CC-5013-MDS-012). e (CC-5013-MDS-012, Q3 2023
A post-authorisation non-interventional, safety study of Annual safety updates with PSURs
transplant-ineligible patients with newly diagnosed multiple

myeloma (NDMM) treated with lenalidomide to gather safety Final report of study results: 01
data on the use of lenalidomide in NDMM patients. December 2025
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 2.5 mg hard capsules
lenalidomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 2.5 mg lenalidomide.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 hard capsules
21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

WARNING: Risk of severe birth defects. Do not use while pregnant or breastfeeding.
You must follow the Revlimid Pregnancy Prevention Programme.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Return unused medicines to the pharmacist.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/391/007 7 hard capsules
EU/1/07/391/005 21 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

Revlimid 2.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 2.5 mg hard capsules
lenalidomide

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 5 mg hard capsules
lenalidomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 5 mg lenalidomide.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 hard capsules
21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

WARNING: Risk of severe birth defects. Do not use while pregnant or breastfeeding.
You must follow the Revlimid Pregnancy Prevention Programme.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Return unused medicines to the pharmacist.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/391/008 7 hard capsules
EU/1/07/391/001 21 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

Revlimid 5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 5 mg hard capsules
lenalidomide

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 7.5 mg hard capsules
lenalidomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 7.5 mg lenalidomide.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 hard capsules
21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

WARNING: Risk of severe birth defects. Do not use while pregnant or breastfeeding.
You must follow the Revlimid Pregnancy Prevention Programme.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Return unused medicines to the pharmacist.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/391/012 7 hard capsules
EU/1/07/391/006 21 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

Revlimid 7.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 7.5 mg hard capsules
lenalidomide

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 10 mg hard capsules
lenalidomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 10 mg lenalidomide.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 hard capsules
21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

WARNING: Risk of severe birth defects. Do not use while pregnant or breastfeeding.
You must follow the Revlimid Pregnancy Prevention Programme.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Return unused medicines to the pharmacist.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/391/010 7 hard capsules
EU/1/07/391/002 21 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

Revlimid 10 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 10 mg hard capsules
lenalidomide

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 15 mg hard capsules
lenalidomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 15 mg lenalidomide.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 hard capsules
21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

WARNING: Risk of severe birth defects. Do not use while pregnant or breastfeeding.
You must follow the Revlimid Pregnancy Prevention Programme.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Return unused medicines to the pharmacist.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/391/011 7 hard capsules
EU/1/07/391/003 21 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

Revlimid 15 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 15 mg hard capsules
lenalidomide

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 20 mg hard capsules
lenalidomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 20 mg lenalidomide.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 hard capsules
21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

WARNING: Risk of severe birth defects. Do not use while pregnant or breastfeeding.
You must follow the Revlimid Pregnancy Prevention Programme.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Return unused medicines to the pharmacist.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/391/013 7 hard capsules
EU/1/07/391/009 21 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

Revlimid 20 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 20 mg hard capsules
lenalidomide

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 25 mg hard capsules
lenalidomide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 25 mg lenalidomide.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 hard capsules
21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

WARNING: Risk of severe birth defects. Do not use while pregnant or breastfeeding.
You must follow the Revlimid Pregnancy Prevention Programme.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Return unused medicines to the pharmacist.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/391/014 7 hard capsules
EU/1/07/391/004 21 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

Revlimid 25 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2 D bar code carrying the unique identifier

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Revlimid 25 mg hard capsules
lenalidomide

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Celgene Europe B.V.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Revlimid 2.5 mg hard capsules
Revlimid 5 mg hard capsules
Revlimid 7.5 mg hard capsules
Revlimid 10 mg hard capsules
Revlimid 15 mg hard capsules
Revlimid 20 mg hard capsules
Revlimid 25 mg hard capsules

lenalidomide

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how to
report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
their signs of illness are the same as yours.

- If you get any side effects talk to your doctor or pharmacist. This includes any possible side effects not
listed in this leaflet. See section 4.

What is in this leaflet

1. What Revlimid is and what it is used for

2. What you need to know before you take Revlimid
3. How to take Revlimid

4, Possible side effects

5. How to store Revlimid

6. Contents of the pack and other information

1. What Revlimid is and what it is used for

What Revlimid is
Revlimid contains the active substance ‘lenalidomide’. This medicine belongs to a group of medicines which
affect how your immune system works.

What Revlimid is used for
Revlimid is used in adults for:

1. Multiple myeloma

2. Myelodysplastic syndromes
3. Mantle cell lymphoma

Multiple myeloma

Multiple myeloma is a type of cancer which affects a certain kind of white blood cell, called the plasma cell.
These cells collect in the bone marrow and divide, becoming out of control. This can damage the bones and
kidneys.

Multiple myeloma generally cannot be cured. However, the signs and symptoms can be greatly reduced or
disappear for a period of time. This is called a ‘response’.

Newly diagnosed multiple myeloma — in patients who have had a bone marrow transplant
Revlimid is used on its own as a maintenance therapy after patients have recovered enough following a bone
marrow transplant.
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Newly diagnosed multiple myeloma — in patients who cannot have a bone marrow transplant

Revlimid is taken with other medicines. These may include:

e achemotherapy medicine called ‘bortezomib’

e an anti-inflammatory medicine called ‘dexamethasone’

e achemotherapy medicine called ‘melphalan’ and

e an immunosuppressant medicine called ‘prednisone’.

You will take these other medicines at the start of treatment and then continue to take Revlimid on its own.

If you are aged 75 years or older or have moderate to severe kidney problems - your doctor will check you
carefully before starting treatment.

Multiple myeloma — in patients who have had treatment before
Revlimid is taken together with an anti-inflammatory medicine called ‘dexamethasone’.

Revlimid can stop the signs and symptoms of multiple myeloma getting worse. It has also been shown to
delay multiple myeloma from coming back following treatment.

Myelodysplastic syndromes (MDS)

MDS are a collection of many different blood and bone marrow diseases. The blood cells become abnormal
and do not function properly. Patients can experience a variety of signs and symptoms including a low red
blood cell count (anemia), the need for a blood transfusion, and be at risk of infection.

Revlimid is used alone to treat adult patients who have been diagnosed with MDS, when all of the following

apply:

e you need regular blood transfusions to treat low levels of red blood cells (‘transfusion-dependent
anemia’)

e you have an abnormality of cells in the bone marrow called an ‘isolated deletion 5q cytogenetic
abnormality’. This means your body does not make enough healthy blood cells

e other treatments have been used before, are not suitable or do not work well enough.

Revlimid can increase the number of healthy red blood cells that the body produces by reducing the number

of abnormal cells:

e this can reduce the number of blood transfusions needed. It is possible that no transfusions will be
needed.

Mantle cell lymphoma (MCL)

MCL is a cancer of part of the immune system (the lymph tissue). It affects a type of white blood cell called
‘B-lymphocytes’ or B-cells. MCL is a disease where B-cells grow in an uncontrolled way and build up in the
lymph tissue, bone marrow or blood.

Revlimid is used alone to treat adult patients who have previously been treated with other medicines.

How Revlimid works

Revlimid works by affecting the body’s immune system and directly attacking the cancer. It works in a
number of different ways:

e by stopping the cancer cells developing

e by stopping blood vessels growing in the cancer

e by stimulating part of the immune system to attack the cancer cells.
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2. What you need to know before you take Revlimid

You must read the package leaflet of all medicinal products to be taken in combination with Revlimid
before starting treament with Revlimid.

Do not take Revlimid:

e if'you are pregnant, think you may be pregnant or are planning to become pregnant, as Revlimid is
expected to be harmful to an unborn child (see section 2, ‘Pregnancy, breast-feeding and
contraception — information for women and men’).

e if'you are able to become pregnant, unless you follow all the necessary measures to prevent you from
becoming pregnant (see section 2, ‘Pregnancy, breast-feeding and contraception — information for
women and men’). If you are able to become pregnant, your doctor will record with each prescription
that the necessary measures have been taken and provide you with this confirmation.

e if'you are allergic to lenalidomide or any of the other ingredients of this medicine listed in section 6. If
you think you may be allergic, ask your doctor for advice.

If any of these apply to you, do not take Revlimid. Talk to your doctor if you are not sure.

Warnings and precautions

Talk to your doctor, pharmacist or nurse before taking Revlimid if:

e you have had blood clots in the past - you have an increased risk of developing blood clots in the veins
and arteries during treatment

e you have any signs of an infection, such as a cough or fever

e you have or have ever had previous viral infection, particularly: hepatitis B infection, varicella zoster,
HIV. If you are in doubt, talk to your doctor. Treatment with Revlimid may cause the virus to become
active again, in patients who carry the virus. This results in a recurrence of the infection. Your doctor
should check whether you have ever had hepatitis B infection

e you have kidney problems - your doctor may adjust your dose of Revlimid

e you have had a heart attack, have ever had a blood clot, or if you smoke, have high blood pressure or
high cholesterol levels

e you have had an allergic reaction whilst taking thalidomide (another medicine used to treat multiple
myeloma) such as rash, itching, swelling, dizziness or trouble breathing

e you have experienced in the past a combination of any of the following symptoms: widespread rash, red
skin, high body temperature, flu-like symptoms, liver enzyme elevations, blood abnormalities
(eosinophilia), enlarged lymph nodes — these are signs of a severe skin reaction called Drug Reaction
with Eosinophilia and Systemic Symptoms which is also known as DRESS or drug hypersensitivity
syndrome. (see also section 4 “Possible side effects”).

If any of the above apply to you, tell your doctor, pharmacist or nurse before starting treatment.

At any time during or after your treatment, tell your doctor or nurse immediately if you: experience blurred,
loss of or double vision, difficulty speaking, weakness in an arm or a leg, a change in the way you walk or
problems with your balance, persistent numbness, decreased sensation or loss of sensation, memory loss or
confusion. These may all be symptoms of a serious and potentially fatal brain condition known as
progressive multifocal leukoencephalopathy (PML). If you had these symptoms prior to treatment with
lenalidomide, tell your doctor about any change in these symptoms.

Tests and checks

Before and during the treatment with Revlimid you will have regular blood tests. This is because Revlimid
may cause a fall in the blood cells that help fight infection (white blood cells) and help the blood to clot
(platelets).

Your doctor will ask you to have a blood test:

e before treatment

e cvery week for the first 8 weeks of treatment

e then at least every month after that.

82



190513_V.48 Revlimid EU PI EN

For patients with MDS taking Revlimid

If you have MDS, you may be more likely to get a more advanced condition called acute myeloid leukaemia
(AML). In addition, it is not known how Revlimid affects the chances of you getting AML. Your doctor may
therefore do tests to check for signs which may better predict the likelihood of you getting AML during your
treatment with Revlimid.

For patients with MCL taking Revlimid

Your doctor will ask you to have a blood test:

e Dbefore treatment

every week for the first 8 weeks (2 cycles) of treatment

then every 2 weeks in cycles 3 and 4 (see section 3 ‘Treatment cycle’ for more information)
after this it will happen at the start of each cycle and

at least every month.

Your doctor may check if you have a high total amount of tumour throughout the body, including your bone
marrow. This could lead to a condition where the tumours break down and cause unusual levels of chemicals
in the blood which can lead to kidney failure (this condition is called ‘Tumour Lysis Syndrome”’).

Your doctor may check you for changes to your skin such as red spots or rashes.

Your doctor may adjust your dose of Revlimid or stop your treatment based on the results of your blood tests
and on your general condition. If you are newly diagnosed, your doctor may also assess your treatment based
on your age and other conditions you already have.

Blood donation
You should not donate blood during treatment and for at least 7 days after the end of treatment.

Children and adolescents
Revlimid is not recommended for use in children and adolescents under 18 years.

Elderly and people with kidney problems
If you are aged 75 years or older or have moderate to severe kidney problems - your doctor will check you
carefully before starting treatment.

Other medicines and Revlimid

Tell your doctor or nurse if you are taking or have recently taken any other medicines. This is because
Revlimid can affect the way some other medicines work. Also, some other medicines can affect the way
Revlimid works.

In particular, tell your doctor or nurse if you are taking any of the following medicines:

e some medicines used to prevent pregnancy such as oral contraceptives, as they may stop working
e some medicines used for heart problems — such as digoxin

e some medicines used to thin the blood — such as warfarin.

Pregnancy, breast-feeding and contraception - information for women and men

Pregnancy

For women taking Revlimid

e  You must not take Revlimid if you are pregnant, as it is expected to be harmful to an unborn baby.

¢ You must not become pregnant while taking Revlimid. Therefore you must use effective methods of
contraception if you are a woman of childbearing potential (see ‘Contraception’).

e Ifyou do become pregnant during your treatment with Revlimid, you must stop the treatment and inform
your doctor immediately.

83



190513_V.48 Revlimid EU PI EN

For men taking Revlimid

e If your partner becomes pregnant whilst you are taking Revlimid, you should inform your doctor
immediately. It is recommended that your partner seeks medical advice.

e You must also use effective methods of contraception (see ‘Contraception’).

Breast-feeding
You must not breast-feed when taking Revlimid, as it is not known if Revlimid passes into breast milk.

Contraception

For women taking Revlimid

Before starting the treatment, ask your doctor if you are able to become pregnant, even if you think this is
unlikely.

If you are able to become pregnant

e you will have pregnancy tests under the supervision of your doctor (before every treatment, at least every
4 weeks during treatment, and at least 4 weeks after the treatment has finished) except where it has been
confirmed that the fallopian tubes have been severed and sealed, to stop eggs from reaching the uterus
(tubal sterilisation)

AND

e you must use effective methods of contraception for at least 4 weeks before starting treatment, during
treatment, and until at least 4 weeks after stopping treatment. Your doctor will advise you on appropriate
methods of contraception.

For men taking Revlimid

Revlimid passes into human semen. If your female partner is pregnant or able to become pregnant, and she
does not use effective methods of contraception, you must use condoms during treatment and for at least 7
days after the end of treatment, even if you have had a vasectomy.

Driving and using machines
Do not drive or operate machines if you feel dizzy, tired, sleepy, have vertigo or blurred vision after taking
Revlimid.

Revlimid contains lactose
Revlimid contains lactose. If you have been told by your doctor that you have intolerance to some sugars,
contact your doctor before taking this medicine.

3. How to take Revlimid

Revlimid must be given to you by healthcare professionals with experience in treating multiple myeloma,

MDS or MCL.

e  When Revlimid is used to treat multiple myeloma in patients who cannot have a bone marrow transplant
or have had other treatments before, it is taken with other medicines (see section 1 “What Revlimid is
used for’).

e  When Revlimid is used to treat multiple myeloma in patients who have had a bone marrow transplant or
to treat patients with MDS or MCL, it is taken alone.

Always take Revlimid exactly as your doctor has told you. Check with your doctor or pharmacist if you are
not sure.

If you are taking Revlimid in combination with other medicines, you should refer to the package leaflets for
these medicines for further information on their use and effects.
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Treatment cycle

Revlimid is taken on certain days over 3 weeks (21 days).

e Every 21 days is called a ‘treatment cycle’.

e Depending on the day of the cycle, you will take one or more of the medicines. However, on some days
you do not take any of the medicines.

e After completing every 21-day cycle, you should start a new ‘cycle’ over the next 21 days.

OR

Revlimid is taken on certain days over 4 weeks (28 days).

e  Every 28 days is called a ‘treatment cycle’.

e  Depending on the day of the cycle, you will take one or more of the medicines. However, on some days

you do not take any of the medicines.
e  After completing every 28-day cycle, you should start a new ‘cycle’ over the next 28 days.

How much Revlimid to take

Before you start treatment, your doctor will tell you:

e how much Revlimid you should take

e how much of the other medicines you should take in combination with Revlimid, if any
e on what days of your treatment cycle to take each medicine.

How and when to take Revlimid

e swallow the capsules whole, preferably with water.

e do not break, open or chew the capsules. If powder from a broken Revlimid capsule makes contact with
the skin, wash the skin immediately and thoroughly with soap and water.

e the capsules can be taken either with or without food.

e you should take Revlimid at about the same time on the scheduled days.

Taking this medicine

To remove the capsule from the blister:

e press only one end of the capsule out to push it through the foil

e do not put pressure on the centre of the capsule, as this can cause it to break.

/I

Duration of the treatment with Revlimid
Revlimid is taken in treatment cycles, each cycle lasting 21 or 28 days (see above ‘Treatment cycle’). You
should continue the cycles of treatment until your doctor tells you to stop.

If you take more Revlimid than you should
If you take more Revlimid than was prescribed, tell your doctor immediately.

If you forget to take Revlimid

If you forget to take Revlimid at your regular time and:

e less than 12 hours have passed - take your capsule immediately.

e more than 12 hours have passed - do not take your capsule. Take your next capsule at the usual time the
next day.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.
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4. Possible side effects
Like all medicines, Revlimid can cause side effects, although not everybody gets them.

Serious side effects which may affect more than 1 in 10 people (very common)

Revlimid may reduce the number of white blood cells that fight infection and also the blood cells which help
the blood to clot (platelets) which may lead to bleeding disorders such as nosebleeds and bruising.

Revlimid may also cause blood clots in the veins (thrombosis).

Therefore you must tell your doctor immediately if you experience:

e  Fever, chills, sore throat, cough, mouth ulcers or any other symptoms of infection including within the
bloodstream (sepsis)

e  Bleeding or bruising in the absence of injury

e Chest pain or leg pain

e  Shortness of breath

Other side effects

It is important to note that a small number of patients may develop additional types of cancer, and it is
possible that this risk may be increased with Revlimid treatment. Therefore your doctor should carefully
evaluate the benefit and risk when you are prescribed Revlimid.

Very common side effects (may affect more than 1 in 10 people):

e A fall in the number of red blood cells which may cause anemia leading to tiredness and weakness

e  Constipation, diarrhoea, nausea, redness of skin, rashes, vomiting, muscle cramps, muscle weakness,
muscle pain, muscle aches, bone pain, joint pain, back pain, pain in the extermities, tiredness,
generalised swelling including swelling of your arms and legs

e  Fever and flu like symptoms including fever, muscle ache, headache, earache and chills

e  Numbness, tingling or burning sensation to the skin, pains in hands or feet, dizziness, tremor, changes
in the way things taste

e  Chest pain spreading to the arms, neck, jaw, back or stomach, feeling sweaty and breathless, feeling
sick or vomiting, which may be symptoms of a heart attack (myocardial infarction)

e  Decreased appetite

e  Low levels of potassium and/or sodium in the blood

Leg pain (which could be a symptom of thrombosis), chest pain or shortness of breath (which may be a

symptom of blood clots in the lungs, called pulmonary embolism)

Infections of all types

Infection of the lung and the upper respiratory tract, shortness of breath

Blurred vision

Clouding of your eye (cataract)

Kidney problems

Increase in liver test results

Changes to a protein in the blood that can cause swelling of the arteries (vasculitis)

Increases in your blood sugar level (diabetes)

Decreases in your blood sugar

Headache

Dry skin

Stomach pain

Mood change, difficulty sleeping

Cough

A fall in blood pressure

Sore inflamed mouth, dry mouth

Dehydration
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Common side effects (may affect up to 1 in 10 people):

Infection of the sinuses that surround the nose

Bleeding from the gums, stomach, or bowels

Increase in pain, tumour size, redness around the tumour

Increased blood pressure, slow, fast or irregular heart beat

Darkening of your skin

Skin eruptions, skin cracking, flaking or peeling skin

Hives, itching, increased sweating

Difficulty swallowing

Heartburn

Production of much more or much less urine than usual (which may be a symptom of kidney failure),
passing blood in the urine

Shortness of breath especially when lying down (which may be a symptom of heart failure)
Difficulty getting an erection

Stroke, fainting, temporary loss of consciousness

Muscle weakness

Joint swelling

Changes to blood thyroid hormone, low levels of calcium, phosphate or magnesium in the blood
Depression

Deafness

Difficulty speaking

Abnormal liver test results, liver injury

Impaired balance, difficulty moving

Ringing in the ears (tinnitus)

Nerve pain, unpleasant abnormal sensation especially to touch

An excess of iron in the body

Thirst

Confusion

Toothache

Weight loss

Uncommon side effects (may affect up to 1 in 100 people):

e  Bleeding within the skull

Circulatory problems

Loss of vision

Loss of sex drive (libido)

Passing large amount of urine with bone pain and weakness, which may be symptoms of a kidney

disorder (Fanconi syndrome)

e  Stomach pain, bloating, or diarrhoea, which may be symptoms of inflammation in the large intestine
(called colitis or caecitis)

e  Passing much more or much less urine than usual, which may be a symptom of a type of kidney
problem (called renal tubular necrosis)

e  Changes to the colour of your skin, sensitivity to sunlight

e  Certain types of skin tumour

e  Hives, rashes, swelling of eyes, mouth or face, difficulty breathing, or itching, which may be symptoms
of an allergic reaction

e  Widespread rash, high body temperature, liver enzyme elevations, blood abnormalities (eosinophilia),
enlarged lymph nodes and other body organs involvement (Drug Reaction with Eosinophilia and
Systemic Symptoms which is also known as DRESS or drug hypersensitivity syndrome). Stop using
lenalidomide if you develop these symptoms and contact your doctor or seek medical attention
immediately. See also section 2.

Rare side effects (may affect up to 1 in 1,000 people):
e  Serious allergic reaction that may begin as a rash in one area but spread with extensive loss of skin over
the whole body (Stevens-Johnson syndrome and/or toxic epidermal necrolysis).
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e  Tumour lysis syndrome - metabolic complications that can occur during treatment of cancer and
sometimes even without treatment. These complications are caused by the break-down products of
dying cancer cells and may include the following: changes to blood chemistry - high
potassium, phosphorus, uric acid, and low calcium consequently leading to changes in kidney
function, heart beat, seizures, and sometimes death.

Not known side effects (frequency cannot be estimated from the available data):

e  Sudden, or mild but worsening pain in the upper stomach and/or back, which remains for a few days,
possibly accompanied by nausea, vomiting, fever and a rapid pulse — these symptoms may be due to
inflammation of the pancreas.

e Wheezing, shortness of breath or a dry cough, which may be symptoms caused by inflammation of the
tissue in the lungs.

e  Yellow pigmentation to the skin, mucus membrane or eyes (jaundice), pale coloured stools, dark
coloured urine, skin itch, rash, pain or swelling of the stomach — these may be symptoms of injury to
the liver (hepatic disorder).

e Rare cases of muscle breakdown (muscle pain, weakness or swelling) which can lead to kidney
problems (rhabdomyolysis) have been observed, some of them when Revlimid is administered with a
statin (a type of cholesterol lowering medicines).

e A condition affecting the skin caused by inflammation of small blood vessels, along with pain in the
joints and fever (leukocytoclastic vasculitis).

e  Breakdown of the wall of the stomach or gut. This may lead to very serious infection. Tell your doctor
if you have severe stomach pain, fever, nausea, vomiting, blood in your stool, or changes in bowel
habits.

e  Viral infections, including herpes zoster (also known as ‘shingles’, a viral disease that causes a painful
skin rash with blisters) and recurrence of hepatitis B infection (which can cause yellowing of the skin
and eyes, dark brown-colored urine, right-sided stomach pain, fever and feeling nauseous or being sick).

e  Rejection of solid organ transplant (such as kidney, heart).

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Revlimid

e  Keep this medicine out of the sight and reach of children.

e Do not use this medicine after the expiry date, which is stated on the blister and on the carton after
‘EXP’. The expiry date refers to the last day of that month.

e  This product does not require any special storage conditions.

e Do not use this medicine if you notice any damage or signs of tampering to the pack.

e Do not throw away any medicines via wastewater or household waste. Please return unused medicines
to your pharmacist. These measures will help protect the environment.

6. Contents of the pack and other information
What Revlimid contains

Revlimid 2.5 mg hard capsules:
. The active substance is lenalidomide. Each capsule contains 2.5 mg of lenalidomide.
. The other ingredients are:
- capsule contents: anhydrous lactose (see section 2), microcrystalline cellulose, croscarmellose
sodium and magnesium stearate
- capsule shell: gelatine, titanium dioxide (E171), indigo carmine (E132) and yellow iron oxide
(E172)
- printing ink: shellac, propylene glycol, potassium hydroxide and black iron oxide (E172).
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Revlimid 5 mg hard capsules:
. The active substance is lenalidomide. Each capsule contains 5 mg of lenalidomide.
. The other ingredients are:
- capsule contents: anhydrous lactose (see section 2), microcrystalline cellulose, croscarmellose
sodium and magnesium stearate
- capsule shell: gelatine and titanium dioxide (E171)
- printing ink: shellac, propylene glycol, potassium hydroxide and black iron oxide (E172).

Revlimid 7.5 mg hard capsules:
. The active substance is lenalidomide. Each capsule contains 7.5 mg of lenalidomide.
. The other ingredients are:
- capsule contents: anhydrous lactose (see section 2), microcrystalline cellulose, croscarmellose
sodium and magnesium stearate
- capsule shell: gelatine, titanium dioxide (E171) and yellow iron oxide (E172)
- printing ink: shellac, propylene glycol, potassium hydroxide and black iron oxide (E172).

Revlimid 10 mg hard capsules:
. The active substance is lenalidomide. Each capsule contains 10 mg of lenalidomide.
. The other ingredients are:
- capsule contents: anhydrous lactose (see section 2), microcrystalline cellulose, croscarmellose
sodium and magnesium stearate
- capsule shell: gelatine, titanium dioxide (E171), indigo carmine (E132) and yellow iron oxide
(E172)
- printing ink: shellac, propylene glycol, potassium hydroxide and black iron oxide (E172).

Revlimid 15 mg hard capsules:
. The active substance is lenalidomide. Each capsule contains 15 mg of lenalidomide.
. The other ingredients are:
- capsule contents: anhydrous lactose (see section 2), microcrystalline cellulose, croscarmellose
sodium and magnesium stearate
- capsule shell: gelatine, titanium dioxide (E171) and indigo carmine (E132)
- printing ink: shellac, propylene glycol, potassium hydroxide and black iron oxide (E172).

Revlimid 20 mg hard capsules:
. The active substance is lenalidomide. Each capsule contains 20 mg of lenalidomide.
. The other ingredients are:
- capsule contents: anhydrous lactose (see section 2), microcrystalline cellulose, croscarmellose
sodium and magnesium stearate
- capsule shell: gelatine and titanium dioxide (E171), indigo carmine (E132) and yellow iron oxide
(E172)
- printing ink: shellac, propylene glycol, potassium hydroxide and black iron oxide (E172).

Revlimid 25 mg hard capsules:
. The active substance is lenalidomide. Each capsule contains 25 mg of lenalidomide.
. The other ingredients are:
- capsule contents: anhydrous lactose (see section 2), microcrystalline cellulose, croscarmellose
sodium and magnesium stearate
- capsule shell: gelatine and titanium dioxide (E171)
- printing ink: shellac, propylene glycol, potassium hydroxide and black iron oxide (E172).

What Revlimid looks like and contents of the pack
Revlimid 2.5 mg hard capsules are blue-green/white, with ‘REV 2.5 mg’ written on them.

The capsules are provided in packs. Each pack contains one or three blisters, each blister with seven
capsules. This gives a total of 7 or 21 capsules per pack.
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Revlimid 5 mg hard capsules are white, with ‘REV 5 mg’ written on them.
The capsules are provided in packs. Each pack contains one or three blisters, each blister with seven
capsules. This gives a total of 7 or 21 capsules per pack.

Revlimid 7.5 mg hard capsules are pale yellow/white, with ‘REV 7.5 mg’ written on them.
The capsules are provided in packs. Each pack contains three blisters, each blister with seven capsules. This
gives a total of 7 or 21 capsules per pack.

Revlimid 10 mg hard capsules are blue-green/pale yellow, with ‘REV 10 mg’ written on them.
The capsules are provided in packs. Each pack contains one or three blisters, each blister with seven
capsules. This gives a total of 7 or 21 capsules per pack.

Revlimid 15 mg hard capsules are pale blue/white, with ‘REV 15 mg’ written on them.
The capsules are provided in packs. Each pack contains one or three blisters, each blister with seven
capsules. This gives a total of 7 or 21 capsules per pack.

Revlimid 20 mg hard capsules are blue-green/pale blue, with ‘REV 20 mg’ written on them.
The capsules are provided in packs. Each pack contains three blisters, each blister with seven capsules. This
gives a total of 7 or 21 capsules per pack.

Revlimid 25 mg hard capsules are white, with ‘REV 25 mg’ written on them.
The capsules are provided in packs. Each pack contains three blisters, each blister with seven capsules. This
gives a total of 7 or 21 capsules per pack.

Marketing Authorisation Holder
Celgene Europe B.V.
Winthontlaan 6 N

3526 KV Utrecht

Netherlands

Manufacturer

Celgene Distribution B.V.
Winthontlaan 6 N

3526 KV Utrecht
Netherlands

This leaflet was last revised in 05/2019
Other sources of information:

Detailed information on this medicine is available on the website of the European Medicines Agency:
http://www.ema.europa.eu/.

There are also links to other websites about rare diseases and treatments.
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HE, 9~12 HH, KO17~20 HBICHEARAZEEG L, 0%, | H1E40mg % 28 H A 7
ND 1~4 HBICHAROE ST 5,

WG EILBHEORHREROWIREZBEL, AT 7 XA %Y CHEAEBEICHET S

&o

- HEZGZE

BA 4 ] & 25 mg
HAEL~L-1 15 mg
HEL L2 10 mg
HEL~L-3 5 mg
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. MPRED

[IIRANY % HELE X B 1R A

W T< 30X 10%/L (2 LU K3 KRS

> 30X 10%/L (Z[a]4E LU R REHEL V-1 THE

Z D%, <30X10°/LITIETT 5T LI LU R RERE

>30X 10%L (Z[aligE 1 bUVRWHE (HEV-L2 E-3) TLrhY

K Fo1 A1 E#RE % HERHE
1 H 18] 5mg KO &IFHEEG Lgn &

. IFHEEAL

I R ER SR HELE X 2 1R A

W T< 0.5 X 10%L 2 LU KI KRS

>0.5X 10%L IZ[EfE ek nme—o@EE LU K R& 1 H 1[BBG HE TR

DGE)

>0.5X 10%L IZ[EfE (AP ek LA O EKR Y K R& 1 H 1 RIH&EL-~L-1 THE

TEMED MR FEVE RO B D IHE)

Z D%, <05X10LICIE T2 I &1 LU R RERE

>0.5X 10°/L |Z[El{E 1 b-UVRWHE (HEV-L-1, 2 XE-3) TU
F U KRNI F%Z1H1[EBETHE
1 A 1A 5mg RO REITEE LN L

a ERTO¥IWHIC LY, FAEICEMRZ < P EREVD BSME— D FETH B AL, BERIER = o = —JIB4IK ¥ (G-CSF)

ZBML, LY FI FOHBELEHERT S,

B JENREE (MDS)
IR (ANC) 28< 0.5 X 109/L 2 OV i/ M 23< 25 X 109/L DA, VU R
I FREEBG L2V &y

HEHE
HELEBRAEH EIZ LY R R1H 1B 10mg THY, 28 HYA 7LD 1~21 HHIZRAOEE
T 5,

. HEFGE

B 4k FH & 10mg % 28 H¥ A 7LD 1~21 HHIZ 1 H 1 A5
HAEL~r-1 50mg % 28 H¥- A 7LD 1~28 HHIZ 1 H 1 [ 45
&L ~L-2 25mg & 28 HY A 7D 1~28 HHIZ 1 H 1[0 5
HEL~r3 25mg % 28 H¥A 7LD 1~28 HEIZ[@H 5

. M/RIBEL

IR R HELE X B 1B E

<25 X 10%L (2 LU R RERE

7 BREICL IR 2 [FILLE >25X1097L~<50X 1 L~ULEWHE (HEL~L-1, 2 XE-3) Tl
10°%/L IZEfET 50y, WOTH>50X10%LIZE VU K Ko 1 A 1 [E#E5 % HB

wL%E
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. BRI

IR ER S HELE X B 1B E
<0.5X 10%L (Zid LU R RERE
>0.5X 10%L |2 [=]18 1 LUVERWAHE (HELV~UL-1, 22 XE-3) TL

FU R Kol H RS ZFRE

LFY R3I FOREHIE

ERIN E D 50%LL EDOWD, B2 \WIFEIL LR o TS AIEANTE e B D 1 g/dL O
Ko OURSNDARMERBS GRILER~ A F-—BUGLA ) 2ERBALAS 4 » A LINIZEE® b
RVEEIE, VY R FokGahiETsZ L,

Y RILKBRE Y o VHE

HLEFE
HEERAAA A EIZL T U FI R 1B 1 25mg THY, 28 BYA 74D 1~21 B HIZKRAOKS
T2,

. BEHZE

BR s H & 25mg & 28 H¥A 7 /Ld 1~21 HEIZ 1 B 1 [E#&5
&L ~L-1 20mg &% 28 HY- A 7D 1~21 HHIZ 1 H 1 A5
HAEL L2 15mg % 28 A¥-A 7LD 1~21 HAIC 1 B 1 [E#EE
AL ~L3 10mg % 28 H¥A4 7LD 1~21 HHIZ 1 H 1 A5
MEL 14 Smg % 28 HYA 7D 1~21 HHIZ1 B 1 [B#H5

&L ~L-5 25mg & 28 HY A 7D 1~21 HHIZ1 H 1 [a)#&45!

Smg % 28 A4 7 d 1~21 HEIZIRA 5

U 25 mg 7 EAREETE D2EOLE

. MPRED

[IIRANY % HELE S D IRk

<50 X 10°/L (2 LU R REKREL, 2mEkEHE (CBC) %4
7e< b 7 HIFFECEM

> 60X 10%/L (Z[F]1E 1 LUKV E (HEL~UL-1) TLFU RIR
D ¥ 5% B

ZO%, <50X10%LICIE T35 L1 L+ U R REAREL, CBCE2A7< Ed 7 B
b ~C St

> 60X 10%L (Z[m]1E 1 LUV E (HEL-~UL2, -3, -4 XE-5)

TLFY R ROREEHM, AL L5 i
OREIFEG Lz &

. ZFRHERED

I ERER HESE XN 2 TG

7 B UL EERg L T< 1 X 10%L 1238 X% LU RS REREEL, CBCAA7A< 7 AR
FEEL (38.5°C LL L) &< 1 X 10°/L 12 b ~C S i
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1< 0.5 X 10%L (2

> 1 X10%L (284 1 LUVERWHE (HEL~L-1) TLrFU RS R
D 5% FEH

FD%, 7T AUERLT<IXILIZHEAX LU RI RERE

WEFE (38.5°C LA L) ZfEV< 1 X10%L (24

NIF< 05X 10L I8 T2

> 1 X10%L (28l 1 LUVERWAHE (HELV~UL-2, -3, -4 XE-5)
TULF U R RoOK5E2HRM, AEL-UL-5 K
OREFRE LW L

EEIL 7RI

EEIOHEIZ LY, 71— R 1 X2 OffgE7 U7 Bt (TFR) A4 U723 TIARIECH &
FEZETICL T Y R REfi T2 2 E0NaieTh b, 7 L— K3 L4 D TFR 24 Uz
HTIE, TFRRAZL—F1IUTICKETSETLT Y R P52l L, ZL—R1 K2
D TFR OV A X Ae>T (44 THSR), JEREFHOTZODIEZIT>TH L,

EBIAE

LU R RIZEES D Lt s s BRRLISh o 7 L— R 3 T 4 O@mERECTSEIR, &
HamirL, N7 L— F2 DUFIC8E LCRICIRY, EROHETIZ LD 1 L EWHET
BhHEHEHT L,

TL—R2XII3DEENEAELIZSGEE, VY R FORELFFIEEZEETH L, M
BEE, 71— 40555, FIPMEREZ UIKEERBRHREO D%, HDLWVIEAT 1 —7
VAT a vy AEGERE (SIS), HERtEREEERRIE (TEN) SUTAFEEERE & 25k 4
I ML (DRESS) Mgt n3a01E, VU K RORAZTIEL, TO®%RIIHEGEZFHL
AN

BBRE
N

HAERNS 18 R O/NEHRE CTIXL 2R END DD L7 7 I ReH LR &
(5.1 THZH),

k)

INETHOLNTWDIEYENRET — & % 52 HIZFE#ET 2, VU I NI, <9105
BBENERSE, <95 OB RIEEIEGREEE L <88 D~ MMVAIa Y R E Z RS L L
FERRRBR CHEA I WD (5.1 HBR),

o}

E R CITBHERENME T L TV A ATREMEN B W -0, B ESBRINICEE L, B s EEIcE
RILHZLENEFE LV,
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ERDEFE LB HENE - BHET I DEE

> 75 ORI S TN B RELEE T, R BRI 2N EEISGHES 2 2 & (44 HS
)

o

>TSEDOEEBREIZLTY FI REFXRIRAZ U2 EHT 2881, T3 A%V v Ofth
MEZ1H1[E20mg &L, 28 HYA 7LD 1, 8, 15 K22 HEICKS5T 5,

LU R F&ALT 7T 2 Kk prednisone & R 25618, > 75 ROl ICHERE S L
% AL 220,

LU R RERE Le> 75 MORIBIRO LR EHMLES TIX, EERENEMN L ORGP L
(ZEDEIWEH OFRBVEIG D m-> 7,

> 75 B DORIBRDO LR B BEIIERE TII< 75 OBE I TL U NI ROFRAEEO 2R
MELS, RiitE (FLb—R3 X34 OFEFLEROEELRAGEES) X510 ) I RGO
FrEEIE RN Em D> T,

BREIEEHNE - EEEDDH EEE

VU RI R/ TRYRZ UL T TR/ THY A O T> 65 ik O 2R M5 hfifE
BEOEIGITAR ifm:oto > 65 % & < 65 ik DBF W TL ML OANIEDZERITFED b
IR T2IN, EERZ KD RBORREMEZ BRIV D 2 LT TE R,

B B AENR T
LU R RERE LIS R REEREREEE TIE, > 65 & <65 DB & ORIt K
O IMEDZERITZRD bz h o T,

v LY 2 HE
LU R Rafb L~y MVl ) o SIEEE TIE, > 65 &< 65 DB & OfIzZ s
PER OV W D ZEBITFE O B LR Do T2,

. BHEEEEERE

L) R RIZFRICER)>SHRE SN D729, BEHIEB RS B I XIBEICMT 2 572V AIFE
MRHD GATHESMR), Lo, HEERICEEL, EEREICBHEZBSRT I ENREEL
Uy,

BB S 2 A9 2 2R BIIERE, B AEGRE R ST~ > by o iE
BEIIE, HEREITIRETH L2, PEEEIERERE B8 K O EIEBRREREEH H 5 VIIR
BEREEE T, BROBICHIZY, FiRBE2fZE LT, RITRTHEREHELE
D,
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AR CARHIE A (ESRD) 3% (CLer <30 mL/min, BATHEE) ~OfF HRERIL7

AR
BEMEHEERE

EHEE (CLer) HERE
HHAEE B EREE (30 < CLer < 50 mL/min) 10mg % 1 H 1[E!

HE B e R E
(CLer < 30 mL/min, BT AE)

75mg & 1 H 182
15 mg Z & H

KB (ESRD)
(CLer < 30 mL/min, B&HTH4E)

S5mg% 1 H 1A
BT BB TRICERGT 52 &

U2 YA 7 VTR, IREDERTED SN TIREICKT 2 B EN BT 2551E 15mg D 1 B 1 BIEGIZHEEL

TH &,

2 75mg AT EABREETE HZEOELE

BHERERIEEE

(CLer <30 mL/min, Z&ATAREE)

BHEEE (CLer) &
HSEE B R e R FELEYEER= 5mgZ 1 H1[A
(30 < CLer < 50 mL/min) 28 HY A 7D 1~21 HA)
HEL~L-1* 25mgZ& 1 H 15
Q8 HY- A 7LD 1~28 HH)
AL ~L2* 2.5mg ZfR@H
Q8 HY- A 7LD 1~28 HH)
HIEE PR E BA4h HH & 25mg & 1 H 1A

Q8 HY A 7LD 1~21 HE)

HEL~L-1* 2.5 mg Z @ H

Q28 HH A7 1Ld 1~28 HE)

(CLer < 30 mL/min, ZEATHAEE)

HEL~L2* 2.5 mg & 2 [A]
28 HH A 7LD 1~28 HA)
KEE L (ESRD) BH A = 25mg & 1 A 1A

Q8 HY A 7LD 1~21 HE)

BT HTFEATR TRICEREGT 5 2 L

HEL~L-1* 2.5 mg Z @ H

Q28 HH A7 1rd 1~28 HE)

F B L 2.5mg %18 2 [A]

Q28 HH A7 1Ld 1~28 HE)

Y7 L— R 3 XUt 4 O PERED U MR, HAWITZEOML Y R NEEED Y LSS L —
ST AR EROBMER OB SHEICE L TX, R FEEH#HET 5,

K3 XIE 4 oFMEIC

Y RILRERE Y o VEEEE

EHEEE (CLer) &R
Q8 B¥A 71D 1~21 HE)
A SE RS BERE S (30 < CLer < 50 mL/min) 10mg %z 1 H 1A !
I B ek 75mg % 1 H 1/E?2
(CLer <30 mL/min, BT A~E) 15 mg %@ H
K ZEE (ESRD) SmgZ 1 H 1A
(CLer < 30 mL/min, BHTH ) BT BB THRICERGT 52 &

Page 13

V2 A 7 VT %, IR PRD DN TIREICH T 2 BAMN BRIF 251X 15mg O 1 H 1 B GITHE L
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LU R RAKFIY)

TH R,
2 75mg AT RANBEETEDZEOEE
LU R MEREORGZICERERSEEFO LTI NI NHEZHE 72554615, Edo X o
<Z &,

(2l 2 DB DIRIRO BEMEICE S

el EEE
EEBE IR L L2V T U R FORBRIIITOA TR LT, #HRMAE LRI,

JT i RERR

BEX
05,
V77 RATBMITEINIZHDIZEECRZNCIRHT 2 2 &0 7 2/VEBITZY
EBlo7zb, BATEY LignZ &, A7 BMIANT ERAL, 2D _XKTEE UXZEERCIRH

THZ L,
T AR —— "B EY HTBIE, BB LOERE AT, B O— O

DHEMTZ ERHERIND,

43 EE
A OFERRSY XU 6.1 BRI BHIED b 2 8%

<
FERRATRE 7R 2o, 7272 UHRIRBG IR 7 0 7T DD G2 3~ CTliTe 3856 2R< (44 KO

4.6 THZR),

44 FRHLBESRUERLDOZEE
LU R RaeoBERR & HFHT 25618, BEFEATC, *Hi3 % Summary of Product

Characteristics &R 3 5 Z &,

SEYRICEET S EE
LU R RIEH Y R~ REMEPEELTWD, $U F<A Nk MTBWTAEMIZ R

ZIFTEEOERERBIEZ S & E 2 THFEENRRO LN TS, U R<A RTHE SN
LU R RTHLEDOLNT 4.6 KONS3HESM), Lo TR

726 O L EEEZ2 L D FRFED,
LU R RE2RAT2%EE, V71U RS Rk FTHHBLZIEEZTAREND 5,

BE DR TRE TIZRN & WD FED RIS 8 2 5B RN T, 3N TOBE TR I 7 =

77 LORM I TRERH D,

SEIRAIRE TIX R WVREDESE
TVEBE SUTHMEEE DL S— M — 3RO W R S 5 L Shd, 72721, ROKEHED

— DL ST L5 ERL,
LU= R e
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o S0 RLAETHARBRE 1 FEL B L WA GBIBIEIC X 2 BRSOl AR w]
REMED S BRI X 72 w)

o IRABEMEIC LY REINEAR LD S h e

o PN N UL E M TINEIT o 2GS

o XY BEFH, ¥—F—EGEH, FEEERAEOWVTANIEZST 2586

Aot )25
TEPRATREZR PRI LT LT U R FI3EERTH D, 2L, ROTNTITHET 258 2R
<o

o JRATEMED U R 7 ORREMEZBE L TV D

o JBIRBRAAGET 4 B, JEHET, BT 4 BRI, AR A T D 2 & A BT
HVENGH D Z L L TN D

o IERFTRRARLMENER R CH GG T O AR RBHEICET 2H 5 W HBEITHE ) LENRH
%

o BRRBHTIEICHE D LN TED

o BENRIFROERYE, WONIRED U 227 23 5B ITRAICHR T 2L ERH S
EEREZILN, BfELTND

o IHRME CEMESHEEINT%, LU R RBLGENT LT SICEEE AT 203
WD Z L ZBfiE LT\ 5D

o JVERHIINAHEGER SN TV DA EFRWT, MHIRREZ 4 BIC 1 BIZTH20ERHH Z &
ZIEL, AL TWD

e LFURIFOMERIZEETZY 27 RORERMGH EOFEELZEMFEL TV D LD T
%

LU R FERALTO2 BIEEFICELTYH, REAZNSRL LR BiERBR ORI
£V, VFU R FIZEDEHRT, b MRERTICHRD THETIZH 2 BAEKOBITHRR 6,
TV R FORMATE3 B&ICEImB ESNRnZ Lavrasniz G2HBR), HEFHL LT,
ERRRER T 72 O BRI ORI GR D DN D FBREMZ BB L, VI U FI FEZRALTWLT
NTOBWEEE, UTFORMEEMITLERD D,

o EIEROIEAR T RE AR A & DMEAT R DBRIZ, MEETENEOEER ) A7 ZHfFE L T\ D

. REURIN 22T TH L BETY), T, R OSUITRRE TR 2 e b T
AN, Ao 7R BHELE 2 L COZRWERIR rTREZR 2ot & OMAT R DBRIZ, =3
N—ALZMHT2 2 &L OMEMEZBEEL TN D

LTI FOREPTHREPIERE SR A— T —OLMBNER LG E1E, EHIC
Y EIERR T D BENDH Y, MELEREZ T 5O N— =0T TE 572
THERTMEIC BT 2 M E TR O H D EM A2 SO0 ENH L Z L B L TV
%

BTG IR AR FTRE 72 2RI L TR O FH AR T 5 2 &,
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o FOICHEML TV ADORERE D, BEDEIRESLET 0 7T AORMEITHEDY Z L
o RBEDPAIBOFMHFICFHEL TS Z &

piidsn

PR ATREZ2 T, VU R RIS K DIRBRAGHT 4 LI L, 180T, T80 T & 4 B L
b, R LG EIC LD b EEO AR B HEIE AN T D LERH D, 12120, &
BT ERDPOMFEANMATRH A D Z L 2R L, ThaEAMGET 25 813€ DRy Tl
Vo AR 2 HESL L TWRWESE, BEITEY RG22 I e EREMEEZZ LT,
WEEZBAAATE 2 K O IHEHEICET 2 IE 2% T D2 BENH 5,

WERBHEEDOBIILL TD LB Th D,

. AUTTUb

« LRI ATA VIR ENT AT A (IUS)

A RuFrTuFRTarEHRT AT LT RA

o URAERELEAT

o HEORLIZEMEAS— =0k L OVETA REUIRIIBRGITC2 ERETH D Z
EMFERINTNDHZ L)

« TR TRTurOhEEAT LHINEEA (L, Fl TV S AR L)

LU R FOPFREELZT TS ZRWEIERS, €L T A7 OREIFKOWR LT
NI FOBMPREZZ T TODSRMEEMLES, BRSSP RERIERE L O~ v MUl >
A TIEIRIMARIEARIED V) X 7 DR 570, IR MEHEE IHER S vy (45
WA, BUEBEENRSAR DB E T L T 556818, ERROA RN EHTEE O — DI
B9 52 L, fRMARZERIED U 2713, IRETRE NREESEO 1118 4~6 WMHFHt 5, WAL
AT uA RORIT, THFRIAZY L OUARGTERESE T2 L0305 (4.5 HEM),

AT T B ROVR VT A LV N AT 23 AH AR O EYSE K OED & DA
IEHIO U 27 OEERIZEE L TWD, A PEREAE O B IR TR E 2 BT %
Z &,

ST N T NA R VE, 18N O JERGE N OV A BR8N E S/ MR E R % fa i 2
E5TZE0HLRIMEOEERY A7 O, @HEITHER I T,

IEIRIRE

BHLDIEBNZAE, LTI T 2 360, ARIRATREZR 2o PRI L CIEAAREREE 25 mIU/mL
DEZENEH S NI ATIRRA 2 06 L 72 1 hud7e e, PEfT4 2 5220 keI 2 T
DUEHRATRE7 LME S T OO G L 72 5, GEiRA, WFZEOILT, HANIFERIZIT S ONE
F LW, ERFTREZR MR LT Y R REFRAIT 256, MEIRO FTREME 21T £ 7 O ML 2381 T
Ao 7 HENE T 5,
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B TAE BT

EERNE I S NIOEIRR AL, ARhakEEiEAs 4 HEU EER L T s Z L zhifgL LT,
LU B RRGREOZEP TN E L2522 T D10 3 FICEm T 522 &, VT U FIRIC
L DVEIREBIGET DBRIC, BEDHERL TWRWI E2MEICK VGRS L Z L,

EHHER EEDKET

EPRNCAE B ST AR A 1, TERE TR Eb 4 EMEZ GO T, el s b 4EMIC
1 BIEMES 52 &, IPEBEN SR SN TVDEEIER, 2D OERRAEITLT D=0
KB BICFEMT D7y, WFEEZZT L0103 HRICERT 22 &,
BIOFEEIE

AFNZAMO NTFEE LWL ) BEEZRET L2 L, £, REHOI S/ L RITFEET
% 2 OTRIERE T RFICIRAINI R A5 L S HRT2 2 &,

AL, BREPUIV Y R FopiEgDbed e b 7 AT, mikzRgtLoanz &,

B, AR UEAFIOHIRE

RERGEER L, BROLV T FI F~OREZRET 572012, EREFEE B 274t L

T, LU R FOEFEEOREEICRTT 2B Ak L, IRREARTORTEICE LT E

L, HRRAEDOMLEVECET 20 A X o AR T 5T ETH D, LFEX, TRINIEETE
PED Y A7 ROMHHRES 17" 1 77 MCHE SHU T D ks e RS k5%, BYE R Otk R 12
BT 5 L LB, FETEMINTWDEE D — AT AR, #7225 w2 s
Y7Vl y b, BEI—FRO/ IIZUTHY T2 Y — V2 BB R 2 2 &, KEOPTEE
T b L, ENBGEERY AT ARFETINTWD, BREEEHE T AT AITE, W5 R
S ATTARN 2 BT HBFE A — R RO/ AT ZAUTHES 35 Y — L O, I ONCEN OGS
il FH 2 B AR D 7o O D RIRE - 2V RICBIE T 258727 — F DIENE 4115, IEIRIRA,

5 R OFHANE T X CE L HICHEET 2 ORHBRTH D, IR ZE~DO LY FI RO
PRI, W% T HUNTH D & & HIT, EFZRER T CIM S 7o R A O R MRS R )3 i
RINTZTRITUT R bR, ERATRE R E~D IR E 4l & L, £nllstod
NTOBEIIHT HAGHMITRE 12 8 L35,

ZDMOBFANLGEERVEREDITE

DG IEZE

LU R RagG L2ESE, FICBEmoERRF28 4 28F LT Y22 0 LOfH
B 5O 12 5 A LIS OAFEZEDNFEEBL L T 5, IARE OBEEFE 72 & OBEM O fERRN 1%
THRBEITIREE T DITBEL, WETE LT NTOMRKY (BYE, &k O &R e 72
L) oMb 210 OO REEEZ1T ) Z L,
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EEAR R B D M1 #2 ZEAESE

ZRMEEMIEEE T, LU R RETIRH A XY U OMIC X0 R ZERE (FICHE
HER AR MARAE & OBHIERIE) ORBLY 27 BNEE D, HIRIMEERIEO Y 271X, LT U RI K
Z AT 7T v KN prednisone & G LGB I b ETFERE STV D,

ZRMEEREESRE, MR RIEREEEE MO~ bRl o EREICRB W, LU R
I NEUMBGC K D WlRMARZERRIE (A PRERFRIRILARAE L OWHZEARAE) DU 227 1L, VT U K
I MOFIRIE 3T TV D SR WERIEES L0 biK -7 @5 EHA D 48 HSM),

ZRMEMIEEE TIL, VU FIRETHRY A2 Y ORI X Y BIRMARZERIE (120
I ZE R OM AT A X2 b)) OFBLY R B@mED, LT U RI REALT 77K
prednisone & ffH L= S-S b BT HRE SN TWD, BRMARIERIEDOY A 71%, LU FIR
HMB T 5 2R EMEET O N LT Y R REFRELT 228 ERIERE LV bIK
W,

X oT, MmARSEDBEERE & AR ZERRE OB OfEIRIK 7243 5 BFE, IREE +o o8l
L, WETE LT _XCoOMBERA (B, i+ ONEIEAEZR &) & 5/MEd 2 72D O g7
B 21T ) 2 &, ARMERBETER T OO % 50 A EAE OBEFE R 2 A3 5 B T, mARED
FIELY A7 BNERT HAREMENRSH D, LENR-T, EHRUEBERFICLFY FI REFHH 2
& EGERERG LTS 5A1E, ARIILEREAER - SUXRVE A FERIER EOMARIE Y X7 &
RS2 AREMED H D MBEA OB GITEEIZITO 2 &, ~EZ v AN 12 g/dL #2724
G, RN OG220 2 &,

B K OERN T MARTEARSE O L OSER ORFIIET T2 2 & BUh, Ms, EECSUIT
B DR & W S TR DSFR O DTG EIE, EMOBEZ%T 5 L5 BEIHEET 52 &, Fri
i & MARSEDERRIN 72 A 2 BF IR LT, PRI EORENEE L, Fullke
HKOTPYIEEGE, #lx 0BE OBERERANF 2 HEIZFHE L7 ETHrF 5 2 &,

BEICMARZERIEN I L5613, KE2PIEL, EENRFUEFRRIELZRGET 228, Bt
BEERIEIC L D BEORENLZE L, BB LCMBRERIEN 2 hr— /L TE TS LHFrEn
TeSt, AL faRtEABE O |, fikaiofE LY FI FREEZHEATLZ2LHTE
Do WERBRHCIE, LT U R RGP OHUERIEZ M5 Z &,

AF BT J A AE R DA/ BR S S

LU R ROHESHIBR SN D F70 D st i ERIBE & Ol MRS E TH 5, LT U
R NG, &58MG% IOV 1 B, KOZD% S A 1 BURFAIMRA (3R
KO EIMERSY I, f/ ik, ~EZ ey, ~< b7 Uy hRE) 2FEML, mERED O EL
22 &, v~ Mufilal N EBE TOMRER T ¥ a2 —/WE, A 703 kU472 B2
1[E], ZOBITEYA 7 VOBRMEHCER TS Z &, IR D o ETaEEs Y v @RS T
DREA Y a—E, 42701 (28 Hf) OO 3 @ 1B, YA 70 2~4 7328
(Z1E, ZORIIEYA 7 VORRBRICERT 52 &, KREPCHEDNLELRDLIZELHD
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(42 HZM), HEREEDS A, ERITEEE O ®IZ G-CSF MAIDHEHEZEZBET 5 2
Lo BENHNTEHITHERT D L O BEITIEET L2 &,
FRCHIIM 2355 Lo WIEAI A OFH L T 285551%, BE K OER & & AR H i & Ot if 72
EDO MM OGN ERICIEET D 2 & W8 HED THiMMEE | 25MH),
LU RN EERmEIERN 2 AT 2o FER 2 R 558 13EET 52 &,

. BEOSHMUEHIE  ASCTRICLFT Y FI FHBREFITSIEE

CALGB 100104 FBEROEIEMIZIX, ASCT DFHREA N T 7 T 9 1E (HDM/ASCT) #IZ
SN FRW NTHERFRIEIIFICRE SNTCFRNE ENT, 2 [BIH OMHT T, MERPRIER AT
(CHHL L= HR 2R Lz, IFM 2005-02 i8R T, MERRRIEMIM O ORIER 2N HE Sz,

kL LT, ASCT % ® NDMM EFZXRICLFT Y K NHERRRIEZFE L 72 2 >ORERT
X, 7 L— N4 OGFHERBAEN LT U R RHERPFRIEECB W T 7B RMERRRIEIE L D &
BEEIZFE O BTz [CALGB 100104 3B TZI L 32.1% K T 26.7% (KMEFRHRIERARITZNE
AU 16.1%M% T 1.8%), TFM 2005-02 3R TENEA 16.4% % 0.7%], LTV R FohHIkiz
B o TP ERBUE DA EFROFBEI S X, CALGB 100104 75k H3 2.2% T IFM 2005-02 55223
24% T oTo, 7 b— R4 OFEBWVEL RERJE DR BLEIA L, matlie bz U M RiERE
FVERE & 7T B ARMERPRIERE & ClRI% Toh o 7= [CALGB 100104 3ER TZIE 4 0.4% K T 0.5%

(MERPIFIEBRIATR 1XZ LTI 0.4% 2 0 0.5%), TFM 2005-02 55k TZ 24 0.3% K% TN 0%], %
BRHIVTE BIERK T 5 X ) BEICHRET L2 L, RECHENLELRLZZ 0D 42
HEH)

ASCT %D NDMM BE 2RI LT U R RHERREIEAFHME L7 2 DORERTIX, 7 L— K
3 XL 4 O /MRBZES LU R REERHRIERECY 7 B RHERFRIEIEL 0 b EHEIZRD B
A7z [CALGB 100104 3R TEAEHL 37.5%% OV 30.3% (HERFFRIEBIAAZIZENZEI 17.9% K Y
4.1%), TFM 2005-02 #XER TZILEI 13.0% K% TN 2.9%], FRZHIM 2755 Lo W 3REI 2 R L <
WD AL, BEKOER S b AR I O I 7e & o il o X OYERICEE T2 2 &
(48 THD [HIMPEREE ] #5H),

. BEOZHMEEHRE BT ELOBRETLSTY RS FERILTYITRUTESA
AVVEHRAT SGE

SWOG S0777 & Tix, LU KI R, RAATYITROTHFHAZ Y (RVd) OFHEECE
T 57 L— R 4 OGP EREME O FEBLEIA X R MRREHZ LR TR o 72 2.7 % vs5.9%), 7
L— R 4 OFEBWVELFH ERJE OF B 1L, RV BEA 'R BECRIBRE CTH - 72 (0.0%
vs.0.4%), FEEATE Y — REZHLNICHET 2 L) BEICHE T2 2 &, RERD/ UTPHED
MELRDZENHD G2HBH),

7 L— R 3 U 4 O/ MAOsAED, Rd #5-8F & bl LT RVd # 53 CTEBEZIZRRD bl

(9.4% vs 17.2%) ,
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. BEDLHEEBHE  BETESTLTYY RS FZEAETIY A2V U LHARE
EROY:-5-1

LS U R REFT VAL U2 G LM EsiEEma e [RdBE (REAETT £ CHk
fed ) BELXORAISHE @HERZ 1A 7 0E LISV A 7 NEH)] 127 L— | 4 DI ERE
DIERFRO BTz (R KL RAI8 BFETOAF 8.5%) 73, HBEEISGIIMEEETHLANLT 77
> /prednisone,/ %V P~ A RFHRIEFETORIEE G (15%) LR L TR -7 48 IHS
), LU R R/THH A UPFRRIERECRROD b ILT2 7 L — R 4 OFEWEL HERBE
DOIEBLE I I HBE L RS CTH -7 (R BEE RAIS BETOAEEFF 0.6%I2xkF L, *HREETIX 0.7% ;
48 HEM),

LF U R RFRY A4 U EEERE (Rd L ORAI8 BE) TZ L— R 3 XUt 4 Difi/ MR
IEMMRRD BT (8.1%) 23, FEBLEIAIIXIREE & bk L TR o 72 (11.1%)

- KRAEBOZEMUEHE  BEFTHEETLFY FI FFEAIILT 752 RU prednisone &
GtHER5Y 588

RIGRD LRI B BENEBE 2 6% & LIZRRBRICB N T, LT U R REALT 7 T U EO
prednisone & JfH#EE- L7128 [ AV 7 7 F >, prednisone XNV NI FOJFHEG#%ZIZ VT
U R REBMEE L2 BERE (MPRAR #F) W ONC A /LT 7 F 2, prednisone X TNLF U K3
RO E#ZICT 7 e R &8 E Lo BERE (MPR+p #1)] TiX, 7 L— K 4 OLFHERBED
FHHENE DR EE (A7 7 T, prednisone X N7 T B RO GHIZT 7R EHEKE L
BERE MPp+p #1) ] ([THE L TE2 o 72 (MPRHR #£ 2 O MPR+p BETOEFF 34.1%I2%F L,
MPp+p BET 7.8% ; 4.8 THEZ M), MPR+R/MPR+p BETIZ 7 L — R 4 OREEWEL P ERIBAIED
IZE8D Bz (MPRAR/MPRA+p BETD 1.7%I2% L C MPp+p BETIX 0.0% ; 4.8 THSMH)

LU R R&EANLVT 7 Z 2 KD prednisone & G- L7 RIGE O L5 E #IEES TI,
7 L— R 3 KO 4 O/ AE DI BLEN S NSRBI Ll L CTE > 72 (MPR+R/MPR+p £ T
D 40.4%IZ%F L MPp+p #ETIL 13.7% ; 4.8 TS M),

- ZEUEHE: AEEOHDLIEE

BIREDO® D ERMEEHERE TIE, LT U R RETEV 22 OO FFRIERHIZBV T,
7L — R 4 O RERAME O R BLEIA BRBEEIC I L CEdo72 (LU R R/ TP 24
VUPEFRBRERETTO 51%IZx L, TR T XA X O REIERETIX 0.6% ; 48 THE
), LU R R/THY A2 PFRIERETIEZ L— K 4 OREWELF R ERBUED A
Rz (LFU R RTFHRPRZY UPIFETD 0.6%I2xF L, FTvR /" THFFAZY
COFARETIZ 0.0% ; 4.8 THEM),

TRIEIED & 5 LR MEBHIERE TIIL T R RETIV A XV U OtHFRIERICB T, 7
L— R 3 XV 4 O i/ M E O FEBLEIG 235 BRI L TR o 7e (LU R R /7%
AL A FERECOZNEI 9.9% K N 1A% L, T8RS T2 &2 O RER
TIEENZEN 23% KT 0.0% ; 4.8 HSH),
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- EREMBUEEREE
LU R Fa&5 LIoBRPRUERRE RS TiX, 7 b— F 3 XU 4 O4f ERISE & UL
IR REDFEBVENG 137 7 R ARG~ TEh -7 48 HEM),

e T2 RILHARA) LNE
LFU R FE&EELE~Y MVHIIRY N ERE TIE, 7 L— R 3 KON4 DU ERBZED
RHEIENKREEICH R TE o2 A8 HEHBM),

PRGNS

RIS T B MR IR T AV ST B, TR BT B IIS, TR IREERE
BB 5 GHEE RO AT B T L NE LU, TR BRAARI B O IR0 TR A
REl & ST B = & REE L,

FHEME=—2—O/VF—

LF Y R FFEEORMME= 2 —a XF =23 ZR T EMNMONTVEYY RvA K&
BESEPIL TS, LU R RETFIYRAZY U EONEE, VU RIREALT 7T
>} O prednisone & OFFFHTE, T LU K REMERE, &2 WIZRIBEDO LI REER
FA~OLF Y FI FEHEETO, KEME=2—a F—0RBLEIGOEINIEERD b o
776

ZRMEHMIEREICBNTLFTY R RERLT Y X TEHIRNEGE R OT X9 2 %V 200
T2&, Kiith=a—a " F—ORBBENRELS 2D, RVT Y ITERTHRE LI E EOHE
IHED o T2, FEIZOWTIT A8 LR LT Y I 7D SmPC 22D Z &,

[EE T L 7RI B UHEZ 5 A (R 5

LY R NIEIHESHEE A2 AT 2720, GOHE L U CHEGAMEEGEE (TLS) 2HBLT 5
REMER B D, TLS K OMEE 7 L7 G (TFR) 2%, LU R R&EEG LZEEY o EREA
Ji (CLL) BETIE—MIZ, VT U R RZELELEY VERE CHEMICEO LTS, &
M7 TLS ALV KX RoEGHIZHE ZN TS, TLS KUNTFR ® U A7 2 H 3 5 B3
X, REATOEHIEEMARENE ., ZNHOBRETL T U K OB Z2HGT 2856113 E
BEMT 52 &, BEENZWGEIE, FRHCHIEY A 7 LR iR 2B ORI 2+ 2Bl
L, @O THiHEE DL, LU R RERE LSRN E#iEES © TLS 235 IS H
SNTWDHD, LY R Raih Ui RUE G EHE Tl TLS O IERu,

EEE

e IV MLEARAY) T/N\fE
AR L 72 DIREEINE N B 5356, SIEEEREOIREICL T U K RIS,
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=077 -

MCL-002 FBRICIBWT, 2RI FEHZET 0 BLA) BHLMMIHEM LT, X—2F 4
CTRIEEEOBFITFWIECDO Y A7 RnHY, LT Y RI MEGHEETIESIAF 164 (20%) (12
SFLUCHRBBRECIX 284 24 (T%) SRMNCHET Lz, 52 BENO B TIZZhEh 81 4
H1324 (40%) KMOr284H 64 (21%) Th-oiz (5.1 HBH),

HEER

MCL-002 B D 531 7 v | iRz Pk L@ EEEEE 1T LT B2 RGO 81
114 (14%) IS L CRBRETIZ 28 49 14 (4%) Thotz, LU K NEGREICEBT
L8 A 70 TOREBERBEORGHIEOTLRBEIL, NAF T4 (64%) NAEHELHT
HoT,

Lo TG0 EE L, EE 7 LT UG (TFR) 230 AEFRICONTHoeBlEs
152 & (4813), TFR COHEMHICOVWTIT 42 HA SO Z &, EEERIL 1 DL L0
ZENEAEASem L ES LT3 DU EDHEN3Iecm UL EEER LT,

(BB T L 7RI

o Y bVHREY o

TFR ZHEICBIE L5 2 E B EE LV, W~ > MVHIRE Y > SR ERS T4 FE AT
(MIPD) & fESUIAR—2 T A o CRERMES (1 O EOIREPRRE Tem LI E) A8+ 254
FIXZTFR DY 27 N5 L Bbind, EE7 L7 RIGIRSET (PD) IZEET5Z L0
%, MCL-002 3k} Y MCL-001 3RER T2 L— R 1 L2 @ TFR #3881l L 7= BF 2L, TFR ek
EMZDTDICEIBREAT a4 K, NSAID KO/ UIMEEMESEIR A& G Sz, TFR (2%t
T 2IREOHWNIE, % OBEFOEBEREKFIMOKIZITH Z & (4.2 H),

7 LIF—Ri

LY R FEERZFICBNTT LAX =G IBBUER SR HE ST 48 HSM),
LT U RIREHY R REDORZERICOAREENRL THRMEINTNDHDOT, U RvA R
B G T VARG E BB UTZBHER O & 5 A Tk L i+ Blgg 2 £ 2 2 &,

EEDEE R

AT A4 —T U A Va ) NEGRHEGERE (SIS), WEEMERZEEAE (TEN) K& OVFRRERHEIN
EARFRERE D HYBIE (DRESS) 72 EOEEDKEIEN LU K ROFERICEOEE S
LTS, AFEITZ IO ORGSO OERZ BFITHIA L, BRSBTS EITEBICE
FORELE=ZIT 5D &L BEITHRET 2 2 &, RRPEREOKEIERZBNREL LTIZGE, DWW
SJS, TEN /% DRESS 2t 585415V F ) K RoFEE2HIETH 2L, ZNHDOREK
JENRB LRI GEZHA LRV, LT U R ROWRED 2\ TG H1R1E, o8k
JZH L CHEIEEICIS U TR 5 2 & U R~ NGB U 72 BE OIS OBEAEN
HHBEFIIILV T R FERG LAV &,
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ZLETTHE

V77 RATRVIZITHEN G EN T\ D, T 7 h—ARME, Lapp 77 #—ERZ
JE, ZNAa—R BT b= ARNRBIED 0B 2 FFoBE 1218, ARlEEG Lk
WZ &,

—REHA

TREIED & 5 B REEE xR L LIEERRBRIZBWL T, LY RI R /T3 24 ff
FRPFRIERE I R I Ml U C RIS AU (SPM) DFEBLRB @ -7 (ZHEF 3.98/100 A4 &
1.38/100 A4F), FEREME SPM I3 JEAIRE TR ERETH 0, 2% SPM 0%  IX [
FECTH T,

AT o DO RIBIRE D LB MR R 232U L ERARREBR C, WHEHEITETL U RI R
B ANT 77 K prednisone & ff %5 U7 BB HECO MR TR SPM [k a5 #fME A i

(AML), ‘H#EEAIEGRE (MDS) OEHI] OFBIH (1.75/100 NF) 1%, ALvT 7Tk
prednisone D UFHEIERECTORELE (0.36/100 AF) LG LT, 49 &> 7,

LFURIEF OFA70) EALT 7T KD prednisone & Jf G U7 [BEHE T OREE
SPM DFEBIHR (1.57,/100 A4E) 1%, A/ 77 T & prednisone & MG L 7= BERETOIRHL
F(0.74,7100 N4F) & Hfg LT 212 {5 E D> 12,

BT E CTH LT 18 » HIM LT U R FE2TFT X A&V v LG L BERECoMm
R SPM DR BLE (0.16/100 A4F) 1%, BV K~A K& A7 5 7 2 KT prednisone & (f
H U= BERECORILE (0.79/100 A4F) &k L TR o7,

JRREEITETH LIX 18 » AMILFY R RET X ALY v LS L7-BERETOLE
TE¥E SPM OFBIZ (1.58,7100 A4) 1%, YU K~A K& A7 7 F > K prednisone & Jf F#
H LU BERETORBR (1.19100 AN5F) L L T 13 EFEo7z,

LF U RI RERALTF Y I TROT XY RAEZ VL O EEES T - RIGEDO 5B BEE
BEICRT 5 M) SPM OFEBLFIL 100 AMEHT=V 0.00—0.16, [EZIEL: SPM OFETLH|T
100 ASEHT-D 021—1.04 TH o7,

LU R RICE 2 BB AN A7 1T Milaaitk © NDMM 25 THLiRv ohnsd, =
DY AZIT T STV, 29 LR FICLFY R F2ZE LEHT 54801
HMETRETHD,

B2 AML, MDS, BN A (Ko U o8l ETe) 72 POMENAOREEE, L)
U R REEA 1.31,7100 NMETT 72 ARRED 0.58,7100 N4E (ASCT #&I2LF U R RE&E L
7o BEHET 1.02,7100 A, ASCT#%ICL TV R RERE L2072 BERET 0.60,7100 A
) Tholz, BB SMP OFRBLREII LT U R I FEEN 1.36,100 NMETT 7 EAHED 1.05,
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100 A% (ASCT #2127V R RE&E LEFRT1.26100 A5, ASCT#%IZLF Y RI R
G Lo - BERET 0.60,7100 AE) ThoT-,

LU R REALT 77 EOFHE ST 5D, ASCT Z#fEH) KREANT 7 7 UHEEKZIC L
FU R REBRGT 2581, IREOBMGANCMIRTF SPM BHOY 27 #EETHZ &, Ik
DO BRAART R OV T YER 7D A 7 U — =2 Z{EE VT, SPM O A % [H B2 GFAf
L, BENEOOLNEGAITHEERLEEZITH 2 &

BYRXRIRUFE1 YR BHEERBAEIRTED 5514 BRI HMABFENDFEIT

- BE

5 TG OAR R R R K 2 AT DK 7 A3 CTlX, complex cytogenetics (#1& M) 72 MIfLE (RS
W) IREDN=RATA DT A=21F, WEEFMIEAIRE (AML) ~OBAT & BEER H
Bo KU AZ ROHR-1 U R 7 OFEERTERIEGEIEEE 268 Lz LT U R RO 2 Rl
AR DO OFEHENT T, complex cytogenetics & A3 HH#RAE 1L, AML BATOHEE 2 FERFEY X7 )3
wbrEno7s (38.6%) AML BATOHEE 2 FRFHY A 71, 5 BRERRIPEH KK HAR O 4R
HTIE 138%TH oD LT, 5 BREKRBIHALOMIC | S0 M EE R 24T
HEHRE TIE 173% ThH o7z,

L7=MRo T, 5SHEREAERERIT R E & HIT complex cytogenetics Z £ 5 MDS O3, LU
R RORRT 1y bV A7 HIEH 6002785 TH7R0Y,

- TPS3ZEDHE

TP53 2 5% 5 FYLOAR R R 2L AR Y R 7 B BRI SUE R D 20~25%IZ589D 5
U, AMLBATOYU 27 R@En, RY 27 ROHI-1 U R 7 OB BRI AUEBEREEE 2RI L
72U R ROBERREROEELMNT [MDS-004] TiX, AML B1TOHETE 2 45 BIEI & 13 THC-
P33 BEIEDEE T 27.5% TH Y GREOBEREDO D v N A7 L~Ub% 1%E L, TP53 ZROMFEE
~—J1—& LT pS3 ¥ 1N B iR A EEE) , THC-pS3 [EIEEHE T 3.6% Th o7z
(p=0.0038) (4.8 HZMH),

T RILEGR Y s VEEIZ (T B DA AN DETT
< MUY ST, AML, BHIRRAS A K OERAER & (NMSC) MIE(ER U 27

LY R REfff&RES LB IR CH 2 a L Aanido b, aWitfre, hEisr
%, NFAifemerElT2, RRt 5 - WrEIT 28 R O Ria eyt BRI 5 - SRR SRR 25wl &
NTW5, BEEOEYMEITEMEDORETIIA G > TWZRWA, BEFD T A )V AVERTRE,
N2 T A VTSR O i e O E O AN ERIAF L B 2 SN IEGIN D > 72,
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JFHEREMAME D RFE L Z < ME INTNDD, ThbiEZ OBRGEERETH Y, KE50Hh
Wric L v EliE L7c, SATREMAMS R—2 T A AEIZEiE R, EAETORGEEMZBET 5
ze,

LU R RIEBIIC L - Tt S n %, BRREREES T, mighiREO BRI LD Mg
FHEWERSUIATRIED U 27 MRS 2 0% BT 572012, HEFHPEETH L, FIIT
DT A N AEGEOBEE R SOIBIREDN & 2 560, ISR EZF#HRET D 2 ENmbh 2 HKH %
LU R REPFHREGT 2561008, EHAICITEEEREZ1T ) ZEREE LU,

BRIE (IFHBERHLIEDEIEE P T)

LR BEIERE IR 72 & ORBYYE A Z LoV, BREAEIGO NDMM BE BT 5 L
FTURI RETHHAZ Y OPFHEIETIZIA LT 7T 2, prednisone X U K~ A FOFFH
FRIE XV BIRYYE DOFIERNF <, ASCT %D NDMM BFIZEHIT 5 LT U R RHERRRIETIX
7' 7R L0 BBYYEDOFIERNE O, AFFHERAEZFIE L2 BE D 3 50 1 KT L— R
3L EDBGYENRBLL T\ D, BERORGE ) 27 26T 5 BE T+ Bl a21T) 2 &, &
YLREDRIFEEE (K, FEVe L) ZROTHEILRMIRHLC L 0 BREAEZ 2D, BEHICE
MiOBEREZT D &9 BEFIHERT D Z L,

4 IR EEMEE

LU R REELH LIZBHEICBNT, fREZ VA VAL BAIFR VA LA (HBV) FHE
MALDOEERIER 2 ETe v A LV AFIEH LA RS ST\ 5,

7 A VA FEVE L CIE— I Bum 2R isim 23 E S e,

TR U A NV AHTEME T, REMEIREE, ar s e SUTIRE HINES T LT
U KX RO—B IR AR 25 51 1k R ONEEI 2500 A VARG 2 L6 o 72,

B HUFR T A VARG, LU R REE5 L BAJFR YA LA (HBV) BREGE
FHTHIZHE SN TV D, TITIERETARIEITL, VU R FoRGEHRIEROwED 25ty
ANAEEGEZELflb o7, LU R ROKLZBMAT 2R0IZ, HBV B 4 b
BT RETHDH, HBV BYEMEIEDOBE TIE, BRFLOIBFRICHEET DEMEAHRE T2 &
NEE LW, HBV BEBGEE IC LY R REMHAT 28541, $THBc Bit72723 HBsAg &tk
DRFLED, HEEZWT 2L, ZROOBRETIE, THEME HBV SOk & OYEk 2 15
Bl z@ L CHoIcBlETs2 L,

E1TIEZ E 1 HEE

LY R RRGBE TESEH 2 & TS B A EAE (PML) 288 SHhTuvb, PML
DL, VU FI FORGRGEN S A ~BFERTH -T2, PMLIT—RIZTFH A Z Y
> P D A ST R FRIERE O & 5 B THRE SN TWD, BRI EE 2814
L, FRERAEIR, FEKNSUIATEY O S IIEIR DB 72 (T FIE TS U 7o B Tl ©
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PML #5895 2 &, BE DO/ — T — IR 1TSS DR D 72 WIEIR I &S < TREMED
29)%)7‘: ) \{ﬁf&i \—Egj_%)‘rﬁﬁ?(;’i’/\“‘ ]\-j‘b—X j:JI E%% ‘—'fI\‘Z.%)J: 9}%‘% ‘~— Eg‘a—éu ko

MR, MO MRIFE, RORYU A7 —PHHKRE (PCR) 12X DINERIED IC 7 A
JLA (JCV) DNA it L < IINAER TO ICV A FE-S % PML OFMi #4175 = &, JCVPCR
BEMED 7Tl PML IFERS S U720, BIOZWIAHEE T X 72 WA ITB I OBLEL & ORI A 2 2
s,

PML OV DA, PML 24 SN2 £ TR G52 F k425 2 &, PML 2 EE L=
&, LU R RoEEEZKAIZHIET D Z &,

KEBDEREEHIEEE

iy >75 7%, EEFHOEIYE (ISS) AT — MM, KEHMFAEN ARKRER 7 L —7
(ECOG) Performance Status A =27 (PS) >2 Xi{ZZ/ v 7F =27 U T A (CLer) <60
mL/min DEETIX, VTV K ROJREBEEOERENMEN -T2 (FL—F3XiT4 DFESE
%, EELAERS, BH5PIEORREESNEN-T2), i, 1SS 27— 11, ECOG PS >2,
CLer <60 mL/min 72 K% EfE L, L7V FI ROOFRABIEICKHT 2 2R A EEICTHMET 5 2 &
(42 HL V48 THESH),

ERfE

VFU R FEaT7 Y A2 LTZEE T, BICRYERGOGE I ANED ST )
HEEINTWD, EHAICHEEREZIT ) ZENEELLY,

45 HOEFEDHEERARVZOMOEEER

ZRMEBIEEE~DL T U R REFTIH A XY UPFAREGICEE LT, FRILERIEFER O
FASUTIA N LR EOMARIE Y A7 Z R EIE 5 K95 A OMHITEEICER TS 2
L 44 K48 THER),

1% O WA 3T

FE BT EE & O AAVERICBE T 2R BRI EE S TRy, LU R RIEEMAHEEEOF
HEKCII 2, F£72, B MFMEZ AW inviro IREBETL U R MIEEBR Sz hojE
FETH, CYPIA2, CYP2B6, CYP2C9, CYP2C19 &N CYP3A4/S ZiFE Lighhol-, TDI=H
LFY R FOBEHRELTY, HRE RIS Z G TR OB RAET T 2 FRetEIT RV, L
MDLT XY RAZ T, mmm4’ﬁ?éﬁﬁ~¢%ﬁ@%§%%&Lfﬂ%hf%b,m@ﬁ
WHEEROCHR N T VAR —F I b BEE 52 L RERS D, ZOT, JFAY, 0BT
DRNRDHET T D AT REME ﬁ;ﬁfé‘fib\o R A B ST DR NIRRT EZ BIRT &2 Th D
(44 HE 4.6 HSH),
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NI 7)

LU R R 10mg ODREHRGEULVT 7 U COBRBIES EOHFHIZ, Yr7 7Y ORIK
KOS (KOS ENREIC B 2 RIE S 7einoTz, £, YV T77 U2 25mg OHEEG. L LU R
T ROGFRHIZE D LT Y R ROEYBIE~OEELRO bNRnol, UL, BRER (57
XY ALY L OB REOEWF BEAEH ORI S 2\ > Ty, TF A &Y
VIR~ O CYP3A4 FHEME TH LM, U7 7 U OFEMERE~OFEIIHI 52N -
TRy, Y77 U EOHHIZERL T, PPHMIMPIZmh o7 7 U R E A HEICBIEE T
HZ

odxi Y

LU RIRNIHALIEIOmMg &I (0.5mg, HEES) Z0FH&EGR, a0
MAEFIRFEEN 14% L5 Lz Q0% (CD 1 0.52~282%), MARMH (Lo sHEDO L
FU R REFIHIRAE Y LDOUHEE) oY 3%y v Oy e~ RBOFLRE X 52
W22 >TWRY, LeR-> T, LU FI FEGHRPITMES Y I% 0 REZEERILT S
ek,

REFUE

ALFUHE LT Y R REPRBEG T2 L, BRUHMARIED U 2 7 NEEKT 228, ZHLi
A OHERHEIER L Bbihd, AZF LV T U R REOHFHEGICEL TE, o
5 BIAHECE LR B ClE A I L AR 2 T A Z R E LUy,

TEHARYI Y
LFURIR (1H1[FEI2Smg) OREHEGIZT IV ALY (1 H 1[E140mg) % HilE ITK
BOOFHEEG L2GAIs, v R ROEMBEREICERKRICEROH 2 BTG b,

PH¥e2>/\VE (P-gp) BEFIEDHEEER

Invitro TLF U KX RiEP-gp DIEE L7050, EERIFIRI ARV, 580 P-gp FHEXITH D
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BRI LT Y RS RBHWENDHE I DEAHTHS, LEn-T, LFU FIRICks
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DLEEORRERBIEL IS E T MEFBMEMEE LTHLN TS, FAZENT, L
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BRI E T2, BRIERE, 77 B RBEORFIIFRBETIICL T Y P FEE~D 7 1 X
F— =TT,

HENZFEE U 72 PRI 2000 £ 12 H 17 BOT—X 1~ b4 7 GBBMIM 155 » A) T
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62%> L7z (HR =0.38, 95% CI: 0.27~0.54, p<0.001), 4 PFS ®OHFREILLF U K RN
339 # 4 (95%CI : NE~NE) (2t L CF RN 19.0 # H (95% CI : 16.2~25.6) Th >
77
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X 6: AT —2OHE

VY RFIR 7R
(N =231) (N =229)
BBRELEMOFMIZL 5 PFS
PFS IO Rl = (H), (95% CI)°® 56.9 (41.9,71.7) | 29,4 (20.7, 35.5)
HR (95% CI) ¢ ; p fi& ¢ 0.61 (0.48, 0.76); <0.001
PFS2¢
PFS2 #iffl o defil 2 (H), (95% CI)°® 80.2 (63.3,101.8) |52.8 (41.3, 64.0)
HR (95% CI) ¢ ; p fi ¢ 0.61 (0.48, 0.78); <0.001
OS H#if
OS H o HfE 2 (H), (95% CI)°® 111.0 (101.8, NE) | 84.2 (71.0, 102.7)
8 AT (%), (SE) 60.9 (3.78) 44.6 (3.98)
HR (95% CI) ¢ ; p fi ¢ 0.61 (0.46, 0.81); <0.001
BB
ffif f (min, max) (H) ; SHERE \ 81.9 (0.0, 119.8) | 81.0 (4.1, 119.5)

CI=HEHEX[H ; HR=V— Rt ; max=fx KfE ; min=f/]MHi ; NE (Not Estimable) =t REE ; OS=241F ; PFS=
e S A A

ML fEIE Kaplan-Meier {512 & D H#EEEIZ IS <,

HRSRAE D 95% CI

FTE DIEFEREO Y — RBISA L9~ 5 Cox Heffil W — RET MITHESL

p fEIXFTE OIEHERERM O Kaplan-Meier iRz D IERERINLn 7 F > 7 REIZE S

RRIFEMIEE (PFS2), BEREMREEOIFEMEITANC Y 0 24— R—%1T > 1= 7 T B R OWBRE IR G LT
LU R RIZREIE E AR S o T2,

f AL T =295 E T o ASCT 1% D18 BRI R o i defi,

F—2 Ky hAT7H=20094 12 A 17 B V201642 A 1 H

o a o o

IFM 2005-02 5%

PWIRFIZ 65 kAN C ASCT ZjiifT L, MEFAIMRE CHEDSHER S NIZRETo2 L & bR
BONEELTCWEBEERNRE LT, LY R RICK2HEOEE (1 H 1H 25mg % 28 H
A I ND1~21 A BIZHE) 220 A 70 ATo74%, B&EZ LT Y FI NEFPRIEITI T 7 &
AHEFFRIEIZ 1 0 1 O CTEELIZEIDfHF72 A H 1B 10mg % 28 HY-A 7LD 1~28 HHIZ
b, AEHIRHEEZRO R TIUE S » AKIC 15 mg ICHIE), REETT £ Tk 5 L 7=,

AGRER OGO FEEFEAME B 1% PFS T, HAEAEIT T2 SRBET XU T OWT I
HECTL L7z, @AFYROFHMEEEBIZOW TR Z2F 2 TV o Tz, BEFF 614 4 % MAE
LHESTT L, 307442107V R REEZ, 3074 %27 7B REECE )72,

FRICFFE L7 PFS O W BN CRIA % LIFl o 72%1C 7 — 4 B =5 ) v Y BBROHRICHE
BRI AT o 1o, ERIIRTE, 7T RO BERBEITANC LT ) R RS0 7 7 2
A= N—ERBOIIo T, TRFENA ORI FERE RO, FAIOLEHERL LTLFY
B REGREZTIELE 44HBHR),

N EFE L2 P 2I2 20104E 7 A 7T B v b A 75 —% (GBHM 314 » H) T=E
M U7 ERARERIF D PFS OFERIZ LT Y R FEXSERTH Y, WEET I T DO U A7)0
48%H/ Y L7= (HR=0.52, 95%CI : 0.41~0.66, p<0.001), 4 PFS OHFHfEIZLF U K FEEHR
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40.1 # H (95%CI : 35.7~42.4) 12kt L TCF T BREEN 228 # H (95% CI : 20.7~27.4) T -
7.

PES (25T 2% 80T CR ZiEZR LTZBE DOV T I —TF DA CR ZiER Lo T2 HBE DY
TIN—T LD b/NE ot

20162 H1HBOH Yy bA77—% GEE#IH 96.7 » A) ZHWI=F#Hi D PFS TH PFS (T%f
THHEFMREMMEIRE L ORSNTWSD (HR=0.57, 95%CI: 0.47~0.68, p<0.001), 4 PFS
OHFYAEIZ LT Y K REERN 444 5 A (95SRCL: 39.6~52.0) (2% L CF T BREEN 23.8 » H

(95%CI : 21.2~273) ToHhHo7z, PFS2 Tik, 7B REELHEE L2 ) U KX KEEO HR 3
0.80 (95% CI: 0.66~0.98, p=0.026) T o7z, & PFS2 DHFRAEIILF Y FI FEED 69.9 % H

(95% CI : 58.1~80.0)Zkf L C7 7 RN 584 # A (95%CI : 51.1~65.0) THh-7-, 0SIZ
DWTIE, 7 BARBEEHELZL Y FI FEEO HR 28090 (95% CI: 0.72~1.13, p=
0.355) Thoto, RAEFHMOFRMEIZLF U R REEN 1059 » H (95% CI : 88.8~NE) Zxf
LCT72AREED 881 5 A (95%CI: 80.7~108.4) ThH -7,

s BETHELDBEICEFTLLFTIRI FERLTYITRUTEFAZVUQOHREE

SWOG S0777 3B CIL, BRI S SIS CRIRFREAE O T E D3 22 W RTR R O 23 M E
JERE 25512, LU RS RROT 9 2% U BEREO BRI R LT Y 2 7 2 9ER
BELELTBML, TOBEEMEITE T RIBELKET DIBRIEZBR LT,

LFY RIR, RALTYITREROITIHAXY 2 (RVd) BHOBREIZIZLFTY KSR 1 H 1M
25mg & 21 AffY A 70D 1~14 A BIZRA#E S, A7 I7 1.3mgm?> % 1, 4, 8 KO'11 H
HIZERNEE S, ROT X AZY 2 20mg/HE 1, 2, 4, 5, 8, 9, 11 KO'12 HEICRO#ES
L, K847 Q4¥M) ETEREGAEEL Lz, LTU I REOTHFY A XY (Rd) B
OBFITIE, VU RIFI1H1[E25mg % 28 A A 700 1~21 HEIWZ, T A X
40mg/H % 1, 8, 15 KkO*22 HBIZKRAOHZES L, 21 BV A 27 vk e 17 (24 ) +
THREAREE Uiz, MBEOBF T/ L LU RI R 1 H 1[H25mg % 1~21 HEIZ, 7%4
A X 40mg/H % 28 BIEIOKEY A 7D 1, 8, 15 k1022 H BICRO#KS Sh, HEEITE
THERE DMk ST,

ARFRER D T F 72 A PR B X M AR (PFS) CThd iz, ARl 523 Bl B A AER
(B GRS AL, 263 15175 RVd, 260 73 Rd (CEAEREI T STz, BE DN AREHFRVRME & O
BRIEH DO N— 2T A VR, BEETTATZ AR E TV,

20154 11 A 5 B GEBRA#E 506 W A) 20y A7 & L7 EEMNTOFREA T, IRAC IZ LV FF
fili 7= PFS OFERTIE, Rd BEIZHRT RVd BECHEHEIT XUIE T U A7 D 24% DK T 238D
bz (HR=0.76, 95%(=#EIX[# 0.61, 0.94; p=0.010), PFS O HRffix, RVAEET 425 B H (95%
CI34.0,54.8), RAAET299 # H (95%C125.6,382) Thoiz, TDOXFKT 1 v MIEHALBEIZ
K 2 WA BfR R < RO b7,

2016 5 12 H 1 HE D v b A 7R TALE LT D T COYEERE OB HRFHA R o o efi1X
69.0 W THY, ZOHiR%Z Table 9 1T d, BHINBAEOBEFAIEIZ 23720 53 RV FEO TR
W7 4 RO BT,
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RT7: - BWET—2OHE

GIEVRIY S
RVd Rd
GEEYA - (4817
JUX8) L X6)
(N =263) (N =260)
IRAC DFHfIZ & 5 PFS (A)
PFS OH Al 2 (H), (95% CI)° 41.7 (33.1,51.5) | 29,7 (24.2,37.8)
HR [95% CI] ¢ ; p it ¢ 0.76 (0.62, 0.94); 0.010
SEFHE (A)
OS OH Al 2 (H), (95% CI)® 89.1 (76.1,NE)  |67.2(58.4,90.8)
HR [95% CI] ¢ ; p fi& © 0.72 (0.56, 0.94); 0.013
Tt (%)
2FNEILS  CR, VGPR XX PR 199 (75.7) 170 (65.4)
> VGPR 153 (58.2) 83 (31.9)
BEHFEESM ()
gLl T (min, max) (H) ; 2R \ 61.6(0.2,99.4) | 59.4(0.4,99.1)

2 CIEHEEXM ; HR=AY— Rt max=fx Xl ; min=//M& ; NE (Not Estimable) =H£EREE ; OS=24ETF ;
PFS=HEHIIEAETT 5 JBBRFRA MM O PO B X BAEA B A DB Lz

b P Kaplan-Meier 512 & A #EEMEIZHES <,

¢ B DO R 95% CI

d J59ERE (RVd : Rd) (CBIES 29— FBI% % Heile 3 2 JEEHIME Cox Ll — REFT T HSL

e plEIIFEERIC 7T U BEICE S

F—H Ny NATH=2016412 A 1 H

20185 H 1 H (BfFL TV HHERE OBMFHENIMP R -42 » H) 2y NF7 & LTk
D OS OFER IV, RVAEETD OS DENLPEN S Z Hi & RS : HR=0.73 (95%C10.57, 0.94 ;
p=0.014), 7% DOAEFZRIL, RVAEET 54.7%, RAFET44.7% ThH o7,

- BHREBEIELOBREICETLILFTI RIS FETEHAZV O OAEE

65 ik LA o> B AT & 45759 5 228 F 2 OO B R CRp R AR 2305 & 7 B 72
VN 65 AT O BE A xt g & U8 WA sk LA 7 o & AbIEE M 3 B iR [MM-020]
T, VU R ROBEMEROZEEZFN L7, ARBRCIE, VY RINETHRHERAZ Y
OPFRFEE RAFIE) ZWRBEIT £ Tk 5 L7z RABE, RAFIEEZR K18 VA 71 (72
W, 194271 :28 ) &G L/-RAI8#E, KO A/NT 7T, prednisone KOV U F~A RD
OFAREER R 2 A 70 (728, 1A 70 42 H) $5 L7 MPT BED 3 BE Tl L 7=,
BEZ IBHEOWTNNICEELICEH Y FT7 1:1:1), 7o X MEOBIZITER (K755 vs
>75 %), W [EFSHFHISERERE (SS) AT —Y I T lvs AT — Y 1] K OFESEE 5
FfF L7z,

Rd A O RAI8 HEDBHEIZIE, WEGHEOKGEIHEICHEN 28 H¥A 71D 1~21 HRIZ VT Y
RIKF25mgaz 1 HI1EHERSGL, 28 A 270D 1, 8, 15KkN2 HEIZT SV AH Y 40mg
Z1H 1EFE Lz, RdEEAORAIS FEORMGHEL L T A U 34FE R R OEHREEIC K - THlEE
Liz 42HEZBH), 15 B2 0BEITX ALY &% 20mg &L, 28 HA 71D

Confidential and Proprietary ' v— S



LU R R 1.6 SENCIIT DA RILE BT 5 Bk} Page 51

1, 8 15 KU'22 HEIZ1 H 1 [E#E Lz, BBREMY, T XToORBREITTHRPTEEESE (KD
FEANY Y, UL T 7Y, AN IBRHETAY Y V) 2REL,

AR O A2 T EEEHI A B R (PFS) Tho7c, AR 1,623 44 /A A
AU, 5354 % RABEIZ, 541 4% RAI8 BEIZ, 547 4% MPT BEICHEID fHF 72, N OREEHERIRRE X
ORBEPEIT 2 3 B CRS CTh - 72, #RE I RETmoBE TH Y, BEEMALED 41%
2ISS A7 — 1 T, %ITEIEOFARE [/ LT F=>271U7Z A (Cler) <30mL/min]
#H LT, 3BEOFmOP R 73 Th o7,

PFS, PFS2 (#ERWIEEMIEH) MOVEATE (0S) 201443 A3 BDTF—4 v M4 72k
LEHTOBNTRER AR S ICE LD, RAEFWHBRE OBWR OFREIL 455 » H TH -7z,
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= 8: BT —2DHE
Rd Rd18 MPT
(N = 535) (N =541) (N =547)

IBRELEMOFAMEIZL S PFS (A)
PFS #iffl O H hfi 2 (H), (95% CI)°®

| 26.0(20.7,29.7) | 21.0(19.7,22.4) | 21.9(19.8,23.9)

HR (95% CI) ¢ ; p fE ¢

Rd vs MPT 0.69 (0.59, 0.80); <0.001

Rd vs Rd18 0.71 (0.61, 0.83); <0.001

Rd18 vs MPT 0.99 (0.86, 1.14); 0.866
PFS2¢ (H)

42.9 (38.1,47.4) | 40.0(36.2,44.2) | 35.0(30.4,37.8)

PFS2 i O 2 (A), (95% CI)®
HR (95% CI) ¢ ; p i ¢

Rd vs MPT 0.74 (0.63, 0.86); <0.001

Rd vs Rd18 0.92 (0.78, 1.08); 0.316

Rd18 vs MPT 0.80 (0.69, 0.93); 0.004
os #HiM (A)

0S #If D fi 2 (), (95% CI)® | 58.9(56.0,NE) | 56.7(50.1,NE) | 48.5(44.2,52.0)

HR (95% CI) © ; p i ¢

Rd vs MPT 0.75 (0.62, 0.90); 0.002
Rd vs Rd18 0.91 (0.75, 1.09); 0.305
Rd18 vs MPT 0.83 (0.69, 0.99); 0.034

BERAARIN (H)
R T (min, max) ; BHERE
BHEEZEEIE ¢ n (%)

| 40.8(0.0.65.9) | 40.1(04,657) | 38.7(0.0,642)

CR 81 (15.1) 77 (14.2) 51 (9.3)
VGPR 152 (28.4) 154 (28.5) 103 (18.8)
PR 169 (31.6) 166 (30.7) 187 (34.2)
272 hE|A © CR, VGPR X|I PR 402 (75.1) 397 (73.4) 341 (62.3)

FHHHE At
1 i 2 (95% CI) | 35.0(27.9,43.4) | 22.1(203,24.0) | 223(202,24.9)

AMT=HUE BN ; CIHEHHXH ; CR=FERTEM  d=EKMET %) A ¥V 2 HRen P — b IMWG=
International Myeloma Working Group (EBSEHEEY —=-> 7 7 L —7") ; IRAC= Independent Response Adjudication
Committee (RS ZIRHITEEES) ; M=A /LT 7 TV ; max=fix KME ; min=f/M# ; NE (Not Estimable) =&~
fE ; OS=24:7F ; P=prednisone ; PFS=MEIAHEATT ; PR=E/0EfiF ; R=1L U K R ; R&=HEEITE TO Rd &
5. RA18=f K 18 ¥ 7 /LD R #% 5. ; SE=RHERAZE ; T=1Y K~ A K ; VGPR= very good partial response ; vs=x}
@ HLfE)T Kaplan-Meier {512 K A HEEEICHE S <,

i 0> 95% CI

FTE DIRIERED Y — RBIE & 92 Cox Wil — RET IS

p fEIXFTE OIEHERERM O Kaplan-Meier iRz D IEREINLn 7 F > 7 REIZES<

PROBAVFEAT I E  (PFS2)

FOUEIXITHE Y RO REBERHRETH S,

R POR B ROFHE RO DT T —OERICEALT, T—F > b4 7 H=201345H 24

aQ - o a o o

H)
bF—X 0y NA T H=2013 4511 24 |
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s BETELOZSHEEBHERZERICETSLFY FI F/ AT 752 prednisone DHEFA
BRICHEC L) RS F#EEE

65 LA ETITE 7 L7 F = i< 2.5 mg/dL DB 2 x5 & L7256 N AR sk 4k R 7 o & 2L
TEEM 3 FEEGER [MM-015] T, LU RI ROFMMERONLEMEEZGLZ, ALT 7
7, prednisone XN+ Y K K (MPR) OFHEIERZICL T Y NI RERRIEZREEITE T
Fihi L7-FE (MPRHR HE) & FEhi L7 72 iE (MPR+p Bf), £ L TA/LT 7 T & prednisone
ORFFABEEZ IR 9O A 7 V5 L-8E MPp+p BE) O3 RETHE L, BEZ3HOVWTH
DITEAEZBIZEID T2 (11 : 1), 72X MEDBRITITER (K755 vs>T75m%) K OYHH
[EBS IR (ISS) AT —V 1 L llvs A7 — I CREBIEIR L,

AR T, TAREARE L LTO MPR OFRE (AVv7 77 0.18 mgkg % 28 A1 7 /L
D 1~4 HHIZRE DS ; prednisone 2 mg/kg % 28 HY A 7 4D 1~4 HHIZKEOEE ; LU K
I N10mgH%Z28 HY A 71D 1~21 HEICRA®EYE) ZHRKIVA 7L LI, 9 A2
VESET LIzhy, RERMTEICEL Y 9% A 7 Va5 T TERNoT-EBEL, MRPRIEICEY, W
BAEITHRMER SNDETLFT U FI R 10mg/HZ 28 HY A 7 v 1~21 HEICRAHEE Lz,

AR DA N D FEEREAM I B TR EAE IR (PFS) Th o7z, ARBUISHAANTZ B
71459 £ 70 152 44 % MPRAR BT, 153 4% MPR+p BEIZ, 75D 154 44 % MPp+p FEIZE Y i)
7o BEGRTO N DOREFHERORRE K OV R IT 42 3 FERI CRIE CTh o 72, B EEDOR 50%73 1SS
2F—Y M THY, ZLTF=227 U7 T2 60mL/min Kl T o 7=, FiEohfix
MPR+R F£ M T MPR+p #f 71 5%, MPptp #E 72 ik Ch -7,

201344 HOF—Z 1 47121 5 PFS, PFS2 N TXOS OffHTHERAZFIICEL DD, &
AHEERE OB O IEIL 624 5 H ThH -T2,
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R 9 AT —XDOHME
MPR+R MPR+p MPp+p
N=152 N=153 N =154

IBRELEMOFAMMEIZL 2 PFS (A)
PFS HIfioF fl @ (H), (95% CI)
HR (95% CI) ; p fii

274 (21.3,35.0) | 143(132,15.7) | 13.1(12.0, 14.8)

MPR+R vs MPp+p 0.37 (0.27, 0.50); <0.001
MPR+R vs MPR+p 0.47 (0.35, 0.65); <0.001
MPR-+p vs MPp +p 0.78 (0.60, 1.01); 0.059

PFS2°(H)

PFS2 HIH O JefE 2 (H), (95% CI)
HR (95% CI) ; p f&

39.7(29.2,48.4) | 27.8(23.1,33.1) | 28.8(24.3,33.8)

MPR+R vs MPp+p 0.70 (0.54, 0.92); 0.009
MPR+R vs MPR+p 0.77 (0.59, 1.02); 0.065
MPR+p vs MPp +p 0.92 (0.71, 1.19); 0.051

oS #i] (A)

OS HiH DA 2 (H), (95% CI)
HR (95% CI) ; p fii

55.9.(49.1,67.5) | 51.9(43.1,60.6) | 53.9(47.3,64.2)

MPR+R vs MPp+p 0.95 (0.70, 1.29); 0.736
MPR+R vs MPR+p 0.88 (0.65, 1.20); 0.43
MPR-+p vs MPp+p 1.07 (0.79, 1.45); 0.67

IBBRAAIIE ()

Ol (min, max) ; EHERE

48.4 (0.8, 73.8)

46.3 (0.5, 71.9)

50.4 (0.5, 73.3)

IREREALE A OFHAR I & 5B REEZEZEI S (%)

CR 30 (19.7) 17 (11.1) 9 (5.8)
PR 90 (59.2) 99 ( 64.7) 75 (48.7)
SD 24 (15.8) 31 (20.3) 63 (40.9)
NROFHTAEE (NE) 8(5.3) 4 (2.6) 7(4.5)

1RBRRALEAD OFAEIC & 2 B REEEZIHM (CR+PR), ()

g @ (), (95% CI) | 265(19.4,358) | 12.4(11.2,13.9) | 12.0(94,14.5)
CI=Z#EIX[M; CR = &M, HR = ~"P— Kb, M=2x/L7 7 7 >; NE= #ERGE; 0S= @477, p=""7 &K,
P = prednisone;

PD = JZHELT; PR = EIFEME; R= LF U N3 F; SD = JZ24iE; VGPR =fi FLER5) TR

@ LY Kaplan-Meier 1512 L A #EEEIZH-S <,

T ORBWIFHETEE (PFS2) 13427 v & M (ITT) TT X LMEORERD S 3 IRIEIETH 2 HUE SEIERE
(AMT) OBMAIIRTE £ TOME & EHE L

KEBDERMEEIEFNRE L -1 ERIGHE

RIRRO RIS IS 445 4 2212, HEMT & DML LR 11 AHBR

(ECOG E4A03) Z#HEMilL 7z, 2224 % LTV NI RERHET XA %Y Ot H#EEIC, 223
%u LY R NEEERET XV A XY COFRBIECT v X D280, VY RIR
SIERARET X A X UBOBREIE, LY R R25mg/H%E 28 HY A 7LD 1~21 HH
WG L, 7% AZ Y 40mgH%E 28 HY A ZVOENIO 4 A 70D 1~4 HH, 9~12 H
HEO17~20 HEIZHEEG Lz, V7Y R RRHET XA XY UHEOBFIZIEL, VFU R

Confidential and Proprietary ' v— S



LU R R 1.6 SENCIIT DA RILE BT 5 Bk} Page 55

I R25mgHZ28 A A 70D 1~21 BEIZEEL, 7F VA XY 2 40mg/H% 28 A1 7L
D1, 8, 15KV2 AHICKEEG L, 1ETHHERELZFW LI2EZITILTY FI R EHET*
AR URET204 (9.1%) THoZOIZH LT, LU R RAEERET X0 2 % U8t
T 654 (293%) ThHol=,

HRINTIZ L D &, RIGEO SR EMEES EF TIICHOEIED, LU K R
HET X AX U8 (193%, 2234F434) (L <L) R FARHET A XY
VHE (6.8%, 22047 154) TR o7-, 7ok, BHFGERHAEM O F i 72.3 HE TH - 7=,

LU R R EAET S AZ Y U TIELT Y I REERET SV A XY VRIS
TRAFHMOIEENGRD G, 2 MO ZITEFRREM N R < 22 512230 CTHi/h T 268
BRIV .

BEED D S BRI EGE

LU R ROFMMEROZ 2%, 2 40%F NSt kE 7 o 2 2 b7 7 2R %t &
B TRER] HEiERER [MM-009 & T MM-010] TRl L7z, stk CiL, 1BRIEDH 5250
BREREZNRELT, VTV RI RETIHRAX Y U OOFREELE T 2 2 BUlERE
W L7z, [MM-009 X TOXMM-010] RBRCTL Y RI R/ THVAX Y 2% 5 1L71-3534
DEFD I B, 45.6%05 65kl ETH 72, [MM-009 O MM-010] #R5k TR L 7= 704 44 D
BEDI DL, 44.6%0% 65 kL ETH -T2,

WTNORBRTYH, LU R R/ TXV ALY UROBRFE, | A7 0%&28 HREE LTI
~21 BEIZVFU RIR25mg % 1 B 1EEOEE L, 22~28 HAIZRIUAMEBO T 78R % 1
A1 Lz, 78R/ TXH AL U OBREIL, 1A 7% 28 A& LT 1~28 A
HIZZZ78RE 1 h 7BV TO8E L, Wit d, H4H A7 VETEENENLI~4HEH, 9
~12HH, 1720 BHIZTSYAXY 40mg % 1 B 1 ROEERE Lz, 5591 7L
X, ¥V AZYCOHEEZ I~4HHDO40mg1 B 1 EREAOFGICHEE L, 26BE L, W
HETETEG A LT, WTHLORBRTY, BRI K ORI A RT RISV CH &4 R
LTEnz Lz,

WTHNORER T, HEHEHIE (TTP) AN FEFHMEHEE & Lz, 8P 3534085 %
[MM-009] RERCRElIL, ZDH>H 1774 MWL TV RI R/ TV AZ ) URE, 176 80877
YR TXFAZ U TH T, ARSI ADEREEZ [MM-010] RBRCRME L, 176 4251
FTURIRSTIWRAZURE, VTSGR T TR/ THXHALZ UFETHoT=,

WINORBRTYH, LTI RIR/TRIREZ LT TR THRIRAEY UL DR
T, THATOBE Y 2 LR BEEREILFSE Th o 7o, M S bIZHFER O IEIT 63 5 Th
0, BlXREEE TH o7, ECOG ® Performance Status A 217, HiTEEDOE K OFEHO NS
AUH WL T L Tz,

TESATOEBRROTHAICLY, LY FI R/ TS 227 VO RfREL, 7%
AL BMPEEIC S TERMWED EERHEE H TH 5 TTP 2t #HAEICER T 5
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(p<0.00001) Z &2 /RSiie GEBRHAWIH O F I 98.0 M), Mo v+ VU RI K7

X AL UBEOEREMENE R ORI EEG b, TXIRAY YT T RREEE R LT
BRIZEPoTe, ZNDOITFEREZZIT T, WBRE b ERMRICEIY 778K /T A4
VURODBEN LT Y R R/ TR ALV oftllEEEZIT oD XL,

HE BB O PEMRNT 2 206 L 7=, ARFEAT ORISR L 72 o 2B HR A o F 81X 130.7 B TH
%o 7% 10 [ITABEE ZEfRAT OFE R A2 B35 (MM-009 38R & TN MM-010 3805k % #E55) o

IERBRRARAMITICB N T, TIP OFREIZLF U FI R/ FxH A2V U8 (n=353)
T60.1 1 [95%EHIXMH (CD :443~73.1 8] XL, TR/ FTHFHA &Y U8 (n=
351) TiX20.138 (95%CI : 17.7~203 #] THo7-, MHEALFR (PFS) O RfEiX L+
RI R/ THXHAX S URETA8 1 (95%CI : 364~62.1 #] (Zxf L, 7T7&®AR FTXH A%
CRETIL20.0 (95%CI : 16.1~20.1 ] TH o7z, HEHEOFRMEIZLF Y FI K/ Fx4
AT URET 4400 (AL : 0.1, &K :254938) oxtL, 7T R/FTHFH ALV BT
1%23.1 8 (RHE - 0.3 1, E 238.13) Thotz, WFHORBRTE, LT VU K F/F%
YA E Y REOEREM (CR), W EM (PR), £F%) (CR+PR) EJIT V22V /7
T REE L L CHRICE D o T, IERIBUFHA M O EMITIZ I T D 247 HIH (0S)
OHFIfEIL, VY RIR/THRFAZ Y UBED 164.3 1 [95%CI - 145.1~192.6 ] 2% L,
TR/ THRY AL URETIT 1364 1 (95%CI : 113.1~161.7 ] TH-otz, 778K /T
XY AL URHCET DI 351 4D 5 B 170 L BREBEITH D WV IT ERAERZICL T Y KR
K/TFXH A 52206 Bb 5T, OS DA CIE, 78R/ TXHhA2Y
VEELIEE LT LT Y RS R/F R A XY R TR RN B R IEM A RN RD S -
(HR=0.833, 95%CI : 0.687~1.009, p=0.045),

= 10: EREHFAEDT—2Hy A TBHIZE T 5BNMEEMERDOELN —MM-009 FHER
BU MM-010 S8 #E (T—42Hhy A TJ7BIEEN TN 2008 E7 A 23 H, 2008 £ 3 A 2

H)
vy RI R/ TSR,/
TXHRAEIT TXFRAES
FHmE B (N=353) (N=351)
BHHFE TOHIM HR [95%CI], pf&*
TTP HryefiE (i) 60.1 20.1 0.350 [0.287, 0.426]
[95%CI] [44.3,73.1] [17.7,20.3] p<0.001
PFS 1 JefiEi (OF) 48.1 20.0 0.393 [0.326, 0.473]
[95%CI] [36.4, 62.1] [16.1,20.1] p <0.001
A O T IE (GE) 164.3 136.4
[95%CI] [145.1,192.6] [113.1, 161.7] 0833 L0087, L0%7
| A AR 82% 75% p=v
ZEIE Z v X [95%CI], pfE®
27858 [n, %] 212 (60.1) 75 (21.4) 5.53[3.97,7.71], p < 0.001
R [0, %] 58 (16.4) 11 (3.1) 6.08 [3.13,11.80], p < 0.001

o VRRRER O A TR 2 Pl L 7o e 2T 7 OE
b WANEEHTIE D A Z3RME
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B B8 SR AE N7

5 F Y KRB A B TRE 5 75, AU Z THUOHIEEFASE b LS 1KY 22 X
R - 1 U A2 BRI AEREC X 2 WK TEE R B 2 RIS, 2 SO BB T LS
U R FORIMEROZEMZFM Lz, OrF U FI Fo2 & 10mg XV 5mg) &7'7
TR T 55 A sk 3EH 7 o ¥ MEZEE R Y 7 2 AR 3 BB (MDS-004 7
B) L, LU R R 10 mg 0% I IS fisk 46 B S M IR (MDS-003 #8) <
HoT,

LTSRS 0%, MDS-003 #8k & O MDS-004 3ER D1EEEK (TT) £M0OF—% Th
D, S FEGRERERTRKZLED VT 7N —TORER L HNRT,

MDS-004 75k CTlE, BFE 2054 %17V F2 R 10mg, 5mg L7 7 B RIZFELSEZEND A+

o, FEAERATIIL Y R F10mg KO 5mg & 7T R & ol IR EREIS O
WCThole (ZEHEBRM 16 HH~52 @M X OIEEMRMIGFT 156 LI T), 16 BFEZIZRILEK~
A T PO LR ENBR o T BEITRR 2 P IET 52 & & Lie, RifLER~ A F—5USEL B2
NI EREN, RMEGROER, WEBET IR TE RV EENRAET S £ TIHREEZ kT
THZ LT, BT 7RIV FTY R FSsmg 2L, 16 BM#ZICRMER~ A F—
RGP EDUEN R EN 2> T2 B EE, 77 8RNSO LF Y R R5mg 20X 50, B
&= SmgnH10mg) ICLV LT U R RaficxsZ b Lz,

MDS-003 iBA ClE, 1484127 Y K2 N 10mg 245 L, TEAREMITIZEY 27 X ixHh
-1 U 27 BRI RIEGREE OEMNSEL EZRT 2 VT U R NIEOA M %2 707
HZ ETH-T,

& 1 FOMOBROEN—MDS-004 iR (ZEGH®E) RV
MDS-003 iX8&, ITT &H

MDS-004 B MDS-003 B
N =205 N =148

10 mg 5 mg ' A 10 mg
FHEE B N =69 N =69 N=67 N =148
i . FE K A7 . . . ,
(> 182 H)* 38 (55.1%) 24 (34.8%) 4 (6.0%) 86 (58.1%)
LIRS . , \ \
56 1) * 42 (60.9%) 33 (47.8%) 5(7.5%) 97 (65.5%)
i 11 5 A7 P 22 B A PR D
b LG 4.6 4.1 0.3 4.1
s 10 AR A7 O e R o o
) NR NR NR 114.4
Hgb #4/0 &0 9, g/dL 6.4 53 2.6 5.6

T 28 HY A 270D 5H21 HLF U R R 10 mg iGRE %1 TV i

28 AV A ZLDHH28 ALFT U FI R SmgiGRaE3%T Ok

Y TR RBREGBEOZ L, FERMICADZHOEE 16 BRRICEORINI LY “EERBE T L,
# >1g/dL @ Hgb ¥M%£E S

©EET (PREITRE)
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MDS-004 #XBR Ti%, FEFHEHE B Omim LA (5182 H) 125 L7z B BE R B AUEGRE S
DOEIEIT, 77?T(M%)i@%VTJF\ﬁwmgGM%)TﬁiumﬁoﬁoVf)f
I N 10mg TR LT S BROAKEBIHRAEZ/ED BEZE 478D, 274 (57.4%) HAIRIMLER
i AR AT LT,

LU K2 K 10 mg BEO#G M IEEAFIEER £ COMM O F AT 4.6 B CTH - 7=, IRERED
W T b M IE R AR O P R IIRZE Ch o728, LU R RIRIRBE T2 %
2513 TTH5, LTY R RI0mgBEO~EZ 0 B fE (Hgb) DO_X—RA T A L5 DN
B RET 64 gdL THHo T,

ARBROMOFHHEE & LT, HlEEENLG (CgR) (LU KK 10 mg BE#ERE O
30.0%ZAIIEAR N A ¥ % — Kb, 24.0%| S AIEIR S~ A T — OSB8I ShTe), R
i Quality of Life (HRQoL) K& OVEAMEE B A ME~DRAT 2 71l L=, HIIEE R0 5 O
HRQoL O#tFi%, FEFMEIEH O &~ L, 78R ELV LTV K RIBETEL T
77

MDS-003 iABECix, LU K2 K 10mg &5 Lo BRI RIEERBE DL (58.1%) 2
M IEEAATE (5182 ) 122 L7z, Wl sFKEMEZAMM o PRl 4.1 B TH Y, Friiif
DOHFJAEIL 1144 B8R ThH o7, ~EZ7 2 EE (Hgb) OHIMED T JEIL 5.6 g/dL Th >
7o HERE D 40.9%\AIAE R A 2 % —BUR, 30.7%|CHINEEIR R~ A T —FOR D BIEE S
niz,

MDS-003 585k &z TN MDS-004 505 [ LA AAL S =88R DO KRy (1 72.9% &
52.7%) 1%, JRIMERE MR - BA O 5N B o T2,

v R Y s VB

EATD LY A ARG 1~3 [BIOFIRIEN B 2 B & G IRBRE TR A 238N L 7= B
MRS & P 21T 9 8 MRS sk 4R 7 o 7 LI E B (MCL-002 3U) T, ~ o h/LA
fa U L SEREICER T D LU R ROFER OV E T L7,

FHAR B HERBIE 4D MCL KON CT CTRIE FIREZRIN A 2 A3 5 18 sl LB AHiA A
7oo W72 LB 1 DOPFAMEFIRIEL A N K DEYIRIBEEZ 2T T D 2 ENME L S
2o Fi, RBRERHIILEFRIER O UIBREIC R #EOBE Extg L Lz, BEE L)
U R REESUIKHRBEZ 2 0 1 O CTREIEAICEID M7, TRBRE(TERTORIUC & 2 Bk
IXT A MMERNC, 7T hT N, YESEY, VYR T, IAXTEUNITT LAY
YOWT N KD HEMEE A ST RREE S L T&RIR LT,

LU R RIE28 B A 74D 1~21 HHIZ 1 B 1 [ 25mg 2/ 085 L, RiedEsT SULEF
ATERWEEN BT 2 E Tkt L7z, THEEOBMEN AT L28E 1L, LTY RIF
ZRWELTLIHIE10mg & LFA—A7 Y2 — L THE L,
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N=2 T A ONOREFRREZ LT Y B NEEEARBEOR TR%E TH -7, mBEHEM
EHFEE O RAEIL 68.5 7%, P [F% Th o7-, ECOG Performance Status A = 7 [l #ffH
TH%ETHY, AHEFREbLFA%ETH T,

MCL-002 585& DA %0 o E G IE B | L mg A7 R (PFS) Th o7,

BRAE (ITT) EHOAMEORRITMIFEAELZE S (IRC) BFHEZTT>TEY, TOX
IZE LD,
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x 12 AT —2 OME-MCL-002 8k, ITT £H

LFY RIF R
(N =170) (N=84)
PFS
PFS #ifd] o Hr g fil @ #), [95% CI]° 37.6 [24.0, 52.6] | 22.7[15.9, 30.1]
B HR [95% CI] © 0.61 [0.44, 0.84]
HRa 7T 7 BGE, pfie 0.004
FEHEIE %, n (%)
SERFEM (CR) 8 (4.7) 0 (0.0)
oy EfR (PR) 60 (35.3) 9 (10.7)
B TE (SD)°® 50 (29.4) 44 (52.4)
JHEHETT (PD) 34(20.0) 26 (31.0)
EN A VS 18 (10.6) 5 (6.0)
£ZEIE (CR+CRu+PR), n (%), [95% CI]¢ 68 (40.0) [32.58,47.78]| 9 (10.7)%[5.02, 19.37]
pfE e <0.001
ELEHEE (CR+CRu), n (%), [95% CI]® 8 (4.7) [2.05,9.06] | 0(0.0)[95.70, 100.00]
pfiE e 0.043
EHHM O RAE *, (H), [95% CI] 69.6 [41.1, 86.7] 45.1[36.3, 80.9]
AR
HR [95% CI] ¢ 0.89 [0.62, 1.28]
nsZ s BE, piE 0.520

CI={ZHEX[H ; CRR=5EEFNEIA ; CR=7EE2EM ; CRu=FIEEEELEM ; DMC=T — X T=4 ) VI EEL ;
ITT=1694M ; HR=-~%— Rt ; KM=Kaplan-Meier ; MIPI=< > FLAIIA Y o ~IEEFS T4 IR ; NA= 3%+
T ; ORR=2FNEIS ; PD=JREMEIT ; PFS=IEIHE/AETE ; PR=EEMR ; SCT=HIluHE ; SD=IRIEZLE ; SE=
FEHER e

@ HLfE)T Kaplan-Meier {512 K A HEEEICHE S <,

b AAFHA 0O HR B D 95% CL

¢ SERER ORI B 0 R OHREBRHETH D,

4 B LYIEE S ETOMM G HERN,3EU L), EEOFY Lo EEED YIRS E oMM (6 » A
K6 5 ALLE), SCTIE (A/#) KRUONR—RZA4>OMIPI (& /&Y A7) IZoWTREILE{T-
77

¢ BRMEIT 0 7T v BEMEBEOMENERICIESE, EFEEINCET 2IEEIbe 7T v 7 e L OEE
AT ORI e 7T 7 BEE 2, INELE 3 B DMC 2 —7 ¢ > 7 BRI EBRICRD Dz A < b
WIZEDSNTEY, FEMTREOEBEDOA R N ETRINDA R R EOER IS, (T 2% K HR &
Z D 95% Cl 71,

MCL-002 FBER D ITT £ TiX, 20 BUUNOBRHIET N LY R RETI704F 22 4
(13%) I L CxBEET A4 64 (T%) & RERMICIH LI LT-, SEEEOBRET
TR CENRENETNL I AT 164 (20%) KOR2847F 24 (T%) ThoT- (44 THZEMR),

NESEM

M EFE ST (EMA) 1, V77 X R L ONEBFORBRZRO TERY, ZhIImE B
MG CONBER O 7 v PR ERD UNE~OMEMICE L TX 42 HZM),
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52 FEWBEFMYE

LU R RIIAFRBR A2 LEEFD, 2E7e S (=) KEOR (+) EKBRGFET S,
LT U R REIZEIBEMELTEKRSINDS, LT U FI NI RICEBREICETOT W
23, 0.1 mol/L HEFeRRMEiRIZ i HLIEITO9 U,

RUR

LU R REZERBORBEHRERF TR AR5 &, oIl sh, 5% 0.5~2
RefE] Chem MAEIREEICET 5, BE BEFEEHRE b Rm METRE (Cne) X OMIETIRE -
e AR RS (AUC) 1RSI L TIN5, RIEHR G XL 2 EA 0% LS
20, fEFO LY R RO S- O R-TF T A~ —OHRIRE R IXZ N 56% & T
4% TH 5,

SR E CRB R OE I v Y — & & FRFCERT 5 &, WIGEIEMET L, AR dh
PR (AUC) 2349 20%, IMAEH Crax 23 50%IK N3 %, LavL, EEALRMEEHEL OV
BERTERUERREOTRR CIE, BFEOBIUCERZRS LT Y FI FE&RELTEBY, KAIOAHZME
ROBEEPHEGER SN TWD, LEER->T, LU K RERG UIZEERFO WU IR T
HTENTED,

LU R RORKROFKGE ORI IMEE MRS, AR RERERERE KO~ > h Ll
%J/AE$%®WTWb%&w:&@ﬁtlv—ya/%%@%ﬁﬁ_ibméhfw

paxiitl
Invitro TOMC)-LF U KX ROMAES 37 fEEFRITK LS, ZRME RiIE R & QMR R
FONWEMAE S 2 37 FEGFRIZZNEIN 23% KN 29% Th - 7=,

LU R R%& 25 mg/ A5 Lo B OB ORBIEFPICFE (RS8O 0.01%A0H) L
2, BEHHIE3 BHROBIERTICLT U R MR Sieho G4EEBMR),
AERRNEL R U

t hTOLF YU R ROMRFBHIEET D invitro BEBROFERTIX, VTV FI NEF hrmr—2A4
P450 (CYP) BERICK VM ESNARNWZ EVRSNTHY, CYP BRI ER LY R M5
OFREG LCH, Rtan Lo W AER 2 E T 5 et RN e B2 5D, Invitro B

TIE, LU K2 RICiZ CYPIA2, CYP2C9, CYP2C19, CYP2D6, CYP2El, CYP3A, UGTIAI
T D EERAN RN EDREN TS, LD ->T, LU R RZInbBEEORE L
[FIRER 5 L CHERMNICEZO D 2EMHEERZEZ SRV EB X biLd,

Invitro RBRIZBWNT, LU FI Nk MEmYEY > 3278 (BCRP), ZAlMMES 37
'Z (MRP) #iikf& MRP1, MRP2 X (X MRP3, AT =4 i#iiEfk (OAT) OAT1 X TNOAT3, H
BT = kAR Y X7 F R 1Bl (OATPIB1), HHEL T4 itk (OCT) OCT1 & TF OCT2,
25 - st LG BPE SR (MATE) MATEL, A HES 74 L fikfk (OCTN) OCTNI &Y
OCTN2 DFEE L 72 B2\ Z ENRIN TV D,
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LU R Ride MEHERESEE A~ (BSEP), BCRP, MRP2, OAT1, OAT3, OATPIBI,
OATP1B3 KON OCT2 1Z%f L CREAEH 2R S 722 &8 invitro RBR T/REN TV D,

LU RS RIIKRER D RPICHEE S D, BREBEN IEHE R o7 V77 U A2 5
B OEIEIL 90%THY, LT VU KI RO 4%NEMPICHH SN 5,

LU R Rtz e <, BGED QUNARLELA L L TRPUCHEEESN S, B FR
LU R REOIN-TEF - U K RIFPEEEDZZE1 4.59% K% Y 1.83%% 5
5o LFURIROBEIZ VT T AIRERKIEBRREZBZ 52 L0nh, HAHREOREENN 72 R

B ET D,

MR 5~25 mg/ A D55, MBEP O IRERERE T 3 FeH, ZFME R, BHRY
FRAEMRAE B ST~ > R Ve U > SRR T 3~5 IFRI T D,

k=]

REAICRBIT D VY KX RORRYEEZ 3§ 2 72 O O BRI I S T,

Ea b= g UERYBIREAATICIE 39 5 85 i E TORENGENTEY, VT I FD”
V7T A (ETORER) IFEHORELZIT RV LIVRENTVD, FilE TiE—Kic
EREREDME T LTV D Z &b, AESREEEICTY, ER e BEERE 2 £y 5 00
E LUy,

i

BiaelE
MBI K DB REEEE 26T 2 WBE 2RI, LY FI FOEWENREA T L7,
CORBRTIE, BHREODBIZ 2O GEAMEN Lz, 24 BREME LTZRP 7 L7 F=07 1

7 7 A& Cockeroft-Gault U K- THEE L7227 VLT F=o 7 VT T AThHD, ZOFRE, L
TV R ROKRZ VT 70 ATBEREDOIK T (<50 mL/min) (2L Tl L, AUC O K%
LT I EMPIRENT, AUC ITIEH BHHE & BYEB RS OWRE 2 A b=/ L —712
HA_ T ESE R B R OK 2.5 fiF, BUEBMRERE T4 65, REBEE TS EEr o7, LT
U R RO¥EHIE, 717 F=r27 V7 T A>50 mL/min DEE DK 3.5 BEEIIZk L, <50

mL/min OEFEREDOIK T L2 EBE TIZ 9L EICEER L=, L L, LU R RORKORIL
IR IC L DI 0 o 72 Coax (TR & B REREBE TR TH o7z, 11H]
D 4 KB TERNO LT U R RO 30%03 R E Shie, 4.2 HCRHEEERE ST BT 1T 2 HE
R &R 2k~ T\ 5,

Ohk

AR REREE

WY 2 L— g IR ENRE AR I IR A O TR R (R E U LB U3 RYEE BIR A 2
1575 FE T, & L<ILAST BEAEMEE ERZEB 2 58HE) 16013 EENTEY, LTU KI RO
U7 Z oA (ST ORER) ITREIFEREEICL DB LZ T RN ARSI TND,
S~ EEORERERE TOT =2 IIB/ o TV,
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ZDHORMER

RE 2 b— a VIRYEREMAT CIX, MAERZICBITDL T R RO VT T ANMKE
(33~135kg), MR, AFEK ONMMERIES OFEE (Z5IEEHE, B3R AEER T~ >~ b
JVHERR Y Sl 12 K o THIIRIIICERDOH DB EZ TN EDRRINTN S,

53 FERERREMET 5

0575 4mgkg/ HETOL T U NI FEERV VICEE LT, BIRERERBRZT>TW
Do HRFIZLT Y B RO®FE 25T 72l v o HAERICEHAT 2 & T e R R 0 b I o
FeRVERE (WU dh, &HE, arF, BEREGELKO/ SAI—HMREOIED, £, KiE) 2»E
LU B FREICERT 2A4ARGEIRBD BT,

PIBRR AL IZ VT, BRl 1 ILihR % 22/ (B, EElEGS TORGCOFRE, BERLO/NS
IiEE O, IBFEOME/, BREIRORE) MBI,

LU R NI EEL R ORERH 5, RARGZEOR/NEIERT, ToHWET
>2,000 mg/kg/H TH -7, FF 26 BED 75, 150, 300 mgkg/H DT v b ~DKEFRAHKG-T
I, BHITERNT D RO B R AR 3 HE TN TICRO 6N, FICHTHEE TH-
7oo HEFERMERE (NOAEL) 1% 75 mg/kg/ AR & B2 bivic, i AUC IRERIZHESWE b
TO 1 HBBEEOK 255 Th D, fk 20 MO 4 KT 6 mg/kg/ H DOV~ KR N5 T
X, EROE LWEN G LVRERY, RIER, Ak, @/ oRy, Zigeatim, M
{BERIE, V2 35k - BHZERME) PO b, KE1TFEMO 1 LD 2 mgkg/ H DV L~DKIE
OG- TIX, Pt oE RS AL, B RERRY AR IERGAR L D O e, MR
NRDBNT-, AUCHHE T b~ EELIFEFFRMAETH S 1 mgke/ H OF 5 TESE D [ 1L
BB D338 BTz,

Invitro (IEZERER, B FU LV RER, v~ U R Y U7 —~, VU T UNLARY— IRl E
fixHa) K Ninvivo (7 v MINME) BEEERBR L, BEFNOERAEDOWNTILD L-ULZB L
T, BANCERT2HEIIBO N7, LT U K RONAJFPERERIT M I T
AN

HHLH 3, 10, 20 mgkg/ H 2R N EE Lz v X% WO AR A i L7z, Hhi
BEDRIED 10 LV 20 mg/kg/ H THEKFINZRD b, BHIROBED 20 mg/kg/ H TROH H i
Too ZHUTRHABMEL L TRO LN, EHOFBEER L TWDL BN, KIROHK
FHAE L OVERE DZE RS 10 T 20 mg/kg/ H TRRD HivTe,
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6 HEIFAEMN
6.1 AMNHY—=&

HTEILREY

HRFLE

HEeaklrmo—2A
JaAHNAB—AFT N T A

ATT Y R TR T A
HTEIVARE

L7 7 X K 2.5 mg/10 mg/20 mg i 1 7" /LAl

vI7F
fe{bF > (E171)

H 25 (E132)

wt = kgk (E172)

L7932 K 5mg/25 mg i 7 ILE]
75
feibF % (E171)

L7732 B 7.5 mg i 7 E/LH
75

fg{bF 4 > (E171)

W = T kgk (E172)

V773 R 15mg i 7 EHl
vI7F

fe{bF# > (E171)

H 25 (E132)

FxA Y
v7v7
Tavrr sy a—n
BiEg{bgk (E172)
KEEAL A U T A

6.2 EEEEER

B
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6.3 FAxhHIME
34

6.4 Hrid (BFAEEEIE)
Z DEIEBITITFRR R REILER S TR0,

6.5 BHROMERVABRE=E
WH ALK T 7 ELAD D PVC/PCTEE/ T VI = MET Y A Z —3— |k

L7 73 K 2.5mg/5 mg/10 mg/15 mg i 5 7" &)L
LEHTZVDITELOEILT XL 21 h 7L THDH, BT LEHTRTOIERA TR S

B EER S 220,

L7 7 2 F 7.5 mg/20 mg/25 mg il 71 7 & /Ll
VBB DI T vLOIT 21 7L TH D,

6.6 BEEICEHIHFITIZEFERVZDMODEEL

HTEMIBT W LIY LR L, LY B ROBAKASKEECER L850, BH
(AR LR TS Z &, LY RS RASRBICEHRR L7850, FiACT el i
zr,

AR U 72 203 o T BEANCBEFEM 139~ TR EEH O ZA I HEIL U TR AITHERET S 7o SEAIAN IS
RAET S Z &,

7 BUEIRTTERAE

Celgene Europe B.V.
Winthontlaan 6 N
3526 KV Utrecht
Netherlands

8 HERTAIES
L7 5 3 K 2.5 mg i h 7L
EU/1/07/391/005
EU/1/07/391/007

V773 R 5mg il 7EHl
EU/1/07/391/001
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EU/1/07/391/008

V773 R7.5mg A7 &/ Hl
EU/1/07/391/006
EU/1/07/391/012

L7 7 3 F 10 mg ik 74l
EU/1/07/391/002
EU/1/07/391/010

L7732 KR 15mg i 7EILH|
EU/1/07/391/003
EU/1/07/391/011

L7 7 3 F20mg ik 7Ll
EU/1/07/391/009
EU/1/07/391/013

L7 7 3 F25mg ik 7Ll
EU/1/07/391/004
EU/1/07/391/014

9 ##EXZER "BFHKZEH
WIEIAERH 200746 A 14 H
FEEHH 201742 A 16 H

10 XE®ETH
201945 H 13 H

AREHIZBT 255 72 RITEIN =S T O 7 = 7% A & (http://www.ema.europa.eu/) (245
fsnTnag,
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1.7 [RFE R %h it — B 5 B U— RS
TABLE OF CONTENTS
1. BT [ 20 1 2% oot e e e e e e e e et e e e e st n e e e s e e n e nnenen 2
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1.7 [FI Rl 2 it — e dk YU RS
1. FIEFRZ R —RR

FIFERZh L & L CL IRENEE B MR % o U oS SUTIRRANE U o IO ShRE TS R 2 A
THEAE LT, VYF~T (BETHBEX) | TV TEL Y VBEAT IV, ATV VEYT
Fruktrr (BISFHEZ) | XUXDRAFURBIEROA XY X7 (S FH8Z) 125
WT, RS, A, RtEA . DRESUIRNR. BT SUERUET H & Table 1 1R L7, £7o, 45385
DRI LHEZ IR LT,
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LU RIF
1.7 [RIFE [F] %0

—HE

Y= RS

Table 1: FERZH—ER
— e LY KX RAFi# PIE 2 v TINESEUIVEE | A TIVVEST | RUFARFUE | FEXV AT
GEfZFH#z) TRT)V Fuxksrr (& i35 (BI5 7L z)
fLFHi# %)
AR7E4 L7532 Feh PR | VY FHY S SEEHTE 100mg, TEZOREH S0mg | BV 7 VO | NLT R URETE | T A NS EE
2.5mg [ 500 mg FU DA (Y) WEEH 25mg, IR |7 1000 mg
L7T 3 Relh 7RV BT b 100 mg
5 mg
e A U— e | 2T MRS B+ 7 kRSt LT 4 T 7—~= | N AR | RS
MRS Xt
EESUTZR | LR MEE R 1. CD20 BEttDB #farEIER Y | @ Al X/ Mds | CD20 BBt o s | 1. REMEEBHIM | CD205: D18
5 By ta R Rl ) XU LN ERES BT | T EEEMEO TR PEIER Y F ) (Y N E
TS EBERIGAER: |2, CD20 Btk @M U v P Nl A=N IR PR VRER D
e ik o FHI ITHEIEIED | IKEMEE B A MVHIRE Y %

I ST EER O R
THIfR A Y S fE
I OTEE R O8I

S INHIRE T O CD20 BhtE
DB Mt U o EEFE MR
I=5)

%3 M5 RPN ZEIEE, 5H

TROERE A
IR EEME FE B A M JE
AU oNE

FERTX Y N
i, <> bVl
U ooRfE

e
2. MY o MER
iRz}

MY R kR | 4. <~ MUY v 3. MR RATHE
PINPAY i} TRERER 2 56 T8 2% /N Rt R % O Hi
5. HHEEOR 7 —BEEEE (e TRUREMARIZRITS AL
(HRIFFR S D VIEAT [ 3 I e el
aA REFEEEZ TR TG HE D RIAE
6. MR L MR R PSR M s RENE A
B . E R ROE
7. TRLOABO MRS [ZiE - T = o i
FELZ 33 1T 2 Bk B FE i B, gy
FOGOEHl Behs, ANMERIME,
il U UoiE, S5
8. AL (M) 47V | EhffE
EvT Foudkrr (E | e MEEFFEATHMINE
BTREHR R SRR R O HEIE ORI E
vy hU L (YY) A7
EvT FUuxkLr (B
BRI R) RS0
Al 5-
% CD : cluster of differentiation
N CERGET R — 2019 4 3 H&GET 2019 4 3 H&GET 201643 HkGT | 201943 ACkET | 2019 4F 10 A k3T
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kk

%k

* %201 943 AT (4E24H0)
%20 1846 AdET
E%Eﬁﬂé%uu FICD20E./70—F )Lk H A1 i o Ji 7 5
IR e WER) 7191
& REEE 100mg s | 100me * 23000AMXO0IS5
g o UI):\'_'IJ') Y1 500mg : 23000AMX00186
T (28T 1S s EE 500mg STEEG T 20185670
HE T~ T OWAE I R0 Rituxane®intravenous Infusion LAY s 200149A4
ERIBIRAIC RS 2 2 & DYy T (BEFHRIER) #F x| SHREB TN 201943/
[E&] (#85% - MEIR]
1. AZIDES 13, BREFICHHICHISTE ZEBEREFEICSH U FA s P
W, EMREE. BCREEE. 3 70— UERER WA ST R E
B MR M/ MR D ERBROBE,. LVICERE — 100mg 500mg
b5V EFBRICH LT, +5 058 - BRBREBOE Lo 10mL S0mL
BiDE & T, ABIOFERSEY) & FIW & h BEFDH W NvE<T 100m 500m
TS 2 &0 E7o ARBUMAICET S, BEXEZOR g | R | GEETARR) ¢ ¢
ﬁ"fm’ﬁxﬂi)}ll}f"ﬂﬁli’&-f— FCEEAL. REEEBTY ﬁ‘ FE1) U LR— 180 7mg 3Bmg
SIS ERMIBT A &, & | | HEIEF Ry L 90mg 450mg
2. RE DR SFIIARE30D ~ 2 BB & V) & 5 H N B infusion I TR NN il 714mg 357mg
reacton® 5> 57+ 7 1« 7% ¥ —HERK. FRESE. O W ks x 14mg Tmg
BEEOSEABER (ERELE. HEE 2T pH #1471 g |
(TR RRY, DAEE. LEME). DR 3 v 7% LS e~ FREOBERLE LT M EBLH
&, RELES 2BIFRESATNE, Th5D _PH ! 65 %03
FTHINDS < IR EEREHABBAIC A SW T VB, &jzﬁ — 2 ;fﬁﬁi“ﬁﬁ%ﬁ@ i
-~ L SE 3 L= 24— - > T N YA =— A\ [ T o
gL, RAZHRESLLHONELSRICD, N5 RS WIS S DR L
DEMERADP HO5HNBBEZTND H D, AFIHRSFEN BT A ) Al LC\d, F7-. Bk TRIZ BT, B
121 (ME. fRia. FRHEE) =421 > GrE LT Y OFRRE S (D-F 5 7 b—A) % HH LT 5,
TPEMBERDERZITI EEHIC, HEEHEE | « [3EE - E]
DREE+HBETIZ &, BICUTOEEIIOVT 1. CD20 BB Mtk R & % > 1) > /3
i%iﬁ*ﬁf## . POEELXTUVDTEET S | **2. %)Jg%%l%(@'l%rﬁzu ‘//f'léﬁmﬁ - -
& ((EBLEARMIR] [EX4EER] OBESMR), | 3 WEIHIRIE o CD20 Btk BAIITE ) o /IR
- = e ¢ N i *%4, LSS SRR SFREE . BB 2 F 1A 2%
(‘)mﬁ*kki"’ﬁ%m@ﬁ % (25, 000/uLLLE) B8R | " g 2 o it R D 5\ A 7 O A N
BEOZES PERETHE)
@QEEzES>EE 6. M2 PEIRFFEVE I ISR 1 45 B 5
Q) ikEE. FhidtEe= 5T 2 BE 7. TRt ABO MLRIAS 8 & FEHE 12 35 1) 2 S0 A B0 S T4 A6 I 00 J10
LEBEOSHAKDICHEN., BRL, B4 Y ANIE. E‘Qm@ -
N = = H N
En> o LME. SKREMLE. SAPLESEOE | g 0050w, ) fyyvevrs Fo%ts s GRETH
SRR IESEERE (tumor lysis syndrome) 3% 5 b h., Wz) HEER Ay VU Y) AT VERYT FuF
AEREICERA L -2MEBEEIC L THRUER vy GERFHIRZ) EEES oS
PRBEL > BEPREINTVS, MEHICAR ... XCD:cluster of differentiation
El\ 3 % : -~ -
T Ry L DERERIZ 2 e DRIET SEALORE) :
BELRICEEEICERO® SN2 b, SRICES ‘ e e S e Y s - |
e - L LARHE G ORI 7 5y S OB WL, HEBIC T
57)\7}&/} bf:%\%—((i\ _[[ll[ﬁq:l %ﬁFEIEF;EU *% ! 2 /2L ) - S x - !
BEEFOIAE. BEOREELNEET S8, & vREERE b ORI RIS £ AT 2 Lo !
gehiomc, &9 % 2.CD20 Bk BRIt IER S % > 1) >/ 8iE, CD20 Btk {81 |
L, AREBES LEBONERSRERICO. INOD |1 ey s, SEAERINRIE FOCD2) 0 B AT )
EUT‘Eﬁﬁf:EBbh%’:B%hﬁ‘&é ([EXLEIEA] SHAEESE B 12 T 2 B 1L SRt i T3 7 O — 4
DEER) . k2 1\’)~‘I£%’§L:iDCDZOTﬁJﬁi@Tﬁﬁ%ﬁV\ BEcHs
4 BERFRIANIX v UTDEE T, A OABERB LEAHEREN TV L BEORPEGT D L, !
R IAER T RIS, BHEMRX ZAROIERE. A | *x 3 ZFMEEASFIELE., SHSNEZIEME ROV TR, 5%
LILEBRTHIPREI N TS (BEELEATE] fﬂ%am%%(ﬁébl% VEH, BRI T RS |
[EALEIER] ODERR), | N WEEE I L TARA O S- %%Iiﬁ?@% Eo !
5. REHIZIRIERE (Stevens-JohnsoniEfEEH). whity | | AMEWEOR 70— LIEREFIAC 25 a1, DRI |
K EERAZAE (Toxic Epidermal Necrolysis : TEN) Z\ZD CHERIR & S80E L A7 1 A Fm%ﬁ%jﬁh%%f B
FQEMBBIERD S 5 bh. ECICE - LHINRE PR 7oA L RETHAR) CURRIERTE LY
= ~ i % IRBZ L, T BEAA NI LVEORFOMHL |
hTwd ([EXLEIER] OBES]R). s - |
e . O\ g o . v KEIO¥G-75 ?’JUJt#IJLféh%%%‘ EHTAZ L,
6. ETr 1y hUTL CTY) EEHEEY NRUET 7 f— )~ 7% 1 s . 25|
s 1 s e oczfo ﬂU\E FEE L 724 7 0 — BIEBEROBE NS 6%
AT L (V) #ERE Y FORHEES L TR E MR O AP IR L T A, !
AVBBAICK, BT oy bUTA (V) BERE |5 IR ORD IR T 5 B A ORI
v hROET7UL 42976 (Tin) iRty bOF LTt \zm%f» S VIE, LIREEIIENH D L%
IXEICDWTHHGTT DI &, 3 ZONDHEIZORMMEER L ML BRRIERD 5 A |
! ‘Ttﬂml“}Xﬁfﬁiﬁ'jwk%i%ﬂ%%%b:ﬁﬂﬂ?‘é:ko ?f:\ !
TR (ROBEICIERSLEVWI E)] 3 gﬁ;};% ;g%gﬁéfﬁg@i&%ﬁ%m AHOLE G5
RHNOHA =7 28 ¥ 28 7 BRI 3 3 5 B 7 @ik
FEXNXT F 74 7% —USOMFEREDOD 5 BH **[}Eﬁ,f HE]

#%]. < CD20 Byltkod BTS2 % > ) L 8EICH G 236>
MEL AR, Uy F o GEETAHRR) LT AR
375mg/m?% 1 i@F’aﬁF’sﬁFﬁ’C‘ﬁﬁ%@&?%o IR FS- BIEUL 8 ] &
Do MOBUEMEEEGA &GS 2563, BEH T 2 YU
RoGHEICEDET, 1A 7)1/26f’ D 1A G5 5.

(1)



HMERRREICH WV 256813, #BF . AT, VYR~ T (EfsT
Iz ) & L ClR=375me/m2% MikHEHES b0 - MR8 [
rHZE L, kPG mE2m e 3%,

< CD20 Myt 1a ) o~ 7 SHEEIR I V2 5 A >
MO TEMEREGA E OB T, mE. BAICIE. Vv i~
7 (EfETHIRZ) & L Cwaliclm&375me/m2,. 2Ia H DIBE 1
[A[#=500mg/m?% . B3 2 PUEMEEEAI O G Y 1 7 Vit b
T AT A7 Ve 1RLEETEY 5o AT REIZ6R E § 5,
< SRIEFIHIRAE T @ CD20 ko> B M TE ) o/ SEaGE B BT
W DA >
ME, Uy EF w7 EETHIRZ) £ LT 1 E®E375me/m?E 1
SE [ RTBR C RS 0 RIS 8 A & T 5,
< IEIMAE SR SR SE . BRI Y 2SS 145 45 I OV M A 38k 1

INBOR A TEZE R T B 3>
WHE, BAIE, VY Fy~T (EEFMRZ) L LTIEE

375mg/m?2% 1A [ FR T4 e 5,
<WEHYED X 70— PIEGR CGERFESEES 2 VIEA T 04 FIK
WA RTHE) ICHVLHE>
M, Uy F w7 (EETHIRZ) & L ClEES375mg/m2% 1
[ B G4 ST B 277 L. 1HED 72 ) O KIS
500mg ¥ T& 3 5,
< ABO M{EFIAS A B FEAE - TR 3317 2 Bk B B A SO
OIHENZ B 5E>
WEHEL )T (EfETHEZ) & L ClE®E375mg/m2 % 1
WEHET Do 72720, BEDIREICXL ) #EHET 5,
<ArVyn Mn) A7) vESYT Fudtksy s (#EHinTH
Poz) R OA v R a (Y) A 7Y vEYT Fuktk
& v (BETHIRZ) SIS OG- (W 2 3556 >
ME. BACIE, Vv FyeT GEETHERZ) & LT250mg/m?
Z 1, MEEET 2,

CARFNE A B AR L 5 % 7 N o S S T LORS LA R
WL 2,

(% - AEICEET 2EREDEE

1. RHF % 5B 2H 58 LT dH 5 H IS infusion reaction (FEEL,

MEIE, TUMSE) AR SEAO1IC, RAFRG D305 R 12T
v Ay 3 VFL BB RISEONRS 21T 2, F7o. A8l
HRERNVECHIEBH L WA, AR OHESICEL
T, AR EARVE S HORHEGS 2 EET L2 L,

AR SRR, ) 30453 1350mg/ Ry O S EE C SE R & B

BL, BEOREL THEE L2V S. ZOBREAMEZ30
S EZ50me/ B0 BUFCL e k400me/ Wi CHEE LT A
CENTEDL, Tz 20 HUBEOF ARG HEE X, WEE

GERIZEH L -RIER M Ch - 7234, 100mg/ B E Tk
TR L. & D %3058 12100mg/ FE 372 EF T, &k

400mg/EEFTEIFAZ ENTES, h, BEOREICX

! 0. EABEE L EE T AT L,

D3 A7 a—BIEBEEEIC BV C/NBIZH W S 84 T 0N ABO I
TS A B - IR T B354, A % G- 7 A SH
E, O IFRIZ25me/ B & L, BEDOIRELZ T 1c8ig L
A5 ROTEEHIZ100mg/ B, Z D213 Hk200mg/ B F T
FHEETHZ & 720 20 HDEOEARGHEE L, #E
YGRS L 7B ER DRI CH - 72354, 100mg/ FE T
LU TR TE 50, BEOIRBIZL ) EEEHET L2 & (&
70— BRI BV TONBICHW 28813 [FRERGRE] omE
Z8),

4, VEGGHEEE VRIS L CHLE T M, S SRR, 14 TR A O
RPEBRT 2O TERANOITEAMEZSFY) . EAREZ LIF5
BUSHHCTEE T 5 2 b o SEIRDSIEHL L 228540 130 AT % 4%
DAL, LI IET 5, EELEROEGETEL RS % |
kL., YR LE AT, $70. 52 HET A1 |
W& I L7k, PRI RO DUT 0 A T

L GERET 2. 3

5. CD20 Btk BRI MEIE & 2 % v 0 v osIB I B MR

DOV A, BRI HLA AN S 7 B O MR |

2o, [EEREET] OEONEEZHARL. BN ORHO |

Do

HARTA e BHB AR OEHUER R etz +or I3

it L7z LT EIREEOBEINEIT) 2 Lo

6.t - IR Y o SIRICKE B AR OMEE R E O AR O |

ZAEIIRES L TV,

§meﬁ%ﬁ@%%tﬁmﬁé%ﬁu‘%%ﬁ%uﬁwf@ﬂi
L SN AR OHG M, BSREICOWT [BREAE] o
HOWNEERM L. EANORHOTA F T4 V2 BHIT

‘ T5HIE,

| 8. ABO NS A B - PRIV 234

D RROESEEE. BEORBIS L, MEARTL L,
PHEIC OV, FTREHEET 5,

|- ABO ILEBIASE AT AR OY A% B, AT AT

| ONL H HiT V2 208 ST B o

A DS |

- ABO M RIAE &IOS 6 A, B Rfirsam bl L

BT LIAEGHEHE S 5o LIPS THURI X BB OB |

| DAYl iE, S5 ICHEENRE T 5. |
DO AFIOFHEGICH LT, EROTE 2 EEICRET L8
Vo (R OHZM) . |

#x [{ERHLEDEE]
1 EERES (ROBEICHESEICKRETEZE)

(1) et (BUmSE, g, v AV ZEqes) 2460 L TwhEE
(S HIHIERIC X D R B L S ¥ 2 BE DD 5 HBs L
RGP\ ARHK & e 5 U 7214 HBs SUiE AN 0 2tk B BT
RH I L 72 B ST b,

(2) UDHETEREE D & 5 BB 3 F OB O & 5 B [F5Hh i
B GRICAREENR, OIS 2 AL I HE S BE N H
% ([ERZEWER] OEBR),]

(3) Mg, MitkrEEED & 2 BE LI ZOMEROH 5 BH [#
B S G- B AU S R R R IR & 1 O SR O IR
BEEND S b, itk BL3 e BEW0d 2 (HAL
EITEH ] omzR) ]

(4) BE S HEHRIET 0 b 2 BF H 2 WIZES ML O 5§62 H
N b EE BFhERAD R O I/ A % B S g gL S
LBENNDH L (HREZEIER] OEBHK) ]

(5) BEEANC & 2B 0B RS- T — @& o LT DS
HoHbNLI ENH D]

(6) WL O BEERE D & 5 B

DTVVF—FHDOH L EH

2. BEELEARNEER

(DAFI ORI G E 3 5B AG 24 FEB DINIC S b B b
% infusion reaction (GEJR @ ZE#. FEIE. Tl BN, K.
FOFE, BB B BB, METRIES) A% 90% 0 EHIZE
WTHBE SN TV D, IO OHEIRIE, BEEM~hEE T,
FICAFDOMEESEICH S bN T3, BEDREE+HIC
BER L., W0 O N ALY 2 i (FREGER A, BT
L A% I VHEORYS) 21T L b, EIRDEIET 5 F T
BHEOWIEL T cBlgid 22 & (ERAFEIVER] 0SB,

@¥ie Ay I VA AR, B R E ARV E CHIEORTES
1o 72 BHEIIBWTH ., FEE L infusion reaction 285 L 72
EOWEDRHLDOT, BEOREL THICBETL L,

() IR R P LE S O L RERE E & A 0F 3 2 B3 L2 OB
B0 & 5 BE G D00, 45 H U3 G R I O TER,
LIZI—%CXbE=8) v 72Tyl BEORELY+
SEET 528 ([ERREWEH] 0ESH),

(OBREFFRT ANV AF v ) 7 OBEIHAERYE (HBshuFE
. 2> HBebifk L iE HBsHiufkbatk) <. KHFloFL12L D,
BREIFFIE™ A )V A & B BHERFROLIRFRDSH S s 2 L0
HY . FBEICE > 7ZEFID T STV Do REFEG 1283 -
TBREFFEY AV AEROF WA TR L. AH T 580128 7
WiE 4T S ko F 7o, RAIOGHMM bR ONERGE T #2 i3 Hk
Be L CIFARAERERIT RV A VA — A —DEZF ) VT %
179 7% &, BRFEY £ )V AOFIEHALOBEREIR DO FETIZ
WET 2L ([EREEIWEH] OEBH),

B) ARHIOWGHER L Y KRN ¥/ SBROEAD D & b, HFEET
BAFT A2, FoRESOT) AR LB S
NTWp I el REMHEIEMICLVMERY A VAIZLS
EYED A U 5 LB T 20D S 50 AANCL Y =2 —
EVAFAMRBRBEBROBZNDS S 20T, @Y R FHEELY %
ByaZe (EXAZEIEH] oEBH),

(6) IS RAE. MFRBGEALHERE OB 5 BE T KHHEGH. &
ESUGZRER 9 23O — @O JEIE A A 5 4, MR &
DIPEREEA X7 L7z W) i d b, O L) LIERDEE
BL72Ha . BB E R IVE v R RS T 5%0 L, wb)2n
BEITH) L,

(NBAEFE T2, RE OG- & ) mEEdAIRNE (TSE) % e
MIEIE L7 L oG Ve KENL, YA =Ny 71
SEICHF Y, RE G = 2=V —F ¥ FEY Y OISR



DML T, HERHZ Y A 27 FHli 2 1TV —E DL
MRS HHZIEL TWAE I E AL TV D, L L&A
5. TSE DETEMER Otk 2 242 2 i3 Ttan

ZEnS BFIROER EOLELE TR O B AR B
‘f% Lo b, BHIELDL, BENOFHM L RO
WL EREST L Lo

(8) SRz HIHIRRE

TN CD20 B PED BHIEYE Y >/ S hf e I

%I AT A B, Bk <FD§J:®JA§2I$0>mwﬂ&7¥<
CEISIMEERRE SR A AN ORGSR W T Y
ﬂwv? GEfR AL Z2)  (SRIZIHIREE T o CD20 Bt o Bl
otk »ossgmmtb R (RA)) ] %2 3>> gﬂ’ém‘é P
(9) 12 MR FEVE MG A SR BER IV 2 356 ARANC X0 1k
WELDBRIBENINA D & DTz & OHEED z!f) Z.) f_&b\ I/ MR %
ERICHIE L, BEIHD b NG EIARF OS2 dhik§
L7 EWY AR NEEIT) 2L ([ZoloEE] omEsH),

3. HBEEH

HAEE (HAICEETSZL)

3 AR - 15 1 5k BT - fa ks 1
R F U\ FEHELEY 7 F 2 OEIE| AR OB v Bk
AFEG A | V2HD ERASEH L 72H| S L ) 58T
TrFy | BIIRHEYGLEET) . | 2BENED L,
AEALT 7 77*7@ﬁ%%ﬁ%§@Banﬁﬁiﬁm
F v LBENDD D, WX DT s F Tk

T 5 RENEL LR
WBZENWDEH 5,

FIEEIHIE | 527 & ORRYSE G I | 8 BE o e 3k £
AT D | A VA% (230 CHE| 12X 2 IRGUEFHRD
A RDSFEH L 235401 %. )| fEbtEhid 5 .

TPEIH] | B EAT ) .

il

Al R

RIVE v

45

** 4, BIfEF
% (1) BIERADBE

1) ENEERAERNRE (CD20 Rt BAERBIEIER D F > U 2 /¥E

7?’(5”5%)

IéEuTﬁfﬁl 15760, BIFERIZ936% 12788 H AL, Tz REIE
ﬂi FEE(64.3 %) EHEBL4%). £ 9 QLT %) FHFE

(21.0%) .

12T Y (204%) . eri;ﬁmg%) HER (17.2%)

21T (159%) 5895 (140%) 5T o 720 BRI HEIEE X
IMERIEA (47.8% 2,000/uLPK(WH@EIE[LIJE(TXQIZJ%)\ I ER

A (45.9%-

1.000/pL A di D i ERIRA185%) o /MG A

(102%- 577 /uL i O M/ A 1.9%) . AST(GOT) L5
(108%) % T d - 7z (MR oW Tl [FRREGE] 0 EZ ) o
2) EINEGFRAERAAE (CD20 B BAREEMIER T ¥ 1) > /&

ICX T 2MOMBHEES & DA, MIFEEARE)

RCHOPL Y A v (K#l, 7 uakA77 I AR, FFV
WU VIERRE, COo 2 AF URBRIER 7L F=va v
DOBEF) N & 2 B AR O % eI Bl626H . BIFEH
12984% 278 B av, Tz @IVER E, SIHEHE 555 o g e
(484%) . .0~ (46.8%) . 121K (435%) . EAKIAE (40.3%) . 1

M9 (37.1%)
1% (27.4%) |
T (100%-

PR FH (36.5%) . FE#(32.3%) \ IIEMHEH AN B
MENE: (25.8%) Td - 720 BRRMAME SR IE, FIIMER
2,000/uL K11 0> F1IMER I A82.3%) « I BR g A

(95.2%-+ 1,000/uL Al O I P 2R A90.3%) T dd o 72 HEFE
PR ENE S N7-58FIH . FIFERX86.2% 12380 S, E4&H)
TEHIE, ﬁﬂl,ﬁj\ﬁ?@ﬂi?’bﬁ%%%) BRI (17.2%) « TIN %
(155%) + AR (10.3%) « EE R (10.3%) TH - 720 FRFH
MBI, HIMERIR A (638%. 2,000/ ul A 0 F I ER A
52%) . I ERE A (586%. 1,000/uL A I kg A 17.2%)
EHTHoT,

JESERRAERAIE (CD20 BN BRI ER T X2 1) > /NE

el

GAVERTEIES] 356 B, LB HEFR (KA L ORRER

DFEEZ 0 H D 653572 5) 13 5880(53%) Eﬁ%(ss%
JEYE (31%) FEMR / 180 (26%)  TE0M(23%) . AN (19%) .
% (15%) BT (156%) 5 TH Y | mﬁrﬂﬁﬁﬁﬁﬁciémﬁwy
(14%-. 2,000/ul A1 O FMLER A4 %) I Bk 84> (14 %
1,000/uL i OIFhER A6 % ) « I/ (12% . 575 /ul %
il D MR 2% ) 2T d - 720

4) ESVEEPR A ERAAE (CD20 F31E D BIRRRMEIER % 2 1) L/ @

(23X T 2 DMBUESE & DA, #EFEEAER. PRIMA

HER)
R-CHOPL Y X ¥ (K#H, ¥ 7 ufrA77 I FAMY. FFv
Ve R, © o) AF URBEE RO L P2y v (E
WNARAKFE) D) RCVPL Y AV (KK, Y70k A7 7 3
FARAW . €Y7 AF VB R 7L K= (EIRFRK
YO LIERFCM LY X v (KHl, 7V¥ S VB
IAF N, Y7 UKRAT7 I FAKHHKROEI bFY > by
YRERYE O BRI 12 & % B8 R3E A I8 1 I 0 %2 G VE SR A E 511,193
Bz, EEZREMER X, R-CHOP L ¥ % » (8311) T
16.7%. R-CVP L ¥ x > (268%1) T149%. RFCM L ¥ * ~ (44
1) T295% 12380 S, ENFEBMEIFhERAME (2.1%) |
W OE (1.2%) « il 45 (1.2%) . 58 24(0.9%) I i BR 4> r
(0.8%)+ TEAIZHESD KU (06%) K OMERL (0.6%) TdH - 720
MEFHISEE TR O 2 MEEHIAE BIS0L B2 BV T B 2RI
Grade 3LL EORIEM K OARHA & 0)[‘]%135%75\ TETE W0
Grade 2PL | 0 & 9L 1329.3% 12380 S 1L, FICHE L&
(5.2%) . TFHERBAME (34%) . EAGEIKY: (34%) . Bl 5 lE
(22%). FMERBAE (16%) . EEANVR A (14%) RIS
4 (1.4%) « g% (1.2%) J Ol 95 (1.2%) T > 720

5) B ERPRERERRAE (CD20 P54 BABRRMEIER T ¥ U B3
THMtDOMBHEZEIC DGR, #iFEAKBE. EORTC20981
HER)
R-CHOP L ¥ X V2 & % B fif 35 A g iheg o % & 1 3P AE (51234
Bz BWT, BITERIR97.9% 12388 H 472, CHOPL Y X > (¥
JURAT7 I R, F¥uvey JiERIE. v 7R
FUBEE R 0T L R = s (EINRARRR) OFH) &L T
R-CHOP L ¥ * ¥ THsBIsAB% Ll b0 - 2 BIERIE. BT
HiE (45.3%) [ F (26.9%) . 8 fE (17.5%) & U HE9E(7.7%) T
Hotz
MEFEFR I S IR IR BRI 0 22 P RTAITE BI332B112 B¢
BRI T (16651) D73.5% TR S 7z, MEiGHBI
B & i U MR TR B D5% DL b 2 o 72 RIE
W& M (25.3%) « BRI (9.0%) . MK (7.8%) 114942 (7.8%)
O FAGEIEGE (6.0%) TdH - 72,

*%6) EINBRRFAERAAEE (CD20 BBMEDIEME Y >/ Vit B MFE AR
REMEFHEERTHIIC B VT, BERE SIS, T4
BIVEA L (286%) . F524(28.6%) . SMHEH % (286%) . ik
1T (28.6%) . IEREEAE (286%) . BEIR 5 IR 95 (286%) T
B o720 BRI E IR 1 i EREE A (85.7 % 2,000/ul
O FIMER IR 85.7%) « I EREIRA (85.7% . 1,000/ul A
DU ERIFEA85.7% ) « I/ IMRELIHRAD (85.7%) . ~NEZ B E ~
WA (71.4%) . ARIMBREEA (429% ) 5T o 72,

*%7) ESBRRAERRAE (CD20 BRI D8 Y >/ i B MFRAERRS,

CLL8HER)
G241k B B2 180041 12 35 > T, Grade 31340 GITEH &
FCRLI AV (RAL, ZVEFIFTE ) VR AT IV, 70k
AT 7 3 FAKRFY O H) B (40261) D709 % 12788 5 1172,
FCLYAV(IVFFEL) VBIATIV, YV OKAT 7
3 KA OB B (39861) & L L CFCRL Y A VT
FEEN2% L EEH o 72 Grade 33 AF4DEIEM I E, IFHEk
AE (30.3% )« FTIMERIEAME (23.19% ) o FEER R BRI A i
(9.0%) TH - 720

#+8) EISMBRRSLERRAE (CD20 Rt D18 U >/ Vit [ MR A SRR
REACH &t82)

G2 L Pk BF AT AE 1546 B0 12 BT, BIVEFHIZFCR L ¥ £ v B
(27451) 0956 % 128D S 7ze FCL T X ¥ BE(27261) & ik
LTFCRL ¥ A Y EETHBIRAZ% L&A - A REEM I




B (387%) . BEEL(20.1%) . FEFE(15.0%) . FHI(9.9%) . fHEL
(9.9%) . ARIE (7.3%) . FLERIGE (7.3%) . & 9 $EAE (5.8%)
IS (44%) Th o 72,

9) EINERIRERERAAE (BEAMED * 70— CiEREE (BB HREH
ZWERTO1 MRFHERTIHE) AR
LAEVEFEMEFISABI . BRI B iEo S, R REIE
T R AGE RS O BRSE (90.7%) « A% (22.2%) o IMIE -
F(222%) . 195 (185%) « 382 (16.7%) « MWL RHE (14.8%) « WK
FefiE 15 (14.8%) « FERRRZMERE (11.1%) B (11.1%) .
I (11.1%) . CPEREEACELE (11.1%) ZCTh 1 |« BERRAH
FE1E, CRP EH-(407%) . ALT (GPT) 15-(259%) . IifFREK
% (204%) W ERIEA (16.7%. 1,000/l Afifi O U i
11.1%) . FImEkiERA (16.7%. 2,000/ ulA5 0 F BRI A0%) T
Holzo

10) EIRERPRARBRFAE (ABO MLRH NE & BHHEICH () 2 AR
ERNEH R IS O AR
GAVERHREGI20080 . BITEFIZ900% 12RO bz,
BEEE, 3824 (40.0%) « A N AH T A )V AJEGL(25.0%)
A b AT E T AV ATE (15.0%) . FREFIES:(15.0%) . FE5E
(15.0%)« 1L E5-(15.0%) % CTd o 720 BRRART 55 14,
a7 ) Y MEA(850%). ka7 G
(85.09) 4L Bkik 4> (60.0 % 2,000/ul A o E4 1fin Bk i 4>
150%) . S s 1 71) ¥ A (55.0%) I EREA (40.0%
1,000/uL i D Uf i Bf ik A25.0%) & Tdp - 72,

1) EREERFERAAE (ABO MR RNESHTEHEIC & () 2 AR
EENE R IC O A& ERAS)
FKRRIRE F T ABO LR B AN 845 T RS A T oD [ R S B i 1
EHHNThaw,

Q) E'EXLEIEA

NTF7 1 7% —HFER MES. OEBEE EEAHD) &
ME, MEZE. BEBFROE. SEEE. HL (FEMERmA.
TLLX—MRHRZEEED). AEMASEZR. HEE. 2
MR BEERE. DEEE. DEME. DEMS 3V IFE
7% infusion reaction OJEKRE L THHLDLNL I LD 5

([Z5] W),
INAZ VA A 2 (e, IRIA. WSS ox=s1) v 7%
HAMEAEIROBIZE 2 & BHEOREL 5 IfET 52 L,
BRSO SN B ISR G F il L, ) L
(WA . SR, R SRR, B R B R V& v HloFk
5485) #2479 L &b, JERANET % F CREOREE T
TICBET LI L,

2) S RRIEE R (AL © I BEERE S &b
B EHDHOT, MG ERERE R OB REREE T
Y, BEOREZ T5IBIET 22 L, BEFROLNL
LA b IcES 2k L, S0l (R ANRR. mK
FRIMLE RIS OF G- EIEE) 2479 & & b2, fERD
By s cREOREL FFICBET L L,

3)BEFFR IR L BBIERTR. FFRDIEE (HEA) ¢
BRIFZET A )V A & 2 BUEF 23U R OB & 5 JFA
ERHEDONDL I ENHDLOT, FIHERERAECIT &Y 1 v
AR=N—=DEZL ) v 7 %479 e EBBEOIREE 15128l
BY LI, BENROLNLEAEIIE, EHIZHY A VA
Fl a4 5 7% EWY) 2 MEETH 2k ([HEERERWE
=] omsi),

A)FFHEBEREE, #iE (01~5% &) : AST(GOT). ALT
(GPT). AP, Y1) VE v EDFHEERAEMD A3 24D
TR E R TIH A D bbb Z LW HHD T, IFkhem
AT R EBEBOREL FICBIET L2 L, BEDRDS
NG E G Ik L. B RLEEZIT) 2 L,

5) R EFEREEIR (HUEAIAD) : B B HARARAE %8S (Stevens-Johnson
FEIREE) . PEMREIZIERARE (Toxic Epidermal Necrolysis:
TEN). REEEER. BRREEL. IKEEEERER
HOEDON TR S 2B HE SN TS, TNEDIERDS
HObNHAREBICHG 2 hIEL., B R RLEZ1TH 2 &,

6) N M BRI D BRI B mEKE D (5~10% A i) . 47 hEk
B (109% D 1) | EEEREGE (BUEA®) . /Mg d (5%
Rili)  BEZ MM H S5 bNDLZ ENH Y, HFhEkED
DWW T, AR ORAEAEG 2 SO DS L CRHT
BBIHHE SN TVDE DT, RAOEHEHR R R OHEBET
BITEMMWICMEREEIT) 7 &y BEOREZ +512 8%
L. BHEPED SN HAITRESE O M) 20L& % 1T 2
Eo
TVRAE HEEAI™) MW, B, H20WEv A LRI S
EELBEYGE (RIME. %% 255 bhb I ehldbiro
Ty ARHNOGHHRWIE PR OERR T HRITEEOREL 5012
e, EIPROONEETHG 2R L, #Y) 2 0iE
1) 2 ko
8)EITHZEMAERAE (PML) GHEEARIE) @ TS B
HEMSiE (PML) 23 5bN b 2 Edidh b0 T, KEDEHE
WIF R OEER T RSB OREZ HoICBE L, Sk
& ORAIEEE, FOERER (R, TUBORE) . SiEEEED
SERATH & b2 354 1 MRIIC X 2 {5 25 1 I O 35 36
MAEZiT) L b, G a Pk L, BMOAREEST) 2 L.
) MR CHEEARIH®)  E M 53 b b 2 LEAd
HDT, BHEOREY THICBE L., RESRBOONHE
FEHIES ERIL L, BURLEERIT) 2k,
10)DREE CHEAID) LMD 5 WILLEEO RN, 50 0E.
IHRENE ENTVDE, TN DRERYH S b e
FE SIS E PR L, YA MER 4TS 2k,
11)BEE EERHD)  EMr LB E T2 HEENHRE SN
TV Zensb, BEOREZ HoICBg L., REmmd,
B2 LT F = RBUNO EFED SNz a3 %5 % dik
L. #YRRAEXIT) L,
12)HIEEZEFL - BAZE CHEAREL) - HALEZRAL - PIENH S DD
ZENHLOT, MIEIRE U ColER. IEE i, T, i,
BIMEOE Y T ATV BFEDRD SN2 HE1E, HHIZXHL,
CTHA S % 950 L CHI MR, 2290 - PHEZERT oA B4 R L.
B ALEEFTH 2k,
13) ME TR CHEAHD) @ — @O NESEHET 5 2 L
HHEDT, DL BRERNDSbNGERERS 2 kL,
B AEEIT) 2 L,
14) B3 14 B B BT IR B & OO B AR E IR BEEEAS ) ) - W]k
PR FVRUAEE AR GER © B 1E, BEIR . AR, BLoLis
4 EITEE) BhObNLIENH b, T2 KRDERET
%eHECOMIC, KB, HIESEOMERREE, RERE, H
TR RIS O IR E AT ST b, BROREY+
FICBIER L, 2O L) RIERD D S b a 3G ek L,
B R WEEIT) L,
*% (3) Z DA DEIEA
DFoORIERD B HN8a1&, #5235 7% L
YR EEITH) T L, CHRFE AR 1556
5% DL DS AN ) 5% il
WRMETE 25 (28.7%) + S | Mg S i
%% (24.7%) . I EMHER
ASPL (15.3%) . B4,
I i
M 5 (17.3%)  #8 | BhE. ML, £
IRk (11.3%) . L PRI, AR
LW (23.09%). I8 | CIPNEZI:, R, L&
i (11.7%) . 1A 45| WIE
(11.7%) . EHAIE.
T
S (47.3%) . EFE| HARR., 17V
(2L.7%). 5895 (20.3%)- | FHEIE B
Z 99 (19.3%). 13TYH
(15.3%) PHENHE, ik
%, i~

wox| IR

s JEERAE

x| AL

x| SEAEE




59% Bl L SR

5% A i

% (39.3%). 18 B I
(23.79%) HERLIE (22.7%).

Mg ARFIEN, ET)
HiE

.
= EHNE ) e 20.7%). 20T
(11.0%) . i1
WAmER | RURGE. LOIE | HE. AR

&k

ksk

* %

I - G

i (27.7%). 7 4 7
V¥ R FEY [FDP.
D% A~ —] 8™,
/A

R e E2

BUN L5, 27 L7 7
—vLEH

JHP R

ALT(GPT) k&
(13.3%) . AST (GOT)
L5 (13.0%) . Al-P |

=

EaS

wryLe s kg

Z DAt

CRP 15} (23.6%).LDH
L5 (15.0%) 8 H
WA R b R

BElg Rz s, 5
AL B (i, B AR
Y TIVT I A

=

5 9%, IR 5 i
) HERE UIEY NI BT SN HE 2B TE 2wy
RITEFH D7z ORI E L7z,
5. S@EANDEE
— R CEEE ISR T LT A0 T, BEORES
TR L PO EEICKS T2 L,
6 .31, ER. RIABEAOKRE

(D) RH) O T OPe 512§ 5 &I L TR o T, 4
I XAIIEIR L C W AW REMED & A I3 3% G- L e w2 & % 5
QT 25, R ETHRGT 256 12IER oA SENE
Bk % B2 SN2 aIl0iaHS5 55, [k b IgG i
e M 2@l 5 2 LD O NTB Y, IR ICAK & %5
L7z EBHEOMARIZBWT, KM ¥ Bk 258dE &
TWh,]

Q) A OGS 2RV L T nwo T, BRI
BT AGAEICEELETILESELZ L, [ b IgGid AL
WZBATTAZENHLNTWAS,]

#x 7 INBEADERE

#% (1)CD20 Bt BHIRE A IE R T F > ) v 38E, CD20 o 1g Y
YOMERAINIR, 2 3EINAE A SEBIAE . SNSRI 2 SRS 2.
VRS MG A TEEBER, 4 > Y s (M) 47
YT FUdtkyy (HETHEZ) FEHEHELOA Y b)Y
5 () AT VERT Fudbyy GEETFHEIRL) Y
W G- ORI 5 ARIAERER, FrA . ZLE. DRSO3N R
WZHF g B AN LT e v, [ RERD 2, ]

(2) SR HPHLIREE T o CD20 Btk B E ) > /3G e« K
WARE R, FrER, RIS 3 2 2T LTz v,
[ IR AR A 72

Q)G ED A 7 10— BEGER (BRIFREND 5 WIEA T84 MK
xRS HA) R ARE R, FiAE R, LR RO 3 EARio
SRR T B EEIRE. L T e, [RERA 2 v ]

(4) ABO Mg RIASE A A - T4 AR TR, FiE . fL
WSR2 4IRS LT\, [ RERD A 72\, ]

8. EALENEE

GELE

(DAPGEE U CAEBAEEW E5% 7 8o iEd gt Ly i e L
TWZ ko,

QPUEDEHET L BENDDH L DT, A L AR D
L) BBLUVIRBIZ N 22 &,

Q) FHFRIZEOWNLE R IHEH T 5 2 & 720 FHBOREIL.
MEEROBZENDEHLOTHA L 2T &,

BE5E

(D ARFNOFG L mEEO A E L, SBlEE. FIRNAKERS X
LawnwZ &,

Q) fb#] & DEIFEIZ LR &,

(3) % YNV EEWMTH DD DT NI EEHOMR 5% Hit

Lxo<D

HZEDBHDLH. THUIX ) REFIOFEIE L T e\ BB,
LIS DIME DB 2D A L e 2k,
9. ZDNEE
(D ARHNDHGENTEBHETIEe MIF A TIMEEELLZ LD
N, INSOBEEICHRG INEER. 7 LVE—, #\Eks
SENEBT L BENND L ([FERKE] 0EHBE),
(2)HEFHZ BT YRR S I NG D PSR BER O B 123 5 L
o8ty /MBI L. MARZERIEDTRRD &Iz & DR
Wb, V)
*x [ Y BhRE]

(1) MAEpEE< CD20 FZ MM BARRRMEIER U % 2 ) L X BREDRE> )
EN D CD20 Byt B EIEAR Y % > ) > /S BHEHIC, 375mg/m2%
1A 4 8 PG B OMLAIEEE & OB X B TR A
PR I ARFIERRE 2 E i L - B EE /X5 X — & — 13D

—Fa) k 3‘:5 V) ‘/C“&J o) f:o
Eiasn Cmax T2 S AUC
(mg/m?) | (ug/mL) (hrs) | B§f (hrs) | (ug-hr/mL)
375 1943 387.8 517 118237
X 43 +58.3 +188.7 +248 +53412
Mean + SD (n=8)
s Cmax T2 SR AUC
(mg/m?) | (ug/mL) (hrs) | B[ (hrs) | (ug-hr/mL)
375 4452 393.6 568 502,147
X 83 +103.0 +185.2 +267 +174,273
Mean + SD (n=15)
e Cmax T2 SR AUC
(mg/m?) | (ug/mL) (hrs) | B¢ (hrs) | (ug+-hr/mL)
375 367.0 344 496 3,370,000
x 20[H] +789 +349 +504 +714,000
Mean + SD (n=12)
(ug/mL)
600 r

Il + R

0 50 100
R
. 38 1 ol 8 ol AR G- O L i (n=15)

150 (day)

(ug/mL)
450 r

400 T Pl R
350 F

w
=}
S

P S =

0 10 20 30
5]

B, AL p bt H S Ei L o0 I TP e (n=12)

QEBNDBIT<HABRACHTZHE (BE) >0
EY1 o CD20 Btk BB EIER ¥ 3 > ) > 7 SEEH 12 A% 100,
250, 500mg/m?% H.[n] i 4, 208 IR 2 R L . A
F & A L2 BE i 5 2 e L CeEEAma oo 2 84 %
B L7z ZORE, IEEAEANOBATIZERIN L 72 7 G 6 i
BINZERD, F5E L7281413 30~100% Th - 720 =B, Fiiof
DTHA-72 1B (Tiz: 21.2hrs) 2DV, EEHEF~OR
TRFBORD 5120

40 (month)

(5)



sk (3) MAENBE<IEM Y > NMAMKBEZEDORE> D (3‘35/’1“
ENOERRFERIC BT, RIEFED CD20 Ftho @) » P
EFIL, FCLY A DALY, EIH A 7V TIEAHA
375mg/m?, 5524 4 7 IV PIEEIEAH]500meg/m? % . 28 HIg:\26H 1 &

Tl R R

WS LB DS MEIE ST A= — 3BT 0L B) Thots %
e Cmax Tz SEIE AUC #*
IR (4e/mL) (hrs) | B¢fd (hrs) | (ug-hr/mL) ’i
=100
375mg/m?
x 1] 351 242 349 804,000
500mg/m? =363 +237 £342 | 155000
x 5[a] 0
-30 0 30 60 90 120 150 (day)
Mean * SD (n=5) S5
(/D) [, B4R H R O 35 L2 & O Ml ikiE (n=16)
400 - s
- o (5357 )
.l s (1)CD20 Bt B ARARHETEA & % > 1) >/ XfE 1010
00t B CER S N7, R A IR Y % ) VoS, <
250 > ROV 2o SBEIC . AHIAIES75me/m2% 1 R T 4 [
2200 PG LB RS TR Y . - BRIk Y % o) oS
8150 A1 R:375me/m? % 1 J8 1 BT 8 [E4% 5 L7 Bk 45 T At
100 BCOBMMR RSN (MEREDHERT) BUTOLBY
50 \{\‘_\ﬂ T&) o) f:.o
of N L 2 T 1)
0 28 56 84 112 140 168 196 224 252 280 308 (day) e W | 58 B4y E-SIES PFS il
; e B | e | R | SR (05% RHEIX 14|95% R HEIX 1
4. FCL ¥ A ¥ LRI G- RO M (n=5
e ; . _ R 1 61% 245H
() MepEYE< BAMD 3 7 O — UEER REBRES 30270 it I U S VI B P O Pt o
1 MK ERTIHE) BEORE>S
BEIERTIEE) BEDRE e . <> VA 46% 111H
EIN QBRI BT, 18R CHRME S 7 0 — VIERR & ) 5l 13101 6 o mmu | 01461
5o L7230 M L OBEAED & 7 0 — VAR HRERER S 5 —
N Rt o g - . - LR 37% 54H
AT U A MRS ERTHE) OBEIC, AF375meg/m? (kK 1 S 57 T Y st | s5~111m)
®500mg/ ) 245 LY ERE ST A -5 — 3P ToL B

protocol compatible fEAT e L e

NCThHo72, PFS (progression-free survival : #ERGIEAE£7HAR)
% o- ~ < ~ o A F
5 Cmax Tz TR AUC Kiwrb )vfliiﬂa 1) 2N 5 Bl & i,
T (ug/mL) (hrs) ¢ (hrs) | (ug-hr/mL) AREM (MREREE)
' ~ SSBL | SR (/ul) [ CoLIm| s Ecomim
375mg/m? = 1o u
Goomer | 422 234 337 366,000 IS gy | i) | oG | o)
! +847 +867 +125 +110,000 ‘
x 438 STIE: S 2,700 14H 7H
Mean + SD (n=22) WA ©P1(900~3900) | (1~266H) | (1~125H)
i Wik | oo 1260 325H 10H
o — WA (10~1980) | (1~266H) | (1~154H)
MM | o 695 25H 6
400 WA <P (25~99%) | (0~201H) (2~42H)
- ARZIEY| o | 995% 20H 7H
oo Ve 27 (90~109) | (~178H) | (2~63H)
% 200 X [AEZOUVEAD] TORAMIL (g/dL) n=157
(2) CD20 BBt DB IER S % > 1) LN ICH T 2 BHREEOE
100 &:jyli_t t"&"éll‘f_t 11) 12)
0

EINCHERE S Nz, CD20 BtEdkR % v ) oSz s L7z

0 50 100 150 (day)

- BRI EE TAHRER IS BV T KRBV TG S NEBI OB ER
B, LB BB IO M HiRTE (n=23) REFRUTOLBY TH 7
(5) M ENAE < ABO M T & BAEEE DR iE > 1) F3hiE — _
E N ABO M BIAS 8 A B R 12, 375mg/m2 % B AlAl O 14 ;l'—ijg %g; ;é.;[g%i’ 95‘?4?;;;2?3 9?‘581;‘;;&%%3
HRI O AT 5 L 0SB $ 5 A — ¥ — R F O & 3 B TR B e B
. . FHIERE | 13| 0 | 5 .
hThoto FHEGIED (14~68%) |(124~230H)
EPECn Y Cmax T2 P AUC ¥ OREMEE I A AMIER T X ) YosE, v v bV v
(mg/m?) | (ug/mL) | (hrs) | W (hrs) | (ug-hr/mL) 73 JE R L AR L L
375 1920 172 248 178,000 T2 ENTHEBS N, b - SmEEEIER Y R 20 2N %
X 2[] +£496 +112 +161 + 38500 G& U7 ERR S TAHGERIC BV 2 B GEE) GEIEIER]) 2 Bl
Mean £ SD (n=15) 1 BT EIR % 2720 2D 2B DPFSIE, 68H K UF109H T
Holzo
ARe

EINTHEE S N 72CD20 By EdEh o % > ) USRS R E L7z
FRPR 25 TAHRUBRIC B\ TR G- S 721980, E42RIE 1358
B (474%) . 7 # (36.8%) « ML L5 (31.6%) . FE9% (21.1%) .
F2(105%) . IR (10.5%) 5 Tdh > 720 FRARMRA I E 13 ILERI
A(684%. 2,000/ul Tl 0 [ 1L Bk 3% 42156.8%) . T o Bk 4



(684%- 1,000/ uL i ORFFHERH15.8%) T - 72,6
(3)CD20 B> BARRIMEIER % > 1) LIRS T 2D IMEMEE
Ble DRI & 2 BREAREE - #IFEE
<ERFERE I8 (IDEC-C2B8-6:8E8) (CH T B MiE> 1L
RIBIHEDETENEE UL ARIMEIEAR Y % > ) v 3JESRE 2, R-CHOP
LU A U & D B AR % i L 7 EEE AR X ) A
RHSFRD & ATz BE I ARFHEFRR I (375mg/m? & 834 [ 8 C e K
1200082 5) & FEhts L 7z AT G 8 RN AR BRI 5k X 726241
TdHh o720 EREEATRLH T WO AT R E RN B 2 255
(95% fEHEX ) 1295.2% (86,5, 99.0%) T - 720 ARHERESHH 2> 5
DPFSIZOWT, T RERIZ BT 544 PES 2 (95% 15 HEH X
) 1369.8% (55.9. 80.0%) TH - 720
<EHNEERENHERER (PRIMARER) ICHF2E> B
FKIBFEOA NIRRT F o) Y 8JEREIC, RCHOPL ¥ X >,
RCVPL ¥ 4 ¥ LIFRFCM L ¥ A V12 X % s A %
L 720 BERRBEASRDN L 0 RDEDFRD O N7 BB\ ARFIHERR
(375mg/m?% 83 [ [ T fie K124 5-) At G B 52 % FE 0t L
7o GFRNTR SEEMNIZ119361TH - 720 8816112 R-CHOP L ¥ 4
UL 268B1ICRCVP LY X L 4B RFCM L ¥ A & 390 & A,
B AR T IR O 2R (95% EHHIX ) 1X. 2 21928%
(90.9. 945%) . 84.7%(79.8. 88.8%). 75.0%(59.7. 86.8%) T > 7z
MEFERR LSOV T, IGIRTT IR M52 & 5 PFS O RIZ LT @
LB THoT,
EERE LM E 12 & 5 PFS(20004E1 1407 —% 71 v b4 7)

HEFERE LT BRIy At
(n=505) (n=513)

PyLfiE (2 H) NE NE

(95% {5 HEIX ) (NE. NE) (345, NE)

NF— Kb 0.50
(95% {5 HEIX 1) (0.39. 0.64)
pfH
(log-rank ¥i72) p 00001

intent to treat f#HT
NE (not estimable : FFfiAfE

— MEERER
--------- EBRBER

— T T 7T T T
0 91 182 273 364 455 546 637 728 819 910 1001 1092 1183 1274
day

At risk £
MAMEEIZREE 513 498 469 446 411 371 289 261 195 125 82 41 15 7 0
HASRUER 505 490 472 460 443 412 336 312 230 164 103 58 18 0 O

[¥. PFS® Kaplan-Meier fi# (200941 H1407—% 71 v v+ 7)
<E4VEEFRFEMEHER (EORTC209815%E8) ICH 1 BMfE> 1L
TSRO AR R ¥ % ) Y oNJEEEIC, CHOP L Y
AV XIER-CHOP L2 A V12 & A Effss A% £l L7, £t
1ok 5 45 12465561 T 1 . 2316112 CHOP L ¥ X >, 2346112
R-CHOP L ¥ X ¥ 8% i & v, EIEEAFHER TR OZRZR)ZT, £
NZNT4.0% (95% S HEIX 1679, 79.6%) . 87.2% (95% 1S HA[X [1182.2.
91.2%) Td o 720 RCHOP L ¥ X ¥ TEIR P EEIZED - 72
(p=0.0003. # A —FHE) o

#x (4) CD20 RFIEDIRIE Y >/ VB MR

<ERFaFRE T8 (IDEC-C2B8-CL1ER) ICH 13 BmHE> 1B
KIGHED CD20 bEtEigtE ) v R mmEE I, FCRL Y A v %
Fihts L 720 RN RN ARBRICESE S NI TH - 720 R
BRI I b o> 42 22 % 52 (95 9% {5 WAIX [H]) 1£71.4 % (29.0 % 96.3%) T
Holzs

<ESERFRFMAEFER (CLL8ERER) ICH I BiE> 19

FififE D CD20 Btk ) v AR EE IS, FCL Y 2 v Wi
FCRUV Y A » & FE N L 720 AT RAERIIBIOFN CTH > 72, T
FERFAMIE H Cdb 2 GBI EE M 521 & % PESOSRIEL T &

BYThHo72,
FCLTY A VEE FCRL Y X VB
(n=407) (n=403)
Ll (H) 981 1,212
(95% 12 HEIX 1) (835, 1,069) (1,098, NE)
NYF— R 0.56
(95% fEHEIX [H) (043, 0.72)
pfiEi (log-rank #5€)
(B BRI 0016) p=00001

intent to treat AT
NE (not estimable : FFAliASEE)

0.9

0.8

0.7

0.6

0.5

0.4

B HE o e

0.3
0.2 FCRL U X » B

A FCL U A LB

0.0

— T T T — T T T T T T UL E— T
1 92 183 274 365 456 547 638 729 820 911 1002 1093 1184 1275 1366 1457
Day

At risk
FCL U X U E 384 371 349 331 311 244 182 134 100 76 53 37 24 14 7 0 O
FCRL ¥ x > 8 393 385 377 362 339 300 237 184 135 101 79 60 40 24 8 1 0

[X. PFS® Kaplan-Meier #i## (20074E7H4H T =% 51 v b+ 7)
<E4EEFRFEM1EE (REACHRER) (CHITIMIE> 10
5T EEGYED CD20 Mt E Y » X Ep S IS, FCL Y
A Y XIEFCR LV YV A v & ihE L 720 AR X 52 46 [ 1255241 T
B o 7o FHEFHTH CTd 2 IGERTATEEMRF £ 1 & % PFS Of%R
O TFTDEBY) THo72,

FCLIYAVE FCRL U 4 U8
(n=276) (n=276)

Hr g (H) 627 932

(95% (2 HHIX 1) (550, 731) (792, 1.161)
AN 0.65

(95% fE FHIX ) (051, 0.82)

p fifl og-rank 1% ) _
(5 EAERT I 0045) p=00002

intent to treat f##T

0.8

0.7

0.6

0.5

0.4

B 3 HE o ok

0.3

0.2

0.1

0.0

v
(‘/J iy
-/44 -y

Wl

FCRL Y X » B

==Ll Ly

wldal

6 9’1 152 2%3 3(’54 4&5 5&6 6(’37 7&8 81’9 9;0 10’0110’9211'8312’7413’6514’5615’4716’3817’29

At risk %
FCL I X V8

Day

276241228208182162119 93 77 60 50 37 31 26 20 10 4 3 0 O

FCRL T 4“8 276259246228207181157133119102 87 72 56 45 32 22 12 9 3 0
[¥. PFS® Kaplan-Meier [fii## (200847 H23H 7 =% /1 v b4 7)

% (5) ZRMERMENZFEEN FBRMBMHSREMNELX &

25 38 M S A SERTRE S SRR SR I 25 36 1A 95 O 90 380 AL T 56
BlE ke LT, [RERIB R E RV E Y HI¥ & ARH375mg/m2%
1EREE T 4 B35-3 2008 ()Y F o~ 78) & [ K
BB ARV E VHIRE Y 70k 27 7 3 FAKHI o 6F %




(Y7uk277 3 FE) L OIEHME MR BT 5 H81EX

UTosBH)THo7,

¥ IEHEATF VT L F=vu r (1,000mg/body/ H) % 1~ 3 [l#%
H, F7-, WL IROSL F=Vr (Img/kg/ H. EXN
HRAKFR) @ S L. EREICBWOL#EEHET 52 &
LRE S NI,

T aRA
773N
(n=98)

M OB RO
UVE s =
IR ATTINEE)
ERE W = 64% 53% 1196 %
(95% 12 HEIX 1) | (54%. 73%) | (43%. 63%) (=3%. 24%)
X IR 560 HBEOBVAS/WGA I T7A0E 2D, &5(2
PEHT 2RO 7L K=V v (BENREKRR) o5 % ik T &7z
WE L ERLL,
X L FIRMEDIELGYE~Y— T v E LTRREL72-20% % Elil»TH
D (=3% >-20%) . IEHMEATR Sz,
B) #ARMD R 70— UERE EREREH 2\ I X701 NMEEMHE
ERTIHE) 2
FEICHEME S N7z, 18R CHi st A 7 0 — BHREfERE % J8E L 72
UL E MG D & 7 0 — PREGRECHEEHEEA D L0z AT 0
4 PR 2 R 54) O BE 12, AFIIEE375mg/m2 (1) K&
500mg/ ) ()Y F < TH) NIE T IR (T T RE) & LEME

YF VTR
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(95% Eﬁﬁﬂ,‘zﬁﬁkj) (95% fEHHIXR) | (95%(=HHIX )
17 100% 100% 100%
(80.5%. 100%) (80.5%- 100%) | (80.5%. 100%)

per protocol set AT

&%

&k

(8)

¥ PLAPIB ME R PUARMGO _FA . HUik BE R SOGB4
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(2) =3B
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W BGERA 2 ERiT 5 2 12X ), AR EE O RIEHR
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B)I[HEEED  7 0 — CEME (HEEFEEE S 2 W IEA T a4 FRFFE
PR TH4) 1281 5 IDEC-C2BEEMEhfE | (+Liak)
9)[ABO I A B A E I 51T % IDEC-C2BSS M @hne | (LN
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M9 - U ¥ 28HE (ATL) BFICAFI15, 20, 25mg/m*%
1 H1M30GHMEHES HRERRES L &, &5
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1A B 8 & b8 26 ¢ 619(1999) [FDR0003]

2)Danhauser, L. et al. : Cancer Chemother. Pharmacol.
18 : 145(1986) [FDR0043]

FNER (FEAKA, 1997) [FDR-06]
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5) Malspeis, L. et al. : Semin. Oncol. 17 : 18(1990)
[FDR0025]

6) Williams, G. et al. : Proceedings of the ASCO 17 :
219a abstract 845(1998) [FDR0024]
7)Huang, P. et al. : J. Biol. Chem. 265 : 16617 (1990)

[FDR0005]
8)Huang, P. et al. : Molecular Pharmacology 39 : 449
(1991) [FDR0006]

9) Tseng, W. -C. et al. : Molecular Pharmacology 21 :

474 (1982) [FDR0007]
10) Sandoval, A. et al. : Clin. Cancer Res. 2 : 1731(1996)
[FDR0008]
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3= 7 (GEAR TR 2) W23 % B 2 B ioiE o BEA:
DD 5 B

2Vt IR LT A W REE O B 2 otk [0 lat,
Iat, BRAWENORY |OEHSHE]

M 48K - IR
1. #8R%

1ty MEATHROMAERTIN 25,

1ty b

LA F23Ts 135 7V O o &
ATIVVERT FoF
479087 F| o IR 4G G ) | 3208
PES %L 4 -
@iy | e r v o A 17.6mg
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LNz EREIEMNIE, BEKI3H(236%), U116
(200%), MER, LTN%, %#H ZhZh1061(182%),
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Z & BEDERD BN YA TIEG-CSFRAITE 5% i
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120 6 0.47 | 0.9 8616 10212 17532 | 25963
+0.05| £0.2 | +£4488 +5759 +10578| +15531
CPIgfl = FEiER7E)
14000 -
12000
10000 - —o—  90mg/m2(n=3)
3
£ —e—  120mg/m2 (n=6)
& 8000 -
T
£ 6000 -
£
=
4000 +
(Pl + B )
2000 +
0 i . . |
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W1 134 E Ry A 7/MbERERE I AGE At ol cldgE
[47 17 A~ RRE] ThHoroo o0 REIDBEH Sz ugate) »
INIERE6S6HIZBV T, KA/ A XY A THTIE, AH/ )y *T~<
TR AR EEEMAEIC X DPFSONF — It [95%EWX] (&
0.61 [0.43~0.86] TH -7,
12 AL (RR8Y A 7 V) & EASGEMIR T ENCE SRR
DERNTRO BN BH 2R FI, MERHREN A RoE Sz,
CHOP. CVPXIIARFIOWT ILh <‘: DB
2Q0HHM #2194 7 VvE LT, Y70k A77 3 F750mg/m?, F¥FvV
VB Y UHERRESOmg/m2 e O Y 7 ) AT V] 4mg/m? (K
2mg) #%Day LUIHIRNHES. BT L F=vay /7L =y
(EIWHRAZR) /AF V7L F=v1 »80XiZ100mg#% Day 1~5I2#%
mEi
21E|f'a'j’5:1*1‘4 JNVELT, Y27UKRAT7 7 3 F750mg/m2i N > 7
) AF Rkl 4mg/m? (& Kk2mg) % Day LIZEIRINFES-. IEONC
L rk=vuary/7Fv =y (ENERKZR)/ AF V7L F=vny
80 1£100mg# Day 1~5IZ#E 15,
28HE A1 A 7 )V & LT, A#I90mg/m?% Day 1% U'Day 212 ##IRIN
Fh WL A 2 VDDay L2 7L K=y y /7L K=V ([
PRIKFR) /A F V7L K=y »80X1d100mg % #& L AL EHIR %
5.,
CHOP. CVPXIEAH &P T, + ¥ XY A< 71H111000mg %
#1494 7 VidDay 1. 8% UDay 15, 524 1 7 )V LIFEIdDay 112 EHIR
P G- L7z #EFREECIE, A ¥ XY X~ 7 1H1E1000mg% 27 H
1t [ bR C I R 247 BB AR 45 5- L 726
CHOP, CVPXUIARH & DOBEHT, Vv ¥~ 711375mg/m2% &4
A4 7 Vv®Day LZEIRNFES- L 720 MR Clk, Uy F o <710
375mg/m2% 271 J [ W8 C I R 24E IR IR - L 726
FE XY A< T OEKEREE - L. CD20F D iKY v NET
H5

13
714 -

ELS
716 ¢
117 -

18 -
19 ¢

(4) 3L MO EE B IE R ¥ ¥ 2 ) v /S
<y SRR R BRI (GADOLINGER) 1D >
1)V F 2w THEBHEPUEEO O CD20B5 P O BV B EIE A ¥ % » 1)
OSIEBFAI3B 2 R R & L oI E MR 2 AL I BGA BRI o) A 2 13 DL
TOLBY) THolo RALEFE XY X7 LOREHEL (RH/ 4 € X
A THERE)  &ARH B 5023 Gl AT A& T L 72119,
(EIEPEEEBMARMEIE AR ¥ % ) Y NJEEFE 3966112 B VT, AH/ A EX Y
A= 7RI M IREIC AT EFHMEEE Td % B L 5 PFS
ODEBRIERDEO S (O — Rk [95%EEXH] :0.55 [0.40~
0.74]. [JE¥ILog-rank#5E : P=0.0001 (fF &E/KHEMmME0.015) 1. 2014
FIHIHT =% Ay bA 7). el [95%EHXH] 13AH]/ 4+ x>y X
< TR T RE [22.50 H~HEEARE]. MIREECIZ14.97 A [12.8
~16.67 H] Thotzo F7o. WY ¥/ JEBFED 3216128 WT, &
Fl/ A Xy X~ TR TIE, oHREIC AR Y52 12 X 2 PRSP —
FH [95%EHEX ] 130.48 [0.34~0.68] TdH - 720
W20 0 ) Y ¥ I TR ETHREICN L ORRIEIEo 8BS (8
v T (AREMEFERE L O OWENA) 12 L TR
I UTHEFE T $6 7 7 LIRS OREAT 580 S - BE) 5%t
Kl ENn,
ORI (RK6T A 2 V) & AR T RIS AT ATRR
DO N hro o BHE LG, MEFHREATE Sz,
YN 3R iNQIE S 28F|Fu%w4 Ve L, 1% 4 7V TldDay 1. 8
R U15, #2~6% 1 7 )L TldDay 1124 ¥ X7 X< 71E1000mg %
PRMFES-. &4 2 )V ODay 1 UDay 21245 1[0190mg/m? % Hlk A
5L, K6 A 7 VDR L7z, $72, 819 A 27 )V ®Day 1127
Li=vary/7L =y (EWNRKR) /AF V7L F=vo 80
1X100mg % BT ERIRNAE G- L 720 fEFRRREI T, A ¥x v X
~ 71000mg# 27 F [ W C e 24 I IR G- L 726
EABRE T, 28HMZ1Y A 2 v E L, & A 27V DDay 1R
Day 2024 1A1120mg/m?% RS- L e K641 7 Vi) 3B L7z
HMEFRBREI Clk, A Shiz. B, RROKRBEMNE - &
3. M21AMZIFA 2 v E L, %94 2 V®Day 1K UODay 212 4H#]1
[120mg/m?% RN S-$2 ] Ths ([HERUCHE]OESR) o

D) v F

21

122 ¢

23

(5) MY > PR IR
<UEFESMHBRRERBE (02CLL TFAER) 12 >
RIGHOMIE ) > SV MRS 2 5 G & 3 2 02 (LR EMEER ek
BROBRBENELT O LB Y Th o7z KA (100mg/m2a 2H M5 L.
K6Y A 7 VETHRYIEST) LraF a7 ViEA (0.8mg/kg, 1H/23H
RS 2 RR6Y A 7 IV ETHEDET) &L 72,
ZREIE 70T AT YIVEED 39.2% (49/12561) 123 LT AAIFETIE
67.6% (94/13961) T -7z MHE Tldrusary

AEAR (PFS)
WVEED9 37 A (hgefil) 12xh LTy AFIEETIE2L.77 H (hefil) THho
725



WYL SMERR SR (02CLL MEKER) AR PERAR O

zggljﬁ‘iir% VAT BNy )]/ﬁi:FZ']
N=139 N=125
I R E R R 67.6% 39.2%
F5 A %1125
;iw/; " 0.3005
(95% ZHEIX 1) (0.1799-0.5020)
PﬂE“iZS p<0.0001
PFS 21.771H 9.3 1
Hgefis (F) (18.7-25.9) (8.6-11.7)
(95% fZ X i)
Pﬁﬂpi‘tw p<00001
1124 ¢ EINAIKGE
125 : NCI-WGO 2 (CR+PR)
26 - M E 1A 2 v e L AH] 100mg/m2% Day 1K U'Day 212 ##HRN
5
W27 M AL A 2 vE L, 28T 4720 0.8mg/kgx Day 1 UDay
1512 14 5
1128 © EERAENUE T OPIE
129 ERIR I £ FH%E L 72 Log-rank#fisE TOPH

(& % % =]

1. REEBERAD .1
R T NAF R, in vitroiBRIZB VT, b MEEMEBMIY:
AT X ) sosERRMER (DOHH-2), ~ >~ hViile) >/ SiEH
okl (Z-138. REC-1). 18141 > /<P i ik (HG-3) &
ORI Y > 7S ERPE E s AR bk (JVM=-3) (2RF LT Al B G 4 i)
TERZRL7ze Flo0 XU ¥ ARAF VIEEEIX. SCID & USCID-Beige
T Y ADETIC, FNENDOHH-2 K OCHG-3MI ik % SRAERS R L 72
in vivoRBRIZ BT BESIEEIIHIER 2R L7z,

. ER#RE
NYFNAF YEEEEE, TV E VLRI £ Y DNAZEEE L1, p53
ARAFVELS) D T OJRARTEES) 19 0 7 R b — ¥ A, SO 555240
DF v 7 RA Y MHEIC & 25 HBIIEFELS Lo R OT %
LT, BMBEH 2 7R3

[FxhR 2 CBEd 2 EB{bZ AN R )

— s N TN AT YR

(Bendamustine Hydrochloride) (JAN)

4~ {5-[Bis (2-chloroethyl) amino] -1-methyl-1//-benzoimidazol-2-
ylf butanoic acid monohydrochloride

M -

L34

CO:2H

CHs
/
N
L
Cl N N N

Cl
P W
G

RS

C16H21CI2N302 - HCI

394.72

Ny T AT CHEEEE. Af~IKABORSEOBR K TH S,
AF )= VIZETRT L, T 7= (99.5) I2RREITRT L.
2708 = VIETE P MY VIZETFIZCL, TR M
7B a RV LIRS TEFIZ K RUFERR = F VIZIZE A EET 2
VY,

(R EDEE]
1. SAEREBRLNL TIVERHICANTRET A2 &,
2. PBEFICIE, PRESEHTLIEDNLEE L,

(% 53 % 4]

BEdEah ) 2 7 EHENE & HOEO L EYICERT A 2 L

(& %]
25mg 1 1@lEEH72 ) 1N, T v
100mg : 18%EH 720 131 Tv

* [E B X ]
SCHRRE R T
1) S B E (P 45 TAHERIR 3B (2006001545%) ) TRA-0100
2) BRE GRS IR R SR (KLG/06:3t5%) ) TRA-0002

3) S EhRE Gy e R B (DM-2008-0063t5%)) TRA-0106
4) Teichert J. et al. : Drug Metab. Dispos., 33, 984 (2005) TRA-0058
5) Teichert J. et al. : Drug Metab. Dispos., 37, 292 (2009) TRA-0075
6) FLPVEORL - SEMEhRE (R ERRER  (98BO3ER) ) TRA-0003
7) Ohmachi K. et al. : Cancer Sci., 101, 2059 (2010) TRA-0087
8) Ogura M. et al. : Int. J. Hematol,, 105, 470 (2017) TRA-0843
9) ALPVEEL iSRS (NHL 1-200375%) TRA-0837
10) Marcus R. et al. : N. Engl. J. Med., 377, 1331 (2017) TRA-0933
11) Sehn LH. et al. : Lancet Oncol,, 17, 1081 (2016) TRA-0785
12) HPgERt s 3HER R EBR (02CLL TN atEH) TRA-0793

13) *Lpggkl JHH (AR F L AT > O MUEMEBMILEIES Y F >~
) 2 SHEH SRR S OV~ > M OVAHERE Y > ST SRR R 12
it 3 2 Rk B ] 1 TRA-0099

14) *EPNEE  FERIERFL (N S A AT D MEYEY PP R Ak
V29 % MR S S ) TRA-0794

15) Strumberg D. et al. : Anticancer Drugs, 7, 415 (1996) TRA-0012

16) Leoni L. M. et al. : Clin. Cancer Res., 14, 309 (2008) TRA-0010

17) Gaul L. et al. : J. Cancer Res. Clin. Oncol., 134, 245 (2008) TRA-0013

18) Roue G. et al. : Clin. Cancer Res., 14, 6907 (2008) TRA-0014

19) Alonso R. et al. : Blood, 114, 1563 (2009) TRA-0015

[XEFEKRE - REEHBBHVEHEE]
T—HF A & hheky T A
70 =54 X0 : 0120-419-497

DV AREHT AR

FIEIR 5

R HEREERE / FI3-2-2

B 5 @ I—HY A1 kRSt
BEREXEX/NG)I4-6-10

CODE DI-T-TRA111
TRA-9-13-19C



20194E10 HExET (55100

NMEMEEA

B ik 2~8CMR#F
BREAR : 36f4 H

EMERCD20E./20—FILHUF
AEXYART (BEFHERR)
CRVEES NN NI e

BFEEmasgEs

874291

ARBES | 23000AMX00483

BR5ChIA 2018428 11

HYA )\ =mas::1000,,
GAZYVA\(@ for Intravenous Infusion

ARE Sl X IR J OV IVFE I NINR O h a Ryt

1. B
- BA

FRZECPALLEEEEG. BRIFCTHIHETE 2EENR
BRICHBWT, EMBBMEEORBECKHL T, +95HMH - &
BREROEMDS & T, REENVET EHIBT SN BEFICOV
THARBT B &, Tz, RERIKICEILS. BEXIZTD
REICHMIMERUERIEZTSCHBEAL, AEZH T SRE
TB&,

2. B2 (AOEFICEIEBEBELEVIE)
AFN DA IR UBBIEOBEHE D H 5 B H

3. MK - IR
3.1 8k
Wi 7e 44 HH A 2N I EHE1000mg
. 184 7V (40.0mL)
7% yaN
R FERY AT GRETEHLZ) P 1000mg
NA 7 (40.0mL) H
b LNt — ZIKHI 3632.0mg
\ B AT ‘
A L ’f// . 57.6mg
L-b AF T VHEEEKMY  89.6mg
R)FFTF Ly (160)
RUFFv 7L Y (30) 8.0mg
7)) a—)v

H) AFNE, Fr A == ANA25 —IEMBE e TiEES D,
3.2 HEDOHERK

Wi5e s AT A N R HEL000mg
FIE TEGHR ONA 70v)
PRIR It~ RS L O

OvzuRA77 IRk, €2 ) AF UHBERTTL K
—vayEAF VL F=va r o E
AR A1 A 7 vE L, 84 7 v
ONY ¥ A AF VIEmEH N o4
LA 1A 7 VvE L, 654 70

7. BERUBEICEEYT 2EE

7.1 SERERICOEA T A PUEEIEE R 2 ik L 725
BeH2ET A LD TE D,

7.2 HEHZICL Y AFNZ2HGTE Lo 72561201, WETL
TGAEHTL L,

7.3 AHIFEG-12 X infusion reaction % BEJR X 5 72012, ARFIHES-
D305 ~1FEHAENC, ik A Y 3 V] BESURF ORI %179
ko Fo, BIBRERVECHIEHH L WAL, AHIOH
HAZEELT, AIBRERVE KOG 2 ZET 52 L,

7.4 50mg/FED ¥ 5 #E TR EEZ G35 2 & Infusion
reaction2SiB LNk o 72 HAIIE. BEOREZBLE L 205
PG HEE TEDLIIERT LI ENTE b,

ARHNOF 5755

ESLRE

¥ 55 25

FIEIESES3 50mg/IRFCHILA L. 3053 4#:1250mg/ i d 2. ik
400mg/FFEFTEIFTAZ ENTE S,

200 B DL Ai [l O - CGrade 204 L dDinfusion reaction?®

BB L Ao 2 id, 100me/ BT G- % B4
L. 305 fF12100mg/ 3>, i AR400mg/ % T
LA ENTE D,
7.5 Infusion reaction?5H L7286, TR L )12, KR OG5 H
Wy ik, 3G EEOLEEDOIEEIT) 2 L,
Infusion reactionZ&HIEDALIE [ U515 FiI s O ¥ 5- 4 i
QL P G- F R O #5501

Infusion
reaction®
Grade”

pH 5.7~6.3

RIEELL 0.9~1.2 (AFEASBIZHT 2 1)

4. $HEERIIFHR
CD20FZ4 gt ) > /\FE

5. THEEXIINRICBHET %8
T —A A b A M) —EEEIZ L) REEZ TV CD20HUE AT
HDHIEDPHRENBEIHHTLZ &,

6. AERUVAE

W A, A XYy A7 GEfETFHIEZ) & LCIHLA

1000mg% FUMEHET 50 HAEIL. LT O A 7 VIR & U4

G347 nvEe L, 14 27 0vHIEL, 8 1I5HHE. 2% 4 7 )VHLL

FeldlH HICHe 53 %0 fERpREcid, B2 L 2 AI21E,

IRE2AE M, 520 R,

OvrukA77 I KK, F¥VIVEY VIERRE. o) AF
CVHERER T L Ry a y I AF VT L =y s EHOBE

JEMEIFA 7V E L, 8 A7

Grade 2LLF

5% hd 5 55
M % TP Tl 2 i
BEBEATH)Z L. &S5 %
WL 72854 . infusion

reaction2¥HI{E %, %5
FHBETE %,

Grade 3

RS xwELCHEY)
HAEEAT) I L,

Infusion reaction?®[H
B, 52 mHTE
%o 72721 Grade 3™
infusion reaction7SFF5&
L7 aid, 5% KE
Lk L. AH %
B5LhnwZ k,

¥ 5 e w0 2 45 o il
LT LI &, TDHE,

infusion reaction%%#2
D5 o 72 EE

30474 1250mg/ B3 D
% K400mg/H: ¥ TH 5
HEE LWL ERT
%,

Grade 4

BHxmEbHI2HIRL,
B R ALE 21T Z &,
Fo.0 KHEFHEGS L
Wz E,

* 1 GradelENCI-CTCAE v4.0I2# L %,



8. BEELEXRER

8.1 BREIF LY AV ADOFEEMELIZE AT RENBHSDLNDLZ ENDH
DT, KAWL - THEY AV A RGO B2 FEREL
AHFNB G RN EY) 2 AT T & [9.1.2, 11.1.62H]

8.2 IFERNA . FEEMEAFTERIA . AR D Sbib Z L
BB DT, KRFNOERBIIEET . HHYR R OV T L
B ICIm s 2179 2 &, BEOREZ T ICBRT L2 L,
T 72, RHOFEGAZH 72> Tk, G-CSFEF D #Y) 7 2B L
TLEBT S L, [9.1.5, 11.1.38H]

8.3 M/IMIHADH SbNDE Z ENHHDT, BEDIRELZ EESRE
CBIZL. FBNIMEMAELIT) Lo [9.1.5. 11.1.48H]

8.4 [EREYEREIEDS D SbN D I EWH 5 DT, ML BRI
JEK VBRI A AT ) B & BEDOIREZ T3 ICBlR T 52 &,
[11.1.2&H8]

8.5 MEMEMEENH SbND I EWHLHDT, Kk, P,
FEGEORRIEREZ T I2Bli% 356 2 L, [11.1.102H]

9. FENERZHI2BEICEATEE

9.1 AfHE - MEEEZEDH 5 BH

9.1.1 BRPEEEZAH LTV IRNIIBRUBRPEORTEELE T 8%
FEIHIERNC & 0 RYE A B S 2 LIEFHRE S5 BENH
Hbo. [11.1.55M1]

9.1.2 FRVAIADBEEIIRETEETI28E
AFN OGN I v J ORI T el kbt L CIF R Re A <0 I 25
TANAR—=A—DE=L ) Y THITH) % BRFRY A VAD
FHEELOBERIEROBBUERE T 5 2 Lo BRFRY 4 VA
F v ) 7 OEFEIMEAIEGE (HBsHu B, A > HBcHLA XL
IZHBsHifAB ) 128 WCo BREIFR Y A )V A OFEHELIC L DT
RBHOEONDLBENDND L. [8.1. 11.1.65H]

9.1.3 DEEEEEDH 2BENIIZOEBEREDSH 5 EH
B G- U3 G- ACAEEIR. o ES 2 BT R SE B8 2
Nhdh 5, [11.1.8H]

9.1.4 FBEEEEDH 2 BEXIIZDEBERDH 5 EH
$ G- 51 522 SRS SO S ARER T E & 1 O Bk D Mg
BEEMND S b, MitkiELBLZ S5 BENDH 5, [11.1.12H]

9.1.56 EELEHIREETOH 2EE
TR BRI A B I I A B S LS 2 B2 D 5,
[8.2, 8.3, 11.1.3, 11.1.4=%]

9.1.6 EEENDSZVEE
Infusion reaction%d H O EHEL S BENDH 5,.[11.1.15H]

9.4 4JEREEH T 5 &
RS 2 W REME D & B Iz id . ARG O R 55—
BN, B WA 1T) KO fET 5 2 &, [9.58H]

9.5 {Ti@
BRI SRR L TV B et & 5 e, HE L of sEs
fabtex Lz SIS NG EICOREEST5 2 &, BhiRER
(B=7A4FN) IZBWT, HAERTBY ¥/ SEREORE DR 5
T2k, 720 b MeGIEaRMAMZ Ml d 5 2 LM 5T
5o [9.42H]

9.6 R\
ERLOFERERORARBEOFHELEE L, Lo L
L2 HETAZ L, R (D=2 4FN) 12BWT, FLit~o
BIAHPME SN T0E, 8 b TOIHBITZMET LT — 7137w,

9.7 /MRS
INREER RS & L7 ERREBR L FE G L TV ey,

9.8 EipHE
BEOREZ T B L o MEIHG 52 8, BREEICE
W, mlnE (CEEREIER OSBRSS WMEHAA RO 5T 5,

(2)

10. #HEEA

10.2 GEREE HFRICEETS L)

HeH) 44 FEAEIR - g | R - faBRE T
R LT T )
1 v ONER G
0 F LR 0B S C k| OB Y R
. . o o EERIC XD FE T
BT MEBLL284121% 2 BEIRD D
W) 72 LB AT o °
—EYED T TS| N
A M TR A R S
% - S
W 741 jgbﬂé‘kﬁ%as%nﬁ@@
1. BER

WROBWERD S HbND 2 EdHDT, BlEE 1447w, B
RO SN A G A IR 5 7 EE R LE AT S &,

1.1 EXAEMER

11.1.1 Infusion reaction (60.2%)

T 747Xy~ MEKT., B, EE, KEEE, N -
MR S Wil . MESFTRAE, (O ANED . MR, BBUEFEE ST
infusion reaction?i@® HbiL b Z EHH Y\ W GH O K HK| G-
HOUEH G- B A 24IE B DI IC 2 < RO BTV 555, 2Lk
R, 2 HE G- DIEORFTL 5RO RO LN T, ik A% 3
YHEIL BBGERH, RIS RE ROV E D HIO RIS AT o 2B
BT H EE infusion reactionhMFEH L 72 & OIED D Lo B
RO D NTB & TG Rl ik, SR EOETEO I
ATV, WY ZALE Bk A& 3 CH). MEGEREH, B E R
WVEVHIOPGES) #1479 2. [9.1.4. 9.1.6&]

11.1.2 EBHAEERE (0.9%)
BEDERD O NG A IARFNORG % kL, 82 iE (R
IR, BRI GERS O G.. BITS) 217) &b,
JEIRDSEIE S % F CHREORELX TICBET 2L, [8.451H]

11.1.3 #FehEkigi 4. BB
I ER A (43.0%)  FERAMEIF R ERIA (6.2%) « F1ILERE A (8.4%)
B HbNb I ENH D FHhEREAICOWTIE, BIET SH%
RENOPLGAET 70 HAFMLL - L CRIET 20 0 @ shaw
%o [8.2. 9.1.5%K]

11.1.4 /MRS (10.5%)

MR (RF$e G- L3P G- 2415 LA 38 B9 2 M/ IR
Vaat) NHobbsIENHY, PEN A 7V TEHLHRESN
TWwb, T2, HIMIZ X DI EICELTREND S 50 BHHED S
N3 A 2R I IR IR0 A H DRSS DY) e ML 2479 & &
2L BHE T 5 F TR MR A 2 Fiid 5 2 £ ,[8.3.9.1.55H]

11.1.5 RELAE (35.2%)

M. B, H50IEY AV A2 X BIEgeE (e, figss) 72
Hobit, FBEICES72B L HE SN TV LD T, KA OGHHIIH
R DGR T PRI BB OIREEZ 512 BIE 3 5 2 2. [9.1. 15 1]

11.1.6 BREIUFR Y M IV ADOEEMHALICK 2RIE K. FFRDOEE (3
JEASEH)

IS EL MR D H 5. BHATRD SNHAICIE, BEHICH
TANAFN G B % S R ALE AT 2 £ [8.1.9.1.25H]

11.1.7 ETHSEMEAERE (PML) GHEARE)

RE)OEFEM B R L OGRS T RISEEOREL 5Bl L.
TR, RRAIBEE . RRMUREIR (FrRREL, POBORRE) . 5Bk ES
DIFERD D & DN HE21E. MRS & 2 W5 I K OB Bl e
WAEEIT) & &b ARFORG 2 ik L #Y) 2 i %179 2 &,
F-PMLE B S N-a1. DIBEARF 2 FHG Lanz &,

11.1.8 OEEE HEARH)

AEENR COBBANENSE) . Pl (OlgE, DA H 5 b,
EICE S b IiE ST b, [9.1.38H]

11.1.9 HE&EZEF (0.1%)

11.1.10 EEMRMERR (0.4%)

FE DD O NTGEIE. BEXHR. MECTH ot % i3
5l MEMWRESED NS, AFOFRSE IR,
B R AV E VHIOPRGS0OMEY 2 E %179 2 & [8.55H]




1.2 ZOOEIER

10% L4
Rk 5. 24
FE RIS 5. M %,
HeI WAL, ALEE. |95, BET
I
I R
iR ALT k& AST |5
P Foll, BRI L A T A R
% WHRREE
P8R,

2% £10%

/Ex <H
it BUEEAW

AR

1) 2 NE

T (43.6%) N
AL, MR

!

RSPV 2N
HALAER, 1
IS
I &5 0 AR R
AL EEE R N
WIESE, LI
MRSERG . fECR
BRESE, 80
EHE L AR
[ENESIEX e
T, FER
XL RN
Hfipg T
AL, (. v
MO JE, |7 A MAE, K
MEgE, Ry a 7)) v
& WA, |ME. AR,
VRIEL MEIR. | BN, ST
GE: 5 AL N i1
RISNRL SN
PEIRIAHE, R

K5

HALS

Py
e Ete

PR YE

G

K= 2 —
R oS — . B
xR Jid

3557 (28.79%).
563 (24.0%).

RE A 19 |5
P I e PR R

Z DAt

14. BRAEDEE

14.1 EZFARBFOEE

14110 KFOFHFGEIINA 7 h540mLE k&Y . OJRER
FHEHCHR L CR250mL E§5 2 & &R E LCHRERE
T DAHIFEH L w2 &,

14.1.2 FBESIE D ICIERT 5 2 &0

14.1.3 HEE L, RAEBIEELHIHEHT L &,

14.2 FHRESRHOEER

14.2.1 fhH & ORTEZ LAanwZ &,

14.2.2 0.2130.22umdD A ¥ 54 ¥ 74V =% FHT 5 &,

15. ZOMOEE
15.1 ERER{ERICE D 155
FERERIZ BV T RANIH T PR OEEDFE S Tw 5,

16. FEMHEE

16.1 Mg

16.1.1 BEOIE 5

CD20k M DBMIMESE ok 2 % > ) o SIS 12 A #1200, 400, 800
K O 1200mg™ % PUMEE L 72 & X Ol iR K 0SB
ENTGA=FIFZLTOEBY) THo720 AUChst L NCmaxld 200~
1200mg Hl e # P C R 2 R L7zo 282 ) 79 ~ A (CL)
R OS2 () 1335580 L S FRABEOMHE R LY,

Bl P 5.4 o Mg g R (CEIME + kR =)
—e—  200mg (n=3)
1000 —a—  400mg (n=3)
e 800mg (n=3)
500 - —v—  1200mg (n=3)
& 100
T
#2504
z Eg\i\~\\\\}‘__‘_“_“_‘{
04 ‘ ‘ ‘
0 1 3 7
e (H)
Hn e G503y B/ T 2 — ¥
)EHE 1§U *& AUClast Cmax CL ti2
(mg) | | (ug-day/mL) | (ug/mL) | (mL/day) (day)
200 3 305+39.5 |79.0+17.2|257+12.6| 9.65+2.00
400 3 768+109  |157+24.4|220+49.0| 10.9+1.80
800 3 1470+297 |358+37.2|347+82.4|6.11%0.617
1200 3 1970+624 |415+81.7| 248+ 155 | 14.5£8.87
AUChst : #E5-H7TH £ TOAUC (P9l = 1R R )

) AKEEE N2 HEIZ1000me TH 5o
16.1.2 RIR#R 58S
RIBFECD2005 I8N ) >/ iR g (bS8 (CHOP XL~ >~
FNAF V) PERTCARAIZ, 194 7 V3BEE % A8 1 7 VL
1A 7 VA 2 K6 A 7 Vb2 o CHEEEHEL 2 &0
T RS B SR BIRE S5 A — FIZ DT DL B ) TH o727,
BB KENIVA 7 VIOIHH K O8HH. DIBEIZ&T 4 7 v o1H
H121000mg# s L 72 (PHEL I B 2 i) o
PAGEF G- RO ML P EEERS (P I Ml = LR 22)

900 o NY ¥ AAF VB
800 e CHOPB:H #E
= 700
& 600
& 500
4004 41|
= 500
£ 204 %
100
0 2 0 0 8 100 10 MO 160 180 20 20 200 20
e (H)
R G- R DD EE/ ST A — 5
AUClast Cmax CL t
U s 1/2
Bl 8 ] || (ug - (ug/ (mL/ (day)
day/mL)| mL) | day) Y
A7l o7 1310+ 324+ » "
D1IHH 380 82.7
A4 71 3640 =
HOP 1 406+ 12 = =
CHO D8H H 3 1640 06 8
20700 = 126 £ 37.2%
L8| 2 +22
FA7N8) 28 8300 638 3 33.6 11.6
A7l 39 1249 + 314+ . .
D1HH 427 88.2
NRYT LA 7)1 5750
4 » _
AF v | O8HH 3 2580 S0z=151
22700 = 97.9+ | 39.0=*
)% +
A4 76| 30 12700 646+183 34 3 12.7
- B CPIgME + FrigfF )

) KR ENHERCHEE, EARETIZIYA 2 VH DL,
8 15HH. 2% 4 7 VHUKEDLIHH, HgEEcides Aiclmo
1000mg® FiEfHHE TH 5 o



17. EEERAIE

171 BHHRURLMICEET 2 HER

17.1.1 EE£RSENHET > 4 L{EHERE (BO212235: 5k
[GALLIUMEER])
FIHFEDOCD20MG MM IE A ¥ % ) v X JE #1401
Bl (AARNI29B0 % &) #RRIC, VY F < T +1b5
#EE (CHOP™Y, CVPHI AT AN 25 A F 280 i
L xtliie e L, AR ALk z i L7z L SOH%)
P MEt L7zo A#I1000me % 3[4 (CHOPILIZCVPHE
W) O34 (RNY ¥ A AT VR I2ET A 2
VOIHBICHES L, 14 27 V1I0ASHH, 15HHIZHA
#11000mg%z % 5- L 720 V)V ¥ < 713375mg/m? % 3 [
 (CHOPIZCVPHEHIEE) S34:EME (XU ¥ L AT
ORI 2B A 2 IVolH BICHRS L 7o. EARER
RSB ED A 138 A 7 v, 4BREOSAI136Y 1 &
Wb Lo BRI TR RS EOZ 038 5
7o ad. MERRERE L L CARFI000mg X ix) v v T
375mg/m?*%& 2% BRI 2R 5 L7z. 2 ofE A, Itk
) YSIERE12026012 B\ REIBEHBE TR, SHIREEIC
MR TLEHITE E Td 2 GBI AREMH E I X 2 Mg
FHIHOAELRIEESBEO S (N — FIb [95%EHHEIX
] :0.66 [0.51~0.85]. [FEHILog-rankffsE : P=0.0012
(B Z/KEEM0.012) 1. 20164F 1 H3IH 7= 4 v M4 7).
ULl [95% S HEIX ] I EAHI BRI ClkoE [EER
RE]. KRB CIERE (4717 H ~HEEARE] Th-72Y,
R ) v NI O SRR 559561 (H A 6581
EET) 1I2BWT, 56561 (95.0%) IZEITEAEED 57z,
F 4 EIEH I, infusion reaction (59.0%). i EkiFA
(45.5%) + s (43.0%) « IEGLE (37.0%) . J£55 (26.9%)
EE (25.5%) THotz,
1) BEMAEIFA 7 LEL, Y7 aKRAT 7 2 F750mg/
mi F¥F VLY r50mg/m? O v 7 ) 25~ 1.4mg/m’
EHEA7VIABICHS L. 7L K=y (ENFRKRR)
7L RF=va 100mg g AF V7L F=v'a »80mgx
B4 7 VOlHHE~5HHI2H 5
#2) JWHEIEIFA 7 Ve L, Y7 ORAT7 7 2 F750mg/
m*E O 7Y AF 1. dmg/m*E&H A 2 V1HBIZ
5L, 7V F=vy (ENRKR) 7L FF=vor
100mgX iz A F )7L =1 »80mgk &1 7 VdD1H
H~5H H12# 5,
E3) 4TI A 7 vE L, N Y LAF I0mg/mPE
HAA 7 VO1H B REO2H BIZH S,

A A A R O Kaplan-Meier B

— RFH AR O
""" VY F T T+ AL

o
>

NF—FIE 0.66

D BRI

04 95% e X ] (051, 0.85)
Pfi
02 (& 5| Log-rankifse) 00012
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
wing (H)

<N ATREDORE E>
A+ %601 570 536 502 405 278 168 75 13
! Y7+ 601 562 505 463 378 266 160 68 10

=

17.1.2 BHETHET > 5 LILLEEHRER (GAO4753g5 Bk
[GADOLINEtB&])
)Y F 2~ TEFRIEPUE O CD205 AR EEEIE AR Y F
) 2 SIERESIOBI R R RIS, N T AAF VR SHREE L
L. BREEXRY T ARAF 2l L7z & ZOFMEE R
720 sPHEBHZ, X2 ¥ A2 F 2 120mg/m?% 438 1512 %
P A 7VOIHBRO2H BICHESH L, mk6¥ 1 7 Vi
Va7 MRS BV TIIRRBIE & Sz, AR
BERIER L. ARHI1000mg % 48 B4E 241 7 VolHHIC
BH L, A2 V1IOASHHE, 15H HIZ b A#1000mg
BE L7, BT AN ¥ A AT 2 1390me/mP% & A 7
WVOLIH B R O2H BI2#HG Lo EAFREHRIZ6Y 1 &

Ve L, BAFEREH T IR O HEATATRD S Wi E
. MEEREE & L CAHIN000mg % 27 H 412 24 fIH% S L
Too ZTOMEFR AREMWEIEAR D F ) v ERE396611Z
BT, RFPEHTETIE, AR TZEEMEHE Ch
BHYRHIE I X B I AR O A 2 LR AR i
(NF— FH [95%EHEXH] 0 0.55 [0.40~0.74], [J@3!
Log-rank#5€ : P=0.0001 (f#EKEMMO0.015)]. 2014
FOHIHT =%y b4 7). Hhufl [95%EIXHE] &
RAENGEH#ECldkE [22.50 B ~HEEAREE]. R IREECI1X
14.97H [12.8~16.6/7H] ThH o7z, F72. WY ~
ISR 21BN BT 2 H] g 12 & 2 I A AT I o
W= N [95%fEFEX ] 130.48 [0.34~0.68] Tdh -
72V R v NIE B E O AR 1646112 B
T 15661 (95.1%) (ZEIWERASED Stz EAREIERNZ.
infusion reaction (64.6%). H.Ls (45.7%) . #57 (35.4%) .
IFHERE A (33.5%) . IEGeE (28.7%) TH o7z,

W4) XYY AAF v HMIE G281 2 ENAGERHE -
M lE . AR, XYY ARF VB E LT
120mg/m? (KL MRE) % 1H LB LREH 2 ) C ey %0
5 E22HMEH TV, 1I9HMWKEEST 2, Szl 1 7L
LLTC, #GEBYET, BB, BEORIEIC L0 @K
w3 b,

A1 A AFHA R o Kaplan-Meier i #7
(R IE R Y % ) VR E)

10 N R 0.55
08 95% 15 HHIX [ (0.40, 0.74)
w O Pl
i (@RI Log-rank#5g) 0.0001
06
&£
1041
L
pas -t
5024 ettt
00+— _
0 6 12 18 24 30 36 42 48 54
) %5 KADKE K> K (D)
AH+
NyyaAFY1% 157 106 75 47 27 7 2 1
NyyazFL22 149 86 42 26 13 4 1
ke FE A A T O Kaplan—-Meier H
(R > i )
1.0 NF— FH 048
95%[E HHIX [ (0.34, 0.68)
0.8 Pfiit
1 (J& 9| Log-rank#i5E ) <0.0001
i
]i_f 06
28 .
- 04 k
4 e
il
T 02 R+ R T ARF BB T e
TNV S ARV
00 = T T T T 1 T T T
0 6 12 18 24 30 36 42 48 54
<) ATREDORE E> w0
AH+

NyyuaAaFy 165 120 79 61 38 20 6 2 1
Ny FuAFy 166 122 66 29 17 7 2 1

18. FRhZIE

18.1 {ERIFF
FHNE, v MEHICD20E 7 0 —F Uik ThH Y, & b
CD20I2#5 8 L. PURKAF M E (ADCC) Ik OF
PR E L (ADCP) 1L & 0 | B OBl =
WHl$ 2 L HZZ2H6NTWEYT,

18.2 HEE*IR
AHNE, CD20B D v MENRIEY > 7SI HPRRLANE M %
Be T AREAE L 7c EHEH AT Sy A4 (SCID) = 7 AUZHB T,
JEE 5 B S A 1 2 7R L 72

19. FEEDICREY 2 EBEZRIFR
—RESRE D ARy AT GEIETHIRZ)
(Obinutuzumab (Genetical Recombination))
(JAN)
KO AEXY AT, BRI e MEE, 70—
FUHUETH Y. v Afik FCD20E / 71—+
VIR ORISR, SENIC e MgGlod 7 L — A
T—= BB REE O R D, XY AT,
PRBET L & bIcg-1.4-~7 v ) Y Vv-HES v o5




HA—f-N-T 2 F N7V ay I VEREER I~
JVIv=F 1) THEL 3-1,6-0-~ ¥ ) ¥ ¥ — B DEE
FAEA KNI T ¥ A =— ZIND A Y — PRI
LVFEAEEND, FEXY XY TIE, 490D T 2
JERFRIED S e DHS (181 2R U219 7 2
VRIS HLH (kB 2R THK S W AHEs
VN (B3R #9148,000~150,000) T o

20. MBPVLEDFEE
HAERE R IEE L TRIFS A 2 &0

21, AEREM

RIEGHY) A 7 EHET 2 RED L. WU ER/iT L2 .
22. ‘aE

40mL X 1281 7 v

23. EEXk

1) Ogura M, et al. Cancer Sci. 2013:104:105-10.

2) WEAhEs T bR (BO2100073K5%) (201847 H 2 H AKFE.
AR E2.7.2.2.6)

3) IR MAH R (BO212233ER) (20184E7H 2
HARGE, Haaeie2.7.3.2.1)

4) AV TLAHIEGRER (GAOAT53getER) (20184E7H2H
R, HREEIES2.7.3.2.2)

5) Méssner E, et al. Blood. 2010;115:4393-402.

6) Herter S, et al. Mol Cancer Ther. 2013:12:2031-42.

7) ~ru7y—I/HERIZX 5 ADCC/ADCPIEME (2018
ETH2HARE, HAHEENE2.6.2.2.2.3 (3))

24. XBFERERVEVEDES

H AR Skt B RS

B601-8550  HURR TR DX HEBERG / HE[TIIHT 14
70 =84 % )L 0120-321-372

ik 075-321-9064

Fax 075-321-9061

26. REHRTEEF
26.1 SOEARSETT

ﬂz R BRSNS FT

RREPRXBFEEL2-1-1

CRochey OV L~
®F. &A7<>¥ -7 -0y afl (A4 A) BT
26.2 HR5t

H A ikl =1t

SRR TR X R BE P /P ITRT 14

84014291
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20yy 4F- mm A SGT (B8 L i, #heeZe )
Bk EERTE FASETE 78 dh 2 AL
BHEIE : 3 4 874291
P ifn 25T A
V%JFZFmﬁ%ﬁftw
V79 3 Ret 7V 2. 5mg
L7532 Kot 7/ Smg
Revlimid® Capsules
G2 S
LU E A
V7I I RA7RN2 5ng LV7Z I RH T bng
KB 22700AMX01030000 22200AMX00381000
) EE-EMEOLFEICLYFERATEIL M oe B kA 2015 4E 12 H 2010 4£ 7 H
1. 24 MRS, Rt rn MoK, FRmtErnm
1.1 AFIETHY B2 A FHEEATHD, RFITE MBLTRSBE MTRNN AL T RADAR | = A JEAT LA
EETAARMA BRI, ERXLEHEL T ZTEEDHS | || WED | —AT PV DL AT | = AT PU O L AT
HHCERLTRELENC E, [2.1, 9.5 5] A TV THRTL | T BRI R D L
1.2 KEIDBRBE~DBZZFETH1=H. AFDFEAICDOLTIX, #IE R ‘371‘/\ ﬁf{t?‘5’4 BT, BibTFT &
EEEIE (UF. (AT ) AEHOATNEOT, BEE g | 7 TEZEL A
¥ Ef. SHREOERERE. BELIORKENLTOH —RRAEER
BENRFIBEESFTH LD, (22, 9.5 B8] -
1.3 IR ZARMO H S EIIRET HBAE. BEmmacEg | | 2 RAOERX
BREZTL. BETHDIZ &Eﬁub#ifhﬁéﬁ%¢éu Wiz VI IIRATeN V7II KA 7eL
&, Fiz, REFRBFTE 4BAMAINSRERT 4 BAMBET., | - 2. bmg 5mg
RSETIHEIE/— bf—&%l:*@&)f‘ﬁ?ﬂtﬁi&ﬁ&iiﬁ@%ﬁﬁ’& AT 4 Afa~KE AT
BWE (BHE®nIar F—LEEBEH) SH. i&t&‘c’ﬁ—rbfb\é @ (RiZEH) Hfa~ K3 [
CEETRICHERTAEEDICEHMICITIRBREZITI L, Fy o7 Hik (REH)
b\$ﬂ®&5%ﬁ¢lﬁ%#§bhé%AlM\EB($ﬂ® (FEH)
BE5xhlt L., EMFICERTILSBEZRET S L, # i 5 7 LA T 5 7 LF|
[9.4.1. 9.5 58] —T=
1.4 ARGERD~BAT B LMD, BERT 4 BMBET. X SM 25 ) REV 5w )
;f E‘ﬁ 3 %A[i$ﬁ&)'cﬁﬁfd~1&§fzfo)§ﬁﬁ ?‘_—'ﬁlr_ (8 rfi..(i,lé\fj EfR 14. 3mm 18. Omm
. P = : :
5T &, it _(DﬁﬁFﬁﬂFlihﬂﬁatd)li ‘H:J:ﬁb‘é&l,\ é: Erexy
[9.4.2. 16.3 B8] Sl 4 2
1.5 REIDTZEIE, BEFICHIRECTEIERMBRICHNT, &Ml
%E'&H§J’;®/E\J§' J‘TLT"'/\féfuu& #%ﬁéﬁjtﬁﬁ@%}: 4 ?ﬂ‘ﬁ"éiliiﬂ]%
'C Kﬁuo)?ﬁffﬁiﬁz&*‘Jﬁ’ﬁéhé%%@ﬁlfﬁa C‘é:o ii’:,A O % 5 t:BEHIE
f%%;%;éﬁéfiggﬁifﬁ%ﬁmgigggg;i Ob BLBARRBEIRAEH S BHEMAEIRE
ﬁ‘b?x%%ﬁﬁyh—g‘-é Eo OBHEXIIHAEORA THEBMmME") »/\E
OBEX(F#AMDERM ) VN\ERVIRE) /&

REFHIRMAZER VEREOREENBES N TNDDT, BE
ETRITITVENLEEICRET S, BENRHONIEES
ICFESLICHREZPIEL, BUGREZITI &, [9.1.1,
11.1.1 58]

5.

5.1

MEERITHRICEET 5FE
(BPRMUBHERUVIBEREARMBREEZH S BHENRERR

M7, BRREGHE | OHONEZRF L, ARIOAMER 722

OVICERE L7 BT, BISEE OBR AT 2 &

GCELEBARRBIMREZES BHERBERE)
5.2 [EREF#H¥IET AT 5 (International prognostic scoring

system : IPSS) |

LBV AT SHEOHN-2 U AT L&Y A7 125t

T DA OVZ EPEITHESL LTV R,

(BEXIFHAEDORATHBEMRE " >/ 0E)

2. R (ROEHIZIFRELEWNI &)
2.1 WEE XOTEIE L W B etk D & A &Mt [1.1, 9.5 B[R]
2.2 W FEHFIEEZ MBS CERVEE [1.2, 9.5 3R]
2.3 ARFN DA% LiBHOE OBEEIE O & 5 B3
3. AR - R
3.1 #HRK
Wit L7 72? % v772Fﬂ7tw
mg
o LU R K2 5mg LY R K bmg
A B R S T I SR e
& LT 2.587mg) & LT 5. 174mg)

5.3 ERAREBRITHHA AT B LT BE O TR RIK O %12
DOWT, T17. BRG] OHOWREZ R L, AR OO
Tt E oI B L7 BT, BISEFEORIREITS Z L,



6. AERUHAE

(ZRMEBHE)

TXY ALY EOPAIZBWT, BH, RAIZIELFY RIFKELT
1H 1A 25mg % 21 HEGEAR OG- L=, 7 HIEKRE TS5, Zhi 1
AN E L THRGERYIRT, B, BEOREICK D EEHERET
%

GCHBELBARRBIEREEZRS BHERBEIRE)

WHL. EAZIZL Y RS RELTL B 1E 10mg & 21 A RE AR O#
H L%, TABKRET S, 2hid 1A 270 e LTHRGERY KT,
ek, BEOREICL Y EERET S,

(BEXTHAMORATHRIEEME) >/ &)
EWE. ALY FIRELTL A 1A 26mg &3 H R O #54
%o 72F, BEFOWREICL Y BEHET S,

(BEXIIHAMOERLEY D A\BRVEBE L/ \E)

VYR =7 GBETHiEz) o8BV T, EE., RAELF
URIFELTLH 1A 20mg & 21 HEGE R OFKS Lz%, 7 HREK
HTD, InEIVA IV ELTRR 2V A7 VFETHELGEZHD IR
9., ek, BEOWREICEIY#EERET D,

1. BERUVRAEICEET 5IE

(FhEELE)

7.1 BREREREEBRE TIT. AFRIOMPIEEN L5 2 LG SnT
WhHTH, BEELOCEEMROMS2BET 5L L bic, BEHED
KHEZ LV HEEICBIE L, AFFLORBUCTDEET DI L,
[9.2. 16.6.15R]

ENEN B ERE DB EIZ L - TAUICK VCuDIE T AED HD Z &
Mo, AFNTEAEBEEATS 28 CTRETD 2 ENZEE LU,
[16.2. 1B8]

M/ NI A BRI & R < Grade3 XIZ4DFEIWEM (GradeldCT
CAEIC <) MIHLLI=HA 1T, AFRIORE LA EET S
Zl, BEHOFEEIT, BEOREBIOSUTHETSZ &,

1.2

1.3

(BHMEBEE)

1.4 KAZECHIALBRET, 17 BERS OEONE. FrC,
M HE2 o8B L7- ETITo 2 &)

KHI M 5T OB ME R WEEEVEITHESL L TH R0,

M/ RIRD SUT AT R ERID 2338 8L L2 S Aicid, TREBRLA
KOKRFLELZETHZ L, [8.2, 9.1.2, 11.1.3 2]

1.5
1.6

HRAGIR D ZFE A5 BN C o 1/ SRR 4 P BRI R BLIKE O
WD A%

M NE A RS | TR O ALE K ONFE B R O D H &

AF RIS D,
& D14 50,000/l LA EICEHE L7256
WX, ARFIERERT OB SR 5 bSng

%;fzﬁnmmLxﬁtﬁ9 T L CHEB,
7e¥, RIERTOR G- &2 5mg D 1 H 1
Bl G-OHEX, AF2.5mg % 1 H 1
B $5% 5T LB,
AHN RS B,

500/l AT I i | £ D% 1, 000/uL LLEIZEIE L2541

i 4R
b

B BRI E
(1, 000/l AJ (25D
K OYEIR 38. 5CLL o>
5E)

1. AR & RIERT OG- E)> D Smg K
£ L CHB,

B, RO & 5ng ® 1 H 1
B OSEIL, AK12.5mg % 1 H 1
B 4% 5. C FEBH,

AN L7, BEANC &0 1 R RE 2SI L7z LI S B 53T
I &% Smg oM ®E (2. 5mg HE-OEFA T dbmg ~HR) THZENT
5, 2L, MAEEZBALRNI L,

P& SUT R PE D 22 36 M B C 0> /IR i R ERBD FEER R O
REEED H 2

iR G ER S

TRFEF OMLE K OB O ED H %L

/R

30, 000/pL A (A

AHN RS B,

Z D% 30,000/uL LL EICEIE L7256
(21X, AHI 16mg 2 1 H 1 [@FE5T
B,

%

R3E 2 [BIH DARE,
30, 000/uL A (2P

KEN AR D,

Z D% 30,000/l LL EICEIE L7256
WX, A Z ARG5S Smg B
LT1H1ETHBH,

K R
b

1, 000/pL i L2 5

PNl kg N S

« Z D% 1,000/pL PLEiCEIE (7272
L. BERIZEFPERBD OR) L=
WAAITIE. AK 25mg 2 1 B 1 [3]#%
5 CHE,

« 2Dtk 1,000/ul LA EIZ[EE (7272
L. HHERBD DA ORITER 23880
%) LIZEAIIE, AH 15mg % 1
H 1 [EeH- b,

R3E 2 [BIH DARE,
1, 000/nL A L2 5

PN S R

Z O 1,000/ul LA EIZ[EE L7cGA
Wik, ARAE ARG &) D Sng &
LT1H1ETHBR,

GERBARBBREZH S BHERRERR
1.7 MR UG PERIEAD D3 FEBL L1238 10iE. TREZRLA

HIORERLZET D L,

[8.2, 9.1.2, 11. 1.3 =]

iR i BRI FEBLR DRSS o H 22

iR S ER B

TR OAVE K OFEBRRF O E O B %

/MR
Nz

25, 000/nL A5 1 ek

AR RS 5,

WOWTNDDEGEITIE, ARAZIRE

BIOMEND 1 HEL~Y Fiffe

JHE TR,

« HIFEAEAS 50, 000/pL LA R [E4E L
=54,

- 7 BEL RO Z & TRIE 2
[\ILL_L 25, 000/uL 7> 50, 000/pL
THo=5HE,

I HHER
%

500/ uL. A5 1 ks

AFN RS B,

HEM A 500/ul L EICEE L2356
WX, AAIZRERTOAE»S 1 A&
LU RS R TR,

) Ao AR~V

AL~ AFNORE - A&

B P B LElﬁwm%ﬂlﬁﬁﬁﬁﬁuﬁﬁbt%iTE%W
WD, ThE 1A 7L LTESEEZHBYIKRT,

JARL-~UL1 (1 H 108 b5mg Z2EARAOKET S,

FAE LUV 2 |2 BT 1 [E] 5mg 2RO %535,

ARV~ 3 [1L#EMIC 2 [ 5mg 2R O#59 5,

(BEXITHAEDORATHBEMRE " >/ 0E)

1.8

A & OFUEMEEIGA & OO IS T A MK OV IS

DAPNGAYAIAN
M/ ST BRI D 3 38 31 L 7= 3 A
HlOKREEEEZESTDHZ L, [8.2, 9.1.2

ik, FREZRLA
L 1L 1.3 B3]

7.9



iR B BRI FE B DRSS D B %

JLIRNYi7S"
AP ERER

NS

BIRE O ALE KON BHIRF O TR D H &2

11IRANY3
B

25, 000/ L AT
(V22

AF B RS D,

HEAEAS 50, 000/pl BA ESUFAAIE 57 O I E

EOWTIIE TEE LizHAcid, AHlEZK

O AECHE,

+ 10, 000/l AT L2 I8/ S it/ AR . % o B
LB il S MDA T, IR
WETOMEDD 1 HEL D FIF7- &,
- FRDISNOSAITIE, RIRRTO B & AR,

AR Z RIS D,

BTEAEZS 1, 000/nL BA - SCEAAI B 5-RiT O I E
DOWFIE THIE L72BEITE, AR ERD
AR THBA,

AFHER |500/uL AR | - FEEWELF R EREVDE  [4F S EREL 500/nl A
B [ 2O 38. 5CLA LR YN R HLEANIC
X DEmICHE b bd Y, 5 BEL ERsk) ]
OEAEITIE, AR EZRERORE»S 1 A&
LU T R,
« ERRUSOG AR, RERTO A& & A,
) BEEOf&E L~V
HAEL~L AHlO AL - A&
BR i 1 H 11[9] 25mg Z3# B AR 052,
JAEL~UL1 |1 H 118 20mg 2 HRAEET 5.
JAEL~UL2 |1 H 118 15mg 2 A RAEET 5.
JAEL~UL3 |1 H 1A 10mg 2 HRAEET 5.

(BRI FHAMEOERE) o/ ERVDET ) o/ 0E)

1.10 Y v~7 (BET#Z) OFGICEEL T,

[17. BEAR A%

f) OWMOWNE, FrHE - JAEEZ OB L ETRET S

Z&

1.11

iR A SUE AT P BRI S REL L 2 AciE,. TREZR LA

RlOREELEEST D L,

[8.2, 9.1.2, 11.1.3 &:M]

iR IR B R Gk S B O IR EEAE D H 4
i/ RECAF R ERER | TRIR T DAL E S OV B O i D H %

JiRANY 3

AFN RIS Do
Z O 50,000/uL LA ICEIE LZBE

50, 000/uL A 1 P/ )

WZ1E, A 16mg 2 1 H 1 [H#¥% 5 TH

B,

URHE 2 [o1 F DIRE, PR

AFH AT D,
Z O 50,000/uL LA ICEITE L2

50, 000/pL AR

WIE, AAKI % piElE G & Smg A

LT1H1FETHRH,

4 PR

1, 000/uL A A3 7 H

A 2RI D,

UL b Fii
XUF
FEPPEAT BRI iE

(1, 000/uL Rt 13

D e OMAIE 38. 5°CLA

LOBE)
XIE
500/pL A3 (2 Pk

Z Dtk 1,000/uL L EIZEIE LB AT
3. AHI 16mg & 1 B 1 [F# 5 TR,

TR 2 [o1 F DIRE, PR

AFERIES D,

%0

LT OHEZRNFI

Z D 1,000/uL DL EIZ[EE L 72 HA1

(1, 000/uL AJi 12

D R OMAIE. 38. 5°C LA

LB E)
Xix

1,000/pL A28 7 H |1, AHIZ FiE$E G55 5 5mg JiE L
DL EFife T1H1FETHHA,

XiE

FEEMAE AT BRI E

500/uL A

8. EELEAHMIE

8.1 AFIFEBAA S B 5 rh L4 E# % T, R, K+ - FiRoiz
itz gk, [16.3%M]

8.2 AFIOEGAZ L B b P BRI E S OV M AE S -1 B 71
FINFIT D DD D0, M MEFAIRELZIT) 2 L.
Fio, ARNOBGITH T > TE, G-CSFRFIOE B (/& H 185
52 &, [7.6, 7.7, 7.9, 7.11, 9.1.2, 11. 1. 3B#]

8.3 AR|DEEIZ L WBRFR T A N ADOEFRMALNH bbb Z &N
HDHDOT, AHMEEAIHANL > THR VA NV ARGEOF & T8 L.
AF B G CEE) 2@ 2175 2 &, [9. 1.5, 11. 1. 4B R]

8. 4 WEAMERRBR IRV T, 97, HE WV, IR, FEH, sEILAHME S
NTNWDHOT, AEEREFORF LA B O EIRS G E 0L 5 B
WOBEEZRET D L 2)EETDHZ L,

8.5 EFAEBEERRH SbND Z EBRHHDOT, EEREOZVWEET
VR IE PR IR N E K OVERERE AT O e L. BEORES
oy sz L, [11.1. 88 H]

8.6 FLRBMEREIR TIERH S b D Z ERHHD T, ELHNHRE EIT
L, BlEE AT 2L, (111 125 ]

8.7 BELABEENRLLDLND Z LRHLDT, EHMITHELITS 7
L BEEFSCITY 2, (1L 1L 1TRR]

8.8 AAIDEHIZ LY, Ehn, FE, FPBEEED VL HIOERES
BT 2BE 7L TR LbND I ERHDLD T, BEDRIES
RN L R

9. BENESREZEITHEBICHATLHEE

9.1 AHHE - BEEZEOHLHEE

9.1.1 FEHBIIRMEEDN RV #HIT 5EE

R EIRIMARIE S HEL, WET L2201 b 5,

9.1.2 BREiFID H 5 EE

L 2R I R ERISUE B QN OB AME SRR T2 Z L 3 b B,

7.7. 7.9, 7.11, 8.2, 11.1.3 B&]

9.1.3 BEBHERE (EOHMBEBIEREZED) OHHIEE

AR AR (63 2 HEH LS AT 5k E TR R 2 82 b

Do

9.1.4 1)y FIA FIZK2EELBBECRETREDHZEH

9. 1.5 BREFFRIAMINARF¥ ) 7DEERIEEERKLEE (HBsiuREME.
M DHBc A X (EHBsHi A5 %)

ARHN O 5B Tk L UFSRERESCIHFR VA VA~ — I —DF

=RV TEITI IR E . BRRFR Y A VA DFIEHE L OERECRER D

FRBNCHEET D2 &, AFIOEEIZX Y BRIFFR Y A LV 2O

BhobhbdZ bbb, [8.3. 11.1.4 5]

[1.6, 11.1. 1 =]

[7.6,

9.2 BHREETESE

FBHBRORGRBOME 2 BET DL & bic, BEOREZ LVIE
HIZBIEL, AFFROFEIUATHEET D&, AMEHPR D5
PNOEBTNRD D, Fio, BRERENE(TLZLBDH 5,
(7.1, 16.6.1 ZH]

9.4 £JEREERT HF

9. 4.1 IFIR$ 2 ATREME D & B Lotk id, A G-BALA 4 B ET R OAH
B 5-B4A 3 BRI D&% G- BHAAE T E TR 2 956 L, TR
LCWRNWT & MERBRICERGE2RGT 52 &, o, AAIOE
PP 4 WA Z 7RV T, AFIOB ST OBIEARIR S
TR R OARFIB 5T 4 BM®%ICTRRE 2 Eiid 52 &, &
SRR T E 4 AT S G T 4 8BS E T MREEIT YOS
Brld 8= b= & TS THRN R BEEIE O M 2 RS (B
Mg ar F—A%FM) S, BITEEZEFL TS &2+
MBI 22 L, 2B, AFOEGHM P ITIEA S b D545
. BEHICARFORE 2R IEL, ER%ICEKT S L BEEE
Y5z L, [1.3, 9.5 &)

BHECIE, WERT AEM%E T, HEREEIT I SAIIEOTE
BhABETEE O L 2 HUE (BiEIsF o F—az25M) S8,

9.4.2



WA ESF L TVWD 2 & &2+
HTATESS & DML TOE RN &,

Wt k, £/2, ZoHM
[1.4, 16.3 &MR]

9.5 HtiE

PRI SUIHEAR L CW D FTREME D & 2 RIRICII R G- Lan 2 &, =2
A P TOEFEREFMRR T, MRTICLT Y FI Fekbsh

EREBYOIRRICHFEIRO SNz, LU K Nie RGN
EHTLWREENH S, [1.1-1.3, 2.1, 2.2, 9.4.1, 11.1.18 &
]

9.6 B3R

BAFOLMEITRE LW EBREE LR, LB RE+5
Walc iF#L’E‘:PII“éJ@_‘é Lo

9.7 INR

INREEE G U BEIRRBR IS LT ey,
9.8 SnE

BEOREZBE LN OEEICRET S I L, —RICEBENME
TLTWD,

10. #EEHA

10.2 $tREE (BERICEETSH I L)

RN BERRIER - #1515 PP - Sl -

DXL Y ARF TR OMmBEPREARINT B AR

HEDWENHHDT, PEHTS
LAIITERET D&,

(VI 5)
[16.7.1 ZM]

1. &lfeA
&@E'Wﬁﬁﬁi)“%ﬁ;bﬂé LIRBHLHDOT, BEE+ Z? . R
DO ARG 2 kT 5 SR L E 21T S 2

1.1 EXGEMER

1. 1.1 EREFRIRMAZIE (6.2%) .
[1.6. 9.1.1 &]

11.1.2 BifEsE, —@tNEmFEE (1.5%)

11.1.3 EBEH0H

PLILERIAME (L 1%) | ZFHEREE (40.1%) | /MK E
(19.2%) . i (20.4%) . FERPELFPERBAAE (2.2%) 55 OB ]
BbbNdZENnbsb, 7B, MU/MRBDAE Uf R, e i
SEOHMICE - 72 b WS SN TW5, [7.6, 7.7, 7.9, T.11,
8.2, 9.1.2 &H]

FZERSSE (3.0%)

11.1. 4 BREAE (22.0%)
Mige, BUMAES OEERRPIEN H DONDE Z LN D, £z, BARUT
RUANVAOHEHAENH N ENH D, [8.3, 9.1.5 5]

11.1.5 ETHLREEAERAE (PIL) (ﬁEI%)

ARF e v R O 544 T #13 B O IRE % WCBlZR L, BT, &R
%u[f*’ﬁ‘ Eﬂﬁ CRrmRe, DU IRRIE) | ééﬁ **%@Hﬂm Hobh
T235E1E, MRLIC X 2 EHRZK K OIEBERREZ1TO & L bic, &5
%EPJLL\ ﬁﬂtﬁ&&%%ﬁo &,

11.1. 6 RIEFEIRERFEIZREE (Stevens—Johnson JEIREE) .
jiE (Toxic Epidermal Necrolysis:TEN) (0. 1%)

11.1. 7 BEE
Th74 7% — GEEAY]) . METHE GHEAW) | %P
(14.0%) . =EFRZ (0. 6%) FSEOWMBIERHHDONDZ EAH D,

11.1.8 [EGARRAEIREE (0.2%)
REDBOONIGEIIE LIRS 2R IE L, BWYRAEZITO, E
WAREE T 2 E THREORELZ HoICBET 228, [8.55H]

11.1.9 FH&E KRR (0. 3%)

hEERKIRE

11.1.10 DERHEE,
DFAREZE (0.4%) |
HINTND,

1111 REmEEE
EERRAE (7.5%) . RAME=a—uF— (5.5%) .
AT (2.2%) FORHMREREE

11.1.12 BRIRHEEEIE TR (0.9%)
[8.6 Z[R]

DARE. FEIR

DA (L% | DEMBSFOARENR (3.1% 258

ST SRR
DG I TND

(3.3%) .

11.1.13 JEEEZF (0.1%)
11.1.14 =g mE (0. 4%)
11.1.15 fs8 (HEARH)
11.1.16 FFHRerEE. #HE (3.9%)

AST, ALT, v-GTP EH-Zfk 5 IFHSRERE ., MENH LoD Z &R’
%

11 FELEBREE (2.2%)

%‘ OEERBEERHLLNDZ ENHD, [8.7 5]

1.1, 18 3 (BHE RHT)

ﬁi&fﬁl YR LT D ATREMED & 2 PRI i3 5 L 2 &,
1]

[9.5%

11.2 20t EI1ER

5%L4 1 L~ B%Ai 1%A
R QL2 | (WM, COPNEZER, BE | REAE, Bk, Bk
HiE | PR, O R, EIERE. IR
K. I
Dl iE
fiik=2 B 1 L, L
e I IR B ik i, Loo< v, DpEnEsE
Ji. ERGEORIE,
e g PafE . BAEE. f | AR RE. BRI AT —
. T e TR, B
N FORIREERETLAEIE, 7 v > v
AEAR0A S e
RERARIR KAV 7 A ffE, AR B, KT b Y T AfSE, (KT
e HT T AGE, |7 ME, R, RS A
Mg, Y CERME [JE. @AY v AIRIE, @2 v—
JUIE, SR AR i
TFRRERHEANGE . I ERELEEN
kT3 IR BRI, RERE M 0 PR
[
¥t - R S Z%éf]‘@&)%b‘l £ 5/3%%1 SR, A&, K
R Bk, ARNIRE, . |EhE. BB
B ERR, SEELIRAE
g 2 9 FEIE FeE i, RIBE, £ W%
. BEBE
R T, AN
T QLY | |FEEN, (KED, ¥ (FEFE, CRP AN, ALP BN,
g7 VT |, R 5. LDH 890, Jgda. PASEEEEm,
Zofh | 1090 i, 74 T YDA A~
MEJIE, KA . 75— Hm
PV IE

1) AR SUTAHRORA T MR A s U o BERE A5t 4 & LIz ENE
T ARRRBRE ONC 58 SUF BB VE O PENTE U~ N JE R OO g Y v 28
HIRRAE 250 G & U 7 [ B [) 5 TIORR kB R 12 5 < SRFRMATE

14. BRALOIE
14.1 EFIFRFBFOEE
Bk 7' E LN L,

14.2 EFIZABHEDOER
14.2.1 PTP AAED AT PTP > — F2vHHL W L CTHRA$ % L 9 454
52k, PTP v — hORBIRIZ XV | BSOS BRI~ A



L. BIZIEFLZEZ U CHERIAR SO EE 2 5 0HE & 05
LI EBHDH,

14.2.2 71 P BN ZWHTENT-D
Lk,

BT TR S Lo RET

15. Z0fDEFE

15.1 BRERERAICE D 15k

FIBRD LI BIE L 25 & LT- 3 SOWAMERRERIZIH VT,

ARANBE GHETHRIPREE & ol U CEMEIRS O R BREI G2 8 < . AFIBGRE

T, AMEREME A M, BRI EOEGERE, B IR K ONE

FEEDOBEMIE N EB LY,

Fo, FRESUIEIRTED Z M E RIS 238 & LT 2 DOMSM R

RBRIZI T, A G TRIIRRE & bl U CHEVEIES O R BEI & 23 6

< AHMEGEEC, FRECHINRE . A BON e K OV T 25 o FEE TR 3

RBLEY,

KIGFROEMEY MM CRERIMIRE - 2h ) BE A XL L L

ﬂﬁuuf‘?ﬁﬁ BWT, RAZGHTHE (Va7 a7 (ENEK
) ) BELHEL THETE U RN 0% L= Z ERESh T

if:‘ AN GRECRIPREE & bt U C, DS, D RETE, R A

DEE R ER R OBEAORBEE N E o722 EAREShTVD

3)

16. FmBAE

16.1 murhigps

16.1.1 BEKS

HEHEH AT AA S I (g ™ . 10mg, 20mg ™) & HIHER K5 L7
b & OAFNO MIE LR & EIBE T A — S BUTO LY Th
D ARAN O MBI 549 0. 5~1 BB IICE L.t 1359
OI~3 W CTH oD D

(ng/mL)
800

700 -

% 600 -
50
1%
_]j_ 400 4
f 300 4
(E 200 4
B 100

04

0 2 a 6 s 0 12 1w 16 1
$e 5% DI (IKFF)

H[ElRE O b L & & o miEiREHER CPME IR 1R L)
KR NT A —H

P& 5mg (7 i) 1omg (7 f3i)) 20mg & (7 1)
Cuax (ng/mL) 113+35 227446 521+195
AUC..

+ + +
(ng-h/mL) 345+59 727+115 1462+174
) 1.0 1.0 0. 50
(0.50, 2.5) (0.50, 1.0) (0.50, 1.5)
t1/5(h) 2.28+0. 48 2.36+0. 41 2.24+0. 42
Pl AR

IV SR A i
toas (ZHRAE (e, T R)

16.1.2 Ri8¥HS5

(B FHEBREE)
FFE SUTHERE O 256 B B 1S ARA] 1omg ™ J 8 25mg % H[EFE 1
LR OREROBRLS LT- L & OAROKYEHRE T A —4 iuTrD &
BOTHY, AFIOMBEPIRETBGR 0. 5~1 BrZ ISR

L. tipldf 2~3 I CThH oz, £, KEHGIC L 2B bf) =)
otz 9 0

DEENT A —H

A& Lomg ™ (3 51) 25mg (6 1)

b5k Hi[E] % 5 g5 Hilal$ 5 a5
Crax (ng/mL) 330116 31669 642+163 721109
?ﬁgfh/mL) 1063300 | 1050300 | 28351059 | 2892+952
) 0.93 0.5 1.0 0.97
o (0.50, 1.0) | (0.45, 1.0) | (0.43, 2.0) | (0.45, 1.5)
t12(h) 2.57+0.65 | 2.45+0.42 | 3.20%0.83 | 3.26+1.02
SV E R 2

SRR AT

o (TR B/, B R)

(O BRBHARBMREEHN S BHERRERS)
FQEARRBEE 031933 REaA LIRY 27 3Hf-1 U 27 OF 4

SUERAEGREC & DB MIER 2 5

il ST BE DR E B (A 10mg

Z HiElE NG R OSERE A5 Lz & & OARK DI BIE T A — &
BUTOLEY THY . A OMBEPEREIIES 2.5 R & O 2. 9 Kl

®IZENENRAEICEL

L L TFENER 33 O3 T BT H

oz, Flo, KEESICED2EREERD bR hroTz?,
SENIE T A —H
B 51k H[E 5 (6 41) KE#E (5 41)
Crax (ng/mL) 145+56. 0 155+46. 6
AUC. (ng-h/mL) 925+ 3442 936355
tnax (h) 2.52 (1.00, 5.95) 2.93 (1.00, 4.00)
ti/s(h) 3.33+0. 817 3.70+1. 20
SEIME R

ST A

e (XATRAE (e, I K)

a: 54l

(BREXITH#E

HORA T HilaE M

1) N

P SUT PR OB T #ife s U > SRR A 25mg 2 B [alfg 1
BE5RORER ARG LT & & OARRDOIY IR NNT A —F iuTOD &

BYTHY ., RAIOMEPIREIIE G 1 BRI IR EEICEL, tie
1K 3. 5 I T o 7, F7m. KB GIC X D EREMEILGR m%ﬂ&mo
7= DD .
SEMBIE T A — X
e 57715 B[] 12 5- (6 1) i #E- (5 #i)

Crax (ng/mL) 503+80. 8 498=+91.3

AUC, (ng-h/mL) 275541078 28681033

e ) 1. 06 1.03

- (0.92, 2.00) (1.00, 2.17)
ti/2(h) 3.51%1.04 3.71+0.95
SEIE R

T A

e (XA RAE (e, FK)

16.2 IRIR
16.2.1 BBEDEE
fERER A (17 i)

(ZAH 26mg & m= RN -

Y —REORBITR AR

B L2 2D AC, Cou ITZEMERFICR OB G LIz L X LT ENRTEN

#920%, 9 50%{E T L,

2) ., [1.2&R]

16.3 9

o 1349 1.6 RFRTAER L 72 ©

2 GHEAT—

LU B FOFRMEER AR ARITHK 300 Th o7 GHEAT—

) o FEIz,

BERERRA (24 1)

WA 26mg & SAERR AFKE LT & &,

FRIZ LT Y B R, &5 0 24 RE®ZRICHRH S 7223, &
B E B T2 IR PIZ LY R Rt S hie o7

]0) ll)

VrEAT—%) ,

[1.4, 8.1,

9.4.2 ]




16.4 3t

In vitrod B TIEL U FI Ride MiFI 7 v Y — AR OIFROVT
NTHBIRASONRBNIZ T 2o 72 2 GAEAT—4)

16.5 HEitt

LF U R FORBIIREMAETOIMRIZ LA ETH D, BEERAIC
[“C] vF VU R FEHFERAKRE Lz &, BEBDK 825D KU HE
PREREE LTRTICHRES h 72 2 GFEAT—%) .,

16.6 BENEREHIT HESE

16.6.1 BHaEEETRE

SRR AR IR 25mg ZHEIRE OFE L2 & X OFEMBFE T A
—ZIIUTFTOLEEY THY, AUC ML (PEE~FE GBIrd
91 BREE TR 3~ o 0. BHEOETIZHENLFY RI Ro
BAz VTS % (CL/F) . B2 U7 T2 (CLy) IR LEZYL . W
GMEANT—%) . [7.1. 9.2 5]

B RERT B (AN 25mg A BB G- Lz L & D
EENE T A —H

. . — EIE ighd
" ER JiE SENE e e
b o f;u) Zﬁj) R | (B
(6 fi)) (6 #51l)
(e 605+246 | 691+110 | 5924177 | 765+81.3 | 552+140
(ng/mL)
AUC= 21814703 | 27671094 | 6021+847 | 81911317 |11121+2133
(ng' h/mL)
e ) 1.0 1.0 1.0 1.5 1.3
0.50, 2.0)| (1.0, 1.0) |(0.50, 1.5)|(0.50, 2.0)| (1.0, 2.0)
t1/2 (h) 3.34%+0.88(3.67+0.70| 10.6+3.33 ] 9.22+2.44| 15.6+1. 14
SR fif - AR 22

AT AT

Toa VL IRAE (Fe/D, e K)

BHSRERI 2 VT F =07 VT T A (CL,,) FEHIME

1EH : 83~145mL/min, BHE : 57~74mL/min, "P25JE : 33~46mL/min,
HJE : 17~29ml/min

BHERRICIE T O b 5 BE AR 25T 25413, TRIORT CL. Ex
B L TAAIR SRR OERSREOMRE2EET 25 2 L.

BHRREIE T B E IR T D BROMMED B %

BRAE (L)
i - R P i I
BHFE) | (BTLE)
30<CLe<60mL/min CL+<30mL/min CLr<30mL/min
AA| 10mg %2 1 B 1 B4 AFK|bmg & 1 H 1
e | CHEE UL 290 20 A 15mg 2 2 |85
FRICHU o g pamierome |RIC LS | GBAFA KB
1 15mg ICHEETX B, iz h)
5 FY iR AH 2. 5mg % 1
Wik Je e [ A Smg % 1B 1 IEHE A 2. 5mg & 1 |1 [IfE
5 HRERIVA | 5 HABIET | (B H ET
SR B
T ﬁi@%oﬁ‘lgf I&E’;F.ﬂ%@f A g & 1 B 1
PEDBRN TR | S e e [ 15mg & 2 Il
vy > o MESESEEEE 0tz e | g s
3 2” - HITHS)
R UL HES (A4 10mg % 1 H 1 =142 4577 bmg % 1 H 1
PEOWHIPE ) | 5CBItR L. 2 94 7 v |4 g % 1 B |E1E 5
AHER OO |§ T R TR e (LR (BT 1 0T
Gl I |13 tomg CHIB TR B, B )

ik s RIS I ab—va SRS X B
a: AAlbmg Z 2 HIZ 1G5 LFTHZLHTEA,
b : AHKlSmg 2 3 EIHELTHZEHTED,

16.7 EMHEEER

16.7.1 oax> >

fEEERRA (19 ) ICAHK (omg™ 1 A 1[A) ZREROEGHICT
F 0. 5mg FHEREAOFRLG L&, RAFELG TFTTOYIR O
Coax BN AUC [ IAHKIFESR B T & LR L TRy 14. 0% L 7= 19 GAEAT
—%) . [10.2 B]

16.7.2 ZDHhDZEF

B SUTEIETED S RN BRAIBRE (6 B1) TAH 26mg &7 %4 A &/
v A0mg & KEPFAEE LTz & & AFIOERDENE~DOREITRD b
o919

fERERR N (14 1)) 12 P-PEE HBREAICTH 5 % =2 U HBRIEKF1Y
(600mg 1 H 2 [8]) & KAERNEEZITAHA 26mg & HERR D5 L&
&, AHORYBE~OFBIRD LN 1D GEAT—%)
fREERR A (11 61) 12 PAEERAMER], KEThHd7 L1 U LA 25ng
L ARH 26mg ZHEIGEAEE LIzl &, KAILOT L m U LAADIEY
TRE~DEEIIZBD SN o720 GEAT—%)

) AR OAGRAE - s (LH&) 131 A 16 25ng (M
B . 1A 108l 10mg (5 FYOIRIRBEIBR I Z M O B BSERUE R
FE) o 1R 108 26mg (FRFESUTIERATED A T #lle Hffg Y >3
HE) . 1 A 1108 20mg (F33& SUTHEATEDIEMIME U o S DD iy
Y NE) THhD,

17. BRERALIR
171 BHERVREMEICET HHBR

(BRUEEHE

17.1.1 ERE TREER

65 7% LA b S M I A ORI & 72 6 2 WO ARTEIR O 56 M B HiE £
FakiB Ll LB IR M-025 3BR) %95 L, AH] 26mg =V +
TRV ALY 40mg Y PEAFRE (LdFRE) ofFtEERE Lz, %
OFEFR, Z2h%1% 83. 3% [95%ISHEXIH : 68.4, 98.2] (IR ER B fiF
3/24 5, A EMR 17/24 ) T o719

T A MEETAMSE 4] 26 f6]rh 25 451 (96. 2%) (ZEIVET (BRIRBREMmRE 2 &
te) BROOLNT, ERBWERIX, 395 1261 (46.2%) | 4FHERBE
701 (26.9%) . ERL6H (23.1%) | H/IMRIBAME 6 1 (23.1%) | &fl
5451 (19. 2%) . A M ERIEAE 5 61 (19. 2%) . FZFEHME 3 51 (11.5%) . % 55
JiE 3 5 (11. 5%) . BEIR B IREE S 3 1 (11, 5%) . PN 3 5 (11. 5%) . Bk
B 3 (11, 5%) . BEUE 3 1 (11. 5%) Tho7 |

T ARAIOHE - ARIZ 2882 13427020, 18 1[0 25mg % 21
HERO#EET 5, 2B, ERICE CEEREYT 5, ENERRR
BCld, AHlABRE SN DR TORFICH LT, KROS5
W PR IR R 2 5T o ETH - 1o,

H2) FTRHAFZY oM HEIZ28HEZ 1LY A 7L L, 1H1E
40mg (75 E&AB 2 5 HBE I 20mg) % 1, 8, 15, 22 HHITKN
B5T 5,

17.1.2 B EMAAHER

65 F LA b ST & MR OIS & 72 B 72 W RIEHE D 58 M B R
Faktg L L EIERER (M-020 3BR) % 9EMi L, A 26mg Y +
TR AL A0mg TP GRAIRE (LdREE) 2R TE TG L-
Ld &, LdRIEZ 18 YA 70 (T2, 1% A2/ :28H) HE5LT-
LAIS X ONA LT 7 T 0. 26mg/kg, 7L K=" 2mg/kg, ¥V F~<A
F 200mg OUFFFRIEZ 1294 7 (128, 19 A 2742 H) HEL
72 MPT B 3 BEIZ L A A IMEE G L7z, ZOfER. Ld BETILMPT #£IC
SEARCEEFMIE B Th 2 WAL IR (PFS) OFBERIEENFED
SNz, B, BIREHEER T 5 2AEFWIE (0S) o BT #E 5T
3, AERERITIRD TR |



BHNMERSAEDOBK (20134E5 H 24 AF—2 A v A7)

17.1.3 B FE MR

S SUTEEATE D SR BN RE 2 55 & U7 BB I B B M it
B OM-009 #ABR) % Fht L. AHI 25mg FV +FF 4 A &Y' 40mg F?
BERRIEDOFINEE T4 2 27 40mg 2 FEE L g L=, 20

Ld & Ld18 & WPTEE (| B I+ 7R A 2 VRETIE, SRR (TTP) | 0S OLh
(635 i) (541 f) (547 f) DFHIICK LCh F W A 2 L HRE L TR B ICER SRR
PFS B0 W
A R RNBAEFE
®) 278 (52. 0) 348 (64. 3) 334(61. 1) R O B
hofiE e (5 A) 25.5 20. 7 21.2 (ZHEMMIM : 20066 HTHT—% B> bA7)
[95%EHEX M) ° [20.7, 29.4] | [19.4, 22.0] | [19.3, 23.2] AHN+ T AL R T AL B
N R e 0.72 (177 i) (176 i)
[95%(E HEH X [H] [0.61, 0.85] TTP
é)sﬂﬁ (Log-rank 7€) 0. 00006 ARy l(*%%;éé%%( 73(41. 2) 120(68. 2)
SECRRE R (%) 173(32. 3) 192 (35. 5) 209 (38. 2) o fE e () 60. 1 20. 1
FRfEe (5 H) 55. 1 53.6 48. 2 [95%ZHE X ] ° [41.1, 80.0] [16.1, 21.1]
[95%(E4E X ] ° [55.1, NE] [47.0, NE] [44.3, NE] NP R e 0. 285
NP — R e 0.78 [95%(E 4 X [H ] [0.210, 0.386]
[95%(Z HE X [H] [0.64, 0.96] p f& .
pfii (Log—rank # i) 0.01685 (Log-rank 7€) ’
a : T Kaplan-Meier {52 L A HEEHE 0S
b 1 HYE D 95%1EHE X SRR (%) 37(20.9) 60(34. 1)
¢ : MPT BED N — Rz 5 Ld BEO Y — RO L e e GE) NE 103. 7
NE : Not Estimable (HEGEART) [95%{E4EX ] ° [NE] [82.6, NE]
MNP— Rk 0. 499
10 [95%(Z 4 X [H] [0. 330, 0.752]
p fill
. (Log-rank B ) <0-001
g a : PRflEIX Kaplan-Meier {EI12 X A HEEHE
-2 “1 b : AR D 95%(E HE X 4]
# X, o ¢ TFRY ALY VEIMBED Y — FITHTAARE+ T XY A &2
-~ " Mgy, ”"“M . DAY= RO
% M\\\M WraE NE : Not Estimable (HEREART)
Iwu;.:_.__.l._@mm B 100-
o lampT 2
beoﬁ 1] 12 18 24 PES 30 (ﬁ) 3 42 48 54 60 ?5-
Bl = i = = m ® =% * & o
3 |57 380 304 244 170 16 58 2% 6 1 0

PFS @ Kaplan-Meier Hiff

Ld BED 22 MEFMERNC BT, 532 il 482 41 (90. 6%) (ZHEITEM
(FFEMEMEERT 281) Nl bniz, EREWERIZ., & PERBE
169 51l (31.8%) . i 125 5] (23.5%) . {HEA 119 5] (22.4%) . THi
112451 (21.1%) . 955 107 B (20.1%) . f/RIEAE 86 il

(16.2%) . RIMEFE =2 —o/3F—85 4] (16.0%) . J&3Z 73 H
(13.7%) . MEJJHE 60 1 (11.3%) . FHJEME 57 1 (10.7%) . HILERI
DIE 56 B (10.5%) | EEEKTE 56 B (10.5%) Th o7z,

Ld18 FED L AMFHBAERNIZ I\ T, 540 f 1 481 fi (89. 1%) (ZEIVE
(BRI RS 25 Te) MR b=, EARBWEMIZ., HFPEREE
165 51 (30.6%) . {HFA 127 5] (23.5%) . W57 126 5] (23.3%) . &
118 1 (21.9%) . T#i84 1 (15.6%) . F&9Z 81 #1 (15.0%) . AR
W= —m T =76 6] (14.1%) . H/IERAME 75 B (13.9%) TH-
-9

W) AAIORE - ARZ28HEZ 19427040, 1 H 1[E 25mg % 21
HEREAEET 5, 2B, RIS CEERET 5, mIGERR
BRCIE, AFZEESNDIETOBREITH LT, AFOFK 5%
FEDN BT I EE 2 T2 EThH o7,

E2) TRV AEYUOME - HREIZ28HZ 134701, 1HI1
40mg (75 7% Z B2 5 BEIZIT 20mg) A 1, 8. 15, 22 HHIZRKRO
545,

@ FH+THFHAR S

() opH SoiEs

50
25
@ FHYAG T ER
0 T T 1
0 10 20 30
TP (A)
JAOE
@ 177 67 5 1
@ 176 15 1 1

TTP @ Kaplan-Meier if#

AFN+F % 2 & UEOREFHRERICB T, 177 B 164 1
(92.7%) IZRWER (BARBREMRT 251 SO LN, EREIE
R, A RERBUE 72 51 (40.7%) . 955 57 I (32.2%) . {EFK 38 4
(21.5%) | FHEHEE 34 ) (19.2%) | ANIRAE 34 5] (19.2%) | /)R
A 33 B (18.6%) | i 32 51 (18.1%) . FHI28 1 (15.8%) . His
23 5 (13.0%) . &5 23 %5 (13.0%) . @D E 22 6] (12.4%)
WA SR 22 61 (12.4%) . RASPEERIE 22 61 (12.4%) . FEH 22 41
(12.4%) . 5898 20 B (11.3%) . VEEBEIRIMARAE 19 #1 (10.7%) . 8
B 18 1 (10.2%) Tho7- 202

1D AKFOMRE - AEF28 &2 1A 270E L, 1 H 1E 25mg & 21
HERO&ET 5, 286, RIS CHEERET 5,



H2) TXPAXYUORE - AREF28HEZ 1YV A 270EL, 1H1H
40mg & 1~4 H, 9~12 H, 17~20 HHIZROEET 5, chx 4
YA TN IS, 54 ZVELRRE, 1 B 1[E 40mg &A1
IO 1~4 HEIZRO®EET 5, 28, ERIOS CEERET
b,

(S BRBAERBMREZEZH S BRERMRERE)

17.1.4 @5 EIMAREER

5 BB Z AL D BRI AE R E &b 5D & L725

MIAHEE (MDS-004 3XBR) 2 S L. ARMERERMAKTED & OBEBLEY %

A L=, ZORE, 7T REED 51 F1 36 (5.9%) . 5mg EY BED
46 BT 19 5] (41.3%) . 10mg #ED 41 Btk 23 41 (56. 1%) 23R i ERig .
A B OBERIC R E U7~ 5mg 9 B, 10mg FE TR M ERE (& 177> &

B L 7= B F OEIGIE 7 T B RBETOEIS L LR THEEICE - 1=

22)

o

FRMERE MAKTEA> Hidife 182 B LA EEENL L 72 835 0 F &

e VEFTAMAE B 26 417 26 4] (100%) (ZRITEA (BERMEERERE 28
o) BRO LNz, ERBIEMIL, f/MRIBAE 20 6] (76.9%) | 4
PERIEDGE 19 51 (73.1%) . VU > oSERIBUDE 18 61 (69.2%) . &I 14
Bl (53.8%) . HMERIBAE 13 61 (50.0%) . C-SEPEER HEN 10 41
(38.5%) A&7 /LT I IMSE 9Bl (34.6%) Thor=2 20

1E) ATLL-002 3Bk G2 A O FEHE
AL U VBRI O TR ARIA T (MR REEFE M,
ik BB E B T miE 7 L7 2 RO W) BAT
YLl
< 1R, O SERIERE 2 A L, O ORI TR L ELL
Lo RER LB

(BREIXFHAMOIRERENE ) o/ ERVDGE ) v/ E)
17.1. 6 EIFRIE[E % MHEEKER

SRR, ERE XL RERIEIC L D InEIE 2 A4 D R X
FEEETEOIEAINE Y ~ N E [Grade 1, 2, 3a] KON U o EEFH

EHTRE TS v AREE| bmg FY B 10mg #f
(P AT i 157 (51 1) (46 1) (41 #1)

I ER R R 77> O #fE 182 3 4 19 41 23 fi]
H UL U= B3 (%) (5. 9%) (41. 3%) (56. 1%)

10mg BED 22 EAMAE S 69 51 66 5 (95. 7%) (ZEIVEM (FRR M E
BELET) NEOONT-, 10ng FETOEREWEMIL, i PERBAE
52 i (75.4%) . M/RIBAE 33 1] (47.8%) . % 9 EEJE 18 i
(26.1%) . T 1361 (18.8%) . 1HA 9 il (13.0%) . ¥55 7 f5
(10.1%) TH-o1-2 ,

T 1) MDS-004 5Bk 52 E O FEA
© 5 RYAIRERIES a31 KKOMIBREEORE 246325 (fhoAHng
AR PRI R O A XD 7R 0)
« IPSS MECIK Y A 7 UHPRE-1 U 22
- FRIMEREGMARFER M AL S> GBE 112 B (16 #R) <. ARiER
i L Cu e W iR I 23 56 B )
.« BRI REERE DL MNE FAB 438 C E
H i EkEL 12, 000/l Lh E OB BE BLER M [ 195 BT 12k 5ok
7 2) k182 H (26 ) LA EARMERERIM A2 LB L HF, FR~NES R
E RN — R T A AEIZEAT 1g/dL LA EHEN
HE3) AAFIOAGBAE - A& (1 H 1A 10mg %2 21 HFE B R O&RS
L7z#%., T HRMKREST S, chat 1A 71 E LTRGEZEDIK
T, | THD,

(BREXITHAMORA THRE0E Y »/ &)

17.1.5 EARE I HHER

(ESFERE A G 5 TR SULFR OB T A s Y o SIE B % it
G0 L U TAERER (ATLL-002 3BR) &30 L, AF| 25mg % H#%
A5 Lz & EOAMMEERRT Lic, 2085, F9mRI% 42. 3% [95%(5
JEIXHE @ 23.4%, 63.1%] (GERZ8%h 4/26 il RHEETERTERh 1/26 i,
Wy ZERh 6/26 ) Thote, F, MAANDLNTZHBE ORI ONR
W, AERL 5B, U v oSERL T, PRARINTEAT DR 4 6
THY ., JEABTORYRIL, AR 33.3% (5/1561) | U o SER
57.1% (4/7H1) . THRARKTZHT58MHE 50. 0% (2/4 1) ThHo

7= 23, g)o

HEMERAEDER (2014411 A 20 BF—F v hA7)

A7 NIRRT X GRE B 26 {3
SERZRL) 4 1 (15. 4%)
RHETESERZRE) 1 451 (3. 8%)
BEK ) | HoEY 6 151 (23. 1%)
I B TE 8 44 (30. 8%)
A T 7 51 (26. 9%)
WY FANLL EOh A R U R (FRhR) 11 71 (42. 3%)
[EFRD 95 EHEIX ] [23.4%, 63.1%]

358 f5il (AARN 36 BlxEie) Zxtg s L-BNAHRER (NHL-007 #5R)
ZEN L, AHK 20mg Y + VX7 QEHEEOE NS Y VX
U THMERE L R L e, FORR, AAI+ VYR~ TR, T
XV~ T HUMBEIC S CEERHIE H T 5 PFS P O E A IER 2358
Oz, Fo. MAANONTZBEEOFRRONGRIE. IERRMEY > E
295 fiil, Ak U o8 E 63 I TH Y . JEAAEY o EICE T S PFS o
ik, AHI+H VYR~ TRET39.4 5, UYF~TEMBET
13.9 5 A OO — Kb [95%EHEIXAI] : 0.40[0.29, 0.561) . DfEHE:
U LRI E8T D PFS O fiEid, AKI+ VY X~ TRET20.2 5

A, VYR~ THMBET25.2 4 H Thotz (Y — FH [95%EHEX
Ml :1.00[0.47, 2.13]) *,

HEERGE OB (201846 H 22 HTF —X by b4 7)
AR+ VX =TRE | VY~ T HMEE
(178 f3i)) (180 #i)
PFS 7 3)
%ﬁm 68 (38.2) 115 (63.9)
HkfEe (wH) 39.4 4.1
(9B X ] © [22.9, NE] [11.4, 16.7]
[95%(E #E X M ] [0.34, 0.62]
pfE VR Log-rank (i%)wf*m“k <0.0001

a : P flE Kaplan-Meier JEIC LK A HEEE

b : HdufE o> 95%1E HE X R

c: BHAT (VX ~TIHREOAME, FIED ) v JEIREN D O
R (<24, > 24 | A [ERMEY N, 0k U LN
JE] ) TH#H%E L7 Cox BN — RETFMZFESL Y Y F T~ T H
IBEDO NP — RIZH T HAF+ VY F U~ THONY— ROk

d: O 3 >OEHIHEF TR L7z Cox I — RETICHESL p
., HEARMEFH 2. 5%,

NE : Not Estimable (HEEARTA])
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100 4
a0 4
80 o
= o
=
LY OFF|+U Y F v T8
=3
%‘J 50 4
A
T
% w @Y F v T EmE
20 4
104
o
0 6 12 18 24 30 36 42 48
PFs (A)
YR
@D|178 148 124 9 59 39 20 7 0
@180 132 92 58 40 26 10 4 0

PFS @ Kaplan-Meier #if#

AH+ VY X~ TROZEMEFEMAESNII BV T
(90.3%) (ZEIWEM (BRARMAERE 2 5Tr) 2358
JEIE, AP RERIBUE 98 5] (55. 7%) . EfERISAME 34 #i] (19.3%) . T
134 41 (19.3%) . {FHL 28 5] (15.9%) . P57 26 i (14.8%) . I/
WIE 24 6] (13.6%) . B 22 i (12.5%) . FEE 7 L7 19 i
(10.8%) ThHh-o1=®,

176 5+ 159 $i]
LD b, EREIE

D AFIOME - AREIZ28 A2 194270 & L, 1 H 1[E20mg % 21
HEEO&EEST 2, Zndmk12 A 7 k0 RT,
VXV~ O/ AEIZ28HE 1A 7/L & L, 375mg/m’* %

1 2)

YA N 1T, 8, 15, 22 HAIWZ, A )L 2~5 TEKY A
D 1 HBIZEIRNEST 5,

E3) EHEEY —X 77— BHERRE (IWGRC) 2007 |
SNEEZERUE

Ho <

18. FEpEE

18.1 fERMRE

VU R R YA b CREAREER, I x5
REMEER, MEHAEREEREG T2 LEL N5, Lol FE
IR ST 29220

18.2 In vitroitB&

18.2.1 Fix O N ZFVEEBE b SRR ek U CHE g VR & R
L. ZOEMITHHAZ Y L O TR L2 . 20

b AR MR I3 ATNF- . IL-1 8. IL-6K% ONL-12%%
DIIEVES A NI A VPEAEZIE L, SIRIEEY A M4 VIL
“10DFEAZEME L7z, £72. b FTHIIICIIT B IL-28E4E KO
IFN- vy PEAE Atk L 7220,

10 PN R I OO T A e ML DFE R 2 Jil 32 Z S L v i
BEEZHE LD,

T Yu AR S 4 28 LU 2 i i 5 R 0 i 0D AT 2 411761
Ltoit\m%%ﬁﬁm%WWw“m*%ﬁ JBRA~E 71
BV DR B A L7,

b MR ATHINE A MR U SR Sk (HuT102)
BEIEINHIER 2R L7229 2

b N EAaME Y oS ARk (DOHH-2 % ORL) K& Ok b fEiA
fiy ) o JEE SRAARE (SLVL) 12 L CHISEIEIET 2R L
e £, VFU RIREUYRI=T L0 HICEY, LT
Y RS REME LT MY o8 E (FL) B SRFLAN
FeliZ ek 2 SEFE BN 1 A 2SR L 722,

18.2.2

18.2.3

18.2.4

18.2.5 IR LT

18.2.6

18.3 In vivoiRE&

18.3.1 b F&3ME
R~ T AT

26)
18.3.2 b MERATHIME A MAS U > IR RMIak (HuT102) ZBHE L

T EEEAGE R R~ T AR, BRI F
RERLED D,

BEIE b SlcMiakE (NC1-H929) # %M L 7- FREE &
BT, HEERFA 2 s e 2R Lz

19. B ICET HEEZMAMR
L+ U KX RKF# Lenalidomide Hydrate (JAN).

CRREOAEE ) lidomide (INN)
it % 4 (3£S) -3- (4-Amino—1-oxo-1, 3—dihydro-2/isoindol-2—
yl) piperidine-2, 6-dione hemihydrate
1
o=V C3Hi3N3503 E H;0
4y F B . 268.27
(== v, o} o
1
Ng;lﬁ . E H0
H
NH, o T O Atk (A
PR HHG~EHEAOMETH D, K, =&/ —/L (95) X
1T 2-7as ) — IO TIETIZK L, T =KV
IVXITAZ = ITERFIZ W,
BoS : 265 ~ 270C
BOARE . P=0.46 (1-F4 2 % 7 —/K)

20. L EDEE

20.1 A HITE I EEBFIRAZ BT L, MEST 2L
20.2 BREE. E%Ht&Umm-mﬁ%ﬁffﬁfTé &

21, RBEH

211 BEIRG Y A 7RG ZRED B, @YNCHER_T 5 Z &,

21.2 AR ORERE - FH - FHECHTZ-> T, LT TIR R
~ VA MEEEFHETIE 2EEICESFT5Z 8, £ AFIEO
EEIZONWTIEL, oUW, BEAETEE O TEEZZT 720 hE
AR AR

21.3 AR OHEGR, BRI +Hoxs CE D EERZRICB N T, +4
ﬁﬂﬁ-%ﬁ%ﬁ?é[ﬂ@%kf\$ﬁ®&5mﬁmtﬂm*
NDIEB DR EFZRIT, &5 CHBRE X ITZE DFERICA MR
OfERRPENRSTEE S > T &L, XECXAREEZHBTHLH)
DTELEIND XD, kO EEEL2E L L2 &,

(BREXITH#A

T REIREE)

21. 4 EANTOIRBRIEGI 3 ED TR LN TNWD Z & hh, BERTER.
—EBDIEBNAR DT — 2 BER SN D ETOMIL, EF] 2 5
LU E 2 El T 2 2 L2k v KA EE 0T RIE
Wi 2 & L bic, RROLZEMERCEIEICET 57—
ZRYNCE L AFIOBEEMANCLER R EE# D 2 L,

HOLHRETHRE. 5 BLRRARBMBREEMHES FHE

22. A%

(LTS5 KFHTEI 2 5ng)
10 1 7% [10 7 7N (PTP)
(LTS5 = KA TEIL Smg)

10 7 7% [10 B 7&/L (PTP)
(PTP) X 4]

% 1]

X1] . 40 7/ [10 7L

23. FEXHEK

1) 'Y — RS RevMate®
FIE)

2) thNEE v%)b\bwﬂﬂhxﬁ% CEMEREZE O FEBLRIL)

3) Chanan—Khan A, et al.: Leukemia. 2017; 31: 1240-1243.

4) tHNEE: VT)F\F@%WE EDKET (IEEERRA - B5)

(L7 Z IR A<V R MEIEFH
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5) CC-5013-PK-0053 CKFEAEH H : 20104-6 250, CTD2.7.6.6)
6) CC-5013-MM-0173AER CGEFRAEH H : 201046 H25H |

CTD2.7.6.11)
7) CC-5013-ATLL-0015KER CKFRAEH H @ 20174E32H |
CTD2.7.6. 1)

8) thEWNEEL: LU FI ROFEWEIREORG (RFEDOFE)

9) CC-5013-PK-00938k (KFBFEH H : 2010456 H25H . CTD2.7.6.1)

m) Chen N, et al. : J Clin Pharmacol. 2010; 50: 767-774.

11) CC-5013-PK-0085Bk (UKFRMHEH H : 2010426 251, CTD2.7.6.8)

12) #ENEE : LU R RoEYBEORGT (G, JEIb

13) #ENEEE . LY M FoEpdhieomst (B

14) CC-5013-PK-0015X8k (KFRMH H : 20106 H25H |
CTD2.7.6.12)

15) CC-5013-PK-0047X 8k CEERAEH H : 20104E6H25H .
CTD2.7.6. 14)

16) Tida S, et al. : Int J Hematol. 2010; 92: 118-126.

17) FENERE . LY R REPHES LRI BB E O EMERORE

18) #hNEEE . LU R ROEWNE DR CRIGHRDO LM
B )

19) #ENERE LU B FOSMEB IR CRIGHR DL I
B BiNE)

20) #ENERE LU R ROSMEB AR R AR (AR5 ST AT
DL F M BEE)

21) CC-5013-MM-0095X8R (EFRMEH H @ 20104F6 H25H |
CTD2. 7. 6. 15)

22) #ENERE LU R NOSMEB AR EERARER (5 B S IE R 5
i3

23) tENEEL . LI U B ROEWNE DAHERRRER (B AT B s

U o)
24) CC-5013-ATLL-0025X8k CKFREH H @ 201743 2H |
CTD2.7.6.3)

25) CC-5013-NHL-0075\% CKEBAEH : 20204FXH . CTD2.7.6.1)

26) #EPNEEL: LY K FoSRBEER OB

27) Gandhi AK, et al. : Curr Cancer Drug Targets. 2010; 10: 155—
167.

28) HEERBR O GKFRAEHA B« 201743 H2H, CTD2.6.2)

29) PR O S URFRAEH @ 20209XH . CTD2. 6. 2)

24, XEEERERUBUWEDEL

TS BTV HERE

T100-7010 HFHFRHEXION_THTEZ2 5

TEL 0120-786702

FAX 0120-786703

ZATHER] 9:00~18:00 (F+ H « HLH - WK H ZFR<)

U= EHR— A= https://www. celgene. co. jp
26 WERFTEEF

26.1 BERET

A A Y= R
(@elgene AT RER DN T H 7 2 5
¥
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LFU RS R
IRV SIBEES) M el Ve

2. BhEE - BIRKROHE - AEORERL

2.1. ZhEE « R OFRERHL

4. BEESUIBR (FRREBLH)
OZ IV HEfE
O5 YR RIPEE R K 2 £ O B Bl S0 AUE A
OFFFEUTEIAPEDO R T A [ s U >/
O3 T EHAPE DN B M EIEAR % U o /8

5. ZEESUIZNRICEIE S DR (THREALR)

(S HMEER OSBELRAEREBINR I Z L S B B REFREE)
51 M7 BRRAKAE ) OHOWRZRFA L, AFIOAMER VLM E oI L2 BT, #SEHE
DOFREITH Z &,

(SBEY KRBT R % O B R RIERR)
5.2 ERE T E T A7 A (International prognostic scoring system : IPSS) (2482 U X7 35O HfE-2 Y
27 RO U A7 D8 8ME R O BTN L TR0,

(BFESUIEHREDORA TR B MR Y > VE)
53 BARMBRICHAAN SNIZEHE ORI R O TRARKNFOFEFIIONT, 117 BRERE O
DINE L, AR OB L e 240 ZB i L7z BT BISEE ORIREITH 2 &,

(B UTER M O EEM BB IER X v ) VN E)
5.4 FBEERBICHALAN LN BRFORREIZONWT, (17, BERE] OEOWNRKRE B L, AFK|
DAENER N2 DR L BT, BSHEEORIREITH 2 &,
5.5 1BV o MEEMEIZR LT AKRIOF MR OVZ 2SI L TVRL,
RIGEDBIEY WA MR IS AHK] & B TR 2 A OBEERRBRICEB VT ARG PERN
RENT, 2o, BN ARRFICE S BEERFEEAORIEOZ 2N FOBERRBENHDH Z &
PRENTVD,

A OBLER PR FIH A EAKGRPFE (LT, —Z£HiE) ToOLvFY R NozhgE - 2h%IE.
IS TG D B AR E(REEMEEEIE R % U ol (INHL) B2 xfg & U7~ [E RS LR 3 4
B (CC-5013-NHL-007 B2 [LLF. NHL-007 ikBr] ) (2S5 &, TH UIEEMEOKEME B
At IER R U LRl & LT,

NHL-007 5% 1378 U T EE A E D B JIfRME INHL (JERRMEY > ¥E [FL., Grade 1~3a] I fxHr

UL oR[E) AxgE LEEBILRE SRR CH Y . ShiskdkFE T o 4 oMb T EERLET A v

ERAWT, LU R R+ Uo7 0FHEE ROPAFE) OFMELR N2 EZ ) Yo~
THUREE (Rit ) SR L7, YEaRBRIITAE RS BB LT,

ZOFEF, RPOFHMEIEIE Rit BAMURE & T, EHEFREE Th 2 MHEA (IR (PFS) 2 A E
IZHER L, B CRARAIMEEZ R L, £, 247 (0S. FRfEN) TbT—4F v b4
TRFRCHAE LT T A X MUK 0S ZFEl 5 L T4 Thedro72d DD, Kaplan-Meier Hi#E T
1L RZOFAIEIETO OS 23 Rit HAEIE L 0 L R A IEA Do Tz, I 51T, 2FhE
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LFU RS R
IRV SIBEES) Y= Rt

A AR (CR) ElE., ZohFrbcif. CRFHIR., Rkt CREIA., kDY Vo NJEREE T
ORI, HEA N2 MEFHIR & W o FHEEE T, RPOPARIE TORZIMEIL Rit BAEYE & e
TRIFTH-oT-, BARNEMTH, RZOEFAHEETO PFS IE Rit HHRE L LR TRIFTHY . 21K
HHE O RO—BWENHERSNTZ, /2, TOMOFHMEER TH HAAERO R2OHFRETORH
ZHPEIE Rit BRI L LR TR TH - T2,

LAMTIR, P UTEEAMEO B iR INHL (255 RPOFHEIEOZEITB sy ha—
JVHHET, VU R AN Y XU~ TDZENENTHLL TS e 774 L E—HLTE

0. BRI bive oz, BARNERTH YiZEMICRA OZEMORBEITREO bt/
Mo tz, RAOFAFIECRO b EAiR FEEREERERIT THPERBE] KO TR EKG )
Tholzh, WINLBEHOFESL TH Y | IRBRIEORIE, ESUIRHERIEIZ L - TEHEATRE, 2
OAWH T, IBRIEDRE G R IEICE A EERIIF TH T,

LIk, NHL-007 RBR ORAE 2 S . R2GEHARIEIL B AN Z2-& To i3 T EEMED B gt iNHL B
IZE 5T, BRBICEROH AR T 4 v bablzbT L blo, BaMELARTRERHBENTSH
0 ALFIREZ ORI TOPFRGERTE L L TH OB R IR L 72055 L &
2D, LizhloT, ARIO—ERGETIE THREUIEAMEOKEME BEERY XU v
NE) ZNEE - AR L LTz,

7pB. WIS OBPUCER LT, BARRBR R 2 2V L, ARAIOFINE K OV 2V %2+ 5 | BfE
L7- ECHEEICHWT 2 2 ENEEE Z 2 RE T RICEET 2 EE & LT TERRBRICHA
AN SN BEOFRMEIZHOWNT, 117, BRG] OHORNFEZRA L, RKFOF MR O 4
P EiE L2 BT, BISREOBREZITH) L, | ARsiLz, 0. RGEoOEMEY o8
PEEMFEBAFICL T U R REHEMCHREG LEAMNEERRBR T, LU R Foagshittsrshn

T o, BN ARRRICESEERBEHORBEOLZEE EOBERRIFENH D ERHE S
NTWDZENE, BEEINFICBIEST D EE E LT MEMEY o WERMEICE LT, AAlOF
hHE R OVZZ RTINS L TR, RIBOEME U oS A IR I ARH & BRI TR W 72 O
RRBRICEBWT, RKFNOFREN RSN, 2o, BIEERRIRIFICE S BEERBIERORRE DL
M EOBERRBENHDHZENRENTWDS, | ZE# L, EEWLTsZ &L Lz,

e, FEOMET BRESUIR] KO HRESUIZNRIC B SR (ZLL T O E 7o
7o

RIRESUIZIR

O F ST EHATE ORI U o/ JE K i U o 2SI

BEESUIBRICBE 4 D ER

(Ruili7e L)
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LFU RS R
IRV SIBEES)

LU= et

2.2. Al - HEORERIL

6.

HIEET 5,

REROHE (FREZE)

<ZRMEHEE>
TXRHRALZ LD WNT, #E., RAIZIZL Y RIRELT1H 1R 25mg % 21 HEhE
HEO®E L-%, 7THRKRETS, 2z 147 0E LTERGEZRYIRT, B, BEOIREIC
XV EEHET D,

<5 BYEERBER KM S B R R EERE >
WE L. RRAICIELFT Y RS RELTIH LA 10mg & 21 HEE#EBREAO®RS L%,
INE 1A NE LTREABVIRT, ok, BFOWREICIVEEHET S,

<BERXIIEREORA T MR B MR Y o/ fE>
WHL. BRAICIZL T Y RS RELTIHIE 2SS mg 2 R OG5, 2B, BEoREBICEIYE

<BERXIFEGHEOEESEBMRMEER VXY L YE>

VY X ~7 (Biarf#az) LoFAICEW T, lH, RAZIELVFY FIRELTIA LM

7 EI Fﬁﬁ'f?k%—é—é o

20mg % 21 HFE H#E OG5 Lcfk, 7 AR S, a2 194 7V E LTRR 2P A 7L E

THEG2# D RKT, ks, BEOIRREIC L EEHET S,

(Bhreskim)

7.1 EARRERE

7. RBERCHARICEETIER (THIHBLRE)

B HREIRE T B IR D BROBM RO B &

EBEZL TR, AR OMAPELER LAT2 2 LBRRESRLTWE LD, BEEFOCREMBORASG A ZETLL LD
2, BEOREX LV EEICHEL, AEEROBIUCHDER T L, BHREICEEDOS 2 BEICARZHET 55
I, FRIRTZ VLT F=2 27 U7 7R (Cler) E2SBEE L TARARGELOCEEMRORS 25T 52 L,

(9.2, 16.6.1 Zi]

BHERE (CLer)

FE LB
c - WX AREATED | Fi%e X BB AT
Ju {ors 2]
Srpbiin | | A TR ) > < | B ARt % )

JiE

/Nl

45 R

30 < CLcr < 60 mL/min|

AF|10mg % 1 H 1 [
HCRtEL, 2170
T HRER ARG AT
15mgllHEETE 5,

AAKlSmgZ 1 H 1A
5.

A#KI10mg % 1 H 1 [=]#
HCRMA L., #5854
56 H %t A ATRE /2
B 15 mg IR T X
2o

AHK10mg & 1 H 1 [a]8
H5CRfRL. 2 A7
TR ARATRER G AT
15mg ITHETE 5,

HE B R e
(BT A )
CLcr < 30 mL/min

AFN15mg & 2 HIZ 1[E]
b

AHl5mg % 2 HiZ 1]
b

AHI15mg & 2 HIZ 1[H]
5

B

HE B R e
(GEHT 0 2E)
CLcr < 30 mL/min

A#Kl5mgZ 1 H 1A
5

(BT HITBT R
5)

AHl 5 mg 208 3 [HE 5
(ZHT B IT@EHT R I8
5)

AKl5mg & 18 1A
5

(&I AR BAT R IH
5)

k)

YE) S B

A ARV Iab—va itk SRl
CEMTASE) 38 K% OVERE B R AR e

(BN ) BETOT =2 3B LN TR,

7.2
ENREE LV,
7.3

[16.2.1 Z]

EIRM BRI DR G2 L > T AUC K Con DIE TGO 5D Z L b AANTE IR R EIETH% 28T TR 535 2

i/ ST BRI 2 Bk < Grade 3 X 4 OFEIVEM (Grade i3 CTCAE (234-3<) 233 LIZBAITIE, AFI ORI
FIEEBETHZ L, BEOFMIL, BEOREBIZISCTHETT2 Z &,
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LFU RS R

L8 I3 (R =Rt

(B RMEHEIE)

7.4 AFE G AL,

7.5 AHFIHA G CTOG MR OV EMEIMESL L TURu,

7.6 I/ IIBD T AR ERIBUD SR L2 AICiE. TRE2SBULARIOKRESE 2 EETHZ L,
9.1.2. 11.1.3 0]

7. BEIRRGHRE ) OTHOWNE, FRC, ik - ARz o8B L7 ETT

Zé&,

(7.7, 79, 7.12, 83,

RIS DL FENME EIE T D i/ MBI i R FEBUR DRI D B %2

iR G R

TR o D AV E Je OB OFk D H %2

AFN RIS D,
Z D 50,000/ul LA FIZRIE L7235 E1TiE, AR ERERT OG- R D 5 mg

(1,000/pL A5 2 8D B OF
K1 38.5 C LLEDGA)

M/ | 25,000/l A (2 &2 L CHEMH,
ek, IREMOEHE RN Smgd 1 B 1 EEGOHEIE, AFI25mg4a 1 A 1
[ #E - C R B,
o PSS SR
T N
ot T AR 2 ot 1000 B I LI S, AR IO B R 5 me B
ik | . & LCHB,

e, RO G ES Smgd 1 B 1 EEGOHEIE, AFI25mg% 1A 1
[ #% 5T,

AR R LTt ERINC XV BHBEEREE L L SN 256 10 ITAEL Smg 7o &E (2.5 mg 5 O5E1E 5 mg ~H
) §252EMRTED, 2EL, BBHEZBX VW &,

FEIE ST EANE O L FE M B BRE C o i MDA P BRI S BLRF O RIS 0 B &2

i G T ERE

TR o D AV E I OB OF D H %2

30,000/pL A L2 35

AFNERIET D,
Z D% 30,000/ul LA EIZ[EIE L72HA1ciE, AF 15mg % 1 A 1 [E#5 T
B,

N R
i ko m AL, e | 0K o
30mmL*mﬁﬁ§K Z D% 30,000/uL LL_EICEE L2 3BAI0iE, AR ARS8 5 5 mg ik L
SO0 <10 1ETHH,
KA RIS S,
O 1,000/ul LA EIZEE (U, BHEMRIXLG e 02) LIcGEs
1,000/pL A (23D WiE, AFI25mg & 1 B 1 [E1% 5 TR,
FE BRI D% 1,000/ul LA EIZ[EE (B L, ek A ORI 23890 %)

L7=8A1id, AF 15mg Z2 1 B 1 [E1#% 5 TR,

TR3E 2 |l H DA, FEE
1,000/pL AT (2 Jgirb

KA RIS 5,
Z D% 1,000/ul LA EIZ[EE L7235Aid, AFIZmial #5580 5 5 mg JiE L
T 10 1[FETHA,

(5 BYMS R R X% 5 B HR T RERR)
7.7 ML/ AT AT BRI S FEEL L 7= 35 A 1T
9.1.2, 11.1.3 &K]

FRAEZRLUAROKRESEEZEZET L2 L, [7.6. 79, 7.12, 83,

5 BGBARRIBEE R K &t 5 BB SUP BUERHE C ol Mg i P BRI SEBUR ORI O H %2

i/ NRER G P ER S TRFE T D ALE & OFFBRR OJk B o H %2
AHN RIS 5,
WONTNOEFEITIE, AFNERIEFTOHEDD 1| HEL-VEFF
L ) 7 BT,

fin/ N | 25,000/l AR B - HIEAEAS 50,000/ul LA FIZ [ L7354
+ 7 BUL EoMIE%E &1 CREM DS 2 [BIL_E 25,000/uL 2> & 50,000/uL
Thol=HH
AHN RIS 5,

IFHRERIRA | 500/l A5 ISR HIEFELY 500/pL L EIZEIE L2 A12id, REIEARERTO A& 1
FE L ~UVE R 7= R CHEB,

MKHBEEOHEL L

AL ~r AFNORE - AR

B 46 & 1A 1FE10mg % 21 AMEAREOES L2%, 7 ARKREST S, Zhz 1A o0 e LTS 280 RS,

JAEL~L1 [1H 1R SmgZEIROZEST5,

HAEL-~L2 |2HIC 1A S5mg ZkAKET 5,

FAEL-UL3 | LR 2E 5mg 2RAKET 5,
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LFU RS R
IRV SIBEES) Y= Rt

(BRI ITEREORA THIMEAMWRE Y > /<E)

7.8 AA| & MOFUEMEIELA & OO IR AR L &M T L TR,

7.9 (/BB AP ERBD SR BL L T2 82, TREZSRUARIORESEZZBETLH2 L, [7.6, 7.7, 712, 83,
9.1.2, 11.1.3 &MK]

L3 ST HEIAPE D R T A A 5 U o2 ST o i/ IR T TP BRI SR O RS D | 42

/NS4 P ER S TRF T D MLE K OFF BRI OJk B o H %2
ARFNEARFET 5,

HEM 2 50,000/l BLE T AFIE 551 ORI EMO VT E THEIE L
T aix, AE &2 RO A& CTHE,

+ 10,000/pL A 238 S i/ Nl ifn. 2 2038 & 5 2 Hifi 2 £ D ifis i
WL OLAIE, RERMOHAEND 1 AR L~V P A&,

- FRRUANOSA T, IKEERTO & & R,

AHN RS S,

BIEME A 1,000/ul LA_E XX ARFIE 51 OREMOWT i E CTRIE L
T ETIE, AFIE RO R CHEB,

IR BRI | 500/uL AR I © FEEAME I PR ERIBE [ HRBRER 500/ul R 2> AR 38.5 C LA E D3
B EYPARIC X DRFICL b B9, 5 AU ERR) 1 onds
WZIE, AR A REEET O 25 1 & L~V P &

© FRRLSNOSGA T, KRR O R E AR,

/I | 25,000/l A 2 I8

OK B O A& L ~L

AL~ AFN O RE - A&
BRI & 1H 1\ 25mg Z@#BROEET 5,
FAEL L1 1H1E20mg @ HENEE9 5.
AR L~L2 1A 1A 15mg ZEHROELT 5,
AR L~L3 1H1[E10mg ZEAROELT D,

(BRI EEMEE B MR TF U Vo YE)

710 V¥~ GBaF#fz) O#5ICEEL T N7 BEMGE ] OEONE, Rk - AR ONEIGERE 2 55 ICHAE
Lz bETITo e, £ T2 YR <7 (Gl Filiiz) oS rELGET L,

111 VR ~T GhRsHEEx) DS OFUERIEA L O AIC BT 2R O AV LT ey,

712 M/ RIBUD U FRERED 2SR L2 5 AICiE. TRESBRILAROKRESE 2 2ZES252 L, [76. 7.7. 79, 83, 9.1.2,
11.1.3 28]

P8 SO EEEPE D RENEEE B M EIE AR % v U v ST i NI g RIS FE BLIRF DR IEE oD H %2

i/ NG ERER IR O ALE K OFBR R OJE O H %2
AHNERES D,
50,000/uL A5 1= Pk Z D% 50,000/uL LA EIZ[EIE L2BA0ciE. ARl 1Smg % 1 H 1A
B 5 CHEB,
AEZ RIS D,

\“‘n N
fo Mgy Z D% 50,000/uL LL FIZEIE LB AT AR ERiEE 5 805

SmeifE LTIl H 1[ECHBA, BRMARED 20 mg DIFEIE S mg PL

RSE 2 [0 H PARE . TR 50,000/ul Al

g FlcEE LRV &, BAMAED 10 mg DHFAITE 2.5 mg LU RIS
LRI &

1.000/uL Kiii2% 7 H LA EFRife K2 ARIES D,

Py Z D% 1,000/ul L BB L2gAIcid, AKl15mg & 1 H 1B

FEEWVE L PERIBE  (1,000/ul Rt | 5 B,
B K OMATE 38.5 CLLE)
XU

500/ul A L2 I8

P ERIE | ORSE 2 (B H DA, FEEE 1,000/ul RS | AFI 2 KK D,

7 B UL - Ee Z Dtk 1,000ul LA EIZEE LB a2, AAIZ iR 58N 5
s SmgdEE LTI H 1 ETHBE, BT 20 mg DA X S mg UL
FEEVEAF P BRI E (1,000/ul K | FICWELZRWZ &, BRI ED 10 mg DFAIE 2.5 mg LA FITfk
B K OMANE 38.5 C LA E) BLARVWI &,

Xix

500/ul A (2 J
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LFU RS R
IRV SIBEES) Y= Rt

[EIE T EEV A ORIEMEEE B FE AR ) U oNE) I LTCL T Y R R2 U YR ~<T
EPFHT D EEZO LY I ROME - HElE, EEEILFES 3 F0 NHL-007 iBRICHE S R E LTz,
PITFIZ, YiEHE - HEOIREICE - -2 RT,

2.2.1. NHL-007 RBR CO L - AROREMRIL

NHL-007 3B CL TV R RZ U VxR ~7 LA THRETLZZ L LN, ZOMEIZLTY
R ROERHRERBRARE, LTV R RE U Y~ T ORWEhReRE, M O RRBR A O WS
ICEESEFRE Uiz, FERRIRIRFEEABR T 1L, NHL AR D Jeko-1 (= > hLHIIa Y o /<l

[MCL] ) . Namalwa & (fRaji (& h/3—F > U 3fE) | W TNE Farage (B h BAIAR Y >3
fE) izxtL, LU R REVYRo~T7 L OITPUAMEFEEMIREE (ADCC) ZEHL7-
(Wu, 2008) . F72. MCL M OEFEME ) N fED~ T AT kL, LFH U RI REUYFo~
T O CAFEHIMNEEICKEL, HRILTOFTF 2T 0% T7— (NK) Mk ONEE~D NK
AMARIRE L HEN L 7= (Hernandez-Ilizaliturri, 2005 ; Reddy, 2008 ; Zhang, 2009) , LU K K& U
XU~ T OEYBRERMELE LCiE. VU R RIIRBRABEGTEWASA AT XA T8V T 4 &R
L. FICREMEE LTES SN S —F. VY 2o~ IRNE S S, FHESE oo gz
TR END Z s, WEEAIZFHKES L TH EWORHRGE RIS EL KIFT L O M EER
ERO LN EER BN D, 7o, NHL-007 AABREHE R, F3EUIEHATED INHL (SR 5 L
FU R REY YR~ THAOBEKRRE & Uik, EMIERR COMME (Dutia, 2010) <
CALGB » 5Ejifi L 72 CALGB 50401 3B D flifE (Leonard, 2012) 23 ST, [EREERER T
X, RO HEERBR TH o2 b OO, FREUTHEAMED FL IS 5 R2OHIEE COFRDES
(Foyefg [PR] LLE) 1385% (11/134) . CREIEIX38% (5/134) L RIFThH-oT=, -,
CALGB 50401 B Tl RPOFAFEEAZ LY R REMPEE L i LTl 0, RO FLIZRH
% REOFAEEOZEZSEIS (PRULE) 13 75%,. CREIAIX32%THY ., LU K REMRE (B9
EIA 1 49%, CRENA : 13%) LHARTRIEFTH-7Z, BEMITIVWTHORBRTHLIARTREEEZD
Niz, N6 ORBEFESCHEICHESE, ARBRTOLTY R FOMAERV Yo ~7 L O6FH
L7,

F72. NHL-007 B CoO LU K FoOHED FROER &R (Dutia, 2010) & X CALGB
50401 3k (Leonard, 2012) (TS ERE LT, EMFERBRTOI Y X ~vT7 EDffHTOLFY
R ROME - HEIZYSY, VF U RI R25mg# 28 HY A 7LD 1~21 H BIZR O E3 5 51k
Tholze LML, TOHLFT U FI R25mg NG S HBE 44 T 2 4 (N5 AR B E i
(TLS) MREBLI=Z D, YZRkBro L7V R ROBMHEL 20mg IZEF (PR E LT
TuZy s—nbPE) L, L TLS ORBUIFED HivZeh-> 7= (Dutia, 2010) , F£7-,
CALGB 50401 #RBRClX, VYo ~T7 LA TOLF U K FoMAE - A& LT, LU R
K&28 HHA 70D 1~21 HRIZYA 701 Tl 15mg, A 7/ 2~12 TlE20mg % 1 B 1A%
s L7e GH12¥4 27 v)  (Leonard, 2012) . Z4LH O EATIEGR & OV CALGB 50401 35 D
FEE. WA & AR TRER LR ST,

FREEENE X NHL-007 BB CIZ U VX o~7 L0 FToLF YU RI KoMk - &% 20 mg
Z2AYA 7LD 1~21 BRI LA 1H, K12V A 27 VETROKE LHRE LT

222, A—EHFTHEIND A - AERORERIL

FROLVFU R FOME - &% T NHL-007 35k 2 i U7- 4558, AARAN 25 e ms L
MO BN INHL B8 1250 L, REGEAEEEEIT Rit RS & X CEEFEE H Th 5 PES &
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LFU RS R
IRV SIBEES) M el Ve

BIER L, OS WEL A b bR o T, S HITEEGEIS . o 7e & oo
fliE B T R2AEFIEREIL Rit BIRIE L LR TR TH - 7=,

F 72, NHL-007 iREEDI1E2>, WU LTV N FOHAE - HE CTHEIE UIEEEYEO B MM iNHL £
FIZ RO L2 B 5 L= CC-5013-NHL-008 75 T, NHL-007 iA5k & [RERIC BAF 2R B2

Nz, &6, FEOEME TH INHLABEICH L TY YR ~T7 Lo FTLFY R KR

20 mg ITBNMOERARETH D Z & NEAFITF 4TV 5D  (Leonard, 2015 ; Chong, 2015 ; Tuscano,
2014 ; Fowler, 2014 ; Martin, 2014) .

72k, VU R ROFHERPEMRERE 7 VT 7 A THDH I L, NHL-007 kB CiZs V7
F=2 27 UT T2 AW 30 mL/min~< 60 mL/min DBREREREERE G LT, LT U K RO
BZ2 10mg lZHEIT 228 & Le, 2, BEMIBTIC—E LV OFEEEIHIL L IZGE 12K
O BEBFOHERH AT O HELZRIT TH Y . R ERBD O M MR 72 E OB FEERHBH
BHLIESAIIIZOREIZISUTCLFTY R FoHEZH#HS UERE a2 he—L7 25 2 L THE
HEBENFIREIC IR D B 2 vz,

VLl ZHE TIZER LB O R R OSCHERE 2 £ 2. A To THIE SUTEAME O RN
JEBHMAMEIER VXU LoNE] ZNEE c IR E LTV T Y R FOFE AR Vv ~7
(Efa i z) EofHicB T, @E., AIZLFTY R RELTIH1E20mg %z 21 B
HARO®EG Lz, 7THBRET S, 2z 1A 70 E L TIHRR VA7 VETEREZED K
T, B, BEOWRREBICLVEERET D, | &L,

¥, FAHAOBEET THELKOCHEICEE T 53R 1ZUToR#E kol

(PR SUTEEIRTEDTEMNE U o i M O kg U V78 E)

710 Vi~ 7 (BsF##x) OFRGICERL T, 7KK OEONE, oAk -
HE oI L ETEETHZ &

711 1/ RIBD AT A BRI 23R L2 A, TREZRIUARIOKRERSE 2835 2
L. [82,9.12, 11.1.3BH]

i NI i BRI FEBLIRE DARSESE 0> H 22

1/ VRS G R ERE BT OB R N EBFFOBED B X
AFERHES D,
50, 000/pL, AL I Z DF% 50,000/ul LALICETE L2Baicid, A% 16mg 2 1 0 1 F# 5
S CHEBH,
MR A RET 5.

PR 2 [l H PABE, 3£ 50, 000/uL A (Z

Z D 50, 000/pl LL I U 72 35612 1d. ARAIZ a5 &2 5 Smg

v
B WLELC LA 1 EICR,

1,000/pL ARfif§2s 7 H LA - Fife AHN RS B,

XX Z D% 1,000/pL P EIZEE L HEICIE, AH) 15mg % 1 H 1 [B#EET

FEEE LT BRI E (1, 000/uL AT | B,
D R UM 38. 5°CLL LD 3E)
XiE

500/l A B

AP ERIED |R3E 2 (5] H AR, B FO BRI | RAIZ KRS 5,

1, 000/uL AKimi A 7 H LA EFrgE Z D% 1,000/pL LA EIZEIE L SEICE, ARSI E ARG &5 6 5mg
X BELCLH 1B THE,

FEREAF R ERIBDE (1, 000/pl AT (2 38
D R OMAR 38. 5°CLL LA

XIE

500/l A I

F7-. BHREEERE I KRG T ABOEHED AL DFE 2 7. HiEMOCHEICEET 21FEE] @
<ZhEEILE > D [16.6.1. BHEREREE RS 1TBIT LT,
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LU R R

L8 I3 (R YLD R
3. HHEOER () KUZORERAL

DT EoEE (B) LXoORERNLZTT, BUAGEOMH LoEZ o &£ H iTiam

R o [ TITRARR 285 - SBINERTIC T AL L. TORERL LT Lz, 7o, BUAGE
DO _EOEZ ORI EFLIBINA R WIETIE, BRERILOMIC TEFAR L] LFEL,

B Lol (%) (TREER) B EARHL

1. &% EHIRL

11 AEFNIY Y F~A FFEKRTH D, AFNTE MIBWTEAFEEE /T 2R D 5720, 1Y
IR L CWDFRTREE O & 2 EICIFR L TG L2 &, [2.1, 9.5 58]

1.2 KFIDORREA~OMEGE 28T 5720, AFOHERICHOWTIL, MIESHFIE CLF. ARFIE ) 28
HHENTNDDOT, BMRMEE, EM. EKANMEOERBGRE., BECTOFEEDOETORBBRENAR
FlEZBEF+ 528V, [22, 9.53H]

13 4EHRT 2 AIREME D & B ZMEIC R 53 2 580%, BGBRBRNITIRREZ1TV., BETH D 2 & 2R
Uiz bl G 2BAT 5 2 L, Fo, BESHGTE 4 BT HEGKT 4 BM% E T MR ET
I GEIE = b= LRI THRRHTIE O FE 2 M (BHEEILT 2y F—2%250H) St
WHEZWF L TND 2 &2 H0ICHERT 5 & & bICENIERRE LTS 2 &, b, AAlO#S
WP ISR S BN B AT, BEHICAAIO®R G 2 ik U, BSOS 5 & o B ey
5L, [94.1, 955H]

14 AFNTRER P ~BATT D2 b, #EET 4% E T, WRBEIT ) HEITmD THBHEE
OEEEFIE By oy R—az25H) S8, #HE2MF L CWD I L2 H0ICiRT 5 2
Lo Fio. ZOWBTIEEER & ORI TR WS L, [9.4.2, 163 B3]

1.5 KF|IOFEIE, BEAFHC 456G TE AEBMR ISV T, & B IS ORR ISk LT %
i REBRAFOEMO L & T, AFIOEG Y EHW SN DBEORATH Z L, Fio, BRI
WHNLD, BE XTI OFEFICEER ERYE BIR~DOREOLREL ETr) &+l
L., XECTHBEZETHrOE5EZB®BT L L,

1.6 EEBEF AR MARIE & OB ZEARIE D BB HE SN TWDH DT, BEE HoIiTWan bEEICK ST
L, BEPEBOONEEAICEELICESETIEL, WURMEEITY 2L, [9.1.1, 11.1.1 BHR]

2. 88 (ROBEIZIIHRS LRV L) I L

2.1 FEIE SURIEIR L CW D AlhEME D & 5 &t [1.1, 9.5 2]
2.2 W IEEEEFIE A M CE WEBE [1.2, 9.5 5]
2.3 RANO 53k UIRBUE ORBEERE O & 5 A

8. EEREANER [EIBJE 5, 3 B
8.1 A 5 BAAD B 5 LGRS £ Tk, BRIL, BT - RO E SERVn L, [1635) (NHL-007 %) ©

8.2 AFUOBe 512 5 0 T A AT BRI B OV IMBORD 2 5 O BB A B B 5 = L s B e, g |7 LT NBID i
BRI IR 24T 5 2 b 1o, AAOBGICHT>TIE, G-CSERADEE A b5 5 | 7-7-0, ikt

k. (760 77,79, 111,912, 11L13BH] KU CCDS & 551 IE
8.3 KA 512 L 0 BRUFL 7 A W ADFHEIELA D S = & 35 DT, AR - T |57 LT IOHT SRR
A AR OAT SRR L. AR B R E AT 2 L, [9.15, 11145H] Wt & BRC LT,

84 VMR BRIC IV T, JEH . D FEW, IR, T, $EILARE SN TWDH DT, RFRGHOBEE
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